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ISOXAZOLINE DERIVATIVES AS ANTIPARASITIC AGENTS

FIELD OF THE INVENTION
This invention relates to isoxazoline derivatives having parasiticidal activity.
The compounds of interest are isoxazoline derivatives substituted with phenyl-
azetidines, naphthyl-azetidines, or heteroaryl azetidines. The invention also

relates to compositions and methods of use thereof.

BACKGROUND

There is a need for improved antiparasitic agents for use with mammals,
and in particular there is a need for improved insecticides and acaricides.
Furthermore there is a need for improved topical and oral products with
convenient administration and which contain one or more of such antiparasitic
agents which can be used to effectively treat ectoparasites, such as insects (e.qg.,
fleas, lice, and flies) and acarids (e.g., mites and ticks). Such products would be
particularly useful for the treatment of companion animals, such as cats, dogs,
llamas, and horses, and livestock, such as cattle, bison, swine, sheep, and goats.

The compounds currently available for insecticidal and acaricidal treatment
of companion animals and livestock do not always demonstrate good activity,
good speed of action, or a long duration of action. Most treatments contain
hazardous chemicals that can have serious consequences, including lethality from
accidental ingestion. Persons applying these agents are generally advised to limit
their exposure. Pet collars and tags have been utilized to overcome some
problems, but these are susceptible to chewing, ingestion, and subsequent
toxicological affects to the mammal. Thus, current treatments achieve varying
degrees of success which depend partly on toxicity, method of administration, and
efficacy. Currently, some agents are actually becoming ineffective due to parasitic
resistance.

Isoxazoline derivatives have been disclosed in the art as having insecticidal
and acaricidal activity. For example, WO2007/105814 (US2009/0156643),
WO02008/122375, and WO2009/035004 recite certain alkylene linked amides.
Further, WO2007/075459 discloses phenyl isoxazolines substituted with 5- to 6-
membered heterocycles. However, none of these citations exemplify an

isoxazoline substituted phenyl azetidine, nor does the prior art indicate that such
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compounds would be useful against a spectrum of parasitic species, regardless of
morphological lifecycle stages, in animals.

Despite the availability of effective, broad spectrum antiparasitic agents,
there remains a need for a safer, convenient, efficacious, and environmentally
friendly product that will overcome the ever-present threat of resistance
development.

The present invention overcomes one or more of the various
disadvantages of, or improves upon, the properties of existing compounds. In
particular the present invention develops new isoxazoline substituted phenyl

azetidines which demonstrate such properties.

SUMMARY

The present invention provides Formula (1) and Formula (XX) compounds,
stereocisomers thereof, pharmaceutical or veterinarily acceptable salts thereof,
which act as parasiticides, in particular, ectoparasiticides; therefore may be used
to treat acarids and insect infection and infestation in animals. In addition, the
invention contemplates the control and prevention endoparasites in animals. The
present invention also contemplates the control and treatment of tick borne
diseases, for example, Lyme disease, canine and bovine anaplasmosis, canine
ehrlichiosis, canine rickettsiosis, canine and bovine babesiosis, epizootic bovine
abortion, and theileriosis. Thus, according to the invention, there is provided a

compound of Formula (1)

wherein
A'is phenyl, naphthyl, or heteroaryl where said heteroaryl contains 1 to 4

heteroatoms each independently selected from N, O and S;
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R' R'™, and R'® are each independently hydrogen, halo, hydroxyl, cyano,
nitro, C1.Csalkyl, C1.Cghaloalkyl, C1.Csalkoxy, Co-C3alkylCs.Cs cycloalkyl, Ci.
Cshaloalkoxy, -C(O)NH», -SFs, or —S(O),R;

R?is halo, cyano, C1.Cealkyl, C1.Cghaloalkyl, nitro, hydroxyl, -C(O)NRaRb,
C2.Cealkenyl, C,.Cealkynyl, -S(O),R, or -OR;

R?is hydrogen, halo, hydroxyl, cyano, C.Cealkyl, C1.Cshaloalkyl, Co.
CaalkylC3.Cscycloalkyl, -C(O)NH,, nitro, -SC(O)R, -C(O)NR®R®, Co.CsalkyINR?R?,
-NR®NRPR?, -NR?OR®, -ONR?R®, N3, -NHR*, -OR, or -S(O),R;

R*is hydrogen, C1.Csalkyl, Co.CealkylCs.Cscycloalkyl, -C(O)R?, -C(S)R®,
-C(O)NR?R?, -C(O)C(O)NR?R?, -S(0),R®, -S(0):NR?R®, -C(NR")R®,
-C(NRNR®R®, Co.Csalkylphenyl, Co.Csalkylheteroaryl, or Co.Csalkylheterocycle;

R®is hydrogen, Cy.Csalkyl, Co-Csalkenyl, Co.CealkylCs.Cscycloalkyl, Co.
Csalkylphenyl, Co.Cgalkylheteroaryl, or Co.Csalkylheterocycle;

R®is cyano, C4.Cealkyl, C.Cshaloalkyl, -C(O)NR®RP, C,.Cgalkenyl, C..
Csalkynyl, C,.Cghaloalkenyl, or C,.Cghaloalkynyl;

R’ is hydrogen, C1.Csalkyl, hydroxyl, cyano, nitro, -S(O),R", or Cy.Csalkoxy;

R is C1.Cealkyl or Cs.Cgscycloalkyl each optionally substituted by at least one
halo;

R?is hydrogen, C+.Csalkyl, or Co-CsalkylCs.Cscycloalkyl; wherein the alkyl
and alkylcycloalkyl is optionally substituted by cyano or at least one halo
substituent;

R’ is hydrogen, C1.Csalkyl, Cs.Cecycloalkyl, Co.Csalkylphenyl, Co.
Csalkylheteroaryl, or Co.Csalkylheterocycle, each optionally substituted, where
chemically possible, with at least one substituent selected from hydroxyl, cyano,
halo, or -S(O),R;

R®is C4-Cealkyl, C1.Cshaloalkyl, C4.CehaloalkylC3.Cescycloalkyl, Co.
CsalkylC3.Cecycloalkyl, Co-Caalkylphenyl, Co-Czalkylheteroaryl, or Co.
Csalkylheterocycle each optionally substituted with at least one substituent
selected from cyano, halo, hydroxyl, oxo, C1.Cealkoxy, Cs.Cghaloalkoxy, C.
Cshaloalkyl, -S(O),R, -SH, -S(0),NR°R®, -NR°R®, -NR*C(0)R®, -SC(0O)R®, -SCN,
or —C(O)NRR";

each of R* and R® C;.Csalkyl or Co.CsalkylCs.Cscycloalkyl can be optionally

and independently substituted by at least one substituent selected from cyano,
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halo, hydroxyl, oxo, C4.Cealkoxy, C.Cshaloalkoxy, C.Cshaloalkyl, -S(O),R®, -SH,
-S(0),NR®R®, -NR?R®, -NR?C(O)R®, -SC(O)R®, -SCN, or —-C(O)NR?R"; and
wherein R* and R® Co-Cesalkylphenyl, Co.Cealkylheteroaryl, or Co.

Csalkylheterocycle moiety can be further optionally substituted with at least one
substituent selected from cyano, halo, oxo, =S, =NR’, hydroxyl, C.Cgsalkoxy, Ci.
Cealkyl, C4.Cshaloalkyl, -SH, -S(O),R, and C4.Cshaloalkoxy;

n is the integer 0, 1, or 2, and when n is 2, each R? may be identical or
different from each other; and

p is the integer 0, 1, or 2;
stereoisomers thereof, and pharmaceutically or veterinarily acceptable salts
thereof.

In another aspect of the invention, A is phenyl, naphthyl, pyridinyl,
pyrimidinyl, pyrazolyl, imidazolyl pyrrolyl, furanyl, thiophenyl, triazolyl, tetrazolyl,
thiazolyl, isoxazolyl, oxazolyl, oxadiazolyl, thiadiazolyl, pyridazinyl, pyrazinyl,
benzofuranyl, benzothiophenyl, indolyl, benzimidazolyl, indazolyl, benzotriazolyl,
thieno[2,3-c]pyridine, thieno[3,2-b]pyridine, and benzo[1,2,5]thiadiazole. In
another aspect of the invention, A is phenyl, naphthyl, pyridinyl, pyrimidinyl,
pyrazolyl, triazolyl, tetrazolyl, thiazolyl, isoxazolyl, benzofuranyl, benzothiophenyl,
indolyl, and benzo[1,2,5]thiadiazole. In another aspect of the invention, A is
phenyl, naphthyl, pyridinyl, pyrazolyl, triazolyl, isoxazolyl, benzofuranyl, and
benzo[1,2,5]thiadiazole. In another aspect of the invention, A is phenyl, naphthyl,
pyridinyl, pyrazolyl, and benzo[1,2,5]thiadiazole. In another aspect of the
invention, A is phenyl, pyridinyl, naphthyl, or benzo[1,2,5]thiadiazole. In another
aspect of the invention A is phenyl or pyridinyl. In another aspect of the invention
Ais phenyl. In another aspect of the invention A is pyridinyl. In another aspect of
the invention, A is naphthyl. In yet another aspect of the invention, A is
benzo[1,2,5]thiadiazole.

In another aspect of the invention are compounds of Formula (2), (3), (4),
(5), and (6)

PCT/IB2011/053355
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In yet another aspect of the invention are compounds of Formula (2a), (2b),
(2¢), (2d), (2e), (2f), (3a), (4a), (4b), (5a), (6a), and (6b).
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In yet another aspect of the invention are compounds of Formula (2a), (2b),
(2¢), (2d), (6a), and (6b).
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In yet another aspect of the invention are compounds of Formula

In yet another aspect of the invention are compounds of Formula

In yet another aspect of the invention are compounds of Formula
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In yet another aspect of the invention are compounds of Formula

(2d)
5 In yet another aspect of the invention are compounds of Formula
(6a)
RS
N\R4
In yet another aspect of the invention are compounds of Formula
(6b)

10
In another aspect of the invention, each of R R, and R are

independently selected from hydrogen, halo, hydroxyl, cyano, C4.Cesalkyl, C1.Cs
haloalkyl, Co.CsalkylC3.Cs cycloalkyl, -S(O),R, and -SFs_In yet another aspect of
the invention, each of R'® R'®, and R'®are independently selected from hydrogen,

15 halo, hydroxyl, cyano, C1.Cs haloalkyl, and Co.CzalkylC3.Cs cycloalkyl. In yet
another aspect of the invention, each of R'® R'®, and R'®are independently
selected from hydrogen, halo, hydroxyl, cyano, and C4.Cg haloalkyl. In yet another
aspect of the invention, each of R R'?, and R'®are independently selected from

hydrogen, fluoro, chloro, bromo, cyano, and C4.Cg haloalkyl. In yet another aspect
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of the invention, each of R'® R'?, and R'®are independently selected from
hydrogen, fluoro, chloro, bromo, and C1.Cs haloalkyl. In yet another aspect of the
invention, each of R'?, R'®, and R' are independently selected from hydrogen,
fluoro, chloro, bromo, and -CFs. In yet another aspect of the invention, each of
R' R'™ and R'are independently selected from hydrogen, fluoro, chloro, and
-CFs.

In yet another aspect of the invention, the integer n of (R%), is 2. When the
integer n is 2, then each R® may be identical or different from each other. In yet
another aspect of the invention, the integer n of (R?), is 1. In yet another aspect
of the invention, the integer n of (R2)n is 0.

In yet another aspect of the invention, R? is selected from halo, cyano, Cq.
Cealkyl, C1.Cshaloalkyl, hydroxyl, -C(O)NR?RP®, C,.Csalkenyl, or -OR. In yet
another aspect of the invention, R? is selected from halo, cyano, Cy.Csalkyl, C;.
Cshaloalkyl, hydroxyl, -C(O)NRaRb, or -OR. In yet another aspect of the invention,
R? is selected from halo, cyano, C1.Cealkyl, -C(O)NR?R®, or hydroxyl. In yet
another aspect of the invention, R? is selected from halo, cyano, -C(O)NRaRb, or
hydroxyl. In yet another aspect of the invention, R? is selected from cyano or
-C(O)NR?R®, or hydroxyl. In yet another aspect of the invention, R? is selected
from cyano. In yet another aspect of the invention, R? is selected from
-C(O)NR°R®.

In another aspect of the invention, R® is hydrogen, halo, hydroxyl, cyano,
C1.Cealkyl, C4.Cshaloalkyl, Co.CsalkylCs.Cscycloalkyl, -C(O)NH,, -SC(O)R,
-C(O)NR?R®, Cy.CsalkyINR?R?, -NR*NR"R?, -NR?OR", -ONR?R®, N3, -NHR?, -OR,
or -S(O),R. In yet another aspect of the invention, R®is hydrogen, halo, hydroxyl,
cyano, Cq.Cgalkyl, C4.Cghaloalkyl, Cy.CsalkylCs Cecycloalkyl, -C(O)NH,,
-C(O)NR?R®, Co.CsalkyINR?R?, -NR*NR"R?, -NR?OR", -ONR?R®, N3 -NHR*, or
-S(O)pR. In yet another aspect of the invention, R®is hydrogen, halo, hydroxyl,
cyano, C1.Csalkyl, C1.Cehaloalkyl, Co.CsalkylCs Cecycloalkyl, -C(O)NH,,
-C(O)NRPR®, Co.CsalkyINR?R?, -NR*NRR*, -NHR?, N3, or -S(O),R. In yet another
aspect of the invention, R? is hydrogen, halo, hydroxyl, cyano, Cy.Csalkyl,
C+-Cshaloalkyl, Co.CsalkylCs.Cecycloalkyl, -C(O)NH,, -C(O)NR®R®, -NHR?, N3, or
-S(O),R. In yet another aspect of the invention, R®is hydrogen, halo, hydroxyl,
cyano, Cq.Cgalkyl, C4.Cghaloalkyl, Co.CsalkylCs.Cscycloalkyl, -C(O)NHy, or Ns.
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In yet another aspect of the invention, R%is hydrogen, halo, hydroxyl, cyano,
C+-Csalkyl, C1.Cshaloalkyl, or N3. In yet another aspect of the invention, R® is
hydrogen, halo, hydroxyl, cyano, C1.Csalkyl, or Ns. In yet another aspect of the
invention, R® is hydrogen, halo, hydroxyl, cyano, or Ns. In yet another aspect of
the invention, R? is hydrogen, fluoro, chloro, bromo, Ns, hydroxyl, or cyano. In yet
another aspect of the invention, R® is hydrogen, fluoro, N3, hydroxyl, or cyano. In
yet another aspect of the invention, R%is hydrogen. In yet another aspect of the
invention, R? is fluoro. In yet another aspect of the invention, R?is chloro. In yet
another aspect of the invention, R® is hydroxyl. In yet another aspect of the
invention, R%is cyano. In yet another aspect of the invention, R%is Ns.

In another aspect of the invention, R* is C1.Cgalkyl, Co-CsalkylCs.
Cecycloalkyl, -C(O)R?®, -C(S)R®, -C(O)NR?R?, -C(0O)C(O)NR?R?®, -S(O),R°,
-S(0):NR?R?®, -C(NR")R®, -C(NR")NR®R®, C.Csalkylheteroaryl, or
Co-Csalkylheterocycle; wherein each of R* and R® C.Csalkyl or
Co-CealkylCs-Cseycloalkyl can be optionally and independently substituted as
described herein, and wherein each of R?, R°, R* and R® substituents can be
optionally and independently substituted as described herein. In yet another
aspect of the invention, R* is -C(O)R®, -C(O)NR?R®, -S(O),R®, -C(S)R®,
-S(0)%NR?R®, -C(NR"R?®, or -C(NR')NR®R®, and wherein each of R?, R®, and R®
substituents can be optionally and independently substituted as described herein.

In yet another aspect of the invention, R* is -C(O)R® or -C(O)NR?R®, and
wherein each of R? and R® substituents can be optionally and independently
substituted as described herein.

In yet another aspect of the invention, when R* is -C(O)R?, then R®is
hydrogen, C¢.Cgalkyl, Co.CsalkylCs.Cgcycloalkyl, CoCsalkylphenyl, Co.
Cealkylheteroaryl, or Co.Cealkylheterocycle, wherein said R®> C1.Csalkyl or Co.
CsalkylC3.Cecycloalkyl can be optionally and independently substituted by at least
one substituent selected from cyano, halo, hydroxyl, oxo, C1.Cealkoxy, Ci.
Cshaloalkoxy, C.Cshaloalkyl, -S(O),R°, -SH, -S(0),NR°R®, -NR°R®, -NR*C(O)R",
-SC(O)R®, -SCN, or —C(O)NR?R®, where said R® Co.Csalkylphenyl, Co.
Csalkylheteroaryl, or Cy.Cgalkylheterocycle moiety can be further optionally
substituted with at least one substituent selected from cyano, halo, hydroxyl, C+.
Csalkoxy, C1.Csalkyl, C1.Cghaloalkyl, -SH, -S(O),R, and C4.Cshaloalkoxy. The R®

PCT/IB2011/053355
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and R° substituents are also optionally substituted with at least one substituent as
defined herein.

In yet another aspect of the invention, when R*is -C(O)R®, then R®is
hydrogen, C1.Csalkyl, Co.CealkylCs.Cscycloalkyl, or Co.Cealkylheteroaryl, where
said Cy.CealkylCs.Cescycloalkyl or Co.Cgalkylheteroaryl moieties are optionally
substituted as defined herein.

In yet another aspect of the invention, when R*is -C(O)R?, then R’is
methyl, ethyl, propyl, isopropyl, isobutyl, n-butyl, t-butyl, cyclopropyl, cyclobutyl,
cyclopentyl, -CHj-cyclopropyl, -CHy-cyclobutyl, -CHy-cyclopentyl,
-(CHa)2-cyclopropyl, -(CH2).-cyclobutyl, -(CHy).-cyclopentyl, pyrazolyl, -CH,-
pyrazolyl, -(CH2)2-pyrazolyl, pyridinyl, -CHo-pyridinyl, -(CH2)2-pyridinyl, wherein the
alkyl (for example, methyl, ethyl, and propyl), cycloalkyl (for example, cyclopropyl
and cyclobutyl) or alkylcycloalkyl (for example, -CHy-cyclopropyl and -(CHy).-
cyclobutyl) can be optionally and independently substituted as defined herein.

In yet another aspect of the invention, when R*is -C(O)R?, then R’is
methyl, ethyl, propyl, isopropyl, isobutyl, n-butyl, t-butyl, cyclopropyl, cyclobutyl,
cyclopentyl, -CHj-cyclopropyl, -CHs-cyclobutyl, -CHy-cyclopentyl,
-(CHy).-cyclopropyl, -(CH2).-cyclobutyl, -(CH2),-cyclopentyl, pyrazolyl, -CH»-
pyrazolyl, -(CH2)2-pyrazolyl, pyridinyl, -CHo-pyridinyl, -(CH2)2-pyridinyl, wherein the
alkyl (for example, methyl, ethyl, and propyl), cycloalkyl (for example, cyclopropyl
and cyclobutyl) or alkylcycloalkyl (for example, -CHy-cyclopropyl and -(CHy).-
cyclobutyl) can be optionally and independently substituted by at least one
substituent selected from cyano, halo, hydroxyl, oxo, methoxy, -CF3, ethoxy,
-S(O)sR, -SCH3, -SCH,CH3, -NH,, -NHCH3, -NHCH,CH3, -NH(CH2),CHs,
-NHcyclopropyl, -NHcyclobutyl, -NHCHacyclopropyl, -NHCHcyclobutyl,
-NR?C(O)R®, or -C(O)NH.

In yet another aspect of the invention, when R*is -C(O)R?, then R’is
methyl, ethyl, propyl, isopropyl, isobutyl, cyclopropyl, cyclobutyl, cyclopentyl,
-CHz-cyclopropyl, -CHz-cyclobutyl, -CHz-cyclopentyl, pyrazolyl, -CHz-pyrazolyl,
pyridinyl, -CHz-pyridinyl, wherein the alkyl (for example, methyl, ethyl, and
isopropyl), cycloalkyl (for example, cyclopropyl and cyclobutyl) or alkylcycloalkyl
(for example, -CHa,-cyclopropyl) can be optionally and independently substituted

by at least one substituent selected from cyano, halo, hydroxyl, oxo, -CF3, S(O),R,
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methoxy, ethoxy, -SCHs, -NH», -NHCH3;, -NHCH,>CHs;, -NHcyclopropyl,
-NHcyclobutyl, -NHC(O)H, or -C(O)NH..

In yet another aspect of the invention, when R*is -C(O)R?, then R’is
methyl, ethyl, propyl, isopropyl, isobutyl, cyclopropyl, cyclobutyl, cyclopentyl,
-CHy-cyclopropyl, -CHz-cyclobutyl, -CHz-cyclopentyl, pyrazolyl, -CHz-pyrazolyl,
pyridinyl, -CHz-pyridinyl, wherein the alkyl (for example, methyl, ethyl, and
isopropyl), cycloalkyl (for example, cyclopropyl and cyclobutyl) or alkylcycloalkyl
(for example, -CHaxcyclopropyl) can be optionally and independently substituted by
at least one substituent selected from cyano, halo, hydroxyl, oxo, -CF3, methoxy,
-SCH3, S(O)sR, -NHy, -NHCH3, -NHCH2CH3, -NHcyclopropyl, -NHC(O)H, or
-C(O)NHa.

In yet another aspect of the invention, when R* is -C(O)R®, then R%is
oxetane, thiatane, azetidine, tetrahydrofuran, tetrahydrothiophene, pyrrolidine,
-CHy,-oxetane, -CH,-thiatane, -CHy-azetidine, or -CHs-tetrahydrofuran, each of
which are optionally substituted as defined herein. In yet another aspect of the
invention, when R* is -C(O)R?®, then R®is oxetane, thiatane, azetidine,
tetrahydrofuran, tetrahydrothiophene, -CHz-oxetane, -CHs-thiatane, or -CH,-
azetidine, each of which are optionally substituted as defined herein. In yet
another aspect of the invention, when R'is -C(O)R5, then R®is oxetane, thiatane,
azetidine, -CH.-oxetane, -CHg-thiatane, or -CHz-azetidine, each of which are
optionally substituted as defined herein. In yet another aspect of the invention,
when R* is -C(O)R®, then R®is oxetane, thiatane, or azetidine, each of which are
optionally substituted as defined herein. In yet another aspect of the invention,
when R is -C(O)R®, then R®is -CHy-oxetane, -CHy-thiatane, or -CHy-azetidine,
each of which are optionally substituted as defined herein.

In yet another aspect of the invention, when R*is -C(O)R?, then R’is
pyrazole, imidazole, isoxazole, oxazole, isothiazole, thiazole, triazole, pyridine,
pyridazine, pyrazine, or pyrimidine, each which are optionally substituted as
defined herein.

In yet another aspect of the invention, when R*is -C(O)R?, then R’is
C1.Cealkyl, C-Csalkenyl, or Co.CsalkylCs.Cscycloalkyl, wherein each of C4.Cgalkyl
or Cy.CsalkylCs.Cecycloalkyl is optionally substituted with at least one substituent
selected from cyano, halo, hydroxyl, -S(0),R®, C1.Cealkoxy, -S(0),NR?R®, or
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-SC(O)RS; pyrazole, pyridine, oxazole, pyridazine, triazole, azetidine, thiatane,
wherein each heterocycle and heteroaryl moiety are optionally substituted further
with at least one substituent selected from fluoro, hydroxyl, methyl, and oxo;
where p, R? R° and R® are as defined herein.

In yet another aspect of the invention, when R*is -C(O)NR®R®, then
R?is hydrogen, methyl, ethyl, propyl, isopropyl, cyclopropyl, cyclobutyl,
cyclopentyl, -CHj-cyclopropyl, -CHy-cyclobutyl, -CHy-cyclopentyl, -(CHz),-
cyclopropyl, -(CHy)2-cyclobutyl, or -(CHz):-cyclopentyl; wherein the alkyl (for
example methyl and propyl), cycloalkyl (for example, cyclopropyl and cyclopentyl),
or the alkylcycloalkyl (for example, -CHz-cyclopropyl, -CH»-cyclopentyl, and
-(CHz)2cyclobutyl) are optionally substituted by cyano or at least one halo
substituent; and R°® is as defined herein.

In yet another aspect of the invention, when R* is -C(O)NR?R?, then
R?is hydrogen, methyl, ethyl, propyl, isopropyl, cyclopropyl, cyclobutyl,
cyclopentyl, -CHa-cyclopropyl, -CHs-cyclobutyl, -CHy-cyclopentyl; wherein the alkyl
(for example methyl and propyl), cycloalkyl (for example, cyclopropyl and
cyclopentyl), or the alkylcycloalkyl (for example, -CHz-cyclopropyl and -CHa-
cyclopentyl) are optionally substituted by cyano or at least one halo substituent;
and R® is as defined herein.

In yet another aspect of the invention, when R*is -C(O)NR®R®, then
R?is hydrogen or methyl and R® is selected from hydrogen, methyl, ethyl, propyl,
cyclopropyl, and Cy-Cealkylheterocycle, wherein the alkyl and alkylheterocycle
moiety are each optionally substituted as described herein.

In yet another aspect of the invention, when R*is -S(O),R", the integer p is
2, and R°is as defined herein, and said R® substituent is optionally substituted
with at least one substituent as defined herein. In yet another aspect of the
invention, when R* is -S(O)pR, the integer p is 2, R®is C1.Csalkyl optionally
substituted with at least one substituent as defined herein. In yet another aspect
of the invention, when R* is -S(O),R", the integer p is 2, R® is C4.Csalkyl optionally
substituted with at least one substituent selected from cyano or halo. In yet
another aspect of the invention, when R* is -S(O),R", the integer p is 2, and R is

C1.Csalkyl.In yet another aspect of the invention, when R* is -S(O),R", the integer
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p is 2, and R®is methyl, ethyl, propyl, or isopropyl. In yet another aspect of the
invention, when R* is -S(O)pR, the integer p is 2, and R®is methyl or ethyl.

In yet another aspect of the invention, R®is cyano, C1.Cealkyl, C+.
Cshaloalkyl, or -C(O)NH.. In yet another aspect of the invention, R%is cyano, Ci.
Csalkyl, or Cq.Cghaloalkyl. In yet another aspect of the invention, R®is cyano,
methyl, ethyl, or C{.Cghaloalkyl. In yet another aspect of the invention, R®is
cyano, methyl, or C1.Cghaloalkyl. In yet another aspect of the invention, R®is
cyano or Cy.Cghaloalkyl. In yet another aspect of the invention, R® is C;.
Cshaloalkyl. In yet another aspect of the invention, RCis -CF3, -CHF,, -CHJF, and
-CF.Cl. In yet another aspect of the invention, RCis -CF3;, -CHF5, and -CHyF. In
yet another aspect of the invention, R® is -CFs.

In yet another aspect of the invention, R is methyl, ethyl, propyl, isopropyl,
cyclopropyl, cyclobutyl, or cyclopentyl. In yet another aspect of the invention, R is
methyl, ethyl, isopropyl, cyclopropyl, or cyclobutyl.

In yet another aspect of the invention, R* is hydrogen, methyl, ethyl, propyl,
isopropyl, or isobutyl, each alkyl moiety is optionally substituted as defined herein.
In yet another aspect of the invention, R? is hydrogen, methyl, ethyl, propyl, or
isopropyl, each alkyl moiety is optionally substituted as defined herein. In yet
another aspect of the invention, R? is hydrogen, methyl, or ethyl, each alkyl is
optionally substituted as defined herein.

In yet another aspect of the invention, R® is hydrogen, methyl, ethyl, propyl,
isopropyl, isobutyl, cyclopropyl, cyclobutyl, cyclopentyl, -CHx-cyclopropyl, or -CH»-
cyclobutyl, each alkyl, cycloalkyl, and alkylcycloalkyl moiety is optionally
substituted as defined herein. In yet another aspect of the invention, R® is
hydrogen, methyl, ethyl, propyl, isopropyl, cyclopropyl, cyclobutyl, -CH,-
cyclopropyl, or -CHz-cyclobutyl, each alkyl, cycloalkyl, and alkylcycloalkyl moiety
is optionally substituted as defined herein. In yet another aspect of the invention,
R?is hydrogen, methyl, ethyl, isopropyl, cyclopropyl, cyclobutyl, -CHz-cyclopropyl,
or -CHz-cyclobutyl, each alkyl, cycloalkyl, and alkylcycloalkyl moiety is optionally
substituted as defined herein.

In another aspect of the invention, R” is hydrogen, C.Csalkyl, Cs.
Cscycloalkyl, Co.Csalkylphenyl, or Co.Csalkylheteroaryl. In yet another aspect of
the invention, R” is hydrogen, Cy.Cealkyl, Ca.Cscycloalkyl, or Co.Csalkylheteroaryl.
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In yet another aspect of the invention, R® is hydrogen, C1.Csalkyl, or Ca.
Cecycloalkyl. In yet another aspect of the invention, R is hydrogen, methyl, ethyl,
isopropyl, propyl, isobutyl, cyclopropyl, or cyclobutyl.

In another aspect of the invention, are Formula (1) compounds selected
from:
1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)ethanone;
cyclopropyl(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)methanone;
3-fluoro-N-methyl-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidine-1-carboxamide;
N-ethyl-3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidine-1-carboxamide;
N-cyclopropyl-3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidine-1-carboxamide;
cyclopropyl(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)methanone;
1-(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl ) phenyl)-
3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-
fluoro-N-methylazetidine-1-carboxamide;
3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-N-
ethyl-3-fluoroazetidine-1-carboxamide;
N-cyclopropyl-3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl)phenyl)-3-fluoroazetidine-1-carboxamide;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)propan-1-one;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)butan-1-one;
2-cyclopropyl-1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)ethanone;
3-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-

yh)phenyl)-3-fluoroazetidin-1-yl)-3-oxopropanenitrile;
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1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methoxyethanone;
cyclobutyl(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)methanone;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoropropan-1-one;
N-cyclopropyl-3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidine-1-carboxamide;
3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoro-N-methylazetidine-1-carboxamide;
3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-N-ethyl-3-fluoroazetidine-1-carboxamide;
3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidine-1-carboxamide;
cyclopropyl(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-hydroxyazetidin-1-yl)methanone;
cyclobutyl(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-hydroxyazetidin-1-yl)methanone;
3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoro-N-methylazetidine-1-carboxamide;
3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-N-ethyl-3-fluoroazetidine-1-carboxamide;
N-cyclopropyl-3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidine-1-carboxamide;
3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-N-ethyl-3-hydroxyazetidine-1-carboxamide;
N-cyclopropyl-3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)phenyl)-3-hydroxyazetidine-1-carboxamide;
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3-(4-(5-(3,5-bis(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoro-N-methylazetidine-1-carboxamide;
3-(4-(5-(3,5-bis(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-N-ethyl-3-fluoroazetidine-1-carboxamide;
3-(4-(5-(3,5-bis(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-N-cyclopropyl-3-fluoroazetidine-1-carboxamide;
3-(4-(5-(3,5-bis(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-N-cyclopropyl-3-hydroxyazetidine-1-carboxamide;
3-(4-(5-(3-chloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl)phenyl)-N-ethyl-3-hydroxyazetidine-1-carboxamide;
3-(4-(5-(3-chloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yh)phenyl)-N-ethyl-3-fluoroazetidine-1-carboxamide;
3-(4-(5-(3-chloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl)phenyl)-N-cyclopropyl-3-fluoroazetidine-1-carboxamide;
3-(4-(5-(3-chloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl)phenyl)-3-fluoro-N-methylazetidine-1-carboxamide;
1-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)ethanone;
cyclopropyl(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)methanone;
2-Cyclopropyl-1-(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)ethanone;
3-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-3-oxopropanenitrile;
1-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoropropan-1-one;
1-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methoxyethanone;
1-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)propan-1-one;
1-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)butan-1-one;
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5-[3,5-bis(trifluoromethyl)phenyl]-3-{4-[1-(cyclobutylcarbonyl)-3-fluoroazetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3,5-bis(trifluoromethyl)phenyl]-3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3,5-bis(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-isobutyrylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-butyryl-3-fluoroazetidin-3-yl)phenyl]-5-[3-chloro-5-(trifluoromethyl)phenyl]-
5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-propionylazetidin-3-
yDphenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-acetyl-3-fluoroazetidin-3-yl)phenyl]-5-[3-chloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-[3-(4-{5-[3-chloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoroazetidin-1-yl]-3-oxopropanenitrile;
1-[(3-{4-[5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)carbonyllcyclopropanol;
1-[(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)carbonyllcyclopropanol;
3-{4-[3-fluoro-1-(methoxyacetyl)azetidin-3-ylJphenyl}-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-1-isobutyrylazetidin-3-ol;
1-butyryl-3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)azetidin-3-ol;
5-[3,5-bis(trifluoromethyl)phenyl]-3-{4-[1-(cyclopropylacetyl)-3-fluoroazetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
2-[3-(4-{5-[3,5-bis(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yl}phenyl)-3-fluoroazetidin-1-yl]-2-oxoethanol;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-(4-{3-fluoro-1-[(methylthio)acetyl]azetidin-
3-yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(cyclobutylcarbonyl)-3-fluoroazetidin-
3-yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
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3-[3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoroazetidin-1-yl]-3-oxopropanamide;
3-[3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoroazetidin-1-yl]-3-oxopropanamide;
1-[(3-fluoro-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yllphenyl}azetidin-1-yl)carbonyl]cyclopropanol;
5-(3,5-dichlorophenyl)-3-{4-[3-fluoro-1-(3-methylbutanoyl)azetidin-3-ylJphenyl}-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-(4-{3-fluoro-1-[(methylthio)acetyllazetidin-3-yl}phenyl)-5-(3,4,5-trichlorophenyl )-
5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-1-propionylazetidin-3-ol;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(cyclopropylcarbonyl)-3-
fluoroazetidin-3-ylphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-{4-[3-fluoro-1-(1H-pyrazol-3-ylcarbonyl)azetidin-
3-yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
4-{2-[3-(4-{5-[3,5-bis(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoroazetidin-1-yl]-2-oxoethyl}pyridine;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(cyclopropylacetyl)-3-fluoroazetidin-
3-yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-propionylazetidin-3-
yhphenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yl]phenyl}-5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-acetyl-3-fluoroazetidin-3-yl)phenyl]-5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-isobutyrylazetidin-3-
yhphenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-[3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoroazetidin-1-yl]-3-oxopropanenitrile;
4-[(3-fluoro-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yllphenyl}azetidin-1-yl)carbonyl]pyridine;
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5-[3,5-bis(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-propionylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(cyclopentylcarbonyl)-3-fluoroazetidin-3-yl]phenyl}-5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-(4-{3-fluoro-1-
[(methylthio)acetyl]azetidin-3-yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
1-(cyclopropylcarbonyl)-3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl]phenyl}azetidin-3-ol;
(3-(2-bromo-4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yl)phenyl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone;
2-(1-(cyclopropanecarbonyl)-3-fluoroazetidin-3-yl)-5-(5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)benzonitrile;
5-(3-chloro-5-(trifluoromethyl)phenyl)-3-(4-(3-fluoro-1-(methylsulfonyl)azetidin-3-
yhphenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-(2-bromo-4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-1-(cyclopropanecarbonyl)azetidine-3-carbonitrile;
1-(cyclopropanecarbonyl)-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidine-3-carbonitrile;
1-(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-methylpropan-1-one;
2-methyl-1-(3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yh)phenyl)azetidin-1-yl)propan-1-one;
Cyclopropyl(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)methanone;
Cyclopropyl(3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl)phenyl)azetidin-1-yl)methanone;
1-(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)ethanone;
1-(3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)ethanone;
1-isobutyryl-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yllphenyl}azetidin-3-ol;
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3-{4-[3-fluoro-1-(3,3,3-trifluoropropanoyl)azetidin-3-yl]phenyl}-5-(3,4,5-
trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(cyclopropylacetyl)-3-fluoroazetidin-3-yl]phenyl}-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-butyryl-3-fluoroazetidin-3-yl)phenyl]-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(3-fluoro-1-isobutyrylazetidin-3-yl)phenyl]-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(3-fluoro-1-propionylazetidin-3-yl)phenyl]-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-isobutyrylazetidin-3-
yhphenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
2-[3-(4-{5-[3-chloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoroazetidin-1-yl]-2-oxoethanol;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(cyclopentylcarbonyl)-3-
fluoroazetidin-3-ylphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-butyryl-3-fluoroazetidin-3-yl)phenyl]-5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichlorophenyl)-3-[4-(1-propionylazetidin-3-yl)phenyl]-5-(trifluoromethyl)-
4,5-dihydroisoxazole;
1-[(3-{4-[5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}azetidin-1-yl)carbonyl]lcyclopropanol;
5-(3,5-dichlorophenyl)-3-{4-[1-(methoxyacetyl)azetidin-3-ylJphenyl}-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(cyclopropylacetyl)azetidin-3-yl]phenyl}-5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-acetylazetidin-3-yl)phenyl]-5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-[4-(1-propionylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-butyrylazetidin-3-yl)phenyl]-5-[3-chloro-5-(trifluoromethyl)phenyl]-5-

(trifluoromethyl)-4,5-dihydroisoxazole;
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3-[4-(1-butyrylazetidin-3-yl)phenyl]-5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
2-[3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)azetidin-1-yl]-2-oxoethanol;
1-{[3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)azetidin-1-ylJcarbonyl}cyclopropanol;
5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-(4-{1-[(methylthio)acetyl]lazetidin-3-
yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(cyclopropylacetyl)azetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(methoxyacetyl)azetidin-3-yl]phenyl}-
5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-[3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)azetidin-1-yl]-3-oxopropanenitrile;
1-{[3-(4-{5-[3-chloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)azetidin-1-ylJcarbonyl}cyclopropanol;
5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(methoxyacetyl)azetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-[4-(1-propionylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-butyrylazetidin-3-yl)phenyl]-5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazole;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-[4-(1-isobutyrylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
1-[(3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}azetidin-1-yl)carbonyl]lcyclopropanol;
3-[4-(1-propionylazetidin-3-yl)phenyl]-5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazole;
3-(4-{1-[(methylthio)acetyllazetidin-3-yl}phenyl)-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(methoxyacetyl)azetidin-3-yl]phenyl}-5-(3,4,5-trichlorophenyl)-5-

(trifluoromethyl)-4,5-dihydroisoxazole;
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3-{4-[1-(cyclopropylacetyl)azetidin-3-yl]phenyl}-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-(4-{1-[(methylthio)acetyllazetidin-3-yl}phenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-{4-[1-(methoxyacetyl)azetidin-3-ylJphenyl}-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
1-[(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}azetidin-1-yl)carbonyl]lcyclopropanol;
5-(3,5-dichloro-4-fluorophenyl)-3-[4-(1-propionylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-[4-(1-isobutyrylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-(4-{1-[(3,3-difluoroazetidin-1-yl)carbonyl]-3-
fluoroazetidin-3-yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-1-(3,3,3-trifluoropropanoyl)azetidin-3-ol;
5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-{4-[3-fluoro-1-(3,3,3-
trifluoropropanoyl)azetidin-3-ylJphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-(4-{3-fluoro-1-[(4-methyl-1,3-0xazol-5-
yhcarbonyllazetidin-3-yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
N-[2-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl})-4,5-dihydroisoxazol-
3-yllphenyl}-3-fluoroazetidin-1-yl)-2-oxoethyl[formamide;
4-[(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)carbonyl]pyridazine;
1-[2-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yllphenyl}-3-fluoroazetidin-1-yl)-2-oxoethyl]-1H-1,2,4-triazole;
5-(3,5-dichloro-4-fluorophenyl)-3-(4-{3-fluoro-1-[(methylsulfonyl)acetyl]azetidin-3-
yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-{4-[3-fluoro-1-(1H-pyrazol-1-ylacetyl)azetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-{4-[3-fluoro-1-(1,3-oxazol-5-ylcarbonyl)azetidin-
3-yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
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5-(3,5-dichloro-4-fluorophenyl)-3-{4-[1-(2,2-difluoropropanoyl)-3-fluoroazetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
1-{[3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoroazetidin-1-yllcarbonyl}azetidin-3-ol;
1-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)-2-methyl-1-oxopropan-2-ol;
3-[4-(1-but-3-enoyl-3-fluoroazetidin-3-yl)phenyl]-5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
2-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)-N,N-dimethyl-2-oxoethanesulfonamide;
5-(3,5-dichloro-4-fluorophenyl)-3-[4-(3-fluoro-1-
{[(trifluoromethyl)thiolacetyl}azetidin-3-yl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-{4-[3-fluoro-1-(2-methoxypropanoyl)azetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-(4-{1-[(2,2-difluorocyclopropyl)carbonyl]-3-
fluoroazetidin-3-yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)-2-methyl-3-oxopropan-1-ol;
(2S)-4-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}-3-fluoroazetidin-1-yl)-4-oxobutan-2-ol;
4-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)-4-oxobutan-2-ol;
3-{4-[3-chloro-1-(cyclopropylcarbonyl)azetidin-3-yl]phenyl}-5-(3,5-dichloro-4-
fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[3-chloro-1-(cyclopropylcarbonyl)azetidin-3-ylphenyl}-5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3-chlorophenyl)-3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yllphenyl}-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[5-(3-chloro-4,5-difluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-1-(cyclopropylcarbonyl)-azetidin-3-ol;
3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yl]phenyl}-5-[3,4-difluoro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
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(2S)-1-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}-3-fluoroazetidin-1-yl)-1-oxopropan-2-ol;
(2R)-1-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}-3-fluoroazetidin-1-yl)-1-oxopropan-2-ol;
(2S)-4-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}-3-fluoroazetidin-1-yl)-4-oxobutan-2-ol;
5-(3,5-dichloro-4-fluorophenyl)-3-(4-{3-fluoro-1-[(methylsulfinyl)acetyl]azetidin-3-
yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[3-azido-1-(cyclopropylcarbonyl)azetidin-3-yllphenyl}-5-(3,4,5-
trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(3-azido-1-propionylazetidin-3-yl)phenyl]-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
S-[2-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yllphenyl}-3-fluoroazetidin-1-yl)-2-oxoethyl] ethanethioate;
5-(3-fluorophenyl)-3-[4-(3-fluoro-1-propionylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3-chlorophenyl)-3-[4-(3-fluoro-1-propionylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,4-dichlorophenyl)-3-[4-(3-fluoro-1-propionylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yl)phenyl}-5-(trifluoromethyl)-5-[ 3-
(trifluoromethyl)phenyl]-4,5-dihydroisoxazole;
5-(3-chloro-5-fluorophenyl)-3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yl]phenyl}-5-(3,4-difluorophenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazole;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoropropan-1-one;
3-{4-[1-(azetidin-1-ylcarbonyl)-3-fluoroazetidin-3-ylJphenyl}-5-(3,5-dichlorophenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(azetidin-1-ylcarbonyl)-3-fluoroazetidin-3-yl]phenyl}-5-(3,4,5-
trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
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3-{4-[1-(azetidin-1-ylcarbonyl)-3-fluoroazetidin-3-yl]phenyl}-5-(3,5-dichloro-4-
fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
1-(cyclopropylcarbonyl)-3-{4-[(5R)-5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yllphenyl}azetidin-3-ol;
5-(3,5-dichloro-4-fluorophenyl)-3-[4-(3-fluoro-1-isobutyrylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
{[2-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl})-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)-2-oxoethyl]sulfonyl}acetonitrile;
1-(3-{4-[5-(3,5-Dichloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-
yl]-phenyl}-3-fluoro-azetidin-1-yl)-3-methanesulfonyl-propan-1-one;
1-(3-{4-[5-(3,5-Dichloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-
yl]-phenyl}-3-fluoro-azetidin-1-yl)-2-(2,2,2-trifluoro-ethanesulfonyl)-ethanone;
2-(3-{4-[5-(3,5-Dichloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-
yl]-phenyl}-3-fluoro-azetidin-1-yl)-2-oxo-ethanesulfonic acid dimethylamide;
2-Benzenesulfonyl-1-(3-{4-[5-(3,5-dichloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-
dihydro-isoxazol-3-yl]-phenyl}-3-fluoro-azetidin-1-yl)-ethanone;
1-(3-{4-[5-(3,5-Dichloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-
yl]-phenyl}-3-fluoro-azetidin-1-yl)-2-methanesulfonyl-propan-1-one;
cyclopropanecarboxylic acid (1-cyclopropanecarbonyl-3-{4-[5-(3,4-dichloro-5-
trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-phenyl}-
azetidin-3-yl)-amide;
(3-Amino-3-{4-[5-(3,4-dichloro-5-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-
dihydro-isoxazol-3-yl]-phenyl}-azetidin-1-yl)-cyclopropyl-methanone;
3-fluoro-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}azetidine-1-carboxamide;
N-cyclopropyl-3-{4-[5-(3,4,5-trichlorophenyl!)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}azetidine-1-carboxamide;
N-cyclopropyl-3-{4-[5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl]phenyl}azetidine-1-carboxamide;
3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-hydroxy-N-propylazetidine-1-carboxamide;
3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-hydroxy-N,N-dimethylazetidine-1-carboxamide;
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N-ethyl-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}azetidine-1-carboxamide;
3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-N-methylazetidine-1-carboxamide;
3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-N-methylazetidine-1-carboxamide;
3-{4-[5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-ylJphenyl}-N-
ethylazetidine-1-carboxamide;
3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-N-ethylazetidine-1-carboxamide;
3-(4-{5-[3-chloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl}phenyl)-N-methylazetidine-1-carboxamide;
3-(4-{5-[3-chloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl}phenyl)-N-cyclopropylazetidine-1-carboxamide;
N-cyclopropyl-3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}azetidine-1-carboxamide;
N-cyclopropyl-3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl}phenyl)azetidine-1-carboxamide;
3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoro-N-(2,2,2-trifluoroethyl)azetidine-1-
carboxamide;
3-fluoro-N,N-dimethyl-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}azetidine-1-carboxamide;
3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoro-N,N-dimethylazetidine-1-carboxamide;
3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoro-N-(3,3,3-trifluoropropyl)azetidine-1-
carboxamide;
3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoro-N-oxetan-3-ylazetidine-1-carboxamide;
3-azido-N,N-dimethyl-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl]phenyl}azetidine-1-carboxamide;
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2-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yl]-5-[5-(3,5-dichloro-4-fluorophenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yllbenzonitrile;
2-(1-acetyl-3-fluoroazetidin-3-yl)-5-[5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]lbenzonitrile;
5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-[3-
fluoro-1-(3,3,3-trifluoropropanoyl)azetidin-3-yl]benzonitrile;
5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-(3-
fluoro-1-propionylazetidin-3-yl)benzonitrile;
5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-(3-
fluoro-1-isobutyrylazetidin-3-yl)benzonitrile;
5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-(3-
fluoro-1-glycoloylazetidin-3-yl)benzonitrile;
2-(1-butyryl-3-fluoroazetidin-3-yl)-5-[5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]lbenzonitrile;
2-[1-(cyclobutylcarbonyl)-3-fluoroazetidin-3-yl]-5-[5-(3,5-dichloro-4-fluorophenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yllbenzonitrile;
2-[1-(cyclopentylcarbonyl)-3-fluoroazetidin-3-yl]-5-[5-(3,5-dichloro-4-fluorophenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yllbenzonitrile;
5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-[3-
fluoro-1-(methoxyacetyl)azetidin-3-yl]benzonitrile;
2-[1-(cyclopropylacetyl)-3-fluoroazetidin-3-yl]-5-[5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]lbenzonitrile;
5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-(3-
fluoro-1-pentanoylazetidin-3-yl)benzonitrile;
5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-{3-
fluoro-1-[(methylthio)acetyl]-azetidin-3-yl}benzonitrile;
2-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yl]-5-[5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]pyridine;
(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-yl)methanone;



WO 2012/017359 PCT/IB2011/053355

10

15

20

25

30

29

1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methylpropane-1-thione;
(1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methylpropylidene)cyanamide;
(1-(3-Fluoro-3-{4-[5-(3,4,5-trichloro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-
3-yl]-phenyl}-azetidin-1-yl)-2-methanesulfonyl-ethanone; and
1-(3-{4-[5-(3,4-Dichloro-5-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-
isoxazol-3-yl]-phenyl}-3-fluoro-azetidin-1-yl)-2-methanesulfonyl-ethanone,
stereoisomers thereof, pharmaceutical and veterinarily acceptable salts thereof.

In another aspect of the invention, are Formula (1) compounds that were
shown to have biological data within at least one of the bio-assays with an ED'®,
LD'®, LD*, and/or ED® value of < 1 pg/mL or 1 pg/fly and are selected from
Examples 1-60, 65-70, 72-77, 82, 84-85, 87, 89, 91, 95-101, 103-104, 106-107,
109-110, 113, 116-117, 119-121, 123-126, 128-133, 135-143, 145-146, 148, 152-
155, 1568, 160-165, 167-171, 173-176, 187-188, 197-199, and 200-224,
stereoisomers thereof, pharmaceutical and veterinarily acceptable salts thereof.

In another aspect of the invention, are Formula (1) compounds that were
shown to have biological data within at least one of the bio-assays with an ED'®,
LD'®, LD, and/or ED® value of < 0.3 ug/mL or < 0.3 ug/fly and are selected
from Examples 1-17, 19-30, 32-54, 56-60, 65-70, 72-74, 76-77, 82, 84, 87, 95-99,
103-104, 117, 131, 133, 135-143, 145-146, 148, 152-155, 158, 160-161, 165,
167-171, 173-175, 187-188, 202-204, 206, 209-221, and 223, stereocisomers
thereof, pharmaceutical and veterinarily acceptable salts thereof.

In another aspect of the invention, are Formula (1) compounds that were
shown to have biological data within at least one of the bio-assays with an ED'®,
LD, LD%, and/or ED® value of < 0.1 pg/mL or < 0.1 pg/fly and are selected
from Examples 1-17, 19-21, 24, 26-30, 32-34, 36-48, 50-54, 56-60, 65-70, 72-74,
76-77, 84, 87, 95-99, 103-104, 117, 131, 133, 135-137, 139-143, 145-146, 148,
152-155, 158, 160, 165, 168-171, 173-175, 188, 202, 206, 209-213, 215-221, and
223, stereocisomers thereof, pharmaceutical and veterinarily acceptable salts

thereof.
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In another aspect of the invention, are Formula (1) compounds that were
shown to have biological data within at least one of the bio-assays with an ED'®,
LD'®, LD, and/or ED® value of < 0.03 ug/mL and are selected from Examples
1-17, 19-21, 26-28, 32-34, 36-38, 40-48, 50-54, 56, 59-60, 65-66, 68, 70, 72-74,
76, 84, 95-99, 103, 131, 133, 135, 141-143, 145-146, 155, 158, 165, 168-169,
171, 173-175, 202, 206, 209-210, 212-213, 215-216, 218-219, and 221,
stereoisomers thereof, pharmaceutical and veterinarily acceptable salts thereof.

In another aspect of the invention, are Formula (1) compounds that were
shown to have biological data within at least one of the bio-assays with an ED'®,
LD'®, LD, and/or ED® value of < 0.01 pg/mL or < 0.01 pg/fly and are selected
from Examples 1, 5, 10-12,16, 19-21, 26-28, 33-34, 38, 40, 47, 50, 52, 54, 60, 84,
95, 99, 146, 168-169, 173-175, 202, and 221, stereoisomers thereof,
pharmaceutical and veterinarily acceptable salts thereof.

In another aspect of the invention, are Formula (1) compounds that were
shown to have biological data within at least one of the bio-assays with an ED'®,
LD'®, LD, and/or ED® value of < 0.003 pg/mL and are selected from Examples
11, 19, 40, 169, and 175, stereoisomers thereof, pharmaceutical and veterinarily
acceptable salts thereof.

In another aspect of the invention, are Formula (1) compounds selected
from:
5-(3,5-dichloro-4-fluorophenyl)-3-(4-{3-fluoro-1-[(methylsulfonyl)acetyl]azetidin-3-
yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
1-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)-2-methyl-1-oxopropan-2-ol;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoropropan-1-one;
5-(3,5-dichloro-4-fluorophenyl)-3-[4-(3-fluoro-1-isobutyrylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole; and
(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-yl)methanone,
stereoisomers thereof, pharmaceutical and veterinarily acceptable salts thereof.

In another aspect of the invention, are Formula (1) compounds selected

from:
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2,2-dichloro-1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)ethanone;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-fluoro-2-methylpropan-1-one;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3-(methylthio)propan-1-one
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3-(methylsulfonyl)propan-1-one;
(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)(thietan-3-yl)methanone;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoro-2-methylpropan-1-one;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methyl-2-(methylsulfonyl)propan-1-one;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)propan-1-one;
(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)(1-(methylsulfonyl)cyclopropyl)methanone;
5-(3,5-dichloro-4-fluorophenyl)-3-(4-(3-fluoro-1-(1,1,1,3,3,3-hexafluoropropan-2-
yhazetidin-3-y)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3-difluoropropan-1-one;
2-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-N-methyl-2-oxoethanesulfonamide;
2-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-N-isopropyl-2-oxoethanesulfonamide;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-(3-hydroxyazetidin-1-yl)ethanone;
1-(3-(4-(5-(3,5-dichloro-4-hydroxyphenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)(thietan-2-yl)methanone;
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N-(1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yh)phenyl)-3-fluoroazetidin-1-yl)-2-methyl-1-oxopropan-2-yl)acetamide;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-mercapto-2-methylpropan-1-one;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoro-2-hydroxy-2-methylpropan-1-one;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3-hydroxy-2,2-dimethylpropan-1-one;
3-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2,2-dimethyl-3-oxopropanenitrile;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3-difluoropropan-1-one;
S-(1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methyl-1-oxopropan-2-yl) ethanethioate;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-2-methyl-2-(methylthio)propan-1-one;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methyl-2-(methylsulfonyl)propan-1-one;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methyl-1-oxopropane-2-sulfonamide;
1-(1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol
3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methyl-1-oxopropan-2-yl)urea;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-{4-[5-(3,5-Dichloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-
phenyl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone

PCT/IB2011/053355



WO 2012/017359 PCT/IB2011/053355

10

15

20

25

30

33

(E)-N-(1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropylidene)-
cyanamide;
1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-methylpropan-1-one;

3,3, 3-trifluoro-1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl )-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)propan-1-one;
1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(methylthio)ethanone;
1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-hydroxy-2-methylpropan-1-one; (3-Fluoro-3-{4-[5-(3,4,5-
trichloro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-phenyl}-azetidin-1-yl)-
thietan-3-yl-methanone;
(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(1,1-dioxidothietan-3-yl)(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)methanone;
(E)-N-(1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)methanone;
1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-3,3, 3-trifluoropropan-1-one;
1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
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1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-
one;
(3-{4-[5-(3,4-Dichloro-5-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-
isoxazol-3-yl]-phenyl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-
yl)methanone;
(E)-N-(1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-
methylpropylidene)cyanamide;
1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone;
1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-3,3, 3-trifluoropropan-1-one;
1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
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1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-
one;
(3-{4-[5-(3-Chloro-4-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-
3-yl]-phenyl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-
yl)methanone;
(E)-N-(1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-
methylpropylidene)cyanamide;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)methanone;

3,3, 3-trifluoro-1-(3-fluoro-3-(4-(5- (trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)propan-1-one;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-(methylthio)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-Fluoro-3-{4-[5-trifluoromethyl-5-(4-trifluoromethyl-phenyl)-4,5-dihydro-isoxazol-
3-yl]-phenyl}-azetidin-1-yl)-thietan-3-yl-methanone;
(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-dihydroisoxazol-
3-yl)phenyl)azetidin-1-yl)(1-oxidothietan-3-yl)methanone;



WO 2012/017359

10

15

20

25

30

36

(1,1-dioxidothietan-3-yl)(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-
(trifluoromethyl)phenyl)-4,5-dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)methanone;
(E)-N-(1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)methanone;
1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-3,3, 3-trifluoropropan-1-one;
1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-
one;
(3-{4-[5-(3,4-Difluoro-5-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-
isoxazol-3-yl]-phenyl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-
yl)methanone;
(E)-N-(1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-
methylpropylidene)cyanamide;
1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
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(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone;
1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoropropan-1-one;
1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-{4-[5-(3-Chloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-
phenyl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-yl)methanone;
(E)-N-(1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yh)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone;
1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoropropan-1-one;
1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
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1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-{4-[5-(3-chloro-5-fluorophenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-
phenyl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-yl)methanone;
(E)-N-(1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yh)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)methanone;

3,3, 3-trifluoro-1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)propan-1-one;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(methylthio)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-Fluoro-3-{4-[5-trifluoromethyl-5-(3,4,5-trifluorophenyl)-4,5-dihydro-isoxazol-3-
yl]-phenyl}-azetidin-1-yl)-thietan-3-yl-methanone;
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(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(1,1-dioxidothietan-3-yl)(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-
4,5-dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)methanone;
(E)-N-(1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-methylpropylidene)cyanamide;
2-(1-(cyclopropanecarbonyl)-3-fluoroazetidin-3-yl)-5-(5-(3,4,5-trichlorophenyl)-5-

(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)benzonitrile; and

cyclopropyl(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5
dihydroisoxazol-3-yl)phenyl)-3-hydroxyazetidin-1-yl)methanone, stereoisomers
thereof, pharmaceutical and veterinarily acceptable salts thereof.

In another aspect of the invention are Formula (1) compounds selected
from:
1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)methanone;
1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yI)-3,3,3-trifluoropropan-1-one;
1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-{5-[5-(3,5-Dichloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-
pyridin-2-yl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
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(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)(1, 1-dioxidothietan-3-yl)methanone;
(E)-N-(1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-
methylpropylidene)cyanamide;
1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl )-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)methanone;

3,3, 3-trifluoro-1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl )-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)propan-1-one;
1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-(methylthio)ethanone;
1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-Fluoro-3-{5-[5-(3,4,5-trichloro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-
yl]-pyridin-2-yl}-azetidin-1-yl)-thietan-3-yl-methanone;
(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(1,1-dioxidothietan-3-yl)(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)methanone;
(E)-N-(1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)methanone;
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1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoropropan-1-one;

1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;

1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-
(methylsulfonyl)ethanone;
1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-
ylhethanone;
1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-

1-one;
(3-{5-[5-(3,4-Dichloro-5-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-
isoxazol-3-yl]-pyridin-2-yl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-
yl)methanone;
(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)(1, 1-dioxidothietan-3-
yl)methanone;
(E)-N-(1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-
methylpropylidene)cyanamide;
1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone;
1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-3, 3, 3-trifluoropropan-1-one;
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1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-
(methylsulfonyl)ethanone;
1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-
ylhethanone;

1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-
1-one;
(3-{5-[5-(4-Chloro-3-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-
3-yl]-pyridin-2-yl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-
yl)methanone;

(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)(1, 1-dioxidothietan-3-
yl)methanone;
(E)-N-(1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-
methylpropylidene)cyanamide;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)methanone;

3,3, 3-trifluoro-1-(3-fluoro-3-(5-(5- (trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)propan-1-one;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-(methylthio)ethanone;
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1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-Fluoro-3-{5-[5-trifluoromethyl-5-(3-trifluoromethyl-phenyl)-4,5-dihydro-isoxazol-
3-yl]-pyridin-2-yl}-azetidin-1-yl)-thietan-3-yl-methanone;
(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-dihydroisoxazol-
3-yh)pyridin-2-yl)azetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(1,1-dioxidothietan-3-yl)(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-
(trifluoromethyl)phenyl)-4,5-dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-
yl)methanone;
(E)-N-(1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)methanone;
1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-3,3, 3-trifluoropropan-1-one;
1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-
(methylsulfonyl)ethanone;
1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-

ylhethanone;
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1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-

1-one;
(3-{5-[5-(3,4-Difluoro-5-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-
isoxazol-3-yl]-pyridin-2-yl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-
yl)methanone;
(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-
yl)methanone;
(E)-N-(1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)pheny)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-
methylpropylidene)cyanamide;
1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone;
1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yI)-3,3,3-trifluoropropan-1-one;
1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-{5-[5-(3-Chloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-
pyridin-2-yl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
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(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)(1, 1-dioxidothietan-3-yl)methanone;
(E)-N-(1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yh)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone;
1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yI)-3,3,3-trifluoropropan-1-one;
1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-{5-[5-(3-Chloro-5-fluorophenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl}-
pyridin-2-yl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)(1, 1-dioxidothietan-3-yl)methanone;
(E)-N-(1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yh)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-methylpropan-1-one;
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cyclopropyl(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)methanone;

3,3, 3-trifluoro-1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)propan-1-one;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)-1,2-diazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-fluoro-3-{5-[5-trifluoromethyl-5-(3,4,5-trifluorophenyl)-4,5-dihydro-isoxazol-3-yl]-
pyridin-2-yl}-azetidin-1-yl)-thietan-3-yl-methanone;
(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(1,1-dioxidothietan-3-yl)(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-
4,5-dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)methanone; and
(E)-N-(1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-methylpropylidene)cyanamide,
stereoisomers thereof, pharmaceutical and veterinarily acceptable salts thereof.

In another aspect of the invention, is a compound of Formula (XX)
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In yet another aspect of the invention is a composition that comprises a) a
Formula (XX) compound, stereoisomers thereof, or a veterinarily or
pharmaceutically acceptable salt thereof, and (b) a veterinarily or
pharmaceutically acceptable excipient, diluent, or carrier. The variables R'?, R™,
R', R? R* R® and n are as defined herein. Preferably, the composition
comprises a therapeutically effective amount of a Formula (XX) compound,
stereoisomer thereof, or veterinarily or pharmaceutically acceptable salt thereof,
and a veterinarily or pharmaceutically acceptable excipient, diluent, or carrier.

In another aspect of the invention, is a veterinary or pharmaceutical
composition that comprises a) a Formula (1) or Formula (XX) compound,
stereoisomers thereof, or a veterinarily or pharmaceutically acceptable salt
thereof, and (b) a veterinarily or pharmaceutically acceptable excipient, diluent, or
carrier. Preferably, the composition comprises a therapeutically effective amount
of a Formula (1) or Formula (XX) compound, sterecisomer thereof, or veterinarily
or pharmaceutically acceptable salt thereof, and a veterinarily or pharmaceutically
acceptable excipient, diluent, or carrier.

The composition may comprise at least one additional veterinary agent.
Prefered additional veterinary agents include endoparasiticides, endectocides,
ectoparasiticides, insecticides, and anthelmintics.

In yet another aspect of the invention is the use of a Formula (1) or
Formula (XX) compound for the manufacture of a medicament.

In yet another aspect of the invention is a method for treating a parasitic
infection or infestation in an animal that includes the step of administering to said
animal, in need of such treatment, a therapeutically effective amount of a
compound of the present invention, sterecisomer thereof, or veterinarily or
pharmaceutically acceptable salt thereof. Formula (1) and Formula (XX)
compounds, stereocisomers thereof, veterinarily or pharmaceutically acceptable
salts thereof, or compositions thereof, may be administered orally, topically,
intramuscularly, subcutaneously, and by intraperitoneal injection. Preferably, the
animal is a mammal. More preferably, the mammal is a companion animal or
livestock. Preferably, the companion animal is a dog, cat, or horse. Preferably,
livestock is bovine, swine, or ovine. Preferably, the animal is a bird. More

preferably, the bird is fowl. Preferably the animal is a fish. The compounds of the
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present invention, and compositions thereof, can be admininstered to the animal
by oral, topical, and intramuscular-, intraperitoneal-, and subcutaneous-injection.
Preferrably, the compounds of the present invention, and compositions thereof,
can be administered to the animal orally or topically.

In yet another aspect of the invention is a method for treating a parasitic
infection or infestation in an animal that includes the step of administering to said
animal in need of such treatment, a therapeutically effective amount of a Formula
(1) or Formula (XX) compound, sterecisomer thereof, or veterinarily or
pharmaceutically acceptable salt thereof, in combination with at least one
additional veterinary agent. Formula (1) or Formula (XX) compounds,
stereoisomers thereof, veterinarily or pharmaceutically acceptable salts thereof,
alone, with an additional veterinary agent, or composition thereof, may be
administered to the animal orally, topically, or by injection (intramuscular,
intraperitoneal, or subcutaneous). Prefered additional veterinary agents include
endoparasiticides, endectocides, ectoparasiticides, insecticides, and
anthelmintics.

Compounds of the present invention alone, or in combination with an
additional veterinary agent may be administered as (a) a single veterinary
composition which comprises a compound of the present invention, sterecisomer
thereof, veterinarily or pharmaceutically acceptable salt thereof, and optionally, at
least one additional veterinary agent as described herein and a veterinarily or
pharmaceutically acceptable excipient, diluent, or carrier; or (b) two separate
veterinary compositions comprising (i) a first composition comprising a compound
of the present invention, stereoisomer thereof, veterinarily or pharmaceutically
acceptable salt thereof, and a veterinarily or pharmaceutically acceptable
excipient, diluent, or carrier, and (ii) a second composition comprising at least one
additional veterinary agent, as described herein and a veterinarily or
pharmaceutically acceptable excipient, diluent, or carrier. The veterinary or
pharmaceutical compositions may be administered simultaneously or sequentially
and in any order.

In another aspect of the invention are compositions comprising a Formula

(1) compound, stereocisomer thereof, pharmaceutical or veterinary salt thereof,
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optionally, at least one additional veterinary agent, which are useful for the control
and treatment of parasites in animals.
All of the recited patent publications, patents, and priority documents

herein are incorporated by reference, in their entirety.

DEFINITIONS

For purposes of the present invention, as described and claimed herein,
the following terms and phrases are defined as follows:

‘Additional veterinary agent(s)” as used herein, unless otherwise indicated,
refers to other veterinary or pharmaceutical compounds or products that provide a
therapeutically effective amount of said agents that are useful for the treatment of a
parasitic infection in an animal, as described herein.

“Alkoxy”, as used herein, unless otherwise indicated, refers to an oxygen
moiety having a further alkyl substituent. The alkyl portion (i.e., alkyl moiety) of an
alkoxy group has the same definition as below. Non-limiting examples include:
-OCHgs;, -OCH,CHj3, and the like.

"Alkyl", as used herein, unless otherwise indicated, refers to saturated
monovalent hydrocarbon alkane radicals of the general formula C,Hzn+1. The
alkane radical may be straight or branched and may be unsubstituted or
substituted. For example, the term “(C1-Cs) alkyl” refers to a monovalent, straight
or branched aliphatic group containing 1 to 6 carbon atoms. Non-exclusive
examples of (C1-Cs) alkyl groups include, but are not limited to methyl, ethyl,
propyl, isopropyl, sec-butyl, t-butyl, n-propyl, n-butyl, i-butyl, s-butyl, n-pentyl, 1-
methylbutyl, 2-methylbutyl, 3-methylbutyl, neopentyl, 3,3-dimethylpropyl, 2-
methylpentyl, hexyl, and the like. The alkyl moiety may be attached to the
chemical moiety by any one of the carbon atoms of the aliphatic chain. Alkyl
groups are optionally substituted as described herein.

“Alkenyl” as used herein, unless otherwise indicated, refers to a straight or
branched aliphatic hydrocarbon chain having 2- to 6-carbon atoms and containing
at least one carbon-carbon double bond (for example -C=C-, or -C=CH2). Non-
exclusive examples of alkenyl include: ethenyl, 1-propenyl, 2-propenyl,

isopropenyl, 1-butenyl, 2-butenyl, 3-butenyl, 2-pentenyl, and the like.
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“‘Alkynyl” as used herein, unless otherwise indicated, refers to straight or
branched aliphatic hydrocarbon chain having 2- to 6-carbon atoms and containing
at least one carbon-carbon triple bond (for example, -C=C- or -C=CH). Non-
exclusive examples of alkynyl include: ethynyl, 2-propynyl, 1-methyl-2-propynyl, 2-
butynyl, 3-butynyl, 2-methyl-3-butynyl, and the like.

“‘Animal”, as used herein, unless otherwise indicated, refers to an individual
animal that is a mammal, bird, or fish. Specifically, mammal refers to a vertebrate
animal that is human and non-human, which are members of the taxonomic class
Mammalia. Non-exclusive examples of non-human mammals include companion
animals and livestock. Non-exclusive examples of a companion animal include:
dog, cat, llama, goat, and horse. Preferred companion animals are dog, cat, and
horse. More preferred is dog. Equally preferred is cat or horse. Non-exclusive
examples of livestock include: swine, camel, rabbits, goat, sheep, deer, elk,
bovine (cattle), and bison. Preferred livestock is cattle. Equally preferred is
swine. Specifically, bird refers to a vertebrate animal of the taxonomic class Aves.
Birds are feathered, winged, bipedal, endothermic, and egg-laying. Non-exclusive
examples of bird include, poultry (e.g., chicken, turkey, duck, and geese), all of
which are also referred to herein as fowl. Specifically, fish refers to the taxonomic
class Chondrichthyes (cartilaginous fishes, e.g., sharks and rays) and
Osteichthyes (bony fishes) which live in water, have gills or mucus-covered skin
for respiration, fins, and may have scales. Non-exclusive examples of fish include
shark, salmon, trout, whitefish, caffish, tilapia, sea bass, tuna, halibut, turbot,
flounder, sole, striped bass, eel, yellowtail, grouper, and the like.

“Compounds of the present invention", as used herein, unless otherwise
indicated, refers to compounds of Formula (1) or Formula (XX), stereocisomers
thereof, and veterinarily or pharmaceutically acceptable salts thereof.

"Cycloalkyl", as used herein, unless otherwise indicated, includes fully
saturated or partially saturated carbocyclic alkyl moieties. Non-limiting examples
of partially saturated cycloalkyls include: cyclopropene, cyclobutene,
cycloheptene, cyclooctene, cyclohepta-1,3-diene, and the like. Preferred
cycloalkyls are 3- to 6-membered saturated monogcyclic rings including
cyclopropyl, cyclobutyl, cyclopentyl, and cyclohexyl. The cycloalkyl group may be

attached to the chemical moiety by any one of the carbon atoms within the
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carbocyclic ring. Cycloalkyl groups are optionally substituted with at least one
substituent. Further when used in compound words such as alkylcycloalkyl, said
alkyl and cycloalkyl moiety has the same meaning as herein defined and may be
attached to the chemical moiety by any one of the carbon atoms of the aliphatic
chain. Examples of “alkylcycloalkyl” include, methylcyclopropane (-CH,-
cyclopropane), ethylcyclopropane (-CH2CHs-cyclopropane), methylcyclobutane
(-CHzy-cyclobutane), ethylcyclobutane (-CH,CHy-cyclobutane), methylcyclohexane
(-CHay-cyclohexane), and the like. Cycloalkyls are optionally substituted as
described herein.

“Halogen" or “halo”, as used herein, unless otherwise indicated, refers to
fluorine, chlorine, bromine and iodine. Further, when used in compound words
such as "haloalkyl", “haloalkoxy”, “haloalkenyl”, or “haloalkynyl”, said alkyl, alkoxy,
alkenyl, and alkynyl may be partially or fully substituted with halogen atoms which
may be the same or different and said alkyl, alkoxy, alkenyl, and alkynyl moiety
has the same meaning as above and may be attached to the chemical moiety by
any one of the carbon atoms of the aliphatic chain. Examples of "haloalkyl"
include F3C-, CICH,-, CF3CH2- and CF3CCly-, and the like. The term "haloalkoxy"
is defined analogously to the term "haloalkyl". Examples of "haloalkoxy" include
CF30-, CCI3CH20-, HCF2CH2CH20- and CF3CH20-, and the like. The term
"haloalkenyl is defined analogously to the term "haloalkyl" except that the aliphatic
chain contains at least one carbon-carbon double bond. Examples of
"haloalkeny!” include CF3;C=C-, CCl;C=C-, HCF,C=C- and CF3C=CC-, and the
like. The term "haloalkynyl" is defined analogously to the term "haloalkyl" except
that the aliphatic chain contains at least one carbon-carbon triple bond. Examples
of "haloalkyny!" include CF3;C=C-, CCIsC=C-, HCF,C=C- and CF3C=CC-, and the
like.

“Heterocycle”, as used herein, unless otherwise indicated, refers to a
partially saturated or saturated 3- to 6-membered monocyclic ring containing one
or more heteroatoms each independently selected from N, O, or S, preferably
from one to four heteroatoms. Non-exclusive examples of heterocycle include
oxiranyl, thiaranyl, aziridinyl, oxetanyl, thiatanyl, azetidinyl, tetrahydrofuran,
tetrahydrothiophene, pyrrolidinyl, tetrahydropyranyl, piperidinyl, piperazinyl,
tetrahydropyridinyl, 2H-azirine, 2,3-dihydro-azete, 3,4-dihydro-2H-pyrrole, and the
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like. The heterocycle group may be attached to the chemical moiety by any one
of the carbon atoms or heteroatoms (e.g., N, O, and S) within the monogyclic ring.
Heterocycles are optionally substituted as described herein.

“Heteroaryl” or “Het”, as used herein, unless otherwise indicated, refers to a
5- to 6-membered aromatic monocyclic ring or an 8- to 10-membered fused
aromatic ring where said monocyclic- and fused-ring moiety contains one or more
heteroatoms each independently selected from N, O, or S, preferably from one to
four heteroatoms. Non-exclusive examples of monocyclic heteroaryls include
pyrrolyl, furanyl, thiophenyl, pyrazolyl, imidazolyl, triazolyl, tetrazolyl, thiazolyl,
isoxazolyl, oxazolyl, oxadiazolyl, thiadiazolyl, pyridinyl, pyridazinyl, pyrimidinyl,
pyrazinyl, and the like. Non-exclusive examples of fused heteroaryls include:
benzofuranyl, benzothiophenyl, indolyl, benzimidazolyl, indazolyl, benzotriazolyl,
thieno[2,3-c]pyridine, thieno[3,2-b]pyridine, benzo[1,2,5]thiadiazole, and the like.
The heteroaryl group may be attached to the chemical moiety by any one of the
carbon atoms or heteroatoms (e.g., N, O, and S) within the monocyclic or fused
ring. Heteroaryls are optionally substituted as described herein.

“Optionally substituted”, is used herein interchangeably with the phrase
substituted or unsubstituted. Unless otherwise indicated, an optionally
substituted group may have a substituent at each substitutable position of the
group, and each substitution is independent of the other. An optionally substituted
group also may have no substituents. Therefore, the phrase “optionally
substituted with at least one substituent” means that the number of substituents
may vary from zero up to a number of available positions for substitution.

“Parasite(s)”, as used herein, unless otherwise indicated, refers to
endoparasites and ectoparasites. Endoparasites are parasites that live within the
body of its host and include helminths (e.g., trematodes, cestodes, and
nematodes) and protozoa. Ectoparasites are organisms of the Arthropoda phylum
(e.g., arachnids, insects, and crustaceans (e.g., copepods-sea lice) which feed
through or upon the skin of its host. Preferred arachnids are of the order Acarina,
e.g., ticks and mites. Preferred insects are midges, fleas, mosquitos, biting flies
(stable fly, horn fly, blow fly, horse fly, and the like) and lice. Preferred
Compounds of the present invention can be used for the treatment of parasites,

i.e., treatment of a parasitic infection or infestation.
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"Therapeutically effective amount”, as used herein, unless otherwise
indicated, refers to an amount of the compounds of the present invention that (i)
treat the particular parasitic infection or infestation, (ii) attenuates, ameliorates, or
eliminates one or more symptoms of the particular parasitic infection or
infestation, or (iii) prevents or delays the onset of one or more symptoms of the
particular parasitic infection or infestation described herein.

"Treatment”, "treating", and the like, as used herein, unless otherwise
indicated, refers to reversing, alleviating, or inhibiting the parasitic infection,
infestation, or condition. As used herein, these terms also encompass, depending
on the condition of the mammal, preventing the onset of a disorder or condition, or
of symptoms associated with a disorder or condition, including reducing the
severity of a disorder or condition or symptoms associated therewith prior to
affliction with said infection or infestation. Thus, treatment can refer to
administration of the compounds of the present invention to a mammal that is not
at the time of administration afflicted with the infection or infestation. Treating also
encompasses preventing the recurrence of an infection or infestation or of
symptoms associated therewith as well as references to “control” (e.g., kill, repel,
expel, incapacitate, deter, eliminate, alleviate, minimize, and eradicate).

"Veterinary acceptable” as used herein, unless otherwise indicated,
indicates that the substance or composition must be compatible chemically and/or
toxicologically, with the other ingredients comprising a formulation, composition,
and/or the mammal being treated therewith. The term “pharmaceutically”
acceptable has the same meaning as that recited for “veterinarily” acceptable.

The ‘v’ as used herein, unless otherwise indicated, refers to a point of

attachment.

DETAILED DESCRIPTION
The present invention provides Formula (1) compounds, sterecisomers
thereof, as well as veterinary compositions that are useful as antiparasitic agents
for animals and birds, in particular, compounds that act as ectoparasiticides.
Further, the present invention provides Formula (XX) compounds, sterecisomers
thereof, as well as veterinary compositions that are useful as antiparasitic agents

for animals and birds, in particular, compounds that act as ectoparasiticides.
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Compounds of the present invention may be synthesized by synthetic
routes that include processes analogous to those well known in the chemical arts,
particularly in light of the description contained herein. The starting materials are
generally available from commercial sources such as Aldrich Chemicals
(Milwaukee, Wis.) or are readily prepared using methods well known to those
skilled in the art (e.g., prepared by methods generally described in Louis F. Fieser
and Mary Fieser, “Reagents for Organic Synthesis”, 1; 19, Wiley, New York (1967,
1999 ed.), or Beilsteins Handbuch der organischen Chemie, 4, Aufl. ed. Springer-

Verlag, Berlin, including supplements (also available via the Beilstein online
database)).

Compounds of this invention can exist as one or more stereocisomers. The
various stereo isomers include enantiomers, diastereomers and atropisomers.
One skilled in the art will appreciate that one stereoisomer may be more active
and/or may exhibit beneficial effects when enriched relative to the other
stereoisomer(s) or when separated from the other sterecisomer(s). Additionally,
the skilled artisan knows how to separate, enrich, and/or to selectively prepare
said stereoisomers. The compounds of the invention may be present as a mixture
of stereoisomers, individual stereo isomers or as an optically active form. For
example, two possible enantiomers of Formula 1 are depicted as Formula 1a and
Formula Ib involving the isoxazoline chiral center identified with an asterisk (*).

Molecular depictions drawn herein follow standard conventions for depicting

stereochemistry.

For illustrative purposes, the reaction schemes depicted below
demonstrate potential routes for synthesizing key intermediates and compounds
of the present invention. For a more detailed description of the individual reaction

steps, see the Examples section below. Those skilled in the art will appreciate
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that other suitable starting materials, reagents, and synthetic routes may be used
to synthesize the intermediates and compounds of the present invention and a
variety of derivatives thereof. Further, many of the compounds prepared by the
methods described below can be further modified in light of this disclosure using
conventional chemistry. Schemes 1-17 outline the general procedures useful for
the preparation of compounds of the present invention. It is to be understood,
however, that the invention, as fully described herein and as recited in the claims,
is not intended to be limited by the details of the following schemes or modes of
preparation.

In the Schemes and Examples below, the following
catalysts/reactants include: N,N-dimethyl formamide (DMF); N-N-
dimethylsulfoxide (DMSOQ); N-chloro-succinimide (NCS); N-bromo-succinimide
(NBS); ethanol (EtOH); methanol (MeOH); tetrahydrofuran (THF); triethylamine
(TEA); acetonitrile (CH3CN, ACN); n-BuOH (n-butanol); lithium hydroxide (LiOH);
hydrazine (HoNNH3); potassium bicarbonate (KHCO3); potassium carbonate
(K2COs3); diethyl ether (Et,0); sodium carbonate (Na,COs3); hydroxylamine
(NH2OH); sulfuric acid (H2S0,4); ammonium chloride (NH4Cl); dichloromethane
(CH2Cly); hydrochloric acid (HCI); trifluoroacetic acid (TFA); methyl tert-butyl ether
(MTBE); potassium acetate (KOAc); isopropyl alcohol (IPA); n-butyllithium (n-
BuLi); triethylamine (EtsN); ethyl acetate (EtOAc); sodium acetate (NaOAc); bis
(triphenylphosphine) palladium Il chloride (PdClx(PPhs).) from Strem; N,N,N’,N"-
Tetramethyl-O-(7-azabenzotriazol-1-yl)uronium hexafluorophosphate (HATU); 1-
hydroxybenzotriazole hydrate (HOBt); di-tert-butyl dicarbonate (Boc,0);
carbonyldiimidazole (CDI); diethylaminosulfur trioxide (DAST); 2,2’-azobis(2-
methylpropionitrile) (AIBN); tetrabutylammonium fluoride (TBAF); Bis(2-
methoxyethyl)aminosulfur trifluoride (BAST); tert-butyl carbonate (Boc); pyridine
sulphurtrioxide (PySOs3); triphenylphosphine palladium (Pd(PPhs)s); 4-
dimethylaminopyridine (DMAP); hexamethyldisilazide (KHMDS); (2,2,6,6-
tetramethylpiperidin-1-yl)oxyl (TEMPQ); and diisobutylaluminium hydride (DIBAL-
H).
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R? and n are as defined herein.

The phenyl azetidines can be prepared as shown in Scheme 1. Boc
5 protection of hydroxyazetidine hydrochloride followed by oxidation of the hydroxyl
group gave the ketoazetidine 2. This could be condensed with bromoaryl silanes
by formation of the aryl Grignard reagent and subsequent condensation with the
ketone to provide the silyl phenyl azetadine 3. Replacement of the silane with
bromine was accomplished by treatment with potassium bromide in acetic acid to
10  give the desired bromophenyl azetidine 4. Fluorination of the hydroxyazetidine 4

can be accomplished by treatment with BAST to provide 5.
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Scheme 1.5
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R' R'™, and R'® are as defined herein.

The aryl olefins (8) can be prepared according to Scheme 1.5. The
requisite organoborates can be prepared as boronate ester intermediates (1.5B2)
from literature methods (Org. Lett. 2007, 9, 761-764) or purchased as boronic
acids (1.5A1) such as 3,5-dichloroboronic acid from Aldrich. Intermediate 1.5A1
or 1.5B2 compounds can be added to dioxane or THF and water, followed by 2-
bromo-3,3,3-trifluoropropene, potassium carbonate, and bis (triphenylphosphine)

palladium Il chloride to afford the intermediate (8) compounds.
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Scheme 2
?H
Br Ox-H Ny H
X
X =
—R2 152
(o m | _Rm | Rm
F 1) n-Buli, THF . NH,OH - HCI i
2) DMF

EtOH, H,0

1. NCS, DMF
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R' R'™ R, R? and n are as defined herein.
Scheme 2 describes the preparation of isoxazolines from the aryl bromides

5 oraryl aldehydes.. From the bromophenyl azetidine 5, halogen-metal exchange
followed by quenching with DMF provides the aryl aldehyde 6 which can also be
prepared by other methods (Schemes 3 and 4). The aldehyde is condensed with
hydroxylamine to provide the oxime 7. From the oxime, the isoxazoline ring can
be prepared in a one-pot, two step process. Treatment of the oxime with N-

10 chlorosuccinimide provides the chlorooxime which undergoes [3+2] cyclization

with aryl olefins 8 to provide the isoxazoline 9. These steps can also be done as
separate reactions. Removal of the Boc protecting group on the azetidine can be

accomplished by treatment with trifluoroacetic acid.

15
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Scheme 3
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R' R'™ R, R? and n are as defined herein.

5 An alternate synthesis of the Boc-protected azetidines is shown in Scheme
3. Reaction of 4-bromobenzaldehyde diethylacetal 10 with Mg metal or iPrMgCl
followed by CeCl; provides an organometallic reagent that adds to N-protected 3-
azetidinone. Condensation with hydroxylamine, chlorination and cyclization as
described in Scheme 2 provides the isoxazoline 13. Fluorination of the hydroxyl

10 group can be achieved by reaction with Xtaflor-E.
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~O° Ho R3sro 1) Mg® or nBuLi, THF
LAH
| = | S RsSiCl N
—R2 - 1 g2 N oo o
it ethereal solvent Z ™ l P ") 2) T‘
B Br N\FO
! Br
14 15 16 ko
HO QH
R S'/O Ox ZN
3 I
N 2 | N 2 | = R2 S )
(oo me %0 e, (%0 mvona [ =
— =
OH OH oH o

N N N
Nk NS Jooks JoA
17 18 19 12
R? and n are as defined herein.
Alternatively, the phenyl azetidines can be prepared from bromo aryl esters
5 or bromoaryl methanols as shown in Scheme 4. Reduction of the aryl ester with
lithium aluminum hydride provides the aryl methanol 15 which can be protected as
a silane. Formation of the aryl Grignard with magnesium or halogen metal
exchange provides the aryl anion which can condense with the N-protected
azetidinone 2 to give the aryl azetidine 17. Deprotection of the alcohol and
10 oxidation provides the formyl phenylazetidine 19 which can undergo condensation

with hydroxylamine to provide the oxime 12.

15
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R, R“’, and R' are as defined herein.

In a similar fashion, compounds in which the central phenyl ring is replaced
with condensed aryl or heteroaryl groups can be prepared as shown in Scheme 5
for the naphthyl series. The desired naphthyl azetidines can be prepared from 1-
bromo-4-methylnaphthalene as shown in Scheme 5. Halogen-metal exchange or
formation of the Grignard reagent from the bromonaphthalene 20 provides the
naphthyl anion which can condense with the ketoazetidine 2 to give the naphthyl
azetidine 21. Fluorination of the resulting alcohol can be accomplished by
treatment with BAST, DAST or Xtafluor-E to give the fluoroazetidine 22.
Bromination of the methyl group followed by hydroxylation and oxidation provides
the desired aldehyde 24 which can undergo oxime formation, chlorination and

cyclization as described in Scheme 2 to provide the isoxazolines 25.



WO 2012/017359
62
Scheme 6
N &
O O N
Boc
OEt | X 28
pTSA H50 n-BuLi, THF
EtOH Br
27
?H R1a
Ns _H
R'b CF3
® 1
1
_N 1) NCS, DMF R N
OH EtOAc | N
\ N
Boc OH
30 l}l
Boc
31

1) XtalFluor-E, NEts 2HF
2) HCI, MeOH

R'® R'™ and R'® are as defined herein.
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Compounds in which the central phenyl ring is replaced with heteroaryl

5 groups can be prepared as shown in Scheme 6 for the pyridyl series. Formation

of the diethylacetal can be accomplished with ethyl formate. Treatment of the

iodopyridine 27 with n-BuLi provides the organometallic reagent which adds to the

N-protected 3-azetidinone 28. Condensation of the resulting masked aldehyde

with hydroxylamine followed by chlorination and cyclization provides the

10  isoxazoline 31. The benzhydryl protecting group can be removed by
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hydrogenation or treatment with chloroethyl chloroformate to provide the

hydroxyazetidine 32 or alternatively, the hydroxyazetidine 31 can be fluorinated by

treatment with XtaFluor-E followed by a similar deprotection to provide the

fluoroazetidine 33.

GHO NHZOH
Zn dust,DBMTMSCI
. MT NaOAc
Tri-2-furyl phosphine ETOH:H20
I Pd(dba)2, DMF

Scheme 7

?
N

* rlll O O O)N\OJ<

36 37

O
35(24

e

R'® R'™ and R'® are as defined herein.

The substituent on the azetidine ring can be eliminated as shown in

Scheme 7. A palladium/zinc catalyzed cross coupling reaction of the

iodoaldehyde 34 with the N-protected iodoazetidine 35 provides the phenyl

azetidine 36. This aldehyde can undergo condensation with hydroxylamine,

chlorination and cyclization as described in Scheme 2 to give the hydrido

compound 38.

PCT/IB2011/053355



WO 2012/017359 PCT/IB2011/053355
64

Scheme 8
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R' R'®, and R'® are as defined herein.
Incorporation of a nitrile as the axial substituent of the floroazetidine can be
5 accomplished as shown in Scheme 8. From the aldehyde 39, formation of the

acetal can be accomplished with ethyl formate. The aryl fluorine can then
undergo displacement by the anion of 1-benzhydrylazetidine-3-carbonitrile to give
the phenylazetidine 42. Deprotection of the benzhydrylgroup, followed by
reprotection with Boc anhydride provides the N-Boc phenylazetidne 44. This

10 masked aldehyde can undergo condensation with hydroxylamine, chlorination and
cyclization as described in Scheme 2 to give the isoxazolines 46. Removal of the

Boc protecting group and acylation of the resulting amine gives the isoxazoline
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amides 48. The bromine on the phenyl ring can be removed by treatment with

Reike Zinc in acetic acid to give the isoxazolines 49.

Scheme 9

R'® R'™ and R'® are as defined herein.

The bromine on the phenyl ring can also be removed at earlier steps in the

sequence in order to form a template amenable to parallel synthesis of amides,

amines, ureas, and the like.
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R'™ R'®, R, and R®are as defined herein.
The identity of the R? substituent can be altered either by choice of starting

5 material or by interconversion of substituents on the aryl ring as shown in Scheme
10. The iodoester 52 can be prepared by treatment of the aminoester 51 with
sodium nitrite and potassium iodide. Reduction of the ester to the alcohol with
diisobutylaluminum hydride followed by oxidation with TEMPO affords the
iodoaldehyde 54. This aldehyde can undergo condensation with hydroxylamine,

10 chlorination and cyclization as described in Scheme 2 to give the isoxazoline 56.
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Grignard formation using iPrMgClI occurs selectively with the iodine and the
resulting organometallic adds to the N-protected azetidinone to afford the
phenylazetidine 57. Fluroination of the azetidine can be accomplished with
Xtafluro-E. Removal of the benzhydryl protecting group with

5 chloroethylchloroformate and acylation of the resulting amine with acid chlorides
or anhydrides (or coupling with desired organic acids) provides the
phenylazetidine amides 60. At this point, the bromine of the phenyl ring can
undergo interconversion to other funchtional groups (i.e. nitrile as shown) by metal
catalyzed cross-couplings. Alternatively, 58 can be converted to a nitrile through

10  palladium a cross-coupling reaction, followed by benzhydral protection and

acylation to form final products 61.

Scheme 11
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R'™ R'®, R'®, R? and n are as defined herein.
Analogs in which the azetidine ring is meta to the isoxazoline can be
prepared from 3-bromobenzaldehyde derivatives as shown in Scheme 11.
5 Treatment of the bromoaldehyde 62 with i-PrMgCl provides the organometallic
reagent that adds to the N-protected azetinone to provide the hydroxyazetidine
63. This masked aldehyde can undergo condensation with hydroxylamine,
chlorination and cyclization as described in Scheme 2 to provide the isoxazoline
65. Deprotection with chloroethyl chloroformate or fluorination followed by
10 deprotection provides the requisite amines (66 and 67) which can be further

functionalized to the desired amides, ureas, amines and sulfonamides described

below.
Scheme 12
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R' R'™ R’ R? R® and n are as defined herein.
Removal of the Boc protecting group on the azetidines in the schemes
above (e.g. structures 9, 25, 38, 50) can be accomplished by treatment with HCI

20  in methanol or with trifluoroacetic acid in dichloromethane.
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Scheme 13

R5C(0)CI, pyridine, DMA
or

R°CO,H, HATU, DMF,
iPrNH,

70 71

5 R™ R'™ R' R% R? R® and n are as defined herein.
Amide analogs of the azetidine ring can be prepared as shown in Scheme
13. Acylation of the azetidine ring can be accomplished by reaction of the
azetidine 70 with an acid chloride in pyridine/DMA or by a condensation with a
carboxylic acid utilizing a condensing agent such as HATU or HOBL.
10
Scheme 14

R5S0,CI
EtsN, CH,Cl,
H'N RS-S’N
A
70 72

R' R'™ R’ R? R® R® and n are as defined herein.
Sulfonamide anlogos of the azetidine ring can be prepared as shown in
15 Scheme 14. Reaction of azetidine 70 with sulfonyl chlorides in the presence of

triethylamine can give the desired sulfonamides.
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Scheme 15
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R' R'™ R’ R? R® R’ and n are as defined herein.
Compounds in which R* is alkyl or substituted alkyl can be prepared from

5 the azetidine 70 by standard alkylation chemistry or by reductive amination with

the corresponding aldehydes as shown in Scheme 15.

Scheme 16

R5NC, EtsN, CH,Cl,
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10
R'? R™ R R2 R3 R? R°® and n are as defined herein.
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Urea analogs can be prepared as shown in Scheme 16. Reaction of the
azetidine 70 with an isocyanate or preformed carbamoyl chloride in the presence

of a tertiary amine base provides the ureas.

5 Scheme 17
Lawesson's
reagent
Toluene
0 S
N
RS R®

1) Methyl triflate
CH,Cl,

2) Cyanamide
Hunig's base
THF

77

Thioamide 76 can be prepared by treatment of amide 71 with Lawesson’s
reagent in refluxing toluene. Methyl triflate can be added to thioamide 76 in a
solvent such as CH,Cl;, to form a thioimidate intermediate as a solution.

10 Cyanamide and Hunig’s base in THF can be subsequently added directly to the
thioimidate solution to afford cyanamide 77.

One, skilled in the art will recognize that, in some cases, after the
introduction of a given reagent as it is depicted in the schemes, it may be
necessary to perform additional routine synthetic steps not described in detail to

15  complete the synthesis of Formula (1) or Formula (XX) compounds.

The present invention includes all veterinarily acceptable isotopically-
labelled Formula (1) and Formula (XX) compounds wherein one or more atoms
are replaced by atoms having the same atomic number, but an atomic mass or
mass number different from the atomic mass or mass number usually found in

20  nature.
Examples of isotopes suitable for inclusion in the compounds of the present

invention include isotopes of hydrogen, such as ?H and ®H, carbon, such as "'C,
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3¢ and "C, chlorine, such as *°Cl, fluorine, such as '®F, iodine, such as "I and
'2%| nitrogen, such as "N and "°N, oxygen, such as "0, "0 and "®0, and
sulphur, such as *S.

The skilled person will appreciate that the compounds of the present
invention could be made by methods other than those herein described as
incorporated herein by reference, by adaptation of the methods herein described
and/or adaptation of methods known in the art, for example the art described
herein, or using standard textbooks such as "Comprehensive Organic
Transformations - A Guide to Functional Group Transformations”, RC Larock,
Wiley-VCH (1999 or later editions).

The Formula (1) and Formula (XX) compounds are useful as ectoparasitic
and endoparasitic agents, therefore, another embodiment of the present invention
is a veterinary or pharmacueitcal composition comprising a therapeutically
effective amount of a Formula (1) or Formula (XX) compound, sterecisomer
thereof, and a veterinarily or pharmaceutically acceptable excipient, diluent or
carrier. The compounds of the present invention (including the compositions and
processes used therein) may also be used in the manufacture of a medicament
for the therapeutic applications described herein.

A typical formulation is prepared by mixing a Formula (1) or Formula (XX)
compound with a carrier, diluent or excipient. Suitable carriers, diluents and
excipients are well known to those skilled in the art and include materials such as
carbohydrates, waxes, water soluble and/or swellable polymers, hydrophilic or
hydrophobic materials, gelatin, oils, solvents, water, and the like. The particular
carrier, diluent or excipient used will depend upon the means and purpose for
which the compound of the present invention is being applied. Solvents are
generally selected based on solvents recognized by persons skilled in the art as
safe to be administered to an animal. The formulations may also include one or
more buffers, stabilizing agents, surfactants, wetting agents, lubricating agents,
emulsifiers, suspending agents, preservatives, antioxidants, opaquing agents,
glidants, processing aids, colorants, sweeteners, perfuming agents, flavoring
agents and other known additives to provide an elegant presentation of the drug

(i.e., a compound of the present invention or veterinary composition thereof) or aid
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in the manufacturing of the veterinary or pharmaceutical product (i.e.,
medicament).

The formulations can be prepared using conventional dissolution and
mixing procedures. Such compositions and methods for their preparation may be
found, for example, in ‘Remington’s Veterinary Sciences’, 19th Edition (Mack
Publishing Company, 1995; and “Veterinary Dosage Forms: Tablets, Vol. 17, by
H. Lieberman and L. Lachman, Marcel Dekker, N.Y., 1980 (ISBN 0-8247-6918-X).
For example, the bulk drug substance (i.e., compound of the present invention or
stabilized form of the compound (e.g., complex with a cyclodextrin derivative or
other known complexation agent)) is dissolved in a suitable solvent in the
presence of one or more other excipients. The compounds of the present
invention are typically formulated into veterinary or pharmaceutical dosage forms
to provide an easily controllable dosage form for administration. Compounds of
the present invention can also be admixed with animal feed.

The compounds may be administered alone or in a formulation appropriate
to the specific use envisaged, the particular species of host animal being treated
and the parasite involved. Generally, they will be administered as a formulation in
association with one or more veterinarily or pharmaceutically acceptable salts,
excipients, diluents, or carriers. The term “excipient”, “diluent” or “carrier” is used
herein to describe any ingredient other than the Formula (1) or Formula (XX)
compounds or any additional antiparasitic agent. The choice of excipient, diluent,
or carrier will to a large extent depend on factors such as the particular mode of
administration, the effect of the excipient, carrier, or diluent on solubility and
stability, nature of the dosage form, and animal specie.

The methods by which the compounds of the present invention may be
administered include oral, topical, and injectable (subcutaneous, intraperitoneal,
and intramuscular) administration. The preferred method of administration of the
Formula (1) or Formula (XX) compounds is in an oral solid dosage form or oral
liquid dosage form. Equally preferred is topical administration.

The Formula (1) or Formula (XX) compounds can be administered orally by
capsule, bolus, tablet, powders, lozenges, chews, multi and nanoparticulates,
gels, solid solution, films, sprays, liquid form, or admixed with food. Oral

administration is the preferred method of administration and as such it is desirable
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to develop active Formula (1) or Formula (XX) compounds that are particularly
suited to such formulations. Such formulations may be employed as fillers in soft
or hard capsules, tablets, or chews, and typically comprise a carrier, for example,
water, ethanol, polyethylene glycol, N-methylpyrrolidone, propylene glycol,
methylcellulose, or a suitable oil, and one or more emulsifying agents and/or
suspending agents. Liquid forms include suspensions, solutions, syrups,
drenches and elixirs. Liquid formulations may also be prepared by the
reconstitution of a solid, for example, from a sachet. Oral drenches are commonly
prepared by dissolving or suspending the active ingredient in a suitable medium.
Feed admixtures can be prepared for livestock and fish. Oral formulations can
comprise from about 0.5 mg/kg to 50 mg/kg of a Formula (1) or Formula (XX)
compound, and preferably about 1 mg/kg to 30 mg/kg of a Formula (1) or Formula
(XX) compound. Depending upon the host specie treated and the parasite being
treated, dose adjustments can be made.

The compounds may be administered topically to the skin or mucosa, that
is dermally or transdermally. This is a preferred method of administration and as
such it is desirable to develop active Formula (1) or Formula (XX) compounds that
are particularly suited to such formulations, for example liquid forms. Typical
formulations for this purpose include pour-on, spot-on, multi-spot-on, stripe-on,
comb-on, roll-on, dip, spray, mousse, shampoo, powder formulation, gels,
hydrogels, lotions, solutions, creams, ointments, dusting powders, dressings,
foams, films, skin patches, wafers, implants, sponges, fibers, bandages and micro
emulsions. Liposomes may also be used. Typical carriers include alcohol, water,
mineral oil, liquid petrolatum, white petrolatum, glycerin, N-methyl formamide,
glycol monomethyl ethers, polyethylene glycol, propylene glycol, and the like.
Penetration enhancers may be incorporated - see, for example, J Pharm Sci, 88
(10), 955-958 by Finnin and Morgan (October 1999). Pour-on or spot-on
formulations may be prepared by dissolving the active ingredients in an
acceptable liquid carrier vehicle such as butyl digol, liquid paraffin or a non-volatile
ester, optionally with the addition of a volatile component such as propan-2-ol or a
glycol ether. Alternatively, pour-on, spot-on or spray formulations can be
prepared by encapsulation, to leave a residue of active agent on the surface of

the animal, this effect may ensure that the Formula (1) or Formula (XX)
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compounds have increased persistence of action and are more durable, for
example they may be more water fast. Topical formulations of the combination
contemplated herein can comprise from about 0.5 mg/kg to 50 mg/kg of a Formula
(1) compound, and preferably about 1 mg/kg to 10 mg/kg of a Formula (1) or
Formula (XX) compound. The compositions suitable for spot-on application
according to the invention can be prepared by conventional mixing means. The
volume of the applied composition can be from about 0.5 mL/kg to 5 mL/kg and
preferably from about 1 mL/kg to 3mL/kg. Similarly, dose can be adjusted.

The compounds of the present invention can also be administered topically
via a support matrix for example, a synthetic or natural resin, plastic, cloth,
leather, or other such polymeric system in the shape of a collar or ear tag. Said
collar or ear tag may be coated, impregnated, layered, by any means so as to
provide a veterinarily or pharmaceutically acceptable amount of a compound of
the present invention alone, or with a veterinarily or pharmaceutically acceptable
excipient, diluent, or carrier, and optionally an additional veterinary agent, or
veterinarily or pharmaceutically acceptable salt thereof.

Agents may be added to the formulations of the present invention to
improve the persistence of such formulations on the surface of the animal to which
they are applied, for example to improve their persistence on the coat of the
animal. Itis particularly preferred to include such agents in a formulation which is
to be applied as a pour-on or spot-on formulation. Examples of such agents
include acrylic copolymers and in particular fluorinated acrylic copolymers. A
particular suitable reagent is the trademark reagent “Foraperle” (Redline Products
Inc, Texas, USA). Certain topical formulations may include unpalatable additives
to minimize oral exposure.

Injectable formulations may be prepared in the form of a sterile solution,
which may contain other substances, for example enough salts or glucose to
make the solution isotonic with blood. Acceptable liquid carriers include vegetable
oils such as sesame oil, glycerides such as triacetin, esters such as benzyl
benzoate, isopropyl myristate and fatty acid derivatives of propylene glycol, as
well as organic solvents such as pyrrolidin-2-one and glycerol formal. The
formulations are prepared by dissolving or suspending compounds of the present

invention alone or with an additional veterinary agent in the liquid carrier such that
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the final formulation contains from about 0.01 to 50% by weight of the active
ingredients, preferably from about 0.01% to about 10% by weight of the active
ingredients.

Suitable devices for injection include needle (including micro needle)
injectors, needle-free injectors and infusion techniques. Subcutaneous
formulations are typically aqueous solutions which may contain excipients such as
salts, carbohydrates and buffering agents (preferably to a pH of from 3 to 9), but,
for some applications, they may be more suitably formulated as a sterile non-
aqueous solution or as a dry powder form to be used in conjunction with a suitable
vehicle such as sterile, pyrogen-free water. The preparation of subcutaneous
formulations under sterile conditions, for example, by lyophilisation, may readily
be accomplished using standard veterinary techniques well known to those skilled
in the art. The solubility of compounds of Formula (1) or Formula (XX) used in the
preparation of subcutaneous solutions may be increased by the use of appropriate
formulation techniques, such as the incorporation of solubility-enhancing agents.

Such formulations are prepared in a conventional manner in accordance
with standard medicinal or veterinary practice. Further, these formulations will
vary with regard to the weight of active compound contained therein, depending
on the species of host animal to be treated, the severity and type of infection or
infestation, and the body weight of the animal.

For fish, compounds of the present invention can be formulated for oral
administration by way of feed admixture. For example, the compounds of the
present invention can be formulated in a food product (e.g., pellets) that can be
easily dispersed to fish as a feeding agent. Further, a compound of the present
invention can be administered topically by immersing the fish into an aqueous
environment containing at least one of the compounds of the present invention.
For example, fish may be transferred into a tank for treatment or caused to pass
from one holding zone into another. The compounds of the present invention may
also be administered directly to the water containing the fish. The compound of
the present invention can be in any dispersible formulation such that upon
introduction to water the compound dissolves into the solution. Alternatively, the
compounds of the present invention can be administered by injection. Preferable

injection routes for treatment of fish are intraparitoneal or intramuscular. The



WO 2012/017359 PCT/IB2011/053355

10

15

20

25

30

77

injectable formulations include any liquid suspension, such as oils, aqueous
solutions, or oil and water emersions. The compounds of the present invention
can also be co-administered with additional agents, antigens, adjuvants, carriers,
diluents or nutrients.

The Formula (1) and Formula (XX) compounds are also active against all
or individual developmental stages of animal pests showing normal sensitivity, as
well as those showing resistance to widely used parasiticides.

As described herein, compounds of the present invention may be
administered alone or in combination with at least one additional veterinary agent
including insecticides, acaricides, anthelmintics, fungicides, nematocides,
antiprotozoals, bactericides, and growth regulators to form a multi-component
agent giving an even broader spectrum of veterinary utility. Thus, the present
invention also pertains to a composition comprising an effective amount of a
Formula (1) compound, a stereocisomer thereof, and an effective amount of at
least one additional veterinary agent and can further comprise one or more of a
veterinarily or pharmaceutically acceptable excipient, diluent, or carrier.

The following list of additional veterinary agents together with which the
compounds of the present invention can be used is intended to illustrate the
possible combinations, but not to impose any limitation. Non-limiting examples of
additional veterinary agents include: amitraz, arylpyrazoles as recited in
publications WO1998/24767 and WO02005/060749, amino acetonitriles,
anthelmintics (e.g., albendazole, cambendazole, fenbendazole, flubendazole,
mebendazole, octadepsipeptides, oxfendazole, oxibendazole, paraherquamide (2-
desoxoparaherquamide,derquantel), parbendazole, piperazines, praziquantel,
thiabendazole, tetramisole, triclabendazole, levamisole, pyrantel pamoate,
oxantel, morantel, and the like), indoxacarb and derivatives thereof, avermectins
(e.g., abamectin, doramectin, emamectin, eprinomectin, ivermectin, moxidectin,
selamectin, and the like), milbemycin, milbemycin oxime, DEET, demiditraz,
diethylcarbamazine, fipronil, insect growth regulators (e.g., hydroprene, kinoprene,
methoprene, pyriproxyfen, and the like), metaflumizone, niclosamide, permethrin,
pyrethrins, spinosad, and formamidines (e.g., demiditraz, amitraz, and the like). In
certain instances, combinations of a Formula (1) or Formula (XX) compound with

an additional veterinary agent(s) can result in a greater-than-additive effect.
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Reducing the quantity of active ingredients released in the environment while
ensuring effective pest control is always desirable.

It may be desirable to administer a compound of the present invention,
stereoisomers thereof, alone or in a composition comprising a veterinarily
acceptable excipient, diluent, or carrier, for example, for the purpose of treating a
particular parasitic infection or infestation or condition associated therewith. Itis
within the scope of the present invention that two or more veterinary compositions,
at least one of which contains a Formula (1) or Formula (XX) compound in
accordance with the invention, and the other, an additional veterinary agent, may
conveniently be combined in the form of a kit suitable for coadministration of the
compositions.

The compounds of the present invention (including the compositions and
processes used therein) may also be used in the manufacture of a medicament
for the therapeutic applications described herein.

The compounds of the present invention, sterecisomers thereof, and
compositions comprising a therapeutically effective amount of a Formula (1) or
Formula (XX) compound and a veterinarily acceptable excipient, diluent, or carrier
are useful as parasiticides (endo-and ecto-parasites) for the control and treatment
of infections or infestations manifested by said parasite in an animal. The
compounds of the present invention have utility as an ectoparasiticide, in
particular, as an acaricide and insecticide. They may, in particular, be used in the
fields of veterinary medicine, livestock husbandry, fish farming, and the
maintenance of public health: against acarids and insects which are parasitic upon
vertebrates, particularly warm-blooded vertebrates, including companion animals,
livestock, and birds. The compounds of the present invention are also
parasiticides for cold-blooded fish. Some non-limiting examples of acaride and
insect parasites include: ticks (e.g., /xodes spp., Rhipicephalus spp., Boophilus
spp., Amblyomma spp., Hyalomma spp., Haemaphysalis spp., Dermacentor spp.,
Ornithodorus spp., and the like); mites (e.g., Dermanyssus spp., Sarcoptes spp.,
Psoroptes spp., Chorioptes spp., Demodex spp., and the like); chewing and
sucking lice (e.g., Damalinia spp., Linognathus spp., and the like); fleas (e.g.,
Siphonaptera spp., Ctenocephalides spp., and the like); and biting flies and
midges (e.g., Tabanidae spp., Haematobia spp., Stomoxys spp., Dermatobia spp.,
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Simuliidae spp., Ceratopogonidae spp., Psychodidae spp., and the like). In
another example, ectoparasites of the crustacean order copepod, more
particularly of the genera Lepeophtheirus (especially the salmon louse,
Lepeoptheirus salmonis) and/or Caligus (e.g., C. elongates, C.rogercreysii, C.
teres, C. flexispina, and the like), particularly sea lice, can be treated with a
compound of the present invention. The compounds of the invention can also be
used for the treatment of endoparasites, for example, heartworms, roundworms,
hookworms, whipworms, and tapeworms.

The compounds of the present invention and compositions comprising
compounds of the present invention in conjunction with at least one other
veterinary agent are of particular value in the control of ectoparasites,
endoparasites, and insects which are injurious to, or spread or act as vectors of
diseases in animals. The ectoparasites, insects, and endoparasites which can be
treated with a combination of a Formula (1) or Formula (XX) compound and an
additional veterinary agent include those as herein before described and including
helminthes of the phylum platyhelminthes (e.g., trematodes, eucestoda, and
cestoda), and nemathelminthes (e.g., nematodes).

Any of the compounds of the present invention, or a suitable combination of
a compound of the present invention and optionally, with at least one additional
veterinary agent may be administered directly to the animal and/or indirectly by
applying it to the local environment in which the animal dwells. Direct
administration includes contacting the skin, fur, or feathers of a subject animal or
bird with the compound(s), or by feeding or injecting the compounds into the
animal or bird.

The Formula (1) or Formula (XX) compounds, stereoisomers thereof, and
combinations with at least one additional veterinary agent, as described herein,
are of value for the treatment and control of the various lifecycle stages of insects
and parasites including egg, nymph, larvae, juvenile and adult stages.

The present invention also relates to a method of administering a
compound of the present invention alone or in combination with at least one
additional veterinary agent, and optionally a veterinarily or pharmaceutically
acceptable excipient, diluent, or carrier, to animals in good health comprising the

application to said animal to reduce or eliminate the potential for human parasitic
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infection or infestation from parasities carried by the animal and to improve the
environment in which the animal and human inhabit.

The reactions set forth below were done generally under a positive
pressure of argon or nitrogen or with a drying tube, at ambient temperature
(unless otherwise stated), in anhydrous solvents, and the reaction flasks were
fitted with rubber septa for the introduction of substrates and reagents via syringe.
Glassware was oven dried and/or heat dried. Analytical thin layer
chromatography (TLC) was performed using glass-backed silica gel 60 F 254
precoated plates and eluted with appropriate solvent ratios (v/v). Reactions were
assayed by TLC or LCMS and terminated as judged by the consumption of
starting material. Visualization of the TLC plates was done with UV light (254 nM
wavelength) or with an appropriate TLC visualizing solvent and activated with
heat. Flash column chromatography (Still et al., J. Org. Chem. 43, 2923, (1978)
was performed using silica gel (RediSep Rf) or various MPLC systems, such as
Biotage or ISCO purification system.

Conventional methods and/or techniques of separation and purification
known to one of ordinary skill in the art can be used to isolate the compounds of
the present invention, as well as the various intermediates related thereto. Such
techniques will be well-known to one of ordinary skill in the art and may include,
for example, all types of chromatography (high pressure liquid chromatography
(HPLC), column chromatography using common adsorbents such as silica gel,
and thin-layer chromatography (TLC), recrystallization, and differential (i.e., liquid-
liquid) extraction techniques.

The compound structures in the examples below were confirmed by one or
more of the following methods: proton magnetic resonance spectroscopy, and
mass spectroscopy. Proton magnetic resonance (1H NMR) spectra were
determined using a Bruker spectrometer operating at a field strength of 400
megahertz (MHz). Chemical shifts are reported in parts per million (PPM, 3)
downfield from an internal tetramethylsilane standard. Mass spectra (MS) data
were obtained using Agilent mass spectrometer with atmospheric pressure
chemical ionization. Method: Acquity HPLC with chromatography performed on a
Waters BEH C18 column (2.1 x 50 mm, 1.7 um) at 50°C. The mobile phase was
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a binary gradient of acetonitrile (containing 0.1% trifluoroacetic acid) and water
(5-100%).

Embodiments of the present invention are illustrated by the following
Examples. Itis to be understood, however, that the embodiments of the invention
are not limited to the specific details of these Examples, as other variations
thereof will be known, or apparent in light of the instant disclosure, to one of

ordinary skill in the art.

EXAMPLES

One skilled in the art will also recognize that Formula (1) or Formula (XX)
compounds and the intermediates described herein can be subjected to various
electrophilic, nucleophilic, radical, organometallic, oxidation, and reduction
reactions to add substituents or modify existing substituents.

The following examples provide a more detailed description of the process
conditions. It is to be understood, however, that the invention, as fully described
herein and as recited in the claims, is not intended to be limited by the details of

the following schemes or modes of preparation.

Preparation 1: tert-butyl-3-hydroxyazetidine-1-carboxylate

H O/CN J(O><

To a stirred cold (0°C) solution of 3-hydroxyazetidine hydrochloride (75 g, 0.68
mol) in ethanol (1300 mL) was added triethylamine (208g/280mL, 2.05mol)
followed by Boc,O (164 g, 0.75 mol). The resultant solution was stirred at ambient
temperature for 16 hours. GC/MS analysis of the reaction mixture revealed
complete reaction. Volatiles were removed in vacuo and the residue was diluted
with EtOAc (1300 mL) and washed with 10% citric acid (700 mL), water (700 mL)
and brine (700 mL). The organics were dried over sodium sulfate filtered, and
concentrated to give the desired product (100.8 g, 85% yield)."H NMR (CDCls) §
46 (m,1H),4.2(m,2H),3.8(m,2H), 1.4 (s, 9H).

Preparation 2: tert-butyl 3-oxoazetidine-1-carboxylate
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O%N ’[20><

A 5L-3-neck flask equipped with mechanical stirrer, thermocouple, addition funnel
and nitrogen inlet was charged with Py-SO3; (277 g, 1.74 mol) and DMSO (900
mL) and cooled to 10°C in ice-bath. TEA (177 g/244 mL, 1.74 mol) was added. A
solution of tert-butyl-3 hydroxyazetidine-1-carboxylate (Preparation 1, 100.8 g,
0.58 mol) in DMSO (500 mL) was added slowly via addition funnel at 10°C. The
reaction was stirred at ambient temperature overnight. GC/MS analysis of the
reaction mixture reveals that the reaction was completed. The reaction was
guenched with brine (1L). Solids were filtered and the agueous was extracted with
ethyl acetate (3 x 1 L). The combined organics were washed with saturated
aqueous NaHCO3 (1.5 L), brine (1.5 L), dried over sodium sulfate, filtered, and
concentrated to give the desired product (94 g, 95% yield). 'H NMR (CDCl3) 6 4.6
(s,4H), 1.4 (s, 9 H).

Preparation 3: tert-butyl 3-hydroxy-3-(4-(trimethylsilyl)phenyl)azetidine-1-
carboxylate

HO

N O
X

A 2L-3neck flask equipped with mechanical stirrer, thermocouple, addition funnel
and nitrogen inlet was charged with (4-bromophenyl)trimethylsilane (80.4 g, 0.35
mol), THF (600 mL), Mg (8.5 g), and |2 (catalytic amount). The suspension was
refluxed at 68°C for 1.5 hours until all magnesium disappeared. The solution was
cooled to 0°C in ice-bath. Then, a solution of tert-butyl 3-oxoazetidine-1-
carboxylate (Preparation 2, 30 g, 0.17 mol) in THF (200 mL) was added slowly via
addition funnel. The solution was stirred at 0°C for 3 hours. LC/MS indicated the
formation of desired product. The reaction was quenched with brine at 0°C. The

aqueous layer was extracted with EtOAc (2 x 800 mL). The combined organics

PCT/IB2011/053355
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were dried over sodium sulfate, filtered and concentrated to give the desired
product (47.4 g, 84% yield). "H NMR (CDCl3) § 7.3 (d, 2 H), 7.2 (d, 2 H), 4.0 (d, 2
H), 3.9 (d, 2H),2.9 (s, 1 H), 1.2 (s, 9 H), 0.0 (s, 9 H).

Preparation 4: tert-butyl 3-(4-bromophenyl)-3-hydroxyazetidine-1-carboxylate

Br O)T
o,
HO
A mixture of tert-butyl 3-hydroxy-3-(4-(trimethylsilyl)phenyl)azetidine-1-carboxylate
(Preparation 3, 45 g, 0.14 mol) and KBr (25 g, 0.21 mol) in acetic acid (1L) and
MeOH (100 mL) was heated at 60°C for 20 minutes. Then N-chlorosuccinimide
(22.4 g, 0.17 mol) was added to the reaction mixture and stirred at 60°C for 2
hours. LC/MS indicated the reaction was complete (only product peak). After
cooling to ambient temperature, the mixture was poured into ice-water (1 L). The
mixture was extracted with CHCIs (2 x 800 mL). The combined organics were
washed with 3M NaOH (2 x 600 mL), water (600 mL), dried over sodium sulfate,
filtered and concentrated. The crude product was washed with ether to afford the
desired product (35 g, 76% yield). 'H NMR (CDCI3)87.5(d, 2H),7.4 (d, 2 H),
4.2 (s,4H), 3.4(s,1H), 1.4 (s, 9H).

Preparation 5: tert-butyl-3-(4-bromophenyl)-3-fluoroazetidine-1-carboxylate
F

SO

Tert-butyl-3-(4-bromophenyl)-3-hydroxyazetidine-1-carboxylate (Preparation 4, 25
g, 0.076 mol) in CH»Cl, (500 mL) was cooled to —78°C. To this slurry was slowly
added BAST (20.2 g, 0.09 mol) via addition funnel. The temperature of the
reaction was increased slowly from —78°C to ambient temperature. The mixture
was stirred at ambient temperature overnight. LC/MS indicated that the reaction
was complete. The reaction was quenched with saturated aqueous NaHCO;
solution (500 mL) and 1M NaOH (500 mL). The agueous layer was extracted with

CH2Cl2 (2 x 800 mL). The combined organics were washed with aqueous citric
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acid (2 x 700 mL), dried over NaySOy, filtered, and concentrated to afford the
desired product as tan solid (24.4 g, 97% yield). '"H NMR (CDCl3) § 7.5 (d, 2 H),
7.3(d,2H),44 (m,2H),4.2(m,2H), 1.4 (s, 9H).

Preparation 6: tert-butyl 3-fluoro-3-(4-formylphenyl)azetidine-1-carboxylate
®) H

To a solution of tert-butyl-3-(4-bromophenyl)-3-fluoroazetidine-1-carboxylate
(Preparation 5, 1.0 g, 3 mmol) in THF (10 mL) at -78°C was slowly added n-BulLi
(2.1 mL of 1.6M solution in hexanes). The reaction was stirred at -78°C for 15
minutes at which time DMF (0.5 mL, 6 mmol) was added. Reaction mixture was
allowed to warm to room temperature and stir for additional 1 hour. Saturated
aqueous NH4CI (10 mL) was added and the aqueous phase was extracted with
ether (2 x 10 mL). The combined organic phases were dried (Na;SO,4) and
concentrated under vacuum. Crude product was chromatographed on silica (12
g column) using a gradient of 0-30% EtOAc/hexanes in a 12 minute run. Yield
460 mg. LC/MS retention time = 3.004 minutes; MS calculated for (C1sH1sFNO3)
279.127, found 180.2 M-BOC. 'H NMR (CDCl3) § 10.0 (s, 1 H), 8.0 (d, 2 H), 7.7
(d,2H),4.5(m,2H),4.2(m, 2 H), 1.6 (s, 9 H).

Preparation 7: tert-butyl 3-fluoro-3-(4-((hydroxyimino)methyl)phenyl)azetidine-1-

carboxylate
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?H
Na~_H

To a solution of tert-butyl 3-fluoro-3-(4-formylphenyl)azetidine-1-carboxylate
(Preparation 6, 460 mg, 1.65 mmol) in ethanol (30 mL) was added NH,OHHCI
(127 mg, 1.8 mmol) and water (2.5 mL). The solution was heated to 50°C for 1
hour and then allowed to stir at room temperature for 2 hours. The reactants were
concentrated under vacuum to remove the ethanol. Water (5 mL) was added to
the remaining residue and extracted with EtOAc (2 x 10 mL). Combined organic
phases were dried (Na,SO,4) and concentrated under vacuum to afford the
intermediate as a solid. Yield 485 mg. "HNMR (CDCI3) 6 8.17 (s, 1 H), 7.65 (d, 2
H), 7.50 (d, 2 H), 5.32 (s, 1 H), 4.37 - 4.50 (m, 2 H), 4.28 (m, 2 H), 1.45 - 1.55 (m,
9 H). LC/MS retention time = 2.926 minutes; MS calculated for (C1sH19FN20O3)
294.13, found 195.0 M-Boc.

Preparation 8: tert-butyl 3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)phenyl)azetidine-1-carboxylate

Cl
CF4 O Cl
Q

F

A
OAO
To a DMF (8 mL) solution of tert-butyl 3-fluoro-3-(4-((hydroxyimino)methyl)-

phenyl)azetidine-1-carboxylate (Preparation 7, 486 mg, 1.65 mmol) was added
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NCS (232 mg, 1.65 mmol) in two portions over 10 minutes. The reaction

was stirred at room temperature overnight. The reaction was diluted with EtOAc (8
mL) and 1,2,3-trichloro-5-(1,1,1-trifluoroprop-2-en-2-yl)benzene (546 mg, 1.98
mmol) was added, followed by potassium bicarbonate (248 mg, 2.48 mmol). The
reaction was stirred at room temperature for 3 days. The reaction was
concentrated under vacuum. The residue was partitioned between EtOAc (50
mL) and water (50 mL). The aqueous layer was extracted with EtOAc (3X50 mL).
The combined organic layers were dried and condensed. The crude material was
adsorbed on silica and chromatographed on a 40 g silica column eluting with a
gradient of 0%-40% EtOAc/hexanes over 20 minutes. Fractions containing the
desired material were combined and concentrated to yield 526 mg of a white solid.
'H NMR (CDCl3) § 7.74 (d, 2 H), 7.67 (s, 2 H), 7.56 (d, 2 H), 4.39 - 4.51 (m, 2 H),
424 (m 2 H), 412 (d, 1 H), 3.72(d, 1 H), 1.5 (s, 9 H).

Preparation 9: 3-(4-(3-fluoroazetidin-3-yl)phenyl)-5-(3,4,5-trichlorophenyl)-5-

(trifluoromethyl)-4,5-dihydroisoxazole

To a solution of 250 mg of tert-butyl 3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)azetidine-1-carboxylate
(Preparation 8) in 2 mL CH,Cl, was added 1 mL of trifluoroacetic acid. The
reaction was stirred overnight under a positive pressure of nitrogen. The reaction
was concentrated. The residue was partitioned between EtOAc and saturated
aqueous NaHCOs3. The aqueous layer was extracted 2x with EtOAc (20 mL). The
combined organics were dried over Na,SO4 and condensed to yield 188 mg of a
film. TLC shows much more polar spot. The crude product was carried on to the
next reactions. MS calculated for (Cq9H3CIsF4N20Q) 466.00, found 467.9 M+H
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Example 1: 1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)ethanone

Cl
cl
e
O cl
N\
F

To a solution of 3-(4-(3-fluoroazetidin-3-yl)phenyl)-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole (Preparation 9, 94 mg) in 2 mL CH2Cl; was
added pyridine (0.05 mL) followed by acetyl chloride (31 mg). The reaction was
allowed to stir at room temperature for 1 hour. Water (3 mL) was added. The
reaction was diluted with 3 mL of CH.Cly, stirred for 30 minutes and poured
through a phase extractor. The CHCl; layer was collected and concentrated.
The crude product from the reaction was adsorbed onto silica and
chromatographed on a 12 g silica column eluting with a gradient of 50%
EtOAc/hexanes to 100% EtOAc/hexanes to vield 90 mg of the desired compound
as a white foam. "H NMR (CDCl3) § 7.76 (d, 2 H). 7.67 (s, 2 H), 7.56 (d, 2 H),
471-431(m, 4 H),4.12(d, 1 H), 3.72(d, 1 H), 2.01 (s, 3 H). LC/MS retention
time = 3.591 minutes; MS calculated for (C21H15Cl3F4N202) 509.714, found 511
M+H.

Example 2: cyclopropyl(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)methanone
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To a solution of the 3-(4-(3-fluoroazetidin-3-yl)phenyl)-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole (Preparation 9, 94 mg) in 2 mL CH,Cl, was
added pyridine (0.05 mL) followed by cyclopropane carbonyl chloride (31 mg).
The reaction was allowed to stir at room temperature for 1 hour. Water (10 mL)
was added. The reaction was diluted with an additional 10 mL of CHCl,, stirred
for 30 minutes at room temperature then passed through a phase separation tube.
The CHCI, layer was collected and condensed. The crude material was
adsorbed on silica and chromatographed on a 12 g silica column, eluting with a
gradient of 20% EtOAc/hexane to 80% EtOAc/hexane. Fractions containing the
desired material were combined and concentrated. Et,O (~¥2 mL) was added to
the resulting film. Placing the flask on high vac overnight resulted in formation of
the product as a white foam (87 mg). 'H NMR (CDCls) & ppm 7.76 (d, 2 H), 7.67
(s,2H), 758 (d,2H),48-4.7(m,1H),46-4.2(m,3H),4.12(d, 1 H), 3.72 (d,
1H),15-1.4(m, 1H),1.08 (m,2H), 0.86 (m, 2 H). LC/MS retention time =
3.710 minutes, MS calculated for (C23H17Cl3F4N202) 534.03, found 535.0 M+H.

Example 3: 3-fluoro-N-methyl-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-

4,5-dihydroisoxazol-3-yl)phenyl)azetidine-1-carboxamide
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The compound was prepared using a procedure similar to that of Example 2 using
methyl isocyanate in place of cyclopropane carbonyl chloride. Yield 124 mg
(94%). "H NMR (CDCl3) 8 7.73 (d, 2 H), 7.66 (s, 2 H), 7.56 (d, 2 H), 4.49 - 4.40
(m,2H),4.28-4.17 (m, 3 H),4.10 (d, 1 H), 3.70 (d, 1 H), 2.86 (d, 3 H). LC/MS
retention time = 3.559 minutes, MS calculated for (C21H16Cl3F4N302) 523.02,
found 524.0 M+H.

Example 4: N-ethyl-3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)azetidine-1-carboxamide

The compound was prepared using a procedure similar to that of Example 2 using
ethyl isocyanate in place of cyclopropane carbonyl chloride. Yield 130 mg (96%).
'"H NMR (CDCl3) 8 7.73 (d, 2 H), 7.66 (s, 2 H), 7.56 (d, 2 H), 4.49 - 4.38 (m, 2 H),
4.27 -4.15(m, 3 H), 4.10 (d, 1 H), 3.70 (d, 1 H), 3.31 (m, 2 H), 1.18 (t, 3 H).
LC/MS retention time = 3.638 minutes, MS calculated for (CpH1sClsF4N3O2)
537.04, found 538.0 M+H.

Example 5: N-cyclopropyl-3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-

(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)azetidine-1-carboxamide
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The compound was prepared using a procedure similar to that of Example 2 using
cyclopropyl isocyanate in place of cyclopropane carbonyl chloride. Yield 130 mg
(94%). "H NMR (CDCl3) 8 7.73 (d, 2 H), 7.66 (s, 2 H), 7.56 (d, 2 H), 4.55 - 4.40
(m,3H),4.28-4.19 (m, 2 H),4.10(d, 1 H), 3.70 (d, 1 H), 2.65 (m, 1 H), 0.78 (m,
2 H),0.55 (m, 2 H). LC/MS retention time = 3.647 minutes, MS calculated for
(C23H18Cl3F4N302) 549.04, found 550.0 M+H.

Preparation 10: tert-butyl 3-(4-(diethoxymethyl)phenyl)-3-hydroxyazetidine-1-
carboxylate
EtO._ OEt

OH

N
]

Boc
Cerium chloride (71.4g, 290mmoles) was slurried in tetrahydrofuran (600mL) and
heated to 65°C for 2.5 hours, then cooled to room temperature In a separate flask,
4-bromobenzaldehyde diethylacetal (100g, 386mmoles) was dissolved in
tetrahydrofuran (750mL). Magnesium turnings (5.9g, 241mmoles) and
dibromoethane (0.5mL) were added and the mixture heated to reflux for 2.5 hours,
until all the magnesium had reacted. Heating was removed and the Grignard
solution cooled in an ice bath. The cerium chloride/tetrahydrofuran slurry was
cooled in an ice bath to 0°C. The Grignard solution was added, portionwise, and
the mixture stirred at 0°C for 45 minutes. N-(t-butoxycarbonyl)azetidinone (41.3g,
241mmoles) dissolved in tetrahydrofuran (200mL) was added portionwise and the
reaction allowed to stir at 0°C for 30 minutes. The reaction was quenched with

saturated sodium carbonate solution (600mL) and then diluted with ethyl acetate
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(2000mL). The organic phase was washed with water (3 x 500mL), separated,
dried over anhydrous magnesium sulphate, filtered and evaporated to dryness to
give a yellow oil weighing 120g which was purified using normal phase
chromatography (600g SiO; column, loaded as a solution in 25mL of
dichloromethane, linear gradient of 10% tert-butylmethylether in n-heptane to
100% tert-butylmethylether over 60 minutes, 150mL/minutes, 55mL fractions
using the 'Threshold OR Slope' method) to give a light yellow oil weighing 65g,
which NMR suggests is the desired acetal product. 'HNMR (CDCl3) 8 ppm: 7.50
(4H), 5.50 (1H), 4.15 (2H), 4.30 (2H), 3.55 (4H), 1.50 (9H), 1.25 (6H); m/z (ESI)
252 [M+H-Boc]".

Preparation 11: (E)-tert-butyl 3-hydroxy-3-(4-((hydroxyimino)methyl)phenyl)-
azetidine-1-carboxylate

OH
=N

OH

\

Boc
The product of Preparation 10 (54g, 195mmoles) was dissolved in methanol
(800mL) and water (400mL). Hydroxylamine hydrochloride (14g, 200mmoles) was
added portionwise and the mixture stirred at room temperature for 60 minutes.
The reaction mixture was evaporated to remove excess methanol. The agueous
residue was extracted with ethyl acetate (3000 mL), separated, dried over
anhydrous magnesium sulphate, filtered and evaporated to dryness to give a thick
yellow syrup weighing 499 "HNMR (CDCl3) 6 ppm: 8.15 (1H), 7.60 (2H), 7.50
(2H), 4.20 (4H), 1.52 (9H); m/z (ESI) 193 [M+H-Boc]".

Preparation 12: tert-butyl 3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-hydroxyazetidine-1-carboxylate
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\
~N
Cl
OH
N
Boc

The product of Preparation 11 (56g, 192mmoles) was dissolved in ethyl acetate
(1000mL) and stirred at room temperature. N-chlorosuccinimide (29.9g,
224mmoles) was added portionwise. After 60 minutes, to the reaction mixture was
5 added potassium bicarbonate (57.5g, 575mmoles), water (5mL) and 1,3-dichloro-
2-fluoro-5-(3,3,3-trifluoroprop-1-en-2-yl)benzene (49.7g, 192mmoles). The mixture
was stirred overnight at room temperature. The reaction was quenched with water
(750mL), diluted with ethyl acetate (1500mL), layers shaken to dissolve all the
solids, separated, organic phase dried over anhydrous magnesium sulphate,

10  filtered and evaporated to a slurry (approx 1 litre in volume). Hexanes (1 litre)
were added and the mixture shaken and filtered to give a white filter cake which
was washed through with a further 300mL of hexanes and dried at the pump to
give a white solid weighing 52g "HNMR (DMSO-D6) & ppm: 7.80 (2H), 7.75 (2H),
7.62 (2H), 4.32 (2H), 4.05 (4H), 1.40 (9H); m/z (ESI) 449 [M+H-Boc]", 547 [M-H]"

15
Preparation 13: 3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-3-ol

Cl
CF,
(O3
\
~N
Cl
OH
N
H

To a slurry of the product of Preparation 12 (62g, 95mmoles) in methanol (650mL)

20  was added concentrated aqueous hydrochloric acid (38mL). The mixture was
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heated with stirring. At around 50°C, the slurry started to dissolve - forming a
solution at reflux. After refluxing for 2 hours, the reaction was cooled to room
temperature and evaporated under reduced pressure, chasing with toluene to give
a white solid which was slurried with toluene (1000mL) and filtered under reduced
pressure. The filter cake was washed with hexanes (500mL) and then dried in the
vacuum oven at 50°C to give a white solid weighing 42g. "HNMR (DMSO-D6) &
ppm: 7.80 (6H), 4.30 (4H), 4.12 (2H); m/z (ESI) 449 [M+H]", 447 [M-H]"

Preparation 14: tert-butyl 3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidine-1-carboxylate

Cl
CF3
(73
\
N
Cl
F
N
Boc

Reference: J. Org. Chem. 2010, 75, 3401-3411. Triethylamine trihydrofluoride
(56.3g, 32.8mmoles) was dissolved in dichloromethane (97mL). Triethylamine
(2.3mL, 16.4mmoles) was added and the solution cooled to -78°C. To the cooled
mixture was added XtalFluor-E (5.6g, 24.6mmoles) and then the product of
Preparation 12 (9g, 16.4mmoles). This resulted in a thick slurry. Cooling was
removed and the mixture allowed to warm to room temperature, with stirring. The
slurry dissolved to give a light brown solution. After stirring at room temperature,
overnight, the reaction was quenched by addition of saturated aqueous sodium
carbonate solution (100mL) and dichloromethane (100mL). The layers were then
separated. The organic phase was dried over anhydrous magnesium sulphate,
filtered and evaporated to dryness to give a brown oil weighing 99 "HNMR
(CDCls) & ppm: 7.75 (2H), 7.60 (2H), 7.55 (2H), 4.45 (2H), 4.25 (2H), 4.15 (1H),
3.70 (1H), 1.50 (9H); m/z (ESI) 451 [M+H-Boc]", 549 [M-H]"
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Preparation 15: 5-(3,5-dichlorophenyl)-3-(4-(3-fluoroazetidin-3-yl)phenyl)-5-

(trifluoromethyl)-4,5-dihydroisoxazole

Cl
CF,
(79
\
=N
Cl
F
N
H

To a solution of tert-butyl 3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidine-1-carboxylate (Preparation 14)in
methanol (10 mL) was added a methanolic solution of HCI (10 mL of 1.25 M).
Reaction mixture warmed to 65°C for 1.5 hours. Reaction concentrated via
rotavap to vield a viscuous oil. CH,Cl, was added and a precipitate formed.
Volatiles removed under reduced pressure to yield 573 mg of the title compound
as a white solid. '"H NMR (DMSO —ds) 8 9.8 -9.6 (brs,2H)7.9—-7.8 (m, 3 H),
7.75(d, 2 H), 7.63 (d, 2 H), 4.64 - 4.29 (m, 6 H). ). LC/MS retention time = 3.039
minutes, MS calculated for (C1gH14Cl2F4N,0) 432.04, found 433.0 M+H.

Example 6: cyclopropyl(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)methanone
FC o

To a solution of the 5-(3,5-dichlorophenyl)-3-(4-(3-fluoroazetidin-3-yl)phenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole (Preparation 15, 65 mg) in 2 mL CH,Cl, was
added triethyl amine (50puL) followed by cyclopropane carbonyl chloride (19 mq).
The reaction was allowed to stir at room temperature for 30 minutes. Water (5

mL) was added. The reaction was diluted with an additional 5 mL of CH,Cl,,
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stirred for 5 minutes at room temp then passed through a phase separation tube.
The CH.ClI, layer was collected and condensed. The crude material was
adsorbed on silica and chromatographed on a 12 g silica column, eluting with a
gradient of 0% to 100% ethyl acetate in heptane. Fractions containing the desired
material were combined and concentrated. Et,O (~%2 mL) was added to the
resulting film. Placing the flask on high vacuum overnight resulted in formation of
a white foam. Yield 67 mg (98%) of the desired product. 'H NMR (CDCl3) &
ppm 7.76 (d, 2 H), 7.63 -7.51(s,4 H), 745 (s, 1H),4.8-4.7(m, 1 H), 4.6 -4.3
(m,3H),4.12(, 1H),3.74(d, 1H),1.6-1.4 (m, 1 H), 1.07 (m, 2 H), 0.86 (m, 2
H). LC/MS retention time = 3.654 minutes, MS calculated for (Co3HsClaF4N2O3)
500.07, found 501.0 M+H.

Example 7: 1-(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one

The compound was prepared using a procedure similar to that of Example 6 using
of isobutyroyl chloride in place of cyclopropane carbonyl chloride. Yield 146 mg
(95%). "H NMR (CDCl3) § 7.76 (d, 2 H), 7.58 — 7.51 (m, 4 H), 7.45 (m, 1 H), 4.71 -
4.58 (m, 1 H), 4.56 —4.32 (m 3 H),4.12 (d, 1 H), 3.73 (d, 1 H), 2.53 (m, 1 H), 1.22
—1.14 (m, 6 H). LC/MS retention time = 3.660 minutes, MS calculated for
(Ca3H20Cl2F4N202) 502.08, found 503.0 M+H.

Example 8: 3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-

yhphenyl)-3-fluoro-N-methylazetidine-1-carboxamide
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The compound was prepared using a procedure similar to that of Example 6 using
methyl isocyanate in place of cyclopropane carbonyl chloride. Yield 118 mg
(96%). '"H NMR (CDCl3) & 7.73(d, 2 H), 7.61 = 7.51 (m, 4 H), 7.44 (m, 1 H), 4.50 -
4.39 (m, 2 H), 4.28 - 4.16 (m, 3 H), 4.10 (d, 1 H), 3.71 (d, 1 H), 2.87 (d, 3 H).
LC/MS retention time = 2.965 minutes, MS calculated for (Cz1H17Cl2F4N3O2)
489.06, found 490.0 M+H.

Example 9: 3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-

yhphenyl)-N-ethyl-3-fluoroazetidine-1-carboxamide

The compound was prepared using a procedure similar to that of Example 6 using
ethyl isocyanate in place of cyclopropane carbonyl chloride. Yield 123 mg (97%).
'H NMR (CDCl3) 8 7.73(d, 2 H), 7.59 — 7.50 (m, 4 H), 7.44 (m, 1 H), 4.50 - 4.38
(m,2H), 4.27 -4.14 (m, 3 H),4.10(d, 1 H), 3.71 (d, 1 H), 3.31 (m, 2 H), 1.18 (1,
3 H). LC/MS retention time = 3.018 minutes, MS calculated for (C22H19Cl2F4N303)
503.08, found 504.0 M+H.

Example 10: N-cyclopropyl-3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidine-1-carboxamide
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The compound was prepared using a procedure similar to that of Example 6 using
cyclopropyl isocyanate in place of cyclopropane carbonyl chloride. Yield 124 mg
(96%). '"H NMR (CDCl3) & 7.73 (d, 2 H), 7.58 — 7.51 (m, 4 H), 7.44 (m, 1 H), 4.55 -
4.39 (m, 3 H), 4.29 - 4.19 (m, 2 H), 4.10 (d, 1 H), 3.71 (d, 1 H), 2.65 (m, 1 H),
0.77 (m, 2 H), 0.55 (m, 2 H). LC/MS retention time = 3.026 minutes, MS
calculated for (C23H19CI2F4N302) 515.08, found 516.0 M+H.

Preparation 16: 5-(3,5-dichloro-4-fluorophenyl)-3-(4-(3-fluoroazetidin-3-yl)phenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazole

Cl
CF,
"~ 79
\
=N
Cl
F
N
H

The product was prepared according to the methods of Preparation 12, 14, and 15
using 1,3-dichloro-2-fluoro-5-(3,3,3-trifluoroprop-1-en-2-yl)benzene. 'H NMR
(DMSO —ds) 610.0-9.6 (brs,2H)7.9-7.7 (m, 6 H), 4.68 - 4.24 (m, 6 H).

LC/MS retention time = 3.020 minutes, MS calculated for (C1gH13Cl2FsN20)
450.03, found 450.9 M+H.

Example 11: 1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)propan-1-one
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The compound was prepared from the compound of preparation 16 according to
the method of Example 6 using propionyl chloride in place of cyclopropane
carbonyl chloride. '"H NMR (CDCls) & 7.74 (d, 2 H), 7.60 (d, 2 H), 7.54 (d, 2 H),
4.66 - 4.30 (m, 4 H), 2.22 (m, 1 H), 1.19 (m, 3 H). LC/MS retention time = 3.611
minutes, MS calculated for (C2H17Cl2FsN202) 506.6, found 507.0 M+H.

Example 12: 1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)butan-1-one

To a solution of butyric acid (50 mg) in DMF (5 mL) was added HATU (200 mg)
then triethyl amine (150 pL). The resulting solution was stirred at ambient
temperature for 15 minutes then 5-(3,5-dichloro-4-fluorophenyl)-3-(4-(3-
fluoroazetidin-3-yl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole hydrochloride
(Preparation 16 100 mg) was added in one portion. Reaction stirred at ambient
temperature for 16 hours. Solvent was removed in vacuo and the residue
partitioned between water (10 mL) and CHxCl» (10 mL). Organic phase collected
and condensed. The crude material was adsorbed on silica and chromatographed
on a 12 g silica column, eluting with a gradient of 0% to 100% ethyl acetate in
heptane. Fractions containing the desired material were combined and
concentrated. Et,O (~2mL) was added to the resulting film. Placing the flask on
high vacuum overnight resulted in formation of a white foam. Yield 86 mg (80%).
'H NMR (CDCl3) 8 7.75 (d, 2 H), 7.61 (d, 2 H), 7.55 (d, 2 H), 4.68 - 4.33 (m, 4 H),
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412 (d, 1 H), 3.72(d, 1 H), 2.19 (m, 2 H), 1.73 (m, 2 H), 1.01 (m, 3 H). LC/MS
retention time = 3.688 minutes, MS calculated for (C23H19Cl2FsN202) 520.07,
found 521.0 M+H.

Example 13: 2-cyclopropyl-1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)ethanone

FiC. O
3 N

X
F &
Cl F
y b

o]
The compound was prepared from the compound of Preparation 16 according to
the method of Example 12 using cyclopropyl acetic acid in place of butyric acid.
Yield 73 mg (67%). "H NMR (CDCls) 8 7.74 (d, 2 H), 7.60 (d, 2 H), 7.54 (d, 2 H),
4.67 -4.33 (m, 4 H), 4.10 (d, 1 H), 3.70 (d, 1 H), 2.03 (m, 2 H), 1.09 (m, 1 H), 0.61
(m, 2 H), 0.20 (m, 2 H). LC/MS retention time = 3.694 minutes, MS calculated for
(C24H19Cl2F5N202) 532.07, found 533.0 M+H.

Example 14: 3-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-3-oxopropanenitrile

The compound was prepared from the compound of Preparation 16 according to
the method of Example 12 using cyanoacetic acid in place of butyric acid. Yield 88
mg (55%). "H NMR (CDCl3) 8 7.77 (d, 2 H), 7.60 (d, 2 H), 7.55 (d, 2 H), 4.79 (m,
1H),4.71-4.40 (m, 3H), 4.11 (d, 1 H), 3.71 (d, 1 H), 3.40 (s, 2 H). LC/MS
retention time = 3.533 minutes, MS calculated for (C2oH14CloFsN302) 517.04,
found 539.9 M+H+Na".

PCT/IB2011/053355
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Example 15: 1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone

The compound was prepared from the compound of Preparation 16 according to
the method of Example 12 using 2-(methylthio)acetic acid in place of butyric acid.
Yield 208 mg (94%). '"H NMR (CDCl3) 8 7.75 (d, 2 H), 7.60 (d, 2 H), 7.55 (d, 2 H),
472 (m, 1 H),4.61-4.34 (m, 3 H),4.11(d, 1 H), 3.71 (d, 1 H), 3.15 (s, 2 H) , 2.26
(s, 3 H). LC/MS retention time = 3.637 minutes, MS calculated for
(C22H17Cl2F5N20,S) 538.03, found 538.9 M+H+.

Example 16: 1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methoxyethanone

The compound was prepared from the compound of preparation 16 according to
the method of Example 6 using methoxy acetyl chloride in place of cyclopropane
carbonyl chloride. Yield 114 mg (88%). '"H NMR (CDCls) 8 7.74 (d, 2 H), 7.60 (d,
2 H),7.54 (d,2H),4.82-4.68 (m, 1 H),4.66-4.34 (m, 3H),4.15-4.04 (m, 3 H),
3.71(d, 1 H), 3.42 (s, 3 H). LC/MS retention time = 3.543 minutes, MS calculated
for (C22H17Cl2FsN2O3) 522.05, found 523.0 M+H.

Example 17: cyclobutyl(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)methanone
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The compound was prepared from the compound of preparation 16 according to
the method of Example 6 using cyclobutanecarbonyl chloride in place of
cyclopropane carbonyl chloride. Yield 115 mg (88%). '"H NMR (CDCl3) § 7.73 (d,
2 H),7.59 (d, 2H),7.51(d, 2 H),4.59 - 4.26 (m, 4 H), 4.10 (d, 1 H), 3.71 (d, 1 H),
3.12 (m, 1 H), 2.38 (m, 2 H), 2.16 (m, 2 H), 2.07 — 1.87 (m, 2 H). LC/MS retention
time = 3.743 minutes, MS calculated for (Cz4H19Cl2FsN20O,) 532.07, found 533.0
M+H.

Example 18: 1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one

The compound was prepared from the compound of preparation 16 according to
the method of Example 6 using isobutyroyl chloride in place of cyclopropane
carbonyl chloride. Yield 166 mg (90%). '"H NMR (CDCl3) § 7.74 (d, 2 H), 7.60 (d,
2H),7.53(d,2H),4.70-4.29 (m, 4 H), 4.10 (d, 1 H), 3.71 (d, 1 H), 2.51 (m, 1 H),
1.17 (m, 6 H). LC/MS retention time = 3.685 minutes, MS calculated for
(C23H19Cl2F5N202) 520.07, found 521.0 M+H.

Example 19: 1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-3,3, 3-trifluoropropan-1-one
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The compound was prepared from the compound of preparation 16 according to
the method of Example 6 using 3,3, 3-trifluoropropanoyl chloride in place of
cyclopropane carbonyl chloride. Yield 96 mg (70%). 'H NMR (CDCls) & 7.76 (d, 2
H), 7.60 (d, 2 H), 7.53 (d, 2 H), 4.76 - 4.65 (m, 1 H), 4.61 - 4.38 (m, 3 H), 4.10 (d,
1 H),3.71 (d, 1 H), 3.09 (m, 2 H). LC/MS retention time = 3.712 minutes, MS
calculated for (Ca2H14CloFsN202) 560.03, found 561.0 M+H.

Example 20: N-cyclopropyl-3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-

(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidine-1-carboxamide

The compound was prepared from the compound of preparation 16 according to
the method of Example 6 using cyclopropyl isocyanate in place of cyclopropane
carbonyl chloride. Yield 126 mg (94%). '"H NMR (CDCls) 8 7.73 (d, 2 H), 7.60 (d,
2 H), 7.56 (d, 2 H), 4.56 - 4.39 (m, 3 H), 4.29 - 4.18 (m, 2 H), 4.10 (d, 1 H), 3.70
(d, 1 H), 2.65 (m, 1 H), 0.78 (m, 2 H), 0.55 (m, 2 H). LC/MS retention time =
3.233 minutes, MS calculated for (C23H1sCl2F5N302) 533.07, found 534.0 M+H.

Example 21: 3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoro-N-methylazetidine-1-carboxamide

PCT/IB2011/053355
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The compound was prepared from the compound of preparation 16 according to
the method of Example 6 using methyl isocyanate in place of cyclopropane
carbonyl chloride. Yield 44 mg (94%). '"H NMR (CDCl3) 8 7.71 (d, 2 H), 7.59-7.53
(m, 4 H),4.45(d, 1 H),4.39 (d, 1 H), 4.23 (d, 1 H), 4.21 (d, 1 H), 4.24-4.17 (m, 3
H), 4.08 (d, 1 H), 3.68 (d, 1 H), 2.83 (d, 3 H). LC/MS retention time = 3.001
minutes, MS calculated for (Cz1H1sCl2FsN3O2) 507, found 508 M+H.

Example 22: 3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)-N-ethyl-3-fluoroazetidine-1-carboxamide

The compound was prepared from the compound of preparation 16 according to
the method of Example 6 using ethyl isocyanate in place of cyclopropane carbonyl
chloride. Yield 44 mg (91%). "H NMR (CDCl3) § 7.71 (d, 2 H), 7.59-7.53 (m, 4 H),
4.44 (d, 1 H), 4.39 (d, 1 H), 4.24-4.17 (m, 3 H), 4.08 (d, 1 H), 3.68 (d, 1 H), 3.33-
3.26 (m, 2 H), 1.16 (t, 3 H). LC/MS retention time = 3.531 minutes, MS calculated
for (C22H18Cl2FsN3032) 521, found 522 M+H.

Example 23: 3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidine-1-carboxamide
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Triethylamine (0.070 mL, 0.492 mmol) was added to a suspension of azetidine

hydrochloride salt (Preparation 16, 0.200 g, 0.410 mmol) in CH2Cl (5 mL).
Subsequently, trimethylsilyl isocyanate (0.308 mL, 2.05 mmol) was added and the
reaction mixture was stirred at room temperature overnight. A saturated agueous
solution of Na;COs3 (5 mL) was added and the reaction mixture was stirred for 5
minutes. The organic phase was separated, washed with brine and dried
(anhydrous Na»SO4). Solvent was evaporated under reduced pressure to yield an
off-white solid. The residue was purified by chromatography [Teledyne Isco
CombiFlash Rf system, 24 g silica gel RediSep Rf cartridge, CH2Cl, to CHCl,-
MeOH (95:5) over 10 CV gradient elution] to afford the purified desired compound
as a white solid (0.089 g, 44%). LC/MS R; = 3.378 minutes, n/z 494 [M+H]"

Preparation 17: 3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)phenyl)azetidin-3-ol

Prepared according to the methods of Preparation 12 and Preparation 13 using

1,2-dichloro-3-(trifluoromethyl)-5-(3,3,3-trifluoroprop-1-en-2-yl)benzene.

Preparation 18: 5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-3-(4-(3-fluoroazetidin-3-
yhphenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole.

PCT/IB2011/053355
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Prepared according to the methods of Preparations 12, 14 and 15 using 1,2-
dichloro-3-(trifluoromethyl)-5-(3,3,3-trifluoroprop-1-en-2-yl)benzene. '"H NMR
(DMSO-dg) 6 ppm: 8.20 (1H), 7.93 (1H), 7.86 (2H), 7.75 (2H), 4.62-4.36 (6H); m/z
(CI) 501 ([M+H]".

Example 24: cyclopropyl(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-hydroxyazetidin-1-
yl)methanone

The compound was prepared from the compound of preparation 17 according to
the method of Example 6 using cycloproplylcarboxyl chloride in place of
cyclopropane carbonyl chloride. Yield 112 mg (88%). '"H NMR (CDCls) § 7.96 (d,
1H),7.85(d,1H),7.71 (m, 2 H), 7.62 (m, 2 H), 4.51 (m, 2 H), 4.29 (m, 2 H), 4.16
(d, 1H),3.95 (s, 1H),3.73 (d, 1 H),1.47 (m, 1 H), 1.01 (m, 2 H), 0.82 (m, 2 H).
LC/MS retention time = 3.564 minutes, MS calculated for (Cp4H1sCl2FsN203)
566.06, found 567.0 M+H.

Example 25: cyclobutyl(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-hydroxyazetidin-1-

yl)methanone
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The compound was prepared from the compound of preparation 17 according to
the method of Example 6 using cyclobutanecarbonyl chloride in place of
cyclopropane carbonyl chloride. Yield 111 mg (85%). '"H NMR (CDCls) § 7.96 (d,
1H),7.85(d, 1H),7.70 (m, 2 H), 7.58 (m, 2 H), 4.37 — 4.21 (m, 4 H), 4.15 (m, 1
H), 4.04 (d, 1 H), 3.72 (m, 1 H), 3.10 (m, 1 H), 2.33 (m, 2 H), 2.12 (m, 2 H), 2.06 —
1.83 (m, 2 H). LC/MS retention time = 3.650 minutes, MS calculated for
(CasH20Cl2FsN203) 580.08, found 581.0 M+H.

Example 26: 3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoro-N-methylazetidine-1-carboxamide

The compound was prepared from the compound of preparation 18 according to
the method of Example 6 using methyl isocyanate in place of cyclopropane
carbonyl chloride. Yield 132 mg (94%). '"H NMR (CDCl3) § 7.96 (m, 1 H), 7.85 (m,
1H),7.73(d,2H),7.57 (d, 2H),4.50-4.39 (m, 2 H), 4.28 - 4.11 (m, 4 H), 3.72
(d, 1 H), 2.86 (d, 3 H). LC/MS retention time = 3.090 minutes, MS calculated for
(C22H16Cl2F7N302) 557.05, found 558.0 M+H.

Example 27: 3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-N-ethyl-3-fluoroazetidine-1-carboxamide
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The compound was prepared from the compound of preparation 18 according to
the method of Example 6 using ethyl isocyanate in place of cyclopropane carbonyl
chloride. Yield 141 mg (98%). '"H NMR (CDCls) § 7.96 (m, 1 H), 7.85 (m, 1 H),
7.74(d,2H),7.57 (d,2H),4.49-4.38 (m, 2H),4.27 -4.11 (m, 4 H), 3.72 (d, 1

H), 3.31 (m, 2 H), 1.18 (t, 3 H). LC/MS retention time = 3.133 minutes, MS
calculated for (C23H1sCl2F7N302) 571.01, found 572.0 M+H.

Example 28: N-cyclopropyl-3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-

(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidine-1-carboxamide

The compound was prepared from the compound of preparation 18 according to
the method of Example 6 using cyclopropyl isocyanate in place of cyclopropane
carbonyl chloride. Yield 142 mg (97%). "H NMR (CDCI3) 8 7.96 (m, 1 H), 7.85 (m,
1H),7.74 (d, 2H), 7.56 (d, 2 H), 4.55 -4.38 (m, 3 H), 4.29 - 4.19 (m, 2 H), 4.16
(d, 1H),3.72 (d, 1 H), 2.64 (m, 1 H), 0.78 (m, 2H),0.55 (m, 2 H). LC/MS
retention time = 3.152 minutes, MS calculated for (C24H1sCI2F7N302) 583.07,
found 584.0 M+H.

Example 29: 3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-N-ethyl-3-hydroxyazetidine-1-carboxamide
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The compound was prepared from the compound of preparation 17 according to
the method of Example 6 using ethyl isocyanate in place of cyclopropane carbonyl
chloride. Yield 50 mg (94%). "H NMR (CDCls) § 7.94 (s, 1 H), 7.83 (s, 1 H), 7.68
(d.2H),7.62 (d, 2 H)4.21-4.11 (m, 6 H), 3.90 (s, 1H), 3.70 (d, 1 H), 3.26 (q, 2H),
1.13 (t, 3 H). LC/MS retention time = 3.179 minutes, MS calculated for
(C23H19Cl2FsN303) 569, found 570 M+H.

Example 30: N-cyclopropyl-3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-hydroxyazetidine-1-

carboxamide

The compound was prepared from the compound of preparation 17 according to
the method of Example 6 using cyclopropane carbonyl chloride. Yield 51 mg
(94%). '"H NMR (CDCl3) & 7.94 (s, 1 H), 7.83 (s, 1 H), 7.68 (d, 2 H), 7.62 (d, 2 H),
4.49 (s, 1 H)4.23-4.18 (m, 4 H), 4.13 (d, 1 H), 3.70 (d, 1 H), 3.3.8 (s, 1 H), 2.63-
2.59 (m, 1 H), 0.76-0.72 (m, 2 H), 0.53-0.49 (m, 2 H). LC/MS retention time =
3.481 minutes, MS calculated for (C24H19Cl2FsN3O3) 581, found 582 M+H.

Preparation 19: 3-(4-(5-(3,5-bis(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-3-ol
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Prepared according to the methods of Preparation 12 and Preparation 13 using

1,3-bis(trifluoromethyl)-5-(3,3,3-trifluoroprop-1-en-2-yl)benzene.

Preparation 20: 5-(3,5-bis(trifluoromethyl)phenyl)-3-(4-(3-fluoroazetidin-3-
yhphenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole.

Prepared according to the methods of Preparations 12, 14 and 15 using 1,3-
bis(trifluoromethyl)-5-(3,3,3-trifluoroprop-1-en-2-yl)benzene. 'H NMR (DMSO-dg)
3 ppm: 8.36 (1H), 8.22 (2H), 7.87 (2H), 7.76 (2H), 4.62-4.42 (6H); m/z (Cl) 501
(IM+H]".

Example 31: 3-(4-(5-(3,5-bis(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)-3-fluoro-N-methylazetidine-1-carboxamide

The compound was prepared from the compound of Preparation 20 according to
the method of Example 6 using methyl isocyanate in place of cyclopropane
carbonyl chloride. Yield 131 mg (94%). '"H NMR (CDCl3) & 8.10 (s, 2 H), 7.98 (s, 1
H), 7.75 (d, 2 H), 7.57 (d, 2 H), 4.50 - 4.39 (m, 2 H), 4.28 - 4.17 (m, 4 H), 3.76 (d,
1 H), 2.86 (d, 3 H). LC/MS retention time = 3.015 minutes, MS calculated for
(Ca3H17F10N302) 557.12, found 558.0 M+H.

PCT/IB2011/053355
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Example 32: 3-(4-(5-(3,5-bis(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)-N-ethyl-3-fluoroazetidine-1-carboxamide

The compound was prepared from the compound of Preparation 20 according to
the method of Example 6 using ethyl isocyanate in place of cyclopropane carbonyl
chloride. Yield 131 mg (92%). '"H NMR (CDCls) § 8.10 (s, 2 H), 7.98 (s, 1 H), 7.75
(d,2H),7.57 (d, 2 H), 4.50 - 4.39 (m, 2 H), 4.27 - 4.16 (m, 4 H), 3.76 (d, 1 H),
3.31 (m, 2 H), 1.18 (t, 3 H). LC/MS retention time = 3.089 minutes, MS calculated
for (Ca4H19F 10N3032) 571.13, found 572.0 M+H.

Example 33: 3-(4-(5-(3,5-bis(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)-N-cyclopropyl-3-fluoroazetidine-1-carboxamide

The compound was prepared from the compound of Preparation 20 according to
the method of Example 6 using cyclopropyl isocyanate in place of cyclopropane
carbonyl chloride. Yield 141 mg (96%). '"H NMR (CDCl3) & 8.10 (s, 2 H), 7.98 (s, 1
H), 7.75 (d, 2 H), 7.57 (d, 2 H), 4.55 - 4.39 (m, 3 H), 4.28 - 4.18 (m, 3 H), 3.77 (d,
1H),2.65 (m, 1H),0.78 (m, 2H), 0.55 (m, 2 H). LC/MS retention time = 3.086
minutes, MS calculated for (CpsH1gF 10N3O2) 583.13, found 584.0 M+H.

Example 34: 3-(4-(5-(3,5-bis(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-N-cyclopropyl-3-hydroxyazetidine-1-carboxamide
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The compound was prepared from the compound of Preparation 19 according to
the method of Example 6 using cyclopropyl isocyanate in place of cyclopropane
carbonyl chloride. Yield 119 mg (89%). 'H NMR (CDCl3) & 8.10 (s, 2 H), 7.97 (s, 1
H), 7.71 (m, 2 H), 7.64 (m, 2 H), 4.57 (d, 1 H), 4.28 - 4.16 (m, 6 H), 3.77 (d, 1 H),
2.61 (m, 1 H),0.74 (m, 2 H), 0.52 (m, 2 H). LC/MS retention time = 2.989
minutes, MS calculated for (CzsH2oFgN3O3) 581.14, found 582.0 M+H.

Preparation 21: 3-(4-(5-(3-chloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-3-ol

Prepared according to the methods of Preparation 12 and Preparation 13 using 1-

chloro-3-(trifluoromethyl)-5-(3,3,3-trifluoroprop-1-en-2-yl)benzene.

Preparation 22: 5-(3-chloro-5-(trifluoromethyl)phenyl)-3-(4-(3-fluoroazetidin-3-
yhphenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole.

Prepared according to the methods of Preparations 12, 14 and 15 using 1-chloro-
3-(trifluoromethyl)-5-(3,3,3-trifluoroprop-1-en-2-yl)benzene. . '"H NMR (DMSO-dg)
3 ppm: 8.10 (1H), 7.99 (1H), 7.87-7.85 (3H), 7.75 (2H), 4.62-4.37 (6H); m/z (Cl)
467 (IM+H]".
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Example 35: 3-(4-(5-(3-chloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-N-ethyl-3-hydroxyazetidine-1-carboxamide

The compound was prepared from the compound of Preparation 21 according to
the method of Example 6 using ethyl isocyanate in place of cyclopropane carbonyl
chloride. Yield 121 mg (90%). '"H NMR (CDCls) § 7.84 (s, 1 H), 7.77 (m, 1 H),
7.74-7.68 (m, 3H),7.66 -7.62 (m, 2H),4.22-4.13 (m, 6 H), 3.74 (d, 1 H), 3.30
(m, 2 H),1.16 (t, 3 H). LC/MS retention time = 3.312 minutes, MS calculated for
(C23H20CIFsN303) 535.11, found 536.0 M+H.

Example 36: 3-(4-(5-(3-chloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)-N-ethyl-3-fluoroazetidine-1-carboxamide

The compound was prepared from the compound of Preparation 22 according to
the method of Example 6 using ethyl isocyanate in place of cyclopropane carbonyl
chloride. Yield 133 mg (99%). '"H NMR (CDCl3) § 7.84 (s, 1 H), 7.79 — 7.68 (m, 4
H), 7.57 (d, 2 H), 4.49-4.38 (m, 2 H), 4.27 -4.12 (m, 4 H), 3.74 (d, 1 H), 3.32 (m,
2 H), 1.18 (t, 3 H). LC/MS retention time = 3.571 minutes, MS calculated for
(C23H19CIF7N302) 537.11, found 538.0 M+H.

Example 37: 3-(4-(5-(3-chloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)-N-cyclopropyl-3-fluoroazetidine-1-carboxamide
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The compound was prepared from the compound of Preparation 22 according to
the method of Example 6 using cyclopropyl isocyanate in place of cyclopropane
carbonyl chloride. Yield 131 mg (95%). '"H NMR (CDCls) § 7.83 (s, 1 H), 7.79 —
7.68 (m, 4 H), 7.56 (d, 2 H), 4.55 -4.39 (m, 3 H), 4.29 - 4.20 (m, 2 H), 4.16 (d, 1
H), 3.74 (d, 1 H), 2.65 (m, 1 H), 0.78 (m, 2 H), 0.55 (m, 2 H). LC/MS retention
time = 3.574 minutes, MS calculated for (CyH7CIF7N3O,) 549.11, found 550.0
M+H.

Example 38: 3-(4-(5-(3-chloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)-3-fluoro-N-methylazetidine-1-carboxamide

The compound was prepared from the compound of Preparation 22 according to
the method of Example 6 using methyl isocyanate in place of cyclopropane
carbonyl chloride. Yield 126 mg (96%). '"H NMR (CDCl3) 8 7.83 (s, 1 H), 7.79 —
7.68 (m, 4 H), 7.57 (d, 2 H), 4.50 -4.39 (m, 2 H), 4.28 - 4.12 (m, 4 H), 3.74 (d, 1
H), 2.86 (d, 3 H). LC/MS retention time = 3.487 minutes, MS calculated for
(C22H17CIF7N302) 523.09, found 524.0 M+H.

Example 39: 1-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)ethanone
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To a solution of 5-(3,5-dichlorophenyl)-3-(4-(3-fluoroazetidin-3-yl)phenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole (Preparation 15, 200 mg, 0.462 mMol) in
dichloromethane (3 mL) was added triethylamine (0.192 mL) followed by acetic
anhydride (50.2 yL). The reaction was allowed to stir at room temperature
overnight. The solution was diluted with water and allowed to stir for 10 minutes.
The mixture was passed through an ISCO Phase Separator. A stream of nitrogen
was blown onto the organics then placed under high vacuum to form a white foam
200 mg (91% yield) "H NMR (400 MHz, CDCls-d) § ppm 2.01 (s, 3 H) 3.73 (d, 1
H) 3.92 (qd, 1 H)4.12(d, 1 H) 4.32-4.56 (m, 3 H) 4.59-4.70 (m, 1 H) 7.46 (t, 1
H)7.52-7.59 (m, 4 H)7.76 (d, 2 H), LC/MS retention time = 3.510 min; MS
calculated for (C21H16Cl2F4N202) 474.052, found 475.0 M+H.

Example 40: cyclopropyl(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)methanone

The compound was prepared from the compound of Preparation 16 according to
the method of Example 6 using cyclopropyl isocyanate in place of cyclopropane
carbonyl chloride. Yield: 87% of a glassy solid. 'H NMR (400 MHz, CDCls-d) §
ppm 0.85 (t, Hz, 2 H) 1.06 (dd, 2 H) 1.42 - 1.51 (m, 1 H) 3.71 (d, 1 H) 4.11 (d, 1 H)
4.28 -4.82 (m, 4 H)7.53-7.64 (m, 4 H)7.75 (d, 2 H) LC/MS retention time =
3.675 minutes; MS calculated for (Co3H7Cl2F5N20O2) 518.059, found 519 M+H.
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Example 41: 2-Cyclopropyl-1-(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)ethanone
F3C O\N

. v

0
The compound was prepared from the compound of preparation 15 according to

the method of Example 12 using 2-cyclopropylacetic acid in place of butyric acid.
'H NMR (400 MHz, CDCl3-d)  ppm -0.04 - 0.04 (m, 2 H) 0.41 (d, 2 H) 0.86 - 0.92
(m, 1H)1.95(d, 2H)3.51(d, 1H)3.90 (d, 1 H)4.12-4.46 (m, 4 H) 7.24 (1, 1 H)
7.30-7.37 (m, 4 H) 7.54 (d, 2 H), LC/MS retention time = 3.682 minutes; MS
calculated for (C24H20Cl2F4sN202) 514.084, found 515.0 [M+H]".

Example 42: 3-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-3-oxopropanenitrile

F3C O~y

|
Cl N

AERY

o}
The compound was prepared from the compound of preparation 15 according to
the method of Example 12 using 2-cyanoacetic acid in place of butyric acid to
provide a glassy solid . 'H NMR (400 MHz, CDCls-d) 6 ppm 3.41 (s, 1 H) 3.73 (d,
1H)4.12(d, 1H)4.41-472(m,4H)4.76 -4.86 (m, 1 H) 7.46 (t, 1 H) 7.54 - 7.58
(m,4 H)7.78 (d, 2 H); MS calculated for (C22H15Cl2F4N302) 499.048, found 500.0
[M+H]".

Example 43: 1-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-3,3, 3-trifluoropropan-1-one
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The compound was prepared from the compound of Preparation 15 according to
the method of Example 6 using 3,3, 3-trifluoropropanoyl chloride in place of
cyclopropane carbonyl chloride. 'H NMR (400 MHz, CDCls-d) § ppm 3.09 (g, 2 H)
3.64 (d, 1H)4.10(d, 1 H)4.39-4.63(m, 4 H) 7.37 (t, 1 H) 7.44 - 7.46 (m, 4 H)
7.76 (d, 2 H); MS calculated for (C22H15Cl2F7N202) 543.266, found 544.0 [M+H]".

Example 44: 1-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methoxyethanone
F3C O~N

The compound was prepared from the compound of Preparation 15 according to

o

o

the method of Example 6 using 2-methoxyacetyl chloride in place of cyclopropane
carbonyl chloride to provide a white solid. '"H NMR (400 MHz, CDClz-d) & ppm
3.44 (s,3H)3.73(d, 1H)4.09 - 4.14 (m, 3 H) 4.37 - 4.63 (m, 3 H) 4.65 - 4.85 (m,
1H)7.43-7.49 (m, 1 H)7.51-7.60 (m, 4 H)7.76 (d, 2 H); MS calculated for
(C22H1sCl2F4N303) 505.295, found m/z (ESI) 506.0 [M+H]".

Example 45: 1-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)propan-1-one

O—-N
F3C \
L
S
N
Cl o)

The compound was prepared from the compound of Preparation 15 according to
the method of Example 6 using propionyl chloride in place of cyclopropane
carbonyl chloride to provide a white solid "H NMR (400 MHz, CDCls-d) § ppm 1.14
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-1.25 (m, 3 H) 2.24 (m, 2 H) 3.73 (d, 1 H) 4.11 (d, 1 H) 4.32 - 4.67 (m, 4 H) 7.46
(t, 1 H) 7.52 - 7.60 (m, 4 H) 7.76 (d, 2 H); MS calculated for (C22H1sCl2FsN202)
489.296, found m/z (ESI) 490.0 [M+H]".

Example 46: 1-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)butan-1-one

F,C O_R‘
(s
o~
N
cl S

The compound was prepared from the compound of Preparation 15 according to
the method of Example 6 using butyryl chloride in place of cyclopropane carbonyl
chloride to provide a white solid. "H NMR (400 MHz, CDCls-d) § ppm 1.01 (t, 3 H)
1.73(m,2H)2.19 (m, 2 H)3.73(d, 1 H) 4.11 (d, 1 H) 4.33 - 4.66 (m, 4 H) 7.46 (t,
1H)7.53-7.58 (m, 4 H)7.76 (d, 2 H); MS calculated for (C23H20Cl2F4N202)
503.323, found m/z (ESI) 503.0 [M+H]".

Examples 47-82

The Examples in Table 1 below were prepared under the following conditions

o—N 0
1
rie T3 \R3 L —F
O NH R® OH
R1b
R1C

R1b

The isoxazoline phenyl azetidine (0.05 mmol) was dissolved in dimethyl
formamide (0.5 mL). This was added to the respective acid (0.2 mmol), followed
by a solution of O-(7-azabenzotriazol-1-yl)-N,N,N’,N’-tetramethyluronium-
hexafluorophosphate (0.10 mmol) in dimethyl formamide (0.5 mL) and EtsN
(0.5mmol). The resulting mixture was shaken at ambient temperature for 16
hours. The solvent was removed by distillation under vacuum, and the crude
product purified by preparative HPLC. (Waters,Gemini NX C18 21x100mm 5um,
mobile phase A = 0.1%TFA in H,O, mobile phase B = acetonitrile, linear gradient
30%B to 100% in 8 minutes, hold for 1 minute, 20 mL/minute, peaks collected by

mass.). Retention times (RT) quoted below were obtained with the following
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analytical method: Agilent 1200, Column = Gemini NX C18 4.6x50mm 3um,
mobile phase A = 0.1%TFA in H.O, mobile phase B = acetonitrile, linear gradient

30%B to 100% in 5 minutes, holding for 1 minute, 1.5mL/minute.

5 Table 1
Example | R™ | R™ | R'* | R® R°® m/z (ESI) RT
No. [M+H]+ (minutes)
47 CFs | H |CFs| F | cyclobutyl 583 4.66
48 CF H | CF F | cyclopropyl
’ ’ e T 4.45
49 CFs | H |CFs| F isopropyl 571 455
50 CFs | H Cl F propyl 538 4.55
51 CFs | H Cl F ethyl 524 4.34
52 CF; | H Cl F methyl 510 4.07
53 CFs | H Cl F -CH.CN 535 4.21
54 Cl H Cl F @m
E 517 3.98
55 Cl F Cl F j/OH
E 535 4.04
56 Cl Cl | CI F | -CH,OCHs; 539 4.43
57 Cl Cl |CF;| OH isopropyl 569 8.75
58 Cl Cl |CF;| OH propyl 569 8.77
59 CFs | H |CF3| F
§ 583 4.55
60 CFs | H |[CFs| F -CH,OH 559 3.83
61 CFs; | H Cl F -CH,SCH3 556 4.44
62 CFs | H Cl F cyclobutyl 550 4.66
63 CFs | CI | CI F | -CH,C(O)NH, 586 5.15
64 Cl F Cl F

65 o[ Cl|F %ﬁOH = >

551 4.29
66 Cl H | Cl F isobutyl 517 9.61
67 Cl Cl | Cl F | -CH,SCHs; 555 9.59
68 Cl F | Cl |OH ethyl 505 7.76
69 CFs | H Cl F | cyclopropyl 536 4.44
70 Cl F | Cl F

/N\NH
E—Q 545 4.03
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71 CFs | H |CF3| F ‘_/@

\ 620 2.75
72 CF; | H | CI F

§—/A 550 4.53

73 CF; | ClI | CI F ethyl 557 7.31
74 CF; | CI | Cl F | cyclopropyl 569 7.58
75 CF; | ClI | CI F methyl 543 6.67
76 CFs | CI | Cl F isopropyl 571 7.84
77 CF; | ClI | CI F -CH,CN 568 6.72
78 cl{c|cl|F ‘_/@

\ 572 7.40
79 CFs | H |CF3| F ethyl 557 4.36
80 CFs | CI | Cl F | cyclopentyl 597 8.66
81 CF; | ClI | CI F | -CH,SCH3 589 7.56
82 Cl F Cl | OH | cyclopropy! 517 8

is the point of attachment, RT = retention time

The following IUPAC names for Examples (47-82) of Table 1 include: 5-[3,5-
bis(trifluoromethyl)phenyl]-3-{4-[1-(cyclobutylcarbonyl)-3-fluoroazetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole (47); 5-[3,5-
bis(trifluoromethyl)phenyl]-3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole (48); 5-[3,5-
bis(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-isobutyrylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole (49); 3-[4-(1-butyryl-3-fluoroazetidin-3-
yhphenyl]-5-[3-chloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazole (50); 5-[3-chloro-5-(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-
propionylazetidin-3-yl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole (51); 3-[4-
(1-acetyl-3-fluoroazetidin-3-yl)phenyl]-5-[3-chloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole (52); 3-[3-(4-{5-[3-chloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl}phenyl)-3-
fluoroazetidin-1-yl]-3-oxopropanenitrile (53); 1-[(3-{4-[5-(3,5-dichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yllphenyl}-3-fluoroazetidin-1-
yhcarbonyl]cyclopropanol (54); 1-[(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yllphenyl}-3-fluoroazetidin-1-
yhcarbonyllcyclopropanol (55); 3-{4-[3-fluoro-1-(methoxyacetyl)azetidin-3-
yllphenyl}-5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole (56); 3-
(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-1-isobutyrylazetidin-3-ol (57); 1-butyryl-3-(4-{5-[3,4-
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dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yl}phenyl)azetidin-3-ol (58); 5-[3,5-bis(trifluoromethyl)phenyl]-3-{4-[1-
(cyclopropylacetyl)-3-fluoroazetidin-3-ylJphenyl}-5-(trifluoromethyl)-4,5-
dihydroisoxazole (59); 2-[3-(4-{5-[3,5-bis(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl}phenyl)-3-fluoroazetidin-1-yl]-2-
oxoethanol (60); 5-[3-chloro-5-(trifluoromethyl)phenyl]-3-(4-{3-fluoro-1-
[(methylthio)acetyl]lazetidin-3-yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole
(61); 5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(cyclobutylcarbonyl)-3-
fluoroazetidin-3-yl]phenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole (62); 3-[3-(4-{5-
[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yl}phenyl)-3-fluoroazetidin-1-yl]-3-oxopropanamide (63); 3-[3-(4-{5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl}phenyl)-3-
fluoroazetidin-1-yl]-3-oxopropanamide (64); 1-[(3-fluoro-3-{4-[5-(3,4,5-
trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-ylJphenyl}azetidin-1-
yhcarbonyl]cyclopropanol (65); 5-(3,5-dichlorophenyl)-3-{4-[3-fluoro-1-(3-
methylbutanoyl)azetidin-3-yl]phenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole (66);
3-(4-{3-fluoro-1-[(methylthio)acetyllazetidin-3-yl}phenyl)-5-(3,4,5-trichlorophenyl )-
5-(trifluoromethyl)-4,5-dihydroisoxazole (67); 3-{4-[5-(3,5-dichloro-4-fluorophenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]phenyl}-1-propionylazetidin-3-ol (68);
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(cyclopropylcarbonyl)-3-
fluoroazetidin-3-ylJphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole (69); 5-(3,5-
dichloro-4-fluorophenyl)-3-{4-[3-fluoro-1-(1H-pyrazol-3-ylcarbonyl)azetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole (70); 4-{2-[3-(4-{5-[3,5-
bis(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl}phenyl)-3-
fluoroazetidin-1-yl]-2-oxoethyl}pyridine (71); 5-[3-chloro-5-(trifluoromethyl)phenyl]-
3-{4-[1-(cyclopropylacetyl)-3-fluoroazetidin-3-yl]Jphenyl}-5-(trifluoromethyl)-4,5-
dihydroisoxazole (72); 5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-
propionylazetidin-3-yl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole (73); 3-{4-
[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yl)phenyl}-5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole (74); 3-[4-(1-
acetyl-3-fluoroazetidin-3-yl)phenyl]-5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole (75); 5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-isobutyrylazetidin-3-yl)phenyl]-5-
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(trifluoromethyl)-4,5-dihydroisoxazole (76); 3-[3-(4-{5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl}phenyl)-3-
fluoroazetidin-1-yl]-3-oxopropanenitrile (77); 4-[(3-fluoro-3-{4-[5-(3,4,5-
trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yllphenyl}azetidin-1-
yhcarbonyl]pyridine (78); 5-[3,5-bis(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-
propionylazetidin-3-yl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole (79); 3-{4-
[1-(cyclopentylcarbonyl)-3-fluoroazetidin-3-yl]phenyl}-5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole (80); 5-[3,4-
dichloro-5-(trifluoromethyl)phenyl]-3-(4-{3-fluoro-1-[(methylthio)acetyllazetidin-3-
yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole (81); and 1-
(cyclopropylcarbonyl)-3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}azetidin-3-ol (82).

Preparation 23: Methyl 3-bromo-4-iodobenzoate

I
0.0

Br
|

A solution of 4-amino-3-bromo-benzoic acid methyl ester (5.0g, 22.0mmol from
Aldrich) in acetone (35mL) was treated with 6M HCI (35mL). The solution was
cooled to 0°C and treated dropwise with NaNO; (1.84g, 26.1mmol) dissolved in
10mL water. After stirring for 2 hours at 0°C, the reaction was slowly treated with
potassium iodide (5.47g, 32.6mmol) dissolved in 20mL water. The reaction
mixture was allowed to warm to room temperature and stir for 1 hour. Reaction
mixture was dilted with water and extracted with EtOAc (2 x 150mL). The
combined organic phase was dried (Na;SO4) and concnetrated under vacuum
The residue was chromatographed (80g Redi-Sep column) eluting from 100%
heptane to 20:80 EtOAc:heptane to afford the intermediate (4.1g, 55%) as a solid.
"HNMR (CDCls): 8.27 (1H), 7.98 (1H), 7.64 (1H), 3.94 (3H).

Preparation 24: (3-bromo-4-iodophenyl)methanol

PCT/IB2011/053355
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OH

Br
|
A solution of methyl 3-bromo-4-iodobenzoate (Preparation 23, 4.3g, 12.6mmol) in

CHCl; was cooled, under Ny, to -78°C. DIBAL-H was added slowly to the
solution, which was stirred at -78°C for 45 minutes and then allowed to come to
room temperature. Next, the reaction mixture was diluted with 1M HCL

(40mL) and stirred for 30 minutes. The reaction was further diluted with water and
extracted with CH2Cl,. The organic phase was dried (Na;SO4) and concentrated
under vacuum to afford the intermediate (3.2g, 82%) as a solid. "HNMR (CDCls):
7.85 (1H), 7.67 (1H), 7.02 (1H), 4.65 (2H), 1.76 (1H, OH).

Preparation 25: 3-bromo-4-iodobenzaldehyde
0

’d

Br
|
A solution of (3-bromo-4-iodophenyl)methanol (Preparation 24, 3.1g, 9.9mmol) in

CHqClo/water (2:1, 225mL) was treated with NaHCO3 (915mg, 10.9mmol), NaBr
(1060mg, 10.2mmol) and TEMPO free radical (40mg, 0.2mmol). The resulting
mixture was cooled to 0°C and NaOCI solution (0.8mL, 10% aqueous) was added
dropwise. The reaction mixture was left to come to room temperature while
stirring. TLC after 30 minutes showed approximately 50% conversion to less polar
spot. Sequence repeated using same equivalent of reagents. TLC 25:75
EtOAc:heptane still showed unreacted starting material. The reaction mixture was
separated and the organic phase was treated with 1.0x Dess-Martin periodinane
(2.1g, 4.9mmol) while stirring. TLC after 10 minutes showed complete conversion
to less polar spot. The organic phase was washed with sat NaHCOs, dried over
Na, SOy, filtered and evaporated to give an orange solid. The crude material was
chromatographed (80g Redi-Sep column) eluting from 100% heptane to 50:50
EtOAc/heptane to give the intermediate (2.7g, 87%) as a white solid. "HNMR
(CDCI3): 9.94 (1H), 8.10 (2H), 7.50 (1H).
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Preparation 26: (E/Z)-3-bromo-4-iodobenzaldehyde oxime
(I)H
_N

Br
I
To a solution of 3-bromo-4-iodobenzaldehyde (Preparation 25, 1000mg, 3.2mmol)

in EtOH (50mL) was added NH,OH.HCI (345mg, 4.8mmol) and water (10mL).
The reaction was heated to 50°C for 1 hour and then allowed to stir for 18 hours
at room temperature. The reaction mixture was concentrated under vacuum to
remove EtOH. Water was added to residue and extracted with EtOAG (2 x 75mL).
The combined organic phase was dried (Na;SO.4) and concentrated under
vacuum to afford the intermediate (1035mg, 98%) as a glass. M/z (Cl) = 326
[M+H]".

Preparation 27: 3-(3-bromo-4-iodophenyl)-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole
F3C 0~N

QO

To a DMF (25 mL) solution of (E/Z) 3 bromo 4- |odobenzaldehyde oxime (1000mg,
3.1mmol) was added NCS (Preparation 26, 500mg, 3.7mmol) portionwise. The
reaction was stirred at room temperature for 18 hours. TLC 50:50 EtOAc:heptane
shows slightly less polar spot, no starting material. The reaction mixture was
diluted with EtOAc (100 mL) and washed with water (2 x 50mL). The organic
phase was dried over sodium sulfate and concentrated to give the chlorooxime
intermediate (1056mg, 96%) as a solid. Next, to an ethyl acetate (70 mL) solution
of the chlorooxime (1000mg, 2.8mmol) and 1,2,3-trichloro-5-(1,1,1-trifluoroprop-2-
en-2-yl)benzene (765mg, 2.8mmol) was added potassium bicarbonate (310mg,
3.1mmol). The mixture was allowed to stir at room temperature for at least 48
hours. Reaction mixture filtered and concentrated under vacuum. The residue

was chromatographed (80g Redi-Sep column) eluting from 100% heptane to
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20:80 EtOAc:heptane to afford the intermediate (1.53g, 92%) as a solid. "HNMR
(CDCI3): 7.95 (1H), 7.88 (1H), 7.65 (2H), 7.33 (1H), 4.07 (1H), 3.67 (1H).

Preparation 28: 1-benzhydryl-3-(2-bromo-4-(5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)azetidin-3-ol

In an oven-dried flask containing 3-(3-bromo-4-iodophenyl)-5-(3,4,5-
trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole (Preparation 27, 1000mg,
1.67mmol) in THF (25mL) at -40°C was slowly added isopropyl magnesium
chloride (1.7mL of 2.0M solution). The reaction was stirred at approx. -40°C for
1.5 under nitrogen. 1-benzhydrylazetidin-3-one (520mg in 4mL THF) was slowly
added. The reaction was stirred at -40°C for an additional 30 minutes and
allowed to warm to room temperature. Stirring was continued for 2 hours at room
temperature. The reaction was quenched with saturated NH4Cl and extracted
with EtOAc (2 x 75mL). The combined organic phase was dried (Na,SO,4) and
concentrated under vacuum. The crude material was chromatographed (40g
Redi-Sep column) eluting from 100% heptane to 60:40 EtOAc:heptane, collecting
the intermediate (615mg, 52%) as a glass. "HNMR (CDCls): 7.87 (1H), 7.66-7.63
(3H), 7.45 (4H), 7.36-7.21 (7H), 4.39 (1H), 4.07 (1H), 3.73-3.58 (5H), 3.06 (1H);
m/z (Cl) 711 ([M+H]".

Preparation 29: 3-(4-(1-benzhydryl-3-fluoroazetidin-3-yl)-3-bromophenyl)-5-

(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole
FisC O-N

Z: \FN O
J

PCT/IB2011/053355
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Triethylamine trihydrofluoride (0.3mL, 1.7mmol) and triethylamine (0.11mL,
0.8mL) were dissolved in dichloromethane (30mL) and cooled to -78°C. To the
cooled mixture was added XtalFluor-E (310mg, 1.4mmol) and then 1-benzhydryl-
3-(2-bromo-4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-3-ol (Preparation 28, 600mg, 0.8mmol). Cooling was removed
and the mixture was allowed to warm to room temperature with stirring for 2
hours. The reaction was poured into saturated aqueous sodium carbonate
solution (100mL) and the organic phase was separated, dried over anhydrous
sodium sulfate, filtered and evaporated to dryness. Crude material was
chromatographed (40G Redi-Sep Column) eluting from 100%heptane to 20:80
EtOAc:heptane to afford the intermediate (523mg, 87%) as a glass. '"HNMR
(CDCl3) & ppm: 7.90 (1H), 7.69-7.66 (3H), 7.47-7.21 (11H), 4.46 (1H), 4.08 (1H),
3.90-3.66 (5H); m/z (Cl) 713 ([M+H]".

Preparation 30: 3-(3-bromo-4-(3-fluoroazetidin-3-yl)phenyl)-5-(3,4,5-

trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole
FisC O~N

Cl |
U0y
Cl
Cl Br NH

To a solution of 3-(4-(1-benzhydryl-3-fluoroazetidin-3-yl)-3-bromophenyl)-5-(3,4,5-
trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole (Preparation 29, 515mg,
0.76mmol) in MeCN/DCM (5:1, 60mL) at 0°C was added 1-chloroethyl
chloroformate (275ulL, 2.5mmol). The reaction was heated to reflux for 3 hours
then allowed to cool to room temperature while stirring for 18 hours. Next, the
reaction mixture was concentrated under vacuum, re-dissolved in anhydrous
MeOH (50mL), and refluxed for 1 hour. The reaction was cooled, concentrated
under reduced pressure, and diethyl ether was added to residue. The resulting

precipitate was filtered, rinsed with diethyl ether, and air dried to afford the
intermediate (365mg, 87%) as a solid. M/z (Cl) 713 ([M+H]".

Example 83: (3-(2-bromo-4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone

PCT/IB2011/053355
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F3C O-~-N
Cl |
0y
Cl
Cl Br NIO
Prepared from the compound of Preparation 30, according to the method of
Example 6. 'H NMR (CDCls) & ppm: 7.98 (1H), 7.71 (1H), 7.66 (2H), 7.53 (1H),

4.96-4.46 (4H), 4.09 (1H), 3.70 (1H), 1.49 (1H), 1.11-0.77 (4H); m/z (Cl) 615
(IM+H]".

Example 84: 2-(1-(cyclopropanecarbonyl)-3-fluoroazetidin-3-yl)-5-(5-(3,4,5-
trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)benzonitrile
F3sC O~-N

Cl |
AV
Cl
Cl N O
Il I

To a solution of (3-(2-bromo-4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone
(Example 83, 35mg, 0.06mmol) in DMF was added ZnCN (15mg, 0.12mmol) and
the reaction was degassed with N, purge. Pd(PPhs)s (4mg, 0.003mmol) was
added and the reaction mixture was heated under microwave irradiation at 150°C
for 15 minutes. Next, the reaction mixture was diluted with water and extracted
with EtOAG (75mL). The organic phase was dried (Na;SO4) and concentrated
under vacuum. Crude product was chromatographed (12g Redi-Sep column)
eluting from 100% heptane to 60:40 EtOAc:heptane to afford the final product
(18mg, 56%) as a solid. 'H NMR (CDCls) § ppm: 8.08 (1H), 8.00 (1H), 7.70 (1H),

7.66 (2H), 4.98-4.52 (4H), 4.12 (1H), 3.73 (1H), 1.49 (1H), 1.10-0.81 (4H); m/z
(C1) 560 (M+H]".

Example 85: 5-(3-chloro-5-(trifluoromethyl)phenyl)-3-(4-(3-fluoro-1-
(methylsulfonyl)azetidin-3-yl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole
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3 _5=0
0"\

To a solution of 5-(3-chloro-5-(trifluoromethyl)phenyl)-3-(4-(3-fluoroazetidin-3-
yDphenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole (Preparation 22, 95mg,
0.2mmol) in CH2Cl, (5mL) was added triethylamine (0.15mL, 1.1mmol) and DMAP
(5mg, 0.04mmol). Contents were stirred for 30 minutes at which time mesyl
chloride (25mg, 0.2mmol) was added and the reaction was stirred for 18 hours at
room temperature. Next, the reaction was concentrated to ~3mL under nitrogen
purge and injected directly onto a 24g Redi-Sep column. The crude material was
chromatographed eluting from 100%heptane to 30:70 EtOAc:heptane to afford the
final product (95mg, 94%) as a solid. "HNMR (CDCl3) § ppm: 7.85 (1H), 7.79-7.77
(3H), 7.72 (1H), 7.64 (2H), 4.50-4.42, (2H), 4.34-4.27 (2H), 4.18 (1H), 3.76 (1H),
3.03 (3H); m/z (Cl) 545 ([M+H]".

Preparation 31: 2-bromo-4-(diethoxymethyl)-1-fluorobenzene

A 10mL vial equipped with stir bar was charged with 1g of 3-bromo-4-fluoro-
benzaldehyde, 2mL of triethyl orthoformate, and 5mL of anhydrous ethanol.
50mgs of tetrabutylammonium tribromide was then added, and the reaction
mixture was stirred at ambient temperature overnight. TLC shows complete
conversion to slightly less polar product. The crude reaction is poured into
NaHCOs;, and extracted with ethyl acetate (2x 25mL). Combined organics are
dried over MgS04, and filtered over a pad of silica. The solvents are reduced
under vacuum and a colorless oil (1g) is isolated. The diethyl acetal intermediate

is used as such in the next step. 74% yield.
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Preparation 32: 1-benzhydryl-3-(2-bromo-4-(diethoxymethyl)phenyl)azetidine-3-

carbonitrile

2-bromo-4-(diethoxymethyl)-1-fluorobenzene (Preparation 31, 1g) and 1-

5 benzhydrylazetidine-3-carbonitrile (2.7g) were dissolved in anhydrous THF
(4mL). KHMDS (2.2g) was then added all at once. The solution became dark
brown instantaneously. The reaction was stirred at room temperature overnight.
An LC-Ms confirms complete conversion into the desired product: [433] ~ 3.31
minutes and [505] ~ 3.62 min. Both peaks correspond to desired product: one is

10  the aldehyde, and the other is the acetal. The crude reaction mixture was
concentrated to an oil, and loaded on a 80g SiO; cartridge, then eluted with a
gradient 0-100% ethylacetate in heptane. The desired fractions were collected
and concentrated in vacuum. The resulting oil was suspended in methanol and
sonicated for 30sec, and the resulting white powder is filtered and used as such in

15  the next step. 55% vyield. LC-MS [505].

Preparation 33: 3-(2-bromo-4-(dimethoxymethyl)phenyl)azetidine-3-carbonitrile

\O
\
(0]
Br
//N
N

The product from Preparation 32 (500 mg) was dissolved in acetonitrile and the
20  reaction mixture was cooled to 0°C, then chloroethylchloroformate (0.2 mL) was
added all at once. The reaction mixture was heated to reflux for 2 hours. LC-MS
shows desired peak forming ~ 2.329 minutes [339], but some starting material left.
Another equivalent of chloroethylchloroformate was added, and the reaction

mixture is left stirring for another hour at reflux. TLC shows completion. The crude
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reaction was concentrated in vacuum, and the resulting yellow oil was dissolved in
MeOH, and re-heated to reflux for 30 minutes. TLC shows complete conversion to
a baseline spot. The reaction was concentrated to an oil, and 20 mL diethylether
was added. The gum was then sonicated for 15 minutes, and the solid is filtered
and analysed. LC-MS ([311] ~ 2.036min) confirms desired product, although the
ethylacetal is now a methylacetal due to reflux in methanol. Used as such in the

next step. Assumed quantitative yield.

Preparation 34: tert-butyl 3-(2-bromo-4-(dimethoxymethyl)phenyl)-3-

cyanoazetidine-1-carboxylate

\O
\O
Br
//N

N}—o

o
The product of Preparation 33 (300 mg) and boc anhydride (252 mg) were mixed
in CHxCl> (4 mL), and Hunig’s base was added (500 pL). The reaction mixture
was left stirring at room temperature for 1 hour, then a TLC was taken (50/50
ethylacetate/heptane) and shows completion. The crude mixture was
concentrated to an oil and was chromatographed on a 25g SiO» column, eluting
with a gradient 0-100% ethylacetate in heptane. The desired fractions were
collected, and concentrated in vacuum. LC-MS and NMR confirms desired

product [m/z 411], used as such in the next step. Mixture of the aldehyde and

dimethoxyacetal.

Preparation 35: tert-butyl 3-(2-bromo-4-((hydroxyimino)methyl)phenyl)-3-

cyanoazetidine-1-carboxylate
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Lo

o]

The product of Preparation 34 (320 mg) was added to 4mL MeOH and 1 mL water
was added, followed by hydroxylamine hydrochloride (85 mg). The reaction
mixture was stirred at room temp, and after 30 minutes, LC-MS shows new peak
forming 2.976 minutes, no ionisation. After 60 minutes, LC-MS shows little
progress so the mixture was heated to 65°C for 10 minutes. LC-MS now shows
clean conversion to desired mass [446] ~ 3.165 min. The crude reaction was
concentrated to a minimum (white suspension), then extracted with ethylacetate /
NaHCOs;. The ethylacetate layer is dried over MgSQy,, filtered and concentrated in

vacuum, and the resulting gum is analysed by NMR. Shows desired product. 300

mg, used as such in the next step.

Preparation 36: tert-butyl 3-(2-bromo-4-(5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-cyanoazetidine-1-carboxylate

FiC o
“N

Cl O /
X0
Cl //N

The oxime from Preparation 35 (130 mg) was mixed with N-chlorosuccinimide (50
mg) in ethyl acetate, and the reaction mixture was stirred at 55°C for 15 minutes.
LC-MS confirms desired product formed (starting material was all gone). To the
reaction trichlorostyrene (95 mg) was added, followed by KHCO3 (63 mg). The
reaction mixture was left stirring at room temperature overnight. LC-MS shows
completion. The mixture was filtered over a pad of MgSQOy, and the yellow solution

was concentrated to yield a solid. LC-MS confirms desired mass [553] ~ 4.059
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minutes. The solid was loaded on a 25g silica column and eluted with 0-100%
gradient ethylacetate/heptane. The desired fractions were concentrated, and a

white powder collected. 95 mg. 46% vield.

Preparation 37: 3-(2-bromo-4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)azetidine-3-carbonitrile

The product from Preparation 36 (90mgs) was dissolved in anhydrous methanol.
A methanolic solution of HCIl was added (300 ulL), and warmed to 65°C. After 3
hours, LC-MS shows desired product [m/z 553] ~ 3.195min. The mixture was then
concentrated to dryness and diethyl lether (6 mL) was added to the solid. The
resulting suspension was sonicated for 10 minutes, and a fine white powder was
then filtered. It was used as such in the next step. LC-MS confirms desired
product [553].75mgs. 98% vield.

Example 86: 3-(2-bromo-4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)-1-(cyclopropanecarbonyl)azetidine-3-carbonitrile

The product of Preparation 37 (75 mg) was dissolved in CH2Cl2 (5 mL) and
Hunig’s base (74 mg, 97 uL) was added. Reaction was stirred at room
temperature for 1 minute, then cyclopropanecarbonyl chloride (18.4 mg, 16 ulL)
was added and the mixture was stirred for 15 minutes. LC-MS shows desired

product formed [m/z 621] ~ 3.73 min. The mixture was concentrated and loaded

PCT/IB2011/053355
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on a 25g SiO; column, and eluted with a gradient of ethyl acetate in heptane (0-
50% over 8 CV). The desired fractions were isolated and concentrated in
vacuum. 60 mg, 62% yield. NMR 400Mhz 3 ppm: 7.99 (s, 1H), 7.74 (d, 1H), 7.64
(s, 2H), 7.49 (d, 1H), 5.05 (m, 1H), 4.73 (m, 2H), 4.65 (m, 1H), 4.08 (d, 1H), 3.68
(d, 1H), 1.41 (m, 1H), 1.10-1.06 (m, 2H), 0.91-0.86 (m, 2H); LC-MS: [m/z 621] @

3.73 minutes.

Example 87: 1-(cyclopropanecarbonyl)-3-(4-(5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)azetidine-3-carbonitrile

FaC
Cl 3O,

[
Cl
Ry

N

<ﬁ:0
The compound of Example 86 (60 mg) was dissolved in THF (2 mL) and Rieke
Zn in THF was then added dropwise (2 mL of a 0.7N solution). The mixture was
then sonicated for 5 minutes. LC-MS (THF + a few drops of acetic acid) shows
about 50% conversion. Another 4 equivalents of Zn was added, and again 15
minutes sonication. LC-MS shows the reaction mixture is gone to about 90%
conversion. About 200 ulL of acetic acid was then added, the reaction mixture was
stirred for 2 minutes, then filtered over celite. The solution was concentrated under
vacuum and the remaining oil dissolved in ethyl acetate and washed with
NaHCOs;, then dried over MgSOQy, filtered and concentrated in vacuum. The
remaining oil is purified via reverse phase chromatography. Yield 55 mg. LC-MS
confirms desired product [m/z 542]. NMR 400MHz 6 ppm: 7.78(d, 2H), 7.67(d,
2H), 7.66(s, 2H), 4.99(m, 1H), 4.71(m, 1H), 4.53(m, 1H), 4.39(m, 1H), 4.10(d, 1H),
3.71(d, 1H), 1.45-1.39(m, 1H), 1.10-1.06(m, 2H), 0.91-0.86(m, 2H).

Preparation 38: 3-(4-Formyl-phenyl)-azetidine-1-carboxylic acid tert-butyl ester:
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CHO

N
o)\oJ<
To a stirred suspension of activated zinc (5.636g, 86.19mmol, 2 equivalents) in
dry DMF (20mL) was added pre-dissolved dibromomethane (1.89g, 10.77mmol,
0.25 equivalents) in dry DMF (5mL) and reaction mixture was heated at 70°C for
30 minutes under nitrogen atmosphere. After 30 minutes reaction was cooled to
room temperature. To the resulting reaction mixture was added pre-dissolved
chlorotrimethylsilane (1.12g, 10.77 mmol, and 0.25 equivalents) in dry DMF (5mL)
and stirred for 15 minutes followed by addition of pre-dissolved 3-lodo-N-Boc-
Azetidine (15.24g, 53.86mmol, 1.25eq) in dry DMF (30mL) and the reaction
mixture was heated at 40 °C for 30 minutes under nitrogen atmosphere. Reaction
mixture was sonicated for 30 minutes, during sonication zinc dust was uniformLy
suspended to leave the hazy reaction mixture. To the sonicated reaction mixture
(Zincate) was added pre-dissolved 4-lodo benzaldehyde (10g, 43.099mmol, 1eq)
in dry DMF(42mL) followed byaddition of Tri-2-furyl phosphine (1.1g, 4.73 mmol,
0.1eq), and Tris (dibenzylidene-acetone) dipalladium(0) (1.18g, 1.292mmol, 0.03
equivalents). The resulting reaction mixture was heated at 70°C for 18 hours
under nitrogen atmosphere. Progress of the reaction was monitored by TLC using
10% ethyl acetate in hexane and visualized in UV light (254nm). Reference of new
spot and starting material was 0.3 and 0.7 respectively. After maximum
consumption of starting material (18 hours), reaction mixture was quenched with
saturated ammonium chloride (100mL) and extracted by ethyl acetate (3x100mL).
Combined organic layer was dried over sodium sulphate and concentrated in
vacuo to afford brown colored liquid (15g, crude). Crude compound was purified
by column chromatography using 100-200 mesh size silica gels. Desired
compound was eluted in 10% ethyl acetate in hexanes to afford 6.5g (57.79%)
brown colored liquid. "H NMR and LC-MS was consistent. 'H NMR (400 MHz,
DMSO-de)d: 1.40 (s, 9 H), 3.86-3.89(m, 3 H), 4.26-4.29(m, 2 H), 7.57(d, J
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=8.04Hz, 2H), 7.90(d, J =8.16Hz, 2H), 9.99(s, 1 H). LC-MS (m/z): = 262.30
(M+H).

***Activation of zinc: Zinc powder (5g) was stirred with 10% HCI solution (20mL)
for 5 minutes at room temperature and decanted. This procedure was repeated
twice and filtered through Buchner funnel, washed with water (3x25mL), acetone

(2x20mL), well dried in vacuo to afford activated zinc (2g).

Preparation 39: 3-[4-(Hydroxyimino-methyl)-phenyl]-azetidine-1-carboxylic acid
tert-butyl ester

Aok

To a stirred suspension of 3-(4-Formyl-phenyl)-azetidine-1-carboxylic acid tert-
butyl ester (Preparation 38, 6.5g, 24.904mmol, 1 equivalents) in ethanol:water
(1:1, 120mL) was added hydroxyl amine hydrochloride (2.5g, 37.356mmol, 1.5
equivalents) followed by sodium acetate (3.67g, 44.82mol, 1.8eq). Resulting
reaction mixture was stirred at room temperature for 0.5 hours. Progress of the
reaction was monitored by TLC using 20% ethyl acetate in hexane and visualized
in UV light (254 nm). Reference of new spot and starting material was 0.32 and
0.67 respectively. After consumption of starting material, solvents was evaporated
under reduced pressure and extracted with DCM (3x25mL). Evaporation of
volatiles provided light yellow solid (6.5g, 94.51%). LC-MS and 'H NMR was
consistent. 'H NMR (400 MHz, DMSO-ds) & 1.39 (s, 9 H), 3.81 (broad s, 3 H),
4.42 (broad s, 2 H), 7.36 (d, J=8 Hz, 2 H), 7.57 (d, J=8 Hz, 2 H), 8.12 (s, 1 H),
11.19 (s, 1 H). LC-MS (m/z): = 277.30 (M+H).

Preparation 40: 3-{4-[5-(3,5-Dichloro-phenyl)-5-trifluoromethyl-4,5-dihydro-

isoxazol-3-yl]-phenyl}-azetidine-1-carboxylic acid tert-butyl ester:
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Cl

To a stirred solution of 3-[4-(Hydroxyimino-methyl)-phenyl]-azetidine-1-carboxylic
acid tert-butyl ester (Preparation 39, 1g, 3.62mmol, 1.0 equivalents) in DMF (6.0
mL) was added NCS (725.26mg, 5.43 mmol, 1.5 equivalents) and heated to 50°C
for 1 hour. Progress of the reaction was monitored by TLC using 5% methanol in
dichloromethane. After complete consumption of starting material, reaction was
cooled to 0°C followed by the addition of potassium hydrogen carbonate
(543.18mg, 5.43mmol, 1.5 equivalents) and pre-dissolved solution of 1,3-Dichloro-
5-(1-trifluoromethyl-vinyl)-benzene (1.04g, 4.345mmol, 1.2 equivalents) in DMF
(4.0 mL). Resulting reaction was stirred at room temperature for 16 hours under
nitrogen atmosphere. Progress of the reaction was monitored by TLC using 20%
ethyl acetate in hexane and visualized in UV light (254 nm). Reference of required
product was 0.6 and 0.5 for starting material. After consumption of starting
material, reaction mixture was quenched with water (40 mL) extracted with diethyl
ether (3 x 50 mL). Combined organic layer was washed with brine (20 mL) and
dried over anhydrous sodium sulphate and concentrated in vacuo to afford (1.50g,
crude). Further purification by column chromatography (on neutral alumina) using
10% ethyl acetate in hexane as eluent afforded off white solid 1.3g (69.84 %). 'H
NMR and LC-MS were consistent. 'H NMR (400 MHz, DMSO-dj) 5 1.39 (s, 9 H),
3.84 (m, 3 H), 4.25-4.38 (m, 4 H), 7.47 (d, J=8 Hz, 2 H), 7.62 (d, J= 1 Hz, 2 H),
7.71(d, J=8Hz 2H), 7.81(t, J=2Hz 1H). LC-MS (m/z): =513(M-H).

Preparation 41: 3-(4-Azetidin-3-yl-phenyl)-5-(3,5-dichloro-phenyl)-5-

trifluoromethyl-4,5-dihydro-isoxazole hydrochloride salt
o—N

F3C \
c ‘ NH
cl

To a stirred solution of 3-{4-[5-(3,5-Dichloro-phenyl)-5-trifluoromethyl-4,5-dihydro-
isoxazol-3-yl]-phenyl}-azetidine-1-carboxylic acid tert-butyl ester (Preparation 40,
1g, 1.94mmol, 1eq) in MeOH (10mL) was purged HCI (g) at 0°C for 0.5 hours and
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then reaction mixture was refluxed at 70°C for 0.5 hours. Progress of reaction was
monitored by TLC, after complete consumption of starting material reaction
mixture was evaporated under reduced pressure to dryness to give 1.15g (crude)
Which was washed with methyl t-butyl ether (10mL X 2) to afforded 1.1g
(95.21%). "H-NMR and LC-MS were consistent. '"H NMR (400 MHz, DMSO-d;) §
4.05(t, J=8 Hz, 2 H), 4.15-4.21 (m, 1 H), 4.24-4.39 (m, 4 H), 7.55 (d, J=8 Hz, 2
H), 7.62 (d, J=1Hz 2H),7.74 (d, J=8 Hz, 2 H), 7.81 (t, J= 2 Hz, 1 H), 8.99 (bs,
2 H). LC-MS (m/z): =415(M+H).

Preparation 42: 3-(4-(azetidin-3-yl)phenyl)-5-(3,4,5-trichlorophenyl)-5-

(trifluoromethyl)-4,5-dihydroisoxazole hydrochloride salt

Prepared from the compound of Preparation 39 using procedures similar to
Preparations 40 and 41 using 1,2,3-trichloro-5-(3,3,3-trifluoroprop-1-en-2-
yl)benzene instead of 1,3-dichloro-5-(3,3,3-trifluoroprop-1-en-2-yl)benzene. 'H
NMR (400 MHz, DMSO-dg) 3 4.06 (t, J= 17 Hz, 2 H), 4.15-4.19 (m, 1 H), 4.24-
429 (m,2H),4.35( J=18Hz,2H),7.55(d, J=8Hz,2H),7.74 (d, J=8Hz, 2
H), 7.84 (s, 2 H), 9.004 (bs, 2 H). LC-MS (m/z): =488.90(M+H).

Example 88: 1-(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-methylpropan-1-one

O—N
e’
o~ 54
Cl
The compound was prepared from the compound of preparation 41 using a
procedure similar to that of Example 6 using isobutyryl chloride in place of
cyclopropane carbonyl chloride. "HNMR (DMSO-d6) & ppm: 7.81 (1H), 7.72 (2H),

7.63 (2H), 7.49 (2H), 4.59-3.81 (8H), 1.0 (6H); m/z (ES+APCI Positive) 485
[M+H]".
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Example 89: 2-methyl-1-(3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)propan-1-one

The compound was prepared from the compound of Preparation 42 using a
procedure similar to that of Example 6 using isobutyryl chloride in place of
cyclopropane carbonyl chloride. "HNMR (DMSO-d6) & ppm: 7.84 (2H), 7.72 (2H),
7.50 (2H), 4.59-3.84 (8H),1.0 (6H); m/z (ES+APCI Positive) 519 [M+H]".

Example 90: Cyclopropyl(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)methanone

The compound was prepared from the compound of Preparation 41 using a
procedure similar to that of Example 6 using isobutyryl chloride in place of
cyclopropane carbonyl chloride. "HNMR (DMSO-d6) & ppm: 7.81 (1H), 7.72 (2H),
7.63 (2H), 7.51 (2H), 4.66-3.16 (8H), 0.72 (4H); m/z (ES+APCI Positive) 483
[M+H]".

Example 91: Cyclopropyl(3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)methanone

O—N
F,C
cl N A
o

The compound was prepared from the compound of Preparation 42 using a

procedure similar to that of Example 6 using isobutyryl chloride in place of
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cyclopropane carbonyl chloride. "HNMR (CDCls) 8 ppm: 7.84 (2H), 7.71 (2H),
7.51 (2H), 4.69-3.18 (8H), 0.72 (4H); m/z (ES+APCI Positive) 517 [M+H]".

Example 92: 1-(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)ethanone
O

N\(
The compound was prepared from the compound of Preparation 41 using a
procedure similar to that of Example 1. "HNMR (CDCl3) 8 ppm 7.81 (1H), 7.72

(2H), 7.63 (2H), 7.51 (2H), 4.53-3.80 (7H), 1.80 (3H); m/z (ES+APCI Positive) 457
[M+H]".

—N
FsC O
3 :
Cl

Example 93: 1-(3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)ethanone
O—N
O

0
cl Q N\(
Cl of
The compound was prepared from the compound of Preparation 42 using a

procedure similar to that of Example 1. "HNMR (CDCl3) § ppm: 7.84 (2H), 7.71
(2H), 7.50 (2H), 4.53-3.83 (7H), 1.80 (3H); m/z (ES+APCI Positive) 491 [M+H]".

Preparation 43 - oxidation of sulfide to sulfoxide:
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone (Example 162)

PCT/IB2011/053355
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A solution of sodium (meta)periodate (49 mg, 0.23 mmol) in 1:1
methanol/water (6 mL) was cooled with a ice bath and a solution of 1-(3-(4-(5-
(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-
3-fluoroazetidin-1-yl)-2-(methylthio)ethanone (102 mg, 0.19 mmol) in methanol
(~2 mL) was added drop wise via pipette. A precipitate forms and the reaction
was allowed to stir with the ice bath in place slowly warming to ambient overnight.
When complete, the reaction was partitioned between water (5 mL) and CH.Cl, (5
mL). Aqueous extracted with additional CH,Cl, (2 x 5 mL). Organic phase
collected and condensed. The crude material was adsorbed on silica and
chromatographed on a 12 g silica column, eluting with a gradient of 0% to 100%
ethyl acetate in heptane. Fractions containing the desired material were
combined and concentrated. CH,Cl, (~100 pL) was added to the resulting film.

Placing the flask on high vacuum overnight resulted in formation of a white foam.
Yield 90 mg (86%). LC/MS retention time = 3.317 minutes, MS calculated for
(C22H17CI2FsN203S) 554.03, found 555.0 M+H+.

Preparation 44: Amide coupling by parallel chemistry

The isoxazoline phenyl azetidine (0.05mmol) was dissolved in dimethyl
formamide (0.5ml); this was added to the respective acid (0.1mmol), followed by a
solution of O-(7-azabenzotriazol-1-yl)-N,N,N’,N’-tetramethyluroniumhexa-
fluorophosphate in dimethyl formamide (0.5ml), and triethylamine (0.5mmol). The
resulting mixture was shaken at ambient temperature for 16 hours. The solvent
was removed by distillation under vacuum, and the crude product purified by

preparative HPLC. An example as prepared by this preparatory method is shown

below:

FsC o0~N

(Example 97) (@)

Cl
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3-(4-(3-fluoroazetidin-3-yl)phenyl)-5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazole (0.05mmol) was dissolved in dimethyl formamide (0.5mL); this
was added to butyric acid (0.1mmol), followed by a solution of O-(7-
azabenzotriazol-1-yl)-N,N,N’,N’-tetramethyluroniumhexafluorophosphate in
dimethyl formamide (0.5mL), and triethylamine (0.5mmol). The resulting mixture
was shaken at ambient temperature for 16 hours. The solvent was removed by
distillation under vacuum, and the crude product purified by preparative HPLC to
give 3.2 mg of 1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)butan-1-one. MH+ 537; retention time

9.83 minutes.

Preparation 45: Urea formation by parallel chemistry.
o—N
sC

Fc 07\ RS Neg, Rla . )
S0 T O
—_

O NH R™ T
R1b ; R1C 0
R c

A solution of the isoxazoline phenyl azetidine (0.05mmol) in DMF (1mL) was
treated with triethylamine (0.20mmol). A solution of the respective isocyanate
(0.055mmol) in DMF (0.5mL) was added and the reaction mixture stirred at
ambient temperature for 16 hours. The solvent was removed under reduced
pressure, and the crude product purified by preparative HPLC. An example

prepared by this preparatory method is shown below:

N o-N
-N 5Ns, F2C 7\
FaC Py R* Cso FsC O H
FaC + —_— O N N
NH . RER
cl & o
cl

(Example 185)

3-(4-(azetidin-3-yl)phenyl)-5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole (0.05mmol) was dissolved in DMF (1mL);
triethylamine (0.20mmol) was added, followed by a solution isocyanatomethane.
The resulting solution was stirred at ambient temperature for 16 hours. The
solvent was removed under reduced pressure and the crude product purified by

preparative HPLC to give 3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-
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(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-N-methylazetidine-1-

carboxamide (11.2mg) MH+ 540.1; retention time 6.14 minutes.

Preparation 46: Azido formation

Azide intermediates can be prepared according to the following procedure for 3-
(4-(3-azido-1-benzhydrylazetidin-3-yl)phenyl)-5-(3,4,5-trichlorophenyl)-5-

(trifluoromethyl)-4,5-dihydroisoxazole (intermediate for Example 163).

FaC O~ O

! F
1 P m
¢ ye % O
9

To a solution of 1.19 grams (1.88 mmole, 1.0 eq) of 1-bzhydry|-3-(4-(5-
(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenylazetidin-
3-olin 17 mL of CH,Cl, was added 500uL (2.8 mmole, 1.5 eq) of diisopropyl-
ethylamine, neat via syringe, followed by 438mg (2.5 mmole, 1.3 eq) of
methylsulfonic anhydride solid. After stirring 3.5 hours at room temperature an
aliquot of the reaction mixture was placed in 1.0mL of methanol and analyzed via
LC/MS. The chromatograph indicated the starting material was consumed. The
reaction with diluted with 20mL of CH,Cl, and 20mL of saturated NaHCO3
solution. After stirring for 2 hours the layers were separated via a Biotage Phase
Separator cartridge. The organic layer was concentrated under reduced pressure
to give 1.29 grams (96% yield) of intermediate 1-benzhydryl-3-(4-(5-(3,4,5-
trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)azetidin-3-yI
methanesulfonate as light yellow solid. A 227mg sample of 1-benzhydryl-3-(4-(5-
(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenylazetidin-
3-yl methanesulfonate (0.35mmole, 1.0 eq) and 72.1mg of sodium azide
(1.1mmole, 3.1eq) were weighed into a 100mL flask, to this was added 3mL of
anhydrous DMSO. After stirring for 1.5 hours at room temperature the reaction
was diluted with 30mL of CH»Cl; and 15mL of saturated NaHCOj3 solution. After
stirring this mixture for 1 hour the layers were separated via a Biotage Phase
Separator cartridge. The water layer was rinsed with additional CH,Cl, and the

combined organic layers were concentrated by evaporation utilizing a stream of
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N2 gas. The resulting crude oil was purified via silica gel column chromatography
eluting with 100% CH»Cl,. Evaporation of the appropriate fractions gave 144.5mg
of product, 3-(4-(3-azido-1-benzhydrylazetidin-3-yl)phenyl)-5-(3,4,5-
trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole, (63% yield) as a glassy
yellow solid. ms 656 [M+H], HPLC retention time: 3.600 minutes.

Preparation 47: Chiral Separation of Enantiomers:

As an example for separating a single enantiomer from a racemic mixture,
racemic Example 18 was separated on a chiral column to provide Example 177
according to the following HPLC chiral resolution: Berger analytical SFC, column-
Chiral IC 4.6 x 250mm 5y, mobile phase (A) was CO; and mobile phase (B) was
0.1% TEA in methanol. Linear gradient 5% B to 65% B in 12 minutes,
3mL/minute at 100 bar. The preparatory SFC was conducted on a Berger
Multigram with a IC 30x250mm 5y column, with mobile phase (A) CO, and mobile
phase (B) methanol, isocratic 25%B, at a 100mL/minute and 120bar. Example
172 is a single enatiomer from racemate Example 19. Example 176 is a single

enantiomer from racemate 24.

The HPLC conditions used to obtain the retention times and mass of the
Examples of Tables 2, 3, and 4 were based on the following methods. Each
retention time in the corresponding tables is listed with an “a”, “b”, “¢”, “d”, “e”, or
“f”. Each alphabetic symbol refers to separate HPLC conditions and methods.
For Method “a”, mass spectra (MS) data were obtained using Agilent mass
spectrometer with atmospheric pressure chemical ionization. Method: Acquity
HPLC with chromatography performed on a Waters BEH C18 column (2.1 x 50
mm, 1.7 um) at 50°C. The mobile phase was a binary gradient of water
(containing 0.1% trifluoroacetic acid) and acetonitrile (5—100% acetonitrile in a 5
minute run time), at 254nm. For Method “b”, HPLC with chromatography was
performed on a Gemini NX-50X4.60mm, 5u column. The mobile phase was a
binary gradient of 10mM ammonium acetate buffer (pH=4.6) and acetonitrile (10-
100% acetonitrile gradient in a 12 minute run time with a flow rate of 1 mL/minute)
at 254nm. For Method “¢”, HPLC with chromatography was performed on a
Gemini NX-50X4.60mm, 5u column. The mobile phase was a binary gradient of
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10mM ammonium acetate buffer( pH=4.6) and acetonitrile (50-100% acetonitrile
gradient in a 4.5 minute run time with a flow rate of 1 mL/minute) at 254nm. For
Method “d”, HPLC with chromatography performed on a Waters Alliance 2795
with ZQ MS-ESI+ with a Gemini NX C18 4.6 x 100, 5u column. The mobile
phase was a binary gradient of water (containing 0.05% trifluoroacetic acid) and
acetonitrile (50-95% acetonitrile gradient in a 12 minute run time, flow rate 1
mL/min) at 254nm. For Method “e”, HPLC with chromatography performed on a
Waters Alliance 2795 with ZQ MS-ESI+ with a Gemini NX C18 4.6 x 150, 5u
column. The mobile phase was a binary gradient of water (containing 0.1%
trifluoroacetic acid) and acetonitrile (50-95% acetonitrile gradient in a 12 minute
run time, flow rate 1 mL/min) at 254nm. For Method “f*, SFC chromatography was
performed on a Berger 2-EP 5um 4.6x250mm column. The mobile phase was a
binary gradient of CO2 and 0.1%triethylamine in MeOH (5-65% 0.1%TEA in
MeOH gradient in a 9 minute run time, flow rate 3 mL/min).

Using procedures similarly described herein, compounds (Examples 94-

185) of Formula (2¢) were prepared and are presented in Table 2.

Table 2
Ta b Tc 3 5
Example | R R R R R m/z Retention
No. (ESD Ti
M+H] |
[ N (minutes)
94 Cl Cl |Cl |OH isopropyl 535 10.05e
95 Cl cl | |F CH,CF; 577 11.19¢
96 Cl Cl | |F CH;-cyclopropyl 549 11.35e
97 Cl Cl |Cl |F propyl 537 9.83d
98 Cl Cl |Cl |F isopropyl 537 9.8d
99 Cl cl |l |F ethyl 523 9.44d
100 CF; |H Cl |F isopropyl 537.1 4.53d
101 CF; |H Cl |F CH,OH 525.1 3.76d
102 CFs |H Cl F cyclopentyl 563.1 4.85d
103 Cr; |[Cl |Cl |F propyl 5711 | 7.86d
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104 Cl H Cl H ethyl 471.1 6.2d
105 Cl H Cl |H
E@"” 499.1 5.27d
106 Cl H Cl H CH,OCH;» 487.1 5.62d
107 CF; | Cl Cl H CH,-cyclopropyl 565.1 7.69d
108 CF; | Cl Cl H CH; 525 7.11d
109 CF; | Cl Cl H ethyl 539.1 7.2d
110 CF3 |H Cl H propyl 519.1 6.96d
111 CF; [Cl [C1 |H propyl 553.1 7.82d
112 CF; | Cl Cl H CH,OH 541 5.53d
113 CF; |[Cl |[Cl |H @m
E 567.1 6.24d
114 CF; |Cl |Cl |H CH,SCH;, 571 7.42d
115 CF; |H Cl H CH,-cyclopropyl 531.1 6.97d
116 CF, |H Cl |H CH,0OCHs; 521.1 5.72d
117 CF; |Cl |Cl |H CH,CN 550 6.72d
118 CF H Cl |H
3 E@"” 533.1 5.39d
119 CF; |Cl |Cl |H CH,0OCHs; 555.1 6.58d
120 CF; |H Cl H ethyl 505.1 6.34d
121 ct |C1 | |H propyl 519.1 7.82d
122 CF; |H Cl H isopropyl 519.1 6.94d
123 Cl Cl |1 |H
E SLOH 533 6.14d
124 Cl Cl [ |H ethyl 505 7.17d
125 Cl Cl |C1 |H CH,SCH;, 537 7.41d
126 Cl Cl |1 |H CH,OCH3 521 6.42d
127 Cl Cl Cl H CH;-cyclopropyl 531.1 7.82d
128 Cl F Cl |H CH,SCH;, 521 6.55d
129 Cl F Cl H CH,OCH3 505.1 5.74d
130 Cl F Cl |H
E SZ/O” 517.1 5.41d
131 Cl F Cl H ethyl 489.1 6.4d
132 Cl F Cl H isopropyl 503.1 7.03d
133 Cl |F |C |F N
JFF 570 | 3.674a
F
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134 Cl F Cl OH CH,CF; 559 3.483a
135 CF; | Cl Cl F CH,CF; 611 3.2a
136 cl [F [c [F R
< N 560 7.42d
o4
137 Cl F Cl F H
LY 536 5.28d
H
138 cl |[F [ca |F NP
| 557 6.13d
NN
1 A~ N
39 Lo e FE SN ) 560.1 5.7d
\§N
140 Cl F Cl F CH,S(0),CH; 571 6.51d
2 N
141 cl | F JCl | F i“ﬂ\D 5501 | 6.7d
142 Cl F Cl F .
A(\N 546 6.71d
(o
143 Cl F Cl F CF,CH; 543 8.54d
144 CF; | Cl Cl F J}’,r\l
600 3.295a
OH
145 Cl F Cl |F C(OH)(CH3), 537.1 6.74d
146 Cl F Cl F CH,CH=CH, 519.1 7.23d
147 Cl F Cl F CH,S(0),N(CHs3), 600 6.99d
148 Cl F Cl F CH,SCF, 592.9 3.54a
149 Cl F Cl F CH(OCH3)CH3 537.1 6.93d
150 Cl F Cl F MT lj: 555 7324
151 Cl F Cl F CH(CH;)CH,OH 537.1 6.39d
152 Cl F Cl F e
~ 537.1 | 6.43d
OH
153 Cl F Cl F whe
~ 537.1 | 6.44d
OH
154 Cl F Cl | Cl cyclopropyl nd Nd-a
155 CFs (Cl |Cl1 |Cl cyclopropyl nd Nd-a
156 Cl H H F cyclopropyl 466.90 5.88b
157 cl |F |F |oH cyclopropyl 4%48_%0[ 5.58b
158 CF; |F F F cyclopropyl 534.60[ 6.16b
M-H] )
OH
159 Cl F Cl F —2—( 553 3.4193
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160 cbojF e F 4= 523 | 3.406a
161 Cl F Cl |F e
~ 537 | 3.414a
OH

162 Cl F Cl |F CH»S(O)CH; 555 3.317a
163 Cl Cl |Cl |N; cyclopropyl 558 3.176a
164 Cl Cl |Cl |N; ethyl 546 3.271a
165 Cl F Cl F CHLSC(O)CH3 567 3.604a
166 F H H F ethyl 436.90

[M-H] 2.38¢c
167 ct |H (H |F ethyl 45520 | 2.60c
168 Cl Cl |H F ethyl 486.70

[M-H] 6.11b
169 CF; |H H F cyclopropyl 498.90

[M-H] 5.90b
170 Cl H F F cyclopropyl 482.90

[M-H] 5.45b
171 F F H F cyclopropyl 467.00

[M-H] 2.55¢
172~ Cl F Cl |F CH,CF; nd nd-a
173 Cl H |(Cl |F _§—N<> 516 3.562a
174 ca [a [a |F §_<> 552 | 3.667a
175 Ccl |F |Cl |F +> 534.0 | 3.58
1767 CFs (Cl |Cl1 | OH cyclopropyl nd nd-a
177~ Cl F Cl |F isopropyl nd nd-a
178 Cl F Cl |F CH>S(0)>CH>CN 596 3.55d
179 Cl F Cl |F CH»CH>S(0),CHj3 585 3.43d
180 Cl F Cl |F CH»S(0),CH,CF; 639 3.66d
181 Cl F Cl |F CH»S(0),N(CHj3), 600 3.55d
182 Cl F Cl |F CH»S(0O),Phenyl 633 3.65d
183 Cl F Cl |F CHCH;S(0),CHj3 585 3.51d
184 CF; |[Cl |Cl | NHC(O)- cyclopropyl 634 6.315f

cyclopropyl

185 CF; |C1 [Cl |NH cyclopropyl 567 6.231

a8 the point of attachment.
A represents single enantiomer resolved on chiral column,
nd = not determined
HPLC methods a, b, ¢, d, and ¢ are as defined herein.

The following names for Examples (94-185) of Table 2 include:
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1-isobutyryl-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl]phenyltazetidin-3-ol (94); 3-{4-[3-fluoro-1-(3,3,3-trifluoropropanoyl)azetidin-3-
yllphenyl}-5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole (95); 3-
{4-[1-(cyclopropylacetyl)-3-fluoroazetidin-3-yl]Jphenyl}-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole (96); 3-[4-(1-butyryl-3-fluoroazetidin-3-
yhphenyl]-5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole (97); 3-
[4-(3-fluoro-1-isobutyrylazetidin-3-yl)phenyl]-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole (98); 3-[4-(3-fluoro-1-propionylazetidin-3-
yhphenyl]-5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole (99); 5-
[3-chloro-5-(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-isobutyrylazetidin-3-yl)phenyl]-
5-(trifluoromethyl)-4,5-dihydroisoxazole (100); 2-[3-(4-{5-[3-chloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl}phenyl)-3-
fluoroazetidin-1-yl]-2-oxoethanol (101); 5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-
[1-(cyclopentylcarbonyl)-3-fluoroazetidin-3-yl]Jphenyl}-5-(trifluoromethyl)-4,5-
dihydroisoxazole (102); 3-[4-(1-butyryl-3-fluoroazetidin-3-yl)phenyl]-5-[3,4-
dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole (103);
5-(3,5-dichlorophenyl)-3-[4-(1-propionylazetidin-3-yl)phenyl]-5-(trifluoromethyl)-
4,5-dihydroisoxazole (104); 1-[(3-{4-[5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-ylJphenyl}azetidin-1-yl)carbonyl]cyclopropanol (105); 5-(3,5-
dichlorophenyl)-3-{4-[1-(methoxyacetyl)azetidin-3-yl]phenyl}-5-(trifluoromethyl)-
4,5-dihydroisoxazole (106); 3-{4-[1-(cyclopropylacetyl)azetidin-3-yl]phenyl}-5-[3,4-
dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole (107);
3-[4-(1-acetylazetidin-3-yl)phenyl]-5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole (108); 5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-3-[4-(1-propionylazetidin-3-yl)phenyl]-5-(trifluoromethyl)-
4,5-dihydroisoxazole (109); 3-[4-(1-butyrylazetidin-3-yl)phenyl]-5-[3-chloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole (110); 3-[4-(1-
butyrylazetidin-3-yl)phenyl]-5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole (111); 2-[3-(4-{5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yl}phenyl)azetidin-1-yl]-2-oxoethanol (112); 1-{[3-(4-{5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yl}phenyl)azetidin-1-yl]carbonyl}cyclopropanol (113); 5-[3,4-dichloro-5-
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(trifluoromethyl)phenyl]-3-(4-{1-[(methylthio)acetyl]azetidin-3-yl}phenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole (114); 5-[3-chloro-5-(trifluoromethyl)phenyl]-
3-{4-[1-(cyclopropylacetyl)azetidin-3-yl]phenyl}-5-(trifluoromethyl)-4,5-
dihydroisoxazole (115); 5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-[1-
(methoxyacetyl)azetidin-3-yl]phenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole
(116); 3-[3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)azetidin-1-yl]-3-oxopropanenitrile (117); 1-{[3-(4-{5-[3-
chloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yl}phenyl)azetidin-1-yl]carbonyl}cyclopropanol (118); 5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-3-{4-[1-(methoxyacetyl)azetidin-3-ylJphenyl}-5-
(trifluoromethyl)-4,5-dihydroisoxazole (119); 5-[3-chloro-5-(trifluoromethyl)phenyl]-
3-[4-(1-propionylazetidin-3-yl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole
(120); 3-[4-(1-butyrylazetidin-3-yl)phenyl]-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole (121); 5-[3-chloro-5-(trifluoromethyl)phenyl]-
3-[4-(1-isobutyrylazetidin-3-yl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole
(122); 1-[(3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}azetidin-1-yl)carbonyl]lcyclopropanol (123); 3-[4-(1-propionylazetidin-3-
yhphenyl]-5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole (124);
3-(4-{1-[(methylthio)acetyllazetidin-3-yl}phenyl)-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole (125); 3-{4-[1-(methoxyacetyl)azetidin-3-
yllphenyl}-5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole (126);
3-{4-[1-(cyclopropylacetyl)azetidin-3-yl]phenyl}-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole (127); 5-(3,5-dichloro-4-fluorophenyl)-3-(4-
{1-[(methylthio)acetyllazetidin-3-yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole
(128); 5-(3,5-dichloro-4-fluorophenyl)-3-{4-[1-(methoxyacetyl)azetidin-3-yl]phenyl}-
5-(trifluoromethyl)-4,5-dihydroisoxazole (129); 1-[(3-{4-[5-(3,5-dichloro-4-
fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]phenyl}azetidin-1-
yhcarbonyl]cyclopropanol (130); 5-(3,5-dichloro-4-fluorophenyl)-3-[4-(1-
propionylazetidin-3-yl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole (131); 5-
(3,5-dichloro-4-fluorophenyl)-3-[4-(1-isobutyrylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole (132); 5-(3,5-dichloro-4-fluorophenyl)-3-(4-
{1-[(3,3-difluoroazetidin-1-yl)carbonyl]-3-fluoroazetidin-3-yl}phenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole (133); 3-{4-[5-(3,5-dichloro-4-fluorophenyl)-
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5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]phenyl}-1-(3,3,3-
trifluoropropanoyl)azetidin-3-ol (134); 5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-
{4-[3-fluoro-1-(3,3,3-trifluoropropanoyl)azetidin-3-ylJphenyl}-5-(trifluoromethyl)-4,5-
dihydroisoxazole (135); 5-(3,5-dichloro-4-fluorophenyl)-3-(4-{3-fluoro-1-[(4-methyl-
1,3-oxazol-5-yl)carbonyllazetidin-3-yl}phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazole (136); N-[2-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl}-3-fluoroazetidin-1-yl)-2-
oxoethyl[formamide (137); 4-[(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-ylJphenyl}-3-fluoroazetidin-1-
yDcarbonyl]pyridazine (138); 1-[2-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl}-3-fluoroazetidin-1-yl)-2-oxoethyl]-
1H-1,2,4-triazole (139); 5-(3,5-dichloro-4-fluorophenyl)-3-(4-{3-fluoro-1-
[(methylsulfonyl)acetyl]azetidin-3-yl}phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazole (140); 5-(3,5-dichloro-4-fluorophenyl)-3-{4-[3-fluoro-1-(1H-
pyrazol-1-ylacetyl)azetidin-3-yl]phenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole
(141); 5-(3,5-dichloro-4-fluorophenyl)-3-{4-[3-fluoro-1-(1,3-oxazol-5-
ylcarbonyl)azetidin-3-yl]phenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole (142); 5-
(3,5-dichloro-4-fluorophenyl)-3-{4-[1-(2,2-difluoropropanoyl)-3-fluoroazetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole (143); 1-{[3-(4-{5-[3,4-dichloro-
5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl}phenyl)-3-
fluoroazetidin-1-yljcarbonyl}azetidin-3-ol (144); 1-(3-{4-[5-(3,5-dichloro-4-
fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-ylJphenyl}-3-fluoroazetidin-
1-yl)-2-methyl-1-oxopropan-2-ol (145); 3-[4-(1-but-3-enoyl-3-fluoroazetidin-3-
yDphenyl]-5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole
(146); 2-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}-3-fluoroazetidin-1-yl)-N,N-dimethyl-2-
oxoethanesulfonamide (147); 5-(3,5-dichloro-4-fluorophenyl)-3-[4-(3-fluoro-1-
{[(trifluoromethyl)thiolacetyl}azetidin-3-yl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazole (148); 5-(3,5-dichloro-4-fluorophenyl)-3-{4-[3-fluoro-1-(2-
methoxypropanoyl)azetidin-3-yl]Jphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole
(149); 5-(3,5-dichloro-4-fluorophenyl)-3-(4-{1-[(2,2-difluorocyclopropyl)carbonyl]-3-
fluoroazetidin-3-yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole (150); 3-(3-{4-
[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
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yllphenyl}-3-fluoroazetidin-1-yl)-2-methyl-3-oxopropan-1-ol (151); (2S)-4-(3-{4-[5-
(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-ylJphenyl}-3-
fluoroazetidin-1-yl)-4-oxobutan-2-ol (152); 4-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]phenyl}-3-fluoroazetidin-1-yl)-4-
oxobutan-2-ol (153); 3-{4-[3-chloro-1-(cyclopropylcarbonyl)azetidin-3-ylphenyl}-5-
(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole (154); 3-{4-
[3-chloro-1-(cyclopropylcarbonyl)azetidin-3-ylphenyl}-5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole (155); 5-(3-
chlorophenyl)-3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-ylJphenyl}-5-
(trifluoromethyl)-4,5-dihydroisoxazole (156); 3-{4-[5-(3-chloro-4,5-difluorophenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]phenyl}-1-(cyclopropylcarbonyl)-
azetidin-3-ol (157); 3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-ylJphenyl}-5-
[3,4-difluoro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole
(158); (25)-1-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}-3-fluoroazetidin-1-yl)-1-oxopropan-2-ol (159); (2R)-1-
(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)-1-oxopropan-2-ol (160); (23)-4-(3-{4-[5-(3,5-
dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yllphenyl}-3-
fluoroazetidin-1-yl)-4-oxobutan-2-ol (161); 5-(3,5-dichloro-4-fluorophenyl)-3-(4-{3-
fluoro-1-[(methylsulfinyl)acetyl]azetidin-3-yl}phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazole (162); 3-{4-[3-azido-1-(cyclopropylcarbonyl)azetidin-3-yl]phenyl}-
5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole (163); 3-[4-(3-
azido-1-propionylazetidin-3-yl)phenyl]-5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazole (164); S-[2-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yllphenyl}-3-fluoroazetidin-1-yl)-2-oxoethyl]
ethanethioate (165); 5-(3-fluorophenyl)-3-[4-(3-fluoro-1-propionylazetidin-3-
yhphenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole (166); 5-(3-chlorophenyl)-3-[4-
(3-fluoro-1-propionylazetidin-3-yl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole
(167); 5-(3,4-dichlorophenyl)-3-[4-(3-fluoro-1-propionylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole (168); 3-{4-[1-(cyclopropylcarbonyl)-3-
fluoroazetidin-3-ylJphenyl}-5-(trifluoromethyl)-5-[3-(trifluoromethyl)phenyl]-4,5-
dihydroisoxazole (169); 5-(3-chloro-5-fluorophenyl)-3-{4-[1-(cyclopropylcarbonyl)-
3-fluoroazetidin-3-yl]phenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole (170); 3-{4-
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[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-ylJphenyl}-5-(3,4-difluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole (171); 1-(3-(4-(5-(3,5-dichloro-4-
fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-
1-yI)-3,3,3-trifluoropropan-1-one (172); 3-{4-[1-(azetidin-1-ylcarbonyl)-3-
fluoroazetidin-3-ylJphenyl}-5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazole (173); 3-{4-[1-(azetidin-1-ylcarbonyl)-3-fluoroazetidin-3-
yllphenyl}-5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole (174);
3-{4-[1-(azetidin-1-ylcarbonyl)-3-fluoroazetidin-3-yl]phenyl}-5-(3,5-dichloro-4-
fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole (175); 1-
(cyclopropylcarbonyl)-3-{4-[(5R)-5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-ylphenyl}azetidin-3-ol (176); 5-(3,5-
dichloro-4-fluorophenyl)-3-[4-(3-fluoro-1-isobutyrylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole (177), {[2-(3-{4-[5-(3,5-dichloro-4-
fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-ylJphenyl}-3-fluoroazetidin-
1-yl)-2-oxoethyl]sulfonyl}acetonitrile (178), 1-(3-{4-[5-(3,5-Dichloro-4-fluoro-
phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-phenyl}-3-fluoro-azetidin-1-yl)-
3-methanesulfonyl-propan-1-one (179), 1-(3-{4-[5-(3,5-Dichloro-4-fluoro-phenyl)-
5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-phenyl}-3-fluoro-azetidin-1-yl)-2-(2,2,2-
trifluoro-ethanesulfonyl)-ethanone (180), 2-(3-{4-[5-(3,5-Dichloro-4-fluoro-phenyl)-
5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-phenyl}-3-fluoro-azetidin-1-yl)-2-oxo-
ethanesulfonic acid dimethylamide (181), 2-Benzenesulfonyl-1-(3-{4-[5-(3,5-
dichloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-phenyl}-3-
fluoro-azetidin-1-yl)-ethanone (182), 1-(3-{4-[5-(3,5-Dichloro-4-fluoro-phenyl)-5-
trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-phenyl}-3-fluoro-azetidin-1-yl)-2-
methanesulfonyl-propan-1-one (183), cyclopropanecarboxylic acid (1-
cyclopropanecarbonyl-3-{4-[5-(3,4-dichloro-5-trifluoromethyl-phenyl)-5-
trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-phenyl}-azetidin-3-yl)-amide (184), and
(3-Amino-3-{4-[5-(3,4-dichloro-5-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-
dihydro-isoxazol-3-yl]-phenyl}-azetidin-1-yl)-cyclopropyl-methanone (185).

Using procedures similarly described herein, compounds (Examples 186-

205) of Formula (2d) were prepared and are presented in Table 3.
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Table 3
Example |R®™ [R™ [R" [R® R’ R’ m/z | Retention
No. (ESI) Time
[M+H]+ | (minutes)
186 Cl Cl |Cl |H F H nd nd a
187 Cl Cl |Cl1 |H H cyclopropyl 532 6.68d
188 Cl H Cl |H H cyclopropyl 498.1 5.8d
189 CF; |C1 |C1 [H OH propyl nd nd a
190 CF; | Cl Cl methyl | OH methyl 570 3.0a
191 Cl Cl |Cl |H H ethyl 520 6.69d
192 Cl F Cl |H H methyl 490.1 5.32d
193 CF3 |Cl |Cl |H H methyl 540.1 6.14d
194 Cl H Cl |H H ethyl 486.1 5.8d
195 Cl F Cl H H ethyl 504.1 5.94d
196 CF; |H Cl |H H methyl 506.1 5.32d
197 CF; |H Cl |H H cyclopropyl 532.1 5.91d
198 Cl F Cl |H H cyclopropyl 516.1 5.94d
199 CF; |Cl |Cl |H H cyclopropyl 566.1 6.74d
200 CFs (Cl |Cl |H F CH,CF; 626 3.461a
201 Cl Cl Cl methyl | F methyl 538 3.278a
202 CF; | Cl | methyl | F methyl 572 3.422a
203 CFs (Cl |Cl |H F CH,CH,CF; 640 3.238a
204 CF, [Cl [c1 [H F f’% 600 3.3053
0]
205 Cl Cl | Cl | methyl | N3 methyl 561 3.724a

is the point of attachment
5 nd = not deteremined
HPLC methods a, b, ¢, d, and ¢ are as defined herein

The following IUPAC names for Examples (186-205) of Table 3 include:
3-fluoro-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
10 vllphenyllazetidine-1-carboxamide (186); N-cyclopropyl-3-{4-[5-(3,4,5-
trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]phenyl}azetidine-1-
carboxamide (187); N-cyclopropyl-3-{4-[5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-
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4,5-dihydroisoxazol-3-yllphenyl}azetidine-1-carboxamide (188); 3-(4-{5-[3,4-
dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yl}phenyl)-3-hydroxy-N-propylazetidine-1-carboxamide (189); 3-(4-{5-[3,4-
dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yl}phenyl)-3-hydroxy-N,N-dimethylazetidine-1-carboxamide (190); N-ethyl-3-{4-[5-
(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}azetidine-1-carboxamide (191); 3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-ylJphenyl}-N-methylazetidine-1-
carboxamide (192); 3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl}phenyl)-N-methylazetidine-1-
carboxamide (193); 3-{4-[5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}-N-ethylazetidine-1-carboxamide (194); 3-{4-[5-(3,5-
dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yllphenyl}-N-
ethylazetidine-1-carboxamide (195); 3-(4-{5-[3-chloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl}phenyl)-N-methylazetidine-1-
carboxamide (196); 3-(4-{5-[3-chloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl}phenyl)-N-cyclopropylazetidine-1-carboxamide (197); N-
cyclopropyl-3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-ylJphenyl}azetidine-1-carboxamide (198); N-cyclopropyl-3-(4-{5-
[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yl}phenyl)azetidine-1-carboxamide (199); 3-(4-{5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl}phenyl)-3-
fluoro-N-(2,2,2-trifluoroethyl)azetidine-1-carboxamide (200); 3-fluoro-N,N-
dimethyl-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}azetidine-1-carboxamide (201); 3-(4-{5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl}phenyl)-3-
fluoro-N,N-dimethylazetidine-1-carboxamide (202); 3-(4-{5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl}phenyl)-3-
fluoro-N-(3,3,3-trifluoropropyl)azetidine-1-carboxamide (203); 3-(4-{5-[3,4-
dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yl}phenyl)-3-fluoro-N-oxetan-3-ylazetidine-1-carboxamide (204); and 3-azido-N,N-
dimethyl-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}azetidine-1-carboxamide (205).



WO 2012/017359

10

15

154

Using procedures similarly described herein, compounds (Examples 206-

218) of Formula (2e) were prepared and are presented in Table 4.

Table 4
Example |R® [R"™ [R" [R* [R’ |[R’ m/z | Retention
No. (ESI) Time
[M+H]+ | (minutes)
206 Cl F Cl |CN |F cyclopropyl 544 3.573a
207 Cl F Cl |CN |F methyl 518 3.046a
208 Cl F Cl CN |F CH,CF; 586 3.206a
209 Cl F Cl |CN |F ethyl 532 3.5343
210 Cl F Cl CN | F isopropyl 546 3.657a
211 Cl F Cl CN |F CH,OH 534 6.19d
212 Cl F Cl CN | F propyl 546.1 7.17d
213 Cl F Cl |CN |F cyclobutyl 558.1 7.3d
214 Cl F Cl CN | F cyclopentyl 572.1 7.54d
215 Cl F Cl CN |F CH,OCH3 548 6.74d
216 Cl F Cl |CN |F CH,-cyclopropyl 558.1 7.15d
217 Cl F Cl CN | F n-butyl 560.1 7.44d
218 Cl F Cl |CN |F CH,SCH3 564 7.02d

HPLC methods a, b, ¢, d, and ¢ are as defined herein

The following IUPAC names for Examples (206-218) of Table 4 include:
2-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yl]-5-[5-(3,5-dichloro-4-fluorophenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yllbenzonitrile (206); 2-(1-acetyl-3-
fluoroazetidin-3-yl)-5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]benzonitrile (207); 5-[5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-[3-fluoro-1-(3,3,3-
trifluoropropanoyl)azetidin-3-ylJbenzonitrile (208); 5-[5-(3,5-dichloro-4-
fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-(3-fluoro-1-
propionylazetidin-3-yl)benzonitrile (209); 5-[5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-(3-fluoro-1-isobutyrylazetidin-3-
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yhbenzonitrile (210); 5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]-2-(3-fluoro-1-glycoloylazetidin-3-yl)benzonitrile (211); 2-(1-
butyryl-3-fluoroazetidin-3-yl)-5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yllbenzonitrile (212); 2-[1-(cyclobutylcarbonyl)-3-
fluoroazetidin-3-yl]-5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]benzonitrile (213); 2-[1-(cyclopentylcarbonyl)-3-fluoroazetidin-
3-yl]-5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllbenzonitrile (214); 5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]-2-[3-fluoro-1-(methoxyacetyl)azetidin-3-yl]benzonitrile (215);
2-[1-(cyclopropylacetyl)-3-fluoroazetidin-3-yl]-5-[5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]benzonitrile (216); 5-[5-(3,5-dichloro-4-
fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-(3-fluoro-1-
pentanoylazetidin-3-yl)benzonitrile (217); and
5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-{3-
fluoro-1-[(methylthio)acetyl]-azetidin-3-yl}benzonitrile (218).

Example 219: 2-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yl]-5-[5-(3,4,5-
trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]pyridine

N
F,C 97\ =N
Cl \ o
/ N
cl g
Cl

Using procedures described above, 2-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-
yI]-5-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]pyridine
was prepared from 6-bromonicotinaldehyde and tert-butyl 3-oxoazetidine-1-
carboxylate. ms 533.80[M-H], HPLC retention time 6.41 minutes. HPLC method
“b”. "H NMR (400 MHz, CDCl3) d 0.79-0.86 (m, 2 H), 1.03-1.05(m, 2 H), 1.44-1.47
(m, 1 H), 3.70 (d, J= 16.88 Hz, 1H), 4.10 (d, J = 17.28Hz, 1H), 4.34-4.52 (m, 2 H),
4.61 (dd, J=9.48, 22.36Hz, 1H), 4.84 (dd, J = 9.56, 20.32 Hz, 1H), 7.63 (s, 2H),
7.65 (s, 1H), 8.07-8.11 (m, 1H), 8.85 (s,1 H ).
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Example 220: (3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone

The compound was prepared from the compound of Preparation 16 according to
the method of Example 12 using thietane-3-carboxylic acid 1-oxide in place of
butyric acid. Yield 133 mg (70%). "H NMR (CDCl3) & 7.69 (d, 2 H), 7.58 (d, 2 H),
7.47 (m, 2 H), 4.67 - 4.32 (m, 4 H), 4.09 (d, 1 H), 3.91 — 3.64 (m, 4 H), 3.60 — 3.33
(m, 2 H). LC/MS retention time = 3.355 minutes, MS calculated for
(Ca3H47Cl2FsN203S) 566.03, found 567.0 M+H+.

Example 221: (3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-
yl)methanone

A solution of (3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone
(30 mg) in methanol (2 mL) was added to a solution of oxone (160 mg) in water (1
mL) cooled with an ice bath. Reaction allowed to warm slowly to ambient then
stirred at ambient temperature for 16 hours. Majority of methanol removed under
reduced pressure then remaining aqueous extracted with DCM (2 x 5 mL).

Organic phase collected and condensed. The crude material was adsorbed on
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silica and chromatographed on a 4 g silica column, eluting with a gradient of 0% to
100% ethyl acetate in heptane. Fractions containing the desired material were
combined and concentrated. Placing the flask on high vacuum overnight resulted
in formation of a white foam. Yield 15.7 mg (51%). '"H NMR (DMSO-D6) § 7.82
(m, 4 H), 7.69 (m, 2 H), 4.67 (d, 2 H), 4.46 - 4.29 (m, 8 H), 3.56 — 3.43 (m, 1 H).
LC/MS retention time = 3.455 minutes, MS calculated for (CpsH17CloFsN204S)
582.02, nd M+H+.

Example 222: 1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropane-1-thione

1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one (500mg, 1.9mmol) was
dissolved in toluene (35mL). Lawesson's reagent (790mg, 1.9mmol) was added
and the reaction mixture was heated to reflux for 2 hours, then cooled to room
temperature and allowed to stir overnight. The reaction mixture was filtered and
the filtrate was concentrated under vacuum. The crude residue from the filtrate
was chromatographed (40g Redi-Sep column) eluting from 100% heptane to
25:75 EtOAc:heptane to afford the product (415mg, 80%) as a solid. 'HNMR
(CDCls): 7.77 (2H), 7.61 (2H), 7.54 (2H), 4.68 (4H), 4.12 (1H), 3.72 (1H), 2.88
(1H), 1.28 (6H); m/z (CI) 537 ((M+H]".

Example 223: (1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropylidene)cyanamide
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1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methylpropane-1-thione (325mg, 0.6mmol) was
dissolved in CH,Cl, (15mL) at 0°C and methyl triflate (130uL, 1.2mmol) was
added. The reaction was allowed to warm to room temperature and stirred for 3
hours. Next, the solution was cooled to 0°C and a solution of cyanimide (54mg,
1.2mmol) and Hunig's base (220puL, 1.2mmol) in THF was added dropwise. The
reaction was allowed to warm to room temperature and stirred for 1 hour. Water
was added to the solution and the reaction was extracted with CH,Cl,. The
organic phase was dried (Na;SO,4) and concentrated under vacuum. The crude
material was chromatographed (24g Redi-Sep column) eluting from 100%
heptane to 50:50 EtOAc:heptane to afford the product (104mg, 31%) as a solid.
"HNMR (CDCl3): 7.79 (2H), 7.61 (2H), 7.54 (2H), 4.68 (4H), 4.12 (1H), 3.72 (1H),
3.44 (1H), 1.38 (6H); m/z (Cl) 545 ([M+H]".

Examples 224 and 225 were prepared according to the methods and
schemes as described herein.
Example 224: (1-(3-Fluoro-3-{4-[5-(3,4,5-trichloro-phenyl)-5-trifluoromethyl-4,5-

dihydro-isoxazol-3-yl]-phenyl}-azetidin-1-yl)-2-methanesulfonyl-ethanone

Example 225: 1-(3-{4-[5-(3,4-Dichloro-5-trifluoromethyl-phenyl)-5-trifluoromethyl-
4,5-dihydro-isoxazol-3-yl]-phenyl}-3-fluoro-azetidin-1-yl)-2-methanesulfonyl-

ethanone
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NMR data for select compounds as described herein are presented in

Table 5.

Table 5. NMR data for select compounds

Compound | Solvent | 'HNMR (3 ppm)

No.

54 CDCl; | 7.76(d, 2 H), 7.61—7.52 (d, 4 H), 7.46 (t, 1 H), 5.17 - 4.18 (m, 4 H), 4.12
(d, 1 H), 3.73 (d, 1 H), 2.46 (s, 1 H), 1.43 (q, 2 H), 1.08 (q, 2 H)

55 CDCls | 7.75(d, 2 H), 7.61 (d, 2 H), 7.57 (m, 2 H), 5.15 - 4.20 (m, 4 H), 4.12 (d, 1
H), 3.72 (d, 1 H), 2.95 (s, 1 H), 1.41 (g, 2 H), 1.07 (g, 2 H)

57 CDCl; | 7.97(d, 1H), 7.87 (d, 1 H), 7.72 (m, 2 H), 7.61 (m, 2 H), 4.49 - 4.12 (m, 5
H), 3.84 - 3.69 (m, 2 H), 2.52 (m, 1 H), 1.15 (d, 6 H)

58 CDCl; | 7.97 (d, 1H), 7.86 (d, 1 H), 7.72 (m, 2 H), 7.61 (m, 2 H), 4.46 - 4.12 (m, 5
H), 4.01(d, 1 H), 3.74 (m, 1 H), 2.16 (t, 2 H), 1.68 (m, 2 H) 0.98 (t, 3 H)

68 DMSO- | 7.82(d, 2 H), 7.74 (d, 2 H), 7.64 (d, 2 H), 6.53 (s, 1 H), 4.40 - 4.22 (m, 4

ds H), 4.03 (m, 2 H), 2.15 (q, 2 H), 1.00 (t, 2 H)

133 CDCls | 7.75(d, 2 H), 7.61 (d, 2 H), 7.55 (d, 2 H), 4.48 (m, 2 H), 4.38 - 4.24 (m, 6
H), 4.11(d, 1 H), 3.72 (d, 1 H)

134 CDCl; | 7.72(d, 2 H), 7.66 - 7.53 (m, 4 H), 4.56 - 4.28 (m, 4 H), 4.12 (d, 1 H), 3.90
(s, 1H), 3.72 (d, 1 H), 3.07 (m, 2 H)

135 CDCl; 7.97 (m, 1 H), 7.86 (m, 1 H), 7.78 (d, 2 H), 7.55 (d, 2 H), 4.78 - 4.66 (m,
1H),4.63-4.39 (m,3H),4.17(d, 1 H),3.74(d, 1 H),3.11 (m, 2 H)

137 CDCl; | 8.29(d, 1H), 7.77 (d, 2 H), 7.61 (d, 2 H), 7.55 (d, 2 H), 6.58 (br s, 1 H),
4.73 - 439 (m, 4 H), 4.18 - 3.93 (m, 3 H), 3.72 (d, 1 H)

140 CDCl; | 7.77(d, 2 H), 7.60 (m, 4H), 4.81 (d, 2 H), 4.57 (m, 1 H), 4.44 (m, 1 H),
4.11(d, 1 H), 3.90 (s, 2 H), 3.72 (d, 1 H), 3.20 (s, 3 H)

141 CDCl; | 7.73(d, 2 H), 7.64 - 7.57 (m, 4H), 7.50 (d, 2 H), 6.39 (m, 1 H), 4.96 (m, 2
H), 4.59 - 4.48 (m, 1 H), 4.46 - 433 (m, 2 H), 4.28 - 4.17 (m, 1 H), 4.14 —
4.07 (m, 1 H), 3.71 (d, 1 H)

144 CDCls 7.96 (m, 1 H), 7.85 (m, 1 H), 7.75 (d, 2 H), 7.58 (d, 2 H), 4.72 - 7.61 (m,
1H),4.49 -4.38 (m, 2 H),4.29 - 4.19 (m, 4 H), 4.15 (d, 1 H), 3.92 - 3.87
(m, 2 H), 3.72(d, 1 H),2.57 (m, 1 H)

145 CDCls 7.76 (d,2 H), 7.61 (d, 2 H), 7.55 (d, 2 H), 4.95 - 433 (m, 4 H), 4.12 (d, 1
H), 3.72 (d, 1 H), 2.99 (s, 1 H), 1.50 (s, 6 H)

153 CDCl, 7.76 (d, 2 H), 7.61 (d, 2 H), 7.55 (d, 2 H), 4.71 - 4.35 (m, 4 H), 4.34 -
423 (m, 1 H),4.12(d, 1 H), 3.72 (d, 2 H),2.41 —2.21 (m, 2 H), 1.28 (d,
3 H)

165 DMSO- | 7.85-7.79 (m, 4 H), 7.69 (d, 2 H), 4.82 - 4.69 (m, 2 H), 4.44 - 4.30 (m,
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d 4H), 3.70 (d, 2 H), 2.38 (5, 3 H)

178 CDC(Cls 7.8 2H), 7.5-7.7 (4H), 4.2-4.9 (6H), 4.0-4.2 (3H), 3.7 (1H)

179 CDCl; | 7.8 (2H), 7.6-7.7 (4H), 4.3-4.8 (4H), 4.0-4 2 (1H), 3.7-3.8 (1H), 3.33.6
(2H), 3.05 (3H), 2.7-2.9 (2H)

180 7.8 2H), 7.5-7.7 (4H), 4.65-4.9 (2H), 4.3-4.65 (2H), (3.9-4.3 (SH), 3.6-
3.8 (1H)

181 DMSO- | 7.8-7.9 (4H), 7.7 (2H), 4.7-4.9 (2H), 4.3-4.5 (4H), 4.15 (2H), 2.85 (6H)

ds

182 CDC(Cls 8.0 2H), 7.7-7.8 (3H), 7.5-7.7 (6H), 4.7-4.9 (2H), 4.3-4.6 (2H), 3.9-4.2
(3H), 3.7-3.8 (1H)

183 CDCl; | 7.8 (2H), 7.5-7.7 (4H), 4.9-5.2 (1H), 4.3-4.8 (3H), 4.0-4.2 (1H), 3.6:3.0
(2H), 3.0 (3H), 1.7 (3H),

187 CDCl; | 7.69-7.64 (m, 4 H), 7.41 (d, 2 H), 4.43 - 4.34 (m, 3 H), 4.11 (d, 1 H), 3.98
(m, 2 H), 3.86 - 3.77 (m, 1 H), 3.70 (d, 1 H), 2.68 - 2.61 (m, 1 H), 0.76 (m,
2 H) 0.54 (m, 2 H)

138 CDCl; | 7.67 (m, 2 H), 7.54 (d, 2 H), 7.45 (t, 1 H), 7.41 (d, 2 H), 4.44 - 4.35 (m, 3
H), 4.10 (d, 1 H), 3.97 (m, 2 H), 3.85 —3.76 (m, 1 H), 3.71(d, 1 H), 2.68
2.60 (m, 1H), 0.76 (m, 2 H) 0.54 (m, 2 H).

190 CDCl; | 7.98(d, 1H), 7.87 (d, 1 H), 7.70 (m, 4 H), 4.27 (m, 4 H), 4.17 (d, 1 H),
3.73(d, 1H), 3.62 (s, 1 H), 2.92 (s, 6 H)

200 CDC(Cls 797 (s, 1 H),7.86 (s, 1 H), 7.76 (d, 2 H), 7.56 (d, 2 H), 4.85 (m, 1 H),
4.60-443 (m,2H),4.40—-4.25(m, 2 H), 4.18 (d, 1 H), 3.92 (m, 2 H),
3.75 (d, 1 H)

201 CDClL, | 7.72 (d, 2 H), 7.66 (s, 2 H), 7.57 (d, 2 H), 451 - 441 (m, 2 H), 431 -
421 (m, 2 H), 4.10 (d, 1 H), 3.70 (d, 1 H), 2.92 (s, 6 H)

202 CDC(Cls 7.96 (m, 1 H), 7.85 (m, 1 H), 7.73 (d, 2 H), 7.58 (d, 2 H), 4.51 - 4.41 (m,
2 H), 431 - 421 (m, 2 H), 4.15 (d, 1 H), 3.72 (d, 1 H), 2.92 (s, 6 H)

203 CDCl; | 7.96 (m, 1 H), 7.85 (m, 1 H), 7.74 (d, 2 H), 7.56 (d, 2 H), 4.52 - 4.40 (m,
3 H), 4.29 — 4.20 (m, 2 H), 4.16 (d, 1 H), 3.72 (d, 1 H), 3.54 (m, 2 H),
2.46 — 233 (m, 2 H)

204 CDC(Cls 7.96 (m, 1 H), 7.85 (m, 1 H), 7.75 (d, 2 H), 7.56 (d, 2 H), 5.05 — 4.92 (m,
3H), 4.85 (d, 1 H), 4.54 - 4.47 (m, 3 H), 4.44 (d, 1 H), 4.32 — 4.22 (m, 2
H), 4.16 (d, 1 H), 3.73 (d, 1 H)

213 CDCl; | 8.07 (s, 1 H), 7.99 (m, 1H), 7.68 (m, 1H), 7.60 (d, 2 H), 4.74 - 4.47 (m, 4
H), 4.11 (d, 1 H),), 3.73 (d, 1 H). 3.14 (m, 1 H), 2.45 - 2.29 (m, 2 H), 2.27 -
1.86 (m, 4 H)

216 CDCl; | 8.06 (s, 1 H), 7.98 (m, 1 H), 7.68 (m, 1 H), 7.58 (d, 2 H), 4.80 - 448 (m,
4H), 4.10 (d, 1 H),3.72 (d, 1 H), 2.15 (d, 2 H), 1.12 - 1.02 (m, 1 H),
0.59 (m, 2 H), 0.18 (m, 2 H)

224 CDClL, | 7.77(d, 2 H), 7.67 (s, 2 H), 7.59 (d, 2 H), 4.81 (d, 2 H), 4.63 — 438 (m, 2
H), 4.11 (d, 1 H), 3.90 (s, 2 H), 3.72 (d, 1 H), 3.20 (s, 3 H)

225 CDC(Cls 97 (m, 1 H), 7.86 (m, 1 H), 7.77 (d, 2 H), 7.59 (d, 2 H), 4.81 (d, 2 H),
4.64 — 439 (m, 2 H), 4.17 (d, 1 H), 3.90 (s, 2 H), 3.73 (d, 1 H), 3.20 (s, 3
H)

In addition to the previous 225 Examples, the following compounds can be

prepared according to the aforementioned Schemes and preparations and are
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herein encompassed by the instant invention. These compounds of Formula (1)
include:
2,2-dichloro-1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)ethanone; 1-(3-(4-(5-(3,5-
dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-
fluoroazetidin-1-yl)-2-fluoro-2-methylpropan-1-one; 1-(3-(4-(5-(3,5-dichloro-4-
fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-
1-y)-3-(methylthio)propan-1-one; 1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-3-
(methylsulfonyl)propan-1-one; (3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(thietan-3-
yDmethanone; 1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-3,3, 3-trifluoro-2-methylpropan-
1-one; 1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methyl-2-
(methylsulfonyl)propan-1-one; 1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-
(methylsulfonyl)propan-1-one; (3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1-
(methylsulfonyl)cyclopropyl)methanone; 5-(3,5-dichloro-4-fluorophenyl)-3-(4-(3-
fluoro-1-(1,1,1,3,3,3-hexafluoropropan-2-yl)azetidin-3-yl)phenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole; 1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-3,3-
difluoropropan-1-one; 2-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-N-methyl-2-
oxoethanesulfonamide; 2-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-N-isopropyl-2-
oxoethanesulfonamide; 1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(3-hydroxyazetidin-1-
yhethanone; 1-(3-(4-(5-(3,5-dichloro-4-hydroxyphenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)(thietan-2-yl)methanone;
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N-(1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yh)phenyl)-3-fluoroazetidin-1-yl)-2-methyl-1-oxopropan-2-yl)acetamide;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-mercapto-2-methylpropan-1-one;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoro-2-hydroxy-2-methylpropan-1-one;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3-hydroxy-2,2-dimethylpropan-1-one;
3-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2,2-dimethyl-3-oxopropanenitrile;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3-difluoropropan-1-one;
S-(1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methyl-1-oxopropan-2-yl) ethanethioate;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-2-methyl-2-(methylthio)propan-1-one;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methyl-2-(methylsulfonyl)propan-1-one;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methyl-1-oxopropane-2-sulfonamide;
1-(1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol
3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methyl-1-oxopropan-2-yl)urea;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-{4-[5-(3,5-Dichloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-
phenyl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone
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(E)-N-(1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-
methylpropylidene)cyanamide;
1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-methylpropan-1-one;

3,3, 3-trifluoro-1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl )-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)propan-1-one;
1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(methylthio)ethanone;
1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-hydroxy-2-methylpropan-1-one; (3-Fluoro-3-{4-[5-(3,4,5-
trichloro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-phenyl}-azetidin-1-yl)-
thietan-3-yl-methanone;
(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(1,1-dioxidothietan-3-yl)(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)methanone;
(E)-N-(1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)methanone;
1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-3,3, 3-trifluoropropan-1-one;
1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
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1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-
one;
(3-{4-[5-(3,4-Dichloro-5-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-
isoxazol-3-yl]-phenyl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-
yl)methanone;
(E)-N-(1-(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-
methylpropylidene)cyanamide;
1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone;
1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-3,3, 3-trifluoropropan-1-one;
1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
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1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-
one;
(3-{4-[5-(3-Chloro-4-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-
3-yl]-phenyl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-
yl)methanone;
(E)-N-(1-(3-(4-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-
methylpropylidene)cyanamide;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)methanone;

3,3, 3-trifluoro-1-(3-fluoro-3-(4-(5- (trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)propan-1-one;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-(methylthio)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-Fluoro-3-{4-[5-trifluoromethyl-5-(4-trifluoromethyl-phenyl)-4,5-dihydro-isoxazol-
3-yl]-phenyl}-azetidin-1-yl)-thietan-3-yl-methanone;
(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-dihydroisoxazol-
3-yl)phenyl)azetidin-1-yl)(1-oxidothietan-3-yl)methanone;
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(1,1-dioxidothietan-3-yl)(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-
(trifluoromethyl)phenyl)-4,5-dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)methanone;
(E)-N-(1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)methanone;
1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-3,3, 3-trifluoropropan-1-one;
1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-
one;
(3-{4-[5-(3,4-Difluoro-5-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-
isoxazol-3-yl]-phenyl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-
yl)methanone;
(E)-N-(1-(3-(4-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)-2-
methylpropylidene)cyanamide;
1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
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(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone;
1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoropropan-1-one;
1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-{4-[5-(3-Chloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-
phenyl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-yl)methanone;
(E)-N-(1-(3-(4-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yh)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone;
1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoropropan-1-one;
1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
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1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-{4-[5-(3-chloro-5-fluorophenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-
phenyl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-yl)methanone;
(E)-N-(1-(3-(4-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yh)phenyl)-3-fluoroazetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)methanone;

3,3, 3-trifluoro-1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)propan-1-one;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(methylthio)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-Fluoro-3-{4-[5-trifluoromethyl-5-(3,4,5-trifluorophenyl)-4,5-dihydro-isoxazol-3-
yl]-phenyl}-azetidin-1-yl)-thietan-3-yl-methanone;
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(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(1,1-dioxidothietan-3-yl)(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-
4,5-dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)methanone;
(E)-N-(1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)-2-methylpropylidene)cyanamide;
2-(1-(cyclopropanecarbonyl)-3-fluoroazetidin-3-yl)-5-(5-(3,4,5-trichlorophenyl)-5-

(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)benzonitrile;

cyclopropyl(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5
dihydroisoxazol-3-yl)phenyl)-3-hydroxyazetidin-1-yl)methanone;
1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)methanone;
1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yI)-3,3,3-trifluoropropan-1-one;
1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-{5-[5-(3,5-Dichloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-
pyridin-2-yl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)(1, 1-dioxidothietan-3-yl)methanone;
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(E)-N-(1-(3-(5-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-
methylpropylidene)cyanamide;
1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl )-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)methanone;

3,3, 3-trifluoro-1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl )-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)propan-1-one;
1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-(methylthio)ethanone;
1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-Fluoro-3-{5-[5-(3,4,5-trichloro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-
yl]-pyridin-2-yl}-azetidin-1-yl)-thietan-3-yl-methanone;
(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(1,1-dioxidothietan-3-yl)(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)methanone;
(E)-N-(1-(3-fluoro-3-(5-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)methanone;
1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoropropan-1-one;
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1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-
(methylsulfonyl)ethanone;
1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-
ylhethanone;
1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-
1-one;
(3-{5-[5-(3,4-Dichloro-5-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-
isoxazol-3-yl]-pyridin-2-yl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-
yl)methanone;
(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)(1, 1-dioxidothietan-3-
yl)methanone;
(E)-N-(1-(3-(5-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-
methylpropylidene)cyanamide;
1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone;
1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-3, 3, 3-trifluoropropan-1-one;
1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
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1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-
(methylsulfonyl)ethanone;
1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-
ylhethanone;

1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-
1-one;
(3-{5-[5-(4-Chloro-3-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-
3-yl]-pyridin-2-yl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-
yl)methanone;

(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)(1, 1-dioxidothietan-3-
yl)methanone;
(E)-N-(1-(3-(5-(5-(4-chloro-3-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-
methylpropylidene)cyanamide;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)methanone;

3,3, 3-trifluoro-1-(3-fluoro-3-(5-(5- (trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)propan-1-one;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-(methylthio)ethanone;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-(methylsulfinyl)ethanone;
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1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-Fluoro-3-{5-[5-trifluoromethyl-5-(3-trifluoromethyl-phenyl)-4,5-dihydro-isoxazol-
3-yl]-pyridin-2-yl}-azetidin-1-yl)-thietan-3-yl-methanone;
(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-dihydroisoxazol-
3-yh)pyridin-2-yl)azetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(1,1-dioxidothietan-3-yl)(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-
(trifluoromethyl)phenyl)-4,5-dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-
yl)methanone;
(E)-N-(1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3-(trifluoromethyl)phenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
cyclopropyl(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)methanone;
1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-3,3, 3-trifluoropropan-1-one;
1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-
(methylsulfonyl)ethanone;
1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-

ylhethanone;
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1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-

1-one;
(3-{5-[5-(3,4-Difluoro-5-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-
isoxazol-3-yl]-pyridin-2-yl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-
yl)methanone;
(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-
yl)methanone;
(E)-N-(1-(3-(5-(5-(3,4-difluoro-5-(trifluoromethyl)pheny)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-
methylpropylidene)cyanamide;
1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone;
1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yI)-3,3,3-trifluoropropan-1-one;
1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-{5-[5-(3-Chloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-
pyridin-2-yl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
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(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)(1, 1-dioxidothietan-3-yl)methanone;
(E)-N-(1-(3-(5-(5-(3-chloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yh)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone;
1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yI)-3,3,3-trifluoropropan-1-one;
1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yDpyridin-2-yl)-3-fluoroazetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-{5-[5-(3-Chloro-5-fluorophenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl}-
pyridin-2-yl}-3-fluoro-azetidin-1-yl)-thietan-3-yl-methanone;
(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)-3-fluoroazetidin-1-yl)(1, 1-dioxidothietan-3-yl)methanone;
(E)-N-(1-(3-(5-(5-(3-chloro-5-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yh)pyridin-2-yl)-3-fluoroazetidin-1-yl)-2-methylpropylidene)cyanamide;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-methylpropan-1-one;

PCT/IB2011/053355
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cyclopropyl(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)methanone;

3,3, 3-trifluoro-1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)propan-1-one;
1-(3-fluoro-3-(4-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhphenyl)-1,2-diazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-(methylsulfinyl)ethanone;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-(methylsulfonyl)ethanone;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-(1H-pyrazol-1-yl)ethanone;
1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)-2-hydroxy-2-methylpropan-1-one;
(3-fluoro-3-{5-[5-trifluoromethyl-5-(3,4,5-trifluorophenyl)-4,5-dihydro-isoxazol-3-yl]-
pyridin-2-yl}-azetidin-1-yl)-thietan-3-yl-methanone;
(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-dihydroisoxazol-3-
yhpyridin-2-yl)azetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(1,1-dioxidothietan-3-yl)(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-
4,5-dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)methanone; and
(E)-N-(1-(3-fluoro-3-(5-(5-(trifluoromethyl)-5-(3,4,5-trifluorophenyl)-4,5-
dihydroisoxazol-3-yl)pyridin-2-yl)azetidin-1-yl)-2-methylpropylidene)cyanamide,

stereoisomers thereof, pharmaceutical or veterinarily acceptable salts thereof.

BIOLOGICAL ASSAYS
The biological activity of the compounds of the present invention were
tested against fleas, ticks, flies, and or sea lice using the test methods described

below.

Horn Fly (Haematobia irritans) Feed Assay

Formula (1) compounds were dissolved in DMSO and aliquots were added
to citrated bovine blood in a membrane covered Petri dish. Approximately ten

horn flies were placed onto each Petri dish and covered. The flies were allowed
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to feed on the treated blood cell. Flies were held at approximately 80°F with a
minimum of approximately 50% relative humidity. Flies were examined for
knockdown and mortality at approximately 2 and 24 hours. Endpoint data were
recorded as a lethal dose 90% (LD*) in ug/mL. In this assay, Examples 8-10, 28,
32-34, 36, 38, 54, 160, 168-69, 171, 209, and 221 demonstrated an LD* of < 0.3
ug/mL. Further in this assay, Examples 3-5, 11, 13-16, 20-22, 26-27, 31, 37, 40,
42, 45, 56, 59, 84-85, 87, 95, 99, 117, 137, 141, 145, 148, 152-53, 158, 162, 200,
206-07, 220, and 224 demonstrated an LD* of < 1 pg/mL. Further in this assay,
Examples 1, 2, 6,12, 46, 60, 65, 69, 77, 98, 108, 112, 133, 135, 138, 140, 142-44,
147, 154, 163, 170, 179, 187, 193, 197, 199, 201-02, 204, 216, 219, 222, and 225

demonstrated an LD* of < 3 ug/mL .

Stable Fly (Stomoxys calcitrans) Topical Assay

Formula (1) compounds were dissolved in acetone, and 1 uL was placed
on the thorax of an anesthetized fly (n=10). The flies were allowed to recover,
and were incubated for 24 hours at room temperature. Flies were examined for
knockdown and mortality at 2 and 24 hours. Endpoint data was recorded as lethal
dose 90% (LD*°) in pg/ly. In this assay, Examples 1 and 11 demonstrated an
LD* of < 0.01 pg/fly. Further in this assay, Examples 2, 9, 12, and 99
demonstrated an LD of < 0.03 pg/fly. Further in this assay, Examples 6, 16, 26,
28, 33, 36, 37, and 98 demonstrated an LD* of < 0.1 ug/fly. Further in this assay,
Examples 3, 14, 19, 27, 46, 84, 91, and 188 demonstrated an LD® of < 1 Mo/fly.

Flea (Ctenocephalides felis) Membrane Feed Assay-Adult

Formula (1) compounds were dissolved in DMSO and aliquots were
added to citrated bovine blood in a membrane covered Petri dish pre-warmed
to 37 °C. Feeding tubes containing approximately 30-35 adult fleas were placed
onto the Petri dishes. The fleas were allowed to feed for approximately 2 hours.
Fleas were observed for knockdown and/or death at approximately 2 and 24
hours. Endpoint data were recorded as a lethal dose 90% (LD®°) in ug/mL. In

this assay, Example 10 demonstrated an LD¥ of < 0.03 ug/mL. Further in this

assay, Examples 27 and 36 demonstrated an LD of < 0.1 pg/mL. Further in
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this assay, Examples 4-5, 11, 19, 23, 28, 32-33, 38, 84, 104, 117, 131, 137,
141, 160-161, 167-169, 175, 215-216, and 221 demonstrated an LD* of < 0.3
ug/mL. Further, in this assay, Examples 1-3, 6-8, 12-16, 20-22, 26, 31, 37, 40-
41, 43, 45-56, 59-60, 68, 72-77, 82, 91, 95-101, 103, 106-107, 109-110, 113,
116, 119-121, 123-126, 128-130, 132-133, 135, 138, 140, 145-146, 148, 152-
153, 158, 162-164, 170, 173-174, 176, 197-199, 201-202, 205-210, 212-213,
218-220, and 222-223 demonstrated an LD* of < 1 ug/mL. Further, in this
assay, Examples 17, 24-25, 29-30, 34-35, 39, 42, 44, 57-58, 61-65, 67, 69-70,
79-81, 87, 89, 94, 102, 105, 108, 111-112, 114-115, 118, 122, 127, 134, 136,
139, 142-144, 147, 154-157, 165-166, 171, 179, 186-196, 200, 203-204, 211,
214-215, 217, and 224-225 demonstrated an LD¥ of < 3 ug/mL.

Soft Tick (Ornithidorus turicata) Blood Feed Assay

Formula (1) compounds were dissolved in dimethylsulfoxide (DMSO) and

aliquots were added to citrated bovine blood in a membrane covered Petri dish.
The Petri dish was then placed on a warming tray. Approximately 5 nymph stage
ticks were placed onto the membrane, covered, and left to feed. Fed ticks were
removed and placed into a Petri dish with sand. Fed ticks were observed at
approximately 24, 48 and 72 hours for paralysis and/or death. Endpoint data
was recorded as an ED'® and/or an LD'® in pg/mL. Positive control was fipronil
and DMSO was used for the negative control. In this assay, Examples 11, 19,
40, 169, and 175 demonstrated an ED'® of < 0.003 ug/cm?. Further, In this
assay, Examples 2-8, 10-17, 20-21, 26-28, 32-34, 36-38, 41-48, 50-54, 56, 59-
60, 65-66, 68, 70, 72-74, 76, 84, 95-99, 103, 131, 133, 135, 141-143, 145-146,
155, 158, 165, 168, 171, 173-174, 202, 206, 209-210, 212-213, 215-216, 218-
219, and 221 demonstrated an ED'® of < 0.03 pg/cm?. In this assay, Examples
1,9, 22,-25, 29-31, 35, 39, 49, 55, 57-58, 67, 69, 71, 75, 77, 82, 87, 104, 117,
136-140, 144, 148, 152-154, 160, 170, 187-188, 203-204, 207, 211, 214, 217,
220, and 223 demonstrated an ED'® of < 0.3 pg/cm?. Further, in this assay,
Examples 18, 89, and 91 demonstrated an ED'® of <1 pg/cm?. Further, in this

assay, Example 86 demonstrated an ED'® of <3 pg/cm?.
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Copepod (Lepeophtheirus salmonis) BioAssay

Two Formula (1) compounds were dissolved in sea water. Negative
control was sea water and positive control was emamectin benzoate. Ten pre-
adult/adult salmon lice were exposed for 24 hours. Lice were monitored for
motility and endpoint data was recorded as an Effective Concentration 100%
(EC'®) based on immotility. In this assay, Examples 19 and 177 had an EC'®
value of 50 ppb.

Comparative Data: Flea Feed Assay

Comparator compounds T1 and T2 were tested in the flea feed assay, as
described above, and are compared to Examples 39 and 43, respectively. The
compounds T1 (W0Q2008/122375) and T2 (US2009/0156643) represent the
closet exemplified art. The data represents the 24 hour time period. Endpoint
data were recorded as an lethal dose 90% (LD®) in ug/mL. In this assay,
Example 39 and 43 had an LD® of < 3 and < 1 ug/cm?, respectively.
Comparator compounds T1 and T2 both had LD* values of > 30 pg/cm?.
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We claim:

1. A compound of Formula (1)

wherein

A'is phenyl, naphthyl, or heteroaryl where said heteroaryl contains 1 to 4
heteroatoms each independently selected from N, O and S;

R' R'™, and R'® are each independently hydrogen, halo, hydroxyl, cyano,
nitro, C¢.Csalkyl, C4.Cghaloalkyl, C4.Cgalkoxy, Co-CsalkylCs.Cg cycloalkyl, C;.
Cehaloalkoxy, -C(O)NH,, -SFs, or -S(O),R;

R? is halo, cyano, C4.Cgalkyl, C1.Cshaloalkyl, nitro, hydroxyl, -C(O)NR?R",
C2.Cealkenyl, C,.Cealkynyl, -S(O),R, or -OR;

R?is hydrogen, halo, hydroxyl, cyano, C.Cealkyl, C1.Cshaloalkyl, Co.
CaalkylCs.Cscycloalkyl, -C(O)NH,, nitro, -SC(O)R, -C(O)NR?R®, Co.CsalkyINR?R?,
-NR®NRPR*, -NR?OR®, -ONR®R®, N3, -NHR*, -OR, or -S(O),R;

R*is hydrogen, C1.Csalkyl, Co.CealkylCs.Cscycloalkyl, -C(O)R?, -C(S)R®,
-C(O)NR?R?, -C(O)C(O)NR?R?, -S(0),R®, -S(0):NR?R®, -C(NR")R®,
-C(NRNR®R®, Co.Csalkylphenyl, Co.Csalkylheteroaryl, or Co.Csalkylheterocycle;

R® is hydrogen, C1.Csalkyl, Co-Csalkenyl, Co.CsalkylCs.Cecycloalkyl, Co.
Csalkylphenyl, Co.Cgalkylheteroaryl, or Co.Csalkylheterocycle;

R®is cyano, C+.Csalkyl, C1.Cshaloalkyl, -C(O)NR®RP, C,.Csalkenyl, Co.
Csalkynyl, C,.Cghaloalkenyl, or C,.Cghaloalkynyl;

R’ is hydrogen, C1.Csalkyl, hydroxyl, cyano, nitro, -S(O),R", or Cy.Csalkoxy;

R is C1.Cealkyl or Cs.Cgscycloalkyl each optionally substituted by at least one
halo;

R?is hydrogen, C1.Csalkyl, or Co.CsalkylC3.Cecycloalkyl; wherein the alkyl
and alkylcycloalkyl is optionally substituted by cyano or at least one halo

substituent;
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R’ is hydrogen, C1.Csalkyl, Cs.Cecycloalkyl, Co.Csalkylphenyl, Co.
Csalkylheteroaryl, or Co.Caalkylheterocycle, each optionally substituted, where
chemically possible, with at least one substituent selected from hydroxyl, cyano,
halo, or -S(O),R;

R®is C4.Cealkyl, C1.Cghaloalkyl, C4.CehaloalkylC3.Cecycloalkyl, Co.
CsalkylCs.Cecycloalkyl, Co-Csalkylphenyl, Co.Csalkylheteroaryl, or Cop.
Csalkylheterocycle each optionally substituted with at least one substituent
selected from cyano, halo, hydroxyl, oxo, C.Cesalkoxy, C,.Cghaloalkoxy, C.
Cshaloalkyl, -S(O),R, -SH, -S(0),NR°R®, -NR°R®, -NR*C(0)R®, -SC(0O)R®, -SCN,
or —C(O)NRR";

each of R* and R® C1.Csalkyl or Co.CsalkylCs.Cscycloalkyl can be optionally
and independently substituted by at least one substituent selected from cyano,
halo, hydroxyl, oxo, C4.Cealkoxy, C.Cshaloalkoxy, Cs-Cghaloalkyl, -S(O),R®, -SH,
-S(0),NR?R®, -NR?R, -NR?*C(O)R", -SC(O)R®, -SCN, or —-C(O)NR?R"; and

wherein R* and R® Co-Cealkylphenyl, Co.Cgalkylheteroaryl, or Co.
Csalkylheterocycle moiety can be further optionally substituted with at least one
substituent selected from cyano, halo, oxo, =S, =NR’, hydroxyl, C.Cgalkoxy, Ci.
Cealkyl, C4.Cshaloalkyl, -SH, -S(O),R, and C4.Cshaloalkoxy;

n is the integer 0, 1, or 2, and when n is 2, each R? may be identical or
different from each other; and

p is the integer 0, 1, or 2;

and pharmaceutically or veterinarily acceptable salts thereof.

2. The compound of Claim 1 having Formula (2a), (2b), or (6a)

PCT/IB2011/053355
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wherein
R' R'™ and R'are each independently selected from hydrogen, halo,
hydroxyl, and C1.Cs haloalkyl;
5 R? is halo, cyano, hydroxyl, -C(O)NR?R®, or -OR; and
R?is hydrogen, halo, hydroxyl, Ns, or cyano;

and pharmaceutically or veterinarily acceptable salts thereof.

3. The compound of claim 1 or 2 wherein
10 R' R'™, and R'are each independently selected from hydrogen, flouro,
chloro, bromo, and —CFs3;
R? is halo, cyano, hydroxyl, or -C(O)NR®R®;
R?is hydrogen, flouro, chloro, hydroxyl, N, or cyano; and
R*is -C(O)R®, -C(O)NR®R?®, -S(0),R®, -C(S)R?®, -S(0),NR?R®, -C(NR")R?, or
15 -C(NR’)NR®R?®, and veterinary salts thereof.

4. The compound of any one of claims 1 to 3 wherein
R? is cyano or -C(O)NR?R";
R%is hydrogen, fluoro, hydroxyl, Na, or cyano;
20 R*is -C(O)R?®, -C(O)NR®R®, or -C(NR")R?; and

pharmaceutically or veterinarily acceptable salts thereof.

5. A compound of claim 1 selected from the group consisting of:
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1-(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)ethanone;
cyclopropyl(3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidin-1-yl)methanone;
3-fluoro-N-methyl-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidine-1-carboxamide;
N-ethyl-3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidine-1-carboxamide;
N-cyclopropyl-3-fluoro-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidine-1-carboxamide;
cyclopropyl(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)methanone;
1-(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-
3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-3-
fluoro-N-methylazetidine-1-carboxamide;
3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)phenyl)-N-
ethyl-3-fluoroazetidine-1-carboxamide;
N-cyclopropyl-3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl)phenyl)-3-fluoroazetidine-1-carboxamide;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)propan-1-one;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)butan-1-one;
2-cyclopropyl-1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)ethanone;
3-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-3-oxopropanenitrile;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-2-(methylthio)ethanone;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methoxyethanone;
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cyclobutyl(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)methanone;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methylpropan-1-one;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoropropan-1-one;
N-cyclopropyl-3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidine-1-carboxamide;
3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoro-N-methylazetidine-1-carboxamide;
3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-N-ethyl-3-fluoroazetidine-1-carboxamide;
3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidine-1-carboxamide;
cyclopropyl(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-hydroxyazetidin-1-yl)methanone;
cyclobutyl(3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-hydroxyazetidin-1-yl)methanone;
3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoro-N-methylazetidine-1-carboxamide;
3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-N-ethyl-3-fluoroazetidine-1-carboxamide;
N-cyclopropyl-3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidine-1-carboxamide;
3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-N-ethyl-3-hydroxyazetidine-1-carboxamide;
N-cyclopropyl-3-(4-(5-(3,4-dichloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl)phenyl)-3-hydroxyazetidine-1-carboxamide;
3-(4-(5-(3,5-bis(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoro-N-methylazetidine-1-carboxamide;
3-(4-(5-(3,5-bis(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-

yhphenyl)-N-ethyl-3-fluoroazetidine-1-carboxamide;
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3-(4-(5-(3,5-bis(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-

yhphenyl)-N-cyclopropyl-3-fluoroazetidine-1-carboxamide;

3-(4-(5-(3,5-bis(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-

yhphenyl)-N-cyclopropyl-3-hydroxyazetidine-1-carboxamide;

3-(4-(5-(3-chloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-

3-yl)phenyl)-N-ethyl-3-hydroxyazetidine-1-carboxamide;

3-(4-(5-(3-chloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-

3-yh)phenyl)-N-ethyl-3-fluoroazetidine-1-carboxamide;

3-(4-(5-(3-chloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-

3-yl)phenyl)-N-cyclopropyl-3-fluoroazetidine-1-carboxamide;

3-(4-(5-(3-chloro-5-(trifluoromethyl)phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-

3-yl)phenyl)-3-fluoro-N-methylazetidine-1-carboxamide;
1-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)ethanone;
cyclopropyl(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)methanone;
2-Cyclopropyl-1-(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)-3-fluoroazetidin-1-yl)ethanone;
3-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)-3-oxopropanenitrile;
1-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoropropan-1-one;
1-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methoxyethanone;
1-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)propan-1-one;
1-(3-(4-(5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)butan-1-one;

5-[3,5-bis(trifluoromethyl)phenyl]-3-{4-[1-(cyclobutylcarbonyl)-3-fluoroazetidin-3-

yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;

5-[3,5-bis(trifluoromethyl)phenyl]-3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-

yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
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5-[3,5-bis(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-isobutyrylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-butyryl-3-fluoroazetidin-3-yl)phenyl]-5-[3-chloro-5-(trifluoromethyl)phenyl]-
5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-propionylazetidin-3-
yhphenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-acetyl-3-fluoroazetidin-3-yl)phenyl]-5-[3-chloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-[3-(4-{5-[3-chloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoroazetidin-1-yl]-3-oxopropanenitrile;
1-[(3-{4-[5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)carbonyllcyclopropanol;
1-[(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)carbonyllcyclopropanol;
3-{4-[3-fluoro-1-(methoxyacetyl)azetidin-3-ylJphenyl}-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-1-isobutyrylazetidin-3-ol;
1-butyryl-3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)azetidin-3-ol;
5-[3,5-bis(trifluoromethyl)phenyl]-3-{4-[1-(cyclopropylacetyl)-3-fluoroazetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
2-[3-(4-{5-[3,5-bis(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yl}phenyl)-3-fluoroazetidin-1-yl]-2-oxoethanol;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-(4-{3-fluoro-1-[(methylthio)acetyl]azetidin-
3-yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(cyclobutylcarbonyl)-3-fluoroazetidin-
3-yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-[3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoroazetidin-1-yl]-3-oxopropanamide;
3-[3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-

dihydroisoxazol-3-yl}phenyl)-3-fluoroazetidin-1-yl]-3-oxopropanamide;
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1-[(3-fluoro-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yllphenyl}azetidin-1-yl)carbonyl]cyclopropanol;
5-(3,5-dichlorophenyl)-3-{4-[3-fluoro-1-(3-methylbutanoyl)azetidin-3-ylJphenyl}-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-(4-{3-fluoro-1-[(methylthio)acetyllazetidin-3-yl}phenyl)-5-(3,4,5-trichlorophenyl )-
5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-1-propionylazetidin-3-ol;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(cyclopropylcarbonyl)-3-
fluoroazetidin-3-ylphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-{4-[3-fluoro-1-(1H-pyrazol-3-ylcarbonyl)azetidin-
3-yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
4-{2-[3-(4-{5-[3,5-bis(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoroazetidin-1-yl]-2-oxoethyl}pyridine;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(cyclopropylacetyl)-3-fluoroazetidin-
3-yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-propionylazetidin-3-
yhphenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yl]phenyl}-5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-acetyl-3-fluoroazetidin-3-yl)phenyl]-5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-isobutyrylazetidin-3-
yhphenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-[3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoroazetidin-1-yl]-3-oxopropanenitrile;
4-[(3-fluoro-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yllphenyl}azetidin-1-yl)carbonyl]pyridine;
5-[3,5-bis(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-propionylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(cyclopentylcarbonyl)-3-fluoroazetidin-3-yl]phenyl}-5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
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5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-(4-{3-fluoro-1-
[(methylthio)acetyl]azetidin-3-yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
1-(cyclopropylcarbonyl)-3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl]phenyl}azetidin-3-ol;
(3-(2-bromo-4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yh)phenyl)-3-fluoroazetidin-1-yl)(cyclopropyl)methanone;
2-(1-(cyclopropanecarbonyl)-3-fluoroazetidin-3-yl)-5-(5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl)benzonitrile;
5-(3-chloro-5-(trifluoromethyl)phenyl)-3-(4-(3-fluoro-1-(methylsulfonyl)azetidin-3-
yhphenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-(2-bromo-4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-1-(cyclopropanecarbonyl)azetidine-3-carbonitrile;
1-(cyclopropanecarbonyl)-3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl)phenyl)azetidine-3-carbonitrile;
1-(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)-2-methylpropan-1-one;
2-methyl-1-(3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yh)phenyl)azetidin-1-yl)propan-1-one;
Cyclopropyl(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)methanone;
Cyclopropyl(3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl)phenyl)azetidin-1-yl)methanone;
1-(3-(4-(5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)ethanone;
1-(3-(4-(5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)azetidin-1-yl)ethanone;
1-isobutyryl-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yllphenyl}azetidin-3-ol;
3-{4-[3-fluoro-1-(3,3,3-trifluoropropanoyl)azetidin-3-yl]phenyl}-5-(3,4,5-
trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(cyclopropylacetyl)-3-fluoroazetidin-3-yl]phenyl}-5-(3,4,5-trichlorophenyl)-5-

(trifluoromethyl)-4,5-dihydroisoxazole;
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3-[4-(1-butyryl-3-fluoroazetidin-3-yl)phenyl]-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(3-fluoro-1-isobutyrylazetidin-3-yl)phenyl]-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(3-fluoro-1-propionylazetidin-3-yl)phenyl]-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-[4-(3-fluoro-1-isobutyrylazetidin-3-
yhphenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
2-[3-(4-{5-[3-chloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoroazetidin-1-yl]-2-oxoethanol;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(cyclopentylcarbonyl)-3-
fluoroazetidin-3-ylphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-butyryl-3-fluoroazetidin-3-yl)phenyl]-5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichlorophenyl)-3-[4-(1-propionylazetidin-3-yl)phenyl]-5-(trifluoromethyl)-
4,5-dihydroisoxazole;
1-[(3-{4-[5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}azetidin-1-yl)carbonyl]lcyclopropanol;
5-(3,5-dichlorophenyl)-3-{4-[1-(methoxyacetyl)azetidin-3-ylJphenyl}-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(cyclopropylacetyl)azetidin-3-yl]phenyl}-5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-acetylazetidin-3-yl)phenyl]-5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-[4-(1-propionylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-butyrylazetidin-3-yl)phenyl]-5-[3-chloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-butyrylazetidin-3-yl)phenyl]-5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
2-[3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)azetidin-1-yl]-2-oxoethanol;
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1-{[3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)azetidin-1-ylJcarbonyl}cyclopropanol;
5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-(4-{1-[(methylthio)acetyl]lazetidin-3-
yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(cyclopropylacetyl)azetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(methoxyacetyl)azetidin-3-yl]phenyl}-
5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-[3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)azetidin-1-yl]-3-oxopropanenitrile;
1-{[3-(4-{5-[3-chloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)azetidin-1-ylJcarbonyl}cyclopropanol;
5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-{4-[1-(methoxyacetyl)azetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-[4-(1-propionylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(1-butyrylazetidin-3-yl)phenyl]-5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazole;
5-[3-chloro-5-(trifluoromethyl)phenyl]-3-[4-(1-isobutyrylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
1-[(3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}azetidin-1-yl)carbonyl]lcyclopropanol;
3-[4-(1-propionylazetidin-3-yl)phenyl]-5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-
4,5-dihydroisoxazole;
3-(4-{1-[(methylthio)acetyllazetidin-3-yl}phenyl)-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(methoxyacetyl)azetidin-3-yl]phenyl}-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(cyclopropylacetyl)azetidin-3-yl]phenyl}-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-(4-{1-[(methylthio)acetyl]azetidin-3-yl}phenyl)-5-

(trifluoromethyl)-4,5-dihydroisoxazole;



WO 2012/017359 PCT/IB2011/053355

10

15

20

25

30

192

5-(3,5-dichloro-4-fluorophenyl)-3-{4-[1-(methoxyacetyl)azetidin-3-ylJphenyl}-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
1-[(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}azetidin-1-yl)carbonyl]lcyclopropanol;
5-(3,5-dichloro-4-fluorophenyl)-3-[4-(1-propionylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-[4-(1-isobutyrylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-(4-{1-[(3,3-difluoroazetidin-1-yl)carbonyl]-3-
fluoroazetidin-3-yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-1-(3,3,3-trifluoropropanoyl)azetidin-3-ol;
5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-3-{4-[3-fluoro-1-(3,3,3-
trifluoropropanoyl)azetidin-3-ylJphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-(4-{3-fluoro-1-[(4-methyl-1,3-0xazol-5-
yhcarbonyllazetidin-3-yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
N-[2-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl})-4,5-dihydroisoxazol-
3-yllphenyl}-3-fluoroazetidin-1-yl)-2-oxoethyl[formamide;
4-[(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)carbonyl]pyridazine;
1-[2-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yllphenyl}-3-fluoroazetidin-1-yl)-2-oxoethyl]-1H-1,2,4-triazole;
5-(3,5-dichloro-4-fluorophenyl)-3-(4-{3-fluoro-1-[(methylsulfonyl)acetyl]azetidin-3-
yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-{4-[3-fluoro-1-(1H-pyrazol-1-ylacetyl)azetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-{4-[3-fluoro-1-(1,3-oxazol-5-ylcarbonyl)azetidin-
3-yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-{4-[1-(2,2-difluoropropanoyl)-3-fluoroazetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
1-{[3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoroazetidin-1-yllcarbonyl}azetidin-3-ol;
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1-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)-2-methyl-1-oxopropan-2-ol;
3-[4-(1-but-3-enoyl-3-fluoroazetidin-3-yl)phenyl]-5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
2-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)-N,N-dimethyl-2-oxoethanesulfonamide;
5-(3,5-dichloro-4-fluorophenyl)-3-[4-(3-fluoro-1-
{[(trifluoromethyl)thiolacetyl}azetidin-3-yl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-{4-[3-fluoro-1-(2-methoxypropanoyl)azetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,5-dichloro-4-fluorophenyl)-3-(4-{1-[(2,2-difluorocyclopropyl)carbonyl]-3-
fluoroazetidin-3-yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)-2-methyl-3-oxopropan-1-ol;
(2S)-4-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}-3-fluoroazetidin-1-yl)-4-oxobutan-2-ol;
4-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)-4-oxobutan-2-ol;
3-{4-[3-chloro-1-(cyclopropylcarbonyl)azetidin-3-yl]phenyl}-5-(3,5-dichloro-4-
fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[3-chloro-1-(cyclopropylcarbonyl)azetidin-3-ylphenyl}-5-[3,4-dichloro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3-chlorophenyl)-3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yllphenyl}-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[5-(3-chloro-4,5-difluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-1-(cyclopropylcarbonyl)-azetidin-3-ol;
3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yl]phenyl}-5-[3,4-difluoro-5-
(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazole;
(2S)-1-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}-3-fluoroazetidin-1-yl)-1-oxopropan-2-ol;
(2R)-1-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}-3-fluoroazetidin-1-yl)-1-oxopropan-2-ol;
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(2S)-4-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}-3-fluoroazetidin-1-yl)-4-oxobutan-2-ol;
5-(3,5-dichloro-4-fluorophenyl)-3-(4-{3-fluoro-1-[(methylsulfinyl)acetyl]azetidin-3-
yl}phenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[3-azido-1-(cyclopropylcarbonyl)azetidin-3-yllphenyl}-5-(3,4,5-
trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-[4-(3-azido-1-propionylazetidin-3-yl)phenyl]-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
S-[2-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yllphenyl}-3-fluoroazetidin-1-yl)-2-oxoethyl] ethanethioate;
5-(3-fluorophenyl)-3-[4-(3-fluoro-1-propionylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3-chlorophenyl)-3-[4-(3-fluoro-1-propionylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
5-(3,4-dichlorophenyl)-3-[4-(3-fluoro-1-propionylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yl)phenyl}-5-(trifluoromethyl)-5-[ 3-
(trifluoromethyl)phenyl]-4,5-dihydroisoxazole;
5-(3-chloro-5-fluorophenyl)-3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-
yllphenyl}-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yl]phenyl}-5-(3,4-difluorophenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazole;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-3,3,3-trifluoropropan-1-one;
3-{4-[1-(azetidin-1-ylcarbonyl)-3-fluoroazetidin-3-ylJphenyl}-5-(3,5-dichlorophenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(azetidin-1-ylcarbonyl)-3-fluoroazetidin-3-yl]phenyl}-5-(3,4,5-
trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
3-{4-[1-(azetidin-1-ylcarbonyl)-3-fluoroazetidin-3-yl]phenyl}-5-(3,5-dichloro-4-
fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazole;
1-(cyclopropylcarbonyl)-3-{4-[(5R)-5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yllphenyl}azetidin-3-ol;
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5-(3,5-dichloro-4-fluorophenyl)-3-[4-(3-fluoro-1-isobutyrylazetidin-3-yl)phenyl]-5-
(trifluoromethyl)-4,5-dihydroisoxazole;
{[2-(3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl})-4,5-dihydroisoxazol-3-
yllphenyl}-3-fluoroazetidin-1-yl)-2-oxoethyl]sulfonyl}acetonitrile;
1-(3-{4-[5-(3,5-Dichloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-
yl]-phenyl}-3-fluoro-azetidin-1-yl)-3-methanesulfonyl-propan-1-one;
1-(3-{4-[5-(3,5-Dichloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-
yl]-phenyl}-3-fluoro-azetidin-1-yl)-2-(2,2,2-trifluoro-ethanesulfonyl)-ethanone;
2-(3-{4-[5-(3,5-Dichloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-
yl]-phenyl}-3-fluoro-azetidin-1-yl)-2-oxo-ethanesulfonic acid dimethylamide;
2-Benzenesulfonyl-1-(3-{4-[5-(3,5-dichloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-
dihydro-isoxazol-3-yl]-phenyl}-3-fluoro-azetidin-1-yl)-ethanone;
1-(3-{4-[5-(3,5-Dichloro-4-fluoro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-
yl]-phenyl}-3-fluoro-azetidin-1-yl)-2-methanesulfonyl-propan-1-one;
cyclopropanecarboxylic acid (1-cyclopropanecarbonyl-3-{4-[5-(3,4-dichloro-5-
trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-3-yl]-phenyl}-
azetidin-3-yl)-amide;
(3-Amino-3-{4-[5-(3,4-dichloro-5-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-
dihydro-isoxazol-3-yl]-phenyl}-azetidin-1-yl)-cyclopropyl-methanone;
3-fluoro-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}azetidine-1-carboxamide;
N-cyclopropyl-3-{4-[5-(3,4,5-trichlorophenyl!)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}azetidine-1-carboxamide;
N-cyclopropyl-3-{4-[5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl]phenyl}azetidine-1-carboxamide;
3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-hydroxy-N-propylazetidine-1-carboxamide;
3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-hydroxy-N,N-dimethylazetidine-1-carboxamide;
N-ethyl-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}azetidine-1-carboxamide;
3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-

yllphenyl}-N-methylazetidine-1-carboxamide;
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3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-N-methylazetidine-1-carboxamide;
3-{4-[5-(3,5-dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]phenyl}-N-
ethylazetidine-1-carboxamide;
3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yllphenyl}-N-ethylazetidine-1-carboxamide;
3-(4-{5-[3-chloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl}phenyl)-N-methylazetidine-1-carboxamide;
3-(4-{5-[3-chloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-dihydroisoxazol-
3-yl}phenyl)-N-cyclopropylazetidine-1-carboxamide;
N-cyclopropyl-3-{4-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}azetidine-1-carboxamide;
N-cyclopropyl-3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-
4,5-dihydroisoxazol-3-yl}phenyl)azetidine-1-carboxamide;
3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoro-N-(2,2,2-trifluoroethyl)azetidine-1-
carboxamide;
3-fluoro-N,N-dimethyl-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-ylJphenyl}azetidine-1-carboxamide;
3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoro-N,N-dimethylazetidine-1-carboxamide;
3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoro-N-(3,3,3-trifluoropropyl)azetidine-1-
carboxamide;
3-(4-{5-[3,4-dichloro-5-(trifluoromethyl)phenyl]-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl}phenyl)-3-fluoro-N-oxetan-3-ylazetidine-1-carboxamide;
3-azido-N,N-dimethyl-3-{4-[5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-
dihydroisoxazol-3-yl]phenyl}azetidine-1-carboxamide;
2-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yl]-5-[5-(3,5-dichloro-4-fluorophenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yllbenzonitrile;
2-(1-acetyl-3-fluoroazetidin-3-yl)-5-[5-(3,5-dichloro-4-fluorophenyl)-5-

(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]lbenzonitrile;
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5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-[3-
fluoro-1-(3,3,3-trifluoropropanoyl)azetidin-3-yl]benzonitrile;
5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-(3-
fluoro-1-propionylazetidin-3-yl)benzonitrile;
5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-(3-
fluoro-1-isobutyrylazetidin-3-yl)benzonitrile;
5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-(3-
fluoro-1-glycoloylazetidin-3-yl)benzonitrile;
2-(1-butyryl-3-fluoroazetidin-3-yl)-5-[5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]lbenzonitrile;
2-[1-(cyclobutylcarbonyl)-3-fluoroazetidin-3-yl]-5-[5-(3,5-dichloro-4-fluorophenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yllbenzonitrile;
2-[1-(cyclopentylcarbonyl)-3-fluoroazetidin-3-yl]-5-[5-(3,5-dichloro-4-fluorophenyl)-
5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yllbenzonitrile;
5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-[3-
fluoro-1-(methoxyacetyl)azetidin-3-yl]benzonitrile;
2-[1-(cyclopropylacetyl)-3-fluoroazetidin-3-yl]-5-[5-(3,5-dichloro-4-fluorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]lbenzonitrile;
5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-(3-
fluoro-1-pentanoylazetidin-3-yl)benzonitrile;
5-[5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]-2-{3-
fluoro-1-[(methylthio)acetyl]-azetidin-3-yl}benzonitrile;
2-[1-(cyclopropylcarbonyl)-3-fluoroazetidin-3-yl]-5-[5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-4,5-dihydroisoxazol-3-yl]pyridine;
(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)(1-oxidothietan-3-yl)methanone;
(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)(1,1-dioxidothietan-3-yl)methanone;
1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methylpropane-1-thione;
(1-(3-(4-(5-(3,5-dichloro-4-fluorophenyl)-5-(trifluoromethyl)-4,5-dihydroisoxazol-3-
yhphenyl)-3-fluoroazetidin-1-yl)-2-methylpropylidene)cyanamide;
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(1-(3-Fluoro-3-{4-[5-(3,4,5-trichloro-phenyl)-5-trifluoromethyl-4,5-dihydro-isoxazol-
3-yl]-phenyl}-azetidin-1-yl)-2-methanesulfonyl-ethanone; and
1-(3-{4-[5-(3,4-Dichloro-5-trifluoromethyl-phenyl)-5-trifluoromethyl-4,5-dihydro-
isoxazol-3-yl]-phenyl}-3-fluoro-azetidin-1-yl)-2-methanesulfonyl-ethanone,

stereoisomers thereof, pharmaceutical and veterinarily acceptable salts thereof.

6. A pharmaceutical or veterinary composition comprising a therapeutic

amount of a compound of Formula (1)

wherein

A'is phenyl, naphthyl, or heteroaryl where said heteroaryl contains 1 to 4
heteroatoms each independently selected from N, O and S;

R' R'™, and R'® are each independently hydrogen, halo, hydroxyl, cyano,
nitro, C¢.Csalkyl, C4.Cghaloalkyl, C4.Cgalkoxy, Co-CsalkylCs.Cg cycloalkyl, C;.
Cehaloalkoxy, -C(O)NH,, -SFs, or -S(O),R;

R? is halo, cyano, C4.Cgalkyl, C1.Cshaloalkyl, nitro, hydroxyl, -C(O)NR?R",
C2.Cealkenyl, C,.Cealkynyl, -S(O),R, or -OR;

R?is hydrogen, halo, hydroxyl, cyano, C1.Cealkyl, C1.Cshaloalkyl, Co.
CaalkylC3.Cscycloalkyl, -C(O)NH,, nitro, -SC(O)R, -C(O)NR?R®, Co.CsalkyINR?R?,
-NR®NR’R*, -NR?OR®, -ONR®R®, N3, -NHR*, -OR, or -S(O),R;

R*is hydrogen, C1.Csalkyl, Co.CealkylCs.Cscycloalkyl, -C(O)R?, -C(S)R®,
-C(O)NR?R?, -C(O)C(O)NR?R?, -S(0),R®, -S(0):NR*R®, -C(NR")R®,
-C(NRNR®R®, Co.Csalkylphenyl, Co.Csalkylheteroaryl, or Co.Csalkylheterocycle;

R® is hydrogen, C1.Csalkyl, Co-Csalkenyl, Co.CsalkylCs.Cecycloalkyl, Co.
Csalkylphenyl, Co.Cgalkylheteroaryl, or Co.Csalkylheterocycle;

R®is cyano, C4.Cealkyl, C.Cshaloalkyl, -C(O)NR®RP, C,.Cealkenyl, C..
Cesalkynyl, Co.Cghaloalkenyl, or C,.Cshaloalkynyl;
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R’ is hydrogen, C1.Csalkyl, hydroxyl, cyano, nitro, -S(O),R", or Cy.Csalkoxy;

R is C1.Cealkyl or C3.Cecycloalkyl each optionally substituted by at least one
halo;

R?is hydrogen, C+.Csalkyl, or Co-CsalkylCs.Cscycloalkyl; wherein the alkyl
and alkylcycloalkyl is optionally substituted by cyano or at least one halo
substituent;

R’ is hydrogen, C1.Csalkyl, Cs.Cecycloalkyl, Co.Csalkylphenyl, Co.
Csalkylheteroaryl, or Co.Csalkylheterocycle, each optionally substituted, where
chemically possible, with at least one substituent selected from hydroxyl, cyano,
halo, or -S(O),R;

R®is C4-Cealkyl, C1.Cshaloalkyl, C4.CehaloalkylC3.Cescycloalkyl, Co.
CsalkylCs.Cecycloalkyl, Co-Csalkylphenyl, Co.Csalkylheteroaryl, or Cop.
Csalkylheterocycle each optionally substituted with at least one substituent
selected from cyano, halo, hydroxyl, oxo, C.Cesalkoxy, C,.Cghaloalkoxy, C.
Cshaloalkyl, -S(O),R, -SH, -S(0),NR°R®, -NR°R®, -NR*C(0)R®, -SC(0O)R®, -SCN,
or —C(O)NRR";

each of R* and R® C;.Csalkyl or Co.CsalkylCs.Cscycloalkyl can be optionally
and independently substituted by at least one substituent selected from cyano,
halo, hydroxyl, oxo, C+.Cealkoxy, C.Cshaloalkoxy, C+.Cshaloalkyl, -S(O),R®, -SH,
-S(0),NR?R®, -NR?R, -NR?*C(O)R", -SC(O)R®, -SCN, or —-C(O)NR?R"; and

wherein R* and R® Co-Cealkylphenyl, Co.Cgalkylheteroaryl, or Co.
Csalkylheterocycle moiety can be further optionally substituted with at least one
substituent selected from cyano, halo, oxo, =S, =NR’, hydroxyl, C.Cgalkoxy, Ci.
Cealkyl, C4.Cshaloalkyl, -SH, -S(O),R, and C4.Cshaloalkoxy;

n is the integer 0, 1, or 2, and when n is 2, each R? may be identical or
different from each other; and
p is the integer 0, 1, or 2;

and pharmaceutically or veterinarily acceptable salts thereof.

7. The pharmaceutical or veterinary composition of claim 6 further comprising

a pharmaceutically or veterinarily acceptable excipient, diluent, or carrier.
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8. The pharmaceutical or veterinary composition of claim 6 or 7 further

comprising at least one additional veterinary agent.

9. The pharmaceutical or veterinary composition of claim 8 wherein said
additional veterinary agent is selected from the group consisting of abamectin,
ivermectin, avermectin, moxidectin, emamectin, eprinomectin, selamectin,
doramectin, nemadectin, albendazole, cambendazole, fenbendazole,
flubendazole, mebendazole, oxfenbendazole, oxibendazole, parbendazole,
tetramisole, levamisole, pyrantel pamoate, oxantel, morantel, indoxacarb,
closantel, triclabendazole, clorsulon, refoxanide, niclosamide, praziquantel,
epsiprantel, 2-desoxoparaherquamide, pyripole, pyrafluprole, lufenuron,
spiromesifen, tebufenozide, spinosad, spinetoram, imidacloprid, dinotefuran,
metaflumizone, thibendiamide, chlorantraniliprole, indoxacarb, pyridalyl,
pyrimidifen, pyrifluquinazon, milbemycin oxime, milbemycin, DEET, demiditraz,
amitraz, fipronil, insect growth regulator, permethrin, and pyrethrin, or mixtures

thereof.

10.  The pharmaceutical or veterinary composition of Claim 9 wherein said

additional veterinary agent is milbemygcin oxime.

11.  The pharmaceutical or veterinary composition of Claim 9 wherein said

additional veterinary agent is moxidectin.

12.  Use of a compound in any one of Claims 1-11 for preparing a medicament.

13.  Use of a compound of any one of Claims 1 to 6 in the manufacture of a

medicament for the treatment or control of a parasitic infection or infestation in an

animal comprising administering said medicament to the animal.

14.  The use according to claim 13 wherein the animal is a companion animal or

livestock.

15. The use according to claim 13 wherein the companion animal is dog.

16.  The use according to claim 13 wherein livestock is cattle.
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17.  The use according to claim 13 wherein the animal is a bird.

18.  The use according to claim 13 wherein the animal is a fish.

19.  The use according to any one of ¢laims 13 to 18 wherein the compound is

administered topically, orally, or by injection.

20. The use according to any one of claims 13-18 wherein the compound is

admininstered topically.

21.  The use according to any one of claims 13-18 wherein the compound is

administered orally.
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DERIVADOS DE ISOXAZOLINA COMO AGENTES ANTIPARASITARIOS

CAMPO DE LA INVENCION

La presente invencidn se refiere a derivados de isoxazolina que tienen
actividad parasiticida. Los compuestos de interés son derivados de isoxazolina
sustituidos con fenilazetidinas, naftilazetidinas o heteroarilazetidinas. La
invencion también se refiere a composiciones y procedimientos de uso de los
mismos.

ANTEDECENTES

Existe una necesidad de agentes antiparasitarios mejorados para su uso
con mamiferos y en particular existe una necesidad de insecticidas y acaricidas
mejorados. Ademdas existe una necesidad de productos orales y tépicos
mejorados con administracion conveniente que contengan uno o mas de tales
agentes antiparasitarios que puedan usarse para tratar eficazmente
ectoparasitos, tales como insectos (por ejemplo, pulgas, piojos y moscas) y
acaridos (por ejemplo, acaros Yy garrapatas). Tales productos serian
particularmente utiles para el tratamiento de animales de compafia, tales como
gatos, perros, llamas y caballos, y ganado, tal como vacas, bisontes, cerdos,
ovejas y cabras.

Los compuestos actualmente disponibles para tratamiento insecticida y
acaricida de animales de compafia y ganado no siempre demuestran buena
actividad, buena rapidez de accion o una larga duracién de accion. La mayoria
de los tratamientos contienen compuestos quimicos peligrosos que pueden
tener graves consecuencias, incluyendo letalidad de ingestion accidental. A las

personas que aplican estos agentes generalmente se les recomienda limitar su
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exposicién. Se han usado collares y etiquetas de mascotas para superar
algunos problemas, pero estos son susceptibles de masticacion, ingestion y
efectos toxicologicos al mamifero. Por lo tanto, los tratamientos actuales
consiguen diversos grados de éxito que dependen parcialmente de la toxicidad,
procedimiento de administracion y eficacia. Actualmente, algunos agentes se
estan haciendo ineficaces debido a resistencia parasitaria.

Se ha desvelado en la técnica que los derivados de isoxazolina tienen
actividad insecticida y acaricida. Por ejemplo, los documentos W0O2007/105814
(US2009/0156643), W02008/122375 y WQO2009/035004 enumeran ciertas
amidas ligadas con alquileno. Ademas, el documento WO2007/075459 desvela
fenil isoxazolinas sustituidas con heterociclos de 5 a 6 miembros. Sin embargo,
ninguna de estas indicaciones ejemplifica una fenil azetidina sustituida con
isoxazolina, ni indica la técnica anterior que tales compuestos serian Utiles
contra un espectro de especies parasitarias, independientemente de las etapas
del ciclo vital morfologicas, en animales.

A pesar de la disponibilidad de agentes antiparasitarios de amplio
espectro eficaces, sigue habiendo una necesidad de un producto mas seguro,
conveniente, eficaz y respetuoso con el medio ambiente que supere la
amenaza siempre presente del desarrollo de resistencia.

La presente invencidon supera una o mas de las diversas desventajas de
las propiedades de los compuestos existentes 0 mejora éstas. En particular la
presente invencién desarrolla nuevas fenil azetidinas sustituidas con
isoxazolina que demuestran tales propiedades.

SUMARIO

La presente invencién proporciona compuestos de Férmula (1) y Férmula
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(XX), esterecisomeros de los mismos, sales farmacéuticamente o
veterinariamente aceptables de los mismos, que actian como parasiticidas, en
particular, ectoparasiticidas; que pueden usarse por lo tanto para tratar
infeccion e infestaciébn por acaridos e insectos en animales. Ademas, la
invencion contempla el control y prevencion de endoparasitos en animales. La
presente invencion también contempla el control y tratamiento de
enfermedades portadas por garrapatas, por ejemplo, enfermedad de Lyme,
anaplasmosis canina y bovina, erliquiosis canina, rickettsiosis canina,
babesiosis bovina y canina, aborto bovino epizo6tico y teileriosis. Por lo tanto,

de acuerdo con la invencién, se proporciona un compuesto de Férmula (1)

en la que

A es fenilo, naftilo o heteroarilo en la que dicho heteroarilo contiene de 1
a 4 heteroatomos seleccionados cada uno de ellos independientemente entre
N,OyS;

cada uno de R'™, R™ y R'® es independientemente hidrégeno, halo,
hidroxilo, ciano, nitro, alquilo C¢-Cs, haloalquilo C+-Cg, alcoxi C1-Ce, alquil Co-
Cs-cicloalquilo C3-Csg, haloalcoxi C1-Cs, -C(O)NHz, -SF5 0 -S(O),R;

R? es halo, ciano, alquilo Cs-Cg, haloalquilo Cs-Cg, nitro, hidroxilo, -

C(O)NR?R®, alquenilo C,-Cs, alquinilo C,-Cs, -S(O),R u -OR;
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R® es hidrégeno, halo, hidroxilo, ciano, alquilo C;-Cs, haloalquilo C1-Cs,
alquil Co-Cs-cicloalquilo C3-Cg, -C(O)NH,, nitro, -SC(O)R, -C(O)NR?R®, alquil Co.
CsNR®R?, -NR®NRPR*, -NR?OR®, -ONR®R®, N3, -NHR*, -OR 0 -S(O),R;

R* es hidrégeno, alquilo C+-Cs, alquil Co-Ce-cicloalquilo Cs-Cs, -C(O)R®, -
C(S)R®, -C(O)NR?R®, -C(O)C(O)NR?R®, -S(0),R°®, -S(0)NR?R®, -C(NR')R>, -
C(NR’)NR?R?, fenilalquilo Co-Cs, heteroarilalquilo Co-Cs 0 heterocicloalquilo Co-
Ce;

R® es hidrégeno, alquilo C-Cs, alquenilo C,-Cs, alquil Co-Ce-cicloalquilo
C3-Ce, fenilalquilo Co-Ce, heteroarilalquilo Co-Cg 0 heterocicloalquilo Co-Ce;

R® es ciano, alquilo C;-Cg, haloalquilo C-Cs, -C(O)NR?R®, alquenilo Cy-
Cs, alquinilo C.-Cg, haloalquenilo C2-Cg 0 haloalquinilo C,-Cg;

R’ es hidrégeno, alquilo C+-Cs, hidroxilo, ciano, nitro, -S(0),R°® o alcoxi
C1-Ce;

R es alquilo Ci-Cs o cicloalquilo C3-Cs, cada uno opcionalmente
sustituido con al menos un halo;

R? es hidrdgeno, alquilo C1-Cg 0 alquil Co-Cs-cicloalquilo C3-Ce; en la que
alquilo y alquilcicloalquilo estan opcionalmente sustituidos con ciano o al menos
un sustituyente halo;

RP es hidrégeno, alquilo C+-Cs, cicloalquilo Cs-Ce, fenilalquilo Co-Cs,
heteroarilalquilo Co-C3 o heterocicloalquilo Co-C3, cada uno opcionalmente
sustituido, cuando sea quimicamente posible, con al menos un sustituyente
seleccionado entre hidroxilo, ciano, halo o -S(O)R;

R°® es alquilo C1-Ce, haloalquilo C+-Cg, haloalquil C1-Cs-cicloalquilo C3-Ce,
alquil Co-Cs-cicloalquilo C3-Cg, fenilalquilo Co-Cs, heteroarilalquilo Co-Cz 0

heterocicloalquilo Co-C3, cada uno opcionalmente sustituido con al menos un
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sustituyente seleccionado entre ciano, halo, hidroxilo, oxo, alcoxi Ci-Ceg,
haloalcoxi Ci-Cs, haloalquilo C4-Cs, -S(O),R, -SH, -S(0),NR?R®, -NR°R®, -
NR2C(O)R®, -SC(O)R®, -SCN o -C(O)NR?R®;

cada uno de R* y R® alquilo C1-Cs 0 alquil Co-Cs-cicloalquilo Cs-Cs puede
estar opcional e independientemente sustituido con al menos un sustituyente
seleccionado entre ciano, halo, hidroxilo, oxo, alcoxi C1-Cg, haloalcoxi C1-Ce,
haloalquilo C+-Cs, -S(O),R®, -SH, -S(0),NR?R®, -NR?R®, -NR?C(O)R®, -SC(O)R°,
-SCN o -C(O)NR?R®; y

donde el resto R* y R® fenilalquilo Co-Cs, heteroarilalquilo Co-Cs 0
heterocicloalquilo Co-Cs puede estar ademas opcionalmente sustituido con al
menos un sustituyente seleccionado entre ciano, halo, oxo, =S, =NR’, hidroxilo,
alcoxi C+-Cg, alquilo C4-Cg, haloalquilo C1-Cs, -SH, -S(O),R y haloalcoxi C1-Cs;

n es el nimero entero 0, 1 6 2, y cuando n es 2, cada R? puede ser
idéntico o diferente entre si; y

p es el numero entero 0, 1 6 2;
estereoisémeros de los mismos, y sales farmacéutica y veterinariamente
aceptables de los mismos.

En otro aspecto de la invencion, A es fenilo, naftilo, piridinilo, pirimidinilo,
pirazolilo, imidazolil pirrolilo, furanilo, tiofenilo, triazolilo, tetrazolilo, tiazolilo,
isoxazolilo, oxazolilo, oxadiazolilo, tiadiazolilo, piridazinilo, pirazinilo,
benzofuranilo, benzotiofenilo, indolilo, bencimidazolilo, indazolilo,
benzotriazolilo, tieno[2,3-c]piridina, tieno[3,2-b]piridina y benzo[1,2,5]tiadiazol.
En otro aspecto de la invencion, A es fenilo, naftilo, piridinilo, pirimidinilo,
pirazolilo, triazolilo, tetrazolilo, tiazolilo, isoxazolilo, benzofuranilo,

benzotiofenilo, indolilo y benzo[1,2,5]tiadiazol. En otro aspecto de la invencion,



A es fenilo, naftilo, piridinilo, pirazolilo, triazolilo, isoxazolilo, benzofuranilo y
benzo[1,2,5]tiadiazol. En otro aspecto de la invenciéon, A es fenilo, naftilo,
piridinilo, pirazolilo y benzo[1,2,5]tiadiazol. En otro aspecto de la invencién, A
es fenilo, piridinilo, naftiio o benzo[1,2,5]tiadiazol. En otro aspecto de la
invencion A es fenilo o piridinilo. En otro aspecto de la invencion A es fenilo. En
otro aspecto de la invencion A es piridinilo. En otro aspecto de la invencién, A
es naftilo. En otro aspecto mas de la invencién, A es benzo[1,2,5]tiadiazol.

En otro aspecto de la invencién son compuestos de Férmula (2), (3), (4),

(5)y (6)

En otro aspecto mas de la invencién son compuestos de Foérmula (2a),

(2b), (2¢), (2d), (2e), (2f), (3a), (4a), (4b), (5a), (6a) y (6b).



En otro aspecto mas de la invencién son compuestos de Formula (2a),



(2b), (2¢), (2d), (6a) y (6b).

En otro aspecto méas de la invencién son compuestos de Férmula

(2a)

En otro aspecto mas de la invencién son compuestos de Férmula

(2b)



En otro aspecto mas de la invencién son compuestos de Férmula

(2c)

5 En otro aspecto mas de la invencién son compuestos de Férmula
(2d)

En otro aspecto méas de la invencién son compuestos de Férmula
(6a)

10
En otro aspecto mas de la invencién son compuestos de Férmula

(6b)
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En otro aspecto de la invencién, cada uno de R'® R™ y R' se
seleccionan independientemente entre hidrégeno, halo, hidroxilo, ciano, alquilo
C4-Ce, haloalquilo C41.Cs, alquil Co-Cs-cicloalquilo C3-Cs, -S(O)sR y -SFs. En otro
aspecto mas de la invencién, cada uno de R'™, R'™ y R'® se seleccionan
independientemente entre hidrogeno, halo, hidroxilo, ciano, haloalquilo C1.Cg, y
alquil Co.Cs-cicloalquilo C3.Cs. En otro aspecto mas de la invencién, cada uno
de R™ R' y R'® se seleccionan independientemente entre hidrégeno, halo,
hidroxilo, ciano y haloalquilo C1.Cs. En otro aspecto mas de la invencion, cada
uno de R' R™ y R'®se seleccionan independientemente entre hidrégeno, flor,
cloro, bromo, ciano y haloalquilo C1.Cs. En otro aspecto mas de la invencion,
cada uno de R'? R'® y R' se seleccionan independientemente entre hidrégeno,
flaor, cloro, bromo, y haloalquilo C1.Cs. En otro aspecto mas de la invencién,
cada uno de R'? R'® y R' se seleccionan independientemente entre hidrégeno,
fldor, cloro, bromo y -CFs. En otro aspecto més de la invencion, cada uno de
R' R™ y R'®se seleccionan independientemente entre hidrégeno, fltor, cloro y
-CF3.

En otro aspecto més de la invencion, el nimero entero de n de (R%), es
2, Cuando el nimero entero n es 2, entonces cada R? puede ser idéntico o
diferente entre si. En otro aspecto mas de la invencion, el nimero entero n de
(R%), es 1. En otro aspecto mas de la invencion, el nimero entero n de (R?), es

0.
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En otro aspecto mas de la invencién, R? se selecciona entre halo, ciano,
alquilo C4-Cg, haloalquilo C+-Cs, hidroxilo, -C(O)NR?R®, alquenilo C,-Cs u -OR.
En otro aspecto mas de la invencién, R? se selecciona entre halo, ciano, alquilo
C+-Cs, haloalquilo C1-Cs, hidroxilo, -C(O)NR®R® u -OR. En otro aspecto mas de
la invencién, R? se selecciona entre halo, ciano, alquilo Cs-Ce, -C(O)NR?R®, o
hidroxilo. En otro aspecto mas de la invencién, R? se selecciona entre halo,
ciano, -C(O)NR?R®, o hidroxilo. En otro aspecto mas de la invencién, R? se
selecciona entre ciano o -C(O)NR?RP o hidroxilo. En otro aspecto mas de la
invencién, R? se selecciona entre ciano. En otro aspecto méas de la invencion,
R? se selecciona entre -C(O)NR®R®.

En otro aspecto de la invencién, R® es hidrégeno, halo, hidroxilo, ciano,
alquilo C4-Cg, haloalquilo C+-Cg, alquil Cop-Cs-cicloalquilo C3-Cg, -C(O)NH,, -
SC(O)R, -C(O)NR?R®, alquil Co.CsNR?R*, -NR®NRPR*, -NR?OR®, -ONR?R®, N3, -
NHR*, -OR o -S(0),R. En otro aspecto mas de la invencién, R® es hidrégeno,
halo, hidroxilo, ciano, alquilo C1-Cg, haloalquilo C+-Ce, alquil Co-Cs-cicloalquilo
Cs-Cs, -C(O)NH,, -C(O)NR2RP, alquil Co.CsNR?R*, -NR®NRPR*, -NR?OR®, -
ONR?R®, N3, -NHR* o0 -S(O),R. En otro aspecto mas de la invencion, R® es
hidrégeno, halo, hidroxilo, ciano, alquilo C+-Ce, haloalquilo C1-Cs, alquil Co-Cs-
cicloalquilo C3-Cs, -C(O)NH,, -C(O)NR?R®, alquil Co.CsNR?R*, -NR®NRPR?, -
NHR*, N3 o -S(O),R. En otro aspecto mas de la invencién, R® es hidrégeno,
halo, hidroxilo, ciano, alquilo C1-Cg, haloalquilo C+-Ce, alquil Co-Cs-cicloalquilo
Cs-Cs, -C(O)NHz, -C(O)NR?R®, -NHR*, N3 0 -S(O),R. En otro aspecto més de la
invencién, R® es hidrégeno, halo, hidroxilo, ciano, alquilo C;-Cs, haloalquilo C;-
Cs, alquil Cp-Cs-cicloalquilo C3-Cg, -C(O)NH2 0 N3.

En otro aspecto mas de la invencién, R® es hidrégeno, halo, hidroxilo,
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ciano, alquilo Ci-Cg, haloalquilo Ci-C¢ 0 Nz. En otro aspecto mas de la
invencion, R® es hidrégeno, halo, hidroxilo, ciano, alquilo C1-C¢ 0 N3. En otro
aspecto mas de la invencién, R® es hidrégeno, halo, hidroxilo, ciano o N3. En
otro aspecto mas de la invencién, R® es hidrégeno, fllor, cloro, bromo, N,
hidroxilo o ciano. En otro aspecto mas de la invencién, R® es hidrégeno, fltor,
N3, hidroxilo o ciano. En otro aspecto mas de la invencion, R® es hidrégeno. En
otro aspecto mas de la invencién, R® es fltor. En otro aspecto mas de la
invencion, R® es cloro. En otro aspecto mas de la invencién, R® es hidroxilo. En
otro aspecto méas de la invencién, R® es ciano. En otro aspecto méas de la
invencion, R® es N.

En otro aspecto de la invencién, R* es alquilo Ci-Ce, alquil Co-Ce-
cicloalquilo C3-Cs, -C(O)R?, -C(S)R®, -C(O)NR?R?®, -C(O)C(O)NR?R?, -S(O),R", -
S(0):NR?R°, -C(NR’)R®, -C(NR’)NR®R°, heteroarilalquilo  C¢-Cs ©
heterocicloalquilo Co-Cs; donde cada uno de R* y R® alquilo C4-Cs 0 alquil Co-
Ce-cicloalquilo C3-Ce puede estar opcional e independientemente sustituido
como se describe en el presente documento, y donde cada uno de los
sustituyentes R?, R, R* y R® puede estar opcional e independientemente
sustituido como se describe en el presente documento. En otro aspecto mas de
la invencion, R* es -C(O)R®, -C(O)NR?R®, -S(0),R°, -C(S)R®, -S(0).NR?R®, -
C(NR’)R® 0 -C(NR’)NR®R®, y donde cada uno de los sustituyentes R?, R®y R®
puede estar opcional e independientemente sustituido como se describe en el
presente documento.

En otro aspecto mas de la invencién, R* es -C(O)R° o -C(O)NR®R®, y
donde cada uno de los sustituyentes R® y R° puede estar opcional e

independientemente sustituido como se describe en el presente documento.
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En otro aspecto mas de la invencién, cuando R* es -C(O)R?®, entonces
R® es hidrégeno, alquilo C+-Cg, alquil Co-Cs-cicloalquilo Cs-Cs, fenilalquilo Co-
Cs, heteroarilalquilo Co-Cg 0 heterocicloalquilo Co-Ce, donde dicho R® alquilo C-
Cs 0 alquil Co-Cs-cicloalquilo C3-Ce puede estar opcional e independientemente
sustituido con al menos un sustituyente seleccionado entre ciano, halo,
hidroxilo, oxo, alcoxi C1-Cg, haloalcoxi C4-Cg, haloalquilo C+-Cs, -S(O),R°, -SH, -
S(0),NR®R®, -NR?R®, -NR®C(O)R®, -SC(O)R®, -SCN o -C(O)NR®R®, donde
dicho resto R® fenilalquilo Co-Cs, heteroarilalquilo Co-Cg 0 heterocicloalquilo Co-
Cs puede estar ademas opcionalmente sustituido con al menos un sustituyente
seleccionado entre ciano, halo, hidroxilo, alcoxi C+-Cg, alquilo C1-Cs, haloalquilo
C1-Cs, -SH, -S(O),R y haloalcoxi Ci-Ce. Los sustituyentes R? y R® también
estan opcionalmente sustituidos con al menos un sustituyente como se define
en el presente documento.

En otro aspecto mas de la invencion, cuando R* es -C(O)R®, entonces
R® es hidrégeno, alquilo Ci-Cs, alquil Co-Ce-cicloalquilo Csz-Cs, 0
heteroarilalquilo Co-Cg, donde dichos restos alquil Co-Ce-cicloalquilo C3-Cg 0 Co.
Cealquilheteroarilo estan opcionalmente sustituidos como se define en el
presente documento.

En otro aspecto mas de la invencion, cuando R* es -C(O)R®, entonces
R® es metilo, etilo, propilo, isopropilo, isobutilo, n-butilo, t-butilo, ciclopropilo,
ciclobutilo, ciclopentilo, -CHz-ciclopropilo, -CHaz-ciclobutilo, -CHa-ciclopentilo,
-(CHy)2-ciclopropilo, -(CHy).-ciclobutilo, -(CHz)2-ciclopentilo, pirazolilo, -CHa-
pirazolilo, -(CHy)z-pirazolilo, piridinilo, -CHa-piridinilo, -(CHz)2-piridinilo, donde el
alquilo (por ejemplo, metilo, etilo y propilo), cicloalquilo (por ejemplo,

ciclopropilo y ciclobutilo) o alquilcicloalquilo (por ejemplo, -CHz-ciclopropilo y -
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(CH2)o-ciclobutilo) pueden estar opcional e independientemente sustituidos
como se define en el presente documento.

En otro aspecto mas de la invencion, cuando R* es -C(O)R®, entonces
R® es metilo, etilo, propilo, isopropilo, isobutilo, n-butilo, t-butilo, ciclopropilo,
ciclobutilo, ciclopentilo, -CHz-ciclopropilo, -CHa-ciclobutilo, -CHa-ciclopentilo,
-(CHy)2-ciclopropilo, -(CHa).-ciclobutilo, -(CHz)2-ciclopentilo, pirazolilo, -CHa-
pirazolilo, -(CHy)z-pirazolilo, piridinilo, -CHa-piridinilo, -(CHz).-piridinilo, donde el
alquilo (por ejemplo, metilo, etilo y propilo), cicloalquilo (por ejemplo,
ciclopropilo y ciclobutilo) o alquilcicloalquilo (por ejemplo, -CHz-ciclopropilo y -
(CH>)2-ciclobutilo) puede estar opcional e independientemente sustituido con al
menos un sustituyente seleccionado entre ciano, halo, hidroxilo, oxo, metoxi, -
CF3, etoxi, -S(O)pR, -SCHs, -SCH.CHs, -NH;, -NHCHjz;, -NHCH2CHs,
NH(CH.).CHs,  -NHciclopropilo,  -NHciclobutilo, = -NHCH_ciclopropilo, -
NHCHciclobutilo, -NR2C(O)R® o -C(O)NHs.

En otro aspecto mas de la invencion, cuando R* es -C(O)R®, entonces
R® es metilo, etilo, propilo, isopropilo, isobutilo, ciclopropilo, ciclobutilo,
ciclopentilo, -CHz-ciclopropilo, -CHz-ciclobutilo, -CHa-ciclopentilo, pirazolilo, -
CHaz-pirazolilo, piridinilo, -CHa-piridinilo, donde el alquilo (por ejemplo, metilo,
etilo e isopropilo), cicloalquilo (por ejemplo, ciclopropilo y ciclobutilo) o
alquilcicloalquilo (por ejemplo, -CHa-ciclopropilo) puede estar opcional e
independientemente sustituido con al menos un sustituyente seleccionado
entre ciano, halo, hidroxilo, oxo, -CF3, S(O),R, metoxi, etoxi, -SCHs, -NH>, -
NHCHj3, -NHCH>CHj3, -NHciclopropilo, -NHciclobutilo, -NHC(O)H o -C(O)NH..

En otro aspecto mas de la invencion, cuando R* es -C(O)R®, entonces

R® es metilo, etilo, propilo, isopropilo, isobutilo, ciclopropilo, ciclobutilo,
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ciclopentilo, -CHz-ciclopropilo, -CHz-ciclobutilo, -CHa-ciclopentilo, pirazolilo, -
CH.-pirazolilo, piridinilo, -CHx-piridinilo, donde el alquilo (por ejemplo, metilo,
etilo e isopropilo), cicloalquilo (por ejemplo, ciclopropilo y ciclobutilo) o
alquilcicloalquilo (por ejemplo, -CHaciclopropilo) puede estar opcional e
independientemente sustituido con al menos un sustituyente seleccionado
entre ciano, halo, hidroxilo, oxo, -CFs, metoxi, -SCH3, S(O),R, -NH>, -NHCH3, -
NHCH>CHjs, -NHciclopropilo, -NHC(O)H o -C(O)NH..

En otro aspecto mas de la invencion, cuando R* es -C(O)R?®, entonces
R® es oxetano, tiatano, azetidina, tetrahidrofurano, tetrahidrotiofeno, pirrolidina,
-CHz-oxetano, -CHa-tiatano, -CHy-azetidina o -CHs-tetrahidrofurano, cada uno
de los cuales esta opcionalmente sustituido como se define en el presente
documento. En otro aspecto mas de la invencién, cuando R* es -C(O)R®,
entonces R’ es oxetano, tiatano, azetidina, tetrahidrofurano, tetrahidrotiofeno, -
CH-oxetano, -CH-tiatano o -CHy-azetidina, cada uno de los cuales esta
opcionalmente sustituido como se define en el presente documento. En otro
aspecto mas de la invencién, cuando R* es -C(O)R®, entonces R® es oxetano,
tiatano, azetidina, -CH»-oxetano, -CHy-tiatano o -CH»-azetidina, cada uno de los
cuales esta opcionalmente sustituido como se define en el presente
documento. En otro aspecto mas de la invencién, cuando R* es -C(O)R®,
entonces R’ es oxetano, tiatano o azetidina, cada uno de los cuales esta
opcionalmente sustituido como se define en el presente documento. En otro
aspecto mas de la invencién, cuando R* es -C(O)R®, entonces R® es -CH,-
oxetano, -CHy-tiatano o -CHz-azetidina, cada uno de los cuales esta
opcionalmente sustituido como se define en el presente documento.

En otro aspecto mas de la invencion, cuando R* es -C(O)R®, entonces
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R° es pirazol, imidazol, isoxazol, oxazol, isotiazol, tiazol, triazol, piridina,
piridazina, pirazina o pirimidina, cada uno de los cuales esta opcionalmente
sustituido como se define en el presente documento.

En otro aspecto mas de la invencion, cuando R* es -C(O)R®, entonces
R® es alquilo C;-Cs, alquenilo C,-Cs 0 alquil Co-Ce-cicloalquilo Cs-Cg, donde
cada uno de alquilo C1-Cg 0 alquil Cy-Cs-cicloalquilo C3-Cg esta opcionalmente
sustituido con al menos un sustituyente seleccionado entre ciano, halo,
hidroxilo, -S(O),R°, alcoxi C4-Cs, -S(O),NR*R® o -SC(O)R®; pirazol, piridina,
oxazol, piridazina, triazol, azetidina, tiatano, donde cada resto heterociclo o
heteroarilo estd opcionalmente sustituido adicionalmente con al menos un
sustituyente seleccionado entre fluor, hidroxilo, metilo y oxo;

donde p, R?, R y R® son como se definen en el presente documento.

En otro aspecto mas de la invencién, cuando R* es -C(O)NR®R®
entonces R? es hidrégeno, metilo, etilo, propilo, isopropilo, ciclopropilo,
ciclobutilo, ciclopentilo, -CHz-ciclopropilo, -CHa-ciclobutilo, -CHz-ciclopentilo, -
(CH>)2-ciclopropilo, -(CHy).-ciclobutilo o -(CHa).-ciclopentilo; donde el alquilo
(por ejemplo metilo y propilo), cicloalquilo (por ejemplo, ciclopropilo y
ciclopentilo) o el alquilcicloalquilo (por ejemplo, -CHa-ciclopropilo, -CHa-
ciclopentilo y -(CHy)ociclobutilo) estan opcionalmente sustituidos con ciano o al
menos un sustituyente halo; y R® es como se define en el presente documento.

En otro aspecto mas de la invencién, cuando R* es -C(O)NR®R?®
entonces R? es hidrégeno, metilo, etilo, propilo, isopropilo, ciclopropilo,
ciclobutilo, ciclopentilo, -CHz-ciclopropilo, -CHa-ciclobutilo, -CHz-ciclopentilo;
donde el alquilo (por ejemplo metilo y propilo), cicloalquilo (por ejemplo,

ciclopropilo y ciclopentilo), o el alquilcicloalquilo (por ejemplo, -CHa-ciclopropilo
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y -CHa-ciclopentilo) estan opcionalmente sustituidos con ciano o al menos un
sustituyente halo; y R® es como se define en el presente documento.

En otro aspecto mas de la invencién, cuando R* es -C(O)NR®R®
entonces R? es hidrégeno o metilo y R® se selecciona entre hidrégeno, metilo,
etilo, propilo, ciclopropilo y heterocicloalquilo Co-Cs, donde cada uno del resto
alquilo y heterocicloalquilo esta opcionalmente sustituido como se describe en
el presente documento.

En otro aspecto mas de la invencién, cuando R* es -S(0)pR°, el numero
entero p es 2 y R® es como se define en el presente documento, y dicho
sustituyente R® esta opcionalmente sustituido con al menos un sustituyente
como se define en el presente documento. En otro aspecto mas de la
invencién, cuando R* es -S(0),R°, el nimero entero p es 2, R° es alquilo C-Cg
opcionalmente sustituido con al menos un sustituyente como se define en el
presente documento. En otro aspecto mas de la invencién, cuando R* es -
S(0),R®, el nimero entero p es 2, R® es alquilo C1-Cg¢ opcionalmente sustituido
con al menos un sustituyente seleccionado entre ciano o halo. En otro aspecto
més de la invencién, cuando R* es -S(0)pR®, el nimero entero p es 2 'y R® es
alquilo C4-Ce.En otro aspecto méas de la invencién, cuando R* es -S(0O)pRS, el
nimero entero p es 2 y R® es metilo, etilo, propilo, o isopropilo. En otro aspecto
més de la invencién, cuando R* es -S(0)pR®, el nimero entero p es 2 y R® es
metilo o etilo.

En otro aspecto mas de la invencién, R® es ciano, alquilo C+-Csg,
haloalquilo C1-C¢ 0 -C(O)NH,. En otro aspecto mas de la invencion, R® es
ciano, alquilo C4-Cg 0 haloalquilo C1.Ce. En otro aspecto mas de la invencién,

R® es ciano, metilo, etilo o haloalquilo C1.Cs. En otro aspecto mas de la
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invencién, R® es ciano, metilo o haloalquilo C1.Ce. En otro aspecto mas de la
invencién, R® es ciano o haloalquilo C1.Ce. En otro aspecto mas de la invencion,
R® es haloalquilo C1.Cs. En otro aspecto mas de la invencién, R® es -CF3, -
CHF,, -CHaF y -CF»Cl. En otro aspecto mas de la invencién, R® es -CF3, -CHF»
y -CH3F. En otro aspecto mas de la invencién, R® es -CFs.

En otro aspecto mas de la invencion, R es metilo, etilo, propilo,
isopropilo, ciclopropilo, ciclobutilo, o ciclopentilo. En otro aspecto mas de la
invencion, R es metilo, etilo, isopropilo, ciclopropilo o ciclobutilo.

En otro aspecto mas de la invencién, R* es hidrégeno, metilo, etilo,
propilo, isopropilo o isobutilo, cada resto alquilo esta opcionalmente sustituido
como se define en el presente documento. En otro aspecto mas de la
invencion, R?* es hidrégeno, metilo, etilo, propilo o isopropilo, cada resto alquilo
esta opcionalmente sustituido como se define en el presente documento. En
otro aspecto mas de la invencién, R? es hidrégeno, metilo o etilo, cada alquilo
esta opcionalmente sustituido como se define en el presente documento.

En otro aspecto mas de la invencién, R* es hidrégeno, metilo, etilo,
propilo, isopropilo, isobutilo, ciclopropilo, ciclobutilo, ciclopentilo, -CH»-
ciclopropilo o -CHa-ciclobutilo, cada resto alquilo, cicloalquilo y alquilcicloalquilo
esta opcionalmente sustituido como se define en el presente documento. En
otro aspecto mas de la invencion, R* es hidrégeno, metilo, etilo, propilo,
isopropilo, ciclopropilo, ciclobutilo, -CHz-ciclopropilo o -CHa-ciclobutilo, cada
resto alquilo, cicloalquilo y alquilcicloalquilo esta opcionalmente sustituido como
se define en el presente documento. En otro aspecto mas de la invencion, R?
es hidrogeno, metilo, etilo, isopropilo, ciclopropilo, ciclobutilo, -CH»-ciclopropilo

o -CHa-ciclobutilo, cada resto alquilo, cicloalquilo y alquilcicloalquilo esta
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opcionalmente sustituido como se define en el presente documento.

En otro aspecto de la invencion, R°® es hidrégeno, alquilo C+-Cs,
cicloalquilo C3.Cg, fenilalquilo Co-C3 o heteroarilalquilo Co.Cz. En otro aspecto
mas de la invencién, R° es hidrogeno, alquilo C;-Ce, cicloalquilo C3-Cg 0
heteroarilalquilo Co.Cs. En otro aspecto mas de la invencién, R® es hidrogeno,
alquilo C4-Cg o cicloalquilo Cs-Cs. En otro aspecto mas de la invencién, RP es
hidrégeno, metilo, etilo, isopropilo, propilo, isobutilo, ciclopropilo o ciclobutilo.

En otro aspecto de la invencién, son compuestos de Férmula (1)
seleccionados entre:
1-(8-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ifenil)azetidin-1-il)etanona;
ciclopropil(3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-iljmetanona;
3-fluoro-N-metil-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)azetidin-1-carboxamida;
N-etil-3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-carboxamida;
N-ciclopropil-3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-carboxamida;
ciclopropil(3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-iljmetanona;
1-(3-(4-(5-(8,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-metilpropan-1-ona;
3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-fluoro-

N-metilazetidin-1-carboxamida;
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3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-N-etil-3-
fluoroazetidin-1-carboxamida;
N-ciclopropil-3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-carboxamida;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)propan-1-ona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)butan-1-ona;
2-ciclopropil-1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)etanona;
3-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3-oxopropanonitrilo;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metoxietanona;
ciclobutil(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-illmetanona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
N-ciclopropil-3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-carboxamida;

3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-
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3-fluoro-N-metilazetidin-1-carboxamida;
3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-
N-etil-3-fluoroazetidin-1-carboxamida;
3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-
3-fluoroazetidin-1-carboxamida;
ciclopropil(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-hidroxiazetidin-1-il)metanona;
ciclobutil(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-hidroxiazetidin-1-il)metanona;
3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoro-N-metilazetidin-1-carboxamida;
3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-N-etil-3-fluoroazetidin-1-carboxamida;
N-ciclopropil-3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-carboxamida;
3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-N-etil-3-hidroxiazetidin-1-carboxamida;
N-ciclopropil-3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-hidroxiazetidin-1-carboxamida;
3-(4-(5-(3,5-bis(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoro-N-metilazetidin-1-carboxamida;
3-(4-(5-(3,5-bis(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-N-etil-3-fluoroazetidin-1-carboxamida;
3-(4-(5-(3,5-bis(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)-N-ciclopropil-3-fluoroazetidin-1-carboxamida;
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3-(4-(5-(3,5-bis(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-N-ciclopropil-3-hidroxiazetidin-1-carboxamida;
3-(4-(5-(3-cloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-N-etil-3-hidroxiazetidin-1-carboxamida;
3-(4-(5-(3-cloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-N-etil-3-fluoroazetidin-1-carboxamida;
3-(4-(5-(3-cloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-N-ciclopropil-3-fluoroazetidin-1-carboxamida;
3-(4-(5-(3-cloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoro-N-metilazetidin-1-carboxamida;
1-(3-(4-(5-(8,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)etanona;
ciclopropil(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-illmetanona;
2-Ciclopropil-1-(3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)etanona;
3-(3-(4-(5-(3,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-3-oxopropanonitrilo;
1-(3-(4-(5-(8,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(4-(5-(8,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-metoxietanona;
1-(3-(4-(5-(8,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)propan-1-ona;

1-(3-(4-(5-(8,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
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fluoroazetidin-1-il)butan-1-ona;
5-[3,5-bis(trifluorometil)fenil]-3-{4-[1-(ciclobutilcarbonil)-3-fluoroazetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
5-[8,5-bis(trifluorometil)fenil]-3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-
illfenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
5-[8,5-bis(trifluorometil)fenil]-3-[4-(3-fluoro-1-isobutirilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(1-butiril-3-fluoroazetidin-3-il)fenil]-5-[3-cloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
5-[3-cloro-5-(trifluorometil)fenil]-3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(1-acetil-3-fluoroazetidin-3-il)fenil]-5-[3-cloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[3-(4-{5-[3-cloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-fluoroazetidin-1-il]-3-oxopropanonitrilo;
1-[(8-{4-[5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-3-
fluoroazetidin-1-il)carbonil]ciclopropanol;
1-[(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)carbonil]ciclopropanol;
3-{4-[3-fluoro-1-(metoxiacetil)azetidin-3-il[fenil}-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-1-isobutirilazetidin-3-ol;
1-butiril-3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il}fenil)azetidin-3-ol;
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5-[3,5-bis(trifluorometil)fenil]-3-{4-[ 1-(ciclopropilacetil)-3-fluoroazetidin-3-il]fenil}-
5-(trifluorometil)-4,5-dihidroisoxazol;
2-[3-(4-{5-[3,5-bis(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-fluoroazetidin-1-il]-2-oxoetanol;
5-[3-cloro-5-(trifluorometil)fenil]-3-(4-{3-fluoro-1-[(metiltio)acetil]azetidin-3-
il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
5-[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-(ciclobutilcarbonil)-3-fluoroazetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
3-[3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il}fenil)-3-fluoroazetidin-1-il]-3-oxopropanamida;
3-[3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il}fenil)-3-fluoroazetidin-1-il]-3-oxopropanamida;
1-[(8-fluoro-3-{4-[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-il)carbonil]ciclopropanol;
5-(8,5-diclorofenil)-3-{4-[3-fluoro-1-(3-metilbutanoil)azetidin-3-il]fenil}-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-(4-{3-fluoro-1-[(metiltio)acetil]azetidin-3-il}fenil)-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-ilfenil}-
1-propionilazetidin-3-ol;
5-[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
5-(8,5-dicloro-4-fluorofenil)-3-{4-[3-fluoro-1-(1H-pirazol-3-ilcarbonil)azetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;

4-{2-[3-(4-{5-[3,5-bis(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
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il}fenil)-3-fluoroazetidin-1-il]-2-oxoetil}piridina;
5-[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-(ciclopropilacetil)-3-fluoroazetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
5-[8,4-dicloro-5-(trifluorometil)fenil]-3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]fenil}-5-[3,4-dicloro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(1-acetil-3-fluoroazetidin-3-il)fenil]-5-[3,4-dicloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
5-[8,4-dicloro-5-(trifluorometil)fenil]-3-[4-(3-fluoro-1-isobutirilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il}fenil)-3-fluoroazetidin-1-il]-3-oxopropanonitrilo;
4-[(8-fluoro-3-{4-[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-il)carbonil]piridina;
5-[3,5-bis(trifluorometil)fenil]-3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[1-(ciclopentilcarbonil)-3-fluoroazetidin-3-illfenil}-5-[3,4-dicloro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol;
5-[3,4-dicloro-5-(trifluorometil)fenil]-3-(4-{3-fluoro-1-[(metiltio)acetil]azetidin-3-
il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
1-(ciclopropilcarbonil)-3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il]fenil}azetidin-3-ol;
(3-(2-bromo-4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)-3-fluoroazetidin-1-il)(ciclopropil)metanona;



10

15

20

25

26

2-(1-(ciclopropanocarbonil)-3-fluoroazetidin-3-il)-5-(5-(3,4,5-triclorofenil)-5-

(trifluorometil)-4,5-dihidroisoxazol-3-il)benzonitrilo;

5-(8-cloro-5-(trifluorometil)fenil)-3-(4-(3-fluoro-1-(metilsulfonil)azetidin-3-il)fenil)-

5-(trifluorometil)-4,5-dihidroisoxazol;
3-(2-bromo-4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-1-(ciclopropanocarbonil)azetidin-3-carbonitrilo;
1-(ciclopropanocarbonil)-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-3-carbonitrilo;
1-(3-(4-(5-(8,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-metilpropan-1-ona;
2-metil-1-(3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)propan-1-ona;
Ciclopropil(3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)metanona;
Ciclopropil(3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)metanona;
1-(3-(4-(5-(8,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ifenil)azetidin-1-il)etanona;
1-(3-(4-(5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ifenil)azetidin-1-il)etanona;
1-isobutiril-3-{4-[5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

illfenil}azetidin-3-ol;

3-{4-[3-fluoro-1-(8,3,3-trifluoropropanoil)azetidin-3-il[fenil}-5-(3,4,5-triclorofenil)-

5-(trifluorometil)-4,5-dihidroisoxazol;

3-{4-[1-(ciclopropilacetil)-3-fluoroazetidin-3-il[fenil}-5-(3,4,5-triclorofenil)-5-
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(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(1-butiril-3-fluoroazetidin-3-il)fenil]-5-(3,4,5-triclorofenil)-5- (trifluorometil)-
4,5-dihidroisoxazol;
3-[4-(3-fluoro-1-isobutirilazetidin-3-il)fenil]-5-(3,4,5-triclorofenil)-5-(trifluorometil)-
4,5-dihidroisoxazol;
3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5-(3,4,5-triclorofenil)-5-(trifluorometil)-
4,5-dihidroisoxazol;
5-[3-cloro-5-(trifluorometil)fenil]-3-[4-(3-fluoro-1-isobutirilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
2-[3-(4-{5-[3-cloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-fluoroazetidin-1-il]-2-oxoetanol;
5-[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-(ciclopentilcarbonil)-3-fluoroazetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(1-butiril-3-fluoroazetidin-3-il)fenil]-5-[3,4-dicloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
5-(8,5-diclorofenil)-3-[4-(1-propionilazetidin-3-il)fenil]-5-(trifluorometil)-4,5-
dihidroisoxazol;
1-[(3-{4-[5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-il)carbonil]ciclopropanol;
5-(8,5-diclorofenil)-3-{4-[1-(metoxiacetil)azetidin-3-il]fenil}-5-(trifluorometil)-4,5-
dihidroisoxazol;
3-{4-[1-(ciclopropilacetil)azetidin-3-il]fenil}-5-[3,4-dicloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(1-acetilazetidin-3-il)fenil]-5-[3,4-dicloro-5-(trifluorometil)fenil]-5-

(trifluorometil)-4,5-dihidroisoxazol;
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5-[8,4-dicloro-5-(trifluorometil)fenil]-3-[4-(1-propionilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(1-butirilazetidin-3-il)fenil]-5-[3-cloro-5-(trifluorometil)fenil]-5-(trifluorometil)-
4,5-dihidroisoxazol;
3-[4-(1-butirilazetidin-3-il)fenil]-5-[3,4-dicloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
2-[3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il}fenil)azetidin-1-il]-2-oxoetanol;
1-{[3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il}fenil)azetidin-1-ilcarbonil}ciclopropanol;
5-[8,4-dicloro-5-(trifluorometil)fenil]-3-(4-{1-[(metiltio)acetil]azetidin-3-il}fenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
5-[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-(ciclopropilacetil)azetidin-3-il]fenil}-5-
(trifluorometil)-4,5-dihidroisoxazol;
5-[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-(metoxiacetil)azetidin-3-il]fenil}-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il}fenil)azetidin-1-il]-3-oxopropanonitrilo;
1-{[3-(4-{5-[3-cloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilfenil)azetidin-1-iljcarbonil}ciclopropanol;
5-[8,4-dicloro-5-(trifluorometil)fenil]-3-{4-[1-(metoxiacetil)azetidin-3-il]fenil}-5-
(trifluorometil)-4,5-dihidroisoxazol;
5-[3-cloro-5-(trifluorometil)fenil]-3-[4-(1-propionilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;

3-[4-(1-butirilazetidin-3-il)fenil]-5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
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dihidroisoxazol;
5-[3-cloro-5-(trifluorometil)fenil]-3-[4-(1-isobutirilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
1-[(3-{4-[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-il)carbonil]ciclopropanol;
3-[4-(1-propionilazetidin-3-il)fenil]-5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol;
3-(4-{1-[(metiltio)acetil]azetidin-3-il}fenil)-5-(3,4,5-triclorofenil)-5-(trifluorometil)-
4,5-dihidroisoxazol;
3-{4-[1-(metoxiacetil)azetidin-3-il]fenil}-5-(3,4,5-triclorofenil)-5-(trifluorometil) -
4,5-dihidroisoxazol;
3-{4-[1-(ciclopropilacetil)azetidin-3-il]fenil}-5-(3,4,5-triclorofenil)-5-(trifluorometil)-
4,5-dihidroisoxazol;
5-(3,5-dicloro-4-fluorofenil)-3-(4-{1-[(metiltio)acetil]azetidin-3-il}fenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
5-(3,5-dicloro-4-fluorofenil)-3-{4-[1-(metoxiacetil)azetidin-3-il]fenil}-5-
(trifluorometil)-4,5-dihidroisoxazol;
1-[(8-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-il)carbonil]ciclopropanol;
5-(3,5-dicloro-4-fluorofenil)-3-[4-(1-propionilazetidin-3-il)fenil]-5-(trifluorometil)-
4,5-dihidroisoxazol;
5-(3,5-dicloro-4-fluorofenil)-3-[4-(1-isobutirilazetidin-3-il)fenil]-5-(trifluorometil)-
4,5-dihidroisoxazol;
5-(8,5-dicloro-4-fluorofenil)-3-(4-{1-[(3,3-difluoroazetidin-1-il)carbonil]-3-

fluoroazetidin-3-il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
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3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-ilfenil}-
1-(8,3,3-trifluoropropanoil)azetidin-3-ol;
5-[3,4-dicloro-5-(trifluorometil)fenil]-3-{4-[3-fluoro-1-(3,3,3-
trifluoropropanoil)azetidin-3-illfenil}-5-(trifluorometil)-4,5-dihidroisoxazol,
5-(8,5-dicloro-4-fluorofenil)-3-(4-{3-fluoro-1-[(4-metil-1,3-oxazol-5-
il)carbonillazetidin-3-il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol,
N-[2-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-2-oxoetiljformamida;
4-[(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilJfenil}-3-fluoroazetidin-1-il)carbonil]piridazina;
1-[2-(83-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-2-oxoetil]-1H-1,2,4-triazol;
5-(3,5-dicloro-4-fluorofenil)-3-(4-{3-fluoro-1-[(metilsulfonil)acetil]azetidin-3-
il}ffenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
5-(8,5-dicloro-4-fluorofenil)-3-{4-[3-fluoro-1-(1H-pirazol-1-ilacetil)azetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
5-(8,5-dicloro-4-fluorofenil)-3-{4-[3-fluoro-1-(1,3-oxazol-5-ilcarbonil)azetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
5-(8,5-dicloro-4-fluorofenil)-3-{4-[1-(2,2-difluoropropanoil)-3-fluoroazetidin-3-
illfenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
1-{[3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il}fenil)-3-fluoroazetidin-1-iljcarbonil}azetidin-3-ol;
1-(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-2-metil-1-oxopropan-2-ol;

3-[4-(1-but-3-enoil-3-fluoroazetidin-3-il)fenil]-5-(3,5-dicloro-4-fluorofenil)-5-



10

15

20

25

31

(trifluorometil)-4,5-dihidroisoxazol;
2-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-N,N-dimetil-2-oxoetanosulfonamida;
5-(8,5-dicloro-4-fluorofenil)-3-[4-(3-fluoro-1-{[(trifluorometil)tio]acetil}azetidin-3-
il)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol,
5-(3,5-dicloro-4-fluorofenil)-3-{4-[3-fluoro-1-(2-metoxipropanoil)azetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
5-(8,5-dicloro-4-fluorofenil)-3-(4-{1-[(2,2-difluorociclopropil)carbonil]-3-
fluoroazetidin-3-il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
3-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-2-metil-3-oxopropan-1-ol;
(2S)-4-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-4-oxobutan-2-ol;
4-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-4-oxobutan-2-ol;
3-{4-[3-cloro-1-(ciclopropilcarbonil)azetidin-3-il[fenil}-5-(3,5-dicloro-4-fluorofenil)-
5-(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[3-cloro-1-(ciclopropilcarbonil)azetidin-3-illfenil}-5-[3,4-dicloro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol;
5-(8-clorofenil)-3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]fenil}-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[5-(3-cloro-4,5-difluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-ilfenil}-
1-(ciclopropilcarbonil)-azetidin-3-ol;
3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]fenil}-5-[3,4-difluoro-5-

(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol;
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(2S)-1-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-1-oxopropan-2-ol;
(2R)-1-(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-1-oxopropan-2-ol;
(2S)-4-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-4-oxobutan-2-ol;
5-(3,5-dicloro-4-fluorofenil)-3-(4-{3-fluoro-1-[(metilsulfinil)acetil]azetidin-3-
il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[3-azido-1-(ciclopropilcarbonil)azetidin-3-il]fenil}-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(8-azido-1-propionilazetidin-3-il)fenil]-5-(3,4,5-triclorofenil)-5-(trifluorometil)-
4,5-dihidroisoxazol;

etanotioato de  S-[2-(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il]fenil}-3-fluoroazetidin-1-il)-2-oxoetilo];
5-(3-fluorofenil)-3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5-(trifluorometil)-4,5-
dihidroisoxazol;

5-(8-clorofenil)-3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5- (trifluorometil)-4,5-
dihidroisoxazol;
5-(3,4-diclorofenil)-3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5-(trifluorometil)-
4,5-dihidroisoxazol;
3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]fenil}-5-(trifluorometil)-5-[ 3-
(trifluorometil)fenil]-4,5-dihidroisoxazol;
5-(8-cloro-5-fluorofenil)-3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]fenil}-5-
(trifluorometil)-4,5-dihidroisoxazol;

3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]fenil}-5-(3,4-difluorofenil)-5-
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(trifluorometil)-4,5-dihidroisoxazol;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
3-{4-[1-(azetidin-1-ilcarbonil)-3-fluoroazetidin-3-illfenil}-5-(3,5-diclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[1-(azetidin-1-ilcarbonil)-3-fluoroazetidin-3-illfenil}-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[1-(azetidin-1-ilcarbonil)-3-fluoroazetidin-3-il]fenil}-5-(3,5-dicloro-4-
fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
1-(ciclopropilcarbonil)-3-{4-[(5R)-5-[3,4-dicloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol-3-ilJfenil}azetidin-3-ol;
5-(8,5-dicloro-4-fluorofenil)-3-[4-(3-fluoro-1-isobutirilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
{[2-(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-2-oxoetil]sulfonil}acetonitrilo;
1-(8-{4-[5-(8,5-Dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
fenil}-3-fluoro-azetidin-1-il)-3-metanosulfonil-propan-1-ona;
1-(8-{4-[5-(8,5-Dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
fenil}-3-fluoro-azetidin-1-il)-2-(2,2,2-trifluoro-etanosulfonil)-etanona;
Dimetilamida del acido 2-(3-{4-[5-(3,5-dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-
dihidro-isoxazol-3-il]-fenil}-3-fluoro-azetidin-1-il)-2-oxo-etanosulfonico;
2-Bencenosulfonil-1-(3-{4-[5-(8,5-dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-
dihidro-isoxazol-3-il]-fenil}-3-fluoro-azetidin-1-il)-etanona;
1-(3-{4-[5-(8,5-Dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-

fenil}-3-fluoro-azetidin-1-il)-2-metanosulfonil-propan-1-ona;



10

15

20

25

34

(1-Ciclopropanocarbonil-3-{4-[5-(8,4-dicloro-5-trifluorometil-fenil)-5-trifluorometil-
4,5-dihidro-isoxazol-3-il]-fenil}-azetidin-3-il)-amida del acido
ciclopropanocarboxilico;
(3-Amino-3-{4-[5-(3,4-dicloro-5-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-
isoxazol-3-il]-fenil}-azetidin-1-il)-ciclopropil-metanona;
3-fluoro-3-{4-[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-carboxamida;
N-ciclopropil-3-{4-[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-carboxamida;
N-ciclopropil-3-{4-[5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-carboxamida;
3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-hidroxi-N-propilazetidin-1-carboxamida;
3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-hidroxi-N,N-dimetilazetidin-1-carboxamida;
N-etil-3-{4-[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-carboxamida;
3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-
N-metilazetidin-1-carboxamida;
3-(4-{5-[8,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-N-metilazetidin-1-carboxamida;
3-{4-[5-(8,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il[fenil}-N-
etilazetidin-1-carboxamida;
3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-

N-etilazetidin-1-carboxamida;
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3-(4-{5-[3-cloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-N-metilazetidin-1-carboxamida;
3-(4-{5-[3-cloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-N-ciclopropilazetidin-1-carboxamida;
N-ciclopropil-3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il]fenil}azetidin-1-carboxamida;
N-ciclopropil-3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il}fenil)azetidin-1-carboxamida;
3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-fluoro-N-(2,2,2-trifluoroetil)azetidin-1-carboxamida;
3-fluoro-N,N-dimetil-3-{4-[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-illfenil}azetidin-1-carboxamida;
3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-fluoro-N,N-dimetilazetidin-1-carboxamida;
3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-fluoro-N-(3,3,3-trifluoropropil)azetidin-1-carboxamida;
3-(4-{5-[8,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-fluoro-N-oxetan-3-ilazetidin-1-carboxamida;
3-azido-N,N-dimetil-3-{4-[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-illfenil}azetidin-1-carboxamida;
2-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]-5-[5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-ilJbenzonitrilo;
2-(1-acetil-3-fluoroazetidin-3-il)-5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil) -
4 5-dihidroisoxazol-3-illbenzonitrilo;

5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-[3-
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fluoro-1-(3,3,3-trifluoropropanoil)azetidin-3-iljbenzonitrilo;
5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2- (3-
fluoro-1-propionilazetidin-3-il)benzonitrilo;
5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-(3-
fluoro-1-isobutirilazetidin-3-il)benzonitrilo;
5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-(3-
fluoro-1-glicoloilazetidin-3-il)benzonitrilo;
2-(1-butiril-3-fluoroazetidin-3-il)-5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-
4 5-dihidroisoxazol-3-illbenzonitrilo;
2-[1-(ciclobutilcarbonil)-3-fluoroazetidin-3-il]-5-[5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-ilJbenzonitrilo;
2-[1-(ciclopentilcarbonil)-3-fluoroazetidin-3-il]-5-[5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-iljoenzonitrilo;
5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-[3-
fluoro-1-(metoxiacetil)azetidin-3-ilJoenzonitrilo;
2-[1-(ciclopropilacetil)-3-fluoroazetidin-3-il]-5-[5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-ilJbenzonitrilo;
5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-(3-
fluoro-1-pentanoilazetidin-3-il)benzonitrilo;
5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-{3-
fluoro-1-[(metiltio)acetil]-azetidin-3-il}benzonitrilo;
2-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]-5-[5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il]piridina;
(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-

3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
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(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-
3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metilpropano-1-tiona;
(1-(8-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
(1-(8-Fluoro-3-{4-[5-(8,4,5-tricloro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
fenil}-azetidin-1-il)-2-metanosulfonil-etanona; y
1-(3-{4-[5-(3,4-Dicloro-5-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-
3-il]-fenil}-3-fluoro-azetidin-1-il)-2-metanosulfonil-etanona,

estereoisémeros de los mismos y sales farmacéutica y veterinariamente
aceptables de los mismos.

En otro aspecto de la invencién, son compuestos de Férmula (1) los que
se muestra que tienen datos bioldgicos en al menos uno de los bio-ensayos
con un valor ED'®, LD'®, LD% y/o ED* de <1 pg/ml o 1 pg/mosca y se
seleccionan entre los Ejemplos 1-60, 65-70, 72-77, 82, 84-85, 87, 89, 91, 95-
101, 103-104, 106-107, 109-110, 113, 116-117, 119-121, 123-126, 128-133,
135-143, 145-146, 148, 152-155, 158, 160-165, 167-171, 173-176, 187-188,
197-199 y 200-224, estereoisomeros de los mismos y sales farmacéutica y
veterinariamente aceptables de los mismos.

En otro aspecto de la invencién, son compuestos de Formula (1) los que
se muestra que tienen datos bioldgicos en al menos uno de los bio-ensayos
con un valor ED'®, LD, LD* y/o ED®* de <0,3 ug/ml o <0,3 pg/mosca y se
seleccionan entre los Ejemplos 1-17, 19-30, 32-54, 56-60, 65-70, 72-74, 76-77,
82, 84, 87, 95-99, 103-104, 117, 131, 133, 135-143, 145-146, 148, 152-155,
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158, 160-161, 165, 167-171, 173-175, 187-188, 202-204, 206, 209-221 y 223,
estereoisémeros de los mismos y sales farmacéutica y veterinariamente
aceptables de los mismos.

En otro aspecto de la invencién, son compuestos de Férmula (1) los que
se muestra que tienen datos bioldgicos en al menos uno de los bio-ensayos
con un valor ED'®, LD'®, LD* y/o ED® de <0,1 ug/ml o <0,1 pg/mosca y se
seleccionan entre los Ejemplos 1-17, 19-21, 24, 26-30, 32-34, 36-48, 50-54, 56-
60, 65-70, 72-74, 76-77, 84, 87, 95-99, 103-104, 117, 131, 133, 135-137, 139-
143, 145-146, 148, 152-155, 158, 160, 165, 168-171, 173-175, 188, 202, 206,
209-213, 215-221 y 223, estereoisémeros de los mismos y sales farmacéutica y
veterinariamente aceptables de los mismos.

En otro aspecto de la invencién, son compuestos de Férmula (1) los que
se muestra que tienen datos bioldgicos en al menos uno de los bio-ensayos
con un valor ED'®, LD, LD* y/o ED® de <0,03 ug/ml y se seleccionan entre
los Ejemplos 1-17, 19-21, 26-28, 32-34, 36-38, 40-48, 50-54, 56, 59-60, 65-66,
68, 70, 72-74, 76, 84, 95-99, 103, 131, 133, 135, 141-143, 145-146, 155, 158,
165, 168-169, 171, 173-175, 202, 206, 209-210, 212-213, 215-216, 218-219 y
221, estereoisémeros de los mismos y sales farmacéutica y veterinariamente
aceptables de los mismos.

En otro aspecto de la invencién, son compuestos de Férmula (1) los que
se muestra que tienen datos bioldgicos en al menos uno de los bio-ensayos
con un valor ED'®, LD, LD y/o ED®® de <0,01 ug/ml 0 <0,01 pg/mosca y se
seleccionan entre los Ejemplos 1, 5, 10-12,16, 19-21, 26-28, 33-34, 38, 40, 47,
50, 52, 54, 60, 84, 95, 99, 146, 168-169, 173-175, 202 y 221, esterecisémeros

de los mismos y sales farmacéutica y veterinariamente aceptables de los
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mismos.

En otro aspecto de la invencién, son compuestos de Férmula (1) los que
se muestra que tienen datos bioldgicos en al menos uno de los bio-ensayos
con un valor ED'®, LD LD* y/o ED®® de <0,003 pg/ml y se seleccionan
entre los Ejemplos 11, 19, 40, 169 y 175, estereoisbmeros de los mismos y
sales farmacéutica y veterinariamente aceptables de los mismos.

En otro aspecto de la invencidén, son compuestos de Férmula (1)
seleccionados entre:
5-(83,5-dicloro-4-fluorofenil)-3-(4-{3-fluoro-1-[(metilsulfonil)acetil]azetidin-3-
il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
1-(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il[fenil}-3-fluoroazetidin-1-il)-2-metil-1-oxopropan-2-ol;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilfenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
5-(3,5-dicloro-4-fluorofenil)-3-[4-(3-fluoro-1-isobutirilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol; y
(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-
3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona,
estereoisomeros de los mismos y sales farmacéutica y veterinariamente
aceptables de los mismos.

En otro aspecto de la invencidén, son compuestos de Férmula (1)
seleccionados entre:
2,2-dicloro-1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)etanona;

1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
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il)fenil)-3-fluoroazetidin-1-il)-2-fluoro-2-metilpropan-1-ona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3-(metiltio)propan-1-ona
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3-(metilsulfonil)propan-1-ona;
(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-
3-fluoroazetidin-1-il)(tietan-3-il)metanona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoro-2-metilpropan-1-ona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metil-2-(metilsulfonil)propan-1-ona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfonil)propan-1-ona;
(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-
3-fluoroazetidin-1-il)(1-(metilsulfonil)ciclopropil)metanona;
5-(8,5-dicloro-4-fluorofenil)-3-(4-(3-fluoro-1-(1,1,1,3,3,3-hexafluoropropan-2-
il)azetidin-3-il)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3,3-difluoropropan-1-ona;
2-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-N-metil-2-oxoetanosulfonamida;
2-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-N-isopropil-2-oxoetanosulfonamida;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)-3-fluoroazetidin-1-il)-2-(3-hidroxiazetidin-1-il)etanona;
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1-(3-(4-(5-(8,5-dicloro-4-hidroxifenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;

(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-

3-fluoroazetidin-1-il)(tietan-2-il)metanona;
N-(1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metil-1-oxopropan-2-il)acetamida;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-mercapto-2-metilpropan-1-ona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoro-2-hidroxi-2-metilpropan-1-ona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3-hidroxi-2,2-dimetilpropan-1-ona;
3-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2,2-dimetil-3-oxopropanonitrilo;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)-3-fluoroazetidin-1-il)-3,3-difluoropropan-1-ona;

Etanotioato de  S-(1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metil-1-oxopropan-2-ilo);
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metil-2-(metiltio)propan-1-ona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metil-2-(metilsulfonil)propan-1-ona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metil-1-oxopropano-2-sulfonamida;

1-(1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
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il)fenil)-3-fluoroazetidin-1-il)-2-metil-1-oxopropan-2-il)urea;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{4-[5-(8,5-Dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
fenil}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona
(E)-N-(1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropilideno)-cianamida;
1-(8-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-metilpropan-1-ona;
3,3,3-trifluoro-1-(3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-il)propan-1-ona;
1-(8-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-(metiltio)etanona;
1-(8-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-(metilsulfinil)etanona;
1-(8-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilfenil)azetidin-1-il)-2-(metilsulfonil)etanona;
1-(8-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)azetidin-1-il)-2-(1H-pirazol-1-il)etanona;
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1-(8-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-hidroxi-2-metilpropan-1-ona; (8-Fluoro-3-{4-[5-(3,4,5-
tricloro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-fenil}-azetidin-1-il)-tietan-3-
i-metanona;
(3-fluoro-3-(4-(5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)(1-oxidotietan-3-il)metanona;
(1,1-dioxidotietan-3-il)(3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-il)metanona;
(E)-N-(1-(3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)metanona;
1-(3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;

1-(3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
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3-il)fenil)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{4-[5-(8,4-Dicloro-5-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-
il]-fenil}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)(ciclopropil)metanona;
1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
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(3-{4-[5-(3-Cloro-4-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
fenil}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-iljmetanona;
3,3,3-trifluoro-1-(3-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-il)propan-1-ona;
1-(8-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-(metiltio)etanona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-(metilsulfinil)etanona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-(metilsulfonil)etanona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;

(3-Fluoro-3-{4-[5-trifluorometil-5-(4-trifluorometil-fenil)-4,5-dihidro-isoxazol-3-il] -
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fenil}-azetidin-1-il)-tietan-3-il-metanona;

(3-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-

il)fenil)azetidin-1-il)(1-oxidotietan-3-il)metanona;

(1,1-dioxidotietan-3-il)(3-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-

4,5-dihidroisoxazol-3-il)fenil)azetidin-1-il)metanona;
(E)-N-(1-(3-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(4-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-(4-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)metanona;
1-(3-(4-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(4-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(4-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(4-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(4-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;

1-(3-(4-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{4-[5-(8,4-Difluoro-5-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-

il]-fenil}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
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(3-(4-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(4-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(4-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(4-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-metilpropan-1-ona;
(3-(4-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)(ciclopropil)metanona;
1-(3-(4-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(4-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(4-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(4-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(4-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(4-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{4-[5-(8-Cloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-fenil}-3-
fluoro-azetidin-1-il)-tietan-3-il-metanona;

(3-(4-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
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fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(4-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(4-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(4-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-metilpropan-1-ona;
(3-(4-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)(ciclopropil)metanona;
1-(3-(4-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(4-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(4-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(4-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(4-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(4-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{4-[5-(3-cloro-5-fluorofenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-fenil}-3-
fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(4-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-

fluoroazetidin-1-il)(1-oxidotietan-3-iljmetanona;
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(3-(4-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(4-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(8,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-il)metanona;
3,3,3-trifluoro-1-(3-fluoro-3-(4-(5-(trifluorometil)-5-(8,4,5-trifluorofenil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-il)propan-1-ona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(8,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-(metiltio)etanona;
1-(8-fluoro-3-(4-(5-(trifluorometil)-5-(8,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-(metilsulfinil)etanona;
1-(8-fluoro-3-(4-(5-(trifluorometil)-5-(8,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-(metilsulfonil)etanona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(8,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(8,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-Fluoro-3-{4-[5-trifluorometil-5-(3,4,5-trifluorofenil)-4,5-dihidro-isoxazol-3-il]-
fenil}-azetidin-1-il)-tietan-3-il-metanona;
(3-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)(1-oxidotietan-3-il)metanona;

(1,1-dioxidotietan-3-il)(3-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-



10

15

20

25

50

dihidroisoxazol-3-il)fenil)azetidin-1-il)metanona;
(E)-N-(1-(3-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-il)-2-metilpropilideno)cianamida;
2-(1-(ciclopropanocarbonil)-3-fluoroazetidin-3-il)-5-(5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il)benzonitrilo; y
ciclopropil(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-hidroxiazetidin-1-il)metanona, estereocisomeros de
los mismos y sales farmacéutica y veterinariamente aceptables de los mismos.
En otro aspecto de la invencion son compuestos de Férmula (1)
seleccionados entre:
1-(3-(5-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-(5-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)metanona;
1-(3-(5-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(5-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(5-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(5-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(5-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;

1-(3-(5-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
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il)piridin-2-il)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{5-[5-(8,5-Dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
piridin-2-il}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(5-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(5-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(5-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(8-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)metanona;
3,3,3-trifluoro-1-(3-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)propan-1-ona;
1-(8-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-(metiltio)etanona;
1-(8-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)azetidin-1-il)-2-(metilsulfinil)etanona;
1-(8-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-(metilsulfonil)etanona;
1-(8-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(8-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)piridin-2-il)azetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
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(3-Fluoro-3-{5-[5-(8,4,5-tricloro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
piridin-2-il}-azetidin-1-il)-tietan-3-il-metanona;
(3-fluoro-3-(5-(5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)(1-oxidotietan-3-il)metanona;
(1,1-dioxidotietan-3-il)(3-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)metanona;
(E)-N-(1-(3-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(5-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-(5-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)metanona;
1-(3-(5-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(5-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(5-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(5-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(5-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(5-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;

(3-{5-[5-(8,4-Dicloro-5-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-
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il]-piridin-2-il}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(5-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(5-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(5-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-
metilpropilideno)cianamida;
1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)(ciclopropil)metanona;
1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;

(3-{5-[5-(4-Cloro-3-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
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piridin-2-il}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-
metilpropilideno)cianamida;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)metanona;
3,3,3-trifluoro-1-(3-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)propan-1-ona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)azetidin-1-il)-2-(metiltio)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-(metilsulfinil)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-(metilsulfonil)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;

(3-Fluoro-3-{5-[5-trifluorometil-5-(3-trifluorometil-fenil)-4,5-dihidro-isoxazol-3-il] -
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piridin-2-il}-azetidin-1-il)-tietan-3-il-metanona;
(8-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)(1-oxidotietan-3-il)metanona;
(1,1-dioxidotietan-3-il)(3-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-
4,5-dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)metanona;
(E)-N-(1-(3-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(5-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-(5-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)metanona;
1-(3-(5-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(5-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(5-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(5-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(5-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(5-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-
ona;

(3-{5-[5-(8,4-Difluoro-5-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-



10

15

20

25

56

il]-piridin-2-il}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(5-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(5-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(5-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-
metilpropilideno)cianamida;
1-(3-(5-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
(3-(5-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il) piridin-2-
il)-3-fluoroazetidin-1-il)(ciclopropil)metanona;
1-(3-(5-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(5-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(83-(5-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(5-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(5-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(5-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;

(3-{5-[5-(3-Cloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-piridin-2-
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il}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(5-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il) piridin-2-
il)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(5-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il) piridin-2-
il)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(5-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(5-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
(3-(5-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il) piridin-2-
il)-3-fluoroazetidin-1-il)(ciclopropil)metanona;
1-(83-(5-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(83-(5-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(83-(5-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(83-(5-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(83-(5-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(83-(5-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{5-[5-(8-Cloro-5-fluorofenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-piridin-2-

il}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
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(3-(5-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il) piridin-2-
il)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(5-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il) piridin-2-
il)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(5-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(83-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)metanona;
3,3,3-trifluoro-1-(3-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)propan-1-ona;
1-(8-fluoro-3-(4-(5-(trifluorometil)-5-(8,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)fenil)-1,2-diazetidin-1-il)-2-(metiltio)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(8,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)azetidin-1-il)-2-(metilsulfinil)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(8,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-(metilsulfonil)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(8,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(8,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-fluoro-3-{5-[5-trifluorometil-5-(3,4,5-trifluorofenil)-4,5-dihidro-isoxazol-3-il]-
piridin-2-il}-azetidin-1-il)-tietan-3-il-metanona;

(3-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
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il)piridin-2-il)azetidin-1-il)(1-oxidotietan-3-il)metanona;
(1,1-dioxidotietan-3-il)(3-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)metanona; y
(E)-N-(1-(3-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)-2-metilpropilideno)cianamida,
estereoisémeros de los mismos y sales farmacéutica y veterinariamente
aceptables de los mismos.

En otro aspecto de la invencién, es un compuesto de Formula (XX)

R6

o)

R1b

En otro aspecto més de la invencibn es una composicibn que
comprende a) un compuesto de Formula (XX), estereoisbmeros del mismo, o
una sal veterinaria o farmacéuticamente aceptable del mismo, y (b) un
excipiente, diluyente o vehiculo veterinaria o farmacéuticamente aceptable. Las
variables R'®, R™, R, R% R* R®y n son como se definen en el presente
documento. Preferentemente, la composicion comprende una cantidad
terapéuticamente eficaz de un compuesto de Formula (XX), un esterecisémero
del mismo o una sal veterinaria o farmacéuticamente aceptable del mismo, y un
excipiente, diluyente o vehiculo veterinaria o farmacéuticamente aceptable.

En otro aspecto de la invencién, es una composicion veterinaria o
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farmacéutica que comprende a) un compuesto de Férmula (1) o Formula (XX),
estereoisomeros del mismo, o una sal veterinaria o farmacéuticamente
aceptable del mismo, y (b) un excipiente, diluyente o vehiculo veterinaria o
farmacéuticamente aceptable. Preferentemente, la composicion comprende
una cantidad terapéuticamente eficaz de un compuesto de Férmula (1) o
Formula (XX), un estereoisomero del mismo, o una sal veterinaria o
farmacéuticamente aceptable del mismo, y un excipiente, diluyente o vehiculo
veterinaria o farmacéuticamente aceptable.

La composicién puede comprender al menos un agente veterinario
adicional. Los agentes veterinarios adicionales preferidos incluyen
endoparasiticidas, endectocidas, ectoparasiticidas, insecticidas y
anthelminticos.

En otro aspecto més de la invencion esta el uso de un compuesto de
Formula (1) o Férmula (XX) para la preparacién de un medicamento.

En otro aspecto mas de la invencion esta un procedimiento para tratar
una infeccién o infestacion parasitaria en un animal que incluye la etapa de
administrar a dicho animal, que necesite dicho tratamiento, una cantidad
terapéuticamente eficaz de un compuesto de la presente invencién,
estereocisomero del mismo o sal veterinariamente o farmacéuticamente
aceptable del mismo. Los compuestos de Férmula (1) y Formula (XX),
estereoisomeros de los mismos, sales farmacéuticamente o veterinariamente
aceptables de los mismos o0 composiciones de los mismos pueden
administrarse por via oral, via tépica, via intramuscular, via subcutanea y por
inyeccién intraperitoneal. Preferentemente, el animal es un mamifero. Méas

preferentemente, el mamifero es un animal de compania o ganado.
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Preferentemente, el animal de compafiia es un perro, gato o caballo.
Preferentemente, el ganado es bovino, porcino u ovino. Preferentemente, el
animal es un ave, mas preferentemente, el ave es ave de corral
Preferentemente el animal es un pez. Los compuestos de la presente
invencion, y composiciones de los mismos, pueden administrarse al animal por
via oral, tépica y por inyeccién intramuscular, intraperitoneal y subcutanea.
Preferentemente, los compuestos de la presente invencion, y composiciones de
los mismos, pueden administrarse al animal por via oral o via topica.

En otro aspecto mas de la invencion esta un procedimiento para tratar
una infeccién o infestacion parasitaria en un animal que incluye la etapa de
administrar a dicho animal que necesite dicho tratamiento, una cantidad
terapéuticamente eficaz de un compuesto de Férmula (1) o Foérmula (XX),
estereoisémero del mismo o sal farmacéuticamente o veterinariamente
aceptable del mismo, en combinacion con al menos un agente veterinario
adicional. Los compuestos de Férmula (1) o Férmula (XX), estereoisémeros de
los mismos, sales veterinariamente o farmacéuticamente aceptables de los
mismos, solos, con un agente veterinario adicional o composicién de los
mismos, pueden administrarse al animal por via oral, via tdépica o por inyeccion
(intramuscular, intraperitoneal o subcutdnea). Los agentes veterinarios
preferidos incluyen endoparasiticidas, endectocidas, ectoparasiticidas,
insecticidas y antihelminticos.

Los compuestos de la presente invencion solos 0 en combinaciéon con un
agente veterinario adicional, pueden administrarse como (a) una composicién
veterinaria sencilla que comprende un compuesto de la presente invencién,

estereocisobmero del mismo, sal farmacéuticamente o veterinariamente
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aceptable del mismo y, opcionalmente, al menos un agente veterinario
adicional como se describe en el presente documento y un excipiente, diluyente
o vehiculo veterinariamente o farmacéuticamente aceptable; o (b) dos
composiciones veterinarias separadas que comprenden (i) una primera
composiciébn que comprende un compuesto de la presente invencion,
estereoisébmero del mismo, sal veterinariamente o farmacéuticamente
aceptable del mismo y un excipiente, diluyente o vehiculo farmacéuticamente o
veterinariamente aceptable y (i) una segunda composicion que comprende al
menos un agente veterinario adicional, como se describe en el presente
documento y un excipiente, diluyente o vehiculo veterinariamente o
farmacéuticamente aceptable. Las composiciones veterinarias o farmacéuticas
pueden administrarse simultaneamente o secuencialmente y en cualquier
orden.

En otro aspecto de la invencion estdn composiciones que comprenden
un compuesto de Férmula (1), estereoisomeros del mismo, sal farmacéutica o
veterinaria del mismo, opcionalmente, al menos un agente veterinario adicional,
que es util para el control y tratamiento de parasitos en animales.

Todas las publicaciones de patente, patentes y documentos de prioridad
indicados en el presente documento se incorporan por referencia en sus
totalidades.

DEFINICIONES

Para los fines de la presente invencion, como se describe y reivindica en
el presente documento, se definen los siguientes términos y expresiones como
se indica a continuacion:

"Agente 0 agentes veterinarios adicionales” como se describe en el
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presente documento, a menos que se indique otra cosa, se refiere a otros
compuestos y productos veterinarios o farmacéuticos que proporcionan una
cantidad terapéuticamente eficaz de dichos agentes que son Utiles para el
tratamiento de una infeccién parasitaria en un animal, como se describe en el
presente documento.

"Alcoxi", como se usa en el presente documento, a menos que se
indique otra cosa, se refiere a un resto de oxigeno que tiene un sustituyente
alquilo adicional. La porcién alquilo (es decir, el resto alquilo) de un grupo alcoxi
tiene la misma definicion que se indica a continuaciéon. Los ejemplos no
limitantes incluyen:

-OCHg, -OCH2CHgs y similares.

"Alquilo", como se usa en el presente documento, a menos que se
indique otra cosa, se refiere a radicales alcano de hidrocarburo monovalente
saturados de férmula general CnHzn.1. El radical alcano puede ser lineal o
ramificado y puede estar sin sustituir o sustituido. Por ejemplo, el término
"alquilo (C4-Cg)" se refiere a un grupo alifatico monovalente, lineal o ramificado
que contiene de 1 a 6 atomos de carbono. Los ejemplos no exclusivos de
grupos alquilo (C+-Cs) incluyen, pero sin limitacion metilo, etilo, propilo,
isopropilo, sec-butilo, t-butilo, n-propilo, n-butilo, i-butilo, s-butilo, n-pentilo, 1-
metilbutilo, 2-metilbutilo, 3-metilbutilo, neopentilo, 3,3-dimetilpropilo, 2-
metilpentilo, hexilo y similares. El resto alquilo puede estar unido al resto
quimico por uno cualquiera de los atomos de carbono de la cadena alifatica.
Los grupos alquilo estan opcionalmente sustituidos como se describe en el
presente documento.

"Alquenilo" como se usa en el presente documento, a menos que se
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indique otra cosa, se refiere a una cadena hidrocarburo alifatico lineal o
ramificada que tiene de 2 a 6 atomos de carbono y que contiene al menos un
doble enlace carbono-carbono (por ejemplo -C=C- o -C=CH,). Los ejemplos no
exclusivos de alquenilo incluyen: etenilo, 1-propenilo, 2-propenilo, isopropenilo,
1-butenilo, 2-butenilo, 3-butenilo, 2-pentenilo y similares.

"Alquinilo” como se usa en el presente documento, a menos que se
indique otra cosa, se refiere a una cadena de hidrocarburo alifatica lineal o
ramificada que tiene de 2 a 6 atomos de carbono y que contiene al menos un
triple enlace carbono-carbono (por ejemplo, -C=C- o -C=CH). Los ejemplos no
exclusivos de alquinilo incluyen: etinilo, 2-propinilo, 1-metil-2-propinilo, 2-
butinilo, 3-butinilo, 2-metil-3-butinilo y similares.

"Animal", como se usa en el presente documento, a menos que se
indique otra cosa, se refiere a un animal individual que es un mamifero, ave o
pez. Especificamente, mamifero se refiere a un animal vertebrado que es un
ser humano o no humano, que son miembros de la clase taxondmica
Mammalia. Los ejemplos no exclusivos de mamiferos no humanos incluyen
animales de companfia y ganado. Los ejemplos no exclusivos de un animal de
compania incluyen: perro, gato, llama, cabra y caballo. Los animales de
compania preferidos son perro, gato y caballo. Es méas preferido el perro. Se
prefiere igualmente un gato o caballo. Los ejemplos no exclusivos de ganado
incluyen: cerdos, camellos, conejos, cabras, ovejas, ciervos, uapitis, ganado
bovino y bisontes. El ganado preferido es el bovino. Se prefieren igualmente
cerdos. Especificamente, ave se refiere a un animal vertebrado de la clase
taxonémica Aves. Las aves tienen plumas, tienen alas, son bipedas,

endotérmicas y ponedoras de huevos. Los ejemplos no exclusivos de aves
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incluyen, aves de corral (por ejemplo, pollos, pavos, patos y gansos), todos los
cuales también se denominan en el presente documento como aves.
Especificamente, pez se refiere a la clase taxondmica Chondrichthyes (peces
cartilaginosos, por ejemplo, tiburones y rayas) y Osteichthyes (peces 6seos)
que viven en el agua, tienen agallas o la piel cubierta de moco, para poder
respirar, aletas, y pueden tener escamas. Los ejemplos no exclusivos de peces
incluyen tiburdn, salmén, trucha, corégono, bagre, tilapia, lubina, atun, fletan,
rodaballo, lenguado, platija, lubina rayada, anguilas, pez limén, mero y
similares.

"Compuestos de la presente invencion", como se usa en el presente
documento, a menos que se indique otra cosa, se refiere a compuestos de
Formula (1) o Férmula (XX), estereoisomeros de los mismos y sales veterinaria
o farmacéuticamente aceptables de los mismos.

"Cicloalquilo”, como se usa en el presente documento, a menos que se
indique otra cosa, incluye restos alquilo carbociclico completamente saturado o
parcialmente saturado. Los ejemplos no limitantes de cicloalquilos parcialmente
saturados incluyen: ciclopropeno, ciclobuteno, ciclohepteno, cicloocteno,
ciclohepta-1,3-dieno y similares. Los cicloalquilos preferidos son anillos
monociclicos saturados de 3 a 6 miembros que incluyen ciclopropilo, ciclobutilo,
ciclopentilo y ciclohexilo. El grupo cicloalquilo puede estar unido al resto
quimico mediante uno cualquiera de los atomos de carbono en el anillo
carbociclico. Los grupos cicloalquilo estan opcionalmente sustituidos con al
menos un sustituyente. Adicionalmente, cuando se usan en palabras
compuestas, tales como alquilcicloalquilo, dicho resto alquilo y cicloalquilo tiene

el mismo significado que se define en el presente documento y pueden estar
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unidos al resto quimico mediante uno cualquiera de los atomos de carbono de
la cadena alifdtica. Los ejemplos de "alquilcicloalquilo" incluyen,
metilciclopropano (-CH2-ciclopropano), etilciclopropano (-CH2CH.-
ciclopropano), metilciclobutano (-CHz-ciclobutano), etilciclobutano (-CH2CHa-
ciclobutano), metilciclohexano (-CHz-ciclohexano) y similares. Los cicloalquilos
estan opcionalmente sustituidos como se describe en el presente documento.
"Halégeno" o "halo", como se usa en el presente documento, a menos
que se indique otra cosa, se refiere a flaor, cloro, bromo y yodo. Ademas,
cuando se usan en palabras compuestas, tales como "haloalquilo”, "haloalcoxi",
"haloalquenilo” o "haloalquinilo”, dicho alquilo, alcoxi, alquenilo y alquinilo
pueden estar parcialmente o completamente sustituidos con atomos de
halégeno que pueden ser el mismo o diferentes y dicho resto alquilo, alcoxi,
alquenilo y alquinilo tiene el mismo significado que se ha indicado
anteriormente y puede estar unido al resto quimico mediante uno cualquiera de
los atomos de carbono de la cadena alifatica. Los ejemplos de "haloalquilo”
incluyen F3C-, CICH,-, CF3CH»- y CF3CCls- y similares. El término "haloalcoxi"
se define de forma andloga al término "haloalquilo". Los ejemplos de
"haloalcoxi" incluyen CF30O-, CCI3CH,0O-, HCF,CH.CH.O- y CF3CH.O- y
similares. El término "haloalquenilo" se define de forma andloga al término
"haloalquilo”, con la excepcion de que la cadena alifatica contiene al menos un
doble enlace carbono-carbono. Los ejemplos de "haloalquenilo” incluyen
CF3;C=C-, CCI3C=C-, HCF,C=C- y CF3;C=CC- y similares. El término
"haloalquinilo” se define de forma analoga al término "haloalquilo", con la
excepcién de que la cadena alifadtica contiene al menos un triple enlace

carbono-carbono. Los ejemplos de "haloalquinilo" incluyen CF3C=C-, CCl3C=C-,
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HCF,C=C- y CF3;C=CC- y similares.

"Heterociclo", como se usa en el presente documento, a menos que se
indique otra cosa, se refiere a un anillo monociclico parcialmente saturado o
saturado de 3 a 6 miembros que contiene uno o mas heteroatomos
seleccionados cada uno de ellos independientemente entre N, O o S,
preferentemente de uno a cuatro heteroatomos. Los ejemplos no exclusivos de
heterociclo incluyen oxiranilo, tiaranilo, aziridinilo, oxetanilo, tiatanilo, azetidinilo,
tetrahidrofurano, tetrahidrotiofeno, pirrolidinilo, tetrahidropiranilo, piperidinilo,
piperazinilo, tetrahidropiridinilo, 2H-azirina, 2,3-dihidro-azeto, 3,4-dihidro-2H-
pirrol y similares. El grupo heterociclo puede estar unido al resto quimico
mediante uno cualquiera de los atomos de carbono o heteroatomos (por
ejemplo, N, O y S) en el anillo monociclico. Los heterociclos estan
opcionalmente sustituidos como se describe en el presente documento.

"Heteroarilo" o "Het", como se usa en el presente documento, a menos
que se indique otra cosa, se refiere a un anillo monociclico aromatico de 5 a 6
miembros o un anillo aromatico condensado de 8 a 10 miembros donde dicho
resto de anillo monociclico y condensado contiene uno o mas heteroatomos
seleccionados cada uno de ellos independientemente entre N, O o S,
preferentemente de uno a cuatro heteroatomos. Los ejemplos no exclusivos de
heteroarilos monociclicos incluyen pirrolilo, furanilo, tiofenilo, pirazolilo,
imidazolilo, triazolilo, tetrazolilo, tiazolilo, isoxazolilo, oxazolilo, oxadiazolilo,
tiadiazolilo, piridinilo, piridazinilo, pirimidinilo, pirazinilo y similares. Los ejemplos
no exclusivos de heteroarilos condensados incluyen: benzofuranilo,
benzotiofenilo, indolilo, bencimidazolilo, indazolilo, benzotriazolilo, tieno[2,3-

c]piridina, tieno[3,2-b]piridina, benzo[1,2,5]tiadiazol y similares. ElI grupo
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heteroarilo puede estar unido al resto quimico mediante uno cualquiera de los
atomos de carbono o heteroatomos (por ejemplo, N, O y S) en el anillo
monociclico o condensado. Los heteroarilos estan opcionalmente sustituidos
como se describe en el presente documento.

"Opcionalmente sustituido", se usa en el presente documento de forma
intercambiable con la expresion sustituido o sin sustituir. A menos que se
indique otra cosa, un grupo opcionalmente sustituido puede tener un
sustituyente en cada posicion sustituible del grupo, y cada sustitucién es
independiente de la otra. Un grupo opcionalmente sustituido también puede no
tener sustituyentes. Por lo tanto, la expresion "opcionalmente sustituido con al
menos un sustituyente" significa que el nimero de sustituyentes puede variar
de cero hasta un nimero de posiciones disponibles para sustitucion.

"Parasito o parasitos", como se usa en el presente documento, a menos
que se indique otra cosa, se refiere a endoparasitos y ectoparasitos. Los
endoparasitos son parasitos que viven dentro del cuerpo de su huésped e
incluyen helmintos (por ejemplo, trematodos, cestodos y nematodos) y
protozoos. Los ectoparasitos son organismos del filo Arthropoda (por ejemplo,
aracnidos, insectos y crustaceos (por ejemplo, copépodos-piojo de mar) que se
alimentan a través de o sobre la piel de su huésped. Los aracnidos preferidos
del orden Acarina, por ejemplo, garrapatas y acaros. Los insectos preferidos
son mosquitos pequenos, pulgas, mosquitos, moscas mordedoras (mosca de
establo, mosca de los cuernos, moscardones, tdbanos y similares) y piojos. Los
compuestos de la presente invencion preferidos pueden usarse para el
tratamiento de parasitos, es decir, el tratamiento de una infeccion o plaga

parasitaria.
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"Cantidad terapéuticamente eficaz", como se usa en el presente
documento, a menos que se indique otra cosa, se refiere a una cantidad de los
compuestos de la presente invencion que (i) tratan la infeccibn o plaga
parasitaria particular, (ii) atenda, mejora o elimina uno o mas sintomas de la
infeccion o plaga parasitaria particular, o (iii) evita o retrasa la aparicién de uno
0 mas sintomas de la infeccion o plaga parasitaria particular descrita en el
presente documento.

"Tratamiento”, "tratar" y similares, como se usa en el presente
documento, a menos que se indique otra cosa, se refiere a invertir, aliviar o
inhibir la infeccion, plaga o afeccion parasitaria. Como se usa en el presente
documento, estos términos también incluyen, dependiendo de la afeccion del
mamifero, evitar la aparicibn de un trastorno o afeccion, o de sintomas
asociados con un trastorno o afeccion, incluyendo reducir la gravedad de un
trastorno o afeccion o sintomas asociados con los mismos antes de la afliccién
con dicha infeccion o plaga. Por lo tanto, el tratamiento puede referirse a la
administracion de los compuestos de la presente invenciéon a un mamifero que
en el momento de la administracion no esta afectado con la infeccion o plaga.
El tratamiento también incluye evitar la reaparicién de una infeccion o plaga o
de sintomas asociados con los mismos, asi como referencias a "control" (por
ejemplo, matar, repeler, expulsar, incapacitar, disuadir, eliminar, mitigar,
minimizar y erradicar).

"Veterinariamente aceptable" como se usa en el presente documento, a
menos que se indique otra cosa, indica que la sustancia o composicion debe ser
quimicamente y/o toxicolégicamente compatible, con los demas ingredientes

que comprenden una formulacion, composicion y/o el mamifero que se va a
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tratar con la misma. El término "farmacéuticamente" aceptable tiene el mismo
significado que el indicado para "veterinariamente" aceptable.

El simbolo "«wv" como se usa en el presente documento, a menos
que se indique otra cosa, se refiere a un punto de unién.

DESCRIPCION DETALLADA

La presente invencion proporciona compuestos de Foérmula (1),
estereoisémeros de los mismos, asi como composiciones veterinarias que son
utiles como agentes antiparasitarios para animales y aves, en particular,
compuestos que actian como ectoparasiticidas. Ademas, la presente invencion
proporciona compuestos de Formula (XX), estereoisdémeros de los mismos, asi
como composiciones veterinarias que son Utiles como agentes antiparasitarios
para animales y aves, en particular, compuestos que actian como
ectoparasiticidas.

Los compuestos de la presente invencién pueden sintetizarse mediante
rutas sintéticas que incluyen procedimientos analogos a los bien conocidos en
la técnica quimica, particularmente a la luz de la descripcion contenida en el
presente documento. Generalmente, los materiales de partida estan
disponibles en fuentes comerciales, tales como Aldrich Chemicals (Milwaukee,
Wis.) o se preparan facilmente usando procedimientos bien conocidos por los
expertos en la técnica (por ejemplo, preparados mediante procedimientos
descritos generalmente en Louis F. Fieser y Mary Fieser, "Reagents for Organic

Synthesis", 1; 19, Wiley, Nueva York (1967, 1999 ed.), o Beilsteins Handbuch

der organischen Chemie, 4, Aufl. ed. Springer-Verlag, Berlin, incluyendo

suplementos (también disponibles mediante la base de datos online de

Beilstein)).
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Los compuestos de esta invencion pueden existir en forma de uno o mas
estereoisomeros. Los diversos estereoisomeros incluyen enantibmeros,
diasteredmeros y atropisomeros. Un experto en la técnica apreciara que un
estereoisdmero puede ser mas activo y/o puede mostrar efectos beneficiosos
cuando se enriguecen con respecto a los demas estereocisémeros o cuando se
separan de los demas estereoisémeros. Ademas, el experto en la técnica sabe
cémo separar, enriquecer y/o preparar selectivamente dichos estereoisémeros.
Los compuestos de la invencién pueden estar presentes en forma de una
mezcla de estereoisomeros, estereoisomeros individuales o como una forma
individual Opticamente activa. Por ejemplo, dos posibles enantiémeros de
Férmula 1 se representan como Formula 1a'y Formula Ib que incluyen el centro
quiral de isoxazolina identificado con un asterisco (*). Las representaciones

moleculares elaboradas en el presente documento siguen convencionales para

la representacion estereoquimica.

Para fines ilustrativos, los esquemas de reaccién representados a
continuacion demuestran rutas potenciales para sintetizar intermedios y
compuestos clave de la presente invencién. Para una descripcion mas
detallada de las etapas de reaccion individuales, véase la seccion de Ejemplos
que se muestra a continuacién. Los expertos en la técnica apreciaran que

pueden usarse otros materiales de partida, reactivos y rutas sintéticas
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adecuadas para sintetizar los intermedios y compuestos de la presente
invencion y una diversidad de derivados de los mismos. Ademas, muchos de
los compuestos preparados mediante los procedimientos descritos a
continuacion pueden modificarse adicionalmente a la luz de esta divulgacién
usando la quimica convencional. Los Esquemas 1-17 representan los
procedimientos generales Utiles para la preparacion de compuestos de la
presente invencion. Sin embargo, se entendera que la invenciéon, como se
describe por completo en el presente documento y como se enumera en las
reivindicaciones, no pretende limitarse por los detalles de los siguientes
esquemas o modos de preparacion.

En los Esquemas y Ejemplos que se indican a continuacién, los
siguientes catalizadores/reactivos incluyen: N,N-dimetil formamida (DMF); N-N-
dimetilsulféxido (DMSO); N-cloro-succinimida (NCS); N-bromo-succinimida
(NBS); etanol (EtOH); metanol (MeOH); tetrahidrofurano (THF); trietilamina
(TEA); acetonitrilo (CH3CN, ACN); n-BuOH (n-butanol); hidréxido de litio
(LiOH); hidrazina (H2NNH,); bicarbonato potasico (KHCOg3); carbonato potasico
(KoCOg); éter dietilico (Et2O); carbonato sddico (NaxCOs); hidroxilamina
(NH20OH); acido sulfurico (HoSO,); cloruro de amonio (NH4CI); diclorometano
(CH2Cly); éacido clorhidrico (HCI); acido trifluoroacético (TFA); metil terc-butil
éter (MTBE); acetato potasico (KOAc); alcohol isopropilico (IPA); n-butil litio (n-
BuLi); trietilamina (EtsN); acetato de etilo (EtOAc); acetato sédico (NaOAc);
cloruro de bis (trifenilfosfina)paladio Il (PdCIx(PPhg)2) de  Strem;
hexafluorofosfato  de  N,N,N',N'-Tetrametil-O-(7-azabenzotriazol-1-il)uronio
(HATU); 1-hidroxibenzotriazol hidrato (HOBt); dicarbonato de di-terc-butilo
(Boc20); carbonildiimidazol (CDI); triéxido de dietilaminoazufre (DAST); 2,2'-
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azobis(2-metilpropionitrilo)  (AIBN); fluoruro de tetrabutilamonio (TBAF);
trifluoruro de bis(2-metoxietil)aminoazufre (BAST); carbonato de terc-butilo
(Boc); trioxido de piridina azufre (PySQs); trifenilfosfina paladio (Pd(PPhs)s); 4-
dimetilaminopiridina  (DMAP);  hexametildisilazida (KHMDS); (2,2,6,6-
tetrametilpiperidin-1-il)oxilo (TEMPO); e hidruro de diisobutilaluminio (DIBAL-H).
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Esquema 1
0
\C (Boc),.0 £N//( _PySOyTEA N//(
NH HCI HO O % O
EtOH/TEA DMSO ©
1x
|
_S|_
N KBI/HOAc R?
Mg/lo/THF | /—RZ(n) MeOH/NGS Br //| (n) o
o N 4,
_S, a ”
N
RZ(n) 5 $< A
3
F
BAST /O)CN\(
Br” R 7L
5

R? y n son como se definen en el presente documento.
Las fenil azetidinas pueden prepararse como se muestra en el Esquema
5 1. La proteccion Boc de clorhidrato de hidroxiazetidina seguido de oxidacion del
grupo hidroxilo dio la cetoazetidina 2. Este puede condensarse con bromoaril
silanos mediante la formacion del reactivo arilo de Grignard y la posterior
condensacion con la cetona para proporcionar la silil fenil azetadina 3. El
reemplazo del silano con bromo se realizé por tratamiento con bromuro
10 potasico en acido acético para dar la bromofenil azetidina deseada 4. La
fluoracion de la hidroxiazetidina 4 puede realizarse por tratamiento con BAST

para proporcionar 5.
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Esquema 1.5
OH
1.5A Ria EI, dioxano o THF, agua
~OH Pd(PPh3),Cl>
1b + Br Na,CO3
R 1 {reflujo)
R [o]
1.5A1
o) CF3
1.5B R1c
[Ir(COD)], W
dtbpy
R' B,pin, (PPH3)2Cla
CF3 ‘ NaZCO3
R1P heptano dioxano o THF, agua
Rl (reflujo)
1.5B1 1. 5B2

R'3, R'™® y R'® son como se definen en el presente documento.

Las aril olefinas (8) pueden prepararse de acuerdo con el Esquema 1.5.
Los organoboratos necesarios pueden prepararse en forma de intermedios de
éster de boronato (1.5B2) a partir de procedimientos bibliograficos (Org. Lett.
2007, 9, 761-764) o adquirirse como acidos boroénicos (1.5A1), tales como
acido 3,5-dicloroborénico de Aldrich. Los compuestos del intermedio 1.5A1 o
1.5B2 pueden anadirse a dioxano o THF y agua seguido de 2-bromo-3,3,3-
trifluoropropeno, carbonato potasico y cloruro de bis (trifenilfosfina)paladio Il

para proporcionar los compuestos del intermedio (8).
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Esquema 2
B O__H
| \—Rz(n) | \_RZ
= — (n)
. 1) n-Buli, THF , NH,OH - HG
ﬂ\ /’L 2) DMF \ EtOH, H,0
oo S A,
5 6
R1a
R1b
1. NCS, DMF R'®

2. EtOAc, KHCO3

R'@ R'™, R, R? y n son como se definen en el presente documento.

El Esquema 2 describe la preparacién de isoxazolinas a partir de los

5 bromuros de arilo o aril aldehidos. A partir de la bromofenil azetidina 5, el

intercambio halégeno-metal seguido de inactivacién con DMF proporciona el

aril aldehido 6 que también puede prepararse mediante otros procedimientos

(Esquemas 3 y 4). El aldehido se condensa con hidroxilamina para

proporcionar la oxima 7. A partir de la oxima, el anillo de isoxazolina puede

10 prepararse en un procedimiento de un solo paso, dos etapas. El tratamiento de

la oxima con N-clorosuccinimida proporciona la clorooxima que experimenta

[3+2] ciclaciéon con aril olefinas 8 para proporcionar la isoxazolina 9. Estas
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etapas también pueden hacerse como reacciones por separado. La retirada del
grupo protector Boc en la azetidina puede realizarse por tratamiento con acido

trifluoroacético.
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Esquema 3
EtO.__OEt QH
EtO._ OEt 1) Mg 2N
2) CeCly N HoNOH.HCI
X - . | T-RZ,) X
| 5R%m Z | R
= O Pz
OH
Br 3) OH
10 N N N
Boc Boc I
11 Boc
12
R1a
CF3 R1a
1b 0 CF3
1) NCS N RO 0
Ric 2 Xtalfluor-E N
R1c
X
2. EtOAc, KHCO4 | _Rz(n) EtoN.2HF AN 5
Ria = | /_R ")
CFs OH
R1b F
|
Ric N N
Boc !
8 13 Boc
9

R'@ R'™, R', R? y n son como se definen en el presente documento.

Una sintesis alternativa de las azetidinas protegidas con Boc se muestra

5 en el Esquema 3. La reaccion de 4-bromobenzaldehido dietilacetal 10 con

metal Mg o iPrMgCl seguido de CeCls proporciona un reactivo organometalico

que se anade a la 3-azetidinona N-protegida. La condensacién con

hidroxilamina, la cloracion y la ciclacion como se describen en el Esquema 2

proporcionan la isoxazolina 13. La fluoracion del grupo hidroxilo puede

10 conseguirse por reaccion con Xtafluor-E.
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Esquema 4
00 HO Rusi”C 1)Mg®0 nBuLi, THF
LAH 3!
N \ R3SiCl N
| R | R = | R 0

P disolvente etéreo = ¥ 2) \IT\

B B NFO

r r

14 15 16 B ko

OH

HO

!
.0 N ~N
R3Si
N L, | N, | N N
| R0 1eaF R0 o, R maNoHHal [ 3R
—— — —
OH OH OH OH
N N
N A

o}
N N
PNS N o A
18 19 12
R? y n son como se definen en el presente documento.
Como alternativa, las fenil azetidinas pueden prepararse de bromo aril
5 ésteres o bromoaril metanoles como se muestra en el Esquema 4. La
reduccion del aril éster con hidruro de litio y aluminio proporciona el aril metanol
15 que puede protegerse como un silano. La formacién del reactivo de arilo de
Grignard con intercambio metédlico de magnesio o halégeno proporciona el
anion de arilo que puede condensarse con la azetidinona N-protegida 2 para
10 dar la aril azetidina 17. La desproteccion del alcohol y la oxidacion
proporcionan la formil fenilazetidina 19 que puede someterse a condensacion

con hidroxilamina para proporcionar la oxima 12.

15
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Esquema 5

OO 1)Mg®0 nBuLi, THF OO BAST o DAST OO NBS, AIBN
2 o OH F

DCM CHCl5
Br tl\‘ N N

1) HyNOH.HCI
CaCO3, Hzo 2) NCS, DMF
MnOz F
3) FULF
R1a
o o o o R1b 8
23 24 Rlc

R'3, R'™ y R'® son como se definen en el presente documento.

De una forma similar, los compuestos en los que el anillo central fenilo
se reemplaza con grupos arilo o heteroarilo condensados pueden prepararse
como se muestra en el Esquema 5 para la serie naftilo. Las naftil azetidinas
deseadas pueden prepararse a partir de 1-bromo-4-metilnaftaleno como se
muestra en el Esquema 5. El intercambio de halégeno-metales o la formacion
del reactivo de Grignard del bromonaftaleno 20 proporcionan el anién de naftilo
que puede condensarse con cetoazetidina 2 para dar la naftil azetidina 21. La
fluoracién del alcohol resultante puede realizarse por tratamiento con BAST,
DAST o Xtafluor-E para dar la fluoroazetidina 22. La bromacién del grupo
metilo seguido de hidroxilaciéon y oxidacion proporciona el aldehido deseado 24
que puede experimentar la formacién, cloracion y ciclacion de oxima como se

describe en el Esquema 2 para proporcionar las isoxazolinas 25.
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Esquema 6
N k=
Os_H 0.0 N
Boc | ~
CH(OEt
S (CHOEYs B 28 N NH,OH" HCl
_N B e —— -
pTSA, H,0 n-BuLi, THF OH
Br EtOH Br N
26 27 EISOC
OH 1a
R
N _H 23 R1a
R™ CF
§ ‘(‘) Rb CFs
| R1C \N (0]
N 1) NCS, DMF 7 RTc \
S — ~ N
OH 2) EtOAc
\ R'a | N HCI, MeOH | A
' CF3 —_— _N
Boc R1D 8 OH
30 RIC OH

N
Boc \
31
1) XtalFluor-E, NEt; 2HF
2) HCI, MeOH

R'@ R™y R'® son como se definen en el presente documento.
Los compuestos en los que el anillo central fenilo se reemplaza con

5 grupos heteroarilo pueden prepararse como se muestra en el Esquema 6 para
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la serie piridilo. La formacién del dietilacetal puede realizarse con formiato de
etilo. El tratamiento de la yodopiridina 27 con n-BuLi proporciona el reactivo
organometalico que se anfade a la 3-azetidinona N-protegida 28. La
condensacion del aldehido enmascarado resultante con hidroxilamina seguido
5 de cloracion y ciclacién proporciona la isoxazolina 31. El grupo protector
benzhidrilo puede retirarse por hidrogenacion o tratamiento con cloroformiato
de cloroetilo para proporcionar la hidroxiazetidina 32 o como alternativa, la
hidroxiazetidina 31 puede fluorarse por tratamiento con XtaFluor-E seguido de

una desproteccion similar para proporcionar la fluoroazetidina 33.

gHo NHZOH
Polvo de Zn, DBM, TMSCI
NaOAc
Tri-2-furil fosfina ETOH:H20
| Pd(dba)2, DMF

I
* W—_|N)‘O O O O O)<

37

10 Esquema?

35 O 36

<

1) NCS, KHCO3

DMF
2 FROF
R1a
R1b 8
R1C

R'@ R™ y R'® son como se definen en el presente documento.

El sustituyente en el anillo azetidina puede eliminarse como se muestra
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en el Esquema 7. Una reacciéon de acoplamiento cruzado catalizado con
paladio/cinc del yodoaldehido 34 con la yodoazetidina N-protegida 35
proporciona la fenil azetidina 36. Este aldehido puede experimentar
condensacion con hidroxilamina, cloracion y ciclacién como se describe en el

Esquema 2 para dar el compuesto hidruro 38.
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Esquema 8
. v’
0.__0 0
O 9\J N ~~ N>—:N Br o Cl
oo™ < M oo™
~
Br Br KHMDS NZ LN O
F F
42
) N @
o~ o,
0 N
0 )/
/ Br (Boo)0 Br  HpNOH.HCI H
Br
N B
43 "Boc N7 N,
45 Boc
1) NCS, KHCO3
DMF H+/MeOH
2) FF
R1a
R‘Ib 8
R1C
o R Rieke Zn/HOAc
Cl)kRS R1b

N\]]/R5
o}

R'?, R'™ y R'® son como se definen en el presente documento.

La incorporacion de un nitrilo como el sustituyente axial de la
fluoroazetidina puede realizarse como se muestra en el Esquema 8. A partir del
aldehido 39, puede realizarse la formacion del acetal con formiato de etilo.
Después, el aril flior puede experimentar desplazamiento por el anion de 1-

benzhidrilazetidin-3-carbonitrilo para dar la fenilazetidina 42. La desproteccion
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del grupo benzhidrilo seguido de proteccion de nuevo con Boc anhidrido
proporciona la N-Boc fenilazetidina 44. Este aldehido enmascarado puede
experimentar condensacién con hidroxilamina, cloracién y ciclacion como se
describe en el Esquema 2 para dar las isoxazolinas 46. La retirada del grupo
protector Boc y la acilacion de la amina resultante dan las amidas de
isoxazolina 48. El bromo en el anillo fenilo puede retirarse por tratamiento con

Reike Zinc en &cido acético para dar las isoxazolinas 49.

Esquema 9

R'@ R™ y R'® son como se definen en el presente documento.

El bromo en el anillo fenilo puede retirarse en etapas anteriores en la
secuencia para formar una plantilla susceptible de sintesis paralela de amidas,

aminas, ureas y similares.
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Esquema 10
bo |
020 OH 20
NaNO3, Kl DIBAL-H TEMPO, NaBr
Br  HCI, agua, acetona Br CHoClp Br NaHCO3, NaOCI Br
NHp | |
|
51 52 53 54
OH
/'il i O~N
NH,0H-HCI 1) NCS, DMF . 0 1) iPrMgCl, THF
R'a O O )
H20, EtOH g 2) EtOAc, KO3 | 2) ‘m
I Rl1a R0 rlc 56 Br
1b
55 8 R
F3C R1c
F
F -
_ N J
a O O oH Xtalfluor-E
1b
g1b " Br N O EtN2HF R R1e Br
R

CIJ‘LOJ\

Zn(CN)p, Pd(PPh3)4

DMF, microondas

R'@ R™, R'®y R®son como se definen en el presente documento.
La identidad del sustituyente R® puede alterarse por la eleccién del

material de partida o por la interconversion de sustituyentes en el anillo arilo
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como se muestra en el Esquema 10. El éster de yodo 52 puede prepararse por
tratamiento del amino éster 51 con nitrito sodico y yoduro potasico. La
reduccion del éster para dar el alcohol con hidruro de diisobutilaluminio seguido
de oxidacion con TEMPO proporciona el yodoaldehido 54. Este aldehido puede
experimentar condensacion hidroxilamina, cloracion y ciclacibn como se
describe en el Esquema 2 para dar la isoxazolina 56. La formaciéon de Grignard
usando iPrMgCl se da selectivamente con el yodo y el organometalico
resultante se anade a la azetidinona N-protegida para proporcionar la
fenilazetidina 57. La fluoracion de la azetidina puede realizarse con Xtafluor-E.
La retirada del grupo protector benzhidrilo con cloroformiato de cloroetilo y la
acilacion de la amina resultante con cloruro de &cidos o anhidridos (o el
acoplamiento con los 4&cidos organicos deseados) proporcionan las
fenilazetidina amidas 60. En este punto, el bromo del anillo fenilo puede
experimentar interconversion en otros grupos funcionales (es decir nitrilo como
se muestra) por acoplamientos cruzados catalizados por metales. Como
alternativa, 58 puede convertirse en un nitrilo a través de una reaccién de
acoplamiento cruzado con paladio seguido de proteccion y acilacion de

benzhidral para formar los productos finales 61.
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Esquema 11
EtO OEt |OH
EtO OEt N
1) i-PrMgCl N H,NOH HCI
= HO || +R2 X
| /_Rz(n) o = m HO | /_Rz(n)
Br Ph__N
3) h Ph\(N
62 )N\ Ph 63 Ph 64
Ph Ph
R1a
1a
R CF3
CF3 R
R1b 0 q
1) NCS \ 1 _N
R1c . cloroformiato de cloroetilo R'e
2. EtOAc, KHCO5 \_Rz(n) | —R%m
1a =
R CF3  Ph_ _N HN .
R 8 7;
R1c 65

1) Xtalfluor-E, Et;N.2HF

2) Cloroformiato de cloroetilo

67

R'@ R™, R', R? y n son como se definen en el presente documento.
Los analogos en los que el anillo azetidina esta en la posicion meta con
respecto a la isoxazolina puede prepararse a partir de derivados de 3-
bromobenzaldehido como se muestra en el Esquema 11. El tratamiento del
bromoaldehido 62 con i-PrMgCl proporciona el reactivo organometalico que se
anade a la azetinona N-protegida para proporcionar la hidroxiazetidina 63. Este

aldehido enmascarado puede experimentar condensacion con hidroxilamina,
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cloracion y ciclacibn como se describe en el Esquema 2 para proporcionar la
isoxazolina 65. La desproteccion o la fluoracién con cloroformiato de cloroetilo
seguido de desproteccion proporcionan las aminas requeridas (66 y 67) que
pueden funcionalizarse para dar las amidas, ureas, aminas y sulfonamidas

5 deseadas como se describe a continuacion.

Esquema 12
R12 R12
CF3 CF3
R1b o R1P 0
\
1c =N R1C N
R MeOH, HCI
. AN
| DRz, o P R%)
Z TFA, CH,Cl,
R3 RS

pd
I

68 69

R' R'™, R'®, R?, R® y n son como se definen en el presente documento.
La retirada del grupo protector Boc en las azetidinas en los esquemas
10 anteriores (por ejemplo, las estructuras 9, 25, 38, 50) puede realizarse por

tratamiento con HCI en metanol o con acido trifluoroacético en diclorometano.
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Esquema 13

R5C(0)Cl, piridina, DMA o

_R2
{\/ ® RSCO,H, HATU, DMF,
N

R3 iPrNH,
H RS

70 71

R, R'™, R', R% R® R® y n son como se definen en el presente
documento.
5 Los andlogos de amida del anillo azetidina pueden prepararse como se
muestra en el Esquema 13. La acilacion del anillo azetidina puede realizarse
por reaccion de la azetidina 70 con un cloruro de acido en piridina/DMA o
mediante una condensacién con un &cido carboxilico usando un agente de
condensacion, tal como HATU o HOB.
10 Esquema 14
R1a

R1b

R1C

R5S0,.CI
R%m)
4
U({ EtsN, CHoCly
3
N— R s N R
: N
0
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R, R, R', R% R® R® y n son como se definen en el presente
documento.

Los andlogos de sulfonamida del anillo azetidina pueden prepararse
como se muestra en el Esquema 14. La reaccién de azetidina 70 con cloruros

5 de sulfonilo en presencia de trietilamina puede dar las sulfonamidas deseadas.
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Esquema 15

R4Br

R1ty@/
c of
R

3
R*CHO —

70 NaBH3CN o

triacetoxiborohiduro sédico

R'@ R™, R'°, R% R% R*y n son como se definen en el presente
documento.

Los compuestos en los que R* es alquilo o alquilo sustituido pueden
prepararse a partir de la azetidina 70 mediante quimica de alquilacion
convencional o por aminacion reductora con los aldehidos correspondientes

como se muestra en el Esquema 15.
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Esquema 16
RSNC, Et3N, CH,Cl,
(o]
1 p2 -
C(O)Cly, NR?R®, EtsN,
<R3 DMAP, CH,Cl, 0 3
N R
o CDlI, Et3N, RSRaN\«N
CH,Cl, Y
70 75

R'@ R™, R', R? R® R? R®y n son como se definen en el presente
documento.

Los andlogos de urea pueden prepararse como se muestra en el
Esquema 16. La reaccion de la azetidina 70 con un isocianato o cloruro de
carbamoilo preformado en presencia de una base de amina terciaria

proporciona las ureas.

Esquema 17
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Reactivo de
Lawesson
Tolueno s
O
N
N RS
R5

1) Triflato de metilo
CH,Cl,

2) Cianamida
Base de Hunig
THF

77

La tioamida 76 puede prepararse por tratamiento de la amida 71 con el
reactivo de Lawesson en tolueno a reflujo. Puede anadirse triflato de metilo a la
tioamida 76 en un disolvente, tal como CH.Cl, para formar un intermedio de
tioimidato en forma de una solucion. La cianamida y la base de Hunig en THF
pueden anadirse posteriormente directamente a la solucién de tioimidato para
proporcionar la cianamida 77.

Un experto en la materia reconocera que, en algunos casos, después de
la introduccion de un reactivo dado como se representa en los esquemas,
puede ser necesario realizar etapas sintéticas de rutina adicionales no
descritas en detalle para completar la sintesis de compuestos de Férmula (1) o
Formula (XX).

La presente invencion incluye todos los compuestos de Férmula (1) y
Formula (XX) marcados con isétopos veterinariamente aceptables en las que

uno 0 mas atomos se reemplazan por atomos que tienen el mismo numero
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atomico, pero una masa atoémica o numero masico diferente de la masa
atdbmica o nUmero masico que se encuentra normalmente en la naturaleza.
Ejemplos de isétopos adecuados para su inclusién en los compuestos de
la presente invencién incluyen isétopos de hidrégeno, tales como 2H y °H,
carbono, tales como ''C, '*C y *C, cloro, tales como %ClI, fltor, tales como '®F,

23] ¢ 29| nitrégeno, tales como N y N, oxigeno, tales

yodo, tales como
como °0, 0y 80, y azufre, tales como *°S.

El experto en la materia apreciara que los compuestos de la presente
invencion pueden fabricarse mediante procedimientos distintos de los que se
describen en el presente documento que se incorporan en el presente
documento por referencia, mediante la adaptacién de los procedimientos
descritos en el presente documento y/o la adaptaciéon de los procedimientos
conocidos en la técnica, por ejemplo la técnica descrita en el presente
documento, o wusando libros de texto convencionales, tales como
"Comprehensive Organic Transformations-A Guide to Functional Group
Transformations”, RC Larock, Wiley-VCH (1999 o ediciones posteriores).

Los compuestos de Formula (1) y Férmula (XX) son utiles como agentes
ectoparasitarios y endoparasitarios, por lo tanto otra realizacién de la presente
invencion es una composicion veterinaria farmacéutica que comprende una
cantidad terapéuticamente eficaz de un compuesto de Férmula (1) o Formula
(XX), estereoisbmero del mismo y un excipiente, diluyente o vehiculo
veterinariamente o farmacéuticamente aceptable. Los compuestos de la
presente invencién (incluyendo las composiciones y procedimientos usados en
ella) también pueden usarse en la preparacion de un medicamento para las

aplicaciones terapéuticas descritas en el presente documento.
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Una formulacién tipica se prepara mezclando un compuesto de Férmula
(1) o Férmula (XX) con un vehiculo, diluyente o excipiente. Los vehiculos,
diluyentes o excipientes adecuados se conocen bien para los expertos en la
materia e incluyen materiales tales como carbohidratos, ceras, polimeros
solubles y/o hinchables en agua, materiales hidréfilos o hidr6fobos, gelatina,
aceites, disolventes, agua y similares. El vehiculo, diluyente o excipiente
particular usado dependera del medio y fin para el que se aplica el compuesto
de la presente invencién. Los disolventes se seleccionan generalmente
basandose en disolventes reconocidos por los expertos en la materia como
seguros para administrarse a un animal. Las formulaciones también pueden
incluir uno 0 mas tampones, agentes estabilizantes, tensioactivos, agentes
humectantes, agentes lubricantes, emulsionantes, agentes de suspension,
conservantes, antioxidantes, agentes opacificantes, emolientes, adyuvantes de
procesamiento, colorantes, edulcorantes, agentes perfumantes, agentes
saporiferos y otros aditivos conocidos para proporcionar una presentacion
elegante del farmaco (es decir, un compuesto de la presente invencién o
composicién veterinaria del mismo) o ayudar en la preparacion del producto
veterinario o farmacéutico (es decir, medicamento).

Las formulaciones pueden prepararse usando procedimientos de
disolucién y mezclado convencionales. Tales composiciones y procedimientos
para su preparacion pueden encontrarse, por ejemplo en ‘Remington’s
Veterinary Sciences’, 192 Edicién (Mack Publishing Company, 1995; y
“Veterinary Dosage Forms: Tablets, Vol. 17, por H. Lieberman y L. Lachman,
Marcel Dekker, N. Y., 1980 (ISBN 0-8247-6918-X). Por ejemplo, la sustancia

farmacol6gica a granel (es decir, compuesto de la presente invencién o forma
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estabilizada del compuesto (por ejemplo, complejo con un derivado de
ciclodextrina u otro agente de formacion de complejos conocido)) se disuelve
en un disolvente adecuado en presencia de uno o mas excipientes adicionales.
Los compuestos de la presente invencién se formulan normalmente en formas
de dosificacién veterinarias o farmacéuticas para proporcionar una forma de
dosificacion facilmente controlable para administracién. Los compuestos de la
presente invencién también pueden mezclarse con pienso animal.

Los compuestos pueden administrarse solos o en una formulacién
apropiada para el uso especifico previsto, la especie de animal huésped
particular a tratar y el parasito implicado. Generalmente se administraran como
una formulacién en asociacién con una o mas sales, excipientes, diluyentes o
vehiculos farmacéuticamente o veterinariamente aceptables. ElI término
“excipiente”, “diluyente” o “vehiculo” se usa en el presente documento para
describir cualquier ingrediente distinto de los compuestos de Férmula (1) o
Formula (XX) o cualquier agente antiparasitario adicional. La seleccién de
excipiente, diluyente o vehiculo dependera en gran medida de factores tales
como el modo particular de administracion, el efecto del excipiente, vehiculo o
diluyente en la solubilidad y estabilidad, la naturaleza de la forma de
dosificacion y la especie animal.

Los procedimientos por los que los compuestos de la presente invencion
pueden administrarse incluyen administracién oral, tépica e inyectable
(subcutanea, intraperitoneal e intramuscular). El procedimiento preferido de
administracion de los compuestos de Férmula (1) o Formula (XX) es en forma
de dosificacion sélida oral o forma de dosificacion liquida oral. Se prefiere

igualmente la administracién topica.
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Los compuestos de Férmula (1) o Féormula (XX) pueden administrarse
por via oral mediante capsula, embolada, comprimido, polvos, pastillas,
pastillas masticables, multi y nanoparticulados, geles, solucién sélida, peliculas,
pulverizaciones, forma liquida o mezclados con la comida. La administracion
oral es el procedimiento preferido de administracion y como tal es deseable
desarrollar compuestos de Férmula (1) o Férmula (XX) activos que sean
particularmente adecuados para tales formulaciones. Tales formulaciones
pueden emplearse como rellenos en capsulas duras o blandas, comprimidos o
caramelos masticables y normalmente comprenden un vehiculo, por ejemplo,
agua, etanol, polietilenglicol, N-metilpirrolidiona, propilenglicol, metilcelulosa o
un aceite adecuado y uno o mas agentes emulsionantes y/o agentes de
suspension. Las formas liquidas incluyen suspensiones, soluciones, jarabes,
pociones y elixires. Las formulaciones liquidas también pueden prepararse por
la reconstitucién de un soélido, por ejemplo, a partir de un sobre. Las pociones
orales se preparan habitualmente disolviendo o suspendiendo el principio
activo en un medio adecuado. Pueden prepararse mezclas de pienso para
ganado y peces. Las formulaciones orales pueden comprender de
aproximadamente 0,5 mg/kg a 50 mg/kg de un compuesto de Férmula (1) o
Formula (XX) y preferentemente aproximadamente de 1 mg/kg a 30 mg/kg de
un compuesto de Férmula (1) o Férmula (XX). Dependiendo de la especie
huésped tratada y el parasito que se trata, pueden realizarse ajustes de dosis.

Los compuestos pueden administrarse por via tépica a la piel o la
mucosa es decir por via dérmica o transdérmica. Este es un procedimiento
preferido de administracion y como tal es deseable desarrollar compuestos de

Formula (1) o Férmula (XX) activos que sean particularmente adecuados para
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tales formulaciones, por ejemplo, formas liquidas. Las formulaciones tipicas
para este fin incluyen epicutaneas, de punteado, de multipunteado, en franjas,
en crestas, extensién en rodillo, inmersién, pulverizacion, cremas, champu,
formulacién el polvo, geles, hidrogeles, lociones, soluciones, espuma cremosa,
pomadas, polvos de uso externo, apédsitos, espumas, peliculas, parches
cutaneos, obleas, implantes, esponjas, fibras, vendas y microemulsiones.
También pueden usarse liposomas. Los vehiculos tipicos incluyen alcohol,
agua, aceite mineral, vaselina liquida, vaselina blanca, glicerina, N-metil
formamida, glicol monometil éteres, polietilenglicol, propilenglicol y similares.
Pueden incorporarse potenciadores de la penetracion, véase, por ejemplo, J
Pharm Sci, 88 (10), 955-958 por Finnin y Morgan (octubre de 1999). Las
formulaciones epicutdneas o de punteado pueden prepararse disolviendo los
principios activos en un vehiculo transportador liquido aceptable tal como buitil
digol, parafina liquida o un éster no volatil, opcionalmente con la adicién de un
componente volatil tal como propan-2-ol o un glicol éter. Como alternativa, las
formulaciones epicutaneas, de punteado o pulverizacion pueden prepararse por
encapsulacién, para dejar un resto de agente activo en la superficie del animal.
Este efecto puede asegurar que los compuestos de Férmula (1) o Férmula (XX)
tengan persistencia aumentada de accion y sean mas duraderos, por ejemplo
pueden ser mas resistentes al agua. Las formulaciones tépicas de la
combinacion contemplada en el presente documento pueden comprender de
aproximadamente 0,5 mg/kg a 50 mg/kg de un compuesto de Foérmula (1) y
preferentemente de aproximadamente 1 mg/kg a 10 mg/kg de un compuesto de
Formula (1) o Férmula (XX). Las composiciones adecuadas para la aplicacién

del punteo de acuerdo con la invencion pueden prepararse por medios de
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mezcla convencionales. El volumen de la composicion aplicada puede ser de
aproximadamente 0,5 ml/kg a 5 ml/kg y preferentemente de aproximadamente
1 ml/kg a 3 ml/kg. De forma similar, puede ajustarse la dosis.

Los compuestos de la presente invencion también pueden administrarse
por via tépica mediante una matriz de soporte, por ejemplo, una resina sintética
o natural, plastico, tela, cuero u otro sistema polimérico tal en forma de un
collar o marca auricular. Dicho collar o marca auricular puede estar revestido,
impregnado, estratificado, por cualquier medio de modo que proporcione una
cantidad veterinariamente o farmacéuticamente aceptable de un compuesto de
la presente invencion solo o con un excipiente, diluyente o vehiculo
veterinariamente o farmacéuticamente aceptable y opcionalmente un agente
veterinario adicional o sal veterinariamente o farmacéuticamente aceptable del
mismo.

Pueden anadirse agentes a las formulaciones de la presente invencion
para mejorar la persistencia de tales formulaciones en la superficie del animal
al que se aplican, por ejemplo para mejorar su persistencia en el pelaje del
animal. Se prefiere particularmente incluir tales agentes en una formulacion que
va a aplicarse como una formulacion epicutanea o de punteado. Los ejemplos
de tales agentes incluyen copolimeros acrilicos y en particular copolimeros
acrilicos fluorinados. Un reactivo adecuado particular es el reactivo de marca
registrada “Foraperle” (Redline Products Inc, Texas, Estados Unidos). Ciertas
formulaciones topicas pueden incluir aditivos desagradables al gusto para
minimizar la exposicion oral.

Pueden prepararse formulaciones inyectables en forma de una solucion

estéril, que pueden contener otras sustancias, por ejemplo suficientes sales o
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glucosa para hacer a la solucion isotonica con la sangre. Los vehiculos liquidos
aceptables incluyen aceites vegetales tales como aceite de sésamo, glicéridos
tales como triacetina, ésteres tales como benzoato de bencilo, miristato de
isopropilo y derivados de acidos grasos de propilenglicol, asi como disolventes
organicos tales como pirrolidin-2-ona y formal de glicerol. Las formulaciones se
preparan disolviendo o suspendiendo compuestos de la presente invencion
solos 0 con un agente veterinario adicional en el vehiculo liquido de modo que
la formulacion final contenga de aproximadamente el 0,01 al 50 % en peso de
los principios activos, preferentemente de aproximadamente el 0,01 % al
aproximadamente 10 % en peso de los principios activos.

Los dispositivos adecuados para inyeccion incluyen inyectores de aguja
(incluyendo microaguja), inyectores sin aguja y técnicas de infusion. Las
formulaciones cutaneas son normalmente soluciones acuosas que pueden
contener excipientes tales como sales, carbohidratos y agentes tamponantes
(preferentemente a un pH de 3 a 9), pero, para algunas aplicaciones, pueden
formularse de forma més adecuada como una solucién no estéril o como una
forma en polvo seco a usar junto con un vehiculo adecuado tal como agua
estéril sin pir6genos. La preparacion de formulaciones subcutaneas en
condiciones estériles, por ejemplo, por liofilizacién, puede conseguirse
facilmente usando técnicas veterinarias convencionales bien conocidas por los
expertos en la materia. La solubilidad de los compuestos de Foérmula (1) o
Formula (XX) usados en la preparacién de soluciones subcutaneas puede
aumentarse mediante el uso de técnicas de formulacién apropiadas, tales como
la incorporacion de agentes potenciadores de la solubilidad.

Tales formulaciones se preparan de una manera convencional de
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acuerdo con la practica veterinaria o médica convencional. Ademas, estas
formulaciones variaran con respecto al peso del compuesto activo contenido en
ellas, dependiendo de la especie del animal huésped a tratar, la gravedad y el
tipo de infeccién o infestacion y el peso corporal del animal.

Para peces, los compuestos de la presente invencion pueden formularse
para administracién oral mediante mezcla con el pienso. Por ejemplo, los
compuestos de la presente invencion pueden formularse en un producto
alimentario (por ejemplo, granulos) que pueden dispersarse facilmente para los
peces como un agente alimentario. Ademas, puede administrarse un
compuesto de la presente invencién por via tépica sumergiendo al pez en un
ambiente acuoso que contiene al menos uno de los compuestos de la presente
invencion. Por ejemplo, los peces pueden trasferirse a un tanque para
tratamiento o hacer que pasen de una zona de retencion a otra. Los
compuestos de la presente invencién también pueden administrarse
directamente al agua que contiene los peces. El compuesto de la presente
invencion puede estar en cualquier formulaciéon dispersable de modo que tras
la introduccion en el agua el compuesto se disuelva en la solucion. Como
alternativa, los compuestos de la presente invencién pueden administrarse por
inyeccion. Las vias de inyeccion preferibles para tratamiento de peces son
intraperitoneal o intramuscular. Las formulaciones inyectables incluyen
cualquier suspension liquida, tales como soluciones oleosas, acuosas 0
emersiones oleosas 0 acuosas. Los compuestos de la presente invencién
también pueden coadministrarse con agentes, antigenos, adyuvantes,
vehiculos, diluyentes o nutrientes adicionales.

Los compuestos de Férmula (1) y Formula (XX) también son activos
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contra todas las etapas o etapas individuales del desarrollo de parasitos
animales que muestran sensibilidad normal, asi como los que muestran
resistencia a parasiticidas usados ampliamente.

Como se describe en el presente documento, los compuestos de la
presente invencién pueden administrarse solos 0 en combinacién con al menos
un agente veterinario adicional que incluye insecticidas, acaricidas,
antihelminticos, fungicidas, nematocidas, antiprotozoarios, bactericidas y
reguladores del crecimiento para formar un agente multicomponente que
proporciona un espectro aun mas amplio de utilidad veterinaria. Por lo tanto, la
presente invencién también se refiere a una composicion que comprende una
cantidad eficaz de un compuesto de Férmula (1), un esterecisémero del mismo
y una cantidad eficaz de al menos un agente veterinario adicional y puede
comprender adicionalmente uno o mas de un excipiente, diluyente o vehiculo
veterinariamente o farmacéuticamente aceptable.

Las siguiente lista de agentes veterinarios adicionales junto con los
compuestos de la presente invencion pueden usarse pretende ilustrar las
posibles combinaciones, pero no imponer ninguna limitacién. Los ejemplos no
limitantes de agentes veterinarios adicionales incluyen: amitraz, arilpirazoles
como se indica en las publicaciones W0O1998/24767 y WO2005/060749, amino
acetonitrilos, antihelminticos (por ejemplo, albendazol, cambendazol,
fenbendazol, flubendazol, mebendazol, octadepsipéptidos, oxfendazol,
oxibendazol, parahercuamida  (2-desoxoparahercuamida, dercuantel),
parbendazol, piperazinas, pracicuantel, tiabendazol, tetramisol, triclabendazol,
levamisol, pamoato de pirantel, oxantel, morantel y similares), indoxacarb y

derivados del mismo, avermectinas (por ejemplo, abamectina, doramectina,
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emamectina, eprinomectina, ivermectina, moxidectina, selamectina y similares),
milbemicina, oxima de milbemicina, DEET, demiditraz, dietilcarbamazina,
fipronil, reguladores del crecimiento de insectos (por ejemplo, hidropreno,
quinopreno, metopreno, piriproxifeno y similares), metaflumizona, niclosamida,
permetrina, piretrinas, espinosad y formamidinas (por ejemplo, demiditraz,
amitraz y similares). En ciertos casos, combinaciones de un compuesto de
Formula (1) o Formula (XX) con un agente o agentes veterinarios adicionales
pueden dar como resultado un efecto mayor que el aditivo. Reducir la cantidad
de principios activos liberados en el ambiente mientras se asegura el control
eficaz del parasito siempre es deseable.

Puede ser deseable administrar un compuesto de la presente invencion,
estereoisémeros del mismo, solo 0 en una composicidbn que comprende un
excipiente, diluyente o vehiculo veterinariamente aceptable, por ejemplo, para
el fin de tratar una infeccion o infestacién parasitaria particular o afeccién
asociada con la misma. Esta dentro del alcance de la presente invencién que
dos 0 mas composiciones veterinarias, al menos una de las cuales contiene un
compuesto de Férmula (1) o Férmula (XX) de acuerdo con la invencién y la
otra, un agente veterinario adicional, puedan combinarse convenientemente en
forma de un kit adecuado para coadministracién de las composiciones.

Los compuestos de la presente invencion (incluyendo las composiciones
y procedimientos usados en la misma) también pueden usarse en la
preparacion de un medicamento para las aplicaciones terapéuticas descritas en
el presente documento.

Los compuestos de la presente invencion, esterecisomeros de los

mismos y composiciones que comprenden una cantidad terapéuticamente
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eficaz de un compuesto de Férmula (1) o Férmula (XX) y un excipiente,
diluyente o vehiculo veterinariamente aceptable son Utiles como parasiticidas
(endo y ecto parésitos) para el control y tratamiento de infecciones o
infestaciones manifestadas por dicho parasito en un animal. Los compuestos
de la presente invencion tienen utilidad como un ectoparasiticida, en particular,
como un acaricida e insecticida. Pueden, en particular, usarse en los campos
de medicina veterinaria, cria de ganado, piscifactoria y el mantenimiento de la
salud publica: contra acaridos e insectos que son parasitos en vertebrados,
particularmente vertebrados de sangre caliente, incluyendo animales de
compania, ganado y aves. Los compuestos de la presente invencion son
también parasiticidas para peces de sangre fria. Algunos ejemplos no limitantes
de parasitos acaridos e insectos incluyen: garrapatas (por ejemplo, Ixodes spp.,
Rhipicephalus spp., Boophilus spp., Amblyomma spp., Hyalomma spp.,
Haemaphysalis spp., Dermacentor spp., Ornithodorus spp., y similares); acaros
(por ejemplo, Dermanyssus spp., Sarcoptes spp., Psoroptes spp., Chorioptes
spp., Demodex spp., y similares); piojos masticadores y chupadores (por
ejemplo, Damalinia spp., Linognathus spp., y similares); pulgas (por ejemplo,
Siphonaptera spp., Ctenocephalidas spp., y similares); y moscas y mosquitos
mordedores (por ejemplo, Tabanidae spp., Haematobia spp., Stomoxys spp.,
Dermatobia spp., Simuliidae spp., Ceratopogonidae spp., Psychodidae spp., y
similares). En otro ejemplo, pueden tratarse ectoparasitos del orden crustaceo
copépodo, mas particularmente del género Lepeophtheirus (especialmente el
piojo del salmén, Lepeoptheirus salmonis) y/o Caligus (por ejemplo, C.
elongates, C.rogercreysii, C. teres, C. flexispina, y similares), particularmente

piojos marinos, con un compuesto de la presente invencion. Los compuestos
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de la invencion también pueden usarse para el tratamiento de endoparasitos,
por ejemplo, filarias, nematodos, anquilostomas, tricocéfalos y céstodos.

Los compuestos de la presente invencién y composiciones que
comprenden compuestos de la presente invencién junto con al menos un
agente veterinario adicional son de particular valor en el control de
ectoparasitos, endoparasitos e insectos que son perjudiciales para, o extienden
0 actian como vectores de enfermedades en, animales. Los ectoparasitos,
insectos y endoparasitos que pueden tratarse con una combinacién de
compuestos de Férmula (1) o Férmula (XX) y un agente veterinario adicional
incluyen los que se han descrito anteriormente en el presente documento e
incluyendo helmintos del filo platelmintos (por ejemplo, trematodos, eucestoda
y cestoda) y nematelmintos (por ejemplo, nematodos).

Cualquiera de los compuestos de la presente invencién, o una
combinacion adecuada de un compuesto de la presente invencion v,
opcionalmente, con al menos un agente veterinario adicional puede
administrarse directamente al animal y/o indirectamente aplicAndolo al
ambiente local en el que resida el animal. La administracién directa incluye
poner en contacto con la piel, pelo o plumas de un sujeto animal o ave el
compuesto o compuestos, por alimentacion o inyectando los compuestos en el
mamifero o el ave.

Los compuestos de Férmula (1) o Férmula (XX), estereocisémeros de los
mismos y combinaciones con al menos un agente veterinario adicional, como
se describe en el presente documento, son de valor para el tratamiento y
control de las diversas etapas del ciclo de vida de los insectos y parasitos

incluyendo etapas de huevo, ninfa, larva, juvenil y adulta.
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La presente invencién también se refiere a un procedimiento para
administrar un compuesto de la presente invencion solo o en combinacién con
al menos un agente veterinario adicional y opcionalmente un excipiente,
diluyente o vehiculo veterinariamente o farmacéuticamente aceptable, a
animales con buena salud que comprende la aplicacién a dicho animal para
reducir o eliminar el potencial de infeccion o infestacion parasitaria humana de
parasitos portados por el animal y para mejorar el ambiente en el que el animal
y el ser humano habitan.

Las reacciones expuestas a continuacion se hicieron generalmente a
una presion positiva de argéon o nitrégeno o con un tubo de secado, a
temperatura ambiente (a menos que se indique otra cosa), en disolventes
anhidros, y los matraces de reaccion se equiparon con un tapén de caucho
para la introduccion de sustratos y reactivos mediante una jeringa. Los objetos
de cristal se secaron al horno y/o se secaron con calor. La cromatografia de
cada fina analitica (TLC) se realiz6 usando placas con el fondo recubierto
previamente con gel de silice 60 F 254 y se eluyé con proporciones de
disolvente apropiadas (v/v). Las reacciones se ensayaron por TLC o CLEM y
terminaron como se determiné por el consumo del material de partida. La
visualizacion de las placas TLC se hizo con luz UV (254 nM de longitud de
onda) o con un disolvente de visualizacion de TLC apropiado y activado con
calor. La cromatografia ultrarrapida en columna (Still y col., J. Org. Chem. 43,
2923, (1978) se realizd usando gel de silice (RediSep Rf) o diversos sistemas
de MPLC, tal como un sistema de purificacion Biotage o ISCO.

Pueden wusarse procedimientos y/o técnicas convencionales de

separacion y purificacién conocidas por un experto en la técnica para aislar los
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compuestos de la presente invencion, asi como los diversos intermedios
relacionados con los mismos. Dichas técnicas seran bien conocidos por un
experto en la técnica y pueden incluir, por ejemplo, todos los tipos de
cromatografia (cromatografia liquida de alto rendimiento (HPLC), cromatografia
en columna usando absorbentes comunes, tales como gel de silice, y
cromatografia de capa fina (TLC), recristalizacion y técnicas de extraccién
diferencial (es decir, liquido-liquido).

Las estructuras de compuestos en los ejemplos que se indican a
continuacion se confirmaron por uno 0 mas de los siguientes procedimientos:
espectroscopia de resonancia magnética de protones y espectroscopia de
masas. Los espectros de resonancia magnética de protones (RMN 'H) se
determinaron usando un espectrometro Bruker que funciona a una intensidad
de campo de 400 megahertzios (MHz). Los desplazamientos quimicos se
indicaron en partes por millon (PPM, ) campo abajo a partir de un patron de
tetrametilsilano interno. Los datos de espectros de masas (EM) se obtuvieron
usando un espectrometro de masas Agilent con ionizacién quimica a presion
atmosférica. Procedimiento: Acquity HPLC con cromatografia realizada en una
columna Waters BEH C18 (2,1 x 50 mm, 1,7 um) a 50 °C. La fase mdvil sera un
gradiente binario de acetonitrilo (que contenia acido trifluoroacético al 0,1 %) y
agua (5-100 %).

Las realizaciones de la presente invencion se ilustran mediante los
siguientes Ejemplos. Sin embargo, se entenderd que las realizaciones de la
invencion no se limitan a los detalles especificos de estos Ejemplos, ya que se
conoceran otras variaciones de los mismos, o seran evidentes a la luz de la

presente divulgacién, para un experto en la técnica.
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EJEMPLOS

Un experto en la técnica también reconocera que los compuestos de
Formula (1) o Formula (XX) y los intermedios descritos en el presente
documento pueden someterse a diversas reacciones electrofilas, nucledfilas,
radicales, organometalicas, de oxidacion y reduccion para ahadir sustituyentes
o modificar los sustituyentes existentes.

Los siguientes ejemplos proporcionan una descripcién mas detallada de
las condiciones del procedimiento. Sin embargo, se entendera que la invencion,
como se describe completamente en el presente documento y como se
enumera en las reivindicaciones, no pretende limitarse por los detalles de los
siguientes esquemas o modos de preparacion.

Preparacion 1: 3-hidroxiazetidin-1-carboxilato de terc-butilo

HO/CNJ<O><

A una solucién agitada fria (0 °C) de clorhidrato de 3-hidroxiazetidina (75
g, 0,68 mol) en etanol (1300 ml) se le anadié trietilamina (208 g/280 ml, 2,05
mol) seguido de Boc,O (164 g, 0,75 mol). La solucién resultante se agité a
temperatura ambiente durante 16 horas. El analisis por CG/EM de la mezcla de
reaccion reveld la reaccion completa. Los volatiles se retiraron al vacio, el
residuo se diluyé con EtOAc (1300 ml) y se lavd con acido citrico al 10 % (700
ml), agua (700 ml) y salmuera (700 ml). Los extractos organicos se secaron
sobre sulfato sodico, se filtraron y se concentraron, dando el producto deseado
(100,8 g, rendimiento del 85 %). RMN 'H (CDCls) & 4,6 (m, 1 H), 4,2 (m, 2 H),
3,8 (m, 2 H), 1,4 (s, 9 H).

Preparacion 2: 3-oxoazetidin-1-carboxilato de terc-butilo
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Un matraz de 3 bocas de 5 | equipado con un agitador mecanico, un
termopar, un embudo de adiciéon y una entrada de nitrégeno se cargd con Py-
SO;3 (277 g, 1,74 mol) y DMSO (900 ml) y se enfri6 a 10 °C en un bano de
hielo. Se anadié TEA (177 g/244 ml, 1,74 mol). Se afadi6 lentamente mediante
un embudo de adicion una solucion de 3 hidroxiazetidin-1-carboxilato de terc-
butilo (Preparacion 1, 100,8 g, 0,58 mol) en DMSO (500 ml) a 10 °C. La
reaccion se agité a temperatura ambiente durante una noche. El analisis por
CG/EM de la mezcla de reaccion reveld que la reaccion se habia completado.
La reaccion se interrumpid con salmuera (1 1). Los productos soélidos se filtraron
y la fase acuosa se extrajo con acetato de etilo (3 x 1 I). Los extractos
organicos combinados se lavaron con NaHCO; acuoso saturado (1,5 I) y
salmuera (1,5 1), se secaron sobre sulfato sodico, filtraron y se concentraron,
dando el producto deseado (94 g, rendimiento del 95 %). RMN 'H (CDCls) & 4,6
(s,4H), 1,4 (s, 9H).

Preparacion 3: 3-hidroxi-3-(4-(trimetilsilil)fenil)azetidin-1-carboxilato de terc-

butilo

HO
N
o)
IX
Un matraz de 3 bocas de 2 | equipado con un agitador mecanico, un

termopar, un embudo de adicién y una entrada de nitrégeno se cargé con (4-
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bromofenil)trimetilsilano (80,4 g, 0,35 mol), THF (600 ml), Mg (8,5 g) e I
(cantidad catalitica). La suspensiéon se calenté a reflujo a 68 °C durante 1,5
horas hasta que todo el magnesio desaparecié. La solucién se enfrio a 0 °C en
un bano de hielo. Después, se anadié lentamente mediante un embudo de
adicion una solucién de 3-oxoazetidin-1-carboxilato de terc-butilo (Preparacion
2,30 g, 0,17 mol) en THF (200 ml). La solucién se agité a 0 °C durante 3 horas.
El andlisis por CL/EM indicé la formacion del producto deseado. La reaccién se
interrumpi6 con salmuera a 0 °C. La fase acuosa se extrajo con EtOAc (2 x 800
ml). Los extractos organicos combinados se secaron sobre sulfato sédico, se
filtraron y se concentraron, dando el producto deseado (47,4 g, rendimiento del
84 %). RMN "H (CDCl3) § 7,3 (d, 2 H), 7,2 (d, 2 H), 4,0 (d, 2 H), 3,9 (d, 2 H), 2,9
(s, TH), 1,2 (s, 9H),0,0 (s, 9H).

Preparacion 4: 3-(4-bromofenil)-3-hidroxiazetidin-1-carboxilato de terc-butilo

Br O)(
\Q%N&O
HO
Una mezcla de 3-hidroxi-3-(4-(trimetilsilil)fenil)azetidin-1-carboxilato de
terc-butilo (Preparacién 3, 45 g, 0,14 mol) y KBr (25 g, 0,21 mol) en acido
acetico (1 1) y MeOH (100 ml) se calent6 a 60 °C durante 20 minutos. Después,
a la mezcla de reaccion se le anadié N-clorosuccinimida (22,4 g, 0,17 mol) y se
agité a 60 °C durante 2 horas. El andlisis por CL/EM indic6 que la reaccién se
habia completado (solo el pico de producto). Después de enfriar a temperatura
ambiente, la mezcla se vertié en hielo-agua (1 ). La mezcla se extrajo con

CHCIs (2 x 800 ml). Los extractos organicos combinados se lavaron con NaOH

3 M (2 x 600 ml), agua (600 ml), se secaron sobre sulfato sodico, se filtraron y
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se concentraron. El producto en bruto se lavd con éter, proporcionando el
producto deseado (35 g, rendimiento del 76 %). RMN "H (CDCls) § 7,5 (d, 2 H),
7,4 (d,2H),4,2(s,4H),3,4(s,1H), 1,4 (s, 9H).

Preparacion 5: 3-(4-bromofenil)-3-fluoroazetidin-1-carboxilato de terc-butilo

Neasdl

Se enfri6 3-(4-bromofenil)-3-hidroxiazetidin-1-carboxilato de terc-butilo
(Preparacion 4, 25 g, 0,076 mol) en CH.Cl> (500 ml) a -78 °C. A esta
suspension se le anadio lentamente BAST (20,2 g, 0,09 mol) mediante un
embudo de adicién. La temperatura de la reaccién se elevo de -78 °C a
temperatura ambiente. La mezcla se agité a temperatura ambiente durante una
noche. El andlisis por CL/EM indicé que la reaccién se habia completado. La
reaccion se interrumpié con una solucién acuosa saturada de NaHCOg3; (500 ml)
y NaOH 1 M (500 ml). La fase acuosa se extrajo con CHxCl, (2 x 800 ml). Los
extractos organicos combinados se lavaron con acido citrico acuoso (2 x 700
ml), se secaron sobre Na,SOy, se filtraron y se concentraron, proporcionando el
producto deseado en forma de un sélido de color castafno (24,4 g, rendimiento
del 97 %). RMN 'H (CDCl3) § 7,5 (d, 2 H), 7,3 (d, 2 H), 4,4 (m, 2 H), 4,2 (m, 2
H), 1,4 (s, 9 H).

Preparacion 6: 3-fluoro-3-(4-formilfenil)azetidin-1-carboxilato de terc-butilo
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A una solucion de 3-(4-bromofenil)-3-fluoroazetidin-1-carboxilato de terc-
butilo (Preparacion 5, 1,0 g, 3 mmol) en THF (10 ml) a -78 °C se le anadio
lentamente n-BuLi (2,1 ml de una solucion 1,6 M en hexanos). La reaccién se
agité a -78 °C durante 15 minutos al mismo tiempo que se le anadié DMF (0,5
ml, 6 mmol). La mezcla de reaccion se dej6é calentar a temperatura ambiente y
se agitd durante 1 hora més. Se anadié NH4Cl acuoso saturado (10 ml) y la
fase acuosa se extrajo con éter (2 x 10 ml). Las fases organicas combinadas se
secaron (Na,SQ,) y se concentraron al vacio. El producto en bruto se sometié a
cromatografia sobre silice (columna de 12 g) usando un gradiente de EtOAc al
0-30 %/hexanos en una realizacion de 12 minutos. Rendimiento de 460 mg.
Tiempo de reaccion de CL/EM = 3,004 minutos; EM calculado para
(C1sH1gFNO3) 279,127, observado 180,2 M-BOC. RMN 'H (CDCls) § 10,0 (s, 1
H), 8,0 (d, 2 H), 7,7 (d, 2 H), 4,5 (m, 2 H), 4,2 (m, 2 H), 1,6 (s, 9 H).

Preparacion 7: 3-fluoro-3-(4-((hidroxiimino)metil)fenil)azetidin-1-carboxilato de

terc-butilo
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A una solucion de 3-fluoro-3-(4-formilfenil)azetidin-1-carboxilato de terc-
butilo (Preparacion 6, 460 mg, 1,65 mmol) en etanol (30 ml) se le afadieron
NH.OHHCI (127 mg, 1,8 mmol) y agua (2,5 ml). La solucion se calent6 a 50 °C
durante 1 hora y después se dejo en agitacion a temperatura ambiente durante
2 horas. Los reactivos se concentraron al vacio para retirar el etanol. Al residuo
restante se le anadié agua (5 ml) y se extrajo con EtOAc (2 x 10 ml). Las fases
organicas combinadas se secaron (Na,SO4) y se concentraron al vacio,
proporcionando el intermedio en forma de un sélido. Rendimiento 485 mg.
RMN "H (CDCls) § 8,17 (s, 1 H), 7,65 (d, 2 H), 7,50 (d, 2 H), 5,32 (s, 1 H), 4,37-
4,50 (m, 2 H), 4,28 (m, 2 H), 1,45-1,55 (m, 9 H). Tiempo de retencion de CL/EM
= 2,926 minutos; EM calculado para (C1sH1gFN2O3) 294,13, observado 195,0
M-Boc.

Preparacion 8: 3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)azetidin-1-carboxilato de terc-butilo
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A una solucibn en DMF (8 ml) de 3-fluoro-3-(4-((hidroxiimino)metil)-
fenil)azetidin-1-carboxilato de terc-butilo (Preparacién 7, 486 mg, 1,65 mmol) se
le afadié en dos porciones NCS (232 mg, 1,65 mmol) durante 10 minutos. La
reaccion se agité a temperatura ambiente durante una noche. La reaccién se
diluy6é con EtOAc (8 ml) y se anadi6 1,2,3-tricloro-5-(1,1,1-trifluoroprop-2-en-2-
ilbenceno (546 mg, 1,98 mmol) seguido de bicarbonato potasico (248 mg, 2,48
mmol). La reaccion se agitd a temperatura ambiente durante 3 dias. La
reaccion se concentrd al vacio. El residuo se repartié entre EtOAc (50 ml) y
agua (50 ml). La fase acuosa se extrajo con EtOAc (3 x 50 ml). Las fases
organicas combinadas se secaron y se condensaron. El material en bruto se
absorbio6 sobre silice y se sometié a cromatografia sobre una columna de silice
de 40 g eluyendo con un gradiente de EtOAc al 0 %-40 %/hexanos durante 20
minutos. Las fracciones que contenian el material deseado se combinaron y se
concentraron, produciendo 526 mg de un sélido de color blanco. RMN 'H
(CDCl3) 6 7,74 (d, 2 H), 7,67 (s, 2 H), 7,56 (d, 2 H), 4,39-4,51 (m, 2 H), 4,24 (m
2H),4,12 (d, 1 H), 3,72 (d, 1 H), 1,5 (s, 9 H).

Preparacion 9: 3-(4-(3-fluoroazetidin-3-il)fenil)-5-(3,4,5-triclorofenil)-5-

(trifluorometil)-4,5-dihidroisoxazol
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A una solucion de 250 mg de 3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)azetidin-1-carboxilato de terc-butilo
(Preparacion 8) en 2 ml de CHxCl, se le anadié 1 ml de acido trifluoroacético.
La reaccion se agité durante una noche a una presion positiva de nitrégeno. La
reaccion se concentrd. El residuo se repartié entre EtOAc y NaHCO; acuoso
saturado. La fase acuosa se extrajo 2 veces con EtOAc (20 ml). Los extractos
organicos combinados se secaron sobre NaSOs y se condensaron,
produciendo 188 mg de una pelicula. El andlisis por TLC mostr6 muchas mas
puntos polares. El producto en bruto se llevé a las siguientes reacciones. EM
calculado para (C19H13Cl3F4sN2O) 466,00, observado 467,9 M+H
Ejemplo 1: 1-(8-fluoro-3-(4-(5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)azetidin-1-il)etanona
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A una solucién de 3-(4-(3-fluoroazetidin-3-il)fenil)-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol (Preparacion 9, 94 mg) en 2 ml de CH.Cl, se
le anadio piridina (0,05 ml) seguido de cloruro de acetilo (31 mg). La reaccién
se dejé en agitacién a temperatura ambiente durante 1 hora. Se anadi6 agua (3
ml). La reaccion se diluy6 con 3 ml de CH.Cl,, se agité durante 30 minutos y se
vertié a través de un extracto de fase. La fase de CH.Cl, se recogi6 y se
concentr6. El producto en bruto de la reaccion se absorbié sobre silice y se
someti6é a cromatografia sobre una columna de silice de 12 g eluyendo con un
gradiente de EtOAc al 50 %/hexanos a EtOAc al 100 %/hexanos, produciendo
90 mg del compuesto deseado en forma de una espuma de color blanco. RMN
'H (CDCl3) 8 7,76 (d, 2 H). 7,67 (s, 2 H), 7,56 (d, 2 H), 4,71-4,31 (m, 4 H), 4,12
(d, 1 H), 3,72 (d, 1 H), 2,01 (s, 3 H). Tiempo de retencion de CL/EM = 3,591
minutos; EM calculado para (Cz1H15Cl3F4N2O2) 509,714, observado 511 M+H.
Ejemplo 2: ciclopropil(3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)azetidin-1-il)metanona

A una solucién del 3-(4-(3-fluoroazetidin-3-il)fenil)-5-(3,4,5-triclorofenil)-5-

(trifluorometil)-4,5-dihidroisoxazol (Preparacion 9, 94 mg) en 2 ml de CH.Cl, se
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le afadié piridina (0,05 ml) seguido de cloruro de ciclopropancarbonilo (31 mg).
La reaccion se dejé en agitaciéon a temperatura ambiente durante 1 hora. Se
anadié agua (10 ml). La reaccién se diluyé con 10 ml mas de CHxCl,, se agité
durante 30 minutos a temperatura ambiente y después se pasé a través de un
tubo de separacion de fases. La fase de CH.Cl, se recogio y se condensé. El
material en bruto se absorbid sobre silice y se sometié a cromatografia en una
columna de silice de 12 g, eluyendo con un gradiente de EtOAc al 20 %/hexano
a EtOAc al 80 %/hexano. Las fracciones que contenian el material deseado se
combinaron y se concentraron. A la pelicula resultante se le anadié Et,O (~2
ml). La colocacion del matraz a alto vacio durante una noche dio como
resultado la formacion del producto en forma de una espuma de color blanco
(87 mg). RMN "H (CDCls) & ppm 7,76 (d, 2 H), 7,67 (s, 2 H), 7,58 (d, 2 H), 4,8-
4,7 (m, 1 H), 4,6-42 (m, 3 H), 4,12 (d, 1 H), 3,72 (d, 1 H), 1,5-1,4 (m, 1 H), 1,08
(m, 2 H), 0,86 (m, 2 H). Tiempo de retencion de CL/EM = 3,710 minutos, EM
calculado para (Ca3H17ClsF4N20O2) 534,03, observado 535,0 M+H.

Ejemplo 3:  3-fluoro-N-metil-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)azetidin-1-carboxamida

El compuesto se prepar6 usando un procedimiento similar al del Ejemplo
2 usando isocianato de metilo en lugar de cloruro de ciclopropancarbonilo.

Rendimiento de 124 mg (94 %). RMN H (CDCl3) 6 7,73 (d, 2 H), 7,66 (s, 2 H),
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7,56 (d, 2 H), 4,49-4,40 (m, 2 H), 4,28-4,17 (m, 3 H), 4,10 (d, 1 H), 3,70 (d, 1 H),
2,86 (d, 3 H). Tiempo de retencion de CL/EM = 3,559 minutos, EM calculado
para (C21H16Cl3F4N302) 523,02, observado 524,0 M+H.

Ejemplo 4: N-etil-3-fluoro-3-(4-(5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)azetidin-1-carboxamida

El compuesto se prepar6 usando un procedimiento similar al del Ejemplo
2 usando isocianato de etilo en lugar de cloruro de ciclopropancarbonilo.
Rendimiento de 130 mg (96 %). RMN 'H (CDCls) & 7,73 (d, 2 H), 7,66 (s, 2 H),
7,56 (d, 2 H), 4,49-4,38 (m, 2 H), 4,27-4,15 (m, 3 H), 4,10 (d, 1 H), 3,70 (d, 1 H),
3,31 (m, 2 H), 1,18 (t, 3 H). Tiempo de retencion de CL/EM = 3,638 minutos,
EM calculado para (C22H15ClsF4N3O2) 537,04, observado 538,0 M+H.
Ejemplo 5: N-ciclopropil-3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)azetidin-1-carboxamida

El compuesto se prepar6 usando un procedimiento similar al del Ejemplo

2 usando isocianato de ciclopropilo en lugar de cloruro de ciclopropancarbonilo.
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Rendimiento de 130 mg (94 %). RMN 'H (CDCls) & 7,73 (d, 2 H), 7,66 (s, 2 H),
7,56 (d, 2 H), 4,55-4,40 (m, 3 H), 4,28-4,19 (m, 2 H), 4,10 (d, 1 H), 3,70 (d, 1 H),
2,65 (m, 1 H), 0,78 (m, 2 H), 0,55 (m, 2 H). Tiempo de retencion de CL/EM =
3,647 minutos, EM calculado para (C23H1sCl3F4N30O2) 549,04, observado 550,0
M+H.

Preparacion 10: 3-(4-(dietoximetil)fenil)-3-hidroxiazetidin-1-carboxilato de terc-
butilo

EtO._ OEt

OH

N
|

Boc

Se suspendioé cloruro de cerio (71,4 g, 290 mmoles) en tetrahidrofurano
(600 ml), se calent6 a 65 °C durante 2,5 horas y después se enfrié a
temperatura ambiente. En un matraz separado, se disolvi6 4-
bromobenzaldehido dietilacetal (100 g, 386 mmoles) en tetrahidrofurano (750
ml). Se anadieron limaduras de magnesio (5,9 g, 241 mmoles) y dibromoetano
(0,5 ml) y la mezcla se calent6 a reflujo durante 2,5 horas, hasta que todo el
magnesio habia reaccionado. El calentamiento se retir6 y la solucion de
Grignard se enfri6 en un bafo de hielo. La suspension de cloruro de
cerio/tetrahidrofurano se enfri6 en un bafio de hielo a 0 °C. La solucién de
Grignard se afadié en porciones y la mezcla se agitd a 0 °C durante 45
minutos. Se anadié en porciones N-(t-butoxicarbonil)azetidinona (41,3 g, 241
mmoles) disuelta en tetrahidrofurano (200 ml) y la reaccion se dej6 en agitacion

a 0 °C durante 30 minutos. La reaccion se interrumpié con una solucién
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saturada de carbonato sédico (500 ml) y después se diluyd con acetato de etilo
(2000 ml). La fase organica se lavé con agua (3 x 500 ml), se separo, se secd
sobre sulfato de magnesio anhidro, se filtr6 y se evapor6 a sequedad, dando un
aceite de color amarillo que pesaba 120 g que se purificd usando cromatografia
de fase normal (600 g de una columna de SiO,, cargada como una solucién en
25 ml de diclorometano, gradiente lineal de terc-butil metil éter al 10 % en n-
heptano a terc-butil metil éter al 100 % durante 60 minutos, 150 ml/minutos,
fracciones de 55 ml usando el método "Threshold OR Slope"), dando un aceite
de color amarillo claro con un peso de 65 g, cuya RMN sugeria que era el
producto de acetal deseado. RMN "H (CDCls) & ppm: 7,50 (4H), 5,50 (1H), 4,15
(2H), 4,30 (2H), 3,55 (4H), 1,50 (9H), 1,25 (6H); m/z (IEN) 252 [M+H-Boc]".
Preparacion  11:  (E)  3-hidroxi-3-(4-((hidroxiimino)metil)fenil)-azetidin-1-
carboxilato de terc-butilo

OH
N

OH

|
Boc

El producto de la Preparacion 10 (54 g, 195 mmoles) se disolvio en
metanol (800 ml) y agua (400 ml). Se anadié en porciones clorhidrato de
hidroxilamina (14 g, 200 mmoles) y la mezcla se agité a temperatura ambiente
durante 60 minutos. La mezcla de reaccion se evaporé para retirar el exceso de
metanol. El resto acuoso se extrajo con acetato de etilo (3000 ml), se separo,
se secb sobre sulfato de magnesio anhidro, se filtré y se evaporé a sequedad,

dando un jarabe espeso de color amarillo con un peso de 49 g. RMN 'H
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(CDCls) & ppm: 8,15 (1H), 7,60 (2H), 7,50 (2H), 4,20 (4H), 1,52 (9H); m/z (IEN)
193 [M+H-Boc]".
Preparacion 12: 3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ifenil)-3-hidroxiazetidin-1-carboxilato de terc-butilo

Cl

CF3
s

i
N
Cl

OH

N
Boc

El producto de la Preparacion 11 (56 g, 192 mmoles) se disolvié en
acetato de etilo (1000 ml) y se agitd a temperatura ambiente. Se anadié en
porciones N-clorosuccinimida (29,9 g, 224 mmoles). Después de 60 minutos, a
la mezcla de reaccion se le anadi6 bicarbonato potasico (57,5 g, 575 mmoles),
agua (5 ml) y 1,3-dicloro-2-fluoro-5-(3,3,3-trifluoroprop-1-en-2-il)benceno (49,7
g, 192 mmoles). La mezcla se agitd6 durante una noche a temperatura
ambiente. La reaccion se interrumpid con agua (750 ml), se diluyé con acetato
de etilo (1500 ml), las fases se agitaron para disolver todos los sélidos, la fase
organica se secé sobre sulfato de magnesio anhidro, se filtr6 y se evapord,
dando una suspensién (aproximadamente 1 litro en volumen). Se anadieron
hexanos (1 litro), la mezcla se agité y se filtrd, dando una torta de filtro de color
blanco que se lavd con a 300 ml mas de hexanos y se sec6 en la bomba,
dando un sélido de color blanco con un peso de 52 g. RMN 'H (DMSO-D6) &
ppm: 7,80 (2H), 7,75 (2H), 7,62 (2H), 4,32 (2H), 4,05 (4H), 1,40 (9H); m/z (IEN)
449 [M+H-Boc]*, 547 [M-H]*
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Preparacion 13: 3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)azetidin-3-ol

Cl
CF;
(O
\
N
Cl
OH
N
H

A una suspensién del producto de la Preparaciéon 12 (52 g, 95 mmoles)

5 en metanol (650 ml) se le anadi6 acido clorhidrico acuoso concentrado (38

ml). La mezcla se calentd con agitacion. A aproximadamente 50 °C, la

suspension comenzo a disolverse-formando una soluciéon a reflujo. Después del

calentamiento a reflujo durante 2 horas, la reaccién se enfri6 a temperatura

ambiente y se evapor6 a presion reducida seguido de tolueno, dando un sélido

10 de color blanco que se suspendié con tolueno (1000 ml) y se filtr6 a presion

reducida. La torta de filtro se lavé con hexanos (500 ml) y después se secé en

la estufa de vacio a 50 °C, dando un sélido de color blanco con un peso de 42

g. RMN "H (DMSO-D6) & ppm: 7,80 (6H), 4,30 (4H), 4,12 (2H); m/z (IEN) 449
[M+H]", 447 [M-H]*

15  Preparacion 14: 3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

ilfenil)-3-fluoroazetidin-1-carboxilato de terc-butilo
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Referencia: J. Org. Chem. 2010, 75, 3401-3411. Se disolvid
trifluorhidrato de trietilamina (5,3 g, 32,8 mmoles) en diclorometano (97 ml). Se
anadié trietilamina (2,3 ml, 16,4 mmoles) y la solucién se enfrio a -78 °C. A la
mezcla enfriada se le anadieron XtalFluor-E (5,6 g, 24,6 mmoles) y después el
producto de la Preparaciéon 12 (9 g, 16,4 mmoles). Esto dio como resultado una
suspension espesa. La refrigeracion se retird y la mezcla se dej6é calentar a
temperatura ambiente, con agitacion. La suspensién se disolvié, dando una
solucion de color pardo claro. Después de agitar a temperatura ambiente,
durante una noche, la reaccién se interrumpié mediante la adicién de una
solucién acuosa saturada de carbonato sdédico (100 ml) y diclorometano (100
ml). Después, las capas se separaron. La fase organica se secé sobre sulfato
de magnesio anhidro, se filtré y se evapord a sequedad, dando un aceite de
color pardo con un peso de 9 g. RMN 'H (CDCls) & ppm: 7,75 (2H), 7,60 (2H),
7,55 (2H), 4,45 (2H), 4,25 (2H), 4,15 (1H), 3,70 (1H), 1,50 (9H); m/z (IEN) 451
[M+H-Boc]*, 549 [M-H]*

Preparacion 15: 5-(3,5-diclorofenil)-3-(4-(3-fluoroazetidin-3-il)fenil)-5-

(trifluorometil)-4,5-dihidroisoxazol
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A una solucibn de 3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-carboxilato de terc-butilo
(Preparacion 14) en metanol (10 ml) se le afadié una solucién metandlica de
HCI (10 ml de 1,25 M). La mezcla de reaccién se calenté a 65 °C durante 1,5
horas. La reaccién se concentré mediante un evaporador rotatorio, produciendo
un aceite viscoso. Se anadié CH.Cl, y se formd un precipitado. Los volatiles se
retiraron a presion reducida, produciendo 573 mg del compuesto del titulo en
forma de un sélido de color blanco. RMN 'H (DMSO-dg) & 9,8-9,6 (s a, 2 H) 7,9-
7,8 (m, 3 H), 7,75 (d, 2 H), 7,63 (d, 2 H), 4,64-4,29 (m, 6 H). ). Tiempo de
retencién de CL/EM = 3,039 minutos, EM calculado para (CigH14Cl2F4N20)
432,04, observado 433,0 M+H.

Ejemplo 6: ciclopropil(3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)metanona

F3C 0
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A una solucion del 5-(3,5-diclorofenil)-3-(4-(3-fluoroazetidin-3-il)fenil)-5-
(trifluorometil)-4,5-dihidroisoxazol (Preparacién 15, 65 mg) en 2 ml de CHxCl»
se le anadié trietil amina (50 wl) seguido de cloruro de ciclopropancarbonilo (19
mg). La reaccién se dej6é en agitacion a temperatura ambiente durante 30
minutos. Se afadié agua (5 ml). La reaccion se diluyé con 5 ml mas de CHCly,
se agitdé durante 5 minutos a temp. ambiente y después se pasoé a través de un
tubo de separacion de fases. La fase de CH.Cly se recogio y se condensoé. El
material en bruto se absorbié sobre silice y se sometié a cromatografia en una
columna de silice de 12 g, eluyendo con un gradiente de acetato de etilo del 0
% al 100 % en heptano. Las fracciones que contenian el material deseado se
combinaron y se concentraron. A la pelicula resultante se le afnadié Et,O (~'2
ml). Colocar el matraz a alto vacio durante una noche dio como resultado la
formacion de una espuma de color blanco. Rendimiento de 67 mg (98 %) del
producto deseado. RMN 'H (CDCls) & ppm 7,76 (d, 2 H), 7,63-7,51 (s, 4 H),
7,45 (s, 1 H), 4,8-4,7 (m, 1 H), 4,6-4,3 (m, 3 H), 4,12 (d, 1 H), 3,74 (d, 1 H), 1,6-
1,4 (m, 1 H), 1,07 (m, 2 H), 0,86 (m, 2 H). Tiempo de retencién de CL/EM =
3,654 minutos, EM calculado para (C23H1sCl2F4N202) 500,07, observado 501,0
M-+H.

Ejemplo 7: 1-(3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona
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El compuesto se prepar6 usando un procedimiento similar al del Ejemplo
6 usando cloruro de isobutiroilo en lugar de cloruro de ciclopropancarbonilo.
Rendimiento de 146 mg (95 %). RMN 'H (CDCls) § 7,76 (d, 2 H), 7,58-7,51 (m,
4 H), 7,45 (m, 1 H), 4,71-4,58 (m, 1 H), 4,56-4,32 (m 3 H), 4,12 (d, 1 H), 3,73 (d,
1 H), 2,53 (m, 1 H), 1,22-1,14 (m, 6 H). Tiempo de retencion de CL/EM = 3,660
minutos, EM calculado para (Cz3H20Cl2F4N20O2) 502,08, observado 503,0 M+H.
Ejemplo  8:  3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

ilfenil)-3-fluoro-N-metilazetidin-1-carboxamida

El compuesto se prepar6 usando un procedimiento similar al del Ejemplo
6 usando isocianato de metilo en lugar de cloruro de ciclopropancarbonilo.
Rendimiento de 118 mg (96 %). RMN 'H (CDCls) & 7,73 (d, 2 H), 7,61-7,51 (m,
4 H), 7,44 (m, 1 H), 4,50-4,39 (m, 2 H), 4,28-4,16 (m, 3 H), 4,10 (d, 1 H), 3,71
(d, 1 H), 2,87 (d, 3 H). Tiempo de retencién de CL/EM = 2,965 minutos, EM
calculado para (C21H17CloF4N3O2) 489,06, observado 490,0 M+H.
Ejemplo 9:  3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)-N-etil-3-fluoroazetidin-1-carboxamida
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El compuesto se prepar6 usando un procedimiento similar al del Ejemplo
6 usando isocianato de etilo en lugar de cloruro de ciclopropancarbonilo.
Rendimiento de 123 mg (97 %). RMN 'H (CDCls) § 7,73 (d, 2 H), 7,59-7,50 (m,
4 H), 7,44 (m, 1 H), 4,50-4,38 (m, 2 H), 4,27-4,14 (m, 3 H), 4,10 (d, 1 H), 3,71
(d, 1 H), 3,31 (m, 2 H), 1,18 (t, 3 H). Tiempo de retenciéon de CL/EM = 3,018
minutos, EM calculado para (C22H19Cl2F4N302) 503,08, observado 504,0 M+H.
Ejemplo 10: N-ciclopropil-3-(4-(5-(8,5-diclorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-carboxamida

El compuesto se prepar6 usando un procedimiento similar al del Ejemplo
6 usando isocianato de ciclopropilo en lugar de cloruro de ciclopropancarbonilo.
Rendimiento de 124 mg (96 %). RMN 'H (CDCls) § 7,73 (d, 2 H), 7,58-7,51 (m,
4 H), 7,44 (m, 1 H), 4,55-4,39 (m, 3 H), 4,29-4,19 (m, 2 H), 4,10 (d, 1 H), 3,71
(d, 1 H), 2,65 (m, 1 H), 0,77 (m, 2 H), 0,55 (m, 2 H). Tiempo de retencion de
CL/EM = 3,026 minutos, EM calculado para (Ca3H19Cl2FsN30O2) 515,08,
observado 516,0 M+H.
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Preparacion 16: 5-(3,5-dicloro-4-fluorofenil)-3-(4-(3-fluoroazetidin-3-il)fenil)-5-

(trifluorometil)-4,5-dihidroisoxazol

Cl
CF;
"~ 7o
\
N
Cl
F
N
H

El producto se preparé de acuerdo con los procedimientos de la

5 Preparacién 12, 14 y 15 usando 1,3-dicloro-2-fluoro-5-(83,3,3-trifluoroprop-1-en-

2-il\benceno. RMN 'H (DMSO-ds) § 10,0-9,6 (s a, 2 H) 7,9-7,7 (m, 6 H), 4,68-

4,24 (m, 6 H). Tiempo de retencion de CL/EM = 3,020 minutos, EM calculado
para (C19H13CI2F5N20) 450,03, observado 450,9 M+H.

Ejemplo 11: 1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

10  dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)propan-1-ona

El compuesto se preparé a partir del compuesto de la preparacion 16 de
acuerdo con el método del Ejemplo 6 usando cloruro de propionilo en lugar de
cloruro de ciclopropancarbonilo. RMN 'H (CDCls) § 7,74 (d, 2 H), 7,60 (d, 2 H),

15 7,54 (d, 2 H), 4,66-4,30 (m, 4 H), 2,22 (m, 1 H), 1,19 (m, 3 H). Tiempo de
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retencién de CL/EM = 3,611 minutos, EM calculado para (Cz2H17CloFsN2O52)
506,6, observado 507,0 M+H.
Ejemplo 12: 1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)butan-1-ona

A una solucién de acido butirico (50 mg) en DMF (5 ml) se le anadio
HATU (200 mg) y después trietil amina (150 pl). La solucién resultante se agit6
a temperatura ambiente durante 15 minutos y después se afadié en una
porcion clorhidrato de 5-(3,5-dicloro-4-fluorofenil)-3-(4-(3-fluoroazetidin-3-
ifenil)-5-(trifluorometil)-4,5-dihidroisoxazol (Preparacién 16, 100 mg). La
reaccion se agitd a temperatura ambiente durante 16 horas. El disolvente se
retird al vacio y el residuo se repartié entre agua (10 ml) y CHxCl> (10 ml). La
fase organica se recogio y se condenso. El material en bruto se absorbi6é sobre
silice y se someti6é a cromatografia en una columna de silice de 12 g, eluyendo
con un gradiente de acetato de etilo del 0 % al 100 % en heptano. Las
fracciones que contenian el material deseado se combinaron y se
concentraron. A la pelicula resultante se le afadié Et,O (~'2 ml). Colocar el
matraz a alto vacio durante una noche dio como resultado la formacién de una
espuma de color blanco. Rendimiento de 86 mg (80 %). RMN 'H (CDCls) § 7,75
(d, 2 H), 7,61 (d, 2 H), 7,55 (d, 2 H), 4,68-4,33 (m, 4 H), 4,12 (d, 1 H), 3,72 (d, 1
H), 2,19 (m, 2 H), 1,73 (m, 2 H), 1,01 (m, 3 H). Tiempo de retencién de CL/EM
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= 3,688 minutos, EM calculado para (Cz3H19CloFsN2O2) 520,07, observado
521,0 M+H.
Ejemplo 13: 2-ciclopropil-1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-

4,5-dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)etanona

El compuesto se prepard a partir del compuesto de la Preparacion 16 de

acuerdo con el método del Ejemplo 12 usando acido ciclopropil acético en lugar

de &cido butirico. Rendimiento de 73 mg (67 %). RMN 'H (CDCl3) & 7,74 (d, 2

H), 7,60 (d, 2 H), 7,54 (d, 2 H), 4,67-4,33 (m, 4 H), 4,10 (d, 1 H), 3,70 (d, 1 H),

10 2,03 (m, 2 H), 1,09 (m, 1 H), 0,61 (m, 2 H), 0,20 (m, 2 H). Tiempo de retencién

de CL/EM = 3,694 minutos, EM calculado para (Co4H19CloFsN2O2) 532,07,
observado 533,0 M+H.

Ejemplo 14: 3-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-3-oxopropanonitrilo

15

El compuesto se preparé a partir del compuesto de la Preparacion 16 de

acuerdo con el método del Ejemplo 12 usando &cido cianoacético en lugar de
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4cido butirico. Rendimiento de 88 mg (55 %). RMN 'H (CDCls) § 7,77 (d, 2 H),
7,60 (d, 2 H), 7,55 (d, 2 H), 4,79 (m, 1 H), 4,71-4,40 (m, 3 H), 4,11 (d, 1 H), 3,71
(d, 1 H), 3,40 (s, 2 H). Tiempo de retencién de CL/EM = 3,533 minutos, EM
calculado para (C22H14Cl2FsN302) 517,04, observado 539,9 M+H+Na".

Ejemplo 15: 1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-(metiltio)etanona

El compuesto se preparé a partir del compuesto de la Preparacion 16 de
acuerdo con el método del Ejemplo 12 usando acido 2-(metiltio)acético en lugar
de acido butirico. Rendimiento de 208 mg (94 %). RMN 'H (CDCls) & 7,75 (d, 2
H), 7,60 (d, 2 H), 7,55 (d, 2 H), 4,72 (m, 1 H), 4,61-4,34 (m, 3 H), 4,11 (d, 1 H),
3,71 (d, 1 H), 3,15 (s, 2 H) , 2,26 (s, 3 H). Tiempo de retencion de CL/EM =
3,637 minutos, EM calculado para (C.2H17CloFsN2.O.S) 538,03, observado
538,9 M+H+.

Ejemplo 16: 1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metoxietanona
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El compuesto se preparé a partir del compuesto de la preparacion 16 de
acuerdo con el método del Ejemplo 6 usando cloruro de metoxi acetilo en lugar
de cloruro de ciclopropancarbonilo. Rendimiento de 114 mg (88 %). RMN 'H
(CDCl3) & 7,74 (d, 2 H), 7,60 (d, 2 H), 7,54 (d, 2 H), 4,82-4,68 (m, 1 H), 4,66-
4,34 (m, 3 H), 4,15-4,04 (m, 3 H), 3,71 (d, 1 H), 3,42 (s, 3 H). Tiempo de
retencién de CL/EM = 3,543 minutos, EM calculado para (Cz2H17Cl2FsN2O3)
522,05, observado 523,0 M+H.

Ejemplo 17: ciclobutil(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)metanona

El compuesto se preparé a partir del compuesto de la preparacion 16 de
acuerdo con el método del Ejemplo 6 usando cloruro de ciclobutanocarbonilo
en lugar de cloruro de ciclopropancarbonilo. Rendimiento de 115 mg (88 %).
RMN "H (CDCls) § 7,73 (d, 2 H), 7,59 (d, 2 H), 7,51 (d, 2 H), 4,59-4,26 (m, 4 H),
4,10 (d, 1 H), 3,71 (d, 1 H), 3,12 (m, 1 H), 2,38 (m, 2 H), 2,16 (m, 2 H), 2,07-
1,87 (m, 2 H). Tiempo de retencién de CL/EM = 3,743 minutos, EM calculado
para (Co4H19CloFsN2O2) 532,07, observado 533,0 M+H.

Ejemplo 18: 1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona



10

15

134

El compuesto se preparé a partir del compuesto de la preparacion 16 de
acuerdo con el método del Ejemplo 6 usando cloruro de isobutiroilo en lugar de
cloruro de ciclopropancarbonilo. Rendimiento de 166 mg (90 %). RMN 'H
(CDCls) 8 7,74 (d, 2 H), 7,60 (d, 2 H), 7,53 (d, 2 H), 4,70-4,29 (m, 4 H), 4,10 (d,
1 H), 3,71 (d, 1 H), 2,51 (m, 1 H), 1,17 (m, 6 H). Tiempo de retencion de CL/EM
= 3,685 minutos, EM calculado para (Cz3H19CloFsN2O2) 520,07, observado
521,0 M+H.

Ejemplo 19: 1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona

El compuesto se preparé a partir del compuesto de la preparacion 16 de
acuerdo con el método del Ejemplo 6 wusando cloruro de 3,3,3-
trifluoropropanoilo en lugar de cloruro de ciclopropancarbonilo. Rendimiento de
96 mg (70 %). RMN 'H (CDCls) & 7,76 (d, 2 H), 7,60 (d, 2 H), 7,53 (d, 2 H),
4,76-4,65 (m, 1 H), 4,61-4,38 (m, 3 H), 4,10 (d, 1 H), 3,71 (d, 1 H), 3,09 (m, 2
H). Tiempo de retencion de CL/EM = 3,712 minutos, EM calculado para
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(C22H14Cl2FgN202) 560,03, observado 561,0 M+H.
Ejemplo 20: N-ciclopropil-3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-carboxamida

El compuesto se prepar6 a partir del compuesto de la preparacion 16 de
acuerdo con el método del Ejemplo 6 usando isocianato de ciclopropilo en lugar
de cloruro de ciclopropancarbonilo. Rendimiento de 126 mg (94 %). RMN 'H
(CDCl3) & 7,73 (d, 2 H), 7,60 (d, 2 H), 7,56 (d, 2 H), 4,56-4,39 (m, 3 H), 4,29-
4,18 (m, 2 H), 4,10 (d, 1 H), 3,70 (d, 1 H), 2,65 (m, 1 H), 0,78 (m, 2 H), 0,55 (m,
2 H). Tiempo de retencion de CL/EM = 3,233 minutos, EM calculado para
(C23H18Cl2F5N305) 533,07, observado 534,0 M+H.

Ejemplo 21: 3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoro-N-metilazetidin-1-carboxamida

El compuesto se preparé a partir del compuesto de la preparacion 16 de
acuerdo con el método del Ejemplo 6 usando isocianato de metilo en lugar de

cloruro de ciclopropancarbonilo. Rendimiento de 44 mg (94 %). RMN 'H
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(CDCl3) 8 7,71 (d, 2 H), 7,59-7,53 (m, 4 H), 4,45 (d, 1 H), 4,39 (d, 1 H), 4,23 (d,
1 H), 4,21 (d, 1 H), 4,24-4,17 (m, 3 H), 4,08 (d, 1 H), 3,68 (d, 1 H), 2,83 (d, 3 H).
Tiempo de retencion de CL/EM = 3,001 minutos, EM calculado para
(C21H16Cl2FsN302) 507, observado 508 M+H.

Ejemplo 22: 3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-N-etil-3-fluoroazetidin-1-carboxamida

El compuesto se preparé a partir del compuesto de la preparacion 16 de
acuerdo con el método del Ejemplo 6 usando isocianato de etilo en lugar de
cloruro de ciclopropancarbonilo. Rendimiento de 44 mg (91 %). RMN 'H
(CDCls) & 7,71 (d, 2 H), 7,59-7,53 (m, 4 H), 4,44 (d, 1 H), 4,39 (d, 1 H), 4,24-
4,17 (m, 3 H), 4,08 (d, 1 H), 3,68 (d, 1 H), 3,33-3,26 (m, 2 H), 1,16 (t, 3 H).
Tiempo de retencion de CL/EM = 3,531 minutos, EM calculado para
(C22H1CloFsN302) 521, observado 522 M+H.

Ejemplo 23: 3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-carboxamida
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Se anadio trietilamina (0,070 ml, 0,492 mmol) a una suspension de sal
clorhidrato de azetidina (Preparacién 16, 0,200 g, 0,410 mmol) en CHxCl, (5
ml). Posteriormente, se anadi6 isocianato de trimetilsililo (0,308 ml, 2,05 mmol)
y la mezcla de reaccidn se agité a temperatura ambiente durante una noche.
Se afadié una solucién acuosa saturada de Na,COs; (5 ml) y la mezcla de
reaccion se agité durante 5 minutos. La fase organica se separd, se lavd con
salmuera y se secé (NaSO. anhidro). El disolvente se evaporé a presion
reducida, produciendo un solido de color blanquecino. El residuo se purifico por
cromatografia [sistema Teledyne Isco CombiFlash Rf, cartucho de 24 g de gel
de silice RediSep Rf, CHxCl, a CH2Cl-MeOH (95:5) durante un gradiente de
elucion de 10 CV], proporcionando el compuesto deseado purificado en forma
de un sdlido de color blanco (0,089 g, 44 %). T, de CL/EM = 3,378 minutos, m/z
494 [M+H]*

Preparacion 17: 3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)azetidin-3-ol
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Se prepard de acuerdo con los procedimientos de la Preparacion 12y la
Preparacion 13 usando 1,2-dicloro-3-(trifluorometil)-5-(3,3,3-trifluoroprop-1-en-
2-il)benceno.

Preparacion 18: 5-(3,4-dicloro-5-(trifluorometil)fenil)-3-(4-(3-fluoroazetidin-3-

il)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol.

Se prepard de acuerdo con los procedimientos de las Preparaciones 12,
14 y 15 wusando 1,2-dicloro-3-(trifluorometil)-5-(3,3,3-trifluoroprop-1-en-2-
illbenceno. RMN 'H (DMSO-ds) & ppm: 8,20 (1H), 7,93 (1H), 7,86 (2H), 7,75
(2H), 4,62-4,36 (6H); m/z (Cl) 501 ([M+H]".
Ejemplo 24: ciclopropil(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-

(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-hidroxiazetidin-1-il)metanona

El compuesto se preparé a partir del compuesto de la preparacion 17 de
acuerdo con el método del Ejemplo 6 usando cloruro de ciclopropilcarboxilo en
lugar de cloruro de ciclopropancarbonilo. Rendimiento de 112 mg (88 %). RMN
'H (CDCl3) 8 7,96 (d, 1 H), 7,85 (d, 1 H), 7,71 (m, 2 H), 7,62 (m, 2 H), 4,51 (m, 2
H), 4,29 (m, 2 H), 4,16 (d, 1 H), 3,95 (s, 1 H), 3,73 (d, 1 H), 1,47 (m, 1 H), 1,01
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(m, 2 H), 0,82 (m, 2 H). Tiempo de retencion de CL/EM = 3,564 minutos, EM
calculado para (C24H1sCl2FgN2O3) 566,06, observado 567,0 M+H.
Ejemplo 25: ciclobutil(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-

4,5-dihidroisoxazol-3-il)fenil)-3-hidroxiazetidin-1-il)metanona

El compuesto se preparé a partir del compuesto de la preparacion 17 de
acuerdo con el método del Ejemplo 6 usando cloruro de ciclobutanocarbonilo
en lugar de cloruro de ciclopropancarbonilo. Rendimiento de 111 mg (85 %).
RMN "H (CDCls) & 7,96 (d, 1 H), 7,85 (d, 1 H), 7,70 (m, 2 H), 7,58 (m, 2 H),
4,37-4,21 (m, 4 H), 4,15 (m, 1 H), 4,04 (d, 1 H), 3,72 (m, 1 H), 3,10 (m, 1 H),
2,33 (m, 2 H), 2,12 (m, 2 H), 2,06-1,83 (m, 2 H). Tiempo de retencion de CL/EM
= 3,650 minutos, EM calculado para (CosH20CloFeN2O3) 580,08, observado
581,0 M+H.

Ejemplo  26:  3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoro-N-metilazetidin-1-carboxamida

El compuesto se preparé a partir del compuesto de la preparacion 18 de
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acuerdo con el método del Ejemplo 6 usando isocianato de metilo en lugar de
cloruro de ciclopropancarbonilo. Rendimiento de 132 mg (94 %). RMN 'H
(CDCl3) § 7,96 (m, 1 H), 7,85 (m, 1 H), 7,73 (d, 2 H), 7,57 (d, 2 H), 4,50-4,39 (m,
2 H), 4,28-4,11 (m, 4 H), 3,72 (d, 1 H), 2,86 (d, 3 H). Tiempo de retencién de
CL/EM = 3,090 minutos, EM calculado para (Cax2H16Cl2F7N3O2) 557,05,
observado 558,0 M+H.

Ejemplo  27:  3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-N-etil-3-fluoroazetidin-1-carboxamida

El compuesto se preparé a partir del compuesto de la preparacion 18 de
acuerdo con el método del Ejemplo 6 usando isocianato de etilo en lugar de
cloruro de ciclopropancarbonilo. Rendimiento de 141 mg (98 %). RMN 'H
(CDCl3) § 7,96 (m, 1 H), 7,85 (m, 1 H), 7,74 (d, 2 H), 7,57 (d, 2 H), 4,49-4,38 (m,
2 H), 4,27-4,11 (m, 4 H), 3,72 (d, 1 H), 3,31 (m, 2 H), 1,18 (t, 3 H). Tiempo de
retencién de CL/EM = 3,133 minutos, EM calculado para (Ca3H1sCloF7N3O5)
571,01, observado 572,0 M+H.

Ejemplo 28: N-ciclopropil-3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-

(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-carboxamida
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El compuesto se preparé a partir del compuesto de la preparacion 18 de
acuerdo con el método del Ejemplo 6 usando isocianato de ciclopropilo en lugar
de cloruro de ciclopropancarbonilo. Rendimiento de 142 mg (97 %). RMN 'H
(CDCl3) § 7,96 (m, 1 H), 7,85 (m, 1 H), 7,74 (d, 2 H), 7,56 (d, 2 H), 4,55-4,38 (m,
3 H), 4,29-4,19 (m, 2 H), 4,16 (d, 1 H), 3,72 (d, 1 H), 2,64 (m, 1 H), 0,78 (m, 2
H), 0,55 (m, 2 H). Tiempo de retencién de CL/EM = 3,152 minutos, EM
calculado para (C24H1sCl2F7N302) 583,07, observado 584,0 M+H.

Ejemplo  29:  3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-N-etil-3-hidroxiazetidin-1-carboxamida

El compuesto se preparé a partir del compuesto de la preparacion 17 de
acuerdo con el método del Ejemplo 6 usando isocianato de etilo en lugar de
cloruro de ciclopropancarbonilo. Rendimiento de 50 mg (94 %). RMN 'H
(CDCl3) 8 7,94 (s, 1 H), 7,83 (s, 1 H), 7,68 (d. 2 H), 7,62 (d, 2 H) 4,21-4,11 (m, 6
H), 3,90 (s, 1H), 3,70 (d, 1 H), 3,26 (c, 2H), 1,13 (t, 3 H). Tiempo de retencion
de CL/EM = 3,179 minutos, EM calculado para (CasH19CloFgN3O3) 569,
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observado 570 M+H.

Ejemplo 30: N-ciclopropil-3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-

(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-hidroxiazetidin-1-carboxamida

5 El compuesto se preparé a partir del compuesto de la preparacion 17 de
acuerdo con el método del Ejemplo 6 usando cloruro de ciclopropancarbonilo.
Rendimiento de 51 mg (94 %). RMN 'H (CDCls) & 7,94 (s, 1 H), 7,83 (s, 1 H),
7,68 (d, 2 H), 7,62 (d, 2 H), 4,49 (s, 1 H) 4,23-4,18 (m, 4 H), 4,13 (d, 1 H), 3,70
(d, 1 H), 3,3,8 (s, 1 H), 2,63-2,59 (m, 1 H), 0,76-0,72 (m, 2 H), 0,53-0,49 (m, 2

10 H). Tiempo de retencion de CL/EM = 3,481 minutos, EM calculado para
(C24H19Cl2FgN303) 581, observado 582 M+H.
Preparacion 19: 3-(4-(5-(3,5-bis(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)azetidin-3-ol

15 Se prepar6 de acuerdo con los procedimientos de la Preparacion 12y la
Preparacion 13 usando 1,3-bis(trifluorometil)-5-(83,3,3-trifluoroprop-1-en-2-
i)benceno.

Preparacion 20: 5-(3,5-bis(trifluorometil)fenil)-3-(4-(3-fluoroazetidin-3-il)fenil)-5-
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(trifluorometil)-4,5-dihidroisoxazol.

Se prepard de acuerdo con los procedimientos de las Preparaciones 12,
14 y 15 usando 1,3-bis(trifluorometil)-5-(3,3,3-trifluoroprop-1-en-2-il)benceno.
RMN 'H (DMSO-ds) & ppm: 8,36 (1H), 8,22 (2H), 7,87 (2H), 7,76 (2H), 4,62-
4,42 (6H); m/z (Cl) 501 ([M+H]".
Ejemplo 31: 3-(4-(5-(3,5-bis(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoro-N-metilazetidin-1-carboxamida

El compuesto se preparé a partir del compuesto de la Preparacion 20 de
acuerdo con el método del Ejemplo 6 usando isocianato de metilo en lugar de
cloruro de ciclopropancarbonilo. Rendimiento de 131 mg (94 %). RMN 'H
(CDCls) 8 8,10 (s, 2 H), 7,98 (s, 1 H), 7,75 (d, 2 H), 7,57 (d, 2 H), 4,50-4,39 (m,
2 H), 4,28-4,17 (m, 4 H), 3,76 (d, 1 H), 2,86 (d, 3 H). Tiempo de retencién de
CL/EM = 3,015 minutos, EM calculado para (C23H17F10N302) 557,12, observado
558,0 M+H.

Ejemplo 32: 3-(4-(5-(3,5-bis(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-N-etil-3-fluoroazetidin-1-carboxamida
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El compuesto se prepard a partir del compuesto de la Preparacion 20 de
acuerdo con el método del Ejemplo 6 usando isocianato de etilo en lugar de
cloruro de ciclopropancarbonilo. Rendimiento de 131 mg (92 %). RMN 'H
(CDCls) 8 8,10 (s, 2 H), 7,98 (s, 1 H), 7,75 (d, 2 H), 7,57 (d, 2 H), 4,50-4,39 (m,
2 H), 427-4,16 (m, 4 H), 3,76 (d, 1 H), 3,31 (m, 2 H), 1,18 (t, 3 H). Tiempo de
retencion de CL/EM = 3,089 minutos, EM calculado para (Ca4H19F1oN302)
571,13, observado 572,0 M+H.

Ejemplo 33: 3-(4-(5-(3,5-bis(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-N-ciclopropil-3-fluoroazetidin-1-carboxamida

El compuesto se prepard a partir del compuesto de la Preparacion 20 de
acuerdo con el método del Ejemplo 6 usando isocianato de ciclopropilo en lugar
de cloruro de ciclopropancarbonilo. Rendimiento de 141 mg (96 %). RMN 'H
(CDCl3) § 8,10 (s, 2 H), 7,98 (s, 1 H), 7,75 (d, 2 H), 7,57 (d, 2 H), 4,55-4,39 (m,
3 H), 4,28-4,18 (m, 3 H), 3,77 (d, 1 H), 2,65 (m, 1 H), 0,78 (m, 2 H), 0,55 (m, 2
H). Tiempo de retencion de CL/EM = 3,086 minutos, EM calculado para
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(CasH19F10N302) 583,13, observado 584,0 M+H.
Ejemplo 34. 3-(4-(5-(3,5-bis(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-N-ciclopropil-3-hidroxiazetidin-1-carboxamida

5 El compuesto se preparé a partir del compuesto de la Preparacion 19 de

acuerdo con el método del Ejemplo 6 usando isocianato de ciclopropilo en lugar

de cloruro de ciclopropancarbonilo. Rendimiento de 119 mg (89 %). RMN 'H

(CDCl3) 88,10 (s, 2 H), 7,97 (s, 1 H), 7,71 (m, 2 H), 7,64 (m, 2 H), 4,57 (d, 1 H),

4,28-4,16 (m, 6 H), 3,77 (d, 1 H), 2,61 (m, 1 H), 0,74 (m, 2 H), 0,52 (m, 2 H).

10 Tiempo de retencion de CL/EM = 2,989 minutos, EM calculado para
(CasH20F9N303) 581,14, observado 582,0 M+H.

Preparacion 21:  3-(4-(5-(3-cloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)azetidin-3-ol

15 Se prepard de acuerdo con los procedimientos de la Preparaciéon 12y la
Preparacion 13 usando 1-cloro-3-(trifluorometil)-5-(83,3,3-trifluoroprop-1-en-2-
i)benceno.

Preparacion 22: 5-(3-cloro-5-(trifluorometil)fenil)-3-(4-(3-fluoroazetidin-3-il)fenil)-
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5-(trifluorometil)-4,5-dihidroisoxazol.

Se prepard de acuerdo con los procedimientos de las Preparaciones 12,
14 y 15 usando 1-cloro-3-(trifluorometil)-5-(3,3,3-trifluoroprop-1-en-2-il)benceno.
. RMN 'H (DMSO-ds) & ppm: 8,10 (1H), 7,99 (1H), 7,87-7,85 (3H), 7,75 (2H),
4,62-4,37 (6H); m/z (Cl) 467 ([M+H]".

Ejemplo 35: 3-(4-(5-(3-cloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-N-etil-3-hidroxiazetidin-1-carboxamida

El compuesto se prepard a partir del compuesto de la Preparacion 21 de
acuerdo con el método del Ejemplo 6 usando isocianato de etilo en lugar de
cloruro de ciclopropancarbonilo. Rendimiento de 121 mg (90 %). RMN 'H
(CDCls) & 7,84 (s, 1 H), 7,77 (m, 1 H), 7,74-7,68 (m, 3 H), 7,66-7,62 (m, 2 H),
4,22-413 (m, 6 H), 3,74 (d, 1 H), 3,30 (m, 2 H), 1,16 (t, 3 H). Tiempo de
retencién de CL/EM = 3,312 minutos, EM calculado para (Ca3H20CIFgN3O3)
535,11, observado 536,0 M+H.

Ejemplo 36: 3-(4-(5-(3-cloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-N-etil-3-fluoroazetidin-1-carboxamida
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El compuesto se prepard a partir del compuesto de la Preparacion 22 de
acuerdo con el método del Ejemplo 6 usando isocianato de etilo en lugar de
cloruro de ciclopropancarbonilo. Rendimiento de 133 mg (99 %). RMN 'H
(CDCls) & 7,84 (s, 1 H), 7,79-7,68 (m, 4 H), 7,57 (d, 2 H), 4,49-4,38 (m, 2 H),
4,27-412 (m, 4 H), 3,74 (d, 1 H), 3,32 (m, 2 H), 1,18 (t, 3 H). Tiempo de
retencién de CL/EM = 3,571 minutos, EM calculado para (Ca3H19CIF7N3O2)
537,11, observado 538,0 M+H.

Ejemplo 37: 3-(4-(5-(3-cloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-N-ciclopropil-3-fluoroazetidin-1-carboxamida

El compuesto se prepard a partir del compuesto de la Preparacion 22 de
acuerdo con el método del Ejemplo 6 usando isocianato de ciclopropilo en lugar
de cloruro de ciclopropancarbonilo. Rendimiento de 131 mg (95 %). RMN 'H
(CDCl3) & 7,83 (s, 1 H), 7,79-7,68 (m, 4 H), 7,56 (d, 2 H), 4,55-4,39 (m, 3 H),
4,29-4,20 (m, 2 H), 4,16 (d, 1 H), 3,74 (d, 1 H), 2,65 (m, 1 H), 0,78 (m, 2 H),
0,55 (m, 2 H). Tiempo de retenciéon de CL/EM = 3,574 minutos, EM calculado
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para (C.2H17CIF7N3O2) 549,11, observado 550,0 M+H.
Ejemplo 38: 3-(4-(5-(3-cloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoro-N-metilazetidin-1-carboxamida

5 El compuesto se prepard a partir del compuesto de la Preparacion 22 de
acuerdo con el método del Ejemplo 6 usando isocianato de metilo en lugar de
cloruro de ciclopropancarbonilo. Rendimiento de 126 mg (96 %). RMN 'H
(CDCls) & 7,83 (s, 1 H), 7,79-7,68 (m, 4 H), 7,57 (d, 2 H), 4,50-4,39 (m, 2 H),
4,28-4,12 (m, 4 H), 3,74 (d, 1 H), 2,86 (d, 3 H). Tiempo de retencién de CL/EM

10 = 3,487 minutos, EM calculado para (C22H17CIF7N30,) 523,09, observado 524,0
M+H.
Ejemplo 39: 1-(3-(4-(5-(3,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)-3-fluoroazetidin-1-il)etanona

F3C

15 A una solucion de 5-(3,5-diclorofenil)-3-(4-(3-fluoroazetidin-3-il)fenil)-5-
(trifluorometil)-4,5-dihidroisoxazol (Preparacion 15, 200 mg, 0,462 mMol) en

diclorometano (3 ml) se le anadio trietilamina (0,192 ml) seguido de anhidrido
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acético (50,2 ul). La reaccién se dejé en agitacion a temperatura ambiente
durante una noche. La solucion se diluyé con agua y se dejé en agitacion
durante 10 minutos. La mezcla se pas6 a través de un separador de fases
ISCO. Se vertié una corriente de nitrégeno sobre los productos organicos y
después se colocaron a alto vacio para formar una espuma de color blanco de
200 mg (rendimiento del 91 %). RMN 'H (400 MHz, CDCls-d) § ppm 2,01 (s, 3
H) 3,73 (d, 1 H) 3,92 (cd, 1 H) 4,12 (d, 1 H) 4,32-4,56 (m, 3 H) 4,59-4,70 (m, 1
H) 7,46 (t, 1 H) 7,52-7,59 (m, 4 H) 7,76 (d, 2 H), Tiempo de retencién de CL/EM
= 3,510 min; EM calculado para (C21H16Cl2F4sN2O2) 474,052, observado 475,0
M+H.

Ejemplo 40: ciclopropil(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)metanona

El compuesto se preparé a partir del compuesto de la Preparacion 16 de
acuerdo con el método del Ejemplo 6 usando isocianato de ciclopropilo en lugar
de cloruro de ciclopropancarbonilo. Rendimiento: 87 % de un sélido vitreo.
RMN "H (400 MHz, CDCls-d) & ppm 0,85 (t, Hz, 2 H) 1,06 (dd, 2 H) 1,42-1,51
(m, 1 H) 3,71 (d, 1 H) 4,11 (d, 1 H) 4,28-4,82 (m, 4 H) 7,53-7,64 (m, 4 H) 7,75
(d, 2 H) Tiempo de retencién de CL/EM = 3,675 minutos; EM calculado para
(C23H17CIoFsN205) 518,059, observado 519 M+H.

Ejemplo  41:  2-Ciclopropil-1-(3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-
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dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)etanona

F3C O\N
|
Cl
) s
Cl NW

(0]

El compuesto se preparé a partir del compuesto de la preparacion 15 de
acuerdo con el método del Ejemplo 12 usando acido 2-ciclopropilacético en
lugar de &cido butirico. RMN 'H (400 MHz, CDCls-d) & ppm -0,04-0,04 (m, 2 H)
0,41 (d, 2 H) 0,86-0,92 (m, 1 H) 1,95 (d, 2 H) 3,51 (d, 1 H) 3,90 (d, 1 H) 4,12-
4,46 (m, 4 H) 7,24 (t, 1 H) 7,30-7,37 (m, 4 H) 7,54 (d, 2 H), Tiempo de retencién
de CL/EM = 3,682 minutos; EM calculado para (C24H20Cl2F4N202) 514,084,
observado 515,0 [M+H]".

Ejemplo 42: 3-(3-(4-(5-(3,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3-oxopropanonitrilo

|
Cl N

Y

o)

El compuesto se preparé a partir del compuesto de la preparacion 15 de
acuerdo con el método del Ejemplo 12 usando acido 2-cianoacético en lugar de
acido butirico, proporcionando un sélido vitreo. RMN 'H (400 MHz, CDCls-d) &
ppm 3,41 (s, 1 H) 3,73 (d, 1 H) 4,12 (d, 1 H) 4,41-4,72 (m, 4 H) 4,76-4,86 (m, 1
H) 7,46 (t, 1 H) 7,54-758 (m, 4 H) 7,78 (d, 2 H); EM calculado para
(C22H15ClF4N30,) 499,048, observado 500,0 [M+H]*.

Ejemplo 43: 1-(3-(4-(5-(8,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
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il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona

FsG O~y
\
o~
N
cl Y OCFs
o

El compuesto se prepard a partir del compuesto de la Preparacion 15 de
acuerdo con el método del Ejemplo 6 wusando cloruro de 3,3,3-
trifluoropropanoilo en lugar de cloruro de ciclopropancarbonilo. RMN 'H (400
MHz, CDCls-d) & ppm 3,09 (c, 2 H) 3,64 (d, 1 H) 4,10 (d, 1 H) 4,39-4,63 (m, 4 H)
737 (t, 1 H) 7,44-7,46 (m, 4 H) 7,76 (d, 2 H); EM calculado para
(C22H15ClF7N20,) 543,266, observado 544,0 [M+H]*.

Ejemplo 44: 1-(3-(4-(5-(8,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ifenil)-3-fluoroazetidin-1-il)-2-metoxietanona

FSC O\N
|
o~
N
Cl

El compuesto se prepard a partir del compuesto de la Preparacion 15 de

bEE

O

acuerdo con el método del Ejemplo 6 usando cloruro de 2-metoxiacetilo en
lugar de cloruro de ciclopropancarbonilo, proporcionando un sélido de color
blanco. RMN 'H (400 MHz, CDCl3-d) & ppm 3,44 (s, 3 H) 3,73 (d, 1 H) 4,09-4,14
(m, 3 H) 4,37-4,63 (m, 3 H) 4,65-4,85 (m, 1 H) 7,43-7,49 (m, 1 H) 7,51-7,60 (m,
4 H) 7,76 (d, 2 H); EM calculado para (C.2H1sCloF4N3O3) 505,295, observado
m/z (IEN) 506,0 [M+H]*.

Ejemplo 45: 1-(3-(4-(5-(3,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
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il)fenil)-3-fluoroazetidin-1-il)propan-1-ona
FaCl” N
O
o~
N
Cl

El compuesto se prepard a partir del compuesto de la Preparacion 15 de

b

O

acuerdo con el método del Ejemplo 6 usando cloruro de propionilo en lugar de
cloruro de ciclopropancarbonilo, proporcionando un sélido de color blanco RMN
'H (400 MHz, CDCls-d) & ppm 1,14-1,25 (m, 3 H) 2,24 (m, 2 H) 3,73 (d, 1 H)
4,11 (d, 1 H) 4,32-4,67 (m, 4 H) 7,46 (t, 1 H) 7,52-7,60 (m, 4 H) 7,76 (d, 2 H);
EM calculado para (CgoHisCloF4N2O2) 489,296, observado m/z (IEN) 490,0
[M+H]".

Ejemplo 46: 1-(3-(4-(5-(3,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)-3-fluoroazetidin-1-il)butan-1-ona
FsCy” N\
Bk
o~
N
Cl

El compuesto se prepard a partir del compuesto de la Preparacion 15 de

W

O

acuerdo con el método del Ejemplo 6 usando cloruro de butirilo en lugar de
cloruro de ciclopropancarbonilo, proporcionando un sélido de color blanco.
RMN 'H (400 MHz, CDCls-d) § ppm 1,01 (t, 3 H) 1,73 (m, 2 H) 2,19 (m, 2 H)
3,73 (d, 1 H) 4,11 (d, 1 H) 4,33-4,66 (m, 4 H) 7,46 (t, 1 H) 7,53-7,58 (m, 4 H)
7,76 (d, 2 H); EM calculado para (CasH20Cl2F4N2O2) 503,323, observado m/z
(IEN) 503,0 [M+H]*.

Ejemplos 47-82
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Los Ejemplos en la Tabla 1 que se indica a continuacién se prepararon

en las siguientes condiciones

o—N

) 1
Rla FaC ) O R® i )k . R'a
SRAT T
R1b
R1C

La isoxazolin fenil azetidina (0,05 mmol) se disolvié en dimetil formamida
(0,5 ml). Esta se afiadi6 al respectivo &cido (0,2 mmol) seguido de una solucién
de hexafluorofosfato de O-(7-azabenzotriazol-1-il)-N,N,N',N'-tetrametiluronio
(0,10 mmol) en dimetil formamida (0,5 ml) y EtsN (0,5 mmol). La mezcla
resultante se agité a temperatura ambiente durante 16 horas. El disolvente se
retird por destilacion al vacio y el producto en bruto se purificé por HPLC
preparativa. (Waters, Gemini NX C18 21 x 100 mm 5 um, fase movil A = TFA al
0,1 % en H,0, fase movil B = acetonitrilo, gradiente lineal al 30 % de B al 100
% en 8 minutos, mantenimiento durante 1 minuto, 20 ml/minuto, picos
recogidos por masa). Los tiempos de retencién (TR) indicados a continuacion
se obtuvieron con el siguiente procedimiento analitico: Agilent 1200, Columna =
Gemini NX C18 4,6 x 50 mm 3 um, fase mévil A = TFA al 0,1 % en H.0, fase
movil B = acetonitrilo, gradiente lineal al 30 % de B al 100 % en 5 minutos,

mantenimiento durante 1 minuto, 1,5 ml/minuto.

Tabla 1
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Ejemplo m/z (IEN) TR
R1a R1b R1c R3 R5
Ne [M+H]+ (minutos)
47 CFs| H |[CF3| F ciclobutilo 583 4,66
48 CFs| H [CF3| F | ciclopropilo 569 4,45
49 CFs| H |CFs| F isopropilo 571 4,55
50 Crs| H | ClI | F propilo 538 4,55
51 CFs| H| ClI | F etilo 524 4,34
52 CFs| H| ClI | F metilo 510 4,07
53 CFs| H| ClI | F -CH.CN 535 4,21
54 | Cl|H|C|F E@"H 517 3,98
55 |cl|F|cl|F E@"H 535 4,04
56 Cl|Cl| ClI|F -CH>OCH; 539 4,43
57 Cl | Cl |CF3 | OH | isopropilo 569 8,75
58 Cl | ClI |CF;3| OH propilo 569 8,77
59 CFs| H |CF3| F gJA 583 4,55
60 CFs| H |[CF3| F -CH,OH 559 3,83
61 CFs| H| ClI | F -CH>SCH3 556 4,44
62 CFs| H | CI F ciclobutilo 550 4,66
63 CFs| Cl| Cl | F 586 5,15
CH>C(O)NH
64 Cl F Cl F J 562 3,71

NHC(O)H
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65 Cl|Cl|cCl|F %@O” 551 4,29
66 Clh{H|]Cl|F isobutilo 517 9,61
67 Cl | Cl| Cl | F | -CH.SCH; 555 9,59
68 Cl | F ] Cl |[OH etilo 505 7,76
69 CFs| H | CI | F | ciclopropilo 536 4,44
70 |CI|F|CI|F g@ 545 4,03

=

Z N
71 |CFs| H |CFs| F ; JQ 620 2,75
72 CFs| H | Cl | F E JA 550 4,53
73 CFs| CI | CI F etilo 557 7,31
74 CFs| ClI | CI | F | ciclopropilo 569 7,58
75 CFs| Cl | CI | F metilo 543 6,67
76 Crs| ClI | CI | F isopropilo 571 7,84
77 CFs| CI| CI | F -CH.CN 568 6,72

Z N
78 Cl|Cl|Cl|F PN | 572 7,40
79 CF;| H [CF;| F etilo 557 4,36
80 CFs| ClI | CI | F | ciclopentilo 597 8,66
81 CFs| Cl | Cl | F | -CHxSCHs 589 7,56
82 Cl F | Cl |OH | ciclopropil 517 8

es el punto de unién, TR = tiempo de retencion

Los siguientes nombres de la IUPAC para los Ejemplos (47-82) de la
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Tabla 1 incluyen: 5-[3,5-bis(trifluorometil)fenil]-3-{4-[1-(ciclobutilcarbonil)-3-
fluoroazetidin-3-il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol (47); 5-[8,5-
bis(trifluorometil)fenil]-3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-illfenil}-5-
(trifluorometil)-4,5-dihidroisoxazol  (48); 5-[3,5-bis(trifluorometil)fenil]-3-[4-(3-
fluoro-1-isobutirilazetidin-3-il)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol (49); 3-
[4-(1-butiril-3-fluoroazetidin-3-il)fenil]-5-[3-cloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol (50); 5-[3-cloro-5-(trifluorometil)fenil]-3-[4-(3-
fluoro-1-propionilazetidin-3-il)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol (51); 3-
[4-(1-acetil-3-fluoroazetidin-3-il)fenil]-5-[3-cloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol (52); 3-[3-(4-{5-[3-cloro-5-(trifluorometil)fenil]-
5-(trifluorometil)-4,5-dihidroisoxazol-3-il}fenil)-3-fluoroazetidin-1-il]-3-
oxopropanonitrilo (53); 1-[(8-{4-[5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il]fenil}-3-fluoroazetidin-1-il)carbonil]ciclopropanol (54); 1-[(3-
{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-illfenil}-3-
fluoroazetidin-1-il)carbonil]ciclopropanol (55); 3-{4-[3-fluoro-1-
(metoxiacetil)azetidin-3-ilfenil}-5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol (56); 3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-
4 5-dihidroisoxazol-3-il}fenil)-1-isobutirilazetidin-3-ol (57); 1-butiril-3-(4-{5-[3,4-
dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}ffenil)azetidin-3-ol (58); 5-[3,5-bis(trifluorometil)fenil]-3-{4-[1-(ciclopropilacetil)-
3-fluoroazetidin-3-illfenil}-5-(trifluorometil)-4,5-dihidroisoxazol  (59); 2-[3-(4-{5-
[3,5-bis(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-il}fenil)-3-
fluoroazetidin-1-il]-2-oxoetanol  (60); 5-[3-cloro-5-(trifluorometil)fenil]-3-(4-{3-
fluoro-1-[(metiltio)acetil]azetidin-3-il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol

(61); 5-[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-(ciclobutilcarbonil)-3-fluoroazetidin-
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3-illfenil}-5-(trifluorometil)-4,5-dihidroisoxazol  (62);  3-[3-(4-{5-[3,4-dicloro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-il}fenil)-3-
fluoroazetidin-1-il]-3-oxopropanamida (63); 3-[3-(4-{5-[3,4-dicloro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-il}fenil)-3-
fluoroazetidin-1-il]-3-oxopropanamida (64); 1-[(8-fluoro-3-{4-[5-(3,4,5-
triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}azetidin-1-
il)carbonil]ciclopropanol (65); 5-(3,5-diclorofenil)-3-{4-[3-fluoro-1-(3-
metilbutanoil)azetidin-3-ilfenil}-5-(trifluorometil)-4,5-dihidroisoxazol (66); 3-(4-
{3-fluoro-1-[(metiltio)acetil]lazetidin-3-il}fenil)-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol  (67);  3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il[fenil}-1-propionilazetidin-3-ol  (68); 5-[3-
cloro-5-(trifluorometil)fenil]-3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol (69); 5-(3,5-dicloro-4-fluorofenil)-3-
{4-[3-fluoro-1-(1H-pirazol-3-ilcarbonil)azetidin-3-illfenil}-5-(trifluorometil)-4,5-
dihidroisoxazol (70); 4-{2-[3-(4-{5-[3,5-bis(trifluorometil)fenil]-5-(trifluorometil)-
4,5-dihidroisoxazol-3-il}fenil)-3-fluoroazetidin-1-il]-2-oxoetil}piridina  (71); 5-[3-
cloro-5-(trifluorometil)fenil]-3-{4-[1-(ciclopropilacetil)-3-fluoroazetidin-3-il]fenil}-5-
(trifluorometil)-4,5-dihidroisoxazol (72); 5-[3,4-dicloro-5-(trifluorometil)fenil]-3-[4-
(3-fluoro-1-propionilazetidin-3-il)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol  (73);
3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]fenil}-5-[3,4-dicloro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol  (74); 3-[4-(1-acetil-3-
fluoroazetidin-3-il)fenil]-5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-
dihidroisoxazol (75); 5-[8,4-dicloro-5-(trifluorometil)fenil]-3-[4-(3-fluoro-1-
isobutirilazetidin-3-il)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol (76); 3-[3-(4-{5-

[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-il}fenil)-
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3-fluoroazetidin-1-il]-3-oxopropanonitrilo (77); 4-[(8-fluoro-3-{4-[5-(3,4,5-
triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-illfenil}azetidin-1-
il)carbonil]piridina (78); 5-[3,5-bis(trifluorometil)fenil]-3-[4-(3-fluoro-1-
propionilazetidin-3-il)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol ~ (79);  3-{4-[1-
(ciclopentilcarbonil)-3-fluoroazetidin-3-illfenil}-5-[3,4-dicloro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol  (80); 5-[3,4-dicloro-5-
(trifluorometil)fenil]-3-(4-{3-fluoro-1-[(metiltio)acetil]azetidin-3-il}fenil)-5-
(trifluorometil)-4,5-dihidroisoxazol (81); y 1-(ciclopropilcarbonil)-3-{4-[5-(3,5-
dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-illfenil}azetidin-3-ol
(82).

Preparacion 23: 3-bromo-4-yodobenzoato de metilo

I
0._0O

Br
|

Una solucion de éster metilico del acido 4-amino-3-bromo-benzoico (5,0
g, 22,0 mmol de Aldrich) en acetona (35 ml) se traté con HCI 6 M (35 ml). La
solucién se enfrié a 0 °C y se tratd gota a gota con NaNO; (1,84 g, 26,1 mmol)
disuelto en 10 ml de agua. Después de agitar durante 2 horas a 0 °C, la
reaccion se traté lentamente con yoduro potésico (5,47 g, 32,6 mmol) disuelto
en 20 ml de agua. La mezcla de reaccién se dejo calentar a temperatura
ambiente y se agitd durante 1 hora. La mezcla de reaccion se diluy6é con agua y
se extrajo con EtOAc (2 x 150 ml). La fase organica combinada se seco
(Na2SO4) y se concentré al vacio. El residuo se sometié a cromatografia

(columna de 80 g Redi-Sep) eluyendo de heptano al 100 % a 20:80 de
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EtOAc:heptano, proporcionando el intermedio (4,1 g, 55 %) en forma de un
s6lido. RMN "H (CDCls): 8,27 (1H), 7,98 (1H), 7,64 (1H), 3,94 (3H).
Preparacion 24: (3-bromo-4-yodofenil)metanol

OH

Br
|

Una solucién de 3-bromo-4-yodobenzoato de metilo (Preparacién 23, 4,3
g, 12,6 mmol) en CH.CI, se enfrid, en una atmésfera de N, a -78 °C. A la
solucion se le anadié lentamente DIBAL-H, que se agité a -78 °C durante 45
minutos y después se dejo alcanzar la temperatura ambiente. Después, la
mezcla de reaccion se diluyé con HCI 1 M (40 ml) y se agité durante 30
minutos. La reaccién se diluyé con mas cantidad de agua y se extrajo con
CH.Cl,. La fase organica se secd (NaSO4) y se concentr6 al vacio,
proporcionando el intermedio (3,2 g, 82 %) en forma de un sélido. RMN 'H
(CDCl3): 7,85 (1H), 7,67 (1H), 7,02 (1H), 4,65 (2H), 1,76 (1H, OH).
Preparacion 25: 3-bromo-4-yodobenzaldehido

O

~

Br
|

Una soluciéon de (3-bromo-4-yodofenil)metanol (Preparacion 24, 3,1 g,
9,9 mmol) en CHxCly/agua (2:1, 225 ml) se traté con NaHCO3 (915 mg, 10,9
mmol), NaBr (1060 mg, 10,2 mmol) y un radical libre de TEMPO (40 mg, 0,2
mmol). La mezcla resultante se enfri6 a 0 °C y se afadi6 gota a gota una

solucion de NaOCI (0,8 ml, acuosa al 10 %). La mezcla de reaccion se dejo
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alcanzar la temperatura ambiente mientras se agitaba. Después de 30 min, el
andlisis por mostrdé aproximadamente una conversion del 50 % a un punto
menos polar. La secuencia se repiti6 usando el mismo equivalente de
reactivos. El andlisis por TLC a 25:75 de EtOAc:heptano todavia mostraba
material de partida sin reaccionar. La mezcla de reaccion se separd y la fase
organica se trato con 1,0 x peryodinano de Dess-Martin (2,1 g, 4,9 mmol)
mientras se agitaba. Después de 10 minutos, el andlisis por TLC mostré la
conversion completa a un punto menos polar. La fase organica se lavé con
NaHCOj; sat., se secé sobre Na,SOy, se filtr6 y se evapord, dando un sélido de
color naranja. El material en bruto se sometié a cromatografia (columna de 80 g
Redi-Sep) eluyendo de heptano al 100 % a 50:50 de EtOAc/heptano, dando el
intermedio (2,7 g, 87 %) en forma de un sélido de color blanco. RMN 'H
(CDCls): 9,94 (1H), 8,10 (2H), 7,50 (1H).

Preparacion 26: (E/Z)-3-bromo-4-yodobenzaldehido oxima

(I)H
_N

Br
[

A una solucién de 3-bromo-4-yodobenzaldehido (Preparacién 25, 1000
mg, 3,2 mmol) en EtOH (50 ml) se le anadieron NH,OH.HCI (345 mg, 4,8
mmol) y agua (10 ml). La reaccion se calento a 50 °C durante 1 hora y después
se dej6 en agitacion durante 18 horas a temperatura ambiente. La mezcla de
reaccion se concentro al vacio para retirar EtOH. Al residuo se le anadi6é agua y
se extrajo con EtOAc (2 x 75 ml). La fase organica combinada se seco6

(NaxSO4) y se concentro al vacio, proporcionando el intermedio (1035 mg, 98
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%) en forma de un vidrio. M/z (Cl) = 326 [M+H]".
Preparacion 27: 3-(3-bromo-4-yodofenil)-5-(3,4,5-triclorofenil)-5-(trifluorometil)-
4,5-dihidroisoxazol
FsC O\l\\l
cl O O
|
b Br

A una solucion en DMF (25 ml) de (E/2)-3-bromo-4-yodobenzaldehido
oxima (1000 mg, 3,1 mmol) se le anadié en porciones NCS (Preparacion 26,
500 mg, 3,7 mmol). La reaccion se agitdé a temperatura ambiente durante 18
horas. El andlisis TLC a 50:50 de EtOAc:heptano mostré un punto ligeramente
menos polar, sin material de partida. La mezcla de reaccién se diluyd con
EtOAc (100 ml) y se lavd con agua (2 x 50 ml). La fase organica se secé sobre
sulfato sodico y se concentrd, dando el intermedio de clorooxima (1056 mg, 96
%) en forma de un solido. Después, a una solucién de acetato de etilo (70 ml)
de la clorooxima (1000 mg, 2,8 mmol) y 1,2,3-tricloro-5-(1,1,1-trifluoroprop-2-
en-2-il)benceno (765 mg, 2,8 mmol) se le anadié bicarbonato potasico (310 mg,
3,1 mmol). La mezcla se dejo en agitacién a temperatura ambiente durante al
menos 48 horas. La mezcla de reaccion se filtr6 y se concentrd al vacio. El
residuo se sometié a cromatografia (columna de 80 g Redi-Sep) eluyendo de
heptano al 100 % a 20:80 de EtOAc:heptano, proporcionando el intermedio
(1,53 g, 92 %) en forma de un solido. RMN 'H (CDCls): 7,95 (1H), 7,88 (1H),
7,65 (2H), 7,33 (1H), 4,07 (1H), 3,67 (1H).
Preparacion 28: 1-benzhidril-3-(2-bromo-4-(5-(3,4,5-triclorofenil)-5-

(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)azetidin-3-ol
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En un matraz secado al horno que contenia 3-(3-bromo-4-yodofenil)-5-
(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol (Preparacion 27, 1000
mg, 1,67 mmol) en THF (25 ml) a -40 °C se le afadi6 lentamente cloruro de
isopropil magnesio (1,7 ml de una solucién 2,0 M). La reaccién se agité a
aprox. -40 °C durante 1,5 en una atmdsfera de nitrégeno. Se anadi6 lentamente
1-benzhidrilazetidin-3-ona (520 mg en 4 ml de THF). La reaccién se agité a -40
°C durante 30 minutos mas y se dejo calentar a temperatura ambiente. La
agitacion se continué durante 2 horas a temperatura ambiente. La reaccion se
interrumpié con NH4CI saturado y se extrajo con EtOAc (2 x 75 ml). La fase
organica combinada se secd (NaSO,) y se concentrd al vacio. El material en
bruto se someti6 a cromatografia (columna de 40 g Redi-Sep) eluyendo de
heptano al 100 % a 60:40 de EtOAc:heptano, recogiendo el intermedio (615
mg, 52 %) en forma de un vidrio. RMN 'H (CDCls): 7,87 (1H), 7,66-7,63 (3H),
7,45 (4H), 7,36-7,21 (7H), 4,39 (1H), 4,07 (1H), 3,73-3,58 (5H), 3,06 (1H); m/z
(Cl) 711 (M+H]*.

Preparacion 29: 3-(4-(1-benzhidril-3-fluoroazetidin-3-il)-3-bromofenil)-5-(3,4,5-

triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol
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F3C O\N
Cl |
SRSV
) 9
Cl Br N

Se disolvieron trifluorhidrato de trietilamina (0,3 ml, 1,7 mmol) vy
trietilamina (0,11 ml, 0,8 ml) en diclorometano (30 ml) y se enfriaron a -78 °C. A
la mezcla enfriada se le anadié XtalFluor-E (310 mg, 1,4 mmol) y después 1-
benzhidril-3-(2-bromo-4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-3-ol (Preparacién 28, 600 mg, 0,8 mmol). La
refrigeracion se retiré y la mezcla se dejé calentar a temperatura ambiente con
agitacion durante 2 horas. La reaccion se vertio en una solucién acuosa
saturada de carbonato sédico (100 ml) y la fase organica se separo, se seco
sobre sulfato sodico anhidro, se filtré y se evapord a sequedad. El material en
bruto se someti6 a cromatografia (columna de 40g Redi-Sep) eluyendo de
heptano al 100 % a 20:80 de EtOAc:heptano, proporcionando el intermedio
(523 mg, 87 %) en forma de un vidrio. RMN 'H (CDCls) & ppm: 7,90 (1H), 7,69-
7,66 (3H), 7,47-7,21 (11H), 4,46 (1H), 4,08 (1H), 3,90-3,66 (5H); m/z (Cl) 713
(M+H]*.

Preparacion 30: 3-(3-bromo-4-(3-fluoroazetidin-3-il)fenil)-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol

FsC_O~N
of \
SOV,
cl
ci Br NH

A una solucion de 3-(4-(1-benzhidril-3-fluoroazetidin-3-il)-3-bromofenil)-5-



10

15

164

(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol (Preparacion 29, 515
mg, 0,76 mmol) en MeCN/DCM (5:1, 60 ml) a 0 °C se le anadié cloroformiato
de 1-cloroetilo (275 ul, 2,5 mmol). La reaccion se calenté a reflujo durante 3
horas y después se dejo enfriar a temperatura ambiente mientras se agitaba
durante 18 horas. Después, la mezcla de reaccién se concentré al vacio, se
disolvié de nuevo en MeOH anhidro (50 ml) y se calent6 a reflujo durante 1
hora. La reaccion se enfrio, se concentrd a presion reducida, y al residuo se le
anadio éter dietilico. El precipitado resultante se filird, se aclar6 con éter
dietilico y se seco al aire, proporcionando el intermedio (365 mg, 87 %) en
forma de un soélido. m/z (Cl) 713 ([M+H]".

Ejemplo 83: (3-(2-bromo-4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)(ciclopropil)metanona

F3C O-N

Cl |
0y
Cl
Cl Br NIO

Se preparé a partir del compuesto de la Preparacion 30, de acuerdo con
el método del Ejemplo 6. RMN 'H (CDCls) & ppm: 7,98 (1H), 7,71 (1H), 7,66
(2H), 7,53 (1H), 4,96-4,46 (4H), 4,09 (1H), 3,70 (1H), 1,49 (1H), 1,11-0,77 (4H);

m/z (Cl) 615 ([M+H]".
Ejemplo 84. 2-(1-(ciclopropanocarbonil)-3-fluoroazetidin-3-il)-5-(5-(3,4,5-

triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)benzonitrilo
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FsC O-N
Cl \
Cl O O ]

Cl N._O

T

A una solucién de (3-(2-bromo-4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-
4,5-dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)(ciclopropil)metanona
(Ejemplo 83, 35 mg, 0,06 mmol) en DMF se le anadié ZnCN (15 mg, 0,12
mmol) y la reaccion se desgasifico con una purga de N,. Se anadié Pd(PPhs),
(4 mg, 0,008 mmol) y la mezcla de reaccion se calentdé por irradiacion de
microondas a 150 °C durante 15 minutos. Después, la mezcla de reaccién se
diluyé con agua y se extrajo con EtOAc (75 ml). La fase organica se seco
(NaxSO4) y se concentré al vacio. El producto en bruto se sometié a
cromatografia (columna de 12 g Redi-Sep) eluyendo de heptano al 100 % a
60:40 de EtOAc:heptano, proporcionando el producto final (18 mg, 56 %) en
forma de un sélido. RMN 'H (CDCls) & ppm: 8,08 (1H), 8,00 (1H), 7,70 (1H),
7,66 (2H), 4,98-4,52 (4H), 4,12 (1H), 3,73 (1H), 1,49 (1H), 1,10-0,81 (4H); m/z
(Cl) 560 ([M+H]".
Ejemplo 85: 5-(3-cloro-5-(trifluorometil)fenil)-3-(4-(3-fluoro-1-

(metilsulfonil)azetidin-3-il)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol

F3C O‘[\\]
o5 s
CF, /N\//O
O™\

A una solucién de 5-(3-cloro-5-(trifluorometil)fenil)-3-(4-(3-fluoroazetidin-

3-il)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol (Preparacién 22, 95 mg, 0,2
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mmol) en CH.Cl> (5 ml) se le anadieron trietilamina (0,15 ml, 1,1 mmol) y
DMAP (5 mg, 0,04 mmol). El contenido se agité durante 30 minutos al mismo
tiempo que se anadié cloruro de mesilo (25 mg, 0,2 mmol) y la reaccién se
agité durante 18 horas a temperatura ambiente. Después, la reaccién se
concentrd a ~3 ml en una purga de nitrogeno y se inyecté directamente sobre
una columna de 24 g Redi-Sep. El material en bruto se sometié a cromatografia
eluyendo de heptano al 100 % a 30:70 de EtOAc:heptano, proporcionando el
producto final (95 mg, 94 %) en forma de un sélido. RMN 'H (CDCls) § ppm:
7,85 (1H), 7,79-7,77 (3H), 7,72 (1H), 7,64 (2H), 4,50-4,42, (2H), 4,34-4,27 (2H),
4,18 (1H), 3,76 (1H), 3,03 (3H); m/z (Cl) 545 ([M+H]".

Preparacion 31: 2-bromo-4-(dietoximetil)-1-fluorobenceno

Un vial de 10 ml equipado con una barra agitadora se carg6 con 1 g de
3-bromo-4-fluoro-benzaldehido, 2 ml de ortoformiato de trietilo y 5 ml de etanol
anhidro. Después, se anadieron 50 mg de tribromuro de tetrabutilamonio y la
mezcla de reaccidén se agitdé a temperatura ambiente durante una noche. El
analisis por TLC mostrd una conversion completa a un producto ligeramente
menos polar. La reaccion bruta se vertié en NaHCOg3 y se extrajo con acetato
de etilo (2x 25 ml). Los extractos organicos combinados se secaron sobre
MgSO; y se filtraron sobre una capa de silice. Los disolventes se redujeron al
vacio y se aisl6 un aceite incoloro (1 g). El intermedio de dietil acetal se usa tal
cual en la siguiente etapa. Rendimiento del 74 %.

Preparacion 32: 1-benzhidril-3-(2-bromo-4-(dietoximetil)fenil)azetidin-3-
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carbonitrilo

Se disolvieron 2-bromo-4-(dietoximetil)-1-fluorobenceno (Preparacién 31,
1 g) y 1-benzhidrilazetidin-3-carbonitrilo (2,7 g) en THF anhidro (4 ml).
Después, se afnadié de una sola vez KHMDS (2,2 g). La solucién se volvié
instantaneamente de color pardo oscuro. La reaccion se agité a temperatura
ambiente durante una noche. Un analisis por CL-EM confirmé la conversion
completa en el producto deseado: [433] ~3,31 minutos y [505] ~3,62 min.
Ambos picos corresponden al producto deseado: uno es el aldehido, y el otro
es el acetal. La mezcla de reaccion bruta se concentrd, dando un aceite, se
cargd sobre un cartucho de 80 g de SiO; y después se eluy6 con un gradiente
de acetato de etilo al 0-100 % en heptano. Las fracciones deseadas se
recogieron y se concentraron al vacio. El aceite resultante se suspendié en
metanol, se sonico durante 30 s, y el polvo de color blanco resultante se filtr6 y
se uso tal cual en la siguiente etapa. Rendimiento del 55 %. CL-EM [505].

Preparacion 33: 3-(2-bromo-4-(dimetoximetil)fenil)azetidin-3-carbonitrilo

N\
\ @]
(@]
Br
//N
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El producto de la Preparacion 32 (500 mg) se disolvié en acetonitrilo, la
mezcla de reaccién se enfri6 a 0 °C y después se anadié de una sola vez
cloroformiato de cloroetilo (0,2 ml). La mezcla de reaccion se calenté a reflujo
durante 2 horas. El andlisis por CL-EM mostr6 la formacion de picos deseada
de ~2,329 minutos [339], pero quedd6 un poco de material de partida. Se anadio
otro equivalente de cloroformiato de cloroetilo y la mezcla de reacciéon se dej6
en agitacion durante una hora mas a reflujo. El analisis por TLC mostré la
finalizacion. La reaccion bruta se concentré al vacio, el aceite de color amarillo
resultante se disolvi6 en MeOH y se calenté de nuevo a reflujo durante 30
minutos. El analisis por TLC mostré la conversion completa en un punto inicial.
La reaccion se concentrd, dando un aceite y se anadieron 20 ml de éter
dietilico. Después, la goma se sonico durante 15 minutos, y el sélido se filtré y
se analiz6. El analisis por CL-EM ([311] ~2,086 min) confirmd el producto
deseado, aunque el etilacetal es ahora un metilacetal debido al calentamiento a
reflujo en metanol. Se us6 como tal en la siguiente etapa. Asumié un
rendimiento cuantitativo.

Preparacion 34: 3-(2-bromo-4-(dimetoximetil)fenil)-3-cianoazetidin-1-carboxilato

de terc-butilo

N
>/-/o
o]
El producto de la Preparacién 33 (300 mg) y anhidrido de boc (252 mg)

se mezclaron en CHxCl> (4 ml) y se afadié una base de Hunig (500 pl). La
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mezcla de reaccion se dejé en agitacion a temperatura ambiente durante 1
hora, después se recogié por TLC (50/50 de acetato de etilo/heptano) y mostré
la finalizacién. La mezcla en bruto se concentrd, dando un aceite y se sometid
a cromatografia sobre una columna de 25 g de SiO,, eluyendo con un
gradiente de acetato de etilo al 0-100 % en heptano. Las fracciones deseadas
se recogieron y se concentraron al vacio. El analisis por CL-EM y la RMN
confirmaron el producto deseado [m/z 411], usado como tal en la siguiente
etapa. Mezcla del aldehido y dimetoxiacetal.

Preparacion  35:  3-(2-bromo-4-((hidroxiimino)metil)fenil)-3-cianoazetidin-1-

carboxilato de terc-butilo

N>/’O

o)
El producto de la Preparacion 34 (320 mg) se anadid a 4 ml de MeOH y se
anadié 1 ml de agua seguido de clorhidrato de hidroxilamina (85 mg). La
mezcla de reaccion se agitdé a temp. ambiente y después de 30 minutos, el
andlisis por CL-EM mostro la formacién de un nuevo pico de 2,976 minutos, Si
aislamiento. Después de 60 minutos, el andlisis por CL-EM mostré un pequefo
progreso por lo que la mezcla se calenté a 65 °C durante 10 minutos. Ahora, el
analisis por CL-EM mostr6 una conversion limpia en la masa deseada [446]
~3,165 min. La reaccion en bruto se concentrd hasta un minimo (suspensién de
color blanco) y después se extrajo con acetato de etilo/NaHCOg3. La fase de

acetato de etilo se secd sobre MgSOQOy, se filtrd y se concentrd al vacio, y la
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goma resultante se analizé por RMN. Mostr6 el producto deseado. 300 mg, se
usaron como tal en la siguiente etapa.

Preparacion 36: 3-(2-bromo-4-(5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-cianoazetidin-1-carboxilato de terc-butilo

FsC o

N
Cl O /
ey
Cl //N

La oxima de la Preparacion 35 (130 mg) se mezcl6 con N-
clorosuccinimida (50 mg) en acetato de etilo y la mezcla de reaccion se agit6 a
55 °C durante 15 minutos. El analisis por CL-EM conformé la formacién del
producto deseado (todo el material de partida habia desaparecido). A la
reaccion se le anadio tricloroestireno (95 mg) seguido de KHCO3; (63 mg). La
mezcla de reaccion se dejo en agitacion a temperatura ambiente durante una
noche. El andlisis por CL-EM mostré la finalizacion. La mezcla se filtré sobre
una fase de MgSQy, y la solucién de color amarillo se concentrd, produciendo
un solido. El analisis por CL-EM confirmé la masa deseada [553] ~4,059
minutos. El sélido se cargé en una columna de 25 g de silice y se eluy6 con un
gradiente de acetato de etilo al 0-100 %/heptano. Las fracciones deseadas se
concentraron y se recogié un polvo de color blanco. 95 mg, rendimiento del 46
%.

Preparacion 37: 3-(2-bromo-4-(5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)azetidin-3-carbonitrilo
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El producto de la Preparacion 36 (90 mg) se disolvié en metanol anhidro.
Se anadié una solucién metandlica de HCI (300 ul) y se calenté a 65 °C.
Después de 3 horas, el andlisis por CL-EM mostré el producto deseado [m/z
553] ~3,195 min. Después, la mezcla se concentr6é a sequedad y al sélido se le
anadio éter dietilico (6 ml). La suspension resultante se sonic6 durante 10
minutos y después se filtrd un polvo fino de color blanco. Se us6 como tal en la
siguiente etapa. El analisis por CL-EM confirmé el producto deseado [553]. 75
mg. Rendimiento del 98 %.
Ejemplo 86: 3-(2-bromo-4-(5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-1-(ciclopropanocarbonil)azetidin-3-carbonitrilo

Cl F3C

El producto de la Preparacion 37 (75 mg) se disolvié en CHxCl> (5 ml) y
se anadié base de Hunig (74 mg, 97 ul) . La reaccion se agité a temperatura
ambiente durante 1 minuto, después se anadi® cloruro de
ciclopropanocarbonilo (18,4 mg, 16 ul) y la mezcla se agitdé durante 15 minutos.

El andlisis por CL-EM mostr6 el producto deseado formado [m/z 621] ~3,73
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min. La mezcla se concentrd y se cargd en una columna de 25 g de SiO,, y se
eluyé con un gradiente de acetato de etilo en heptano (0-50 % sobre 8 CV). Las
fracciones deseadas se aislaron y se concentraron al vacio. 60 mg, rendimiento
del 62 %. RMN 400 MHz & ppm: 7,99 (s, 1H), 7,74 (d, 1H), 7,64 (s, 2H), 7,49 (d,
1H), 5,05 (m, 1H), 4,73 (m, 2H), 4,65 (m, 1H), 4,08 (d, 1H), 3,68 (d, 1H), 1,41
(m, 1H), 1,10-1,06 (m, 2H), 0,91-0,86 (m, 2H); CL-EM: [m/z 621] @ 3,73
minutos.

Ejemplo 87: 1-(ciclopropanocarbonil)-3-(4-(5-(3,4,5-triclorofenil)-5-

(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)azetidin-3-carbonitrilo

El compuesto del Ejemplo 86 (60 mg) se disolvi6 en THF (2 ml) y
después se anadié gota a gota Rieke Zn en THF (2 ml de una solucién 0,7 N).
Después, la mezcla se sonico durante 5 minutos. El analisis por CL-EM (THF +
unas gotas de acido acético) mostrd una conversiéon de aproximadamente el 50
%. Se anadieron 4 equivalentes mas de Zn y de nuevo se sometio a sonicacién
durante 15 minutos. El analisis por CL-EM mostré que la mezcla de reaccién
habia desaparecido en una conversion de aproximadamente el 90 %. Después,
se anadieron aproximadamente 200 pl de acido acético, la mezcla de reaccién
se agitd durante 2 minutos y después se filtrd6 sobre celite. La solucién se

concentré al vacio, el aceite restante se disolvié en acetato de etilo, se lavd con
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NaHCO3;, después se secod sobre MgSQq, se filtr6 y se concentré al vacio. El
aceite restante se purificé por cromatografia de fase inversa. Rendimiento de
55 mgq. El analisis por CL-EM confirmé el producto deseado [m/z 542]. RMN
400 MHz & ppm: 7,78 (d, 2H), 7,67 (d, 2H), 7,66 (s, 2H), 4,99 (m, 1H), 4,71 (m,
1H), 4,53 (m, 1H), 4,39 (m, 1H), 4,10 (d, 1H), 3,71 (d, 1H), 1,45-1,39 (m, 1H),
1,10-1,06 (m, 2H), 0,91-0,86 (m, 2H).

Preparacion 38: eéster terc-butilico del acido 3-(4-formil-fenil)-azetidin-1-

carboxilico:

Oél"\l\OJ<

A una suspension agitada de cinc activado (5,636 g, 86,19 mmol, 2
equivalentes) en DMF seca (20 ml) se le afadié dibromometano disuelto
previamente (1,89 g, 10,77 mmol, 0,25 equivalentes) en DMF seca (5 ml) y la
mezcla de reaccién se calentd a 70°C durante 30 minutos en una atmoésfera de
nitrogeno. Después de 30 minutos, la reaccidbn se enfri6 a temperatura
ambiente. A la mezcla de reaccidn resultante se le afadié clorotrimetilsilano
disuelto previamente (1,12 g, 10,77 mmol, y 0,25 equivalentes) en DMF seca (5
ml) y se agité durante 15 minutos seguido de la adicién de 3-Yodo-N-Boc-
Azetidina disuelta previamente (15,24 g, 53,86 mmol, 1,25 equiv.) en DMF seca
(30 ml) y la mezcla de reaccién se calenté a 40 °C durante 30 minutos en una
atmédsfera de nitrogeno. La mezcla de reaccidén se sonicé durante 30 minutos,

durante la sonicacion se suspendio de forma uniforme polvo de cinc para dejar
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turbia la mezcla de reaccién. A la mezcla de reaccion sonicada (Zincato) se le
anadié 4-Yodo benzaldehido disuelto previamente (10 g, 43,099 mmol, 1equiv.)
en DMF seca (42 ml) seguido de adicién de Tri-2-furil fosfina (1,1 g, 4,73 mmol,
0,1 equiv.) y Tris (dibencilideno-acetona) dipaladio (0) (1,18 g, 1,292 mmol,
0,03 equivalentes). La mezcla de reaccion resultante se calenté a 70°C durante
18 horas en una atmosfera de nitrégeno. El progreso de la reaccién se controld
por TLC usando acetato de etilo al 10 % en hexano y se visualizé en luz UV
(254 nm). La referencia del nuevo punto y el material de partida fue de 0,3y 0,7
respectivamente. Después del consumo maximo del material de partida (18
horas), la mezcla de reaccion se inactivd con cloruro de amonio saturado (100
ml) y se extrajo mediante acetato de etilo (3 x 100 ml). La fase organica
combinada se secé sobre sulfato sédico y se concentr6 al vacio,
proporcionando un liquido de color pardo (15 g, en bruto). EI compuesto en
bruto se purificd por cromatografia en columna usando un gel de silice tamafo
de malla de 100-200. El compuesto deseado se eluy6 en acetato de etilo al 10
% en hexanos, proporcionando 6,5 g (57,79 %) de un liquido de color pardo. El
RMN 'H y el analisis por CL-EM eran coherentes. RMN 'H (400 MHz, DMSO-
ds) 0: 1,40 (s, 9 H), 3,86-3,89 (m, 3 H), 4,26-4,29 (m, 2 H), 7,57 (d, J = 8,04 Hz,
2H), 7,90 (d, J = 8,16 Hz, 2H), 9,99 (s, 1 H). CL-EM (m/z): = 262,30 (M+H).
***Activacion de cinc: Se agitd polvo de cinc (5 g) con una solucion al 10 % de
HCI (20 ml) durante 5 minutos a temperatura ambiente y se decant6. Este
procedimiento se repitié dos veces, se filtro a través de un embudo Buchner, se
lavé con agua (3 x 25 ml), acetona (2 x 20 ml) y se sec6 bien al vacio,
proporcionando cinc activado (2 g).

Preparacién 39: Ester terc-butilico del acido 3-[4-(hidroxiimino-metil)-fenil]-
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azetidin-1-carboxilico

N
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A una suspension agitada de éster terc-butilico del &cido 3-(4-formil-
fenil)-azetidin-1-carboxilico (Preparacion 38, 6,5 g, 24,904 mmol, 1
equivalentes) en etanol:agua (1:1, 120 ml) se le anadié clorhidrato de hidroxil
amina (2,5 g, 37,356 mmol, 1,5 equivalentes) seguido de acetato sédico (3,67
g, 44,82 mol, 1,8 equiv.). La mezcla de reaccion resultante se agitdé a
temperatura ambiente durante 0,5 horas. El progreso de la reaccion se controlé
por TLC usando acetato de etilo al 20 % en hexano y se visualizé en luz UV
(254 nm). La referencia de un nuevo punto y el material de partida fue de 0,32 y
0,67 respectivamente. Después del consumo de material de partida, se
evaporaron los disolventes a presion reducida y se extrajeron con DCM (3 x 25
ml). La evaporacion de los volatiles proporcion6 un solido de color amarillo
claro (6,5 g, 94,51 %). El andlisis por CL-EM y el RMN 'H eran coherentes.
RMN 'H (400 MHz, DMSO-dy) & 1,39 (s, 9 H), 3,81 (s ancho, 3 H), 4,42 (s
ancho, 2 H), 7,36 (d, J = 8 Hz, 2 H), 7,57 (d, J = 8 Hz, 2 H), 8,12 (s, 1 H), 11,19

(s, 1 H). CL-EM (m/z): = 277,30 (M+H).
Preparacion 40: éster terc-butilico del &cido 3-{4-[5-(3,5-dicloro-fenil)-5-

trifluorometil-4,5-dihidro-isoxazol-3-il]-fenil}-azetidin-1-carboxilico:
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A una solucion agitada de éster terc-butilico del acido 3-[4-(hidroxiimino-
metil)-fenil]-azetidin-1-carboxilico (Preparacion 39, 1 g, 3,62 mmol, 1,0
equivalentes) en DMF (6,0 ml) se le afiadié NCS (725,26 mg, 5,43 mmol, 1,5
equivalentes) y se calenté a 50°C durante 1 hora. El progreso de la reaccion se
control6 por TLC usando metanol al 5 % en diclorometano. Después del
consumo completo del material de partida, la reaccién se enfrié a 0 °C seguido
de la adicibn de carbonato acido potasico (543,18 mg, 5,43 mmol, 1,5
equivalentes) y una solucién disuelta previamente de 1,3-dicloro-5-(1-
trifluorometil-vinil)-benceno (1,04 g, 4,345 mmol, 1,2 equivalentes) en DMF (4,0
ml). La reaccién resultante se agitd a temperatura ambiente durante 16 horas
en una atmaésfera de nitrégeno. El progreso de la reaccion se controld por TLC
usando acetato de etilo al 20 % en hexano y se visualiz6 en la luz UV (254 nm).
La referencia del producto requerido fue de 0,6 y 0,5 para el material de
partida. Después del consumo del material de partida, la mezcla de reaccion se
inactivd con agua (40 ml) y se extrajo con éter dietilico (3 x 50 ml). La fase
organica combinada se lav6 con salmuera (20 ml), se sec6 sobre sulfato sédico
anhidro y se concentr6 al vacio, proporcionando (1,50 g, en bruto). La
purificacion adicional por cromatografia en columna (en alimina neutra) usando
acetato de etilo al 10 % en hexano como eluyente proporciond un sélido de
color blanquecino de 1,3 g (69,84 %). EI RMN 'H y el andlisis por CL-EM eran
coherentes. RMN 'H (400 MHz, DMSO-dg) § 1,39 (s, 9 H), 3,84 (m, 3 H), 4,25-
4,38 (m, 4 H), 7,47 (d, J=8Hz,2H),7,62(d, J=1Hz, 2H), 7,71 (d, J= 8 Hz,
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2H),7,81(t, J=2Hz, 1 H). CL-EM (m/2): = 513(M-H).
Preparacion 41: Sal clorhidrato de 3-(4-azetidin-3-il-fenil)-5-(3,5-dicloro-fenil)-5-
trifluorometil-4,5-dihidro-isoxazol

N

ARER
¢ ‘ NH
cl

A una solucion agitada de éster terc-butilico del acido 3-{4-[5-(3,5-dicloro-fenil)-
5-trifluorometil-4,5-dihidro-isoxazol-3-il]-fenil}-azetidin-1-carboxilico

(Preparacion 40, 1 g, 1,94 mmol, 1 equiv.) en MeOH (10 ml) se purgd HCI (g) a
0 °C durante 0,5 horas y después la mezcla de reaccion se calent6 a reflujo a
70 °C durante 0,5 horas. El progreso de la reacciéon se controlé6 por TLC,
después del consumo completo del material de partida, la mezcla de reaccién
se evaporo a presion reducida a sequedad, dando 1,15 g (en bruto) que se lavo
con metil t-butil éter (10 ml x 2), proporcionando 1,1 g (95,21 %). El RMN 'H y
el andlisis por CL-EM eran coherentes. RMN 'H (400 MHz, DMSO-dg) 6 4,05 (t,
J=8Hz, 2 H), 415-4,21 (m, 1 H), 4,24-4,39 (m, 4 H), 7,55 (d, J = 8 Hz, 2 H),
7,62 (d,J=1Hz, 2H),7,74 (d, J=8Hz,2H), 7,81 (t, J=2Hz, 1 H), 8,99 (s a,
2 H). CL-EM (m/2): = 415 (M+H).

Preparacion 42: sal clorhidrato de 3-(4-(azetidin-3-il)fenil)-5-(3,4,5-triclorofenil)-

5-(trifluorometil)-4,5-dihidroisoxazol

Se prepar6 a partir del compuesto de la Preparacion 39 usando

procedimientos similares a las Preparaciones 40 y 41 usando 1,2,3-tricloro-5-
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(8,3,3-trifluoroprop-1-en-2-illbenceno en lugar de 1,3-dicloro-5-(3,3,3-
trifluoroprop-1-en-2-il)benceno. RMN H (400 MHz, DMSO-dp) 6 4,06 (t, J =17
Hz, 2 H), 4,15-4,19 (m, 1 H), 4,24-4,29 (m, 2 H), 4,35 (t, J = 18 Hz, 2 H), 7,55
(d, J=8Hz,2H), 7,74 (d, J=8 Hz, 2 H), 7,84 (s, 2 H), 9,004 (s a, 2 H). CL-EM
(m/2): = 488,90 (M+H).

Ejemplo 88: 1-(3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

ifenil)azetidin-1-il)-2-metilpropan-1-ona

O—N
F3 \ O
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Cl

El compuesto se prepard a partir del compuesto de la preparacién 41
usando un procedimiento similar al del Ejemplo 6 usando cloruro de isobutirilo
en lugar de cloruro de ciclopropancarbonilo. RMN 'H (DMSO-d6) & ppm: 7,81
(1H), 7,72 (2H), 7,63 (2H), 7,49 (2H), 4,59-3,81 (8H), 1,0 (6H); m/z (EN+IQPA
Positiva) 485 [M+H]".

Ejemplo 89: 2-metil-1-(3-(4-(5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)azetidin-1-il)propan-1-ona

O—N
\

El compuesto se prepard a partir del compuesto de la Preparacién 42
usando un procedimiento similar al del Ejemplo 6 usando cloruro de isobutirilo
en lugar de cloruro de ciclopropancarbonilo. RMN 'H (DMSO-d6) & ppm: 7,84
(2H), 7,72 (2H), 7,50 (2H), 4,59-3,84 (8H),1,0 (6H); m/z (EN+IQPA Positiva)
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519 [M+H]".
Ejemplo 90: Ciclopropil(3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)azetidin-1-iljmetanona

El compuesto se prepard a partir del compuesto de la Preparacién 41
usando un procedimiento similar al del Ejemplo 6 usando cloruro de isobutirilo
en lugar de cloruro de ciclopropancarbonilo. RMN 'H (DMSO-d6) & ppm: 7,81
(1H), 7,72 (2H), 7,63 (2H), 7,51 (2H), 4,66-3,16 (8H), 0,72 (4H); m/z (EN+IQPA
Positiva) 483 [M+H]".

Ejemplo 91: Ciclopropil(3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)azetidin-1-iljmetanona

O—N
FsC O
c N
Cl Cl

El compuesto se prepard a partir del compuesto de la Preparacién 42
usando un procedimiento similar al del Ejemplo 6 usando cloruro de isobutirilo
en lugar de cloruro de ciclopropancarbonilo. RMN "H (CDCls) § ppm: 7,84 (2H),
7,71 (2H), 7,51 (2H), 4,69-3,18 (8H), 0,72 (4H); m/z (EN+IQPA Positiva) 517
[M+HJ*.

Ejemplo 92: 1-(3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

ifenil)azetidin-1-il)etanona
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El compuesto se prepard a partir del compuesto de la Preparacién 41
usando un procedimiento similar al del Ejemplo 1. RMN 'H (CDCl3) § ppm 7,81
(1H), 7,72 (2H), 7,63 (2H), 7,51 (2H), 4,53-3,80 (7H), 1,80 (3H); m/z (EN+IQPA
Positiva) 457 [M+H]".

Ejemplo 93: 1-(3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)azetidin-1-il)etanona

El compuesto se prepard a partir del compuesto de la Preparacién 42
usando un procedimiento similar al del Ejemplo 1. RMN 'H (CDCls) & ppm: 7,84
(2H), 7,71 (2H), 7,50 (2H), 4,53-3,83 (7H), 1,80 (3H); m/z (EN+IQPA Positiva)
491 [M+H]".

Preparacion 43-oxidacion de sulfuro a sulféxido:

1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona (Ejemplo 162)
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Una solucién de (meta)peryodato sédico (49 mg, 0,23 mmol) en 1:1 de
metanol/agua (6 ml) se enfrid6 con un bafo de hielo y se afiadié gota a gota
mediante una pipeta una soluciéon de 1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-
(metiltio)etanona (102 mg, 0,19 mmol) en metanol (~2 ml). Se formd un
precipitado y la reaccion se dejé en agitacion con el bafio de hielo en lugar de
calentar lentamente a temperatura ambiente durante una noche. Cuando se
completd, la reaccién se repartié entre agua (5 ml) y CH>Cl, (5 ml). El producto
acuoso se extrajo con mas cantidad de CH.Cl. (2 x 5 ml). La fase organica se
recogié y se condens6. El material en bruto se absorbié sobre silice y se
sometié a cromatografia en una columna de 12 g de silice, eluyendo con un
gradiente de acetato de etilo del 0 % al 100 % en heptano. Las fracciones que
contenian el material deseado se combinaron y se concentraron. A la pelicula
resultante se le afnadié CH2Cl, (~100 ul). Colocar el matraz a alto vacio durante
una noche dio como resultado la formacion de una espuma de color blanco.
Rendimiento de 90 mg (86 %). Tiempo de retencion de CL/EM = 3,317 minutos,
EM calculado para (C22H17Cl2FsN203S) 554,03, observado 555,0 M+H-+.

Preparacion 44: Acoplamiento amida por quimica paralela

N

o~ O
R1a F3C ) R3 J\
O w REOH —
R1b
R1C

La isoxazolina fenil azetidina (0,05 mmol) se disolvio en dimetil
formamida (0,5 ml); se anadié al acido respectivo (0,1 mmol) seguido de una

solucibn de hexafluorofosfato de  O-(7-azabenzotriazol-1-il)-N,N,N',N'-
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tetrametiluronio en dimetil formamida (0,5 ml) y trietilamina (0,5 mmol). La
mezcla resultante se agit6 a temperatura ambiente durante 16 horas. El
disolvente se retir6 por destilacion al vacio, y el producto en bruto se purifico
por HPLC preparativa. A continuacién se muestra un ejemplo segun se prepar6

por este procedimiento preparativo:

FsC O‘N /\)kOH

cl ) O A .

T O
Cl

Cl

Se disolvié 3-(4-(3-fluoroazetidin-3-il)fenil)-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol (0,05 mmol) en dimetil formamida (0,5 ml); se
anadi6 a 4&cido butirico (0,1 mmol) seguido de una solucion de
hexafluorofosfato de O-(7-azabenzotriazol-1-il)-N,N,N',N'-tetrametiluronio en
dimetil formamida (0,5 ml) y trietilamina (0,5 mmol). La mezcla resultante se
agité a temperatura ambiente durante 16 horas. El disolvente se retird por
destilacion al vacio y el producto en bruto se purificé por HPLC preparativa,
dando 3,2 mg de 1-(3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-il)butan-1-ona. MH+ 537; tiempo de
retencion de 9,83 minutos.

Preparacion 45: Formacion de urea por quimica paralela

o-N
F5;C O’N\ RS N\\C R'a FsC )
R1a 3 O 0 NHR®
+ - = N
O NH Rib T
R1b ) R1c ©
R1c

Una solucién de la isoxazolina fenil azetidina (0,05 mmol) en DMF (1 ml)
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se tratd con trietilamina (0,20 mmol). Se afadié una solucion del isocianato
respectivo (0,055 mmol) en DMF (0,5 ml) y la mezcla de reaccidén se agitdé a
temperatura ambiente durante 16 horas. El disolvente se retird6 a presidon
reducida y el producto en bruto se purific6 por HPLC preparativa. A
continuacion se muestra un ejemplo preparado mediante este procedimiento

preparativo:

Se disolvié 3-(4-(azetidin-3-il)fenil)-5-(3,4-dicloro-5-(trifluorometil)fenil)-5-
(trifluorometil)-4,5-dihidroisoxazol (0,05 mmol) en DMF (1 ml); se afadi6
trietilamina (0,20 mmol) seguido de una solucién isocianatometano. La solucién
resultante se agitdé a temperatura ambiente durante 16 horas. El disolvente se
retird6 a presion reducida y el producto en bruto se purific6 por HPLC
preparativa, dando 3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-
4,5-dihidroisoxazol-3-il)fenil)-N-metilazetidin-1-carboxamida (11,2 mg) MH+
540,1; tiempo de retencion de 6,14 minutos.

Preparacion 46: Formacion de azido

Pueden prepararse intermedios de azida de acuerdo con el siguiente
procedimiento para 3-(4-(3-azido-1-benzhidrilazetidin-3-il)fenil)-5-(3,4,5-
triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol (intermedio para el Ejemplo

163).
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o X pwooeacro, LY
N
O O

A una solucién de 1,19 gramos (1,88 mmol, 1,0 equiv.) de 1-benzhidril-3-
(4-(5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)azetidin-3-
ol en 17 ml de CHxCl, se le afadieron mediante una jeringa 500 pl (2,8 mmol,
1,5 equiv.) de diisopropil-etilamina pura seguido de 438 mg (2,5 mmol, 1,3
equiv.) de un solido de anhidrido de metilsulfonico. Después de agitar durante
3,5 horas a temperatura ambiente, se puso una alicuota de la mezcla de
reaccion en 1,0 ml de metanol y se analiz6 mediante analisis por CL/EM. La
cromatografia indic6 que el material de partida se habia consumido. La
reaccion se diluyé con 20 ml de CH2Cl> y 20 ml de una solucién saturada de
NaHCOs;. Después de agitar durante 2 horas, las fases se separaron mediante
un cartucho separado de fases Biotage. La fase organica se concentr6 a
presion reducida, dando 1,29 gramos (rendimiento del 96 %) del intermedio de
metanosulfonato de 1-benzhidril-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-3-ilo en forma un solido de color amarillo claro.
Una muestra de 227 de metanosulfonato de 1-benzhidril-3-(4-(5-(3,4,5-
triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)azetidin-3-ilo (0,35
mmol, 1,0 equiv.) y 72,1 mg de azida sédica (1,1 mmol, 3,1 equiv.) se pesaron
en un matraz de 100 ml y a éste se le anadieron 3 ml de DMSO anhidro.
Después de agitar durante 1,5 horas a temperatura ambiente, la reaccion se
diluyé con 30 ml de CH2Cl, y 15 ml de una solucion saturada de NaHCO:s.

Después de agitar esta mezcla durante 1 hora, las fases se separaron
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mediante un cartucho separador de fases Biotage. La fase de agua se aclar6
con mas cantidad de CHCl. y las fases organicas combinadas se concentraron
por evaporacion usando una corriente de gas N». El aceite en bruto resultante
se purificé por cromatografia en columna sobre gel de silice eluyendo con
CHCI, al 100 %. La evaporacién de las fracciones apropiadas dio 144,5 mg de
producto, 3-(4-(3-azido-1-benzhidrilazetidin-3-il)fenil)-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol, (rendimiento del 63 %) en forma de un sélido
vitreo de color amarillo. EM 656 [M+H], tiempo de retencién de HPLC: 3,600
minutos.

Preparacion 47: Separacién quiral de enantiomeros:

Al igual que un ejemplo para separar un enantiomero individual a partir
de una mezcla racémica, se separ6 el Ejemplo 18 racémico en una columna
quiral, proporcionando Ejemplo 177 de acuerdo con la siguiente resolucién
quiral por HPLC: SFC analitica Berger, columna Chiral IC 4,6 x 250 mm 5,
fase movil (A) era CO;, y la fase mévil (B) era TEA al 0,1 % en metanol.
Gradiente lineal al 5 % de B al 65 % de B en 12 minutos, 3 ml/minuto a 100 bar.
La SFC preparativa se realiz6 en un Berger Multigram con una columna IC 30 x
250 mm 5 p, con fase movil (A) de CO, y fase movil (B) de metanol, isocratico
al 25 % de B, a 100 ml/minuto y 120 bar. El Ejemplo 172 es un enantiomero
individual del racemato del Ejemplo 19. El Ejemplo 176 es un enantiomero
individual del racemato 24.

Las condiciones de HPLC usadas para obtener los tiempos de retencion
y las masas de los Ejemplos de las Tablas 2, 3 y 4 se basaron en los siguientes
procedimientos. Cada tiempo de retencion en las tablas correspondientes se

enumera con una "a", "b", "c", "d", "e" o "f". Cada simbolo alfabético se refiere a
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condiciones y procedimientos de HPLC por separado. Para el Procedimiento
"a", los datos de espectros de masas (EM) se obtuvieron usando un
espectrometro de masas Agilent con ionizacién quimica a presién atmosférica.
Procedimiento: HPLC Acquity con cromatografia realizada en una columna
Waters BEH C18 (2,1 x 50 mm, 1,7 um) a 50 °C. La fase mévil era un gradiente
binario de agua (que contenia acido trifluoroacético al 0,1 %) y acetonitrilo
(acetonitrilo al 5-100 % en un tiempo de realizacion de 5 minutos), a 254 nm.
Para el Procedimiento "b", el andlisis HPLC con cromatografia se realizé6 en
una columna Gemini NX-50 x 4,60 mm, 5 . La fase movil era un gradiente
binario de tamp6n acetato aménico 10 mM (pH = 4,6) y acetonitrilo (gradiente
de acetonitrilo al 10-100 % en un tiempo de realizacion de 12 minutos con un
caudal de 1 ml/minuto) a 254 nm. Para el Procedimiento "c", el analisis por
HPLC con cromatografia se realiz6 en una columna Gemini NX-50 x 4,60 mm,
5 u. La fase movil era un gradiente binario de tampén acetato aménico 10 mM
(pH = 4,6) y acetonitrilo (gradiente de acetonitrilo al 50-100 % en un tiempo de
realizacién de 4,5 minutos con un caudal de 1 ml/minuto) a 254 nm. Para el
Procedimiento "d", el analisis por HPLC con cromatografia se realizé en un
Waters Alliance 2795 con ZQ MS-ESI+ con una columna Gemini NX C18 4,6 x
100, 5 u. La fase mévil era un gradiente binario de agua (que contenia acido
trifluoroacético al 0,05 %) y acetonitrilo (gradiente de acetonitrilo al 50-95 % en
un tiempo de realizacién de 12 minutos, caudal 1 ml/min) a 254 nm. Para el
Procedimiento "e", el analisis HPLC con cromatografia se realiz6 en Waters
Alliance 2795 con ZQ MS-ESI+ con una columna Gemini NX C18 4,6 x 150, 5
u. La fase movil era un gradiente binario de agua (que contenia acido

trifluoroacético al 0,1 %) y acetonitrilo (gradiente de acetonitrilo al 50-95 % en
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un tiempo de realizacién de 12 minutos, caudal 1 ml/min) a 254 nm. Para el
Procedimiento "f", la cromatografia de SFC se realiz6 en una columna Berger
2-EP 5 um de 4,6 x 250 mm. La fase movil era un gradiente binario de CO, y
trietilamina al 0,1 % en MeOH (gradiente al 5-65 % de TEA al 0,1 % en MeOH
en un tiempo de realizacion de 9 minutos, caudal 3 ml/min).

Usando los procedimientos descritos de forma similar en el presente
documento, se prepararon y se muestran los compuestos (Ejemplos 94-185) de

Formula (2c) en la Tabla 2.

Tabla 2
Tiempo
m/z de
Ejemplo gia | g | gie g3 q5 (IEN) | retencio
Ne [M+H] n
+ (minuto
s)
94 Cl Cl | Cl OH isopropilo 535 10,05e
95 Cl Cl | Cl F CH.CF3 577 11,19e
96 Cl Cl | Cl F CHo-ciclopropilo 549 11,35e
97 Cl Cl | Cl F propilo 537 9,83d
98 Cl Cl | Cl F isopropilo 537 9,8d
99 Cl | CI | Cl F etilo 523 9,44d
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100 CFs | H Cl F isopropilo 537,1 4,53d
101 CFs | H Cl F CH,OH 525,1 3,76d
102 CFs | H Cl F ciclopentilo 563,1 4,85d
103 CF; | ClI Cl F propilo 571,1 7,86d
104 Cl H Cl H etilo 4711 6,2d
105 | Cl | H | Cl H Eﬁo“ 4991 | 5,27d
106 Cl H Cl H CH,>OCHjs 487 1 5,62d
107 CFs | CI | CI H CHa-ciclopropilo | 565,1 7,69d
108 CFs | ClI | CI H CHs 525 7,11d
109 CF; | ClI | CI H etilo 539,1 7,2d
110 CF3 | H Cl H propilo 519,1 6,96d
111 CFs | CI | CI H propilo 553,1 7,82d
112 CFs | Cl | CI H CH-OH 541 5,53d
113 CF; | ClI | CI H E SZ/C’“ 567,1 6,24d
114 CFs; | CI | CI H CH>SCH; 571 7,42d
115 CFs | H Cl H CHa-ciclopropilo | 531,1 6,97d
116 CFs | H Cl H CH,>OCHj; 521,1 5,72d
117 CFs; | CI | CI H CH.CN 550 6,72d
118 CFs | H | CI H Eﬂo“ 533,1 5,39d
119 CFs | ClI | CI H CH>OCHj3 555,1 6,58d
120 CFs | H Cl H etilo 505,1 6,34d
121 Cl Cl | Cl H propilo 519,1 7,82d
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122 CFs | H Cl H isopropilo 519,1 6,94d
123 | ¢l | ¢l | c H E@"“ 533 | 6,14d
124 Cl | CI | CI H etilo 505 7,17d
125 Cl | CI | CI H CH>SCH; 537 7.41d
126 Cl | CI | CI H CH,OCHj 521 6,42d
127 Cl Cl | Cl H CHo-ciclopropilo | 531,1 7,82d
128 Cl | F | CI H CH,SCH; 521 6,55d
129 Cl | F | CI H CH,OCH; 505,1 | 5,74d
130 | ¢l | F | ¢l H Eﬁo*' 5171 | 5,41d
131 Cl | F | CI H etilo 489,1 6,4d
132 Cl F Cl H isopropilo 503,1 7,03d
133 Cl | F | CI F . 570 | 3,674a
F
134 Cl | F | CI OH CH,CF; 559 | 3,483a
135 | CFs; | CI | CI F CH,CF3 611 3,2a
136 cl | F | Cl F F%AN 560 | 7.42d
0/
H
137 cl | F | Cl F SENNE 536 5,28d
H
\; ~
138 Cl | F | CI F [ 557 6,13d
N//
P N
139 | ¢ | F|c F N 560,1 | 5,7d
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140 Cl [ F | Ci F CH.S(O),.CH; | 571 6,51d

141 c | F| ol F }‘%\w 5591 | 6,7d

142 Cl F Cl F FJ\/\N 546 6,71d

0/
143 Cl F Cl F CF>CHs3 543 8,54d
P\H\JN

144 | CF; | CI | CI F [L 600 | 3,295a
OH

145 Cl [ F | Ci F C(OH)(CHz)2 | 537,1 | 6,74d

146 Cl F Cl F CH>CH=CH> 519,1 7,23d

CH25(0)2N(CHs)
147 Cl F Cl F 600 6,99d
2

148 Cl F Cl F CH>SCF; 592,9 3,54a

149 Cl [ F | Ci F CH(OCH3)CH; | 537,17 | 6,93d

150 | ¢ | F | c F TF 555 | 7.32d

> :

151 Cl F Cl F CH(CH3)CH.OH | 537,1 6,39d

152 | Cl | F | Cl F T 537,1 | 6,43d
OH

153 | ¢ | F | cl F L 5371 | 6.44d
OH

154 Cl F Cl Cl ciclopropilo nd Nd-a

155 CF; | ClI | ClI Cl ciclopropilo nd Nd-a

156 Cl H H F ciclopropilo 466,90 | 5,88b

157 Cl F F OH ciclopropilo 498,80 | 5,58b
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[M-H]
534,60
158 CFs | F F F ciclopropilo 6,16b
[M-H]
OH
159 Cl F | Cl F _2—< 523 3,419a
OH
160 Cl F | Cl F _2—& 523 3,406a
161 Cl | F | Cl F —/ 537 | 3,414a
OH
162 Cl F | Cl F CH>S(O)CHs 555 3,317a
163 Cl Cl | Cl N3 ciclopropilo 558 3,176a
164 Cl Cl | CI I\ etilo 546 3,271a
165 Cl F | CI F CH,SC(O)CHs 567 3,604a
436,90
166 F H H F etilo 2,38c
[M-H]
167 Cl H H F etilo 45520 | 2,60c
486,70
168 Cl Cl | H F etilo 6,11b
[M-H]
498,90
169 CFs | H H F ciclopropilo 5,90b
[M-H]
482,90
170 Cl H F F ciclopropilo 5,45b
[M-H]
467,00
171 F F H F ciclopropilo 2,55¢c
[M-H]
1727 Cl F | Cl F CH>CF3 nd nd-a
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173 Cl H | C F —§f<> 516 3,562a
174 | Cl | Cl | G F +O 552 | 3,667a
175 cl | F | cl F - 534,0 | 3,58a
176" CF; | ClI | ClI OH ciclopropilo nd nd-a
1771 Cl F Cl F isopropilo nd nd-a
178 Cl F | CI F CH>S(O).CH.CN | 596 3,55d
CH>CH>S(O).CH
179 Cl F | CI F 585 3,43d
3
CH>S(0).CH.CF
180 Cl F | Cl F 639 3,66d
3
CH>S(O)2N(CHs)
181 Cl F | CI F 600 3,55d
2
182 Cl F | CI F CH.S(O)zFenilo 633 3,65d
183 Cl F | Cl F CHCH3S(O).CH; | 585 3,51d
NHC(O)-
184 CF; | CI | CI ciclopropilo 634 6,315f
ciclopropilo
185 CFs | CI | CI NH ciclopropilo 567 6,23f

N representa un enantiémero individual resuelto sobre una columna quiral,

nd = no determinado

es el punto de union.

Los procedimientos de HPLC a, b, ¢, d y e son como se definen en el presente

documento.

Los siguientes nombres para los Ejemplos (94-185) de la Tabla 2
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incluyen:
1-isobutiril-3-{4-[5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illffenil}azetidin-3-ol  (94); 3-{4-[3-fluoro-1-(3,3,3-trifluoropropanoil)azetidin-3-
illfenil}-5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol  (95); 3-{4-[1-
(ciclopropilacetil)-3-fluoroazetidin-3-illfenil}-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol (96); 3-[4-(1-butiril-3-fluoroazetidin-3-il)fenil]-
5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol (97); 3-[4-(3-fluoro-1-
isobutirilazetidin-3-il)fenil]-5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol (98); 3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5-(3,4,5-
triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol (99); 5-[3-cloro-5-
(trifluorometil)fenil]-3-[4-(3-fluoro-1-isobutirilazetidin-3-il)fenil]-5-(trifluorometil)-
4,5-dihidroisoxazol (100); 2-[3-(4-{5-[3-cloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il}fenil)-3-fluoroazetidin-1-il]-2-oxoetanol
(101); 5-[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-(ciclopentilcarbonil)-3-
fluoroazetidin-3-ilfenil}-5-(trifluorometil)-4,5-dihidroisoxazol (102); 3-[4-(1-butiril-
3-fluoroazetidin-3-il)fenil]-5-[3,4-dicloro-5-(trifluorometil)fenil]-5- (trifluorometil)-
4 ,5-dihidroisoxazol (103);
5-(3,5-diclorofenil)-3-[4-(1-propionilazetidin-3-il)fenil]-5-(trifluorometil)-4,5-
dihidroisoxazol (104); 1-[(8-{4-[5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il]fenil}azetidin-1-il)carbonil]ciclopropanol (105); 5-(3,5-
diclorofenil)-3-{4-[1-(metoxiacetil)azetidin-3-il]fenil}-5-(trifluorometil)-4,5-
dihidroisoxazol (106); 3-{4-[1-(ciclopropilacetil)azetidin-3-il]fenil}-5-[3,4-dicloro-
5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol (107); 3-[4-(1-
acetilazetidin-3-il)fenil]-5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-

dihidroisoxazol (108); 5-[3,4-dicloro-5-(trifluorometil)fenil]-3-[4-(1-
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propionilazetidin-3-il)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol  (109); 3-[4-(1-
butirilazetidin-3-il)fenil]-5-[3-cloro-5-(trifluorometil)fenil]-5- (trifluorometil)-4,5-
dihidroisoxazol (110); 3-[4-(1-butirilazetidin-3-il)fenil]-5-[3,4-dicloro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol  (111); 2-[3-(4-{5-[3,4-
dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}ffenil)azetidin-1-il]-2-oxoetanol (112); 1-{[3-(4-{5-[3,4-dicloro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-il}fenil)azetidin-1-
iljcarbonil}ciclopropanol  (113);  5-[3,4-dicloro-5-(trifluorometil)fenil]-3-(4-{1-
[(metiltio)acetil]azetidin-3-il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol (114); 5-
[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-(ciclopropilacetil)azetidin-3-il]fenil}-5-
(trifluorometil)-4,5-dihidroisoxazol (115); 5-[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-
(metoxiacetil)azetidin-3-ilJfenil}-5-(trifluorometil)-4,5-dihidroisoxazol (116); 3-[3-
(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)azetidin-1-il]-3-oxopropanonitrilo (117); 1-{[3-(4-{5-[3-cloro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-il}fenil)azetidin-1-
illcarbonil}ciclopropanol ~ (118);  5-[3,4-dicloro-5-(trifluorometil)fenil]-3-{4-[1-
(metoxiacetil)azetidin-3-ilJfenil}-5-(trifluorometil)-4,5-dihidroisoxazol (119); 5-[3-
cloro-5-(trifluorometil)fenil]-3-[4-(1-propionilazetidin-3-il)fenil]-5-(trifluorometil)-
4,5-dihidroisoxazol (120); 3-[4-(1-butirilazetidin-3-il)fenil]-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol (121); 5-[3-cloro-5-(trifluorometil)fenil]-3-[4-(1-
isobutirilazetidin-3-il)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol (122); 1-[(3-{4-[5-
(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}azetidin-1-
il)carbonil]ciclopropanol (123); 3-[4-(1-propionilazetidin-3-il)fenil]-5-(3,4,5-
triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol (124); 3-(4-{1-
[(metiltio)acetil]azetidin-3-il}fenil)-5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
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dihidroisoxazol (125); 3-{4-[1-(metoxiacetil)azetidin-3-illfenil}-5-(3,4,5-
triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol (126); 3-{4-[1-
(ciclopropilacetil)azetidin-3-il]fenil}-5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol (127); 5-(3,5-dicloro-4-fluorofenil)-3-(4-{1-
[(metiltio)acetil]lazetidin-3-il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol (128); 5-
(3,5-dicloro-4-fluorofenil)-3-{4-[ 1-(metoxiacetil)azetidin-3-il]fenil}-5-
(trifluorometil)-4,5-dihidroisoxazol (129); 1-[(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il[fenil}azetidin-1-il)carbonil]ciclopropanol
(130); 5-(3,5-dicloro-4-fluorofenil)-3-[4-(1-propionilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol  (131); 5-(3,5-dicloro-4-fluorofenil)-3-[4-(1-
isobutirilazetidin-3-il)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol ~ (132); 5-(3,5-
dicloro-4-fluorofenil)-3-(4-{1-[(3,3-difluoroazetidin-1-il)carbonil]-3-fluoroazetidin-
3-il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol ~ (133);  3-{4-[5-(8,5-dicloro-4-
fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-illfenil}-1-(3,3,3-
trifluoropropanoil)azetidin-3-ol (134); 5-[3,4-dicloro-5-(trifluorometil)fenil]-3-{4-[3-
fluoro-1-(3,3,3-trifluoropropanoil)azetidin-3-il]fenil}-5-(trifluorometil)-4,5-
dihidroisoxazol (135); 5-(3,5-dicloro-4-fluorofenil)-3-(4-{3-fluoro-1-[(4-metil-1,3-
oxazol-5-il)carbonil]azetidin-3-il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol (136);
N-[2-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-2-oxoetillformamida (137); 4-[(3-{4-[5-(3,5-dicloro-4-
fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-3-fluoroazetidin-1-
il)carbonil]piridazina (138); 1-[2-(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-3-fluoroazetidin-1-il)-2-oxoetil]- 1H-
1,2,4-triazol (139); 5-(8,5-dicloro-4-fluorofenil)-3-(4-{3-fluoro-1-

[(metilsulfonil)acetil]azetidin-3-il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol (140);
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5-(8,5-dicloro-4-fluorofenil)-3-{4-[3-fluoro-1-(1H-pirazol-1-ilacetil)azetidin-3-
illfenil}-5-(trifluorometil)-4,5-dihidroisoxazol (141); 5-(3,5-dicloro-4-fluorofenil)-3-
{4-[3-fluoro-1-(1,3-oxazol-5-ilcarbonil)azetidin-3-ilfenil}-5-(trifluorometil)-4,5-
dihidroisoxazol (142); 5-(3,5-dicloro-4-fluorofenil)-3-{4-[1-(2,2-difluoropropanaoil)-
3-fluoroazetidin-3-illfenil}-5-(trifluorometil)-4,5-dihidroisoxazol (143); 1-{[3-(4-{5-
[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-il}fenil)-
3-fluoroazetidin-1-iljcarbonil}azetidin-3-ol (144); 1-(3-{4-[5-(3,5-dicloro-4-
fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-3-fluoroazetidin-1-il)-2-
metil-1-oxopropan-2-ol  (145); 3-[4-(1-but-3-enoil-3-fluoroazetidin-3-il)fenil]-5-
(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol (146); 2-(3-{4-[5-
(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-3-
fluoroazetidin-1-il)-N,N-dimetil-2-oxoetanosulfonamida (147); 5-(3,5-dicloro-4-
fluorofenil)-3-[4-(3-fluoro-1-{[(trifluorometil)tio]acetil}azetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol  (148); 5-(8,5-dicloro-4-fluorofenil)-3-{4-[3-
fluoro-1-(2-metoxipropanoil)azetidin-3-il]fenil}-5-(trifluorometil)-4,5-
dihidroisoxazol (149); 5-(3,5-dicloro-4-fluorofenil)-3-(4-{1-[(2,2-
difluorociclopropil)carbonil]-3-fluoroazetidin-3-il}fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol (150); 3-(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il]fenil}-3-fluoroazetidin-1-il)-2-metil-3-oxopropan-1-ol  (151);
(2S)-4-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}-3-fluoroazetidin-1-il)-4-oxobutan-2-ol  (152);  4-(3-{4-[5-(3,5-dicloro-4-
fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-3-fluoroazetidin-1-il)-4-
oxobutan-2-ol (153); 3-{4-[3-cloro-1-(ciclopropilcarbonil)azetidin-3-il[fenil}-5-(3,5-
dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol (154); 3-{4-[3-cloro-1-

(ciclopropilcarbonil)azetidin-3-illfenil}-5-[3,4-dicloro-5-(trifluorometil)fenil]-5-
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(trifluorometil)-4,5-dihidroisoxazol (155); 5-(8-clorofenil)-3-{4-[1-
(ciclopropilcarbonil)-3-fluoroazetidin-3-il]fenil}-5-(trifluorometil)-4,5-
dihidroisoxazol (156); 3-{4-[5-(3-cloro-4,5-difluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-illfenil}-1-(ciclopropilcarbonil)-azetidin-3-ol ~ (157);  3-{4-[1-
(ciclopropilcarbonil)-3-fluoroazetidin-3-illfenil}-5-[3,4-difluoro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol (158); (2S)-1-(3-{4-[5-
(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-3-
fluoroazetidin-1-il)-1-oxopropan-2-ol (159); (2R)-1-(3-{4-[5-(8,5-dicloro-4-
fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-3-fluoroazetidin-1-il)-1-
oxopropan-2-ol (160); (2S)-4-(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-
4 5-dihidroisoxazol-3-il]fenil}-3-fluoroazetidin-1-il)-4-oxobutan-2-ol (161); 5-(3,5-
dicloro-4-fluorofenil)-3-(4-{3-fluoro-1-[(metilsulfinil)acetillazetidin-3-il}fenil)-5-
(trifluorometil)-4,5-dihidroisoxazol (162); 3-{4-[3-azido-1-
(ciclopropilcarbonil)azetidin-3-illfenil}-5-(3,4,5-triclorofenil)-5- (trifluorometil)-4,5-
dihidroisoxazol (163); 3-[4-(3-azido-1-propionilazetidin-3-il)fenil]-5-(3,4,5-
triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol (164); etanotioato de S-[2-(3-
{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-3-
fluoroazetidin-1-il)-2-oxoetilo] (165); 5-(3-fluorofenil)-3-[4-(3-fluoro-1-
propionilazetidin-3-il)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol ~ (166);  5-(3-
clorofenil)-3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5-(trifluorometil)-4,5-
dihidroisoxazol (167); 5-(3,4-diclorofenil)-3-[4-(3-fluoro-1-propionilazetidin-3-
il)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol (168); 3-{4-[1-(ciclopropilcarbonil)-3-
fluoroazetidin-3-ilfenil}-5-(trifluorometil)-5-[3- (trifluorometil)fenil]-4,5-
dihidroisoxazol (169); 5-(3-cloro-5-fluorofenil)-3-{4-[1-(ciclopropilcarbonil)-3-
fluoroazetidin-3-ilfenil}-5-(trifluorometil)-4,5-dihidroisoxazol (170);  3-{4-[1-
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(ciclopropilcarbonil)-3-fluoroazetidin-3-ilfenil}-5-(3,4-difluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol (171); 1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-3,3,3-
trifluoropropan-1-ona (172); 3-{4-[1-(azetidin-1-ilcarbonil)-3-fluoroazetidin-3-
illfenil}-5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol  (173); 3-{4-[1-
(azetidin-1-ilcarbonil)-3-fluoroazetidin-3-ilfenil}-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol (174); 3-{4-[1-(azetidin-1-ilcarbonil)-3-
fluoroazetidin-3-ilfenil}-5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol (175); 1-(ciclopropilcarbonil)-3-{4-[(5R)-5-[3,4-dicloro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}azetidin-3-ol
(176); 5-(3,5-dicloro-4-fluorofenil)-3-[4-(3-fluoro-1-isobutirilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol (177), {[2-(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il[fenil}-3-fluoroazetidin-1-il)-2-
oxoetil]sulfonil}acetonitrilo (178), 1-(3-{4-[5-(3,5-Dicloro-4-fluoro-fenil)-5-
trifluorometil-4,5-dihidro-isoxazol-3-il]-fenil}-3-fluoro-azetidin-1-il)-3-
metanosulfonil-propan-1-ona  (179), 1-(3-{4-[5-(3,5-Dicloro-4-fluoro-fenil)-5-
trifluorometil-4,5-dihidro-isoxazol-3-il]-fenil}-3-fluoro-azetidin-1-il)-2-(2,2,2-
trifluoro-etanosulfonil)-etanona (180), dimetilamida del acido 2-(3-{4-[5-(3,5-
dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-fenil}-3-fluoro-
azetidin-1-il)-2-oxo-etanosulfénico  (181), 2-Bencenosulfonil-1-(3-{4-[5-(3,5-
dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-fenil}-3-fluoro-
azetidin-1-il)-etanona (182), 1-(3-{4-[5-(3,5-Dicloro-4-fluoro-fenil)-5-
trifluorometil-4,5-dihidro-isoxazol-3-il]-fenil}-3-fluoro-azetidin-1-il)-2-
metanosulfonil-propan-1-ona (183), (1-Ciclopropanocarbonil-3-{4-[5-(3,4-

dicloro-5-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-fenil}-
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azetidin-3-il)-amida del &cido ciclopropanocarboxilico (184), y (3-Amino-3-{4-[5-

(3,4-dicloro-5-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-fenil}-

azetidin-1-il)-ciclopropil-metanona (185).

Usando procedimientos descritos de forma similar en el presente

documento, se prepararon y se muestran los compuestos (Ejemplos 186-205)

de Férmula (2d) en la Tabla 3.

0
NR2R?®
Tabla 3
Tiempo
de
m/z
Ejemplo Retenci
R1a R1b R1c Ra R3 R5 (IEN)
N2 on
[M+H]+
(minuto
s)
186 Cl Cl | CI H F H nd nd a
187 Cl Cl | Cl H H ciclopropilo 532 6,68d
188 Cl H Cl H H ciclopropilo | 498,1 5,8d
189 CF; | ClI | ClI H OH propilo nd nd a
190 CF; | ClI | ClI | metilo| OH metilo 570 3,0a
191 Cl Cl | CI H H etilo 520 6,69d
192 Cl F Cl H H metilo 490,1 5,32d
193 CF3 | CI Cl H H metil o 540,1 6,14d
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194 Cl H Cl H H etilo 486,1 5,8d

195 Cl F | CI H H etilo 504,1 5,94d
196 CFs | H Cl H H metilo 506,1 5,32d
197 CFs | H Cl H H ciclopropilo | 532,1 5,91d
198 Cl F Cl H H ciclopropilo | 516,1 5,94d
199 CF; | ClI | CI H H ciclopropilo | 566,1 6,74d
200 CFs | CI | CI H F CHCF3 626 3,461a
201 Cl | CI | CI | metilo F metilo 538 3,278a
202 CF; | ClI Cl | metilo F metilo 572 3,422a
203 CF; | CI | CI H F CH.CH.CF3; | 640 3,238a
204 CF; | ClI | CI H F h 600 3,305a
205 Cl | CI | ClI | metilo| N3 metilo 561 3,724a

es el punto de union

nd = no determinado
Los procedimientos por HPLC a, b, ¢, d y e son como se definen en el presente

documento

Los siguientes nombres de la IUPAC para los Ejemplos (186-205) de la
Tabla 3 incluyen:
3-fluoro-3-{4-[5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illffenil}azetidin-1-carboxamida (186); N-ciclopropil-3-{4-[5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il[fenil}azetidin-1-carboxamida (187); N-
ciclopropil-3-{4-[5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-carboxamida (188); 3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-

(trifluorometil)-4,5-dihidroisoxazol-3-il}fenil)-3-hidroxi-N-propilazetidin-1-
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carboxamida (189); 3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-
4,5-dihidroisoxazol-3-il}fenil)-3-hidroxi-N,N-dimetilazetidin-1-carboxamida (190);
N-etil-3-{4-[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-carboxamida (191); 3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il[fenil}-N-metilazetidin-1-carboxamida
(192); 3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il}fenil)-N-metilazetidin-1-carboxamida  (193);  3-{4-[5-(83,5-
diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il[fenil}-N-etilazetidin-1-
carboxamida  (194);  3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il]fenil}-N-etilazetidin-1-carboxamida (195); 3-(4-{5-[3-cloro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-il}fenil)-N-
metilazetidin-1-carboxamida  (196);  3-(4-{5-[3-cloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il}fenil)-N-ciclopropilazetidin-1-carboxamida
(197); N-ciclopropil-3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-ilfenil}azetidin-1-carboxamida (198); N-ciclopropil-3-(4-{5-
[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilffenil)azetidin-1-carboxamida (199); 3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-
5-(trifluorometil)-4,5-dihidroisoxazol-3-il}fenil)-3-fluoro-N-(2,2,2-
trifluoroetil)azetidin-1-carboxamida (200); 3-fluoro-N,N-dimetil-3-{4-[5-(3,4,5-
triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-illfenil}azetidin-1-
carboxamida (201); 3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-
4,5-dihidroisoxazol-3-il}fenil)-3-fluoro-N,N-dimetilazetidin-1-carboxamida (202);
3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-fluoro-N-(3,3,3-trifluoropropil)azetidin-1-carboxamida (203); 3-(4-{5-

[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-il}fenil)-
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3-fluoro-N-oxetan-3-ilazetidin-1-carboxamida (204); y 3-azido-N,N-dimetil-3-{4-
[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-illfenil}azetidin-1-
carboxamida (205).

Usando procedimientos descritos de forma similar en el presente
documento, se prepararon y se muestran los compuestos (Ejemplos 206-218)

de Férmula (2e) en la Tabla 4.

Tabla 4
Tiempo
de
m/z
Ejemplo Retenci
R1a R1b R1c R2 R3 R5 (IEN)
N¢ on
[M+H]+
(minuto
s)
206 Cl F Cl |[CN| F ciclopropilo 544 3,573a
207 Cl F Cl |[CN| F metilo 518 3,046a
208 Cl F Cl |CN| F CH.CF3 586 3,206a
209 Cl F Cl |CN| F etilo 532 3,534a
210 Cl F Cl |[CN| F isopropilo 546 3,657a
211 Cl F Cl |[CN| F CH-OH 534 6,19d
212 Cl F Cl |CN| F propilo 546,1 7,17d
213 Cl F Cl |[CN| F ciclobutilo 558,1 7,3d
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214 Cl F Cl | CN F ciclopentilo 572,1 7,54d
215 Cl F]TC[CN| F CH,OCHj; 548 6,74d
216 Cl F Cl | CN | F | CHx-ciclopropilo | 558,1 7,15d
217 Cl F Cl |CN| F n-butilo 560,1 7,44d
218 Cl F Cl |CN| F CH,SCH;3 564 7,02d
Los procedimientos por HPLC a, b, ¢, d y e son como se definen en el presente

documento

Los siguientes nombres de la IUPAC para los Ejemplos (206-218) de la
Tabla 4 incluyen:
2-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]-5-[5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-illbenzonitrilo (206); 2-(1-acetil-3-
fluoroazetidin-3-il)-5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-illoenzonitrilo (207); 5-[5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-[3-fluoro-1-(3,3,3-
trifluoropropanoil)azetidin-3-iljbenzonitrilo (208); 5-[5-(3,5-dicloro-4-fluorofenil)-
5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-(3-fluoro-1-propionilazetidin-3-
il)benzonitrilo (209); 5-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il]-2-(3-fluoro-1-isobutirilazetidin-3-il)benzonitrilo  (210); 5-[5-
(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-(3-fluoro-1-
glicoloilazetidin-3-il)benzonitrilo (211); 2-(1-butiril-3-fluoroazetidin-3-il)-5-[5-(3,5-
dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-iljbenzonitrilo  (212);
2-[1-(ciclobutilcarbonil)-3-fluoroazetidin-3-il]-5-[5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-ilJbenzonitrilo (213); 2-[1-

(ciclopentilcarbonil)-3-fluoroazetidin-3-il]-5-[5-(3,5-dicloro-4-fluorofenil)-5-
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(trifluorometil)-4,5-dihidroisoxazol-3-ilJoenzonitrilo ~ (214);  5-[5-(3,5-dicloro-4-
fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-[3-fluoro-1-
(metoxiacetil)azetidin-3-ilJoenzonitrilo (215); 2-[1-(ciclopropilacetil)-3-
fluoroazetidin-3-il]-5-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-iljbenzonitrilo (216); 5-[5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-(3-fluoro-1-pentanoilazetidin-3-
i)benzonitrilo (217); y
5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-{3-
fluoro-1-[(metiltio)acetil]-azetidin-3-il}benzonitrilo (218).

Ejemplo 219: 2-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]-5-[5-(3,4,5-

triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]piridina

-N
Cl \ o
/ N
Cl ;
Cl

Usando los procedimientos que se han descrito anteriormente, se
prepard 2-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]-5-[5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il]piridina a partir de 6-
bromonicotinaldehido y 3-oxoazetidin-1-carboxilato de terc-butilo. EM
533,80[M-H], tiempo de retencion de HPLC 6,41 minutos. Procedimiento de
HPLC "b". RMN 'H (400 MHz, CDCls) § 0,79-0,86 (m, 2 H), 1,03-1,05(m, 2 H),
1,44-1,47 (m, 1 H), 3,70 (d, J = 16,88 Hz, 1H), 4,10 (d, J = 17,28 Hz, 1H), 4,34-
4,52 (m, 2 H), 4,61 (dd, J = 9,48, 22,36 Hz, 1H), 4,84 (dd, J = 9,56, 20,32 Hz,
1H), 7,63 (s, 2H), 7,65 (s, 1H), 8,07-8,11 (m, 1H), 8,85 (s,1 H).

Ejemplo 220: (3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
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dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona

El compuesto se prepard a partir del compuesto de la Preparacion 16 de

acuerdo con el método del Ejemplo 12 usando 1-6xido del &cido tietano-3-

5  carboxilico en lugar de acido butirico. Rendimiento de 133 mg (70 %). RMN 'H

(CDCl3) 6 7,69 (d, 2 H), 7,58 (d, 2 H), 7,47 (m, 2 H), 4,67-4,32 (m, 4 H), 4,09 (d,

1 H), 3,91-3,64 (m, 4 H), 3,60-3,33 (m, 2 H). Tiempo de retencién de CL/EM =

3,355 minutos, EM calculado para (CasHi7CloFsN2O3S) 566,03, observado
567,0 M+H+.

10 Ejemplo 221: (3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona

Una solucion de (3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona (30

15 mg) en metanol (2 ml) se afiadié a una solucién de oxona (160 mg) en agua (1
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ml) enfriada con un bafo de hielo. La reaccion se dej6 calentar lentamente a
temperatura ambiente y después se agitdé a temperatura ambiente durante 16
horas. La mayor parte del metanol se retiré a presion reducida y después se
extrajo el producto acuoso restante con DCM (2 x 5 ml). La fase organica se
recogio y se condensd. El material en bruto se absorbié sobre silice y se
sometié a cromatografia en una columna de 4 g de silice, eluyendo con un
gradiente de acetato de etilo del 0 % al 100 % en heptano. Las fracciones que
contenian el material deseado se combinaron y se concentraron. Colocar el
matraz a alto vacio durante una noche dio como resultado la formaciéon de una
espuma de color blanco. Rendimiento de 15,7 mg (51 %). RMN 'H (DMSO-D6)
57,82 (m, 4 H), 7,69 (m, 2 H), 4,67 (d, 2 H), 4,46-4,29 (m, 8 H), 3,56-3,43 (m, 1
H). Tiempo de retencion de CL/EM = 3,455 minutos, EM calculado para
(Ca3H17Cl2FsN204S) 582,02, nd M+H+.

Ejemplo 222: 1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropano-1-tiona

Se disolvio  1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona (500 mg, 1,9
mmol) en tolueno (35 ml). Se afadioé reactivo de Lawesson (790 mg, 1,9 mmol),
la mezcla de reaccion se calent6 a reflujo durante 2 horas, después se enfrié a

temperatura ambiente y se dej6 en agitacién durante una noche. La mezcla de
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reaccion se filtré y el filtrado se concentr6 al vacio. El residuo en bruto del
filtrado se sometié a cromatografia (columna de 40 g Redi-Sep) eluyendo de
heptano al 100 % a 25:75 de EtOAc:heptano, proporcionando el producto (415
mg, 80 %) en forma de un sélido. RMN 'H (CDCls): 7,77 (2H), 7,61 (2H), 7,54
(2H), 4,68 (4H), 4,12 (1H), 3,72 (1H), 2,88 (1H), 1,28 (6H); m/z (Cl) 537
(IM+H]".

Ejemplo 223: (1-(8-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida

Se disolvi6  1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropano-1-tiona (325 mg,
0,6 mmol) en CHxCl> (15 ml) a 0 °C y se afnadi6 triflato de metilo (130 ul, 1,2
mmol). La reaccion se dej6 calentar a temperatura ambiente y se agité durante
3 horas. Después, la solucién se enfrio a 0 °C y se afadidé gota a gota una
solucion de cianimida (54 mg, 1,2 mmol) y base de Hunig (220 ul, 1,2 mmol) en
THF. La reaccion se dejé calentar a temperatura ambiente y se agité durante 1
hora. A la solucién se le afadié agua y la reaccion se extrajo con CHxCl,. La
fase organica se sec6 (NaxSQO,) y se concentrod al vacio. El material en bruto se
sometié a cromatografia (columna de 24 g Redi-Sep) eluyendo de heptano al
100 % a 50:50 de EtOAc:heptano, proporcionando el producto (104 mg, 31 %)
en forma de un sélido. RMN 'H (CDCls): 7,79 (2H), 7,61 (2H), 7,54 (2H), 4,68
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(4H), 4,12 (1H), 3,72 (1H), 3,44 (1H), 1,38 (6H); m/z (Cl) 545 ([M+H]".

Los Ejemplos 224 y 225 se prepararon de acuerdo con los
procedimientos y esquemas que se describen en el presente documento.
Ejemplo 224 (1-(8-Fluoro-3-{4-[5-(8,4,5-tricloro-fenil)-5-trifluorometil-4,5-

5 dihidro-isoxazol-3-il]-fenil}-azetidin-1-il)-2-metanosulfonil-etanona

Ejemplo 225: 1-(3-{4-[5-(3,4-Dicloro-5-trifluorometil-fenil)-5-trifluorometil-4,5-

dihidro-isoxazol-3-il]-fenil}-3-fluoro-azetidin-1-il)-2-metanosulfonil-etanona

N F
A\
NW/\S//O
ol O g N\
Cl
10 Se muestran los datos de RMN para los compuestos seleccionados

como se describe en el presente documento en la Tabla 5.

Tabla 5. Datos de RMN para los compuestos seleccionados

Compuesto

NQ

Disolvente RMN 'H (5 ppm)

7,76 (d, 2 H), 7,61-7,52 (d, 4 H), 7,46 (t, 1 H), 5,17-
o4 CDCls 4,18 (m, 4 H), 4,12 (d, 1 H), 3,73 (d, 1 H), 2,46 (s, 1
H), 1,43 (c, 2 H), 1,08 (c, 2 H)

55 CDCl; | 7,75(d, 2 H), 7,61 (d, 2 H), 7,567 (m, 2 H), 5,15-4,20
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(m, 4 H), 4,12 (d, 1 H), 3,72 (d, 1 H), 2,95 (s, 1 H),
1,41 (c, 2 H), 1,07 (c, 2 H)

7,97 (d, 1 Hy, 7,87 (d, 1 HY, 7,72 (m, 2 H), 7,61 (m, 2

57 CDCl; | H), 4,49-4,12 (m, 5 H), 3,84-3,69 (m, 2 H), 2,52 (m, 1
H), 1,15 (d, 6 H)
7,97 (d, 1 H), 7,86 (d, 1 H), 7,72 (m, 2 H), 7,61 (m, 2
58 CDCls H), 4,46-4,12 (m, 5 H), 4,01 (d, 1 H), 3,74 (m, 1 H),
2,16 (t, 2 H), 1,68 (m, 2 H) 0,98 (t, 3 H)
7,82(d, 2H), 7,74 (d, 2 H), 7,64 (d, 2 H), 6,53 (s, 1
68 DMSO-ds | H), 4,40-4,22 (m, 4 H), 4,03 (m, 2 H), 2,15 (c, 2 H),
1,00 (t, 2 H)
7,75 (d, 2 H), 7,61 (d, 2 H), 7,55 (d, 2 H), 4,48 (m, 2
133 CDCls
H), 4,38-4,24 (m, 6 H), 4,11 (d, 1 H), 3,72 (d, 1 H)
7,72 (d, 2 H), 7,66-7,53 (m, 4 H), 4,56-4,28 (m, 4 H),
134 CDCl; | 4,12(d, 1 H), 3,90 (s, 1 H), 3,72 (d, 1 H), 3,07 (m, 2
H)
7,97 (m, 1 H), 7,86 (m, 1 H), 7,78 (d, 2 H), 7,55 (d, 2
135 CDCls | H), 4,78-4,66 (m, 1 H), 4,63-4,39 (m, 3 H), 4,17 (d, 1
H), 3,74 (d, 1 H), 3,11 (m, 2 H)
8,29 (d, 1 H), 7,77 (d, 2 H), 7,61 (d, 2 H), 7,55 (d, 2
137 CDCl; | H), 6,58 (sa, 1H),4,73-4,39 (m, 4 H), 4,18-3,93 (m,
3 H), 3,72 (d, 1 H)
7,77 (d, 2 H), 7,60 (m, 4H), 4,81 (d, 2 H), 4,57 (m, 1
140 CDCl; | H), 4,44 (m, 1 H), 4,11 (d, 1 H), 3,90 (s, 2 H), 3,72 (d,

1 H), 3,20 (s, 3 H)
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7,73 (d, 2 H), 7,64-7,57 (m, 4H), 7,50 (d, 2 H), 6,39
(m, 1 H), 4,96 (m, 2 H), 4,59-4,48 (m, 1 H), 4,46-4,33

CDCls
(m, 2 H), 4,28-4,17 (m, 1 H), 4,14-4,07 (m, 1 H), 3,71
(d, 1 H)
7,96 (m, 1 H), 7,85 (m, 1 H), 7,75 (d, 2 H), 7,58 (d, 2
H), 4,72-7,61 (m, 1 H), 4,49-4,38 (m, 2 H), 4,29-4,19
144 CDCls
(m, 4 H), 4,15 (d, 1 H), 3,92-3,87 (m, 2 H), 3,72 (d, 1
H), 2,57 (m, 1 H)
7,76 (d, 2 H), 7,61 (d, 2 H), 7,55 (d, 2 H), 4,95-4,33
145
CDCls (m, 4 H), 4,12 (d, 1 H), 3,72 (d, 1 H), 2,99 (s, 1 H),
1,50 (s, 6 H)
7,76 (d, 2 H), 7,61 (d, 2 H), 7,55 (d, 2 H), 4,71-4,35
153 CDCl; | (m, 4 H), 4,34-4,23 (m, 1 H), 4,12 (d, 1 H), 3,72 (d, 2
H), 2,41-2,21 (m, 2 H), 1,28 (d, 3 H)
7,85-7,79 (m, 4 H), 7,69 (d, 2 H), 4,82-4,69 (m, 2 H),
165 DMSO-dg
4,44-4,30 (m, 4 H), 3,70 (d, 2 H), 2,38 (s, 3 H)
7,8 (2H), 7,5-7,7 (4H), 4,2-4,9 (6H), 4,0-4,2 (3H), 3,7
178 CDCls
(1H)
7,8 (2H), 7,6-7,7 (4H), 4,3-4,8 (4H), 4,0-4,2 (1H), 3,7-
179 CDCls
3,8 (1H), 3,3-3,6 (2H), 3,05 (3H), 2,7-2,9 (2H)
7,8 (2H), 7,5-7,7 (4H), 4,65-4,9 (2H), 4,3-4,65 (2H),
180
(3,9-4,3 (5H), 3,6-3,8 (1H)
7,8-7,9 (4H), 7,7 (2H), 4,7-4,9 (2H), 4,3-4,5 (4H), 4,15
181 DMSO-dg
(2H), 2,85 (6H)
182 CDCI; | 8,0 (2H), 7,7-7,8 (3H), 7,5-7,7 (6H), 4,7-4,9 (2H), 4,3-
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4,6 (2H), 3,9-4,2 (3H), 3,7-3,8 (1H)

7,8 (2H), 7,5-7,7 (4H), 4,9-5,2 (1H), 4,3-4,8 (3H), 4,0-

183 CDCls
4,2 (1H), 3,6-3,9 (2H), 3,0 (3H), 1,7 (3H).

7,69-7,64 (m, 4 H), 7,41 (d, 2 H), 4,43-4,34 (m, 3 H),
. — 4,11 (d, 1 H), 3,98 (m, 2 H), 3,86-3,77 (m, 1 H), 3,70

(d, 1 H), 2,68-2,61 (m, 1 H), 0,76 (m, 2 H) 0,54 (m, 2

H)

7,67 (m, 2H), 7,54 (d, 2 H), 7,45 (t, 1 H), 7,41 (d, 2

H), 4,44-4,35 (m, 3 H), 4,10 (d, 1 H), 3,97 (m, 2 H),
188 CDCls

3,85-3,76 (m, 1 H), 3,71 (d, 1 H), 2,68-2,60 (m, 1 H),

0,76 (m, 2 H) 0,54 (m, 2 H).

7,98 (d, 1 H), 7,87 (d, 1 H), 7,70 (m, 4 H), 4,27 (m, 4

190 CDCl; | H), 4,17 (d, 1 H), 3,73 (d, 1 H), 3,62 (s, 1 H), 2,92 (s,
6 H)

7,97 (s, 1 H), 7,86 (s, 1 H), 7,76 (d, 2 H), 7,56 (d, 2

200 CDCl; | H), 4,85 (m, 1 H), 4,60-4,43 (m, 2 H), 4,40-4,25 (m, 2
H), 4,18 (d, 1 H), 3,92 (m, 2 H), 3,75 (d, 1 H)

7,72 (d, 2 H), 7,66 (s, 2 H), 7,57 (d, 2 H), 4,51-4,41

201 CDCls | (m,2H), 4,31-4,21 (m, 2 H), 4,10 (d, 1 H), 3,70 (d, 1
H), 2,92 (s, 6 H)

7,96 (m, 1 H), 7,85 (m, 1 H), 7,73 (d, 2 H), 7,58 (d, 2

202 CDCl;s | H), 4,51-4,41 (m, 2 H), 4,31-4,21 (m, 2 H), 4,15 (d, 1
H), 3,72 (d, 1 H), 2,92 (s, 6 H)

7,96 (m, 1 H), 7,85 (m, 1 H), 7,74 (d, 2 H), 7,56 (d, 2

203 CDCls

H), 4,52-4,40 (m, 3 H), 4,29-4,20 (m, 2 H), 4,16 (d, 1
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H), 3,72 (d, 1 H), 3,54 (m, 2 H), 2,46-2,33 (m, 2 H)

204

CDCl3

7,96 (m, 1 H), 7,85 (m, 1 H),7,75(d, 2 H), 7,56 (d, 2
H), 5,05-4,92 (m, 3 H), 4,85 (d, 1 H), 4,54-4,47 (m, 3
H), 4,44 (d, 1 H), 4,32-4,22 (m, 2 H), 4,16 (d, 1 H),
3,73 (d, 1 H)

213

CDCl3

8,07 (s, 1 H), 7,99 (m, 1H), 7,68 (m, 1H), 7,60 (d, 2
H), 4,74-4,47 (m, 4 H), 4,11 (d, 1 H),), 3,73 (d, 1 H).
3,14 (m, 1 H), 2,45-2,29 (m, 2 H), 2,27-1,86 (m, 4 H)

216

CDCl3

8,06 (s, 1 H), 7,98 (m, 1 H), 7,68 (m, 1 H), 7,58 (d, 2
H), 4,80-4,48 (m, 4 H), 4,10 (d, 1 H), 3,72 (d, 1 H),
2,15 (d, 2 H), 1,12-1,02 (m, 1 H), 0,59 (m, 2 H), 0,18
(m, 2 H)

224

CDCl3

7,77(d, 2H), 7,67 (s, 2 H), 7,69 (d, 2 H), 4,81 (d, 2
H), 4,63-4,38 (m, 2 H), 4,11 (d, 1 H), 3,90 (s, 2 H),
3,72 (d, 1 H), 3,20 (s, 3 H)

225

CDCl3

97 (m,1H),7,86(m,1H),7,77 (d,2H), 7,59 (d, 2
H), 4,81 (d, 2 H), 4,64-4,39 (m, 2 H), 4,17 (d, 1 H),
3,90 (s, 2 H), 3,73 (d, 1 H), 3,20 (s, 3 H)

Ademas de los 225 Ejemplos anteriores, los siguientes compuestos

pueden prepararse de acuerdo con los Esquemas y preparaciones que se han

mencionado anteriormente y se incluyen en el presente documento por la

presente invencién. Estos compuestos de Férmula (1) incluyen:

2,2-dicloro-1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)etanona;

1-(3-(4-(5-(3,5-dicloro-4-
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fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-
fluoro-2-metilpropan-1-ona; 1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-3-
(metiltio)propan-1-ona; 1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-3-(metilsulfonil)propan-1-ona; (3-
(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)(tietan-3-il)metanona;  1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoro-
2-metilpropan-1-ona; 1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metil-2-(metilsulfonil)propan-1-
ona; 1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfonil)propan-1-ona; (3-(4-(5-(3,5-dicloro-
4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-
il)(1-(metilsulfonil)ciclopropil)metanona; 5-(3,5-dicloro-4-fluorofenil)-3-(4-(3-
fluoro-1-(1,1,1,3,3,3-hexafluoropropan-2-il)azetidin-3-il)fenil)-5-(trifluorometil)-

4 5-dihidroisoxazol; 1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-3,3-difluoropropan-1-ona; 2-(3-(4-
(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-N-metil-2-oxoetanosulfonamida; 2-(3-(4-(5-(3,5-dicloro-4-
fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-N-
isopropil-2-oxoetanosulfonamida; 1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-(3-
hidroxiazetidin-1-il)etanona; 1-(3-(4-(5-(3,5-dicloro-4-hidroxifenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropan-

1-ona;
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(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-

3-fluoroazetidin-1-il)(tietan-2-il)metanona;
N-(1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metil-1-oxopropan-2-il)acetamida;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-mercapto-2-metilpropan-1-ona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoro-2-hidroxi-2-metilpropan-1-ona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3-hidroxi-2,2-dimetilpropan-1-ona;
3-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2,2-dimetil-3-oxopropanonitrilo;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)-3-fluoroazetidin-1-il)-3,3-difluoropropan-1-ona;

Etanotioato de  S-(1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metil-1-oxopropan-2-ilo);
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metil-2-(metiltio)propan-1-ona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metil-2-(metilsulfonil)propan-1-ona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metil-1-oxopropano-2-sulfonamida;
1-(1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilfenil)-3-fluoroazetidin-1-il)-2-metil-1-oxopropan-2-il)urea;

1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
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ilfenil)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{4-[5-(3,5-Dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
fenil}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona
(E)-N-(1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(8-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-metilpropan-1-ona;
3,3,3-trifluoro-1-(3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-il)propan-1-ona;
1-(8-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ifenil)azetidin-1-il)-2-(metiltio)etanona;
1-(8-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilfenil)azetidin-1-il)-2-(metilsulfinil)etanona;
1-(8-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilfenil)azetidin-1-il)-2-(metilsulfonil)etanona;
1-(8-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilfenil)azetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(8-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-hidroxi-2-metilpropan-1-ona; (8-Fluoro-3-{4-[5-(3,4,5-
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tricloro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-fenil}-azetidin-1-il)-tietan-3-
il-metanona;
(3-fluoro-3-(4-(5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilfenil)azetidin-1-il)(1-oxidotietan-3-il)metanona;
(1,1-dioxidotietan-3-il)(3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-iljmetanona;
(E)-N-(1-(3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)metanona;
1-(3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(4-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;

(3-{4-[5-(8,4-Dicloro-5-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-
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il]-fenil}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)(ciclopropil)metanona;
1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{4-[5-(3-Cloro-4-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-

fenil}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
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(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilfenil)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(4-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-iljmetanona;
3,3,3-trifluoro-1-(3-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-il)propan-1-ona;
1-(8-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
ifenil)azetidin-1-il)-2-(metiltio)etanona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
ifenil)azetidin-1-il)-2-(metilsulfinil)etanona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
ilfenil)azetidin-1-il)-2-(metilsulfonil)etanona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
ilfenil)azetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-Fluoro-3-{4-[5-trifluorometil-5-(4-trifluorometil-fenil)-4,5-dihidro-isoxazol-3-il] -
fenil}-azetidin-1-il)-tietan-3-il-metanona;

(3-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
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il)fenil)azetidin-1-il)(1-oxidotietan-3-il)metanona;

(1,1-dioxidotietan-3-il)(3-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-

4,5-dihidroisoxazol-3-il)fenil)azetidin-1-il)metanona;
(E)-N-(1-(3-fluoro-3-(4-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(4-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-(4-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)metanona;
1-(3-(4-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(4-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(4-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(4-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(4-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;

1-(3-(4-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-

dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{4-[5-(8,4-Difluoro-5-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-
il]-fenil}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(4-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-

3-il)fenil)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
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(3-(4-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(4-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(4-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-metilpropan-1-ona;
(3-(4-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)(ciclopropil)metanona;
1-(3-(4-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(4-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(4-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(4-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(4-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(4-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{4-[5-(3-Cloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-fenil}-3-
fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(4-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)(1-oxidotietan-3-iljmetanona;

(3-(4-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
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fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(4-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(4-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-metilpropan-1-ona;
(3-(4-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)(ciclopropil)metanona;
1-(3-(4-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(4-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(4-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(4-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(4-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(4-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{4-[5-(3-cloro-5-fluorofenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-fenil}-3-
fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(4-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(4-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-

fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;



10

15

20

25

222

(E)-N-(1-(3-(4-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-iljmetanona;
3,3,3-trifluoro-1-(3-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-il)propan-1-ona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
ifenil)azetidin-1-il)-2-(metiltio)etanona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
ilfenil)azetidin-1-il)-2-(metilsulfinil)etanona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
ilfenil)azetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
ilfenil)azetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-Fluoro-3-{4-[5-trifluorometil-5-(3,4,5-trifluorofenil)-4,5-dihidro-isoxazol-3-il]-
fenil}-azetidin-1-il)-tietan-3-il-metanona;
(3-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
ilfenil)azetidin-1-il)(1-oxidotietan-3-il)metanona;
(1,1-dioxidotietan-3-il)(3-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-iljmetanona;

(E)-N-(1-(3-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-
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dihidroisoxazol-3-il)fenil)azetidin-1-il)-2-metilpropilideno)cianamida;
2-(1-(ciclopropanocarbonil)-3-fluoroazetidin-3-il)-5-(5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il)benzonitrilo;
ciclopropil(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-hidroxiazetidin-1-il)metanona;
1-(3-(5-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-(5-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)metanona;
1-(3-(5-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(5-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(5-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(5-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(5-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(5-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{5-[5-(8,5-Dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
piridin-2-il}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(5-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)piridin-2-il)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
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(3-(5-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
(E)-N-(1-(3-(5-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(8-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)metanona;
3,3,3-trifluoro-1-(3-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)propan-1-ona;
1-(8-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)azetidin-1-il)-2-(metiltio)etanona;
1-(8-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)azetidin-1-il)-2-(metilsulfinil)etanona;
1-(8-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)azetidin-1-il)-2-(metilsulfonil)etanona;
1-(8-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)azetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(8-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-Fluoro-3-{5-[5-(8,4,5-tricloro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
piridin-2-il}-azetidin-1-il)-tietan-3-il-metanona;
(3-fluoro-3-(5-(5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)(1-oxidotietan-3-il)metanona;

(1,1-dioxidotietan-3-il)(3-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
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dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)metanona;
(E)-N-(1-(3-fluoro-3-(5-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(5-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-(5-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)metanona;
1-(3-(5-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(5-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(5-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(5-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(5-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(5-(5-(8,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{5-[5-(8,4-Dicloro-5-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-
il]-piridin-2-il}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(5-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(5-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

ilpiridin-2-il)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
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(E)-N-(1-(3-(5-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-
metilpropilideno)cianamida;
1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)(ciclopropil)metanona;
1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{5-[5-(4-Cloro-3-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
piridin-2-il}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

ilpiridin-2-il)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
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(E)-N-(1-(3-(5-(5-(4-cloro-3-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-
metilpropilideno)cianamida;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)metanona;
3,3,3-trifluoro-1-(3-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)propan-1-ona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)azetidin-1-il)-2-(metiltio)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)azetidin-1-il)-2-(metilsulfinil)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)azetidin-1-il)-2-(metilsulfonil)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-Fluoro-3-{5-[5-trifluorometil-5-(3-trifluorometil-fenil)-4,5-dihidro-isoxazol-3-il]-
piridin-2-il}-azetidin-1-il)-tietan-3-il-metanona;
(3-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)(1-oxidotietan-3-il)metanona;
(1,1-dioxidotietan-3-il)(3-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-

4,5-dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)metanona;
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(E)-N-(1-(3-fluoro-3-(5-(5-(trifluorometil)-5-(3-(trifluorometil)fenil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(5-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-(5-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)metanona;
1-(3-(5-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(5-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(5-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(5-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(5-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(3-(5-(5-(8,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-
ona;
(3-{5-[5-(8,4-Difluoro-5-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-
il]-piridin-2-il}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(5-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)piridin-2-il)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(5-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
)

3-il)piridin-2-il)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
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(E)-N-(1-(3-(5-(5-(3,4-difluoro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)-3-fluoroazetidin-1-il)-2-
metilpropilideno)cianamida;
1-(3-(5-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
(3-(5-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il) piridin-2-
il)-3-fluoroazetidin-1-il)(ciclopropil)metanona;
1-(3-(5-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(5-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(5-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(3-(5-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(83-(5-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(83-(5-(5-(8-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{5-[5-(8-Cloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-piridin-2
il}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(5-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il) piridin-2-
il)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(5-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il) piridin-2-

il)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
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(E)-N-(1-(3-(5-(5-(3-cloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(3-(5-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
(3-(5-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il) piridin-2-
il)-3-fluoroazetidin-1-il)(ciclopropil)metanona;
1-(3-(5-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(5-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(5-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(metilsulfinil)etanona;
1-(83-(5-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(metilsulfonil)etanona;
1-(3-(5-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(83-(5-(5-(8-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)piridin-
2-il)-3-fluoroazetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-{5-[5-(8-Cloro-5-fluorofenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-piridin-2-
il}-3-fluoro-azetidin-1-il)-tietan-3-il-metanona;
(3-(5-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il) piridin-2-
il)-3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(5-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il) piridin-2-
il)-3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;

(E)-N-(1-(3-(5-(5-(3-cloro-5-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
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ilpiridin-2-il)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-metilpropan-1-ona;
ciclopropil(3-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)metanona;
3,3,3-trifluoro-1-(3-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)propan-1-ona;
1-(83-fluoro-3-(4-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
i)fenil)-1,2-diazetidin-1-il)-2-(metiltio)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)azetidin-1-il)-2-(metilsulfinil)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)azetidin-1-il)-2-(metilsulfonil)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
il)piridin-2-il)azetidin-1-il)-2-(1H-pirazol-1-il)etanona;
1-(8-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)azetidin-1-il)-2-hidroxi-2-metilpropan-1-ona;
(3-fluoro-3-{5-[5-trifluorometil-5-(3,4,5-trifluorofenil)-4,5-dihidro-isoxazol-3-il]-
piridin-2-il}-azetidin-1-il)-tietan-3-il-metanona;
(3-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-dihidroisoxazol-3-
ilpiridin-2-il)azetidin-1-il)(1-oxidotietan-3-il)metanona;
(1,1-dioxidotietan-3-il)(3-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-
dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)metanona; y
(E)-N-(1-(3-fluoro-3-(5-(5-(trifluorometil)-5-(3,4,5-trifluorofenil)-4,5-

dihidroisoxazol-3-il)piridin-2-il)azetidin-1-il)-2-metilpropilideno)cianamida,
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estereoisémeros de los mismos y sales farmacéutica y veterinariamente
aceptables de los mismos.
ENSAYOS BIOLOGICOS
La actividad bioldgica de los compuestos de la presente invencién se
ensay6 frente a pulgas, garrapatas, moscas y/o piojos marinos usando los
procedimientos de ensayo descritos posteriormente.

Ensayo de Alimentacion de Mosca de los Cuernos (Haematobia irritans)

Se disolvieron los compuestos de Foérmula (1) en DMSO y se afnadieron
alicuotas a sangre bovina con citrato en una placa de Petri recubierta de
membrana. Se colocaron aproximadamente diez moscas con cuernos en cada
placa de Petri y se recubrieron. Se permiti6 a las moscas alimentarse en las
células sanguineas tratadas. Las moscas se mantuvieron a aproximadamente
26,67 °C con un minimo de aproximadamente 50 % de humedad relativa. Se
examiné a las moscas con respecto a caida y mortalidad a aproximadamente 2
y 24 horas. Los datos de puntos finales se registraron como una dosis letal al
90 % (LD*°) en pg/ml. En este ensayo, los Ejemplos 8-10, 28, 32-34, 36, 38, 54,
160, 168-69, 171, 209 y 221 demostraron una LD® de < 0,3 ug/ml. Ademas en
este ensayo, los Ejemplos 3-5, 11, 13-16, 20-22, 26-27, 31, 37, 40, 42, 45, 56,
59, 84-85, 87, 95, 99, 117, 137, 141, 145, 148, 152-53, 158, 162, 200, 206-07,
220 y 224 demostraron una LD*° de < 1 ug/ml. Ademas en este ensayo, los
Ejemplos 1, 2, 6,12, 46, 60, 65, 69, 77, 98, 108, 112, 133, 135, 138, 140, 142-
44,147, 154, 163, 170, 179, 187, 193, 197, 199, 201-02, 204, 216, 219, 222 y
225 demostraron una LD*® de < 3 ug/ml

Ensayo Toépico de Mosca de los Establos (Stomoxys calcitrans)

Se disolvieron los compuestos de Férmula (1) en acetona y se coloco 1
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ul en el térax de una mosca anestesiada (n=10). Se permitié a las moscas que
se recuperaran y se incubaron durante 24 horas a temperatura ambiente. Se
examin6 a las moscas con respecto a caida y mortalidad a las 2 y 24 horas.
Los datos de puntos finales se registraron como dosis letal al 90 % (LD®) en
ng/mosca. En este ensayo, los Ejemplos 1 y 11 demostraron una LD* de <
0,01 pg/mosca. Ademas en este ensayo, los Ejemplos 2, 9, 12 y 99
demostraron una LD de < 0,03 pug/mosca. Ademas en este ensayo, los
Ejemplos 6, 16, 26, 28, 33, 36, 37 y 98 demostraron una LD* de < 0,1
ug/mosca. Ademas en este ensayo, los Ejemplos 3, 14, 19, 27, 46, 84, 91 y 188
demostraron una LD de < 1 pg/mosca.

Ensayo de Alimentacién de Membrana de Pulga (Ctenocephalidas felis) Adulta

Se disolvieron los compuestos de Férmula (1) en DMSO y se afnadieron
alicuotas a sangre bovina con citrato en una placa de Petri recubierta con
membrana precalentada a 37 °C. Se colocaron tubos de alimentacion que
contenian aproximadamente 30-35 pulgas adultas en las placas de Petri. Se
permiti6 a las pulgas alimentarse durante aproximadamente 2 horas. Se
observo a las pulgas con respecto a caida y/o muerte a aproximadamente 2 y
24 horas. Se registraron los datos de puntos finales como una dosis letal al 90
% (LD*) en pg/ml. En este ensayo, el Ejemplo 10 demostré una LD*° de < 0,03
ug/ml. Ademas en este ensayo, los Ejemplos 27 y 36 demostraron una LD*° de
< 0,1 ug/ml. Ademas en este ensayo, los Ejemplos 4-5, 11, 19, 23, 28, 32-33,
38, 84, 104, 117, 131, 137, 141, 160-161, 167-169, 175, 215-216 y 221
demostraron una LD® de < 0,3 ug/ml. Ademaés, en este ensayo, los Ejemplos
1-3, 6-8, 12-16, 20-22, 26, 31, 37, 40-41, 43, 45-56, 59-60, 68, 72-77, 82, 91,
95-101, 103, 106-107, 109-110, 113, 116, 119-121, 123-126, 128-130, 132-133,
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135, 138, 140, 145-146, 148, 152-153, 158, 162-164, 170, 173-174, 176, 197-
199, 201-202, 205-210, 212-213, 218-220 y 222-223 demostraron una LD* de
< 1 ug/ml. Ademas en este ensayo, los Ejemplos 17, 24-25, 29-30, 34-35, 39,
42, 44, 57-58, 61-65, 67, 69-70, 79-81, 87, 89, 94, 102, 105, 108, 111-112, 114-
115, 118, 122, 127, 134, 136, 139, 142-144, 147, 154-157, 165-166, 171, 179,
186-196, 200, 203-204, 211, 214-215, 217 y 224-225 demostraron una LD® de
< 3 pg/ml.

Ensayo de Alimentacion de Sangre de Garrapata Blanda (Ornithidorus turicata)

Se disolvieron los compuestos de Formula (1) en dimetilsulféxido
(DMSOQ) y se anadieron alicuotas a sangre bovina con citrato en una placa de
Petri cubierta con membrana. Se colocé después la placa de Petri en una
bandeja de calentamiento. Se colocaron aproximadamente 5 garrapatas de
etapa ninfa en la membrana, se cubrieron y se dej6 que se alimentaran. Se
retiraron las garrapatas alimentadas y se colocaron en una placa de Petri con
arena. Se observé a las garrapatas alimentadas a aproximadamente 24, 48 y
72 horas con respecto a pardlisis y/o muerte. Los datos de puntos finales se
registraron como una ED'® y/o una LD’ en ug/ml. El control positivo fue
fipronil y se usé DMSO para el control negativo. En este ensayo, los Ejemplos
11, 19, 40, 169 y 175 demostraron una ED'® de < 0,003 ug/cm?®. Ademas, en
este ensayo, los Ejemplos 2-8, 10-17, 20-21, 26-28, 32-34, 36-38, 41-48, 50-54,
56, 59-60, 65-66, 68, 70, 72-74, 76, 84, 95-99, 103, 131, 133, 135, 141-143,
145-146, 155, 158, 165, 168, 171, 173-174, 202, 206, 209-210, 212-213, 215-
216, 218-219 y 221 demostraron una ED'® de < 0,03 pg/cm?. En este ensayo,
los Ejemplos 1, 9, 22,-25, 29-31, 35, 39, 49, 55, 57-58, 67, 69, 71, 75, 77, 82,
87, 104, 117, 136-140, 144, 148, 152-154, 160, 170, 187-188, 203-204, 207,
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211, 214, 217, 220 y 223 demostraron una ED'® de < 0,3 ug/cm?®. Ademas, en
este ensayo, los Ejemplos 18, 89 y 91 demostraron una ED'® de <1 pg/cm?.
Ademas, en este ensayo, el Ejemplo 86 demostré una ED'® de <3 pg/cm?.

Bioensayo de Copépodos (Lepeophtheirus salmonis)

Se disolvieron dos compuestos de Férmula (1) en agua marina. El
control negativo fue agua marina y el control positivo fue benzoato de
emamectina. Se expusieron diez piojos del salmoén preadultos/adultos durante
24 horas. Se control6 a los piojos con respecto a motilidad y se registraron los
datos de puntos finales como una concentracion eficaz del 100 % (EC'®)
basandose en inmovilidad. En este ensayo, los Ejemplos 19 y 177 tuvieron un
valor de CE'® de 50 ppb.

Datos Comparativos: Ensayo de Alimentacién de Pulgas

Se ensayaron los compuestos comparadores T1 y T2 en el ensayo de
alimentacion de pulgas, como se ha descrito anteriormente y se compararon
con los Ejemplos 39 y 43, respectivamente. Los compuestos T1 (documento
W02008/122375) y T2 (documento US2009/0156643) representan la técnica
ejemplificada mas cercana. Los datos representan el periodo de tiempo de 24
horas. Se registraron los datos de puntos finales como unas dosis letal al 90 %
(LD%) en pg/ml. En este ensayo, los Ejemplos 39 y 43 tuvieron una LD* de < 3
y < 1 pg/cm?, respectivamente. Ambos compuestos comparadores T1 y T2

tuvieron valores de LD*° de > 30 ug/cm?.



236

Ejempla 43

o—™N



10

15

20

237

REIVINDICACIONES

1. Un compuesto de Formula (1)

en la que

A es fenilo, naftilo o heteroarilo en donde dicho heteroarilo contiene de 1
a 4 heteroatomos seleccionados cada uno de ellos independientemente entre
N,OyS;

cada uno de R'", R™ y R'® es independientemente hidrégeno, halo,
hidroxilo, ciano, nitro, alquilo C¢-Cg, haloalquilo C+-Cg, alcoxi C1-Ce, alquil Co-
Cs-cicloalquilo C3-Cs, haloalcoxi C1-Cs, -C(O)NHz, -SF5 0 -S(O),R;

R? es halo, ciano, alquilo Cs-Cg, haloalquilo Cs-Cg, nitro, hidroxilo, -
C(O)NR?R®, alquenilo C,-Cs, alquinilo C,-Cs, -S(O),R u -OR;

R® es hidrégeno, halo, hidroxilo, ciano, alquilo C1-Cs, haloalquilo C1-Cs,
alquil Co-Cs-cicloalquilo C3-Cg, -C(O)NH,, nitro, -SC(O)R, -C(O)NR?R®, alquil Co.
CsNR?R*, -NR®NRPR*, -NR*OR®, -ONR?R®, N3, -NHR*, -OR 0 -S(O),R;

R* es hidrégeno, alquilo C+-Cs, alquil Co-Ce-cicloalquilo C3-Cs, -C(O)R?, -
C(S)R®, -C(O)NR?R®, -C(O)C(O)NR?R®, -S(0),R®, -S(0).NR?R>, -C(NR")R>, -
C(NR’)NR?R?, fenilalquilo Co-Cg, heteroarilalquilo Co-Cs 0 heterocicloalquilo Co-
Ce;
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R® es hidrégeno, alquilo C+-Cs, alquenilo C,-Cs, alquil Co-Ce-cicloalquilo
C3-Ce, fenilalquilo Co-Ce, heteroarilalquilo Co-Cg 0 heterocicloalquilo Co-Ce;

R® es ciano, alquilo C;-Cg, haloalquilo C-Cs, -C(O)NR?R®, alquenilo Cy-
Cs, alquinilo C.-Cg, haloalquenilo C2-Cg 0 haloalquinilo C,-Cg;

R’ es hidrégeno, alquilo C+-Cs, hidroxilo, ciano, nitro, -S(0)pR°® o alcoxi
C1-Ce;

R es alquilo Ci-Cs o cicloalquilo C3-Cs, cada uno opcionalmente
sustituido con al menos un halo;

R? es hidrégeno, alquilo C1-Cg 0 alquil Co-Cs-cicloalquilo C3-Cg; en donde
el alquilo y el alquilcicloalquilo estan opcionalmente sustituidos con ciano o al
menos un sustituyente halo;

RP es hidrégeno, alquilo C+-Cs, cicloalquilo Cs-Ce, fenilalquilo Co-Cs,
heteroarilalquilo Co-C3 o heterocicloalquilo Co-C3, cada uno opcionalmente
sustituido, cuando sea quimicamente posible, con al menos un sustituyente
seleccionado entre hidroxilo, ciano, halo o -S(O)R;

R® es alquilo C1-Ce, haloalquilo C+-Cg, haloalquil C1-Cs-cicloalquilo C3-Ce,
alquil Co-Cs-cicloalquilo C3-Cg, fenilalquilo Co-Cs, heteroarilalquilo Co-Cz 0
heterocicloalquilo Co-C3, cada uno opcionalmente sustituido con al menos un
sustituyente seleccionado entre ciano, halo, hidroxilo, oxo, alcoxi Ci-Ceg,
haloalcoxi Ci-Cs, haloalquilo C4-Cs, -S(O),R, -SH, -S(0),NR?R®, -NR°R®, -
NR2C(O)R®, -SC(O)R®, -SCN o -C(O)NR?R®;

cada uno de R*y R® alquilo C1-Cs 0 alquil Co-Cs-cicloalquilo Cs-Cs puede
estar opcional e independientemente sustituido con al menos un sustituyente
seleccionado entre ciano, halo, hidroxilo, oxo, alcoxi C1-Cg, haloalcoxi C1-Ce,

haloalquilo C+-Cs, -S(O),R®, -SH, -S(0),NR?R®, -NR?R®, -NR?C(O)R®, -SC(O)R°,
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-SCN o -C(O)NR?R®; y
donde los restos R* y R® fenilalquilo Co-Cs, heteroarilalquilo Co-Cg 0
heterocicloalquilo Co-Ce pueden estar ademas opcionalmente sustituidos con al
menos un sustituyente seleccionado entre ciano, halo, oxo, =S, =NR’, hidroxilo,
5 alcoxi C1-Ce, alquilo C1-Cs, haloalquilo C1-Cs, -SH, -S(O),R y haloalcoxi C-Cs;
n es el nimero entero 0, 1 6 2, y cuando n es 2, cada R? puede ser
idéntico o diferente entre si; y
p es el numero entero 0, 1 6 2;
y sales farmacéutica o veterinariamente aceptables de los mismos.
10

2. El compuesto de la reivindicacion 1 que tiene la Féormula (2a), (2b) o (6a)

en las que

cada uno de R R'™ y R'™ se selecciona independientemente entre
15 hidrégeno, halo, hidroxilo y haloalquilo C1.Cg;

R? es halo, ciano, hidroxilo, -C(O)NR®R® u -OR; y

R® es hidrégeno, halo, hidroxilo, N3 o ciano;
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y sales farmacéutica o veterinariamente aceptables de los mismos.

3. El compuesto de la reivindicacion 1 6 2, en el que

cada uno de R R™ y R' se selecciona independientemente entre
hidrégeno, fluor, cloro, bromo y -CFs3;

R? es halo, ciano, hidroxilo o -C(O)NR?R®;

R3es hidrégeno, fluor, cloro, hidroxilo, N3 o ciano; y

R* es -C(O)R®, -C(O)NR?R®, -S(0),R®, -C(S)R®, -S(0)2NR?R®, -C(NR")R®

o -C(NR’)NR?R®, y sales veterinarias de los mismos.

4. El compuesto de una cualquiera de las reivindicaciones 1 a 3, en el que
R? es ciano o -C(O)NR?R®;
R3es hidrégeno, fluor, hidroxilo, N3 o ciano;
R* es -C(O)R®, -C(O)NR®R® 0 -C(NR")R%; y

sales farmacéutica o veterinariamente aceptables de los mismos.

5. Un compuesto de la reivindicacién 1 seleccionado del grupo constituido
por:
1-(8-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ifenil)azetidin-1-il)etanona;
ciclopropil(3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-iljmetanona;
3-fluoro-N-metil-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)azetidin-1-carboxamida;

N-etil-3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
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ifenil)azetidin-1-carboxamida;
N-ciclopropil-3-fluoro-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-1-carboxamida;
ciclopropil(3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-iljmetanona;
1-(3-(4-(5-(8,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-metilpropan-1-ona;
3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-fluoro-
N-metilazetidin-1-carboxamida;
3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-N-etil-3-
fluoroazetidin-1-carboxamida;
N-ciclopropil-3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-carboxamida;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)propan-1-ona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)butan-1-ona;
2-ciclopropil-1-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-il)etanona;
3-(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3-oxopropanonitrilo;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-(metiltio)etanona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)-3-fluoroazetidin-1-il)-2-metoxietanona;
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ciclobutil(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-illmetanona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metilpropan-1-ona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
N-ciclopropil-3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-carboxamida;
3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-
3-fluoro-N-metilazetidin-1-carboxamida;
3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-
N-etil-3-fluoroazetidin-1-carboxamida;
3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-
3-fluoroazetidin-1-carboxamida;
ciclopropil(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-hidroxiazetidin-1-il)metanona;
ciclobutil(3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-hidroxiazetidin-1-il)metanona;
3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoro-N-metilazetidin-1-carboxamida;
3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-N-etil-3-fluoroazetidin-1-carboxamida;
N-ciclopropil-3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-fluoroazetidin-1-carboxamida;

3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
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il)fenil)-N-etil-3-hidroxiazetidin-1-carboxamida;
N-ciclopropil-3-(4-(5-(3,4-dicloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)-3-hidroxiazetidin-1-carboxamida;
3-(4-(5-(3,5-bis(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoro-N-metilazetidin-1-carboxamida;
3-(4-(5-(3,5-bis(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-N-etil-3-fluoroazetidin-1-carboxamida;
3-(4-(5-(3,5-bis(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-N-ciclopropil-3-fluoroazetidin-1-carboxamida;
3-(4-(5-(3,5-bis(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-N-ciclopropil-3-hidroxiazetidin-1-carboxamida;
3-(4-(5-(3-cloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-N-etil-3-hidroxiazetidin-1-carboxamida;
3-(4-(5-(3-cloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-N-etil-3-fluoroazetidin-1-carboxamida;
3-(4-(5-(3-cloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-N-ciclopropil-3-fluoroazetidin-1-carboxamida;
3-(4-(5-(3-cloro-5-(trifluorometil)fenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoro-N-metilazetidin-1-carboxamida;
1-(3-(4-(5-(8,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)etanona;
ciclopropil(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il)fenil)-3-fluoroazetidin-1-illmetanona;
2-Ciclopropil-1-(3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)-3-fluoroazetidin-1-il)etanona;
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3-(3-(4-(5-(3,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-3-oxopropanonitrilo;
1-(3-(4-(5-(8,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
1-(3-(4-(5-(8,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)-2-metoxietanona;
1-(3-(4-(5-(8,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)propan-1-ona;
1-(3-(4-(5-(8,5-Diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-3-
fluoroazetidin-1-il)butan-1-ona;

5-[8,5-bis(trifluorometil)fenil]-3-{4-[ 1-(ciclobutilcarbonil)-3-fluoroazetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
5-[8,5-bis(trifluorometil)fenil]-3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
5-[8,5-bis(trifluorometil)fenil]-3-[4-(3-fluoro-1-isobutirilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(1-butiril-3-fluoroazetidin-3-il)fenil]-5-[3-cloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
5-[3-cloro-5-(trifluorometil)fenil]-3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(1-acetil-3-fluoroazetidin-3-il)fenil]-5-[3-cloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[3-(4-{5-[3-cloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-fluoroazetidin-1-il]-3-oxopropanonitrilo;

1-[(8-{4-[5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-3-
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fluoroazetidin-1-il)carbonil]ciclopropanol;
1-[(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}-3-fluoroazetidin-1-il)carbonil]ciclopropanol;
3-{4-[3-fluoro-1-(metoxiacetil)azetidin-3-il]fenil}-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilfenil)-1-isobutirilazetidin-3-ol;
1-butiril-3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il}fenil)azetidin-3-ol;

5-[3,5-bis(trifluorometil)fenil]-3-{4-[ 1-(ciclopropilacetil)-3-fluoroazetidin-3-il]fenil}-
5-(trifluorometil)-4,5-dihidroisoxazol;

2-[3-(4-{5-[3,5-bis(trifluorometil)fenil]-5- (trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-fluoroazetidin-1-il]-2-oxoetanol;
5-[3-cloro-5-(trifluorometil)fenil]-3-(4-{3-fluoro-1-[(metiltio)acetil]azetidin-3-
il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
5-[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-(ciclobutilcarbonil)-3-fluoroazetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
3-[3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il}fenil)-3-fluoroazetidin-1-il]-3-oxopropanamida;
3-[3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il}fenil)-3-fluoroazetidin-1-il]-3-oxopropanamida;
1-[(8-fluoro-3-{4-[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-il)carbonil]ciclopropanol;
5-(8,5-diclorofenil)-3-{4-[3-fluoro-1-(3-metilbutanoil)azetidin-3-il]fenil}-5-

(trifluorometil)-4,5-dihidroisoxazol;
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3-(4-{3-fluoro-1-[(metiltio)acetil]azetidin-3-il}fenil)-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-
1-propionilazetidin-3-ol;
5-[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-
illfenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
5-(8,5-dicloro-4-fluorofenil)-3-{4-[3-fluoro-1-(1H-pirazol-3-ilcarbonil)azetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
4-{2-[3-(4-{5-[3,5-bis(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-fluoroazetidin-1-il]-2-oxoetil}piridina;
5-[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-(ciclopropilacetil)-3-fluoroazetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
5-[8,4-dicloro-5-(trifluorometil)fenil]-3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]fenil}-5-[3,4-dicloro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(1-acetil-3-fluoroazetidin-3-il)fenil]-5-[3,4-dicloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
5-[8,4-dicloro-5-(trifluorometil)fenil]-3-[4-(3-fluoro-1-isobutirilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il}fenil)-3-fluoroazetidin-1-il]-3-oxopropanonitrilo;
4-[(3-fluoro-3-{4-[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-il)carbonil]piridina;

5-[3,5-bis(trifluorometil)fenil]-3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5-
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(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[1-(ciclopentilcarbonil)-3-fluoroazetidin-3-illfenil}-5-[3,4-dicloro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol;
5-[8,4-dicloro-5-(trifluorometil)fenil]-3-(4-{3-fluoro-1-[(metiltio)acetil]azetidin-3-
il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
1-(ciclopropilcarbonil)-3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il]fenil}azetidin-3-ol;
(3-(2-bromo-4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)(ciclopropil)metanona;
2-(1-(ciclopropanocarbonil)-3-fluoroazetidin-3-il)-5-(5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il)benzonitrilo;
5-(8-cloro-5-(trifluorometil)fenil)-3-(4-(3-fluoro-1-(metilsulfonil)azetidin-3-il)fenil)-
5-(trifluorometil)-4,5-dihidroisoxazol;
3-(2-bromo-4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-1-(ciclopropanocarbonil)azetidin-3-carbonitrilo;
1-(ciclopropanocarbonil)-3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il)fenil)azetidin-3-carbonitrilo;
1-(3-(4-(5-(8,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)-2-metilpropan-1-ona;
2-metil-1-(3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)propan-1-ona;
Ciclopropil(3-(4-(5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)azetidin-1-il)metanona;
Ciclopropil(3-(4-(5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il)fenil)azetidin-1-il)metanona;
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1-(3-(4-(5-(8,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ifenil)azetidin-1-il)etanona;
1-(3-(4-(5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ifenil)azetidin-1-il)etanona;
1-isobutiril-3-{4-[5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-3-ol;
3-{4-[3-fluoro-1-(8,3,3-trifluoropropanoil)azetidin-3-il[fenil}-5-(3,4,5-triclorofenil)-
5-(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[1-(ciclopropilacetil)-3-fluoroazetidin-3-il[fenil}-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(1-butiril-3-fluoroazetidin-3-il)fenil]-5-(3,4,5-triclorofenil)-5-(trifluorometil)-
4,5-dihidroisoxazol;
3-[4-(3-fluoro-1-isobutirilazetidin-3-il)fenil]-5-(3,4,5-triclorofenil)-5-(trifluorometil)-
4,5-dihidroisoxazol;
3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5-(3,4,5-triclorofenil)-5-(trifluorometil)-
4,5-dihidroisoxazol;
5-[3-cloro-5-(trifluorometil)fenil]-3-[4-(3-fluoro-1-isobutirilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
2-[3-(4-{5-[3-cloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}ffenil)-3-fluoroazetidin-1-il]-2-oxoetanol;
5-[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-(ciclopentilcarbonil)-3-fluoroazetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(1-butiril-3-fluoroazetidin-3-il)fenil]-5-[3,4-dicloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;

5-(8,5-diclorofenil)-3-[4-(1-propionilazetidin-3-il)fenil]-5-(trifluorometil)-4,5-
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dihidroisoxazol;
1-[(3-{4-[5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-il)carbonil]ciclopropanol;
5-(8,5-diclorofenil)-3-{4-[1-(metoxiacetil)azetidin-3-il]fenil}-5-(trifluorometil)-4,5-
dihidroisoxazol;
3-{4-[1-(ciclopropilacetil)azetidin-3-il]fenil}-5-[3,4-dicloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(1-acetilazetidin-3-il)fenil]-5-[3,4-dicloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
5-[8,4-dicloro-5-(trifluorometil)fenil]-3-[4-(1-propionilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(1-butirilazetidin-3-il)fenil]-5-[3-cloro-5-(trifluorometil)fenil]-5-(trifluorometil)-
4,5-dihidroisoxazol;
3-[4-(1-butirilazetidin-3-il)fenil]-5-[3,4-dicloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
2-[3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il}fenil)azetidin-1-il]-2-oxoetanol;
1-{[3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il}fenil)azetidin-1-ilJcarbonil}ciclopropanol;
5-[8,4-dicloro-5-(trifluorometil)fenil]-3-(4-{1-[(metiltio)acetil]azetidin-3-il}fenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
5-[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-(ciclopropilacetil)azetidin-3-il]fenil}-5-
(trifluorometil)-4,5-dihidroisoxazol;
5-[3-cloro-5-(trifluorometil)fenil]-3-{4-[1-(metoxiacetil)azetidin-3-il]fenil}-5-

(trifluorometil)-4,5-dihidroisoxazol;
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3-[3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-
3-il}fenil)azetidin-1-il]-3-oxopropanonitrilo;
1-{[3-(4-{5-[3-cloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilfenil)azetidin-1-iljcarbonil}ciclopropanol;
5-[8,4-dicloro-5-(trifluorometil)fenil]-3-{4-[1-(metoxiacetil)azetidin-3-il]fenil}-5-
(trifluorometil)-4,5-dihidroisoxazol;
5-[3-cloro-5-(trifluorometil)fenil]-3-[4-(1-propionilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(1-butirilazetidin-3-il)fenil]-5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol;
5-[3-cloro-5-(trifluorometil)fenil]-3-[4-(1-isobutirilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
1-[(3-{4-[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-il)carbonil]ciclopropanol;
3-[4-(1-propionilazetidin-3-il)fenil]-5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol;
3-(4-{1-[(metiltio)acetil]azetidin-3-il}fenil)-5-(3,4,5-triclorofenil)-5-(trifluorometil)-
4,5-dihidroisoxazol;
3-{4-[1-(metoxiacetil)azetidin-3-il]fenil}-5-(3,4,5-triclorofenil)-5-(trifluorometil) -
4,5-dihidroisoxazol;
3-{4-[1-(ciclopropilacetil)azetidin-3-il]fenil}-5-(3,4,5-triclorofenil)-5-(trifluorometil)-
4,5-dihidroisoxazol;
5-(3,5-dicloro-4-fluorofenil)-3-(4-{1-[(metiltio)acetil]azetidin-3-il}fenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;

5-(3,5-dicloro-4-fluorofenil)-3-{4-[1-(metoxiacetil)azetidin-3-il]fenil}-5-
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(trifluorometil)-4,5-dihidroisoxazol;
1-[(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-il)carbonil]ciclopropanol;
5-(3,5-dicloro-4-fluorofenil)-3-[4-(1-propionilazetidin-3-il)fenil]-5-(trifluorometil)-
4,5-dihidroisoxazol;
5-(3,5-dicloro-4-fluorofenil)-3-[4-(1-isobutirilazetidin-3-il)fenil]-5-(trifluorometil)-
4,5-dihidroisoxazol;
5-(8,5-dicloro-4-fluorofenil)-3-(4-{1-[(3,3-difluoroazetidin-1-il)carbonil]-3-
fluoroazetidin-3-il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-ilfenil}-
1-(8,3,3-trifluoropropanoil)azetidin-3-ol;
5-[8,4-dicloro-5-(trifluorometil)fenil]-3-{4-[3-fluoro-1-(3,3,3-
trifluoropropanoil)azetidin-3-ilfenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
5-(8,5-dicloro-4-fluorofenil)-3-(4-{3-fluoro-1-[(4-metil-1,3-o0xazol-5-
il)carbonil]lazetidin-3-il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
N-[2-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-2-oxoetiljformamida;
4-[(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}-3-fluoroazetidin-1-il)carbonil]piridazina;
1-[2-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}-3-fluoroazetidin-1-il)-2-oxoetil]-1H-1,2,4-triazol;
5-(3,5-dicloro-4-fluorofenil)-3-(4-{3-fluoro-1-[(metilsulfonil)acetil]azetidin-3-
il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
5-(8,5-dicloro-4-fluorofenil)-3-{4-[3-fluoro-1-(1H-pirazol-1-ilacetil)azetidin-3-

il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
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5-(8,5-dicloro-4-fluorofenil)-3-{4-[3-fluoro-1-(1,3-oxazol-5-ilcarbonil)azetidin-3-
illfenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
5-(8,5-dicloro-4-fluorofenil)-3-{4-[1-(2,2-difluoropropanoil)-3-fluoroazetidin-3-
illfenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
1-{[3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il}fenil)-3-fluoroazetidin-1-iljcarbonil}azetidin-3-ol;
1-(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-2-metil-1-oxopropan-2-ol;
3-[4-(1-but-3-enoil-3-fluoroazetidin-3-il)fenil]-5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
2-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-N,N-dimetil-2-oxoetanosulfonamida;
5-(3,5-dicloro-4-fluorofenil)-3-[4-(3-fluoro-1-{[(trifluorometil)tio]acetil}azetidin-3-
il)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol;
5-(3,5-dicloro-4-fluorofenil)-3-{4-[3-fluoro-1-(2-metoxipropanoil)azetidin-3-
il]fenil}-5-(trifluorometil)-4,5-dihidroisoxazol;
5-(8,5-dicloro-4-fluorofenil)-3-(4-{1-[(2,2-difluorociclopropil)carbonil]-3-
fluoroazetidin-3-il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
3-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-2-metil-3-oxopropan-1-ol;
(2S)-4-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}-3-fluoroazetidin-1-il)-4-oxobutan-2-ol;
4-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilJfenil}-3-fluoroazetidin-1-il)-4-oxobutan-2-ol;

3-{4-[3-cloro-1-(ciclopropilcarbonil)azetidin-3-il[fenil}-5-(3,5-dicloro-4-fluorofenil)-
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5-(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[3-cloro-1-(ciclopropilcarbonil)azetidin-3-illfenil}-5-[3,4-dicloro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol;
5-(8-clorofenil)-3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-illfenil}-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[5-(3-cloro-4,5-difluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-
1-(ciclopropilcarbonil)-azetidin-3-ol;
3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]fenil}-5-[3,4-difluoro-5-
(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol;
(2S)-1-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}-3-fluoroazetidin-1-il)-1-oxopropan-2-ol;
(2R)-1-(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}-3-fluoroazetidin-1-il)-1-oxopropan-2-ol;
(2S)-4-(3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}-3-fluoroazetidin-1-il)-4-oxobutan-2-ol;
5-(3,5-dicloro-4-fluorofenil)-3-(4-{3-fluoro-1-[(metilsulfinil)acetil]azetidin-3-
il}fenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[3-azido-1-(ciclopropilcarbonil)azetidin-3-il]fenil}-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-[4-(3-azido-1-propionilazetidin-3-il)fenil]-5-(3,4,5-triclorofenil)-5-(trifluorometil)-
4,5-dihidroisoxazol;

etanotioato de  S-[2-(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il]fenil}-3-fluoroazetidin-1-il)-2-oxoetilo];
5-(8-fluorofenil)-3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5-(trifluorometil)-4,5-

dihidroisoxazol;
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5-(8-clorofenil)-3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5- (trifluorometil)-4,5-
dihidroisoxazol;
5-(3,4-diclorofenil)-3-[4-(3-fluoro-1-propionilazetidin-3-il)fenil]-5-(trifluorometil)-
4,5-dihidroisoxazol;
3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]fenil}-5-(trifluorometil)-5-[ 3-
(trifluorometil)fenil]-4,5-dihidroisoxazol;
5-(8-cloro-5-fluorofenil)-3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]fenil}-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]fenil}-5-(3,4-difluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-3,3,3-trifluoropropan-1-ona;
3-{4-[1-(azetidin-1-ilcarbonil)-3-fluoroazetidin-3-illfenil}-5-(3,5-diclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[1-(azetidin-1-ilcarbonil)-3-fluoroazetidin-3-illfenil}-5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol;
3-{4-[1-(azetidin-1-ilcarbonil)-3-fluoroazetidin-3-il]fenil}-5-(3,5-dicloro-4-
fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol;
1-(ciclopropilcarbonil)-3-{4-[(5R)-5-[3,4-dicloro-5-(trifluorometil)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol-3-illfenil}azetidin-3-ol;
5-(8,5-dicloro-4-fluorofenil)-3-[4-(3-fluoro-1-isobutirilazetidin-3-il)fenil]-5-
(trifluorometil)-4,5-dihidroisoxazol;
{[2-(3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il]fenil}-3-fluoroazetidin-1-il)-2-oxoetil]sulfonil}acetonitrilo;

1-(8-{4-[5-(8,5-Dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
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fenil}-3-fluoro-azetidin-1-il)-3-metanosulfonil-propan-1-ona;
1-(8-{4-[5-(8,5-Dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
fenil}-3-fluoro-azetidin-1-il)-2-(2,2,2-trifluoro-etanosulfonil)-etanona;
Dimetilamida del acido 2-(3-{4-[5-(3,5-dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-
dihidro-isoxazol-3-il]-fenil}-3-fluoro-azetidin-1-il)-2-oxo-etanosulfénico;
2-Bencenosulfonil-1-(3-{4-[5-(3,5-dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-
dihidro-isoxazol-3-il]-fenil}-3-fluoro-azetidin-1-il)-etanona;
1-(8-{4-[5-(8,5-Dicloro-4-fluoro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
fenil}-3-fluoro-azetidin-1-il)-2-metanosulfonil-propan-1-ona;
(1-Ciclopropanocarbonil-3-{4-[5-(8,4-dicloro-5-trifluorometil-fenil)-5-trifluorometil-
4 ,5-dihidro-isoxazol-3-il]-fenil}-azetidin-3-il)-amida del acido
ciclopropanocarboxilico;
(3-Amino-3-{4-[5-(3,4-dicloro-5-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-
isoxazol-3-il]-fenil}-azetidin-1-il)-ciclopropil-metanona;
3-fluoro-3-{4-[5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-carboxamida;
N-ciclopropil-3-{4-[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-carboxamida;
N-ciclopropil-3-{4-[5-(3,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
illfenil}azetidin-1-carboxamida;
3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-hidroxi-N-propilazetidin-1-carboxamida;
3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-hidroxi-N,N-dimetilazetidin-1-carboxamida;

N-etil-3-{4-[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
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illfenil}azetidin-1-carboxamida;
3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-
N-metilazetidin-1-carboxamida;
3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-N-metilazetidin-1-carboxamida;
3-{4-[5-(8,5-diclorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il[fenil}-N-
etilazetidin-1-carboxamida;
3-{4-[5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]fenil}-
N-etilazetidin-1-carboxamida;
3-(4-{5-[3-cloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilfenil)-N-metilazetidin-1-carboxamida;
3-(4-{5-[3-cloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-N-ciclopropilazetidin-1-carboxamida;
N-ciclopropil-3-{4-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-illfenil}azetidin-1-carboxamida;
N-ciclopropil-3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-
dihidroisoxazol-3-il}fenil)azetidin-1-carboxamida;
3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-fluoro-N-(2,2,2-trifluoroetil)azetidin-1-carboxamida;
3-fluoro-N,N-dimetil-3-{4-[5-(3,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-illfenil}azetidin-1-carboxamida;
3-(4-{5-[8,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-fluoro-N,N-dimetilazetidin-1-carboxamida;
3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-

il}fenil)-3-fluoro-N-(3,3,3-trifluoropropil)azetidin-1-carboxamida;
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3-(4-{5-[3,4-dicloro-5-(trifluorometil)fenil]-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il}fenil)-3-fluoro-N-oxetan-3-ilazetidin-1-carboxamida;
3-azido-N,N-dimetil-3-{4-[5-(8,4,5-triclorofenil)-5-(trifluorometil)-4,5-
dihidroisoxazol-3-illfenil}azetidin-1-carboxamida;
2-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]-5-[5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-ilJoenzonitrilo;
2-(1-acetil-3-fluoroazetidin-3-il)-5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil) -
4 5-dihidroisoxazol-3-illbenzonitrilo;
5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-[3-
fluoro-1-(3,3,3-trifluoropropanoil)azetidin-3-iljbenzonitrilo;
5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-(3-
fluoro-1-propionilazetidin-3-il)benzonitrilo;
5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2- (3-
fluoro-1-isobutirilazetidin-3-il)benzonitrilo;
5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2- (3-
fluoro-1-glicoloilazetidin-3-il)benzonitrilo;
2-(1-butiril-3-fluoroazetidin-3-il)-5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-
4 5-dihidroisoxazol-3-illbenzonitrilo;
2-[1-(ciclobutilcarbonil)-3-fluoroazetidin-3-il]-5-[5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-ilJoenzonitrilo;
2-[1-(ciclopentilcarbonil)-3-fluoroazetidin-3-il]-5-[5-(3,5-dicloro-4-fluorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-illbenzonitrilo;
5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-[3-
fluoro-1-(metoxiacetil)azetidin-3-ilJoenzonitrilo;

2-[1-(ciclopropilacetil)-3-fluoroazetidin-3-il]-5-[5-(3,5-dicloro-4-fluorofenil)-5-
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(trifluorometil)-4,5-dihidroisoxazol-3-ilJoenzonitrilo;
5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-(3-
fluoro-1-pentanoilazetidin-3-il)benzonitrilo;
5-[5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il]-2-{3-
fluoro-1-[(metiltio)acetil]-azetidin-3-il}benzonitrilo;
2-[1-(ciclopropilcarbonil)-3-fluoroazetidin-3-il]-5-[5-(3,4,5-triclorofenil)-5-
(trifluorometil)-4,5-dihidroisoxazol-3-il]piridina;
(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-
3-fluoroazetidin-1-il)(1-oxidotietan-3-il)metanona;
(3-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-il)fenil)-
3-fluoroazetidin-1-il)(1,1-dioxidotietan-3-il)metanona;
1-(3-(4-(5-(8,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
ilfenil)-3-fluoroazetidin-1-il)-2-metilpropano-1-tiona;
(1-(8-(4-(5-(3,5-dicloro-4-fluorofenil)-5-(trifluorometil)-4,5-dihidroisoxazol-3-
il)fenil)-3-fluoroazetidin-1-il)-2-metilpropilideno)cianamida;
(1-(8-Fluoro-3-{4-[5-(8,4,5-tricloro-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-3-il]-
fenil}-azetidin-1-il)-2-metanosulfonil-etanona; y
1-(3-{4-[5-(8,4-Dicloro-5-trifluorometil-fenil)-5-trifluorometil-4,5-dihidro-isoxazol-
3-il]-fenil}-3-fluoro-azetidin-1-il)-2-metanosulfonil-etanona,

estereoisémeros de los mismos, sales farmacéutica y veterinariamente

aceptables de los mismos.

6. Una composicion farmacéutica o veterinaria que comprende una

cantidad terapéutica de un compuesto de Férmula (1)
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en la que

A es fenilo, naftilo o heteroarilo en la que dicho heteroarilo contiene de 1
a 4 heteroatomos seleccionados cada uno de ellos independientemente entre
N,OyS;

cada uno de R'", R™ y R'® es independientemente hidrégeno, halo,
hidroxilo, ciano, nitro, alquilo C¢-Cs, haloalquilo C+-Cg, alcoxi C1-Ce, alquil Co-
Cs-cicloalquilo C3-Cs, haloalcoxi C1-Cs, -C(O)NHz, -SFs5 0 -S(O),R;

R? es halo, ciano, alquilo Cs-Cg, haloalquilo Cs-Cg, nitro, hidroxilo, -
C(O)NR?R®, alquenilo C,-Cs, alquinilo C,-Cs, -S(O),R u -OR;

R® es hidrégeno, halo, hidroxilo, ciano, alquilo C;-Cs, haloalquilo C1-Cs,
alquil Co-Cs-cicloalquilo C3-Cg, -C(O)NH,, nitro, -SC(O)R, -C(O)NR?R®, alquil Co.
CsNR?R*, -NR®NRPR*, -NR*OR®, -ONR?R®, N3, -NHR*, -OR 0 -S(O),R;

R* es hidrégeno, alquilo C+-Cs, alquil Co-Ce-cicloalquilo C3-Cs, -C(O)R?, -
C(S)R®, -C(O)NR?R®, -C(O)C(O)NR?R®, -S(0),R°, -S(0).NR?R>, -C(NR")R>, -
C(NR’)NR?R?, fenilalquilo Co-Cg, heteroarilalquilo Co-Cs 0 heterocicloalquilo Co-
Ce;

R® es hidrégeno, alquilo C-Cs, alquenilo C,-Cs, alquil Co-Ce-cicloalquilo
Cs-Ce, fenilalquilo Co-Cg, heteroarilalquilo Co-Cg 0 heterocicloalquilo Co-Ce;

R® es ciano, alquilo C1-Cs, haloalquilo C1-Cs, -C(O)NR?R®, alquenilo Cy-
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Cs, alquinilo C.-Cg, haloalquenilo C2-Cg 0 haloalquinilo C,-Cg;

R’ es hidrégeno, alquilo C+-Cs, hidroxilo, ciano, nitro, -S(0)pR°® o alcoxi
C1-Ce;

R es alquilo Ci-Cs o cicloalquilo C3-Cs, cada uno opcionalmente
sustituido con al menos un halo;

R? es hidrdgeno, alquilo C1-Cg 0 alquil Co-Cs-cicloalquilo C3-Ce; en la que
el alquilo y el alquilcicloalquilo estan opcionalmente sustituidos con ciano o al
menos un sustituyente halo;

RP es hidrégeno, alquilo C+-Cs, cicloalquilo Cs-Ce, fenilalquilo Co-Cs,
heteroarilalquilo Co-C3 o heterocicloalquilo Co-C3, cada uno opcionalmente
sustituido, cuando sea quimicamente posible, con al menos un sustituyente
seleccionado entre hidroxilo, ciano, halo o -S(O)R;

R°® es alquilo C1-Ce, haloalquilo C1-Cg, haloalquil C1-Cs-cicloalquilo C3-Ce,
alquil Co-Cs-cicloalquilo C3-Cg, fenilalquilo Co-Cs, heteroarilalquilo Co-Cz 0
heterocicloalquilo Co-C3, cada uno opcionalmente sustituido con al menos un
sustituyente seleccionado entre ciano, halo, hidroxilo, oxo, alcoxi Ci-Ceg,
haloalcoxi Ci-Cs, haloalquilo C4-Cs, -S(O),R, -SH, -S(0),NR?R®, -NR°R®, -
NR2C(O)R®, -SC(O)R®, -SCN o -C(O)NR?R®;

cada uno de R* y R® alquilo C1-Cs 0 alquil Co-Cs-cicloalquilo C3-Cs puede
estar opcional e independientemente sustituido con al menos un sustituyente
seleccionado entre ciano, halo, hidroxilo, oxo, alcoxi C1-Cg, haloalcoxi C1-Ce,
haloalquilo C+-Cs, -S(O),R®, -SH, -S(0),NR?R®, -NR?R®, -NR?C(O)R®, -SC(O)R°,
-SCN o -C(O)NR?R®; y

donde los restos R* y R® fenilalquilo Co-Cs, heteroarilalquilo Co-Cg 0

heterocicloalquilo Cy-Ce pueden estar ademas opcionalmente sustituidos con al
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menos un sustituyente seleccionado entre ciano, halo, oxo, =S, =NR’, hidroxilo,
alcoxi C+-Cg, alquilo C4-Cg, haloalquilo C1-Cs, -SH, -S(O),R y haloalcoxi C1-Cs;
n es el nimero entero 0, 1 6 2, y cuando n es 2, cada R? puede ser
idéntico o diferente entre si; y
p es el numero entero 0, 1 6 2;

y sales farmacéutica o veterinariamente aceptables de los mismos.

7. La composicion farmacéutica o veterinaria de la reivindicacion 6 que
comprende adicionalmente un excipiente, diluyente o vehiculo veterinaria o
farmacéuticamente aceptable.

8. La composicion farmacéutica o veterinaria de la reivindicacién 6 6 7 que

comprende ademas al menos un agente veterinario adicional.

9. La composicién farmacéutica o veterinaria de la reivindicacion 8 en la
que dicho agente veterinario adicional se selecciona del grupo que consiste en
abamectina, ivermectina, avermectina, moxidectina, emamectina,
eprinomectina, selamectina, doramectina, nemadectina, albendazol,
cambendazol, fenbendazol, flubendazol, mebendazol, oxfenbendazol,
oxibendazol, parbendazol, tetramisol, levamisol, pamoato de pirantel, oxantel,
morantel, indoxacarb, closantel, triclabendazol, clorsulon, refoxanida,
niclosamida, prazicuantel, epsiprantel, 2-desoxoparahercuamida, piripol,
pirafluprol, lufenuron, espiromesifen, tebufenozida, espinosad, espinetoram,
imidacloprid, dinotefuran, metaflumizona, tibendiamida, clorantraniliprol,
indoxacarb, piridalil, pirimidifen, pirifluquinazon, oxima de milbemicina,

milbemicina, DEET, demiditraz, amitraz, fipronil, regulador del crecimiento de
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insectos, permetrina y piretrina o mezclas de los mismos.

10. La composicion farmacéutica o veterinaria de la reivindicacién 9 en la

que dicho agente veterinario adicional es oxima de milbemicina.

11.  La composicion farmacéutica o veterinaria de la reivindicacion 9 en la

que dicho agente veterinario adicional es moxidectina.

12. Uso de un compuesto en una cualquiera de las reivindicaciones 1-11

para preparar un medicamento.

13.  Uso de un compuesto de una cualquiera de las reivindicaciones 1 a 6 en
la fabricacién de un medicamento para el tratamiento o el control de una
infeccion o infestacion parasitaria en un animal, que comprende administrar

dicho medicamento al animal.

14.  El uso de acuerdo con la reivindicacion 13 en el que el animal es un

animal de compafia o ganado.

15. El uso de acuerdo con la reivindicacién 13 en el que el animal de

compania es un perro.

16. El uso de acuerdo con la reivindicacion 13 en el que el ganado es

ganado vacuno.
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17.  El uso de acuerdo con la reivindicacién 13 en el que el animal es un ave.

18.  El uso de acuerdo con la reivindicacién 13 en el que el animal es un pez.

19.  El uso de acuerdo con una cualquiera de las reivindicaciones 13 a 18 en

el que el compuesto se administra por via topica, via oral o por inyeccién.

20. El uso de acuerdo con una cualquiera de las reivindicaciones 13 a 18 en

el que el compuesto se administra por via topica.

21.  El uso de acuerdo con una cualquiera de las reivindicaciones 13-18 en el

que el compuesto se administra por via oral.
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RESUMEN

La presente invencién enumera derivados de azetidina sustituidos con

isoxazolina de Férmula (1)

\R“,

estereoisomeros de los mismos, sales veterinariamente aceptables de los

mismos, composiciones de los mismos y su uso como un parasiticida en
‘ 1a 1b 1c 2 3 4 6 :

mamiferos y aves. R®, R™°, R, R%, R”, R™, R y n son como se describe en el

presente documento.
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