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(54) Title: ARYL AND HETERCARYLCYCLOPROPYL OXIME ETHERS AND THEIR USE AS FUNGICIDES

(5T) Abstract: The present invention relates to certain aryl cyclopropyl oxime ether and oxime amide compounds, compositions
containing these compounds, and methods for controlling tungi by the use of a fungitoxic amount of these compounds.
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ARYL and HETEROARYLCYCLOPROPYL OXIME ETHERS AND THEIR USE
AS FUNGICIDES

The p;esent invention relates to certain aryl cyclopropyl oxime ether
compounds, compositions containing these compounds, and methods for
controlling fungi by the use of a fungitoxic amount of these compounds.

Compounds having certain oxime ether structures are disclosed in U.S.
Patent Nos. 5,194,662, 5,292,759, and 6,063,956. The disclosed compounds
provide control of a variety of fungal organisms. We have discovered a select
group of such cyclopropyl oxime ethers containing specific substituted aryl and -

; heterocyclic moieties which possess uneXpectedly superior fungicidal properties
when conipared with the genﬁs of compounds disclosed in the aforementioned
patents.

The cyclopropyloxime ethers of the present invention have the Formula (I)

A
. ™
_— =
Rs N—O
x~ .OCH
R, R; O X< 3
Ry Rs VAN

Ry
I

\’)

Wherem XisNor CH; Z1s O, S, or NRg;

A is hydrogen, halo, cyano, (C,-C;p)alkyl, or (C -C,palkoxy;

R, and R; are independenily hydrogen or (C;-Cpalkyl;

R, is hydrogen, (C,-C,)alkyl, halo(C;- Calkyl, (C,-Cg)cycloalkyl, halo(Cs-
Cgcycloalkyl, (C,-Cpalkenyl, halo(C,-Calkenyl, (Cy-Calkynyl,
halo(C,-Calkynyl, or cyano;

R, is hydrogen, (C;- Cpalkyl, halo(C,- Calkyl, (C;-Cg)cycloalkyl, halo(Cs-
Cg)cycloalkyl, (C,- Cpalkenyl, halo(C,- Cpalkenyl, (Cy- Cpalkymyl, or
halo(C,- Cpalkynyl;

//“’
.
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R, and R, are independently hydrogen, (C;- Cpalkyl, halo(C,- Calkyl,
(Cy-Ceeycloalkyl, halo(Cy Cyeycloalkyl, (G, Calkenyl, halo(C,-
Cypalkenyl, (C,-C,)alkynyl, halo(C,- C,)alkynyl, halo, cyano, or (C,-
Cpalkoxycarbonyl;

and wherein

A) R, is aryl or heterocyclic ring wherein the aryl or heterocyclic ring is
substituted with from 2 to 5 substituents and wherein the positions on
the aryl or heterocyclic ring adjacent to the bond to the cyclopropyl ring
ave both substituted and Ry is hydrogen, (C,- C,alkyl, halo(C,-

~ Cyalkyl, (C;-Cy)eycloalkyl, halo(C,-Cg)eycloalkyl, (Cq- Calkenyl,
halo(C,- Cpalkenyl, (C,- C,alkynyl, halo(Cy- C,alkynyl, halo, cyano, or
(C,-Cpalkoxycarbonyl;
or
B) R is an aryl or heterocyclic ring wherein the aryl or heterocyclic ring is
unsubstituted or substituted from 1 to 4 substituents wherein at least ,
one of the positions on the aryl or heterocyclic ring adjacent to the bond
to the cyclopropyl ring is a hydrogen and R¢ 1s selected from the group
consisting of (C;- Cpalkyl, halo(C,- C,)alky], (C3-Cg)eycloalkyl, halo(C,-
Celcycloalkyl, (C,- Calkenyl, halo(Cy- Calkenyl, (C,- Cpalkynyl,
1 halo(C,- Cy)alkynyl, halo, cyano, or (C,-Cpalkoxycarbonyl;
and their salts, complexes, enantiomorphs, sterecisomers;
and mixtures thereof, |
The biological activity of compounds of Formula I is greatly influenced by
the interaction between the R6 and R7 groups, which are attached to the same
carbon on the cyclopropy! ring, and, more specifically, by the number, type, and
configuration of substituents on the aryl or heteroaryl R7, particularly those in
the ortho position to the bond between the R7 group and the cyclopropyl ring,
while taking into account whether the R6 group is a hydrogen or a different
group. |
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The aforementioned alkyl, alkenyl, alkynyl and (C;- Cgcvcloalkyl groups
may be optioﬁally and independently substituted with up to three substituents
selected from nitro, halomethyl, (Ci-Cy)alkoxycarbonyl, and cyano.

Unless otherwise specified herein, the term alkyl includes both branched
and straight chain alkyl groups from 1 to 4 carbon atoms. Typical alkyl groups
are methyl, ethyl, n-propyl, iso-propyl, n-butyl, sec-butyl, isobutyl, t-butyl, n-
pentyl, isopentyl, n-hexyl, n-heptyl, isooctyl, nonyl, decyl, undecyl, dodecyl and
the like. The term haloalkyl refers to an alkyl group substituted with from 1 to 3
halogens. ‘

Unless otherwise specified herein, the term alkenyl refers tb an
ethylenically unsaturated hydrocarbon group, straight or branched, having a
chain length of from 2 to 4 carbon atoms and 1 ethylenic bonds. The term
haloalkenyl refers to an alkenyl group substituted with from 1 to 3 halogen
atoms. The term alkynyl refers to an unsaturated hydrocarbon group, straight
or branched, having a chain length of from 2 to 4 carbon atoms and 1 acetylenic
bonds. ,

Unless otherwise specified herein, the term aryl includes phenyl and
naphthyl which maybe substituted with up to five substituents independently
selected from halogen, cyano, nitro, trihalomethyl, trihalomethoxy, phenyl,
phenoxy, (C;-Cpalkyl, (C;-Cgcycloalkyl, (C,-Cyalkenyl, (C,-Cpalkoxy, (C,-
Cpalkylthio, (C,-Calkylsulfoxide, halo(C,-C,)alkyl, halo(C,-Cpalkoxy, halo(Cs-
Cgeycloalkyl, halo(C,-C,)alkenyl, or (C,-Calkoxycarbonyl. Typical phenyl
substituents, Wherem at leasf one of the positions on the phenyl 'ring adjacent to
the bond to the cyclopropyl ring is substituted with hydrogen include but are not
limited to 2-chloro, 8-chloro, 4-chloro, 2-fluoro, 3-fluoro, 4-fluoro, 2-bromo, 3-
bromo, 4-bromo, 2-methyl, 3-methyl, 4-methyl, 2-triflnoromethyl, 3-
triﬂuorométhyl, 4-trifluoromethyl, 2-methoxy, 3-methoxy, 4-methoxy, 2-
trifluoromethoxy, 3-trifluoromethoxy, 4-trifluoromethoxy, 2-cyano, 3-cyano, 4-
cyano, 2,3-dichloro, 2,3-difluoro, 2,3-dibromo, 2,3-dimethyl, 2,3-dimethoxy, 2,3-
bis(trifluoromethyl), 2,3bis-(trifluoromethoxy), 2,4-difluoro, 92,4-dichloro, 2,4-
dibromo, 2,4-dimethyl, 2,4-dimethoxy, 2,4-bis(trifluoromethyl), 2,4-
bis(trifluoromethoxy), 2,5-difluoro, 2,5-dichloro, 2,5-dibromo, 2,5-dimethyl, 2,5-

3
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dimethoxy, 2,5-bis(trifluoromethyl), 2,3-bis-(trifluoromethoxy), 3,4-difluoro, 3,4-
dichloro, 3,4-dibromo, 3,4-dimethyl, 3,4-dimethoxy, 3,4-bis(trifluoromethyl), 3,4-
bis(trifluoromethoxy), 3,5-difluoro, 3,5-dichloro, 3,5-dibromo, 3,5-dimethyl, 3,5-
bis(trifluoromethyl), 3,5-bis(trifluoro-methoxy), 2,3,4-trifluoro, 2,3,4-trichloro,
2,3,4-tribr6mo, 2,3,4-trimethyl, 2,3,4-trimethoxy, 2,3,4-tris(trifluoromethyl),
2,3,4-tris(trifluoromethoxy), 2,8,5-triﬂuoro, 2,3,5-trichloro, 2,3,5-tribromo, 2,3,5-
trimethyl, 2,3,5-tris(trifluoromethyl), 2,3,5-tris(trifluoromethoxy), 2,4,5-trifluoro,
2,4,5-trichloro, 2,4,5-tribromo, 2,4,5-trimethyl, 2,4,5-trimethoxy, 2,4,5-
tris(trifluoromethyl), 2,4,5-tris(trifluoromethoxy) , 3,4,5-trifluoro, 3,4,5-trichloro,
3,4,5-tribromo, 3,4,5-trimethyl, 3,4,3-trimethoxy, 3,4,5-tris(trifluoromethyl),
3,4,5-tris(trifluoromethoxy), 2,3,4,5-tetrafluoro, 2,3,4,5-tetrachloro, 2,3,4,5-

tetrabromo, 2,3,4,5-tetramethyl, 2,3,4,5-tetramethoxy, 2,3,4,5-

tetra(trifluoromethyl), and 2,3,4,5-tetra(tetrafluoromethoxy.

Typical phenyl substituents, where both positions on the phenyl ring
adjacent to the bond to the cyclopropyl rings are substituted include but are not
limited to 2,6-dichloro, 2,3,6-trichloro, 2,4,6-trichloro, 2,6-difluoro, 2,3,6-trifluoro,
2,4,6-trifluoro, 2,6-dibromo, 2,3,6-tribromo, 2,4,6-tribromo 2,3,4,6-tetrachloro, |
2,3,5,6-tetrachloro, 2,3,4,5,6-pentachloro, 2,3,4,6-tetrabromo, 2,3,5,6-tetrabromo,
2,3,4,5,6-pentabromo, 2,3,4,6-tetrafluoro, 2,3,5,6-tetrafluoro, 2,3,4,5,6-
pentafluoro, 2,6-dimethyl, 2,3,6-trimethyl, 2,4,6-trimethyl, 2,6-dimethoxy, 2,3,6-
trimethoxy, 2,4,6-trimethoxy, 2,6-diethoxy, 2,3,6-triethoxy, 2,4,6-triethoxy,
2,3,4,6-tetramethyl, 2,3,5,6-tetramethyl, 2,3,4,5,6-pentamethyl, 2,3,4,6-
tetramethoxy, 2,3,5;6¥tetramethoxy, 2,3,4,5,6-pentamethoxy, 2,3,4,6-
tetraethoxy, 2,3,5,6-tetraethoxy, 2,3,4,5,6-pentaethoxy, 2,6-dicyano, 2,3,6-
tricyano, 2,4,6-tricyano, 2,6-dinitro, 2,6-diphenyl , 2,6-diphenoxy, 2,6-dibenzyl,
2,6-bis(trifluoromethyl), 2,3,6-tris(trifluoromethyl), 2,4,6-tris-(trifluoro-methyl),
2,3,4,6-tetra(trifluoromethyl), 2,3,5,6-tetra(trifluoromethyl), 2,3,4,5,6-
penta(trifluoromethyl), 2,6-bis-(trifluoromethoxy), 2,3,6-tris(trifluoromethoxy),
2,4,6-tris(trifluoromethoxy), 2,3,4,5-tetra(trifluoromethoxy), 2,3,4,6-tetra-
(triflucro-methoxy), 2,3,5,6-tetra(trifluoromethoxy), 2,3,4,5,6-
penta(trifluoromethoxy), 2-bromo-6-chloro, 2-bromo-6-fluoro, 2-bromo-6-

(trifluoromethyl), 2-bromo-6-methyl, 2-bromo-6-methoxy, 2-bromo-6-
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(trifluoromethoxy), 2-bromo-6-cyano, 2-chloro-6-fluoro, 2-chloro-6-
(trifluoromethyl), 2-chloro-6-methyl, 2-chloro-6-methoxy, 2-chloro-6-
trifluoromethoxy), 2-chloro-6-cyano, 2-fluoro-6-(trifluoromethyl), 2-fluoro-6-
methyl, 2-fluoro-6-methoxy, 2-fluoro-6-(trifluoromethoxy), 6-cyano-2-fluoro, 2-
methyl-G-(ﬁiﬂuoromethyl), 6-methoxy-2-methyl, 2-methyl-6-(trifluoromethoxy),
6-cyano-2-methyl, 3,6-dichoro-2-fluoro, 3-chloro-2,6-difluoro, 4-chloro-2,6-
difluoro, 2-bromo-3,6-dichoro, 2,3-dibromo-6-chloro, 3-chloro-2,6-dibromo, 2,6-
dichloro-3-fluoro, 2,3-dichloro-6-flucro, 2-chloro-3,6-difluoro, 3-bromo-2,6-
dichloro, 3-bromo-2,6-fluoro, 3-bromo-6-chloro-2-fluoro, 2-bromo-35-chloro-6-
fluoro, 2,6-dibromo-3-fluoro, 2,5-dibromo-6-fluoro, 2,4-dichloro-6-fluoro, 2,6-
chloro-4-fluoro, 2,4,-dichloro-6-bromo, 2,6-dichloro-4—bromo, 2,4-difluoro-6-chloro,

2.4-difluoro-6-bromo, 2,6-difluoro-4-bromo, 2,4-dibromo-6-fluoro, 2,4-dibromo-6-

_chloro, 2,6-dibromo-4-chloro, 2,6-dibromo-4-fluoro, 2,4-dickloro-6-methyl, 2,6-

dichloro-4-methyl, 2-chloro-4,6-dimethyl, 4-chloro-2,6-dimethyl, 2,4-difluoro-6-
methyl, 2,6-difluoro-4-methyl, 2-fluoro-4,6-dimethyl, 4-fluoro-2,6-dimethyl, 2 4-
dibromo-6-methyl, 2,6-dibromo-4-methyl, 2-bromo-4,6-dimethyl, 4-bromo-2,6-
dimethyl, 2,4-dichloro-6-methoxy, 2,6-dichloro-4-methoxy, 2-chloro-4,6-
dimethoxy, 4-chloro-2,6-dimethoxy, 2,4-difluoro-6-methoxy, 2,6-difluoro-4-
methoxy-, 2-fluoro-4,6-dimethoxy, 4-fluoro-2,6-dimethoxy, 2,4-dibromo-6-
methoxy, 2,6-dibromo-4-methoxy, 4-bromo-2,6-dimethoxy, 4-bromo-2,6-
dimethoxy, 2,4-dichloro-6-(trifluoromethyl), 2,6-dichloro-4-(triﬂuqromethyl), 2-
chloro-4,6-bis(trifluoromethyl), 4-chloro-2,6-bis(trifluoromethyl), 2,4-difluoro-6-
(trifluoromethyl), 2,6-difluoro-4-(trifluoromethyl), 2-fluoro-4,6-
bis(trifluoromethyl), 4-fluoro-2,6-bis(trifluoromethyl), 2,4-dibromo-6-
(trifluoromethyl), 2,6-dibromo-4-(trifluoromethyl), 2-bromo-4,6-
bis(triﬂuoromethyi), 4-bromo-2,6-bis(trifluoromethyl), 2-chloro-4,6-
bis(trifluoromethoxy), 4-chloro-2,6-bis(trifluoromethoxy), 2,4-difluoro-6-
(trifluoromethoxy), 2,6-difluoro-4-(trifluoromethoxy), 2-fluoro-4,6-bis(trifluoro-
methoxy), 4-fluoro-2,6-bis(trifluoromethoxy), 2,4-dibromo-6-(trifluoromethoxy),
2,6-dibromo-4-(trifluoromethoxy), 2-bromo-4,6-bis(trifluoromethoxy), 4-bromo-
2,6-bis(trifluoromethoxy), 4,6-dichloro-2-nitro, 4,6-dibromo-2-nitro, 4,6-difluoro-
2-nitro, 2,6-dichloro-4-nitro, 2-bromo-3,4,6-trichloro, 6-fluoro-2,4,5-trichloro, 6-
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chloro-2,4,5-tribromo, 6-fluoro-2,4,5-tribromo, 2-bromo-83,4,6-trifluoro, 2-chloro-
3,4,6-trifluoro, 6-methyl-2,4,5-trichloro, 6-methyl-2,4,5-tribromo, 6-methyl-2,4,5-
trifluoro, 6-(trifluoromethyl)-2,4,5-trichloro, 6-(trifluoromethyl)-2,4,5-tribromo, 2-
(triﬂuoro-methyl)-S,4,6-triﬂuoro, 6-(trifluoromethoxy)-2,4,5-tribromo, 2-
(trifluoromethoxy)-3,4,6-trifluoro, 6-(trifluoromethoxy)-2,4,5-trichloro, 2-bromo-
3,3,6-trichloro, 6-fluoro-2,3,5-trichloro, 6-chloro-2,3,5-tribromo, 6-fluoro-2,3,5-
tribromo, 2-bromo-3,5,6-trifluoro, 2-chloro-3,5,6-trifluoro, 6-methyl-2,3,5-
trichloro, 6-methyl-2,3,5-tribromo, 2-methyl-3,5,6-trifluoro, 6-(trifluoromethyl)-
2,3,5-trichloro, 6-(trifluoro-methyl)-2,83,5-tribromo, 2-(trifluoromethyl)-3,5,6-
trifluoro, Z(triﬂuoromethoxy)-S,5:6-tri<;hloro, 6-(trifluoromethoxy)-2,3,5-
tribromo, 2-(t1‘iﬂuoromethoxy)-3,5,6-triﬂuoro, 4-bromo-2,3,5,6-tetrachloro, 4-
fluoro-2,3,5,6-tetrachloro,4-chloro-2,3,5,6-tetrabromo-, 4-fluoro-2,3,3,6-
tetrabromo, 4-chloro-2,3.5,6-tetrafluoro, 4-bromo-2,3,5,6-tetrafluoro, 2-bromo-
3,4,5,6-tetrachloro, 6-fluoro-2,3,4,5-tetrachloro-, 2-chloro-3,4,5,6-tetrafluoro, 2-
bromo-3,4,5,6-tetrafluoro, 2-chloro-3,4,5,6-tetrabromo, 2-fluoro-3,4.5,6-
tetrabromo, 4-methyl-2,3,5,6-tetrachloro, 4 methyl-2,3,5,6-tetrabromo, 4-methyl-
2,3,5,6-tetrafluoro, 2,3,5,6-tetrachloro-4-(trifluoromethyl), 2,8,5,6-tetrabromo-4;
(trifluoromethyl), 2,3,5,6-tetrafluoro-4-(triftuoromethyl), 2,3,5,6-tetrachloro-4-
(trifluoromethoxy), 2,3,5,6-tetrabromo-4-(trifluoromethoxy, 2,3,5,8-tetrafluoro-4-
(trifluoromethoxy), 6-methyl-2,3,4,5-tetrachloro, 6-methyl-2,3,4,5-tetrabromo, 2-
methyl-3,4,5,6-tetrafluoro, 2,3,4,5-tetrachloro-6-(trifluoromethyl), 2,3,4,5-
tetrabromo-6-(trifluoromethyl), 3,4,5,6-tetrafluoro-2-(trifluoromethyl), 2,3,4,5-
tetrachloro-6-(trifluoromethoxy), 2,3,4,5-tetrabromo-6-(trifluoromethoxy), and
3,4,5,6-tetrafluoro2-(trifluoromethoxy).

The term heterocyclic refers to a substituted 6 membered unsaturated
ring selected from 3- or 4-pyridinyl, 5-pyrimidinyl, 3-pyridazinyl ora 3
membered unsaturated ring selected from 3-thienyl, 3-furyl, 3-pyrrolyl, 4-
isoxazolyl, 4-isothiazolyl or 4-pyrazolyl wherein both the positions on the
heterocyclic ring adjacent to the bond to the cyclopropyl ring are substituted and
the ring is substituted with from 2 to 4 substituents independently selected from
(C,-Cy) alkyl, (C;-Cg)eycloalkyl, trihalomethyl, trihalomethoxy, halogen, cyano,
(C,-Cy)alkoxycarbonyl, nitro, phenyl, and phenoxy. The term heterocyclic also
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refers to a substituted or unsubstituted 6 membered unsaturated ring containing
one, two or three heteroatoms, preferably one, two or three heteroatoms
independently selected from oxygen, nitrogen, and sulfur or a 5 membered
unsaturated ring containing one, two or three heteroatoms, preferably one or two
heteroatorﬁs independently selected from oxygen, nitrogen, and sulfur wherein
the heterocyclic ring is unsubstituted or is substituted with from 1 to 3
substituents wherein at least one of the positions of the heterocyclic ring
adjacent to the bond to the cyclopropyl ring is a hydrogen substituent. Examples
of heterocycles include but are not limited to 2-, 3- or 4-pyridinyl, pyrazinyl, 4-,
or 5-pyrimidinyl, pyridazinyl, pyrazole, imidazolyl, 2 or 3-thienyl. 2 or 3-furyl, -
3-pyrrolyl, oxazolyl, isoxazoly], thiazolyl, 1sothiazolyl, oxadiazolyl, and

thiadiazolyl. These rings may be optionally substituted with up from 1 to 3

substituents independently selected from (C,-Cy) alkyl, (C,-Cy)cycloalkyl,

trihalomethyl, halogen, cyano, (C,-C,alkoxycarbonyl, nitro, phenyl, and
phenoxy.

Halogen or halo includes iodo, fluoro, bromo and chloro moieties. .

The compounds of the general Formula I may be obtained in preparation
as E/Z isomeric mixtures. These isomers can be separated into individual
components by conventional means. The substituted cyclopropanes of Formula I
may be obtained in preparation as cis and trans isomeric mixtures which can
also be separated into individual components by conventional means. Both the
individual isomeric compounds as well as mixtures t_hereof form subjects of the
invention and can be uéed as fungicides and insecticides.

One preferred embodiment of this invention includes the compounds,
enantiomorphs, salts and complexes of Formula I wherein X is CH or N; Z is O or
NH; A, R,, R,, and R; are each hydrogen; R, and R, are CHj; R, is 2,6-
dichlorophenyl or 2,6-difluorophenyl; and R is hydrogen.

Another preferred embodiment of this invention includes the compounds,
enantiomorphs, salts and complexes of Formula I wherein Xis CH or N; Z is O or
NH; A, R,, R,, and R are each hydrogen; R, and R, are CH; R, is 2,6-
dichlorophenyl or 2,6-difluorophenyl; and Ry is halo, (C;-Cyalkyl, halo(C,-

/]
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Calkyl, cyclopropyl, halocyclopropyl, (C,-C,alkenyl, halo(C,-Calkenyl, (C,--
Cpalkynyl, or halo(C,-Cpalkynyl. |

Another preferred embodiment of this invention is the compounds,
enantiomorphs, salts and complexes of Formula I wherein Xis CHor N; Z1s O or
NH; Ais hjrdrogen; R, and R, are independently (C,-C,)alkyl; Rs, R,, and R; are
hydrogen; R, is phenyl other than 2,6-dichlorophenyl or 2,6-difluorophenyl such
that the positions on the phenyl ring adjacent to the bond to the cyclopropyl
rings are both substituted, and Ry is selected from hydrogen, halo, (C,-C)alkyl,
halo(C,-C,)alkyl, cyclopropyl, halocyclopropyl, (C,.-C,)alkenyl, halo(C,-C Qalkenyl,
(Cy-C alkynyl, and halo(C,-Calkynyl.

A more preferred embodiment of this invention is the compounds,

enantiomorphs, salts and complexes of Formula I wherein Xis CHor N;Zis O

or NH; Ais hydrogen; R; and R, are independently (C,-Cpalkyl; Rs, R, and Ry

are hydrogen; R, is hydrogen; and R, is 2,3,6-trisubstitutedphenyl, 2,4,6-
trisubstitutedphenyl, 2,3,4,6-tetrasubstitutedphenyl, 2,3,5,6-tetrasubstituted, or
2,3,4,5,6-pentasubstitutedphenyl. '

An even more preferred embodiment of this invention are the compounds,
enantiomorphs, salts and complexes of Formula I wherein Xis N; Z is NH; A is
hydrogen; R, and R, are CHj; Ry, R, and R, are hydiogen; R is hydrogen; and R,
1s 2,3,6-trihalophenyl, 2,4,6-trihalbphenyl, 2,3,4,6-tetrahalophenyl, 2,3,5,6-
tetrahalophenyl, or 2,3,4,5,6-pentahalophenyl.

Still another prefeﬁed embodiment of this invention is the compounds,
enantiomorphs, salts and complexes of Formula I wherein Xis CHor N; Z is O or
NH; A is hydrogen; R, and R, are independently (C,-C,)alkyl; R,, R, and Ry are
hydrogen; R, is a substituted or unsubstituted phenyl or heterocyclic wherein at
least one of the positions on the phenyl or heterocyclic ring adjacent to the bond
to the cyclopropyl ring is a hydrogen substituent; and Ry is (C;-Cpalkyl, halo(C;-
Cyalkyl, cyclopropyl, halocyclopropyl, (C,-Calkenyl, halo(C,-Calkenyl, (C,-
Cyalkynyl, halo(C,-Cpalkynyl, halo or cyano. |

Another more preferred embodiment of this invention is the compounds,

enantiomorphs, salts and complexes of Formula I wherein Xi1s N; Zis O or NH;

[T
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A is hydvogen; R, and R, is (CH,); R4, R, and R; are hydrogen; R; is phenyl, 2-
substitutedphenyl, 3-substitutedphenyl, 4-substitutedphenyl, 2,3-
disubstitutedphenyl 2,4-disubstitutedphenyl, 2,5-disubstitutedphenyl, 3,4-
disubstitutedphenyl, 3,5-disubstituted, 2,3,4-trisubstitutedphenyl, 2,3,5-
trisubstitutédphenyl, 2,4,5-trisubstitutedphenyl, 3,4,5-trisubstitutedphenyl, or
2,3,4,5-tetrasubstitutedphenyl; and Ry is halo, cyano, (C,-Cypalkyl, or halo(C;-

Calyl |

A second even more preferred embodiment of this invention is the
compounds, enantiomorphs, salts and complexes of Formula IT wherein R is
phenyl, 2-halophenyl, 3-halophenyl, 4-halophenyl, 2,3-dibalophenyl 2,4-
dihalophenyl, 2,5-dihalophenyl, 3,4-dihalophenyl, 3,5-dibalophenyl, 2,3,4-
trihalophenyl, 2,3,5-trihalophenyl, 2,4,3-trihalophenyl, 3,4,5-trihalophenyl, or
2,3,4,5-tetrahalophenyl, and R;is (C,-Cpalkyl.

B,C
N—O
0 S ,OCH;
N
. R, N
R y
g 7 cm

3
11

A most preferred embodiment of this invention is the compounds,
enantiomorphs, salts and complexes of Formula II wherein R; is phenyl, 2-
chlorophenyl, 3-chlorophenyl, or 4-chlorophenyl, 2-ﬂuo:ophenyl, 3-fluorophenyl,
4-fluorophenyl, 2,4-dichlorophenyl, 2,4-djﬂuorophenyi, 2-chloro-4-fluorophenyl,
2-fluoro-4-chlorophenyl, and Rgis CHj.

Typical compounds of Formula I encompassed by the present invention
wherein A, R;, Ry, and R, are hydrogen; X is CH and Z is O; and R, is methyl
include those compounds presented in Table 1 of Formula III where Ry, R, and
R, are defined in Table 1. As used in Tables 1 to 12, Ph is phenyl.

3
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R,
N—O
0 . OCH;
R, Rg O\CH;,
Formula ITI
Table 1

Comp R, R;
1.1 H CH,
1.2 H CH,
1.3 H CH,
1.4 H CH,
1.5 H CH,
1.6 H CH,
1.7 H CH,
1.8 H CH.,
1.9 H CH,
- 1.10 H CH,
1.11 CH. CH,
1.12 CH, CH,
1.13 CH; CH,
1.14 CH., CH,
1.15 CH, CH.
1.16 CH; CH,
1.17 CH; CH,
1.18 CH, CH,
1.19 CH, CH,
1.20 CH, CH,
1.21 CH, CH,
1.22 CH, CH,
1.23 CH, CH,
1.24 CH, CH,
1.25 CH; CH,
1.26 CH;, CH,
1.27 CH, CH,
1.28 CH, CH,
1.29 CH, CH,
1.30 CH, CH,
1.31 CH, CH,
1.32 CH., CH,
1.33 CH, CH;
1.34 CH, CH,
1.35 CH, CH,
1.36 CH, CH,
1.37 CH, CH,
1.38 CH. CH,
1.39 CH, CH,

10

R,
Ph
4-Cl(Ph)
4-Br(Ph)
4-F(Ph)

4-OCHzs(Ph)

4-CF3(Ph)
4-NO2(Ph)
2,4-C1(Ph)
2,4-F(Ph)
3,4-F(Ph)
Ph
2-Cl(Ph)
3-Cl(Ph)
4-Cl(Ph)
2-Br(Ph)
3-Br(Ph)
4-Br(Ph)
2-F(Ph)
3-F(Ph)
4-F(Ph)

2-OCH3(Ph)
3-OCH;3(Ph)
4-OCH;3(Ph)

2-CH3(Ph)
3-CH3(Ph)
4-CH3(Ph)
2-CF3(Ph)
3-CF3(Ph)
4-CF3(Ph)
2-NO2(Ph)
3-NOs(Ph)
4-NQOgz(Ph)
2,3-C1(Ph)
2,4-C1(Ph)
2,5-C1(Ph)
3 4-C1(Ph)
3,5-C1(Ph)

2,3,5-Cl(Ph)

2,3-F(Ph)

PCT/USOI/T5451
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1.40
141
1.42
1.43
1.44
1.45
1.46
1.47
1.48
1.49
1.50
1.51
1.52
1.53
1.54
1.55
1.56
1.57
1.58

- 1.59

1.60
1.61
1.62
1.63
1.64
1.65
1.66
1.67
1.68
1.69
1.70
1.71
1.72
1.73
1.74
1.75
1.76
1.77
1.78
1.79
1.80
1.81 .
1.82
1.83
1.84
1.85
1.86
1.87
1.88

CH,
CH.,
CH,
CH,
CH,
CHs
CH;
CH;
CHs
CH;
CHs
C2Hs5
CoHs
C2Hs
CoHs
CoH;
CoHs
CoHs
CoHs
CoH;
CoH;
CaHs
n-CsH7
n-CsH7
n-CsH7
n-CsH~
n-CsH7
n-CsH7
n-CsH7
n-CsH7
n-CaH7
n-CsH7
n-CsH7
1s0-C3H7
1s0-CsH7
1so-C3H7
1s0-CsH7
1s0-CsH7
1S0- 03H7
is0-CsH7
1s0-CsH7
iSO-CaH7
1s0-C3H7
1s0-CsH7
n-C4Hy
n-CqHy
n-CqHy
n-CyHs
n-C4Hg

CH,

CH.
CH.
CH,
CH;
CHs
CH;
CHs
CHs
CHs
CH,
CH,
CH,

CH,

CH.
CH,

CH,
CH,
CH,
CH,
CH,
CH,
CH,

CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,

CH,

CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,

11
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2,4-F(Ph)
2,5-F(Ph).
3,4-F(Ph)
3,5-F(Ph)
2,4,5-F(Ph)
2,4,5-C1(Ph)
3,4,5-Cl(Ph)
2,3,4,5-C1(Ph)
2,3,5-F(Ph)
3,4,5-F(Ph)
2,3,4,5-F(Ph)
Ph
2-Cl1(Ph)
3-C1(Ph)
4-Cl1(Ph)
4-Br(Ph)
4-F(Ph)
4-OCH3(Ph)
4-CH3(Ph)
4-NO»(Ph)
2,4-C1(Ph)
92,4-F(Ph)
Ph
2-C1(Ph)
3-Cl(Ph)
4-C1(Ph)
4-F(Ph)
3-OCH3(Ph)
4-OCH;3(Ph)
4-CH3(Ph)
4-NO2(Ph)
2,4-C1(Ph)
2,4 F(Ph)
Ph
2-C1(Ph)
3-C1(Ph)
4-C1(Ph)
4.Br(Ph)
4-F(Ph)
4.0CH3(Ph)
4-CHs(Ph)
4-NO»(Ph)
2,4-C1(Ph)
2,4-F(Ph)
Ph
2-Cl(Ph)
3-Cl1(Ph)
4-Cl(Ph)
4-Br(Ph)

51
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1.89
1.90

1.91
1.92
1.93
1.94
1.95
1.96
1.97
1.98
1.99
1.100
1.101
1.102
1.103
1.104
1.105
1.106

1.107

1.108
1.109
1.110
1.111
1.112
1.113
1.114
1.115
1.116
1.117
1.118
1.119
1.120
1.121
1.122
1.123
1.124
1.125
1.126
1.127
1.128
1.129
1.130
1.131
1.132
1.133
1.134
1.135
1.136

n-C4H9
- n-C¢Hy
n-C4Hy
n-CqHs
n-CqHs
. n-C4Hs
iso-CqHos
1s0-C4Hs
1s0-C4Hs
1s0-C4Hos
1s0-C4Hg
1s0-C4Hg
130-CsHg
1s0-CsHsg
1s0-C4Hg
1s0-C4Ho
1s0-CsHg
cyclopropyl
cyclopropyl
cyclopropyl
cyclopropyl
cyclopropyl
cyclopropyl
cyclopropyl
cyclopropyl
cyclopropyl
cyclopropyl
cyclopropyl
1-CHj3-cyclopropyl
1-CHjs-cyclopropyl
1-CHs-cyclopropyl
1-CHj-cyclopropyl
1-CHs-cyclopropyl
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN

CH,
CH,
CH;
CHs;
CH;
CH;
CH;
CH;
CHs
CHs
CHs
CH;
CHs

CH;

CH3
CH3
CH;
CH;
CH;
CH3
CHs
CHs
CHs
CHs
CHs
CHs
CH3
CH;
CHs;
CHs;
CH;
CHs
CHs
CHs
CHs
CH;
CHs
CHs
CH;
CH;
CH3
CH3
CHs3
CH;
CHs
CH3z
CHj3
CHs

12
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4-F(Ph)
4-OCH3(Ph)
4-CH3(Ph)
4-NOo(Ph)
2,4-C1(Ph)
2,4-F(Ph)
Ph
2-C1(Ph)
3-C1(Ph)
4-Cl(Ph)
4-F(Ph)
2-OCH3(Ph)
3-OCHj3(Ph)
4-OCHa(Ph)
4-CH3(Ph)
2,4-Cl(Ph)
2,4-F(Ph)
-+ Ph
2-C1(Ph)
3-Cl(Ph)
4-C1(Ph)
4-F(Ph)
3-OCH3(Ph)
4-OCHs(Ph)
4-CH3(Ph)
4-NO2(Ph)
2,4-C1(Ph)
2,4F(®Ph)
Ph
2-C1(Ph)
3-Cl(Ph)
4-C1(Ph)
2-Br(Ph)
Ph
2-Cl(Ph)
3-Cl(Ph)
4-C1(Ph)
2-Br(Ph)
3-Br(Ph)
4-Br(Ph)
2-F(Ph)
3-F(Ph)
4-F(Ph)
2-0CHz(Ph)
3-OCH3(Ph)
4-OCHs(Ph)
2-CH3(Ph)
3-CH3(Ph)
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1.137
1.138
1.139
1.140
1.141
1.142
1.143
1.144
1.145
1.146
1.147
1.148
1.149
1.150
1.151
1.152
1.153
1.154
1.155

1.156

1.157
1.158
1.159
1.160
1.161
1.162
1.163
1.164
1.165
1.166
1.167
1.168
1.169
1.170
1.171
1.172
1.173
1.174
1.175
1.176
1.177
1.178
1.179
1.180
1.181
1.182
1.183
1.184
1.185

CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CF;
CF;
CF;
CF;
CF;
CF;
CH;
CHs
CH;
CH3
CH;
CHs
CH;
CH;
CH;
CHj;
CH3
CH;
CH;
CHs;
CH;
CHs
CHj3
CHj3
CH;
CHs

CHs
CHz
CH;
CHs
CH;
CH;
CHs;
CHz
CHz
CHs
CHs
CH;
CH;
CH;
CH;
CH;
CH;
CHs
CH;
CH;
CHs
CH;
CHs
CHs
CH;
CH;
CH;
CH;
CH;
C2Hs
CoHs
CoHs
CoHs
CoHs

- CoH5

CaHs5
C2Hs
CoHs
CoHs
CeoHs
CeH
n-C3H7
n-C3H7
n-CsH7
n-C3H7
n-CsH7
n-C3H7
n-C3H-
n-CaH-

13
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4-CHa(Ph)
2-CF3(Ph)
3-CF;3(PhL)
4-CF3(Ph)
2-NO2(Ph)
3-NO2(Ph)
4-NO-(Ph)
2,3-Cl(Ph)
2,4-Cl(Ph)
2,5-C1(Ph)
3,4-C1(Ph)
3,5-C1(Ph)
2,3,5-Cl(Ph)
2,4,5-Cl1(Ph)
3,4,5-Cl(Ph)
2,3-F(Ph)
2,4-F(Ph)
2,5-F(Ph)
3,4-F(Ph)
3,5-F(Ph)
2,3,5-F(Ph)
2,4,5-F(Ph)
3,4,5-F(Ph)
Ph
2-Cl(Ph)
3-Cl(Ph)
4-Cl(Ph)
4-F(Ph)
4-CH3(Ph)
Ph
2-C1(Ph)
3-Cl(Ph)
4-Cl(Ph)
4-F(Ph)
2-OCH;(Ph)
3-OCH3(Ph)
4-OCHz(Ph)
4-CHs(Ph)
4-NOo(Ph)
2,4-C1(Ph)
2,4-F(Ph)

. Ph
2.CI(Ph)
3-Cl(Ph)
4-Cl(Ph)
4.F(Ph)

3-OCH3(Ph)
4-OCH3(Ph)
4-CH;3(Ph)
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1.186 CH;
1.187 CHs
1.188 CHz
1.189 CHs
1.190 CH;
1.191 CHs
1.192 CHs
1.193 CH;
1.194 CH;
1.195 CN
1.196 CN
1.197 CN
1.198 CN
1.199 CN
1.200 CFs
1.201 CF;
1.202 CF;
1.203 CF;
1.204 CF3
-1.205 H
1.206 CHs
1.207 CN
1.208 CFs
1.209 H
1.210 CHs
1.211 CN
1.212 CFs
1.213 H
1.214 CHs
1.215 CN
1.216 CFs
1.217 CHs

Table 2: Compounds 2.1 to 2.217 are compounds of F ormula I wherein A,

n-CsHj
n-C3H7
n-C3Hy
iSO-C3H7
iSO-CaH7
n-C4Ho
n-C4Hy
1s0-C4Hg
1s0-C4Ho
CoHs
n-CsHs
1s0-CsH7
n-CqHs
1s0- C4H9
CoHs
n-CsH7
1s0-CsH7
n-C4Hg
150-C4Hy

CF;

CF;

CF;

CF;
CH.=CH
CH>=CH
CH=CH
CH.=CH

CH3;CH=CH
CH3;CH=CH
CH3;CH=CH
CHsCH=CH
CH;

4-NQOo(Ph)
2,4-C1(Ph)
2,4-F(Ph)
Ph
4-Cl(Ph)
Ph
4-C1(Ph)
Ph
4-Cl(Ph)
Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph
Ph
2-Cl,4-F(Ph)

PCT/USU1/15451

Ry, R,, and Ry are hydrogen; X is N and Z is O; R, is methyl; and Ry, Rg, and R,

are defined as in Table 1. The following compounds are all oils and possess

either a trans cyclopropane or an enriched trans cyclopropane stereochemistry

for R7 and the iminoxy substituent, and the indicated A:B iminoxy isomer ratio 1s

shown: 2.11, 2.12 (9:1 A:B isomers), 2.14A (7:3 trans:cis cyclopropane isomers),

2.17 (9:1 A:B isomers), 2.184, 2.20 (4:1 A:B isomers), 2.20B, 2.34 (5:1 A'B
isomers), 2.166 (4:1 A:B isomers), 2.170 (6:1 A:B isomers), 2.178 (4:1 A:B

isomers), 2.189 (7:3 A:B isomers), and 2.217 (6:1 A:B isomers).

H

/%
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Table 3: Compounds 3.1 to 3.217 are compounds of Formula I wherein 4,
R, R, and Rgare hydrogen; X is N and Z is NH, R, is methyl; and Ry, Rg, and R,
are defined as in Table 1. The following compouns possess either a trans
cyclopropane or an enriched trans cyclopropane stereochemistry for R7 and the
iminoxy substituent, and the indicated A:B iminocy isomer ratio is shown: 3.11
(oil, 4:1 A:B isomers), 3.12A (mp. 100-103 °C), 3.14A (oil, 7:3 trans:cis
cyclopropane isomers), 3.17 (oil, 9:1 A:B isomers), 3.18A (mp. 95-99 °C), 3.20 (o1l,
4:1 A:B isomers), 3.20A (mp. 57-61 °C), 3.20B (oil), 3.34A (mp. 121-125 °C), 3.40A
(oil), 3.166 (oil, 4:1 A:B isomers), 3.170A (mp. 74-77 °C), 3.178 (o1l, 4:1 A:B
isomers), 3.189 (oil, 7:3 A:B isomers), and 3.217A (mp 110-113 °C). .

Tvpical compounds of Formula I encompassed by the present invention

wherein A, Ry, R,, and R; are hydrogen; Xis CH and Z 1s O; and R, 1s methyl

.include those compounds presented in Table 4 of Formula III where Ry, Rg, and

R, are defined in Table 4.
R,
N—O
0y Ao OCH;
R, R O0—cn,
Formula 111
Table 4
Comp R, Rg R,
4.1 H CH, 2-pyridyl
4.2 H CH, 3-pyridyl
4.3 H CH, 4-pyridyl
44 H CH, 2-pyrazinyl
4.5 H CH., 4-pyrimidinyl
4.6 H CH, 5-pyrimidinyl
4.7 H CH, 3-pyridazinyl
4.8 H CH, 4-pyridazinyl
4.9 H CH, 2-furyl
4.10 H CH, 3-furyl
4.11 H CH, 2-thienyl
4.12 H CH, 3-thienyl
4.13 CH, CH, 2-pyridyl
4.14 CH, CH, 3-pyridyl
4.15 CH, CH, 4-pyridyl



cm

«J

WO 01/87826

4.16
4.17
4.18
4.19
4.20
4.21
4.22
4.23
4.24
4.25
4.26
4.27
4.28
4.29
4.30
4.31
4.32
4.33
4.34

- 4.35

4.36
4.37
4.38
4.39
4.40
4.41
4.42
4.43
4.44
4.45
4.46
4.47
4.48
4.49
4.50
4.51
4.52
4.53
4.54
4.55
4.56
4.57
4.58
4.59
4.60
4.61
4.62
4.63
4.64
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2-pyrazinyl
4-pyrimidinyl
5-pyrimidinyl
3-pyridazinyl
4-pyridazinyl
2-furyl
3-furyl
2-thienyl
3-thienyl
1-CH,-3-(1H)-pyrazolyl
1-CH,-4-(1H)-pyrazolyl
5-(1H)-pyrazolyl
4-(1H)-imidazolyl
5-(1H)-imidazolyl
5-(1H)-pyvrazolyl
3-1sothiazolyl
4-1sothiazolyl
5-isothiazolyl
4-thiazolyl
5-thiazolyl
3-isooxazolyl
4-isooxazolyl
5-1sooxazolyl
4-oxazolyl
5-oxazolyl
1-methyl-2-(1H)-pyrrolyl
1-methyl-3-(1H)-pyrrolyl
2-quinolinyl
3-quinolinyl
4-quinolinyl
3-Cl-pyrid-2-yl
2-Cl-pyrid-3-yl
2-Cl-pyrid-4-yl
4-Cl-furan-2-yl
-2-Cl-furan-3-yl
2-pyridyl
3-pyridyl
4-pyridyl
2-furyl
3-furyl
2-thienyl
3-thienyl
2-pyridyl
3-pyridyl
4-pyridyl
2-furyl
3-furyl
2-thienyl
3-thienyl

16
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4.65 is0-C3Hs CH; 2-pyridyl
4.66 1s0-C3H7 CH, 3-pyridyl
4.67 1s0-C3Hy CH, 4-pyridyl
4.68 1s0-C3H7 CH, 2-furyl
4.69 is0-CsHz CH, 3-furyl
4.70 1s0-C3H7 CH, 2-thienyl
4.71 - 1s0-C3H7 CH, 3-thienyl
4.72 n-C4Hg CH, 2-pyridyl
4.73 n-C4Hs CH, 3-pyridyl
4.74 n-C4Ha CH, , 4-pyridyl
4.75 n-CqH CH, 2-furyl
4.76 n-C4Hg CH, 3-furyl
4.77 n-CyHo CH, 9-thienyl
4.78 n-CyHs CH, 3-thienyl
4.79 1s0-C4Ho CH, 2-pyridyl
4.80 1s0-C4Hs CH, 3-pyridyl
4.81 is0-C4Ho - CH; 4-pyridyl
4.82 1s0-CaHy CH; 2-furyl
4.83 1s0-C4Hg CH, 3-furyl
. 4.84 1s0-C4Hg CH, 2-thienyl
4.85 150-CqHg CHs 3-thienyl
4.86 c-CsHs CHs 2-pyridyl
4.87 c-CsHs CHs 3-pyridyl
4.88 c-CsHs CHs 4-pyridyl
4.89 c-CsHs CHs; 2-furyl
4.90 c-CsHs CHs 3-furyl
4.91 c-CsHs CHs 2-thienyl
4.92 c-C3Hs CHs 3-thienyl
4.93 CN CH; 2-pyridyl
4.94 CN CHs 3-pyridyl
4.95 CN CHs 4-pyridyl
4,96 CN . CH: 2-furyl
4.97 CN CHs 3-furyl
4.98 CN CHs; 2-thienyl
4.99 CN CHs 3-thienyl
4.100 CF; CHs 2-pyridyl
4.101 CF; CH3 3-pyridyl
4.102 CF; CHs 4-pyridyl
4.105 CFs CH; 2-thienyl
4.106 CFz CHs 3-thienyl
4.107 CH; C2Hs 2-pyridyl
4.108 CHs CoHs 3-pyridyl
4.109 CH; - CoHs 4-pyridyl
4110 CHs C2Hs 2-furyl
4111 CHs . CoHs 3-furyl
4,112 CHs CeHs ~ 2-thienyl
4.113 CHs C2Hs 3-thienyl
4.114 CHs n-C3H7 2-pyridyl

4.115 CH3 n-CsH7 3-pyridyl

17
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4.116
4.117
4.118
4.119
4.120
4.121
4.122
4.123
4.124
4.125
4.126
4.127
4.128
4.129
4.130
4.131
4.132
4.133
4.134

4,135

4.136
4.134
4.135
4.136
4.137
4.138
4.139
4.140
4.141
4.142
4.143
4.144
4.145
4.146
4.147
4.148
4.149
4.150
4.151
4.152
4.153
4.154
4.155
4.156
4.157
4.158

CH;
CHs
CH;

- CHj;

CHz
CHz
CH;
CH3
CH;
CH;
CH;
CH;
CH;
CH;
CH;3
CH;
CHs
CH;
CF;
CF3

CFs

CF;
CFs
CF;

" CFs

CFs
CF;
CF;
CF;
CF;
CF;
CF;
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN
CN

n-Cs;H7
n-CsH7
n-CsH7
n-C4Hg
n-Cq¢Hs
n-C4Hy
n-C4Hy
n-C4Hy
iSO-C4H9
1s0-C4Hyg
1s0-Cy4Hy
1s0- C4H9
1s0-C4Hs

cyclopropyl
cyclopropyl
cvclopropyl
cyclopropyl
cyclopropyl

CH;
CH;
CH;
CH;
CH;
CH;
CHs
C2Hs
CoHs
C-Hs
CoH;
CoH;
CoH;
CoHs;
CH;
CH;
CH;
CHs
CH;
CH;
CH;
CeH;
CoHs
CoHs
CoHs
CoHs
CaHs
C2Hs

18

4-pyrdyl

2-furyl .

3-furyl
2-pyridyl
3-pymdyl
4-pyridyl
2-thienyl
3-thienyl
2-pyridyl
3-pyridyl
4-pyridyl
2-thienyl
3-thienyl
2-pyridyl
3-pyridyl
4-pyridyl
2-thienyl
3-thienyl
2-pyridyl
3-pyndyl
4-pyridyl
2-furyl
3-furyl
2-thienyl
3-thienyl
2-pyridyl
3-pyridyl
4-pyridyl
2-furyl
3-furyl
2-thienyl
3-thienyl
2-pyridyl
3-pyridyl
4-pyridyl
2-furyl
3-furyl
2-thienyl
3-thienyl
2-pyridyl
3-pyridyl
4-pyridyl
2-furyl
3-furyl
2-thienyl
3-thienyl
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Table 5: Compounds 5.1 to 5.158 are compounds of Formula I wherein 4,
R, R,, and R, are hydrogen; Xis N and Z is O; R, is methyl; and R,, R;, and R,
are defined-as in Table 4.

Table 6: Compounds 6.1 to 6.158 are compounds of Formula I wherein 4,
R, R, and‘.R5 are hydrogen; X is N and Z is NH, R, is methyl; and Ry, R¢, and R,
are defined as in Table 4. '

Typical compounds of Formula I encompassed by the present invention
wherein A, R;, Ry, and R, are hydrogen; X is CH and Z is O; and R, is methyl
include those compounds presented in Table 7 of Formula III where R,, R, and

R, are defined in Table 7

R,
N—0
0 2 OCH;
R, X O—cg,
Formula III
Table 7
Comp R, Ry R,
7.1 H H 2,6-Cl(Ph)
7.2 H H 2,3,6-Cl(Ph)
7.3 H H 2,4,6-Cl(Ph)
7.4 H H 2,6-Br(Ph)
7.5 H H 2,3,6-Br(Ph)
7.6 H H 2,4,6-Br(Ph)
7.7 H H 2,6-F(Ph)
7.8 H H 2,3,6-F(Ph)
7.9 H H 2,4,6-F(Ph)
7.10 H H 2,6-CH3(Ph)
7.11 H H 2,3,6-CH3s(Ph)
7.12 H H 2,4,6-CHs(Ph)
7.13 H H 2,6-CH3O(Ph)
7.14 H H 2,3,6-CH30(Ph)
7.15 H H 2,4,6-CH30(Ph)
7.16 CH, H 2,6-C1(Ph)
7.17 CH, H 2,3,6-C1(Ph)
7.18 CH, H 2,4,6-C1(Ph)
7.19 CH., H 2,6-Br(Ph)
7.20 CH, H 2,3,6-Br(Ph)
7.21 CH, H 2,4,6-Br(Ph)
7.22 CH, H 2,6-F(Ph)

19
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7.23
7.24
7.25
7.26
7.27
7.28
7.29
7.30
7.31
7.32
7.33
7.34
7.35
7.36
7.37
7.38
7.39
7.40
7.41

- 7.42

7.43
7.44
7.45
7.46
7.47
1.48
7.49
7.50
7.51
7.52
7.53
7.54
7.55
7.56
.57
7.58
7.59
7.60
7.61
7.62
7.63
7.64
7.65
7.66
7.67
7.68
7.69
7.70
7.71

CH,4
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,4
CH,
CH,
CH,
CH,

CH,
CH,
CH,
CH,
CH,
CH,

CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,4
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,

asgacgerfarergerfurfocgarfargasiacfarfesfarfasfarfecfachierforiiasfusiiocfariiaciavhasfusosNarkerBoreofasierleshucloniieoRacRaviacRurieslzRerRoslor
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2,3,6-F(Ph)
2,4,6-F(Ph)
2,6-CHs(Ph)
2,3,6-CH3(Ph)
2,4,6-CH3(Ph)
2,6-CH30(Ph)
9,3,6-CH;0(Ph)
2,4,6-CH3;O(Ph)
2,6-NO2(Ph)
2,6-CN(Ph)
2,3,6-CN(Ph)
2,4,6-CN(Ph)
2,6-Ph(Ph)
2.3,6-PhPh)
2.4,6-Ph(Ph)
2,6-PhO(Ph)
2,3,6-PhO(Ph)
2,4,6-PhO(Ph)
2,6-CF,(Ph)
2,3,6-CF.(Ph)
2,4,6-CF,(Ph)
2,6-CF;,0(Ph)
9,3,6-CF,0(Ph)
2,4,6-CF,0(Ph)
2,3,4,6-Cl(Ph)
2,3,5,6-C1(Ph)
2,3,4,5,6-C1(Ph)
2,3,4,6-Ph(Ph)
2,3,5,6- Ph(Ph)
9,3,4,5,6- Ph(Ph)
2,3,4,6-PhO(Ph)
2.3,5,6- PhO(Ph)
9,3,4,5,6-PhO(Ph)
2,3,4,6-Br(Ph)
2,3,5,6-Br(Ph)
2,3,4,5,6-Br(Ph)
2,3,4,6-F(Ph)
2,3,5,6-F(Ph)
2,3,4,5,6-F(Ph)
2,3,4,6-CH,(Ph)
2,3,5,6-CH,(Ph)
2,3,4,5,6-CH,(Ph)
2,3,4,6-CoH;(Ph)
2,3,5,6- C2Hs(Ph)
2,3,4,5,6- C2Hs(Ph)
2,3,4,6-CH,O(Ph)
2,3,5,6-CH,O(Ph)
2,3,4,5,6-CH,0(Ph)
2,3,4,6-CF,(Ph)
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CH,
CH,
CH,
CH,
CH,
CH,
CH,

CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,

CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,

CH,
CH,
CH,
CH,

CH,

CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,

asguvusgosgiasgerfargariergarfesgerfaviasgarfarfasgacfacgerfasfusfarfesfsrfosforfosfurgarforfioviasfosforosficcurforfiasNachesasBorBaslsriiosiierlios!
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2,3,5,6-CF,(Ph)
2,3,4,5,6-CF,(Ph)
2,3,4,6-CF,0(Ph)
2,3,5,6-CF,0(Ph)
2,3,4,5,6-CF,0(Ph)
2,3,4,6-CN(Ph)
2,3,5,6-CN(Ph)
2,3,4,5,6-CN(Ph)
2-Br-6-C1(Ph)
2-Br-6-F(Ph)
2-Br-6-CH,(Ph)
2-Br-6-CF,(Ph)
2-Br-6-CH,0(Ph)
2-Br-6-CF,0(Ph)
2-Br-6-CN(Ph)
2-C1-6-F(Ph)
2-C1-6-CH,(Ph)
2-C1-6-CF,(Ph)
2-C1-6-CH,O(Ph)
2-C1-6-CF,0(Ph)
2-C1-6-CN(Ph)
2.F-6-CH,(Ph)
2-F-6-CF,(Ph)
2-F-6-CH,0(Ph)
2-F-6-CF,0(Ph)
6-CN-2F(Ph)
2-CH,-6-CF,(Ph)
6-CH,0-2-CH,(Ph)
2-CH,-6-CF,0(Ph)
6-CN-2-OCH;(Ph)
6-CN-2-CH,(Ph)
3,6-C1-2-F(Ph)
3C1-2,6-F(Ph)
4-C1-2,6-F(Ph)
2-Br-3,6-Cl(Ph)
2,3-Br-6-Cl(Ph)
3-C1-2,6Br(Ph)
2,6-C1-3-F(Ph)
2,3-C1-6-F(Ph)
2-Cl-3,6-F(Ph)
3-Br-2,6-Cl(Ph)
3-Br-2,6-F(Ph)
3-Br-6Cl-2-F(Ph)
2-Br-5C1-6-F(Ph)
2,6-Br-3-F(Ph)
2,5-Br-6-F(Ph)
2,4-C1-6F(Ph)
2,6-Cl-4F(Ph)
2,4-Cl-6Br(Ph)
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7.121
7.122
7.123
7.124
7.125
7.126
7.127
7.128
7.129
7.130
7.131
7.132
7.133
7.134
7.135
7.136
7.137
7.138
7.139

- 7.140

7.141
7.142
7.143
7.144
7.145
7.146
7.147
7.148
7.149
7.150
7.137
7.138
7.139
7.140
7.141
7.142
7.143
7.144
7.145
7.146
7.147
7.148
7.148
7.150
7.151
7.152
7.153
7.154
7.155

avgacgusgargasgesfargargasfavgurgesgargargarfuargssperfarfarfarfesgasforfargasfosfaiashurgosgosforBorkoviiasfosfiefiorforfiarfasfecRecherfiriasiarier
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2,6-Cl-4Br(Ph)
2,4-F-6-Cl(Ph)
2,4-F-6-Br(Ph)
2,6-F-4-Br(Ph)
2,4-Br-6-F(Ph)
2,4-Br-6-Cl(Ph)
2,6-Br-4-Cl(Ph)
2,6-Br-4-F(Ph)
2,4-Cl-6-CH,(Ph)
2,6-Cl-4-CH.(Ph)
2-Cl-4,6-(CH.),(Ph)
4-C1-2,6-(CH,),(Ph)
2,4-F-6-CH,(Ph)
2,6-F-4-CH,(Ph)
9-F-4,6-(CH.),(Ph)
4.F-2,6-(CH.),(Ph)
2,4-Br-6-CH,(Ph)
2,6-Br-4-CH,(Ph)
2-Br-4,6-(CH,),(Ph)
4-Br-2,6-(CHy),(Ph)
2,4-Cl-6-CF,(Ph)
2,6-Cl-4-CF,(Ph)
2-Cl-4,6-(CF,),(Ph)
4-Cl1-2,6-(CF,(Ph)
2,4-F-6-CF,(Ph)
2,6-F-4-CF,(Ph)
2-F-3,6-(CF.),(Ph)
3-F-2,6-(CFy),(Ph)
2,3-Br-6-CF,(Ph)
2,6-Br-3-CF,(Ph)
2-Br-4,6-(CF,),(Ph)
4-Br-2,6-(CF,),(Ph)
2,4-C1-6-CF,0(Ph)
2,6-Cl-4-CF,0(Ph)
2-Cl-4,6-(CF,0),(Ph)
4-Cl-2,6-(CF,;0),(Ph)
2,4-F-6-CF,0(Ph)
2,6-F-4-CF,0(Ph)
2-F-4,6-(CF,0),(Ph)
4-F-2,6-(CF,0),(Ph)
2,4-F-6-CF,0(Ph)
2,6-F-4-CF,0(Ph)
2-F-4,6-(CF,0),(Ph)
4-F-2,6-(CF,0),(Ph)
2-Br-3,4,6-C1(Ph)
6-F-2,4,5-Cl(Ph)
6-Cl1-2,4,5-Br(Ph)
6-F-2,4,5-Br(Ph)
2-Br-3,4,6-F(Ph)
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7.163
7.164
7.165
7.166
7.167
7.168
7.169
7.170
7.171
7.172
7.173
7.174

- T7.175

7.176
7.177
7.178
7.179
7.180
7.172
7.173
7.174
7.175
7.176
7.177
7.178
7.179
7.180
7.181
7.182
7.183
7.184
7.185
7.186
7.187
7.188
7.189
7.190
7.191
7.192
7.193
7.194
7.195

CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH;
CH,
CH,
CH.
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH,

CH,
CH,
CH,
CH,

CH,
CH,
CH,
CH,
CH,
CH,
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2.Cl-3,4,6-F(Ph)
6-CH,-2,4,5-C1(Ph)
6-CH.-2,4,5-Br(Ph)
6-CH,-2,4,5-F(Ph)
6-CF,-2,4,5-Cl(Ph)
6-CF.-2,4,5-Br(Ph)
6-CF,-2,4,5-F(Ph)
6-CF,0-2,4,5-C1(Ph)
6-CF,0-2,4,5-Br(Ph)
6-CF,0-2,4,5-F(Ph)
2-Br-3,5,6-C1(Ph)
2-Br-3,5,6-F(Ph)
2.Cl-3,5,6-F(Ph)
6-F-2,3,5-Cl(Ph)
6-C1-2,3,5-Br(Ph)
6-F-2,3,5-Br(Ph)
6-CH,-2,3,5-C1(Ph)
6-CH,-2,3,5-Br(Ph)
2-CH,-3,5,6-F(Ph)
6-CF,-2,3,5-C1(Ph)
6-CF+-2,3,5-Br(Ph)
2-CF,-3,5,6-F(Ph)
6-CF,0-2.3,5-C1(Ph)
6-CF,0-2,3,5-Br(Ph)
2-CF,0-3,5,6-F(Ph)
4-Br-2,3,5,6-C1(Ph)
4-F-2,3,5,6-C1(Ph)
4.C1-2.3,5,6-Br(Ph)
4-F-2,3,5,6-Br(Ph)
4-Cl-2,3,5,6-FPh)
4-Br-2,3,5,6-F(Ph)
2-Br-3,4,3,6-C1(Ph)
2-F-3,4,5,6-C1(Ph)
2.Cl1-3,4,5,6-F(Ph)
2-Br-3,4,5,6-F(Ph)
6-Cl1-2,3,4,5-Br(Ph)
6-F-2,3,4,5-Br(Ph)
4-CH.-2,3,5,6-C1(Ph)
4-CH,-2,3,5,6-Br(Ph)
4-CH,-2,3,5,6-F(Ph)
4-CF,-2,3,5,6-C1(Ph)
4-CF.-2,3,5,6-Br(Ph)
4-CF,-2,3,5,6-F(Ph)
4-CH.0-2,3,5,6-C1(Ph)
4-CF.0 -2,3,5,6-Br(Ph)
4-CF,0-2,3,5,6-F(Ph)
4-CF.0-2,3,5,6-C1(Ph)
6-CH,-2,3,4,5-C1(Ph)
6-CH.-2,3,4,5-BrPh)
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7.196
7.197
7.198
7.199
7.200
7.201
7.202
7.203
7.204
7.205
7.206
7.207
7.208
7.209
7.210
7.211
7.212
7.213
7.214
- 7.215
7.216
7.217
7.218
7.219
7.220
7.221
7.222
7.223
7.224
7.225
7.226
7.227
7.228
7.229
7.230
7.231

CH,

ssgasBarias

CH,
CH,
CH,
CH,
CH,
CH,
CH,
CH.,
CH;
CH,
CH;
CoHs5 -
n-CsH~
1s0-CaH7
n-Cy4Hs
1s0-C¢Hy
CH».=CH
CH3;CH=CH
H
CH,
C-oH;
n-CaHy
180-CsH7
n-C4Hy
iSO-C4H9
CH.=CH
CH;CH=CH
H
CH,
CoHs
n- C3H7
1s0-C3H7
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2-CH,-3,4,5,6-F(Ph)
6-CF;0-2,3,4,5-CI1(Ph)
6-CF,0-2.3,4,5-BrPh)
2-CF,0-3,4,5,6-F(Ph)
2,6-C1(Ph)
2,3,6-C1(Ph)
2,4,6-C1(Ph)
9,6-Br(Ph)
2,3,6-Br(Ph)
2,4,6-Br(Ph)
2,6-F(Ph)
2,3,6-F(Ph)
2,4.6-F(Ph)
2,6-CH3(Ph)
2,3,6-CH3(Ph)
2,4,6-CHs(Ph)
2,6-Cl(Ph)
2,3,6-C1(Ph)
2,4.6-C1(Ph)
2,6-Cl(Ph)
2,3,6-C1(Ph)
2,4,6-C1(Ph)
2,6-C1(Ph)
2,3,6-C1(Ph)
2,4,6-C1(Ph)
2,6-C1(Ph)
2,3,6-C1(Ph)
2,4,6-C1(Ph)
2,6-C1(Ph)
2,3,6-C1(Ph)
2,4,6-C1(Ph)
2,6-C1(Ph)
2,3,6-Cl1(Ph)
2,4,6-C1(Ph)
2,6-C1(Ph)
2,3,6-C1(Ph)

Table 8: Compounds 8.1 to 8.231 are compounds of Formula I wherein A,
R3, Ry, and Ryare hydrogen; X is N and Z is O; R, is methyl; and R,, R,, and R,

are defined as in Table 7. The following compounds possess either a trans

cyclopropane or an enriched trans cyclopropane stereochemistry for R7 and the

iminoxy substituent, and the indicated A:B iminoxy isomer ratio is shown: 8.16
(oil, 9:1 A:B isomers), 8.16A (oil), 8.16B (oil), 8.22 (oil, 7.9:2.1 A:B isomers), and

8.200 (oil, 4:1 A:B isomers).
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Table 9: Compounds 9.1 to 9.231 are compounds of Formula I wherein A,
R3 R, and R;are hydrogen; X is N and Z is NH, R, is methyl; and R., R, and R,
are defined-as in Table 7. The following compounds possess either a trans
cyclopropane or an enriched trans cyclopropane stereochemistry for R7 and the
iminoxy substituent ,and the indicated A:B iminoxy isomer ratio is shown: 9.16
(o1, 9:1 A:B isomers), 9.16A (oil), 9.16B (mp. 140-146 °C), 9.22A (oil) and 9.22B
(oil), and 9.200 (oil, 9:1 A:B isomers).

Typical compounds of Formula I encompassed by the present invention
wherein A, Rs, Ry, and Ry are hydrogen; X is CH and Z is O; and R, is methyl

include those compounds presented in Table 10 of Formula III where R,, Ry, and

-y
J R, are defined in Table 10.
R,
N—0
0y A OCH;
R, & O—cg,
Formula II1
Table 10
Comp R, R R,

10.1 H H 2,4-Cl-pyrid-3-vl
10.2 H H 2,4-F-pyrid-3-yl
10.3 H H 2-Cl-4-F-pyrid-3-yl

' 10.4 H H 9,4-(CH,),-pyrid-3-yl

~ 10.5 H H 3,5-Cl-pyrid-4-yl

10.6 H H 3,5-F-pyrid-4-yl
10.7 H H 3-Cl-5-F-pyrid-4-yl
10.8 H H 3,5-(CHy)y-pyrid-4-yl
10.9 H H 4,6-Cl-pyrimidin-5-yl
10.10 H H 4,6-F-pyrimidin-5-yl
10.11 H H 4,6-(CH,),-pyrimidin-5-yl
10.12 H H 4-C)-6-F-pyrimidin-5-yl
10.13 CH, H 2,4-Cl-pyrid-3-yl
10.14 CH, H 2,4-F-pyrid-3-yl
10.15 CH, H 2-Cl-4-F-pyrid-3-yl
10.16 CH, H 2,4-(CHp),-pyrid-3-yl
10.17 CH, H 3,5-Cl-pyrid-4-yl
10.18 CH, H 3,5-F-pyrid-4-yl
10.19 CH, H 3-Cl-5-F-pyrid-4-yl
10.20 CH, H 3,5-(CHp)y-pyrid-4-y1
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10.21 CH,
10.22 CH,
10.23 CH,
10.24 - CH,
10.25 CH,
1026  CH,
10.27 - CH,
10.28 CH,
10.29 CH,
10.30 CH,
10.31 CH,
10.32 CH,
10.33 CH,
10.34 CH,
10.35 CH,
10.36 CH,
10.37 CH,
10.38 CH,
10.39 CH,

10.40 CH,
10.41 CH,
10.42 CH,
10.43 CH,
10.44 CH,
10.45 CH,
10.46 CH,
10.47 CH,
10.48 CH,
10.49 CH,
10.50 CH,
10.51 CH,
10.52 CH,
10.53 CH,
10.54 CH,
10.55 CH,
10.56 CH,
10.57 CH,
10.58 CH,
10.50 CH,
10.60 CH,
10.61 CH,
10.62 CH,
10.63 CH,
10.64 CH,
10.66 CH,
10.67 CH,
10.68 CH,
10.69 CH,
10.70 CH,

uoflasgergurfasgarfacfarfinfoofaniesfaviive

a0
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4,6-Cl-pyrimidin-5-yl
4,6-F-pyrimidin-5-yl
4,6-(CHy),-pyrimidin-5-yl
4-Cl-6-F-pyrimidin-5-yl
3,5-Cl-pyridazin-4-yl
3,5-F-pyridazin-4-yl
3,5-Br-pyridazin-4-yl
3,5-(CHy),-pyridazin-4-yl
3-Cl-5-F-pyridazin-4-yl
- 5-Cl-3-F-pyridazin-4-yl
3-Br-5-Cl- pyridazin-4-yl
5-Br-3-Cl-pyridazin-4-yl
2,4-Cl-thien-3-yl
2,4-F-thien-3-yl
2-Cl-4-F-thien-3-yl
2-F-4-Cl-thien-3-yl
2,4-(CH,)y-thien-3-yl
2,4,5-Cl-thien-3-yl
2,4,5-F-thien-3-yl
2,4,5-CH,-thien-3-yl
2,4-Cl-furan-3-vl
2,4-F-furan-3-yl
2-Cl-4F-furan-3-yl
2-F-4Cl-furan 3-yl1
2,4-(CHy),-furan -3-yl1
2,4,5-Cl-furan-3-yl
2,4,5-F-furan-3-yvl
2.4,5-CH,-furan-3-yl
2,4-Cl-1-CH,-1H-pyrrol-3-yl
2,4-F-1-CH,-1H-pyrrol-3-yl
2-Cl-4F-1-CH,-1H-pyrrol-3-yl
2-F-4Cl-1-CH,-1H-pyrrol-3-yl
3,5-Cl-isoxazol-4-yl
3,5-F-1soxazol-4-yl
3,5-Br-1soxazol-4-yl
3,5-CH,-1soxazol-4-yl
3,5-CH;0-1soxazol-4-yl
3,5-CF;0-1soxazol-4-yl
3,5-Cl-1sothiazol-4-yl
3,5-F-isothiazol-4-yl
3,5-Br-isothiazol-4-yl
3,5-CH;-isothiazol-4-yl
3,5-CH,0-isothiazol-4-yl
3,5-CF,0-isothiazol-4-yl
3,5-Cl-1-CH,-1H-pyrazol-4-yl
3,5-F-1-CH.-1H-pyrazol-4-yl
3,5-Br-1-CH,-1H-pyrazol-4-yl
3-Cl-5F-1-CH,-1H-pyrazl-4-yl
2,4-Cl-pyrid-3-yl
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10.71 CH., CoHs
10.72 CH, n-Cs3H7
10.73 CH, 150-C3H7
10.74 -.CH, n-C4Hs
10.75 CH, 15s0-C4Hyg
10.76 CH, CH.=CH
10.77 - CN CH3;CH=CH
10.78 CN CH,
10.79 CN CH.
10.80 CN CH,
10.81 CN CH,
10.82 CN CH,
10.83 CN CH,
10.84 CN CH,
10.85 CN =~ CH,
10.86 CN CH,
10.87 CN CH,
10.88 CN CH,
10.89 CN CH,
-10.90 CN CH,
10.89 CN CH,
10.90 CN CH,
10.91 CN CH,
10.92 CN CoHs
10.93 CN n-CsH7
10.94 CN iso-C3H7
10.95 CN n-CyHo
10.96 CN 1s0-C4Hg
10.97 CN CH.=CH
10.98 CN CH;CH=CH
10.99 CF, CH,
10.100 CF, CH,
10.101 CF, CH,
10.102  CF, CH,
10.103 CF; CH,
10.104 CF, CH,
-10.105 CF, CH,
10.106 CF, CH,
10.107  CF, CH,
10.108 CF, n-CsH-
10.109 CF, 1s0-CsH7
10.110 CF, n-C4Hg
10.111 CF, 1s0-Cq4Hjg
10.112 CF, CH=CH
10.113 CF, CH3;CH=CH
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2,4-F-pyrid-3-y1
2-Cl-4-F-pyrid-3-yl
2,4-(CHy)y-pyr1d-3-yl
3,5-Cl-pyrid-4-yl
3,5-F-pyrid-4-yl
3-Cl-3-F-pyrid-4-yl
2,4-Cl-pyrid-3-yl
2,4-F-pyrid-3-yl
2-Cl-4-F-pyrid-3-yl
2,4-(CHy),-pyrid-3-yl1
3,5-Cl-pyrid-4-yl
3,5-F-pyrid-4-vl
3-Cl-53-F-pyid-4-yl
4,6-Cl-pyrimidin-5-yl
4,6-F-pvrimidin-3-yl
2,4-Cl-thien-3-yl
2,4-F-thien-3-yl
2-Cl-4-F-thien-3-yl
2-F-4-Cl-thien-3-yl
2,4-(CH,),-thien-3-yl
2,4,5-Cl-thien-3-yl
2,4,5-F-thien-3-yl
2,4,5-CH,-thien-3-yl
2,4-Cl-pyrid-3-yl
2,4-Cl-pymd-3-vl
2,4-Cl-thien-3-vl
2,4-F-thien-3-yl
2-Cl-4-F-thien-3-yl
2-F-4-Cl-thien-3-yl
2,4-(CH,),-thien-3-yl1
2,4-Cl-pyrid-3-yl
2,4-F-pyrid-3-vl
2,4-Cl-thien-3-yl
2,4-F-thien-3-yl
2-Cl-4-F-thien-3-yl
2-¥-4-Cl-thien-3-yl
2,4-(CHy)y-thien-3-yl
3,5-Cl-isothiazol-4-y1
3,5-F-isothiazol-4-yl
2,4-Cl-pyrid-3-yl
2,4-F-pyrid-3-yl
3,5-Cl-pyrid-4-yl
3,5-F-pyrid-4-yl
2,4-Cl-pyrid-3-yl
9,4 F-pyrid-3-yl
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Table 11: Compounds 11.1 to 11.113 are compounds of Formula I wherein
A, Ry, Ry, and R; are hydrogen; Xis N and Z is O; R, is methyl; and R,, R, and
R, are defined as in Table 7.

Table 12: Compounds 12.1 to 12.113 are compounds of Formula I wherein
A, Ry, R, and Ry are hydrogen; X is N and Z is NH, R, is methyl; and R,, R, and
R, are defined as in Table 7.

Compounds of the present invention are prepared according to the
following synthetic schemes. Scheme A describes the preparation of compounds
of the Formula (I) where A and R, to R, are as defined in Tables 1-2, 4-3, 7-8,
and 10-11; X1s CH or N, and Z is O (compounds of Formula VI and VII). The
cyclopropyl oximes (V) are reacted with the appropriately substituted benzyl

derivatives (IV), where Z is a halogen, such as bromo, chloro or iodo, preferably a

“benzyl bromide. A cyclopropyl substituted oxime represented by the general

formula (V) is treated, at room temperature, with an appropriate base to form an
anion, followed by the addition of the benzyl bromide (IV). Typical bases
employed are metal hydrides such as sodium hydride, alkoxides such as sodium.
methoxide and hydroxide bases such as sodium or potassium hydroxide and
alkali bases such as sodium or potassium carbonate.  Typical solvents employed
with hydride bases are N,N-dimethylformamide (DMF) and tetrahydrofuran
(THF); with hydroxide bases DMF, THF, methyl ethyl ketone (MEK) and acetone
and with alkali bases solvents such as DMF, acetone, and MEK.-
As shown in Scheme 4, the N-O bond in C(R2)=N-O-, appears in the E

R,

R, R,
position (assuming ® R isthe larger substituent), It should be recognized
that the Z isomer can also be produced as well as mixtures. When isomers are
produced they are designated isomer A (higher Rt on thin layer chromatography)
and isomer B (lower Rt on thin layer chromatography). The determination of
which isomer, A or B possesses the E or Z geometry can be made by such
conventional techniques as X ray crystallography or by spectroscopic means such

as nuclear magnetic resonance spectroscopy. For the compounds of the present
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invention isomer A has been assigned the E iminoxy configuration and isomer B,

the Z iminoxy configuration.

Scheme A

Rg

av) ™ X=CH (VI)
X=N (VID

Compounds of formula VI (X'is CH) are prepared by alkylation with

‘methyl E-a-(2-bromomethylphenyl)-B-methoxyacrylate in the presence of a base,

preferably NaOH or KOH, in a solvent, preferably acetone or methyl ethyl
ketone. Methyl E-o-(2-bromomethylphenyl)-B-methoxyacrylate, as a single E
isomer, can be prepared in two steps from 2-methylphenylacetate as described
previously in US Patent Number 4,914,128 , columns 3-4. Compounds of |
formula YII (X=N) are prepared by the reaction with methyl E-2-
(bromomethyl)phenylglyoxylate O-methyloxime in the presence of a base,
preferably NaOH or KOH, in a solvent, preferably acetone or methyl ethyl
ketone. Methyl 2-(bromomethyl)phenylglyoxylate O-methyloxime can be
prepared as described in US Patent Numbers 4,999,042, columns 17-18 and
5,157,144, columns 17-18. Methyl 2-(bromomethyl)phenylglyoxylate O-methyl-
oxime is prepared from methyl 2-methylphenyl-acetate by treatment with an
alkyl nitrite under basic conditions to provide after methylation, methyl 2-
methyl-phenyl-glyoxalate O-methyl oxime which can also be prepared from
methyl 2-methyl-phenylglyoxalate by treatment with 2-hydroxylamine
hydrochloride and methylation or by treatment with methoxylamine
hydrochloride. '

Scheme B

29
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\)}i LOCH

As shown in scheme B compounds of formula IX (X is N) and of Tables 3,

6, 9, and 12 can be prepared by the aminolysis of oximinoacetate (VII). The

A
/
. Rz

\{w
0 \ ,OCH; —+ Ra OH

NH
cay” \

ca3

-aminolysis of oximinoacetate to oximinoacetamides has been described in US

Patent Numbers 5,185,342, cols. 22, 48 and 57, 5,221,691, cols. 26-27 and
5,407,902, col. 8. For example, compounds of formula VII and of Table 2 are
treated with 40% aqueous methylamine in methanol to provide compounds of
formula IX and of Table 3 of formula I where Z is NH. Alternatively, as is
shown in scheme B intermediate unsaturated oximes (V) are reacted with N-
methy!l (E)-2-methoxyimino-2-[2-(bromomethyl)phenyl]acetamide VIII in the

presence of a base such as an hydroxide base preferably in a solvent such as

acetone or methyl ethyl ketone to provide compounds of formula IX). N-methyl

(E)-2-methoxy-imino-2-[2-(bromomethyl)phenyl]acetamide is described in US
Patent Number 5,387,714, col. 13.

The oximes of the general formula (V) can be obtained, as shown in
Scheme C, by reacting the corresponding cyclopropyl aldehyde or ketone (X)
with hydroxylamine hydrochloride from room temperature to reflux, preferably
at room temperature, in an appropriate solvent such as methanol or ethanol in
the presencé of an appropriate alkali such as sodium hydroxide, potassium

carbonate or pyridine. A general description of the synthesis of oximes with

hydroxylamine is described in March, Advanced Organic Chemistry, 4th Ed, pp.

906-907 and references therein. The oximes of the general formula (IIT) when

obtained as a mixture of syn or anti oxime isomers can be separated into
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individual isomers and alkylated as described in scheme A and B. When a
mixture of oximes of the general formula (III) are used in Schemes A and B the
compounds-of the formula VI, VII and IX can be separated into their individual

isomers by conventional chromatographic techniques.

Scheme C
Rz RZ
Ry 0 R, Nw~0H
———e I
Rs Ry R Ry
R, R R; Rg
X) 2]

The cyclopropyl aldehydes or ketones (X) are prepared by conventional
techniques. The unsaturated intermediate XI (Scheine D) is reacted with a
sulfur ylide, prepared from a dimethylsulfoxonium salt in the presence of a base,
.resulting in the substituted acyl cyclopropanes, X, as shown in Scheme D. The
chemistry of sulfur ylides is described in Trost and Melvin, Sulfur Ylids ,
Academic Press, New York, NY 1975 and in Block, Reactions of Organosulfur

. Compounds, pp. 91-123, Academic Press, New York, NY 1978. Typical reaction’

conditions for sulfur ylide formation from a dimethylsulfoxonium salt utilizes
bases such as hydroxides, metal hydrides and alkoxides in solvents such as
dimethoxyethane, dimethylsulfoxide and water depending on the base employed.
The reactions are conducted from 0 to 20°C preferably from 10-15°C and
preferably with alkali metal hydroxides in dimethylsulfoxide. ijically
dimethylsulfoxonium methylide is prepared from trimethylsulfoxonium iodide in
dimethylsulfoxide in the presence of powdered sodium hydroxide at room
temperature. The unsaturatea aldehydes or ketones OC[) are added dropwise to

the ylide and stirred at room temperature.

Scheme D
o
I
‘ R, HJC/S\_CR‘R5

31



(‘f\

AN

3L

WO 01/87826 PCT/USOU/15451

X1 X
The o,B-unsaturated aldehydes or ketones XI can be prepared by
conventional condensation techniques. A extensive description of the synthesis
of o,B-unsaturated aldehydes or ketones (enones) is described in March,

Advanced Org.anic Chemistry, 4th Ed, pp. 937-955 and references therein. For

example Organic Reactions, Volume 16 describes the general aldol condensation

of ketones and aldehydes. For intermediates of formula XI of this invention, in
general the ketones and aldehydes are R,COR; (XII) and R,COCH,R, (XIII)

where R, R3, Rg, and R, are defined previously. When Ry is hydrogen, the
aldehydes R,CHO (XIV), are for example benzaldehydes (axrylCHO) or

heterocyclic aldehydes substituted with from 2 to 5 substituents wherein the

positions on the aryl and heterocyclic ring adjacent to the bond to the cyclopropyl

ring, in Formula I, are both substituted. These substituted benzaldehyes or

heterocyclic aldehydes are commerically available or prepared by conventional
techniques. The aldehydes R,CHO (XIV) are reacted with the ketones

R,COCH,R,, XIII, (as shown in Scheme E) to provide the intermediates enones
XV. Typically the ketone, R,COCH,R,, is dissolved in a hydroxylic solvent, such
as methanol or ethanol, to which is added dropwise the aldehyde R,CHO

followed by the base or alternatively a solution of the aldehyde in an aqueous
basic solution is added. The typical bases used can be alkali metal hydroxides,
such as barium, potassium or sodium hydroxide and the dropwise addition is
conducted from 0°C to 359C preferably at ambient temperature. When the
enone 1s derived from acetone (R, is methyl and R, is hydrogen) the solvent can
be acetone to which is added R,COR, followed by the aqueous hydroxide
solution. Preferably the aldehyde is dissolved in a solvent mixture of
acetone:water (1:5) to which is added the base while stirring at room

temperature.

Scheme E
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When R, is not hydrogen, R,;COR4 (XII) are the ketones arylCORq or

heterocyclic ketones, substituted with from 2 to 5 substituents wherein the
positions on the aryl and heterocyclic rings adjacent to the bond to the
cyclopropyl ring, in Formula I, are both substituted or aryl or heterocyclic ring is
unsubstituted or substituted from 1 to 4 substituents wherein at least one of the
positions on the aryl or heterocyclic rings adjacent to the bond to the cyclopropyl
ring, in Formula I, is a hydrogen. For the compounas of formula I where Ry is
not hydrogen the intermediate unsaturated aldehydes and ketones XI are
prepared, as shown in Scheme F, according to the pfocedures described in US
Patent Number 3,950,427, col. 17 line 20, to provide after purification the E
diastereiosmer (R;is trans to R,CO in XI). In a typical preparation a ketone
such as R,COR; is reacted with an ethyl trans 3-ethoxycrotonate in
dimethylformamide in the presence of potassium t-butoxide followed by acidic
hydrolysis and decarboxylation to give XI. The crotonates, XVI, can be prepared
from substituted ethyl acetoketones by conventional techniques

Scheme F
/o
R;—r R
b R‘}—(E
—
X711 XTI

Alternatively the a,B-unsaturated cyclopropyl ketones X can be prepared
from cyclopropyl nitriles XIV which are prepared via cyclopropanation of the
acrylonitriles XVIII as is described in Scheme G. The acrylonitriles XVIII

starting materials, shown in Scheme G can be prepared by conventional
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synthetic methods as described in March, Advanced Organic Chemistry, 4th Ed,
pp. 937-955 and references therein . For example the nitrile derivative

R;CH,CN is condensed with the ketone or aldehyde R;COR; in the presence of a

base to provide the acrylonitriles XTII. Typically the a nitrile is dissolved in a
solvent such as ethanol and water to which is added the aldehyde or ketone

followed by a base. Typical bases used can be alkali metal hydroxides, such as
barium, potassium or sodium hydroxide and the mixture is stirred typically at

ambient temperature.

The acrylonitrile XVIII is treated as is described in Scheme D with a
sulfur ylide to provide the cyclopropyl nitriles XVII. The cyclopropyl nitrile
XVII is transformed to the cyclopropyl ketone by organometallic addition to the
nitrile followed by hydrolysis. For example the standard Grignard reagents
R,MgX or organolithium reagents, R,Li, add to the nitrile functionality to
provide the ketone X. The addition reaction to nitriles is described in March,
Advanced Organic Chemistry, 4th Ed, pp.935-936 and references cited therein.
The cyclopropyl nitrile XVII can be transformed to the cyclopropyl aldehyde X*
(where R, is H) by standard reductive methods such as with diisobutylaluminum
hydride (DiBAL). The formation of aldehydes from the reduction of nitriles is
described in March, Advanced Organic Chemistry, 4th Ed, pp.919-920 and

references cited therein.

Scheme G

Ry R O R, Rs
CN R
] o 7 cSA(Rj /“%(Rv
/\ ( > > R;
R R, :
? R3 R6 R3 R6
XVIII XVl X

A direct synthesis of compounds of the formula VII or IX is shown in
Scheme H. Compounds of the Formula VII or IX can be prepared directly from
the functionalized cyclopropyl ketones or aldehydes, X, by condensation with the
aminoxy intermediate XIX. The preparation of aminoxy intermediate XIX is

described in US Patent Number 5,194, 662. The aminoxy intermediate XIX is
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prepared in a two step sequence by the alkylation of IV (where X is N) with N-
hydroxyphthalimide which is treated with hydrazine to provide XIX. The
aminoxy intermediate XIX is condensed with ketones or aldehydes X to provide

VII which are treated as shown in scheme B to provide IX.

; Scheme H
NH,0 ke R
: + 8 /O . A0
0 x. ,OCH, R{Y\Rs . o . ,OCH;
! N . R;\ Ry N
4+ Rj 0]
ca;y R, R, crs

XIX X ' v

The compounds of this invention can be made according to the following

procedures:

Example 1

Preparation of E and Z imine isomers: (E.E) and (Z.E) Methyl 2-[2-

((trans-1-(2-(2’.6’-dichlorophenyvl) cvelopropvllethvlidene)-

aminooxymethv])phenvl]-2-methoxyiminoacetate Compound 8.16,

8.16A and 8.16B of Table 8

Preparation of 4-(2.6-dichlorophenvl)-3-buten-2-one

To a 1000 ml round bottom flask equipped with mechanical stirrer, and
nitrogen inlet were charged 26.5 g (0.15 moles) of 2,6-dichlorobenzaldehyde, 125
mls of acetone,600 mls of water, and 9.3 g (0.23 moles) of sodium hydroxide. The
mixture was stirred for 12 hours at room temperature. Analysis of an aliquot by
GC indicated complete reaction. The resulting solid was collected by vacuum
filtration, and washed with 100 mls of water, 100 mls of hexane, and dried in
vacuuo at 40°C for 3 hours. 31.4 g of the title compound ,4-(2,6-dichlorophenyl)-3-
buten-2-one, was isolated as a pale yellow solid in 98% isolated yield.

NMR 300 MHz 'H CDCls 2.43 (s, 3H); 6.80 (d, 1H); 7.18-7.38 (m, 1H); 7.4 (d,
2H); 7.6 (d, 1H).

Preparation of trans-1-(2.6 dichlorophenyl)-2-acetyl-cvclopropane

To a 1000 ml round bottom flask equipped with magnetic stirrer, nitrogen
inlet and addition funnel were charged 33.2 g (0.151 moles) of trimethyll
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sulfoxonium iodide, 6.1 g (0.151 moles) of powdered sodium hydroxide, and 300
mls DMSO. The mixture was stirred at room temperature for 1 hour, followed
by the rapid addition of the 4-(2,6-dichlorophenyl)-3-buten-2-one (32.3 g, 0.151
moles) in one portion. The reaction was then stirred for 10 minutes at ambient
temperature, then poured into 200 mls of ice water and extracted with 3 x 100
ml of ethyl ether. The ether extract was washed with 2 x 100 mls of water,
100mls of brine, dried over anhydrous MgSO4, filtered through 2” of silica gel,
and concentrated in vacuuo on a rotary evaporator to afford 31.7 g of a thick pale
yellow oil which was chromatographed on silica gel with 90% hexane, 10% ethyl
acetate. The pure fractions were combined and concentrated in vacuuo on a
rotary evaporator to afford 27.9 g of trans-1-(2,6 dichlorophenyl)-2-acetyl-
cyclopropane as a free flowing pale yellow liquid.in $1% yield.

NMR 300 MHz 'H CDClz 1.4-1.48 (m, 1H); 1.78-1.86 (m, 1H); 2.21-2.30 (m, 1H);
2.34-2.4 (m, 1H); 2.41 (s, 3H), 7.2 (m, 1H), 7.3 (d, 2H).

Preparation of E and 7Z imine isomers: (E.E) and (Z.E) Methvl 2-[2-((irans-1-(2-

(2'.6'-dichloronhenvievelopronvlethvlidenelaminooxvmethvlphenvl]-2-

methoxviminoacetate

To a 100 m! round bottom flask equipped with magnetic stirrer were
charged 1.0 g (0.0044 moles) of the trans-1-(2,6 dichlorophenyl)-2-acetyl-
cyclopropane, 1.1 g (0.0044 moles) of the methyl (E)-2-(aminooxymethyl)phenyl

- glyoxylate O-methyloxime, and 50 mls of anhydrous methanol. The reaction was

stirred overnight at room temperature. Analysis of an aliquot by GC indicated
no starting material and two new products. The reaction was then poured into
100 mls of water and extracted with 3 x 50 ml of ethyl ether. The ether extract
was washed with 100 mls of water, 100 mls of 0.1N HCI, and 100mls of brine,
dried over anhydrous magnesium sulfate, filtered, and concentrated in vacuuo on
a rotary evaporator to afford 2.0g of a thick yellow oil which was
chromatographed on silica with 20 % ethyl acetate/ 80% hexane. The pure
fractions were combined and concentrated in vacuuo on a rotary evaporator to
afford 1.4 g of the methyl 2-[2-((trans-1-(2-(2’,6'-dichlorophenyl)cyclopropyl)-
ethylidene)aminooxymethyl)phenyl]-2-methoxyiminoacetate as a pale yellow oil
as a 90/10 A:B (E,E:E,Z) isomer ratio in 72% isolated yield.
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NMR 300 MHz 'H CDCl3 1.3 (m, 1H); 1.7 (m, 1H); 1.85 (s, 3H); 1.95 (m, 1H); 2.2
(m, 1H); 3.85 (s, 3H), 4.1 (s, 3H); 5.0 (s, 2H); 7.1 (m, 1H), 7.2 (m, 1H); 7.3 (d, 2H);
7.4-7.6 (m, 3H). o

An additional 10.0g of the crude product as an orange oil (85% chemically
pure and 2:1AB isomers) was chromatographed on silica with 20 % ethyl
acetate/ 80% hexane. 5.02 grams of isomer A as a pale yellow oil was collected
(E:E)- methyl 2-[2-((trans-1-(2-(2',6'-dichlorophenyl)cyclopropylethylidene)-
aminooxymethyl)phenyl]-2-methoxyiminoacetate. Compound 6A, Isomer A, E
imine, NMR (300MHz., 1H CDCly): 1.19-1.30 (1H, m), 1.50-1.58 (1H, m), 1.75-
1.85 (1H, m) 1.84 (3H, s), 2.06-2.14 (1H, m), 3.85 (3H, s), 4.05 (3H, s), 4.98 (°H, -
s), 7.03-7.49 (TH, m). 0.825 grams of isomer B as a pale yellow oil was collected

(E:Z)-methyl 2-[2-((trans-1-(2-(2’,6’-dichlorophenyl)cYclopropyl)ethylidene)-

'aminooxymethyl)phenyl]-Z-methoxyiminoacetate. Compound 8.16B, Isomer B, Z

imine, NMR (300MHz., 'H CDCl3): 1.21-1.28 (1H, m), 1.40-1.52 (1H, m), 1.70
(3H, s), 2.18-2.23 (1H, m) 2.61-2.70 (1H, m), 3.80 (3H, s), 4.00 (3H, s), 4.97 (2H,
), 7.05-7.52 (TH, m). -

Preparation of methyl (E)-2-(aminocoxvmethvl)phenvl glvoxvlate O-methvloxime
Methvl -(O-phthalimidoxvmethyDphenvl

olvoxvlate O-methvloxime

To a dry 500 ml round bottom flask equipped with magnetic stirrer, and
nitrogen inlet were charged 5.1 g (0.0315 moles) of N-hydroxyphthalimide, 1.3 g
(0.0315 moles) of sodium hydroxide, and 300 ml of anhydrous
dimethylformamide. The dark red solution was stirred at ambient temperature
for 20 min., followed by the addition of the methyl 2-(_bromomethy1)-
phenylglyoxylate-O-methyloxime (15 g, 60% pure, 0.0315 moles) in one portion.
The reaction was stirred at ambient temperature over the weekend, then poured
into 800 mls of water and stirred for 1 hour to afford a white solid which was
collected by vacuum filtration and washed with water, hexane, and dried under
vacuum at 40°C overnight. Isolated 11.5g of a white solid (98% isolated yield)
which was consistent with the desired product, méthy_l (E)-2-(0-
phthalimidoxymethyl)phenyl glyoxylate O-methyloxime, upon analysis by 300
MEHz *H NMR (300 MHz, 'H, CDCl;, TMS=0 ppm) 3.8 (s, 3H), 3.95 (s, 3H), 5.0 (s,
9H), 7.1, 1K), 7.5 (m, 2H), 7.7-7.9 (m, 5H).
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Preparation of methvl (E)-2-(aminooxvmethvl)phenvl glyoxvlate O-methvioxime.

To a 250ml round-bottom flask equipped W1th magnetic stirrer were
charged 11.4 g (0.031 moles)of methyl (E)-2-(O-phthalimidoxymethyl)phenyl
slyoxylate O-methyloxime 100 mls of anhydrous methanol, and 1.9 g (0.034
moles)of hydrazine monohydrate. The flask was stoppered, and the reaction was
stirred at ambient temperature for 2 hours. The resulting solid was removed by
filtration and the filtrate was concentrated on the rotary evaporator. The
residue was dissolved in 100 mls of ether, filtered, and stripped to afford 7.4 g of
a thick yellow oil (100% isolated yield). which was consistent with the desired |
product methyl (E)-2-(aminooxymethyl)phenyl glyoxylate O-methyloxime upon
analysis by 300 MHz 'H NMR. Stored .at -20°C until needed for future

synthesis.

NMR (300 MHz, 1H, CDCls, TMS=0 ppm) 3.87 (s, 3H), 4.03 (s, 3H), 4.6 (s, 2H),
4.9-5.4 (bs, 2H), 7.2 (m, 1H), 7.4-7.5 (m, 3H).

Example 2

Preparation of E and Z imine isomers: (E.E) and (Z.E)-N-Methv] 2-[2-

((trans-1-(2-(2’.6’-dichlorophenyl)cvclopropvl)ethvlidene)-

aminooxymethvl)phenvlj-2-methoxyviminoacetamide Compounds

9.16, 9.16A, 9.16B of Table 9.

To a 100 ml flask equipped with magnetic stirrer and were charged 0.7 g
(0.00115 moles) of (B,E:Z,E)-methyl 2-[2-((trans-1-(2-(2’,6'-
dichlorophenyl)cyclopropyl) ethylidene)aminooxymethyl)phenyl]-2-
methoxyiminoacetate, 50 mls of methanbl, and 2 mls (0.026 moles) of 40%
aqueous methyl amine solution. The mixture stirred at ambient temperature
overnight. then poured into 200 mls of water and extracted with 3 x 100 ml of
ethyl ether. The ether extract was washed with 2 x 100 mls of water, 100 mls of
0.1 N HC1, and 100mls of brine, dried over anhyd:rous: MgSO,, filtered; and
concentrated in vacuuo on a rotary evaporator to afford 0.6g of N-Methyl 2-[2-
((trans-1-(2-(2’,6-dichlorophenyl)cyclopropyl)ethylidene)aminooxymethyl)-
phenyl]-2-methoxyiminoacetamide as a thick viscous pale yellow oil. 90/10 A:B
(B,E:Z,E) isomers ratio in 88% isolated yield.
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NMR 300 MHz, 'H CDCl; 1.2 (m, 1H); 1.6 (m, 1H); 1.8 (s, 3H); 1.9 (m, 1H); 2.2
(m, 1H); 2.9 (d, 3H); 3.95 (s, 3H), 5.0 (s, 2H); 6.7 (bs, 1H); 7.1 (m, 1H), 7.2 (m,
1H); 7.3 (d, 2H); 7.4-7.6 (m, 3H).

Additionally each of 8.16A and 8.16B oxime esters was separately treated

as above with methylamine.

Aminolysis of 5.01 grams of 8.16A (E,E isomer ) gave 5.02 grams (100%
yield) of (E,E)-N-methyl 2-[2-((trans-1-(2-(2,6'-
dichlorophenyl)cyclopropyl)ethylidene)aminooxymethyl)phenyl}-2-
methoxyiminoacetamide as an oil. The oil was treated with ether, concentratedA
and cooled in drv ice followed by the addition of hexane to complete the
crystallization. The resulting crystals §vere flitered to give a solid mpt. 94-97°C.
Compound 9.164, Isomer A, E,E isomer, NMR (300MHz, *H CDCls): 1.20-1.30

(1H, m), 1.51-1.58 (1H, m), 1.80-1.89 (1H, m), 1.82 (3H, s), 2.2 (1H,m), 2.89 (3H,

d), 3.96 (3H, s), 4.98 (2H, s), 6.70 (1H, br), 7.05-7.48 (7H, m):

Aminolysis of 0.825grams of 8.16B (Z,E isomer ) gave 0.825 grams (100%
yield) of (Z,E)-N-methyl 2-[2-((trans-1-(2-(2,6'- .
dichlorophenyl)cyclopropyl)ethylidene)aminooxymethyl)phenyl]-2-
methoxyiminoacetamide as solid, mpt. 140-146°C. Compound 9.16B, Isomer B,
7 E isomer, NMR (300MHz, *H CDCls): ): 1.22-1.30 (1H, m), 1.40-1.51 (1H, m),
1.70 (3H, s), 2.15-2.23 (1H, m), 2.60-2.69 (1H,m), 2.85 (3H, d), 3.90 (3H, s), 4.97
(2H, s), 6.70 (1H, br), 7.09-7.51 (TH, m).
Example 3
Preparation of E and Z imine isomers: (E.E) and (Z.E) Methyl 2-[2-

((trans-1-(2-(2’.6’-

difluorophenvlevelopropvl)ethvlidene)aminooxsymethvl)phenvl]-2-

methoxviminoacetate Compound 8.22 of Table 8

Preparation of 4-(2.6-difluorophenyl)-3-buten-2-one

To a'100ml reaction bottle equipped with magnetic stir bar were charged
5.0g (35.2mmole) 2,6-difluorobenzaldehyde in 20 ml acetone, added 50% NaOH
(42 mmole) in 60m! water (exothermic) and stirred room temperature. The
reaction was monitored by GLC and after 2 hours worked up. The reaction

mixture was extracted with 50ml CHCls, washed with 50ml H,0, dried over
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anhydrous MgSOy4, filtered, and removed solvent in vacuuo on a rotary
evaporator to afford 5.7g of 4-(2,6-difluoro-phenyl)-3-buten-2-one as a yellow oil
(81% purity by GC) in 89.5% isolated yield. |

NMR (300 MHz H CDCls): 2.4 (s, 3H); 6.9 (m, 3H); 7.3 (m, 1H); 7.6 (d, 1H).

Preparation of trans-1-(2,6 difluorophenyl)-2-acetvl-cvclopropane

To a 500 ml round bottom flask equipped with magnetic stirrer, nitrogen
inlet and addition funnel was charged 2.47 g (11.2 mmoles) of trimethy!
sulfoxonium iodide, 0.448g (11.2mmole) of powdered sodium hydroxide, and 50
mls DMSO. The mixture was stirred at room temperature for 0.5 hour, followed
by the rapid addition of 2.04g (11.2mmole) 2,6-difluoro-phenyl-3-buten-2-one in
25ml DMSO in one portion. The reaction was stirred for 15 minutes at ambient
temperature, poured into 200 mls of ice water, and then extracted with 150 ml of
ethyl ether. The ether extract was washed with 4 x 100 mls of water, dried over
énhydrous MgSO,, filtered, and concentrated in vacuuo on a rotary evaporator to
afford 1.3 g crude product as a yellow oil. This was combined with 1.6g from a
similar reaction and the total crude of 2.9g was chromatggraphed on silica with |
CH,Cl,. Fractions #5-9) ware combined and concentrated in vacuuo on a rotary
evaporator to afford 1.5g (92% purity by GC) of trans-1-(2,6 difluorophenyl)-2-
acetylcyclopropane as a free flowing pale yellow liquid. in 28.8% yield.

NMR (300 MHz 'H CDCI3): 1.6 (m, 2H); 2.3 (s, 3H); 2.4 (m, 2H); 6.8 (m, 2H), 7.1
(m, 1H).

Preparation of E and Z imine isomers: (E.E) and (Z.E) Methvl 2-[2-((trans-1-(2-

2'.6'-difluorophenvl)cvelopropvlethvlidene)aminooxymethvl)phenvl

methoxviminoacetate

To a 25ml reaction vial equipped with magnetib stirrer were charged 1.0 g
(0.0051 moles) of the trans-1-(2,6 difluorophenyl)-2-acetyl-cyclopropane and 1.33
g (0.0056 moles) of the methyl (E)-2-(aminooxymethyl)phenyl glyoxylate O-
methyloxime in 5 mls of anhydrous methanol and 5 drops glacial acetic acid.

The reaction was stirred 4 hours at room temperaturé with formation of
precipitate. The sample was refrigerated overnight and then worked up. The

white precipitate was filtered in vacuuo, washed with 2 x 10ml hexane, and
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dried in the vacuum oven at ambient to afford 1.1g of the methyl 2-[2-((trans-1-
(2-(2',6"-difluorophenyl)cyclopropyl)ethylidene)aminooxy-
methyl)phenyl]-2-methoxyiminoacetate as a white solid, mpt. 81-88°C, as a
79:21 A:B (E:E,Z:E) isomer ratio in 51.9% isolated yield.

NMR (300 MHz H CDCI3): 1.4 (¢, 2H); 1.65-1.8 (d, 3H); 2.1 (m, 2H); 3.8 (d, 3H);
4.0 (d, 3H); 5.0 (s, 2H); 6.8 (m, 2H), 7-7.2 (m, 2H); 7.3-7.5 (m, 3H).

Example 4

Preparation of E and Z imine isomers: (E.E) and (Z.E)-N-Methyl 2-[2-
((trans-1-(2-(2’.6’-

diﬂuorophenvl)cvclopropvl)ethvlidenej aminoqxvmethvl)phenvl]-2-

methoxviminoacetamide Compounds 9.224, 9.22B of Table 9.

To a 25ml reaction test tube under nitrogen atmosphere were charged
0.95g of (E,E:Z,E)-methyl 2-[2-((trans-1-(2-(2,6'-
difluorophenyl)cyclopropyl)ethylidene)- aminooxymethyl)phenyl]-2-
methoxyiminoacetate(2.3mmole) in 7ml MeOH and 1.8g 40% aqueous methyl
amine (23mmole) which was heated at 55-60C. The reaction was monitored by
TLC and worked up after 1.5 hours. Removed the methanol in vacuuo on the
rotary evaporator at 30°C. To the residue was added 125ml ethyl acetate and
50ml water, partitioned, further washed the organic phase with 2 x 50ml water,
dried over anhydrous MgSQOy4, filtered, and concentrafed in vacuuo on the rotary
evaporator at 40°C to give 1g of (E,E:Z,E)-N-methyl 2-[2-((trans-1-(2-(2',6"-
difluorophenyl)cyclopropyl)ethylidene)aminooxymethyl)phenyl]-2-methoxyimino-
acetamide as a 76:24 A:B (B E:Z,E) isomer ratio. This mixture was
chromatographed on silica with 1:2 ethyl acetate:hexane to afford both (E,E) and
(Z,E) isomers of the N-methyl 2-[2-((trans-1-(2-(2’,6’'difluorophenyl)-
cyclopropyl)ethylidene)amjnooxy-methyl)phenyl]-2-methoxyiminoacetamide.
700mg of isomer-A (E,E) was isolated as a clear oil and 150mg isomer B (Z,E)
was isolated also as a pale yellow oil. The chromatrographed combined isolated
yield was 89.5%. Compound 9.74, Isomer A, E,E isomer: NMR (300 MHz 'H
CDCI3) 1.4 (t, 2H); 1.8 (s, 3H): 2.1 (m, 2H); 2.9 (d, 3H); 3.9 (s, 3H); 4.9 (s, 2H); 6.7
(bs, 1H); 6.8 (t, 2H); 7-7.2 (m, 2H); 7.3-7.5 (m, 3H). Compound 9.7B, Isomer B,
7.E isomer NMR (300 MHz 1H CDCI3) 1.3 (m, 1H); 1.6 (m, 4H); 2.1 (m, 1H); 2.5

41

%S



WO n1/87826 | PCT/USH/15451

(m, 4H): 3.9 (s, 3H); 4.9 (s, 2H); 6.7 (bs, 1H); 6.8 (t, 2H); 7-7.2 (m, 2H); 7.3-7.5 (m,
3H).

Example 5.

Preparation of Methvl 2-[2-((1-(2-(4’-chlorophenyl)-2-

methvlcvciopropvll—

ethvlidene)aminooxymethvl)phenyl]-2-methoxyiminoacetate

Compound 2.14A of Table 2.

Preparation of E and Z enone isomers of 4-(4-chlorophenvl)-3-penten-2-one

To a 500 ml round bottom flask equipped with magnetic stirrer, nitrogen
inlet and addition funnel were charged 10g (0.065 moles) of 4'-
chloroacetophenone, 10.2g (0.065 moles) of ethyl-trans-3-ethoxycrotonate, and
150 mls of dry dimethylformémide. To this solution was then added 7.3 g (0.065
moles) of potassium t-butoxide in one portion. The reaction was stirred at
ambient temperature under nitrogen for a total of three days. The reaction
mixture was then poured into 200 mls of water and the aqueous was extracted
with 3 x 50 mls of ethyl ether to remove any unreacted starting maiterial. The
aqueous fraction was acidified to pH 2 with 1 N aqueous HCl, and extracted |
with 3 x 100 mls of ethyl ether. The ether extract was washed with 2 x 100 mls
of water and 100 mls of saturated sodium chloride solution, dried over anhydrous
magnesium sulfate, filiered, and concentrated on a rotary evaporator to afford
12.4 g of a tan solid. This solid was then stirred in 50 mls of conc. HCI for 2
hours at ambient temperature, then poured into 100 g of crushed'ice, and
extracted with 3 x 100 ml of ethyl ether. The ether extract was washed with 2 x
100 mls of water, 100mls of brine, dried over anhydrous magnesium sulfate,
filtered, and concentrated on a rotary evaporator to afford 7.6 g of a yellow
liquid, 4-(4-chlorophenyl)-3-penten-2-one, which appeared to be a mixture of the
E and Z enones, with some minor chemical impurities, in 59.3 % crude yield.

The product was used in the next step without furthér purification.

300 MHz H NMR (tms=0 ppm) 2.3 (s, 3H); 2.5 (s, 3H); 6.5 (s, 1H); 7.3-7.5 (m,
4H).

Preparation of trans and cis-1-(4-chlorophenyl)-1-methvl-2-acetvicvclopropane
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To a 250 ml round bottom flask equipped with magnetic stirrer, nitrogen
inlet and addition funnel were charged the trimethyl sulfoxonium iodide (8.5 g,
0.0386 moles), powdered sodium hydroxide (1.6 g, 0.0386 moles) and 100 mls of
dry DMSO. The mixture was stirred at room temperature for 1 hour, followed by
the rapid addition of the (E >Z)-4-(4-chloropheny1)-3-penten-2-one (7.5 g, 0.0386
moles)) in 10 mls DMSO. The reaction was stirred for 3 days at ambient
temperature, then poured into 200 mls of ice water and extracted with 3 x 100
ml of ethyl ether. The ether extract was washed with 2 x 100 mls of water,
1.00mls of brine, dried over anhydrous MgSO4, ﬁlte}'ed through 2” of silica gel,
and concentrated on a rotary evaporator to afford 3.2 g of a thick pale yellow oil
which was chromatographed on silica gel with 10 %I_ethyl acetate, 90% hexane.

The pure fractions were combined and concentrated on the rotary evaporator to

afford 1.4 g (17.2% isolated yield) of a pale yellow liquid which was consistent

with trans and cis-1-(4-chlorophenyl)-1-methyl-2-acetylcyclopropane upon
analysis by 300Mz 1H NMR.

300 MHz 'H NMR (tms=0 ppm) 1.2 (m, 1H); 1.4 (s, 3H); 1.6 (m, 1H); 2.2 (m, 1H);
2.85 (s, 3H); 7.1-7.4 (m, 4H). |
Preparation of Methvl 2-[2-((1-(2-(4’-chlorophenyl)-2-methylcvelopropvl)-

ethvlidene)aminooxvmethvl)phenvl]-2-methoxviminoacetate

To a 20 ml glass vial equipped with magnetic stirrer were charged the 1.0

g (0.0048 moles ) of the trans and cis-l-(4-chloropheﬁy1)-1-methyl—2-

acetylcyclopropane, 1.2 g (0.0048 moles) of the methyl (E)-2-
(aminooxymethyl)phenyl glyoxylate O-methyloxime, and 10 mls of dry methanol.
The vial was capped, and stirred overnight at ambient temperature. The
reaction mixture was then poured into 100 mls of water and extracted with 3 x
100 m] of ethyl ether. The ether extract was washed with 2 x 100 mls of water,
100mls of 1 N HCl, and 100mls of saturated sodium chloride solution, dried over
anhydrous MgSO4, filtered, and concentrated on a rotary evaporator to afford 1.6
g of a thick orange oil which was chromatographed on silica gel with 20% ethyl
acetate, 80% hexane. The pure fractions after chromatography were combined

and concentrated on a rotary evaporator to afford 0.75 g of a clear colorless
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viscous oil (36.5% isolated yield) which was consistent with isomer A, (E,E)-
methyl 2-[2-((1-(2-(4’-chlorophenyl)-2-methylcyclopropyl)ethylidene)
aminooxymethyl)phenyl]-2-methoxyiminoacetate upon analysis by 300 MHz 1H
NMR with a 70:30 ratio of cyclopropane isomers.

300 MHz 'H NMR (tms=0 ppm) 1.15 (s, 3H) 1.2 (m, 1H); 1.4 (m, 1H); 1.6 (m, 1H);
2.0(s, 3H); 3.85 (s, 3H); 4.0 (s, 3H); 5.0 (s, 2H); 7.1-7.3 (m, 5H); 7.35-7.6 (m, 3H)

Example 6

Preparation of (E.E)-N-Methvl 2-[2-((1-(2-(4’-chlorophenvl)-2-methvl

cvelopropyl-ethylidene)aminooxvmethvl)phenvl]-2-

methoxviminoacetamide

Compound 3.14A of Table 3.

To a 100 ml round bottom flask equipped Witb magnetic stirrer were
charged 0.7 g (0.00163 moles) of the (E,E)-methyl 2-[2-((1-(2-(4’-dichlorophenyl)-
2-methylcyclopropyl)ethylidene)aminooxymethy'l)phényl]-2-
methoxyiminoacetate, 25mls of anhydrous methanol, and 1 ml (0.0129 moles) of
40% methyl amine in water. The flask was stoppered, and stirred overnight at
ambient temperature. The reaction mixture was then poured into 100 mls of
water and extracted with 3 x 50 ml of ethyl ether. The ether extract was washed
with 2 x 50 mls of water, 50 mls of 1 N HCI, 50mis of saturated sodium chloride
solution, dried over anhydrous MgSO4, filtered, and concentrated on a rotary
evaporator to afford 0.7 g of a yellow viscous oil which was chromatographed on
silica gel with 20% ethyl acetate, 80% hexane. The pure fractions were combined
and concentrated on a rotary evaporator to afford 0.55 g of a clear colorless
viscous oil (79% isolated yield) which was consistent with isomer A (E,E)-N-
methyl 2-[2-((1-(2-(4’-chlorophenyl)-2-methyleyclopropyl)ethylidene)
aminooxymethyl)phenyl]-2-methoxyiminoacetamide upon analysis by 300Mz 1H
NMR and as 70:30 mixture of cyclopropane isomers
300 MHz 1H NMR (bms=0 ppm) 1.15 (s, 3H) 1.2 (m, 1H); 1.4 (m, 1H); 1.65 (m,
1H): 2.0(s, 3H); 2.9 (d, 3H); 4.0 (s, 3H); 5.0 (s, 2H); 6.8 (bs, 1H); 7.1-7.3 (m, 5H);
7.35-7.6 (m, 3H).

Example 7
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Preparation of Methvl 2-[2-((trans-1-(2-phenvl-2-methvlcvclopropvl)

ethvlideng)aminooxvmethvl)phenﬂl—2-methoiviminoacetate

Compound 2.11 of Table 2.

To a 25ml reaction vial equipped with magnetic stirrer were charged
217mg (1.25 mmole) of the trans-1-phenyl-1-methyl-2-acetylcyclopropane and
298 mg (1.25 mmole) of the methyl (E)-2-(aminooxymethyl)phenyl glyoxylate O-
methyloxime in 5 ml of anhydrous methanol and 1 drop glacial acetic acid. The
reaction was monitored by GC and after 3 hours 90mg more of the methyl 2-
(bromomethyl)phenyl glyoxylate O-methyloxime was added and 5 drops of .
glacial acetic acid. After stirring 20 hours no more starting material ketone
remained and the reaction was worked up. The methanol was removed in vacuuo
on the rotary evaporator. To the residue was added 100ml ethyl acetate and

50ml water, partitioned, further washed the organic phase with 3 x 50ml water,

dried over anhydrous MgSO4, filtered and concentrated in vacuuo on the rotary

evaporator to give 0.6g of yellow oil with solid which was chromatographed on
silica with 30:70 ethyl acetate:hexane. The pure fractions were combined to
afford 260mg of a clear oil(isolated yield 52.8%) thse NMR was consistent with
methyl 2-[2-((trans-1-(2-phenyl-2-methyl-
cyclopropyl)ethylidene)aminooxymethyl)phenyl]-2-methoxyiminoacetate as a
mixture of isomers, A>B.

NMR (300 MHz 'H CDCI3): 1.1-1.4 (m, 5H); 1.75 (m, 1H); 2.0 (s, 3H); 3.85 (s,
3H); 4.05 (s, 3H); 5.0 (s, 2H); 7.1-7.5 (m, 9H). '

Example 8

Preparation of (E.E and Z.E)-N-Methyl 2-[2-((trans-1-(2-phenyl-2-

methvl-cvclopropyl)ethylidene)aminooxvmethvlphenvl]-2-

methoxviminoacetamide

Compound 3.11 of Table 3.

To a 25ml reaction test tube under nitrogen a:tmosphere were charged 160
mg of the methyl 2-[2-((trans-1-(2-phenyl-2-methyl-
cyc10propy1)ethylidene)aminooxy-methyl)phenyl]-Q-methoxy'iminoacetate (041
mmole) in 3m] MeOH and 315 mg 40% aqueous methyl amine (4.1 mmole) which
was heated at 55-60C. Monitored by TLC and worked up after 1.5 hours.
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Removed the methanol in vacuuo on the rotary evaporator at 30C. To the
residue was added 125m] ethyl acetate and 50ml water, partitioned, further
washed the organic phase with 2 x 50ml water, dried over anhydrous MgSOgq,

filtered and concentrated in vacuuo on the rotary evaporator at 40C to afford 130
mg (isolated yield 80.7%) of (E,E and Z,E)-N-methyl 2-[2-((trans-1-(2-phenyl-2-
methyl-cyclopropyl)ethylidene)aminooxymethyl)phenyl]-2-
methoxyiminoacetamide as a clear oil in a-4:1 ratio of isomers A to B (E,E:Z,E).
NMR (300 MHz 1H CDCI13): 1.1-1.4 (m, 53H); 1.75 (m, 1H); 1.95 (s, 3H); 2.9 (d,
3H); 3.95 (s, 3H); 5.0 (s, 2H); 6.7 (bs, 1H); 7.1-7.5 (m, 9H).

Proton NMR data (300MHz) are provided in Table 13 for typical examples
of Tables 1 to 12 and are illustrative of the present invention*

Table 13

Compd| NMR DATA

2.11 |1.1-1.4 (m, 5H); 1.75 (m, 1H); 2.0 (s, 3H); 3.85 (s, 3H); 4.05 (s, 3H); 5.0
(s, 2H); 7.1-7.5(m,9H).

2.12 |1.1(m, 1H); 1.2(s, 3H); 1.4(m, 1H); 1.7(m, 1H); 2.1(s, 3H); 3.86(s, 3H);
4.05(s, 3H); 5.0(s, 2H); 7.0-7.6(m, 8H)

2.14A {1.15(s,3H), 1.2(m,1H), 1.4(m,1H); 1.6 (m, 1H); 2.0(s, 3H); 3.85 (s, 3H);
4.0 (s, 3H); 5.0 (s, 2H); 7.1-7.3 (m, 3H); 7.35-7.6 (m, 3H).

2.17 |1.1(m, 1H); 1.2(s, 3H); 1.4(m, 1H); 1.8(m, 1H); 2.0(s, 3H); 3.85(s, 3H);
4.05(s, 3H); 5.0(s, 2H); 7.1-7.5(m, 8H)

2.184 [1.05(m, 1H); 1.15(s, 3H); 1.3(m, 1H); 1.7(m, 1H); 2.05(s, 3H); 3.86(s,
3H);4.05(s, 3H); 4.99(s, 2H); 6.9-7.5(m, 8H).

2.20 |1.1{(m, 1H); 1.2(s, 3H); 1.35(m, 1H); 1.8(m, 1H); 2.0(s, 3H); 3.85(s, 3H);
4.05(s, 3H); 5.0(s, 2H); 7.0(t, 2H); 7.1-7.4(m, 6H).

2.20B |0.95(m, 1H); 1.2(s, 3H); 1.85(s, 3H); 1.9-2.1(m, 2H); 3.75(5, 3H); 3.95(s,
3H); 5.0(s, 2H); 6.9(t, 2H); 7.1-7.5(m, 6H).

2.34 |1.1(m, 1H); 1.15(s, 3H); 1.4(m, 1H); 1.7(m, 1H); 2.07(s, 3H); 3.87(s,
3H): 4.05(s, 3H); 4.98(s, 2H); 7.1-7.5(m, TH).

2.166 [0.8(m, 3H); 1.1(m, 1H); 1.2(m, 2H); 1.4(m, 1H); 1.8(m, 1H); 2.05(s, 3H);
3.85(s, 3H); 4.05(s, 3H); 5.0(s,-2H); 7.1-7.4(m, SH).

2.170 |0.69(¢t, 3H); 1.05(m, 1H); 1.3(m, 2H); 1.5-1.7(m, 2H); 2.02(s, 3H);
3.87(s, 3H); 4.05(s, 3H); 4.98(s, 2H); 6.9-7.5(m, 8H)

2.178 0.85(m, 3H); 1.1-1.4(m, 4H); 1.6(m, 3H); 2.0(s, 3H); 3.85(s, 3H); 4.05(s,
3H); 5.0(s, 2H); 7.1-7.4(m, 9H).

2.189 [0.8(d, 6H); 0.95(s, 4H); 1.25(s, 4H); 1.35(m, 1H); 1.9(m, 1H); 3.8(s, 3H);
4.0(s, 3H); 4.9(q, 2H); 7.1-7.4(m, SH).

2.217 {1.05(m, 1H); 1.15(s, 3H); 1.4(m, 1H); 1.7(m, 1H); 2.07(s, 3H); 3.86(s,

3H);
4.05(s, 3H); 4.98(s, 2H); 6.9-7.6(m, 7TH).

3.11 [1.1-1.4 (m, 5H); 1.75 (m, 1H); 1.95 (s, 3H); 2.9 (d, 3H); 3.95 (s, 3H); 5.0
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(s, 2H); 6.7 (bs, 1H); 7.1-7.5 (m, 9H).

3.124 |1.1(m, 1H); 1.18(s, 3H); 1.4(m, 1H); 1.7(m, 1H); 2.1(s, 3H); 2.91(d, 3H);
3.96(s, 3H): 5.0(s, 2H); 6.75(b, 1H); 7.1-7.5(m, 8H)

3.144 [1.15 (s, 3H) 1.2 (m, 1H); 1.4 (m, 1H); 1.65 (m, 1H); 2.0(s, 3H); 2.9 (d,
3H); 4.0 (s, 3H); 5.0 (s, 2H); 6.8 (bs, 1H); 7.1-7.3 (m, 5H); 7.35-7.6 (m,
3H).

3.17 |1.1(m, 1H); 1.2(s, 3H); 1.3(m, 1H); 1.7(m, 1H); 2.0(s, 3H); 2.9(d, 3H);
4.0(s, 3H); 5.0(s, 2H); 6.8(bs, 1H); 7.1-7.5(m, 8H).

3.18A |1.1(m, 1H); 1.15(s, 8H); 1.35(m, 1H); 1.7(m, 1H); 2.05(s, 3H); 2.91(d,
3H); 3.96(s. 3H); 4.99(s, 2H); 6.75(b, 1H); 6.9-7.5(m, 8H).

3.20 |1.1(m, 1H): 1.2(s, 3H); 1.3(m, 1H); 1.7(m, 1H); 2.0(s, 3H); 2.95(d, 3H);
4.0(s, 3H); 5.0(s, 2H); 6.8(bs, 1H); 7.0(t, 2H); 7.1-7.5(m, 6H).

3.20B 10.95(m, 1H); 1.2(s, 3H); 1.9(s, 3H); 2.0-2.2(m, 2H); 2.85(d, 3H); 3.9(s,
3H): 5.0(s, 2H); 6.8(bs, 1H); 6.9(t, 2H); 7.1-7.5(m. 6H)

3.34A |1.0(m, 1H); 1.15(s, 3H); 1.4(m, 1H); 1.7(m, 1H); 2.07(s, 3H); 2.91(d,
3SH): 3.96(s, 3H); 4.98(s, 2H): 6.75(b, 1H); 7.1-7.5(m, 7TH)

3.40A |[1.05(m, 1H); 1.12(s, 3H); 1.3(m, 1H); 1.65(m, 1H); 2.03(s, 3H); 2.91(d,
3H): 3.96(s, 3H); 4.98(s, 2H); 6.77(m, 3H); 7.1-7.5(m, 5H)

3.166 10.8(m, 3H); 1.1(m, 1H); 1.2(m, 2H); 1.4-1.7(m, 2H); 2.1(s, 3H); 2.85(d,
3H); 4.1(s, 3H); 5.0(s, 2H); 6.8(bs, 1H); 7.1-7.4(m, 9H)

3.170A |0.69(t, 3H); 1.05(m, 1H); 1.25(m, 2H); 1.5-1.7(m, 2H); 2.02(s, 3H);
2.91(4, 3H); 3.96(s, 3H); 4.98(s, 2H); 6.75(b. 1H); 6.9-7.5(m, 8H)

3.178 |0.85(m, 3H); 1.1-1.4(m, 4H); 1.6(m, 3H); 2.05(s, 3H); 2.95(d, 3H); 4.0(s, |.
3H); 5.0(s, 2H); 6.8(bs, 1H); 7.1-7.4(m, SH)

3.189 [0.8(d, 6H); 1.0(s, 4H); 1.2(s, 4H); 1.3(m, 1H); 1.9(m, 1H); 2.9(d, 3H);
4.0(s, 3H); 4.85(q, 2H); 6.8(bs 1H); 7.1-7.4(m, 9H)

3.917A |1.05(m, 1H); 1.15(s, SH); 1.4(m, 1H); 1.7(m, 1H); 2.07(s, 3H); 2.91(d,
3H):3.96(s, 3H); 4.98(s, 2H); 6.75(b, 1H); 6.9-7.6(m, TH)

8.16 |[1.3(m, 1H); 1.7 (m, 1H); 1.85 (s, 3H); 1.95 (m, 1H); 2.2 (m, 1H); 3.85 (s,
3H), 4.1 (s, 3H); 5.0 (s, 2H); 7.1 (m, 1H), 7.2 (m, 1H); 7.3 (d, 2H); 7.4-
7.6 (m, 3H). :

8.16A {1.19-1.30 (1H, m), 1.50-1.58 (1H, m), 1.75-1.85 (1H, m) 1.84 (3H, s),
2.06-2.14 (1H, m), 3.85 (3H, s), 4.05 (3H, s), 4.98 (2H, s), 7.03-7.49 (7H,
m).

8.16B [1.21-1.28 (1H, m), 1.40-1.52 (1H, m), 1.70 (3H, s), 2.18-2.23 (1H, m)
2.61-2.70 (1H, m), 3.80 (3H, s), 4.00 (3H, s), 4.97 (2H, s), 7.05-7.52 (TH,
m).

822 (1.4 (@, 2H); 1.65-1.8 (d, 3H); 2.1 (m, 2H); 3.8 (d, 3H); 4.0 (d, 3H); 5.0 (s,
2H); 6.8 (m, 2H), 7-7.2 (m, 2H); 7.3-7.5 (m, 3H).

8.200 |1.1(m, 1H); 1.2(s, 3H); 1.4(m, 1H); 1.8(m, 1H); 2.1(s, 3H); 3.9(s, 3H);
4.1(s, 3H); 5.0(s, 2H); 7.1-7.6(m, TH)

9.16 1.2 (m, 1H); 1.6 (m, 1H); 1.8 (s, 3H); 1.9 (m, 1H); 2.2 (m, 1H); 2.9 (d,
3H): 3.95 (s, 3H), 5.0 (s, 2H); 6.7 (bs, 1H); 7.1 (m, 1H), 7.2 (m, 1H); 7.3
(d, 2H); 7.4-7.6 (m, 3H).

9.16A }1.20-1.30 (1H, m), 1.51-1.58 (1H, m), 1.80-1.89 (1H, m), 1.82 (3H, s),

2.2 (1H,m), 2.89 (3H, d), 3.96 (3H, s), 4.98 (2H, s), 6.70 (1H, br), 7.05-
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7.48 (TH, m).

9.16B [1.22-1.30 (1H, m), 1.40-1.51 (1H, m), 1.70 (3H, s), 2.15-2.23 (1H, m),
9.60-2.69 (1H,m), 2.85 (3H, d), 3.90 (3H, s), 4.97 (2H, s), 6.70 (1H, bx),
7.09-7.51 (TH, m). '

9.22A (1.4 (t, 2H); 1.8 (s, 3H); 2.1 (m, 2H); 2.9 (d, 3H); 3.9 (s, 3H); 4.9 (s, 2H);
6.7 (bs, 1H); 6.8 (t, 2H); 7-7.2 (m, 2H); 7.3-7.5 (m, 3H).

9.22B |1.3 (m, 1H); 1.6 (m, 4H); 2.1 (m, 1H); 2.8 (m,: 4H); 3.9 (s, 3H); 4.9 (s,
2H); 6.7 (bs, 1H); 6.8 (t, 2H); 7-7.2 (m, 2H), 7.3-7.5 (m, 3H).

9.200 {1.1(m, 1H); 1.2(s, 3H); 1.4(m, 1H); 1.8(m, 1H); 2.1(s, 3H); 2.85(d, 3H);
3.9(s, 3H); 5.0(s, 2H); 6.8(bs, 1H); 7.1-7.5(m, TH)

*NMR data for compounds designated by A or B are data for one single
stereoisomer for R2C=N-0. Compounds without designation are a mixture of
stereoisomers and the data provided is for the major isomer.

Example 9

Numerous compounds of this invention were tested for fungicidal activity
in vivo against the diseases described below. The compounds were dissolved in a
i:l mixture of acetone and methanol and then diluted with a 2:1:1 mixture of
water, acetone and methanol (by volume) to achieve the appropriate
concentration. The solution was sprayed onto the plants and allowed to dry for
two hours. Then the plants were inoculated with fungal spores. Each test
utilized control plants which were sprayed with the appropriate solvent and
inoculated. For these protective tests, the plants were inoculated one day after
treating the plants with the compounds of this invention. The remainder of the
technique of each of the tests is given below along with the results for various
compounds described herein by the Compound # against the various fungi at a
dose of 150 grams per hectare or 38 grams per hectare. The results are percent
disease control as compared to the untreated check wherein one hundred was
rated as complete disease control and zero as no diseése control. The application
of the test fungal spores to the test plants was as follows:
Wheat Leaf Rust (WLR) |

Puccinia recondita (£. sp. tritici ) was cultured on 7-day old wheat (cultivar
Fielder) over a 12-day period in the greenhouse. Spores were collected from the
Jeaves by settling on aluminum foil. The spores were cleaned by sieving through

a 250-micron opening screen and stored dry. The dried spores were used within
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one month.. A spore suspension was prepared from dry uredia by adding 20 mg
(9.5 million spores) per ml of Soltrol oil. The suspension was dispensed into
gelatin capsules (0.7 ml capacity) which attach to the oil atomizers. One capsule
is used per flat of twenty 2-inch square pots of 7-day old plants, cultivar Fielder.
After waiting for at least 15 minutes for the oil to evaporate from the wheat
leaves, the plants were placed in a dark mist chamber (18-20°C and 100%
relative humidity) for 24 hours. The plants were then placed in the greenhouse
and evaluated after 12 days for disease.

Wheat Leaf Blotch (SNW)

Cultures of Septoria nodorum was maintained on Czapek-Dox V-8 juice
agar plates in an incubator at 20eC with alternating periods of 12 hours of light
and 12 hours of darkness for 2 weeks. A water suspension of the spores was
obtained by shaking the portion of the plate with fungal material in deionized

water and filtering through cheesecloth. The spore-containing water suspension

was diluted to a spore concentration of 3.0 x 106 spores per ml. The inoculum
was dispersed by a DeVilbiss atomizer over one-week old Fielder wheat plants -
which had been previously sprayed with the fungicide compound. The inoculated
plants were placed in a humidity cabinet at 20°C with alternating 12 hours of
Jight and 12 hours of darkness for 7 days. The inoculated seedlings were then
moved to a controlled environment room at 20°C for 2 days of incubation.

Disease control values were recorded as percent control.

Wheat Powderv Mildew (WPM)

Erysiphe graminis (f. sp. tritici) was cultured on wheat seedlings, cultivar
Fielder, in a controlled temperature room at 18°C. Mildew spores were shaken
from the culture plants onto 7-day old wheat seedlings which had been
previously sprayed with the fungicide compound. The inoculated seedlings were
kept in a controlled temperature room at 18°C and subirrigated. The percent
disease control was rated 7 days after the inoculation. Disease control values
were recorded as percent control.

Cucumber Powderv Mildew (CPM)

Sphaerotheca fulginea was maintained on cucumber plants, cultivar Bush

Charmpion, in the greenhouse. Inoculum was prepared by placing five to ten
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heavily mildewed leaves in a glass jar with 500ml of ivater containing 1 drop of
Tween 80 (polyoxyethylene monooleate) per 100 ml. After shaking the hiquid
and leaves, the inoculum was filtered through cheese cloth and misted onto the
plants with a squirt bottle mister. The spore count was 100,000 spores/m]l. The
plants were then placed in the gree.nhouse for infection and incubation. The
plants were scored seven days after inoculation. Disease control values were
recorded as percent control.

Tomato Late Blight (TLB)

Cultures of Phytophthora infestans were maintained on green pea-
amended agar for two to three weeks. The spores were washed from the agar
with water and dispersed with a DeVilbiss atomizer over the leaves of 3-week old
Pixie tomato plants which had been previously treated with compound of the
present invention. The inoculated plants were placed in a humidity cabinet at
20°C for 24 hours for infection. The plants were then removed to a controlled
environment room at 20°C and 90% humidity. The plants were scored for
disease control after five days.

Grape Downy Mildew (GDM)

Plasmopara viticola was maintained. leaves of grape plants, cultivar
Delaware, in a controlled temperature chamber at 20°C in humid air with
moderate light intensity for 7 to 8 days. A water suspension of the spores from

infested leaves was obtained and the spore concentration was adjusted to about 3

x 109 per ml of water. Delaware grape plants were inoculated by spraying the
underside of leaves with a De Vilbiss atomizer until small drops were observed
on the leaves. The inoculated plants were incubated in a mist chamber for 24
hours at 20°C. The plants were then removed to a controlled environmental
room at 20°C. Disease control values were recorded as percent control seven
days after inoculation.

Rice Blast (RB)

Cultures of Pyricularia oyrzae were maintained on potato dextrose agar
for two to three week. The spores were washed from the agar with water

containing 1 drop of Tween 80 per 100ml. After filtering the spore suspension

through two layers of cheese cloth, the spore count was adjusted to 5 x 109 per
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m] of water. The spore suspension was sprayed onto 12-day old rice plants,
cultivar M-1, using a DeVilbiss atomizer. The inoculated plants were placed in
a humidity at chamber 20°C for 36 hours to allow for infection.. After the
infection period the plants were placed in the greenhouse. After 6 days, the
plants were scored for disease control. Disease control values were recorded as

percent control.

Cucumber Downy Mildew (CDM)

The cultures of Pseudoperonospora cubensis were maintained on cucumber
plants. Leaves showing excellent sporulation were frozen in glass jars at -40°C:
After extracting the spores by shaking the leaves in water, the lower surface of -
the treated cucumber leaves were sprayed with a spore concentration of 100,000
spores per ml of water. The cucumber plants were placed in a Dew Chamber at
20°C for 24 hr. After this infection period, the plants were placed in a growth
chamber at 20°C and 90% humidity for 5 days. After severe infection was
observed, the leaves were examined for disease development. Disease control
values were recorded as percent control.

Cucumber Anthracnose (CA)

The fungal pathogen Colletotrichum lagenarium was cultured on potato
dextrose agar (PDA) in the dark at 22 C for a period of 8 to 14 days. Spores of C.
lagenarium were removed from the PDA plates by flooding the plate surface with
distilled water, amended with 0.5% v/w of yeast extract. The upper surface of
the fungal colony was scraped with a blunt instrument until most of the spores
Were‘released into the aqueous environment. The spore suspension was filtered
though cheesecloth, and the spore count was adjusted by adding more water,
containing the yeast extract, until 3.0 x 106 spores per ml of water was achieved.

Tomato Earlv Blight (TEB)

Cultures of Alternaria solani were grown on V-8 juice agar plates at room
temperature under fluorescent lights (12 hr light, 12 hr daxk) for 2 weeks. A
suspension of the spores was obtained flooding the surface of the agar plate with
a 0.5% solution of yeast extract in distilled water. The surface of the agar plate
was scraped lightly with a blunt plastic instrument to release the spores into the

liquid. The spore suspension was filtered through cheesecloth, and the spore
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concentration was adjusted to approximately 80,000 spores per ml. Tomato
plants (cv. Patio hybrid) were approximately 18-days old af time of treatment
with experimental compounds. Following treatment, the plants were placed in
the greenhouse for 1 day. After this period, the plahts were inoculated with
freshly prepared spore suspension using a DeVilbiss atomizer. The spore
suspension was applied to the upper surface of the leaves. After inoculation, the
plants were placed in a Dew Chamber at 20°C for 24 hr to allow for infection.
The plants were then transferred to a srowth chamber at 22°C and 80%
humidity for three days. Disease control values were recorded a percent control.
The chemically-treated cucumber plants were 15-days old, cultivar Bush
Champion. The upper leaf surface of the plants were sprayed with the spore

suspension until runoff, using a hand-held pump spréy bottle. The plants were

‘placed in a fluorescent-lighted mist chamber (12 br light, 12 hr dark) for 48

hours. After that infection period, the plants were placed in a growth chamber
for 3 days at 25 C and 90% humidity. The treated plants were then evaluated

for disease control. Disease control values were recorded as percent control.

Wheat Helminthosporium (HEL)

The fungal pathogen, Helminthosporium sativum (also known as Bipolaris
sorokiniana), was cultured on V8 agar media at room témperature under
fluorescent lights (12 hr on, 12 hr off) for a period of two to four weeks. Spores of
H. sativum were removed from the V8 agar plates by flooding the plate surface
with distilled water, amended with 0.5% v/w of yeast extract and 1 drop of
Tween-80 per 100 ml. The upper surface of the fungal colonies were rubbed
Lightly with a plastic instrument until most of the spores were released into the
aqueous environment. The spore suspension was filtered though cheesecloth,
and the spore count was adjusted by adding additional water containing the
yeast extract and Tween-80, until a spore count of 60,000 to 80,000 spores per ml
was achieved.

Chemically-treated wheat plants were sprayed with the spore suspension
until runoff, using a hand-held pump spray bottle. The plants were placed in a
fluorescent-lighted mist chamber for 24 hours. After that infection period, the

plants were placed in a growth chamber for 1-2 days at 24 °C with 14 hour
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photoperiod and 20 °C at night. The treated plants were then evaluated for
disease control. Disease control values were recorded as percent control.

When tested against wheat leaf rust at 150 grams per hectare compounds
2.11, 2.1686, 3.11, 3.144, 3.166, 3.178, 9.16 and 9.224 exhibited 100% control and
when tested at 38 grams per hectare compounds 2.12, 2.144, 2.184, 2.34, 2.70,
9.917, 3.124, 3.17, 3.184, 3.20, 3.344, 3.40A, 3.70A and 9.200 exhibited 95% or
better control.

When tested against wheat leaf blotch at 150 grams per hectare
compounds 3.11, 3.144, 9.16 and 9.22A exhibited 90% or better control and
when tested at 38 grams per hectare compounds 2.11, 2.12, 2.17, 2.184, 2.166, -
9.917, 3.124, 3.17, 3.184, 3.20, 3.34A, 3.704, and 3.217A exhibited 30% or better
control.

When tested against wheat powdery mildew at 150 grams per hectare

.compounds 2.11, 2.166, 9.16, and 9.22A exhibited 90% or better control and

when tested at 38 grams per hectare compounds 2.184, 2.20, 2.70, 2.217, 3.20,
3.404, and 3.217A exhibited 90% or better control.

When tested against cucumber powdery mildew at a dose of 150 grams per
hectare compounds 3.11, 3.144, 8.16, 9.16 and 9.22A exhibited 100% control and
when tested at 38 grams per hectare compounds 2.184, 2.34, 2.217, 3.12, 3.17,
3.184, 3.20, 3.34A, 3.40A and 3.217A exhibited 99% or better control.

When tested against tomato late blight at 150 grams per hectare
compounds 3.11, 3.144, 8.16, 9.16 and 9.22A exhibited 95% or better control and
when tested at 38 grams per hectare compounds 2.14A,_2.17, 2.184, 2.20, 3.124A,
3.17, 3.184, 3.20, 3.40A, 3.70A and 3.217A exhibited 95% or better control.

When tested against grape downy mildew at 150 grams per hectare
compounds 3.11, 9.16, and 9.22A exhibited 100% control.

When tested against rice blast at 150 grams per hectare compounds 3.11,
3.14A, 8.16, 9.16, and 9.22A exhibited 95% or better control and when tested at
38 grams per hectare compounds 2.12, 2.14A, 2.184, 2.20, 2.20B, 3.124, 3.17,
3.184, 3.20, 3.40A and 3.217A exhibited 90% or better control.

When tested against cucumber downy mildew at 150 grams per hectare

compounds 3.11, 3.14A and 9.16 exhibited 95% or better control and when
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tested at 38 grams per hectare compounds 2.144, 2.17, 2.20, 3.17 and 3.20
exhibited 90% or better control and when tested at 9 grams per hectare
compound 9.22A exhibited 100% control.

When tested against cucumber anthracnose at 150 grams per hectare
compoundsbompounds 3.11, 3.14A, 9.16 and 9.22A exhibited 100% control and
when tested at 38 grams per hectare compounds 2.12, 2.144, 2.17, 2.184, 2.20,
2.34, 2.70, 2.166, 2.217, 3.124, 3.17, 3.184, 3.20, 3.344A, 3.404, 3.704, 3.166,
3.178, 3.2174, 8.16, 8.200 and 9.200 exhibited 95% or better control.

When tested against tomato early blight at 38 grams per hectare
compounds compounds 2.144, 2.17, 2.20, 3.11, 3.144, 3.17, 3.20, 3.166, .16, 9.16
and 9.200.exhibited 95% or better control.

The surprising activity of the compounds of this invention is demonstrated

through comparison of these compounds with similarly substituted compounds in

tests as described above. The following table provides data for Example
compound 9.16 (wherein R7 is 2,6-dichlorophenyl and Re is hydrogen) in a side-
by-side compared to a similar compound wherein R is 4-fluorophenyl and Rs is
hydrogen (comparison example 1 - CE-1) and a compounbd wherein R7 is 4- |

chlorophenyl and R¢ is hydrogen (CE-2):

Dose
Compound |gha [CA |CPM|{RB |SNW|TEB |WLR [WPM
9.16 25 100 | 100 [98 95 95 95 85
9.16 6 99 95 90 95 85 90 0
CE-1 25 99 100 | 95 80 95 95 |80
CE-1 6 85 80 85 75 95 90 80
CE-2 25 90 99 90 95 95 90 50
CE-2 6 80 85 85 85 95 85 0

The following table provides data for Example compound 9.16 (wherein R7
is 2,6-dichlorophenyl and Re is hydrogen) in a different side-by-side test
compared to CE-1 and a similar compound wherein R7 is phenyl and R 1s
hydrogen (CE-3):

Dose
Compound [gha | CA | CPM |SNW | TEB | WLR | WPM
9.16 38 99 100 |90 100 {98 85
9.16 9 98 95 90 95 90 75
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9.16 2 85 |75 80 SO |90 50
9.16 0.5 0 0 0 75 |50 0
CE-1 38 75 |90 90 85 98 85
CE-1 9 75 |75 80 90 85 50
CE-1 2 0 0 50 0 . |80 0
CE-1 0.5 0 0 0 0 50 0
CE-3 38 75 |50 80 95 85 0
CE-3 9 50 |0 50 75 80 0
CE-3 2 0 0 50 0 50 0
CE-3 0.5 0 0 0 |0 0 0

The following table provides data for Example compound 9.16 (wherein R7
is 2,6-dichlorophenyl and Re is hydrogen and) in another side-by-side test

compared to CE-2 (R7 is 4-chlorophenyl and Rg is hydrogen):

."‘-\»
~ Dose
Compound |g/ha |CA |CDM |[CPM |RB |SNW|TLB | WLR | WPM
9.16 38 100 100 100 98 |99 100 |99 90
9.16 9 95 99 100 95 195 90 99 85
9.16 2 835 100 80 80 |95 80 99 50
9.16 0.5 50 75 0 80 |90 50 90 0
CE-2 38 85 100 100 95 {90 100 100 90
CE-2 9 75 100 90 85 |95 - |100 |99 80
CE-2 2 0 100 50 50 |80 85 85 50
CE-2 0.5 |0 75 |0 0 |75 150 |75 0
The following table provides data for Example compound 3.11 (wherein Re
is methyl and R7 is phenyl) in a side-by-side test compared to CE-3 (Rs is
(\ hydrogen and R7 is phenyl):
"
Compound | Dose |CA |CPM |HEL |SNW | TEB |WLR |WPM
g/ha
3.11 150 - 95 80 99 100 98 85
3.11 38 99 85 80 95 100 99 75
3.11 9 98 75 0 85 90 95 50
3.11 2 90 0 0 80 80 85 0
3.11 0.5 0 0 0 50 0 75 0
CE-3 150 85 85 50 85 100 98 75
CE-3 38 75 50 0 80 95 85 0
CE-3 9 50 0 0 50 75 80 0
CE-3 2 0 0 0 50 0 50 0
CE-3 0.5 0 0 0 0 0 0 0

(1]
n



-

e g

6o
WO 11/87826 PCT/USO1/15451

The following table provides data for Example compound 3.20 (wherein Re
is methyl and Ry is 4-fluorophenyl) in a side-by-side test compared to CE-1
(wherein Rs is hydrogen and R7 is 4-fluorophenyl):

Dose
Compound | g/ha |CA | CPM |HEL |SNW |TEB |WLR | WPM
3.20 150 |99 100 |85 99 195 100 |90
3.20 38 98 90 80 99 95 100 |85
3.20 9 99 80 80 95 100 |99 80
3.20 2 75 50 75 90 80 90 75
3.20 0.5 |0 0 0 80 0 80 0
CE-1 150 |95 100 |75 /P 190 98 85
CE-1 38 75 90 50 90 85 98 85
CE-1 9 75 75 0 80 90 85 50
CE-1 | 2 0 0 0 50 0 80 0
CE-1 o5 10 0 0 0 0 50 0

‘ The compounds of this invention are useful as agricultural fungicides and,
as such, can be applied to various loci such as the seed, the soil or the foliage of
plants to be protected.

The compounds of this invention can be applied as fungicidal sprays by
methods commonly employed, such as conventional high-volume hydraulic
sprays, low-volume sprays, air-blast spray, aerial sprays and dusts. The dilution
and rate of application will depend upon the type of equipment employed, the
method of application, plants to be treated and diseases to be controlled.
Generally, the compounds of this invention will be applied in amount of from
about 0.005 kilogram to about 50 kilograms per hectare and preferably from
about 0.025 to about 25 kilograms per hectare of the active ingredient.

As a seed protectant, the amount of toxicant coated on the seed is usually
at a dosage rate of from about 0.05 to about 20, preferably from about 0.05 to
about 4, and more preferably from about 0.1 to about 1 grams per hundred
kilograms of seed. As a soil fungicide the chemical can be incorporated in the
soil or applied to the surface usually at a rate of from about 0.02 to about 20,
preferably from about 0.05 to about 10, and more preferably from about 0.1 to
about 5 kilograms per hectare. As a foliar fungicide, the toxicant is usually

applied to growing plants at a rate of from about 0.01 to about 10, ﬁreferably
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from about 0.02 to 5, and more preferably from about 0.25 to about 1 kilograms
per hectare.

Inasmuch as the compounds of this invention display fungicidal activity,
these compounds can be combined with other known fungicides to provide broad
spectrum activity. Suitable fungicides include, but are not limited to, those
compounds listed in U.S. Patent Number 5,252,594 (see in particular columns 14
and 15). Other known fungicides which an be combined with the compounds of
this invention are dimethomorph, cymoxanil, thifluzamide, furalaxyl, ofurace,
benalaxyl, oxadixyl, propamocarb, cyprofuram, fenpiclonil, fludioxonil,
pyrimethanil, cyprodinil, triticonazole, fluquinconazole, metconazole,
spiroxamine, carpropamid, azoxystrobin, kresoxim-methyl, metominostrobin
and trifloxystrobin.

The compounds of this invention can be advantageously employed in
various ways. Since these compounds possess broad spectrum fungicidal
activity, they can be employed in the storage of cereal grain. These compounds
can also be employed as fungicides in cereals including wheat, barley and rye, in
rice, peanuts, beans and grapes, on turf, in fruit, nut and vegetable orchards,
and for golf course applications.

Examples of diseases against which the compounds of the invention are
useful include helminthosporium of corn and barley, wheat and barley powdery
mildew, wheat leaf and stem rusts, barley stripe and leaf rust, tomato early
blight, tomato late blight, peanut early leaf spot, grape powdery mildew, grape
black rot, apple scab, apple powdery mildew, cucumber powdery mildew, brown
rot of fruits, botrytis, bean powdery mildew, cucumber anthracnose, wheat
septoria nodorum, rice sheath blight and rice blast
' Compositions and formulations according to the present invention may
also include known pesticidal compounds. This expands the spectrum of activity
of the preparation and may give rise to synergism. Suitable insecticides known
in the art include those listed in U.S. Patent 5,075,471, see in particular columns
14 and 15.

The compounds of the present invention can be used in the form of

compositions or formulations. Examples of the preparation of compositions and
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formulations can be found in the American Chemical Society publication
"Pesticidal Formulation Research," 1969), Advances in Chemistry Series No. 86,
written by Wade Van Valkenburg; and the Marcel Dekker, Inc. publication
"Pesticide Formulations”, 1973) edited by Wade Van Valkenburg. In these
compositioné and formulations, the active substance is mixed with conventional
inert agronomically acceptable (i.e., plant compatible and/or pesticidally inert)
pesticide diluents or extenders such as solid carrier material or liquid carrier
material, of the type usable in conventional pesticide compositions or
formulations. By "agronomically acceptable carrier” is meant any substance
which can be used to dissolve, disperse of diffuse the active ingredient in the

2 composition without impairing the active ingredient's effectiveness and which by

= itself has no significant detrimental effect on the soil, equipment, desirable
plants, or agronomic environment. If desired, adjuvants such as surfactants,
stabilizers, antifoam agents and anti-drift agents may also be combined.

Examples of compositions and formulations according to the invention are

aqueous solutions and dispersions, oily solutions and oil dispersions, pastes,
dusting powders, wettable powders, emulsifiable concenﬁrates, flowables,
granules, baits, invert emulsions, aerosol compositions and fumigating candles.
Wettable powders, pastes, flowables and emulsifiable concentrates are

concentrated preparations which are diluted with water before or during use. In

— such formulations, the compounds are estended with a liquid or solid carrier

fA
\

and, when desired, suitable surfactants are incorporated. Baits are preparations
generally comprising a food or other substance atiractive to insects, that includes
at least one compound of the instant invention.

It is usually desirable, particularly in the case of foliar spray formulations,
to include adjuvants, such as wetting agents, spreading agents, dispersing
agents, stickers, adhesive and the like in accordance with agricultural practices.
A listing of such adjuvants commonly used in the art, and a discussion of
adjuvants, can be found in many references, such as in the John W. McCutcheon,
Inc. publication "Detergents 'and Emulsifiers, Annual.”

The active compounds of the present invention may be employed alone or

in the form of mixtures with one another and/or with such solid and/or liquid
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dispersible carrier vehicles and/or with other known compatible active agents,
especially plant protection agents, such as other insecticides; arthropodicides,
nematicides, fungicides, bactericides, rodenticides, herbicides, fertilizers, growth-
regulating agents, synergists.

In the compositions of the invention, the active compound is present in an
amount substantially between about 0.0001 (1:999,999) -99 (89:1) % by weight.
For compositions suitable for storage or transportation, the amount of active
ingredient is preferably between about 0.5 (1:199) -90 (9:1) % by weight, and
more preferably between about 1 (1:99) -75 (3:1) % by weight of the mixture.
Compositions suitable for direct application or field application generally contain
the active compound in an amount substantially between about 0.0001
(1:999,999) -95 (19:1) %, preferably between about 0.0005 (1:199,999) -90 (9:1) %
by weight, and more preferably between about 0.001 (1:99,999) -75 (3:1) %.by
iveight of the mixture. The composition can also be stated as a ratio of the
compound to the carrier. In the present invention the weight ratio of these
materials (active compound/carrier) can vary from 99:1 (99%) to 1:4 (20%) and
more preferably from 10:1 (91%) to 1:3 (25%). '

In general, the compounds of this invention can be dissolved in certain
solvents such as acetone, methanol, ethanol, dimethylformamide, pyridine or
dimethyl sulfoxide and such solutions can be diluted with water. The
concentrations of the solution can vary from about 1% to about 90% with a
preferred range being from about 5% to about 50%.

For the preparation of emulsifiable concentrates, the compound can be
dissolved in suitable organic solvents, or a mixture of solvents, together with an
emulsifying agent to enhance dispersion of the compound in water. The
concentration of the active ingredient in emulsifiable concentrates is usually
from about 10% to about 90%, and in flowable emulsion concentrates, can be as
high as about 75%.

Wettable powders suitable for spraying, can be prepared by admixing the
compound with a finely divided solid, such as clay, inorganic silicate and
carbonate, and silica and incorporating wetting agents, sticking agents, and/or

dispersing agents in such mixtures. The concentration of active ingredients in
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such formulations is usually in the range of from; about 20% to about 99%,
preferably from about 40% to about 75%. A typical wettable powder is made by
blending 50 parts of a compound of Formula I, 45 parts of a synthetic
precipitated hydrated silicon dioxide and 5 parts of sodium lignosulfonate. In
another preparation a kaolin type (Barden) clay is used in place of the synthetic
precipitated hydrafed silicon dioxide in the above wettable powder, and in
another such preparation 25% of the silicon dioxide is replaced with a synthetic '
sodium silicoaluminate.

Dusts are prepared by mixing compounds of Formula I, or the
enantiomorphs, salts and complexes thereof with finely divided inert solids
which can be orgaﬁic or inorganic in nature. Materials useful for this purpose
include botanical flours, silicas, silicates, carbonates and clays. One convenient
method of preparing a dust is to dilute a wettable powder with a finely divided
carrier. Dust concentrates containing from about 20% to about 80% of the active
ingredient are commonly made and are subsequently diluted to from about 1% to
about 10% use concentration.

In addition to the aforementioned ingredients the preparations according'
to the invention may also contain other substances commonly used in
preparations of this kind. For example, a lubricant, such as calcium stearate or
magnesium stearate, may be added to a wettable powder or to a mixture to be
granulated. Furthermore there may, for example, be added "adhesives" such as
polyvinylalcohol-cellulose derivatives or other colloidal materials, such as casein,

to improve the adherence of the pesticide to the surface to be protected.
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WE CLAIM:

1. A compound of the formula:

Rs

Ry Rs

wherein Xis Nor CH; Zis O, S, or NRg;

A is hydrogen, halo, cyano, (C;-C;5)alkyl, or (C,-C,s)alkoxy;

R, and R4 are independently hydrogen or (C,-Calkyl;

R, is hydrogen, (C;-C,)alkyl, halo(C;- Cpalkyl, (C;-Cy)cycloalkyl, halo(Cs,-
Cg)cycloalkyl, (C,-Cpalkenyl, halo(C,-C,alkenyl, (C,-CJalkynyl,
halo(C,-Cpalkynyl, or cyano; A ,

R, is hydrogen, (C;- Cpalkyl, halo(C;- Cpalkyl, (C3-Coeycloalkyl, hald(Cs-
Cgcycloalkyl, (C,- Cpalkenyl, halo(C,- Cpalkenyl, (C,- Cpalkynyl, or
halo(C,- C,)alkynyl;

R, and R, are independently hydrogen, (C,- Calkyl, halo(C,- C palkyl,
(C,-Cy)eycloalkyl, halo(C4-Cg)eycloalkyl, (Co- Calkenyl; halo(C,-
C,alkenyl, (C,-C,)alkynyl, halo(C,- C,)alkynyl, halo, cyano, or (C,-
Cpalkoxycarbonyl;

and wherein _

A) R, is aryl or heterocyclic ring wherein the aryl or heterocyclic ring is
substituted with from 2 to 5 substituents and wherein the positions on
the aryl or heterocyclic ring adjacent to the bond to the cyclopropyl ring
are both substituted and R is hydrogen, (C;- Cpalkyl, halo(C;-
Cpalkyl, (C,-Cycycloalkyl, halo(C,-Cg)eycloalkyl, (Cy- Cpalkenyl,
halo(C,- Calkenyl, (C,- Cpalkynyl, halo(C,- Cpalkynyl, halo, cyano, or
(C,-Cpalkoxycarbonyl;
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or
B) R, is an aryl or heterocyclic ring wherein the aryl or heterocyclic ring is

unsubstituted or substituted from 1 to 4 substituents wherein at least
one of the positions on the aryl or heterocyclic ring adjacent to the bond
to the cyclopropyl ring is a hydrogen and Ry is selected from the group
consisting of (C,- C,)alkyl, halo(C,- C,)alkyl, (C;-Cg)cycloalkyl, halo(Cs-
Cgcycloalkyl, (C,- Calkenyl, halo(C,- Calkenyl, (C,- Cpalkynyl,
halo(C,- C,alkynyl, halo, cyano, or (C,-Cyalkoxycarbonyl;

and their salts, complexes, enantiomorphs, stereoisomers;

and mixtures thereof.

The compound of claim 1, wherein X is CH, Z is O, R, is (C;-Calkyl, and R,
is H.

The compound of claim 2, wherein R, is 2,6-dichlorophenyl, 2,6-
difluorophenyl, 2,6-dibromophenyl, 2,6-bis(triflucromethyl)phenyl, 2,3,6-
trichlorophenyl, 2,3,6-trifluorophenyl, 2,3,6-tribromophenyl, 2,3,6-
tris(triﬂuorométhyl)phenyl, 2,4 6-trichlorophenyl, 2,4,6-trifluorophenyl, 2,4,6-
tribromophenyl, or 2,4,6-tris(trifluoromethyl)phenyl.

The compound of claim 2, wherein Rz is 2,6-difluorophenyl or 2,6-

dichlorophenyl.

The compound of claim 1, wherein X is N, Z is O or NH, R, is (C;-Cpalkyl and
R;1s H.

The compound of claim 5, wherein R, 1s 2,6-dichlorophenyl, 2,6-
difluorophenyl, 2,6-dibromophenyl, 2,6-bis(trifluoromethyl)phenyl, 2,3,6-
trichlorophenyl, 2,3,6-trifluorophenyl, 2,3,6-tribromophenyl, 2,3,6-
tris(trifluoromethyl)phenyl, 2,4,6-trichlorophenyl, 2,4,6-trifluorophenyl, 2,4,6-
tribromophenyl, or 2,4,6-tris(trifluoromethyljphenyl.
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The compound of claim 5, wherein Ry is 2,6-difluorophenyl or 2,6-

dichlorophenyl.

8. The compound of claim 1, wherein the compound is N-methyl-2-[2-((trans-1-
(2-(2,6"-dichlorophenyl)cyclopropyl)ethylidene)aminooxymethyl)phenyl]-2-

methoxyiminoacetamide.

9. The compound of claim 2, wherein Rq is (C,-Cpalkyl and R, is phenyl, 2-
chlorophenyl, 3-chlorophenyl, 4-chlorophenyl, 4-fluorophenyl, 4-bromophenyl,
2-(trifluoromethyl)phenyl, 2,4-dichlorophenyl, 2,4-difluorophenyl, 2,4-
dibromophenyl, 2,4-bis(trifluoromethyl)phenyl, 2-chloro-4-fluorophenyl, or 2-
fluoro-4-chlorophenyl.

10.The compound of claim 5, wherein Ry is (C,-Cpalkyl and R, is phenyl, 2-
chlorophenyl, 3-chlorophenyl, 4-chlorophenyl, 4-fluorophenyl, 4-bromophenyl,
2-(trifluoromethyl)phenyl, 2,4-dichlorophenyl, 2,4—diiﬂuoropheny1, 2,4- .
dibromophenyl, 2,4-bis(trifluoromethyl)phenyl, 2-chloro-4-fluorophenyl, or 2-
fluoro-4-chlorophenyl.

11.The compound of claim 1 where the compound is N-methyl 2-[2-((trans-1-(2-
(4’~ﬂuorophenyl)-2-methylcyclopropyl)ethyh'dene)aminooxymefhyl)phenyl]-2-
methoxyiminoacetamide, N-methyl 2-[2-((trans-1-(2-(2',4-difluorophenyl)-2-
methylcyclopropyl)ethylidene)aminooxymethyl)phenyl]-2-
methoxyiminoacetamide, methyl 2-[2-((trans-1-(2-(2’,4"-difluorophenyl)-2-
methylcycloproi)yl)eﬁhylidene)amjnooxymethyl)phenyl]-2-
methoxyiminoacetate.

12.A method of preparation of the compounds of claim 4 wherein X is N, Z is O,
and Rg is (C,-Cpalkyl comprising the step of reacting methyl (F)-2-
(aminooxymethyl)phenyl glyoxylate O-methyloxime with a 1-arylor 1-
heteroa:yl-1-(01-CQalkyl-Z-((C=O)(Cl-C‘Qalkyl)cyclopropane.
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13.A fungicidal composition comprising an agronomically acceptable carrier and
the compound of claim 1, wherein the ratio of the carrier to the compound 1s

between 99:1 and 1:4.

14.A method for controlling phytopathogenic fungi which comprises applying the
compound of claim 1 to the locus where control is desired, at a rate of from

0.005 to 50 kilograms per hectare.
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licencias de uso de esos derechos; b) Las acciones de
competencia desleal, proteccién del consumidor, oposiciones u

——observaciones, cancelacién.administrativa o judicial, nulidad,. ... .

Alavuelta_

© CAVELIER ABOGADOS
WPPODERE-21 (MINUTA N°12.1.1.2.9.r USA)

in . \
on__ ——
and do l\em% appoint GERMAN CAVELIER, tpa. 832;
GONZALO P DC;’MO, a. 831; EMILIO FERRERO, tpa.
31929; and LUZ CLEMEN DE PAEZ, tpa. 23555; domiciled.
at Carrera 4* N? 72-35, Bogota, Colombia, in due compliance
with the terms of Paragraphlst. of Article543 of the
Commercial_Code, the first as principal and the others as
alternates, in the order of eir appointment, as our
representatives for all industrial propertz; matters with faculty
to receive notifications and to appoint attomneys in and out of
Court. The first alternate shall replace the principal in case of
his absence or of temporal or definitive impediment. The same
rule will apply when the second alternate representative is to
replace the first one, or when the third is to replace the first or
second alternates in their turn, or both of them, second. In such
cases, the principal representative, or the shall state their
intention not to act as representatives through a declaration
given before a Notary Public in Colombia, or before a Notary or
another Public Officlal or a Colombian Consul abroad; and in
case of impediment, the appropriate certificate shall suffice. If

?:ﬂ/ of the appointees were to be definitely absent, the
o

wing alternate shall take his place. When the absence or
impediment of the grindpal representative, or of the first or
gsecond alternate in their turn ceases, the reptesentaﬁon can be
taken again in their sequernce, by the gnndpal, the first or
second alternate depending on case, and the mere fact or its
exercise will suffice. The exercise of the representation by the
first, second or third alternates in their turn shall end at such
time.

In addition, we grant a Power of Attorney in favor ‘of the
above-named attorneys-at-law so that they may obtain the
protection of my (our) industrial property and against the
unfair competition, for which geurpose 1 (we) authorize the said
attorneys to represent me (us) before any authorities or persons,
with or without jurisdiction, specially those administrative,
administrative contentious and judicial, as well as before
Arbitration Court, in all matters concerning the follawing: 2}
Obtainment of patents, utility models and industrial designs;
the registration of trademarks, collective, defensive and service
marks, slo; , commercial names, trade emblems, vegetal
varieties and denominations of origin; its renewal, assignment,
change of name or domicile, voluntary cancellation; and the

——registration of licenses of use of the above rights; b) Actions of

e
4 00 DEL CIRCULO
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medidas cautelares, concesién de licencias, la tutela, la Qnfair competition, protection to the consumer, oppositions or -
proteccion de secretos industriales, y en general los juicios observations, administrative or Court cancellation, nullity,
civiles, penales, administrativos o contencioso-administrativos infringement, grantin of licenses, the action for writ
relacionados con estos derechos; acciones y procesos que mandamus, the protection of trade secrets, and in general the
promovamos o se nos promuevan Y para que en todos los civil, penal, and administrative suits relating to those rights;
asuntos arriba determinados, puedan sustituir este mandato, actions and suits institued by me (us) or against me (us). And
transigir, conciliar, admitir los hechos del proceso, desistir, that in all the above matters they may substitute this Power of
cancelar, recibir, renunciar, y ratificar los actos de agentes Attorney, compromise, conciliate, admit the facts of the case,
oficiosos. ot desist, ‘cancel, receive, resign, and ratify acts done by

representatives without a power of attorney.

Given and signed this/Dado y firmado hoy
/géraa:cj b, 1918

infen__Indianapolis, Indiana 46268

United States or America

ol L Ldide

Signature Firma
Kenneth L. Loertscher
Assistant Secretary

;™ & General Patent Counsel

in, @
2t COMO HOTARIC SEXTC &4Ceru
0S SANTARE OF SOGOU-.,HI\GZ
ESTACOPIA FORESTATICA COND




Consilads Gonerad do Colombeiz

. . 500 NORTH MICHIGAN AVENUE, SUITE 2040
v CHICAGO, ILUNOIS 60611

N . TEL. (312)923-1196 FAX(312)923-1197

3 No. ‘95(% Chicago, FEB 2 0 1gg8

N El suscrito Cé sul G)eneral de Colombia,CERTIFICA, que el sefior ka)
' MAEY -quien como

SECRETAMA Ve FnALA £STAl M.

firma del su;natarlo del poder precedente, ejercia en la fecha las

2
:,,

v

1

autent1c6 la

4 funciones 1nd1cadas y su firma corresponde a la registrada ‘en este

N * * consulado; que la compaifa_D0W AGBRO SCIEAL (F’S ¥l LC:

. - es una sociedad «constituida de acuerdo con las leyes de

‘ Yol A wARS y cumple su objeto conforme a las mismas;
f . -
D que el (a) sefor (a) __ KENNETH L. LOEKTéCﬁ’C/Z.
. ~ quien en su cardcter de CTPRES & XTANTE LE@A [

’

v deila citada comparlnia confiere el poder precedente es’. su
. ' : i

representante legal en este pais. - o

-.—-

El Cénsul General no asume responsabilidad alguna por el contenldo
del documento.

PAGADO IMPUESTO DE TIMBRE Y DERECHOS CON:

-

M
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'? ‘tSANTrL& 0 BOGOTA. ‘HAGD CONSTAR QUE.
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IMAL GUE it T A
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WNITED STATES OF AMERICA =

CERTIFICATE OF OFFICE

STATE OF IND{ANA

1 Sue Anne Gilroy

. Secretary of State of Indiana, DO HEREBY CERTIFY: That,

Lydia S. Owens

was duly elected

according to records on tile in iy office

or 'appointcd to the office of Notary Public

inand for—____Hendricks County

and that the term of said office included the date of

February 6,

1998 : that to all his/her official acts as said otfi-

cial, full faith and credit ought to be given in all Courts of
Justice and clsewhere, In testimony whereof, [ have here unto

set my hand and affixed thé Great Seal of the State of Indiana,

(F SA \uq;L (,- eo\,on. HA(‘O CONaIAR ouE \
FETALOPIA FOT0E ATICA co«cmeconsLonn\*
GINAL GUE J ;

TENISO A LA VISTA

at [ndianapolis, this. Tenth day of
February .1998
,,&4, &ﬂaw,&@m)
- 4Secratary of Stw
G
by: //é.-l/ \2’?[
7 Os&atv /



CERTIFICADO NOTARIAL MNDIVIDUO)

FEBRERO de1g 98
ESTADO DE INDIANA
KENNETH L. LOERTSCHER

Alos _§_ dias del mes de

-ante mi, Notario PAiblico de

mmguecié(eron) personalmente

TR v e

B
%‘e

NOTARIAL CERTIFICATE (INDIVIDUAL)

On this _é_d_day of ?{'ﬁ"w‘-f"u;]/ 19 97
before me, a Notary Public of \g‘(lll—ft o;/ J"C"Lavw\_
personally appeared K einelf. C (e loelar

a quien(es) doy fe de conocer y me consta que es(son) la(s)
persona(s) firmante(s) del documento que precede, y quien(es)
tiene(n) capacidad legal para otorgarlo.

CERTIFICADO NOTARIAL (SOCIEDAD)

Hoy, 6 de_ FEBRERO de1o 98

comparecié(eron) ante o

KENNETH L. LOERTSCHER

Notario Piiblico — Notary Public

to me known, end known to me to be the person(s) who
executed that foregoing document, and who has(have) legal
capacity to execute it.

NOTARIAL CERTIFICATE (CORPORATION)

On this £ ¢ day of %dww/ 19.98

appeared before me

* a quien(es) conozco personalmente y que firma(n) este documen
to en representacién de la Socledad /companifa

de;\onunada Dow AgroSciences LLC

Kenneth L. Loertscher

\
pA

rsonally and who(m) signed thh%ocumenz as
&W&W&&W i

who(m) | know

representative(s of the Limited
Liability

named Dow AgroSciences LLC Company,

ertifico:

'Al. Que he visto los siguientes documentos:*

CERTIFICADO DE CONSTITUCION,FECHADO 1 JULIO 19
CERTIFICADO DE MCDIFICACION,FECHADO 1 OCT. 199
,RESOLUCION JUNTA DIRECTIVA, FECHADO 23 0CT,199
COMSENTIMIENTO ESCRITO DE LA JUNTA,1 JULIO 199

* 2.:Qire dichos documentos prueban lo siguiente:
2.1. Que Dow AgroSciences LLC

€3 una Sociedad/Compafifa legalmente constitui{da y existente

“de acuerdo con las leyes de 1_EStado de Delaware,

‘Estados Unidos de América

I Certify: -
1. That | have seen the following documents:*

Certificate of formation, dated July 1, 1997
Certificate of amendment, dated October 1, 1997
Board resolution, dated October 23, 1991

Board written consent, dated July 1, 1997

2. That the above documents duly prove the following:

2.1.That Dow AgroSciences LLC

Limited Liability
is a QARPURAIFENCompany legally constituted and in existence

in accordance with the laws of the State of Delaware,
United States of America

z.2, gue el domicilio de dicha Sociedad /Compafifa es
9330 Zionsville Road, Indianapolis, Indiana

46268, Estados Unidos de America.

Limited Liability
Z.ZThattheﬁondci{eofsaidW § Company is
9330 Zionsville Road, Indianapolis, Indiana
46268, United States of America.

Z3. Que el objeto u objeto para los cuales se otorga el presente
poder estén comprendidos dentro del objeto social de la

- “mencionada Sociedad/Compafifa. :

2.4, Que el(ios) Sr.(Sres.) KENNETH L. LOERTSCHER
SECPETARIO ASSISTENTE y ASESOR LEGAL PATENTES

23. That the purpose of purposes for which the present Power
of Attorney is granted :re comprised within the corporation

urposes set forth in the charter of the mentioned
&&mﬂmx limited liability company.

2.4. That Mr.(Messrs.)_Kenneth L. Loertscher

Assistant Secretary and General Patent (Counsel

qsté(n) autorizado(s) para otorgar el presente Poder.

is(are) authorized to grant the present Power of Attorney.

e o INDIANAPOLIS City Indianapolis
\.‘\udad
Indi
c 4o INDIANA State Inc ane L 4
oy 6 FEB de19 98 me &F 7
o . 1 (
')' e J dﬂ% /j @-‘\Af&"\/‘_—-
;‘(f((f(((((((((((((((((((({((l(!lttr
Notario

 OE SANTAFE gt a'cc?n._ HAGO CONSTA

B esincopia fhrosrahics conciog CON
£ onstoue nffr a )
e o o R

* Los documentos deben identificarse con fecha y origen.

s wq-%Lydla S. Owens 3
lig0 02U cCNOfy Public, State of Indiana &

out Sg Hendricks County g

¢ QR \Q{)mmission Expires 03/05/00 ¢

AR L LR s s
: Mhed whh O SSSHE
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CERTIFICACION NOTARIAL
Y AUTENTICACION CONSULAR
1. Es necesaria la legalizacién con certificado

notarial. El Notario Publico debe certificar:

1.1.  Que la compaiifa estd legaimente constituida
y actualmente existente.

1.2.  Su domidilio.

N
l( ) Que el propésito del poder estd inclufdo en
* el objeto social de la compafifa.

14 Que el poderdante estd autorizado para dar
el poder en nombre de la compaiifa.

2. Los documentos que hay que mostrarle al
Notario Publico para probar los puntos anteriores,
deben estar expresados en el Certificado Notarial
con fecha y origen: :

2.1.  Respecto a los puntos 1.1, 1.2 y 1.3 sugerimos
referirse a los articulos de constitucién con
fecha y lugar de otorgamiento; y

2.2. Para el punto 1.4 sugerimos mencionar la
resolucién de la Junta Directiva o los
estatutos, segin los cuales la persona que

~\ otorga el poder est4 autorizada para ello.

N/

3. Enseguida el Sefior Cénsul de Colombia
e autenticar la firma del Notario Piablico.

SO YV Sl e TR gu N~

reer BRRRY

NOTARIAL CERTIFICATION AND
CONSULAR AUTENTIFICATION

1. Notarial legalization is necessary. The
Notary Public must certify: .

1.1.  That the company is legally constituted and
presently existent.

1.2,  Its place of business.

1.3.  That the pu.tt'ﬁose of the Power-of-Attorney is
included in the activities of the company.

14. That the tgrantor is empowered to give the
Power of Attorney in the name of the

company he represents.

2. The documents which the Notary Public had
before him to prove the above points must be listed
by him in the Notarial Certificate with dated and

origin:
2.1. In connection with points 1.1., 1.2. and 1.3 we

suggest referring to the articles of
incorporation with date and place of
execution.

22. For point 14 we suggest to mention the

resolution of the Board of Directors and/or
the by-laws whereby the person who grants
the Power of Attorney has been authorized
to give it.

3. Then the Colombian Consul must legalize
the signature of the Notary Public. :

NOTA PARA EL SENOR CONSUL COLOMBIANO: Segtin el articulo 259 del C. de P.C. el Sefior Cénsul debe

autenticar la iltima precedente autenticacidn.

g“’“ A o,

COMG NOTARIC SEXTO ENCARGACD DEL CIRCULO &

% DE SANTAFE 03 EBGOTA. NAGO CONSTAR QUE

%5 ES14CCPIA FOICETATICA COMCIDE COM EL OR. §\
T




TRADUCCION OFICIAL No.03.075.98 de un documento escrito en
inglés el cual para su identificacidén se sella con el sello del-
Traductor al mismo tiempo que la presente. Esta traduccidn ha
sido preparada por Bernarda R. de Martinez, Traductora Oficial
debidamente reconocida por el Ministerio de Relaciones
Exteriores y aprobada por el Ministerio de Justicia de Colombia

mediante Resolucidén No. 683 de 1991.

(Se traducen sellos Yy legalizaciones que aparecen a
continuacién de un documento escrito en inglés y espafiol por
medio del cual Dow AgroSciences LLC, otorga Poder a favor de
GERMAN CAVELIER, GONZALO PERDOMO, EMILIO FERRERO- y LUZ
CLEMENCIA DE PAEZ.)

Dado y firmado hoy 6 de febrero de 1998, en Indiandpolis,
Indiana, E.E.U.U., por Kenneth L. Loertscher, Subsecretario y
Asesor General de Patentes.

(Sellos parciales en tinta del Consulado General de Colombia en

Chicago.)

CERTIFICADO1NOTARIAL (INDIVIDUO), en inglés y espafiol referente

a la capacidad legal que tenia KENNETH L. LOERTSCHER para

ex?,? M:ﬁowmg
<

A FOTOSTATICA COINCIDE CON EL 881 &
HL TCNIDO»‘ LA VISTA ¥

otorgar el documento antes mencionado, ebrero

S]]

de 1998 en el Estéao de Indiana.

I
i

CERTIFICADO NOTARIAL (SOCIEDAD), en

\!
i {s Y espafiGLy teferente
\

NS »éc_ﬁs

a la existencia 1legal de 1la socieda AgroSc1ences LLC,

expedido en la Ciudad de Indianépolisﬂ Indiana, E.E.U.U., el 6

de febrero de 1998.
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(Firmado) ,” Lydia S. Owens, Notario Publico
(Sello notarial en tinta), LYDIA S. OWENS Notario Publico, -
Estado de Indiana, Condado de Hendricks Mi comisidén expira el
03/05/00

(Sello notarial seco), LYDIA S. OWENS NOTARIO PUBLICO INDIANA

(Sello parcial en tinta del Consulado General de Colombia en

Chicago.)

ESTADO UNIDOS DE AMERICA
CERTIFICADO DEL CARGO

ESTADO DE INDIANA

Yo, SUE ANN GILROY, Secretario de Estado de Indiana, POR EL
PRESENTE CERTIFICO: que, de acuerdo con los archivos que obran
en mi oficina, LYDIA S. OWENS fue debidamente elegido vy
nombrado para el cargo de NOTARIO PUBLICO en y para el Condado
de Hendricks y que el término de dicho cargo incluia la fecha
del 6 de febrero de 1998: que a todos sus actos oficiales se
les debe dar completa fe y crédito dentro y fuera de todas las
Corte de Justicia. EN TESTIMONIO DE LO CUAL, he firmado vy
estampado el Gran Sello del Estado de Indiana, en Indiandpolis,
hoy 10 de febrero de 1998. tgwwmmwm«gkﬂ&ﬁﬁigﬁ

DF SAMTAFE OF BOGOTA MAGO CONSTAR QUE N
g ESTA COPIA FOTOSTATICA COINCIDZ CONEL ORI \

(Firma facsimilar), Sue Ann Gilroy  GINALQUEHETENDO £ LAVSTS

M4 EN £ 2002

Secretario de Estado
(Firmado) , Por: Mary Reever
Suplente
(Adherido se encuentra sello de oblea

O con texto en

relieve), SELLO DEL ESTADO DE INDIANA 1816



(Sello parcial en tinta del Consulado General de Colombia en

Chicago.) , N

(En espafiol), Certificacidén de la firma y cargo de MARY REEVER,
de la existencia legal de la compafiia DOW AGROSCIENCES LLC y de
la autoridad que tenia su representante Legal, KENNETﬁ L.
LOERTSCHER, para otorgar el poder mencionado arriba. Esta
certificacidén fue expedida por el CONSULADO GENERAL DE COLOMBIA
EN CHICAGO, ILLINOIS, bajo el N° 254, de fecha 20 de febrero de
1998 y firmada por Carlos Alfonso Negret Mosquera, Cénsul
General. Pagados Impuesto de Timbre y Derechos Consulares por
valor de veintiin ddlares.

(Sello parcial en tinta del Consulado General de Colombia, en

R

Chicago.) 53 .=
- T e

: iy

. i O

by S e

' , _ - P =

(al dorso), Legalizacidén de la firma que antecede expedida :pSr

.8

3 P

el MINISTERIO DE RELACIONES EXTERIORES bajo el ﬁaﬁzz%?éofﬁde
o :) <

H-
Cu

fecha 11 de marzo de 1998 y firmada por el J;fe de

Legalizaciones.

(S l‘-;
Es traduccidén fiel y completa de la cual se deja copia.en los

<

R ] "ol

archivos de esta oficina para su confrontacién y a laccualiime
£ VAP RpA " o R ! '.x .
. 210 GADO cmc_umifw!; e G )
remlto. DE SANTAFE DE BOGOTA. HAGO CONSTAR QUE Sy "~ e

ESIACOPIA FOTOSTATICA CONCIDECONEL ORI

W

Bogota, 17 de marzo de 1998

COLO 6641-801-001-3

BRM.137 ' NS ‘ f

Traductira e §nrwprete Q/icfal
Resulucion 083 Hlinjusticia 199

50
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co : ABOGADOS
TENET® EDIFICIO SISK! TELEFONOS: (57)(1)347-36 11
CABLES: CAVELEYES CARRERA 4 No. 72 -35 {57)(1)212-01 00
TELEX: 45479 CAVE-CO BOCOTA 8, COLOMSBIA TELEFAX: (57)(1) 217-92 11
TELEX: (23)7407375 CAVE-UC ' (57) (1) 235-88 50

Sefior Jefe de 1la ‘
DIVISION DE NUEVAS CREACIONES
Superintendencia de Industria y Comercio

E. S. D. . e

Poderdante: DOW AGROSCIENCES LIC

Poder conferido el: 06—02-98

Yo, GERMAN CAVELIER, obrando en mi calidad.de apoderado
principal del poderdante ariiba ' mencionado, atentamente -
manifiesto a Usted que sustituyo el poder que me ha sido
conferido en la persona del doctor EMILIO FERRERO, Abogado con
Tarjeta Profesional No. 31.929, con todas las facultades“que me

fueron conferidas.

Hago la anterior sustitucion conforme ai articulo 66 del
Cédigo de Procedimiento Civil ya que los otros sustitutos

faltan en este momento.

Senor Jefe,

<;§L—::f;£;£:%;:_m
GERMAN CAVELIER

T.P.A. No. 832
C.C. No. 2.877.924 de Bogota

Acepto:

"”ﬁmwwu%
G2 CijcyLo B

ONSIAR gug %
OINCICE CON £ 0gy, 4

EMILIO FE§;;;6~<_—\:)
T.P.A. N2 31.929

C.C. No. 438.019 de Usaquén .

2e-780-2
E-MAIL: C:USA. ATELEMAIL, O:SPRINTCOL. FN:CAVE. SN:ABO INTERNET: CAVE.ABO@sprintcol.sprint.com

NI T 860041.367-3
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- Industria y Comercio
SUPERINTENDENCIA

DUFERIRVUDIRIN 3 LUIEALIY

" Radicacion : 02082621 wBEDOGE0 Folios: 64
f Fecha (AND): £0B2-61-15 16:20:37

~

NIT @ 800174039-2

RECISN LACIAL DE CAJR ¢ O - 77,142
FECHA ¢ DICIEMBRE 10 DE 200!

frexy CONSIGNACTON w5t

CAVELIER ARQGRDOS COMSIGNACION  BANCO POFLLAR  699-0G110-4

fiatd O 0 N T E P T O f21x

CANT. RENTISTICO CONCEPTO

1 5-01-01 SOLICITUDER 1 TRARITES DE

SON:  TRESCIENTOS CINCUENTA ¥ SEISHJL SEISCTENTOS CUGRENTA PESES

RESPONSABLE :

RECIPR BE C4J8 QPLICADO AL EXPETTENTE Ne.

QO\O \HIS = BO\-0T» )

Tramite 1 333 TERPORAL 911 FRESENIA

\ Dependencia: 28¢8 DIVISION DE Mueves CREACIONES

1t

5882019 10/12/2001 8.429,480.00

}

SOL. DE PRTENTE DE IN 355,580, 00
TOTAL ¢ ] 355, 580.00

i

Carrera 13 No. 27-00 Pisos 5, 7y 10
~Conmutador 382 0840
Fax 350 5220
E-mail: info@sic.gov.co
WWW.SiC.goVv.Cco
Bogota, D.C., Colombia
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Industria y Comercio
SUPERINTENDENCIA
NIT ¢ BOCL760BS-2 JUFEAINUUDIALH 1 LUREALIY Y
’ Kadicacion : Q2662621 OADUIBUD Folios: B
becha (ANDY: 2u62-61-15 16:28:37 -
ERTIFICACION DE EXCEDENTE : 02 - 404 Tramte @ 333 TEWPURAL 411 PRESENTA
ECHA : ENERD 3 DE 2002 Dependencias 2820 DIVISION DE WUEVAS CREACIONES
S80S CONSIGNECTON ftii
EFDSTTANTE 1190 P40 RANCO CUENTA Ne. FAG0 FECH4 GO Ur. PAGD
PVELIER AEOGADDS CONSIGNACION  BANCO POPULAR  050-00110-% 582963 02/01/2002 1,219,502, 00
’ .
$4808 C 0 N CE P T 0 #ege
ANT. NTISTICO CONCEPTO TOTAL CONCEFTR
I S6995-01-09 OTROS SERYICINS DE PROPIEDAD | 99 TROS SERYCIDS ADKINISTRATIVOS 21,360,00
TOTAL $ 21,350.,90

0N VEINTIUND RIL TRESCIGRICS SESENTR PESQE

tESFONSABLE

~

"ECIRO DE CAJA GPLICADC AY/E

PETOACTON DE EXCEDENTE DE PAGH
o TEODE L CANDELACTON DE Ua TarY
LTIV PO MENGELIN REC TR,
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Indusma y Comercno
SUPEHNTENDENCH\

REQUISITOS NECESARIOS PARA PRESENTACION Y AGILIZACION DEL TRAMITE

PATENTE DE INVENCION '{/ MODELO DE-UTILIDAD

Indicacion de que se solicita la coricesion de una patente
Datos de identificacion del soI itante o de la persona que presenta la solicitud
. Descripcion de la invencion :

Dibujos de ser estos pemnentes /
Comprobante de Pago de las tasas establecidas

;- TOMPLETA( ] INCOMPLETA

~

DISENO INDUSTRIAL [ |

o Indicacion de que se solicita el registro de Disefio Industrial.

« Datos de identificacion del soficitante o de la persona que presenta la solicitud.

o Representacion grafica y fotografica del Disefio Industrial o muestra del
material que incorpora el disefio .

o Comprobante de pago de las tasas establecidas.

COMPLETA [ ] INCOMPLETA

ESQUEMA DE TRAZADO [ ] :

o Indicacion de que se solicita el registro de un Esquema de trazado.
o Datos de identificacion del solicitante o de la persona que presenta la solicitud.
-Representacion grafica del esquemna de trazado
- Comprobante de pago de las tagas establecidas.

COMPLETAT ] INCOMPLETA
Firma Resporgable

. SUEKIHDUSTRIA ¥ CORERCIO

' Radicacion : 62302621 0BYGGEu Foli : ’
Fech Fecha (niy: ango-gy- 15 16:26:37 el o

©oTramite ;iR TeArGRAL

411 PRESENIR -
Depencencia; 2up DIVISION DE Murvas CREACTON:S
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27-00 Piso 2 mazzanin
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