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Dj 4- (Ben zoyloxy)-2-(3.4-difluorophcnyl)2 
(tetrahydropyran.2-yloxy)bulylamine 

A mixture of 47 g of the compound obtained in the 
previous step and 10 g of Raneyfi nickel in 400 ml of EIOH 
is hydrogenated at RI’ and at atmospheric pressure. The 
catalyst is filtered off and the filtrate is concentrated under 
vacuum. The residue is taken up with water and extracted 
with ether. the organic phase is washed with water and dried 
over Na,SO4 and the solvent is evaporated off under vacuum 
to give 45 g of the expected product. which is used as such. 
H) 4-(Benzoyloxy)-2-(3 .4-difluorophenyl-2-
hydroxybutylamine hydrochloride 

A saturated solution of gaseous HO in ether is added at 
RI’ to a solution of 45 g of the compound obtained in the 
previous step in 250 ml of MeOW until the pH Is 1. and the 
reaction mixture is stirred for 30 minutes at RI’. It is 
concentrated under vacuum, the residue is taken up with 
ether and the precipitate formed is wrung and washed with 
ether to give 15 g of the expected product after recrystalli-
zation from propan-2-oL M.p.=202°-204° C. 
F) N-(2-Chloroacetyl)-4- (ben zoyloxy)-2-(3.4-
difluorophenyl)-2-hydroxybutylainine 

A solution of 12.2 g of the compound obtained in the 
previous step and 7.88 g of triethylaminc In 100 ml of DCM 
is cooled to 0°  C. a solution of 3.85 g of ddoroace*yl 
chloride in 100 ml of DCM is added dropwise and the 
reaction mixture is stirred for 30 minutes. It Is concentrated 
under vacuum, the residue Is extracted with an ether/AcOEs 
mixture (50/50; v/v). the organic phase is washed with 
water, with a buffer solution of pH 4 and with water and 
dried over Na.,SO4 and the solvent is evaporated off under 
vacuum to give 13.5 g of the expected product. which is used 
as such. 
6) 6-I 2-(Benzoyloxy)ethyl I-6-(3.4-difluorophenyl) 
morpholln-3-one 

A mixture of 13.5 g of the compound obtained In the 
previous step and 20.7 g of K2CO3 In 100 ml of toluene is 
refluxed overnight The reaction mixture is concentrated 
under vacuum. the residue is taken up with ether and the 
mixture Is filtered. The filtrate Is washed with water, with a 
buffer solution of pH 2 and with water and dried over 
MgSO4 and the solvent Is evaporated off under vacuum. The 
residue is chromalograpbed on silica H using a DCM/MeOH 
mixture (100/1; vlv) as the eluent to give 4.9 g of the 
expected product 

Proton NMR spectrum at 200 MHz in DMSO-d5 5: 
235 ppm: ad: ZN 
365 ppm: AB system: 2H 
3.8 to 435 ppm: U: 4W 
7.1 to 7.8 ppm: U: 80 
8.2 ppm: bs: lii 
Preparation 1.11 

2-(3.4-Difluorophenyl)-2-(2-hydroxyethyl) 
morpholine 

A suspension of 1.8 g of lithium aluminum hydride In 20 
ml of TIfF is added dropwise at RI’ to a solution of 2.8 g of 
the compound obtained in Preparation 1.10 in 20 ml of THF 
and the mixture is then refluxed for 5 hours. After cooling. 
2 ml of water. 2 ml of 4N NaOH and then 6 ad of water are 
added. The mineral salts are filtered off and the filtrate Is 
concentrated under vacuum. The residue Is dissolved in 
DCM. acidified to pH 1 by the addition of a saturated 
solution of gaseous HO In ether, and extracted with water. 
the aqueous phase is washed with ether, rendered allealine to 
pH 8 by the addition of concentrated NaOH solution, and 
extracted with DCM. the organic phase Is washed with water 

60 
and dried over MgSO4 and the solvent is evaporated off 
under vacuum to give 0.77 g of the expected product, which 
is used as such in EXAMPLE 27. step A. 
Preparation 112 

5-124Benzoyloxyethyll-5-3.4.difluorophenyl) 
oxazolidin-2-one 

1 g of 1.1’-carbonyldiimidazole is added at RI’ to a 
10 

solution of 2.1 g of the compound obtained in step E of 
Preparation 1.10 and 0.63 g of triethylamine in 50 ml of 
1.2-dichloroethane and the reaction mixture is then stirred 
for 1 hour at RI’ and heated for 2 hours at 50° C. It is 
concentrated under vacuum. the residue is extracted with 

15 
DCM. the organic phase is washed with water, with a buffer 
solution of pH 2 and with water and dried over MgSO4 and 
the solvent Is evaporated off under vacuum to give 1.5 g of 
the expected product 
Preparation 113 

20 5-(3.4-Dlchlorophenyl)-1-methyl-5-I 2-
(tetrahydropyran-2-yloxy)ethyl Jimidazolidin-2-one 

A) 2-(3.4-Dichlorophenyl)-2-(mcthylamino)-4-
(telraltydropyran-2-yloxy)butylamIne 

A mixture of 3.4 g of the compound obtained In step E of 
25 Preparation 1.8. 0.05 g of p-toluenesuffonic acid monohy-

drate and 2.1 ml of 3.4-dthydro-2H-pyran in 30 ml of DMF 
is heated at 600 C. for 45 minutes. The reaction mixture Is 
poured onto ice, rendered alkaline by the addition of con-
centrated NaOH and extracted with ether, the organic phase 

30 is washed with water and dried over MgSO4 and the solvent 
is evaporated off under vacuum to give 4.3 g of the expected 
product, which is used as such. 
B) 5.(3.chlorophenyl)-1-methyl-5-2-(tetrahydropyran-
2-yloxy)ethyllllnldazoudln-2-one 

" 1.6 g of 1.1-carbonyldllmidazole are added to a solution 
of 3.2 g of the compound obtained in the previous step in 
100 ml of 1.2-didiloroethanc and the reaction mixture Is 
stirred for 30 minutes at RI’. It is then heated at 60° C. for 
2 hours and concentrated under vacuum. The residue Is 

40 extracted with AcOEt, the organic phase is washed with a 
buffer solution of pH 2. with saturated NaCl solution and 
with 10% Na2CO3 solution and dried over MgSO4 and the 
solvent Is evaporated off under vacuum. The residue is 

45 
chromatographed on silica H using DCM and then a DCM/ 
MeOH mixture (98(2; v/v) as the eluent to give 2.4 g of the 
expected product in the form of an oIL 
Preparation 1.14 

6-13-(Bcnzoyloxy)ropylJ-6-(3.4-.dichlorophenyl) 
50 morpholin-3-one 

A mixture of 7.5 g of the compound obtained in step D of 
Preparation 1.6.9.3 g of K2CO3 and 3.75 g of sodium iodide 
In 100 ml of methyl ethyl ketone Is refluxed overnight. After 

55 cooling. the reaction mixture is concentrated under vacuum. 
the residue is taken up with ether, the mineral salts are 
filtered off, the filtrate is washed with a buffer solution of pH 
2 and with water, the organic phase is dried over MgSO4 and 
the solvent Is evaporated off under vacuum. The residue is 

60 chro,natographed on silica H using DCM and then a gradient 
of a DCMJMeOH mixture (from 9911; v/v to 98/2; v/v) as 
the eluent to give 13 g of the expected product 

Proton NMR spectrum at 200 MHz in DMSO-d6 8: 
1.1 to 23 ppm: u: 4H 

65 3.65 ppm: AB system: 211 
3.8 to 4.4 ppm: u: 4H 
7.2 to 8.05 ppm: u: 811 
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2.0 ppm: t: 2H 
2.9 to 3.45 ppm: ml 2H 
3.9 ppm: AB system: 211 

5.780.466 

4.2 ppm: AB system 2H 
4.45 ppm: I: IH 
4.7 ppm: AB system: 2H 
7.1 to 8.2 ppm: U: 611 
C) 6-(3.4-dichlorophenyl)-6-1 2-(mcthanesulfonyloxy) 
ethyl I-4-13.5-bis(trlfluoromcthyl)beflZylI morphollis-3-one 

0.25 g of methane sulfonyle chloride is added in RI’ to a 
solution of 1.1 g of the compound obtained in the previous 
step. 0.22 g of triethylamine in 30 ml of DCM and the 
reaction mixture is left under stirring for one hour. 

The reaction mixture is concentrated under vacuum. the 
residue is extracted with AcOEt. the organic phase Is washed 
with water, dried over Na,SO4 and the solvent is evaporated 
under vacuum to give 1.2 g of the expected product which 
Is used as such. 
D) 6-(3.4-dichlorophenyl)-6-12-14-phenyl-1-azoniabicydo 
12.2.1 lhept-1-yl lethyl I-4-13i-bis (trifluoromethyl) bcnzylj 
morpholin-3-one chloride 

A mixture of 1.5 g of the compound obtained in the 
previous step. 0.67 g of 4-phenyl- 1-azabicyclo 12.2.19 hap-
tane methanesulfonate and 1 g of 1(2CC)2 In 2 ml of DMF is 
healed at 80°-1000  C. for 3 hours. After cooling at RI’. the 
reaction mixture is poured into water. extracted with DCM. 
the organic phase is washed with a of 10% HCI solution, 
with a saturated solution NaCl. with water, dried over 
Na,SO4 and the solvent is evaporated under vacuum. The 
residue is chromatographed on silica H eluting with a 
DCMtMeOH mixture from (10(15; vlv) to (100(7.5; v/v). 
The product obtained Is disssolved in warm DCM. it Is 
poured into pentane and the precipitate formed is wrung to 
give 0.4 g of the expected product. 

Proton NMR spectrum at 200 MHz in DMSOd6 8: 
2.0 to 2.7 ppm: U: 6H 
3.0 to 4.0 ppm: U: IOH 
4.2 to 5.0 ppm: U: 411 
7.2 to 8.2 ppm: U: 1111 

What is claimed is: 
I. A compound of the formula 

(1) 

Am-(CH,).-C-CHa-N-T 

Arj 

in which: 

A is a divalent radical selected from: 
A1) -0-CO-
A2) 20 
A,) -4D-CH2-CO-
A4) -O---CH2--CH,-
A5) -N(R1)---CO-
A6) -N(R1) --- CO-CO-
A7) -N(R1)-CH2-CH2-

A5) -0-CH, 
in which R1 is a hydrogen or a (C1-C4)-alkyl; 

mis 2 or 3; 
Ar, is a phenyl which is unsubstituted or monosubstituted 

or polysubstituted by a substituent selected from a 
halogen atom, a hydroxyl. a (C1-C4)-alkoxy. a (C1-C4) 
-alkyl. a trifluoromethyl and a mcthylencdioxy. said 
substituents being identical or different; a thienyl which 
is unsubstituted or substituted by a halogen atom; a 
benzothicnyl which Is unsubstituted or substituted by a 
halogen atom; a naphthyl which is unsubstituted or 

124 
substituted by a halogen atom; an indotyl which is 
unsubstituted or N-substituted by a (C1-C4)-alkyl or a 
benzyl; an imidazolyl which is unsubstituted or substi-
tuted by a halogen atom: a pyridyl which is unsubsti-

s tuted or substituted by a halogen atom; or a biphenyl: 

T is a group selected from CH,-Z. -CH(C4Il,) and 
-C(C6H5): T can also be the group -CO----B-Z if 
A is a divalent radical selected from -O--CH..-
CH, -N(R1)-CH2--CH2- and --O-CH, 

’° B is a direct bond or a methylene; 

Z is an optionally substituted mono, di- or tricyclic 
aromatic or heteroaromatic group; and 

Ar, is a pyridyl; a phenyl which is unsubstituted or 

15 
monosubstituted or polysubstituted by a substituent 
selected from a halogen atom. a hydroxyl. a 
alkoxy. a (C1-C4)-alkyl. a trifluoromethyl. a nitro and 
a inethylenedloxy. said substituents being identical or 
different; a thienyl; a pyrimidyl; or an Imidazolyl which 

20 
is unsubstituted or substituted by a (C1-C4)-alkyL and 

Am is: (i) a group Am4 of the formula 

-E 0 N-25 Xe 

In which: 
Ar. Is as defined above; 

30 nis0orl;and 
Xe is an anion; 

and the salts thereof with mineral or organic acids. 
2. An optically pine compound according to claim 1 of the 

formula 
33 

(I.) 

Am-(CH2)..--C-C12-N-T 

Ax1 

40 
in which: 

"" denotes that the carbon atom carrying this label has 
the determined (+) or (-) absolute configuration; and 

Am, an. Ar1. A and Tare as defined for the compounds of 
45 formula (1) in claim 1; 

and the salts thereof with mineral or organic acids. 
3. A compound according to anyone of claim! of formula 

(1) or (1*) in which: 
ZisZ and is: 

so a phenyl which is unsubstituted or monosubstituted or 
polysubstituted by a substituent selected from a 
halogen atom; a trifluoromethyl; a cyano; a 
hydroxyl; a nitro; a phenyl which Is unsubstituted or 
monosubstituted or polysubstituted by a halogen, a 

55 trifluoromethyl. a (C1-C4)-al4L a hydroxyl or a 
(C1-C4)-alkoxy. said substituents being identical or 
different; an amino which Is unsubstituted or mono-
substituted or polysubstituted by a (CI-C.)-alkyl; a 
benzylamino; a carboxyl; a (C1-00)-alk7l; a 

so (C3-C4)-cydoal41 which is unsubstituted or mono-
substituted or polysubsticuted by a methyl; a 
(C1-C10)-alkoxy; a (C3-.4C5)-cycloalkoxy which Is 
unsubstituted or monosubstltuted or polysubstituted 
by a methyl; a mercapto; a (C1-C10)-alkylthio; a 

63 formyloxy; a (C1-C6)-alkylcarbonyloxy; a fonny-
lamlno; a (C1-C6)-alkylcarbonylazn1no; a benzoy-
lamino; a (C1-C4)-alkoxycarbonyl: a (C3-C7)-
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cycloalkoxycarbonyl ; a (C3-C-,)-
cycloalkylcarbonyl; a carbamoyl which is 

U

nsubstituted or monosubstituted or disubstituted by 
I (C1-C4)-alkyl: a ureido which is unsubstituted or 
monosubstituted or disubstituted in the 3-position by 
a (C1-C4)-aflcyl or a (C-C7)-cycLoalkyl; and a 
(pyrrolidin- l-yI)carbonylainino. said substituents 
being Identical or different; 

a naphthyl which is unsubstituted or monosubstituted 
or polysubstituted by a halogen, a trifluoromethyl. a 
(C1-C4)-alkyl. a hydroxyl or a (C1-C4)-alkoxy; or 

a pyridyL a thienyl. an indolyL a quinolyl. a benzothle-
nyi or an Imidazolyl; and 

Am. in. Ar1.A and   are as defined for a compound of 
formula (I) in claim 1: 

and the salts thereof with mineral or organic acids. 
4. A compound according to anyone of claim I of the 

formula 

(Ii) 

AU32-CH2--CH3-N-cH-ZU 

Aria 

in which: 
An is a divalent radical selected from -0--CO--; 

-CH2-0-00--; -0-CH2---CO--; -N(R1)-
CO- and -N(R1)--CO-CO-. In which R1 is a 
hydrogen or a (C -C4)-alkyl; 

Ams is as defined for a compound of formula (1); 

Ar is a phenyl which is unsubstituted or monosubsti-
tuted or polysubstituted by a substituent selected from 
a halogen atom. a hydroxyl. a (C1-C4)-alkoxy. a 
(C1-C4)-alkyl and a trifiuoromethyL said substituents 
being Identical or different; and 

Za Is a phenyl which is unsubstituted or monosubstituted 
or polysubstituted by a substhucnt selected from a 
halogen atom. a trifluoromethyl. a (C1.-C10)-alkyL a 
(C1-C10)-alkoxy and a hydroxyL said substituents 
being identical or different; 

and the salts thereof with mineral or organic acids. 
S. A compound according to claim 1 of the formula 

Ani....CH2-cIi2-C-CH2NCO-B-Za 

Ai1 

126 
1) treating a compound of the formula 

(II) 

5 
E-O-(CH:).-C-CB:-NH 

Ar1 

in which m. Ar1 and A are as defined for a compound 
of formula (I) In claim I and E is hydrogen or an 

io 0-protecting group. 
either with a functional derivative of an acid of the 

formula 

HOCO-B-Z (111) 

Is 
in which B and Z are as defined above for (I) in claim 
1.11 it is intended to prepare a compound of formula 
(I) in which T is --CO-B-7-

or with a halogenated derivative of the formula 

3° 
112I-CH2-Z (IV) 

in which Z is as defined In claim land Hal is a 
halogen, if it is intended to prepare a compound of 
formula (I) In which T is -CH2-7-

25 or with a halogenated derivative of the formula 

Ha1-CHlC.I)2 CV) 

if it is intended to prepare a compound of formula (I) 
30 ln which Tisa group -CH(C6U5). 

or with a halogenated derivative of the formula 

Hai-C-4C.Hs) (VI) 

35 ifitis intended to prepare a compound of formula (l) 
in which T is a group -C(C6H. to give a com-
pound of the formula 

4° 

çA (VU) 

E-O-(CH).-C-CH5-N-T 

Ar1 

in which E. m. Ar1.A and T are as defined above; 

45 2) optionally removing the 0-protecting group by reaction 
with an acid or a base to give the alcohol of the formula 

in which: 
Ab is the divalent radical -0-CHI-CH2-. -N(R4) so 

-CH,’.--CH2- or 0CH2’; 
in which R1 is a hydrogen or a (C -C4)-alkyl 

Am5 is as defined above for a compound of formula (I) 
B is a direct bond or a methylene; 
Ar Is a phenyl which is unsubstituted or monosub- 55 

stituted or polysubstituted by a substituent selected 
from a halogen atom. a hydroxyl. a (C1-C1)-alkoxy. 
a (C1-C4)-alkyl and a trifluoromethyl. said substitu-
ents being identical or different; and 

Za is a phenyl which Is unsubstituted or monosubsti-
tuted or polysubstituted by a substiluent selected 
from a halogen atom. a trifluoromethyl. a (C,-C,,) 
-alkyl. a (C1-C10)-alkoxy and a hydroxyl. said sub-
stituents being identical or differenL 

and the salts thereof with mineral or organic acids. 65 
6. A method of preparing the compounds of formula (1) 

according to claim 1 and the salts thereof. which comprises: 

(Vni) HO-(H2).-C-CIh-N-T 

Ar1 

in which m. Art. A and T are as defined above; 

3) treating the alcohol (Vifi) with a compound of the 
formula 

y-so2--c1 (D 

in which Y is a methyl. phenyl. tolyl or trifluoromethyl 
group, to give a compound of the formula 

(3C) 

Y-S02-0-(C1t2)..-C-CU2-N-T 

Asj 

in which Y. an. Art. A and T are as defined above; 
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sodium hydroxide, and extracted with dlchlo-
romethane. The organic extracts were dried, FORMULAE 

evaporated, and dissolved in etheiA precipitate formed 0 We 
that was filtered off to give the l-benzyl4-rne4hy14-
(2-oxopthydrop,rünidln-1-yl)piperidlne as a white 

ml?o 
solid (3.2 g); MS: mlz=288(M+1); NMR (CD30D): 
730 (m.5). 3.51 (s,2). 3.23 (m.2), 3.15 (m.2). 2.50 
(m,4), 234 (m2). 1.82 (m.4). 1.29 (0). Y�(CH2)M V 

c. 4-Methyl (2-oxaperhy riniidln-1-yl)pipeddine. 30 

Using the procedure of Example l.a.. replacing o VC 

1 -bcnzyloxycarbonyl-4-(2-oxoplperldlno)-4-
(pyrrolidln-1-ylcarbonyl)plperldlne with 1-benzyl-4-
methyI-4-(2-oxoperhydropyrImld1n-1-yI)pIper1dine 15 Q cii, 
the piperidine was obtained as a white solid; MS: 
mlz=198(M+l); NMR (CD3OD): 3.26 (m.2). 3.17 HO�(Cii,)-M VI 
(m.2). 2.77 (m.4). 2.44 (m.2). 1.89 (m.2), 1.67 (m.2). 

L31(s3). 0 Vic 

FORMULAE 

1--0 

I Q cit, 

25 What is claimed Is: 

-CN*4% 

1. A compound of formula L 

Q ,R’ 1a30 x 
NJ:, 

ErN L 

P lb 
35 wherein: 

X Is (1-6C)alkyl,--CH2OR’, �CH2SW’.--CU2S(=O) 

’ R’. �.CH,S(=O)2R’, �C(=O)R’2, �Q -0)0W.-I-K _C(=flNRbRC C(RGXORaXOW), �CH,N(Ra)C 
’ 

L1 (CHz) �R’ 
(=J)R cH2N(Ra)C(=O)ORf or cH2N(Ra)C 

- 40 (Ja)bRC. 

B is a direct bond and L is a hydrocarbon chain in which 
the lpositionIs bound toB and Lis selected from 
trimethylene. tdramethylene, cis-1-butenylene and cis, 

N
 cis-butadlenylcne; or B Is N(R) and Lis a hydrocarbon 

c chain selected from ethylene. trimethylene and as-
vinylcne;orBlsNandLls a hydrocarbon thalnln I, 

so 

which the 1-position Is bound to B and L is cls.cls-
psop-2-cn-1-ylldln-3-yl; 

I and ja are independently oxygen or sulfur 

0 NH 
R. Wand Rh are independently hydrogen or (1-6C)alkyl. 

II 
R" and Rc are Independently hydrogen or (1-6C)alk71 in 

which said (1-6C)alkyl may be substituted by a group 

on selected from hydroxy and (1-30alkoxy, or said 
RM 

55 (1-6C)alkyl may be terminally substituted by a group 

Ills 
selected from hydroxy. (1-3C)alkoxy. phenyl. 

I  �C(=O)OR’ and _C(==O)NRIRL; or 

R’ and R’ together with the nitrogen to which they are 

o thlomorpholino (or Its S-oxide) or piperazinyl group / 

N 

attached form a pyrrolidino. piperidino. mcapholino. 

(which piporazinyl group may bear a methyl or ethyl 
group at the 4-position); 

RS and R" are independently (1-3C)alkyl or together form 
0 IV a divalent hydrocarbon chain selected from ethylene 
II 

HC�(CH,)�M and trlmethylene; 
R’ is (1-6C)aIkyl W. R’ and Rt are Independently hydro-

gen or (1-3C)a]kyl; 
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m is 2013; 
M Is a residue of formula IL 

or formula IN 

(duz. 

Q (CHOP 

5,677,317 

wherein 
Q is phenyl which may bear one or two substituents 

Independently selected from halo. trifluoromethyl. 
hydroxy. (1.-3C)alkoxy. (1-3C)alkyl and methylenc-
dioxy; or Q is thienyL bnidazolyL benzo[bjthlophenyl 
or naphthyl any of which may bear a halo substituent; 
or Q Is biphenytyl; or Q is carbon-linked Indolyl which 
may bear a bcnzyl substiwent at the 1-position; 

is hydrogen. (1-4C)alkyl. or a radical of formula 
���(CH2),.NR7R5  In which q Is 2 or 3 and R7 and R5 
are independently (1-4C)alkyl or NR7R5 Is piperidino 
or 4-bcnzylpiperIdino; 

R3 Is hydrogen. methyl or (2-6C)n-alkyl which may bear 
a terminal amino radical; 

R4 is �C(=O)R5. �C(==O)OR’ or �C(=J’)NHR’ In 
which I’ Is oxygen or sulfur and R5 Is hydrogen. 
(1-.6C)alkyl. phcny1(1-3C)alkyl (In which the phenyl 
may bear one or more halo. hydroxy. (1-4C)alkoxy or 
(1-4C)alkyl substituents), pyrldyl(1-3C)alkyl, 
naphthyl(1-3C)alkyL pyrldylthio(l-3C)alkyl, styryl, 
1-mhylimldazol-2-ylthlo(1-3C)alkyl. aryl (which 
may bear one or more halo, hydroxy. (1-4C)alkoxy or 
(1-4C)alkyl substituents), heteroaryl (which may bear 
one or more halo. hydroxy, (14C)alkoxy or (14C) 
alkyl substituents). or (when R4 is �COR5)u-
hydroxybenzyl; 

a is 0. 1.2013; 
pls 1 or2. and when pls2.nis l and l2ls two hydrogens; 
J2 is oxygen or two hydrogens; 
L’ Is carbonyl or methylene; 
risO. 1.2. or 3; and 
R6 Is phenyl which may bear one or more halo, 

trifluoromethyl. (14C)alkyl. hydroxy or (1-4C)alkoxy 
substituents (and particularly one or more chloro or 
fluoro substituents); naphthyl which may bear one or 
more halo. trffluoromethyl (1-4C)alkyl or hydroxy 
substituents; pyridyl; thienyL indolyl; qulnolinyi ban-
zothienyl or Imldazolyl; or when V is carbonyl. the 
group �(CO3)1-4te may relxesent aryl. heteroasyl Cr 
a bcnzyl group bearing an (x-substituent selected from 
hydroxy. (14C)alkoxy and (1-4)alkyl. and further 
wherein the aryl, heteroaryl or phenyl portion of the 
benzyl group may bear one or more substituents 
selected Independently from halo, trifluoromethyl. 
(I-4C)alkyt hydroxy and (1.-4C)alkyl. hydroxy and 
(14C)alkoxy (and particularly one or more chioro or 
fluomo substituents); 

or the N-oxide of the piperidino nitrogen indicated by A; 
or a pharmaceutically acceptable salt thereof; 

28 
or a quaternary ammonlum salt thereof In which the 

piperidino nitrogen indicated by A is a quadricovalent 
ammonium nitrogen wherein the fourth radical on the 
nitrogen R9 is (14C)alkyl or bcnzyl and the associated 

5 counterlon A Is a pharmaceutically acceptable anion; 
provided the compound of formula I Is not a compound 
wherein: 

XIs (1-6C)alkyl. �CH2OR°. �cH2SR4. �cH2S(=O) 
W, �CH2S(=O)2R’, -C(=O)Ra. �C(=O)OR". 

10 �.C(c=.?)NR"R°.  C(R0XoRdXoW). 
(Ja)R �CH2N(R’)C(=O)OR’ or �CU2N(R°)C 
(J0)NRbRC; 

B Is a direct bond and L Is a hydrocaibon chain In which 
the 1-position is bound to B and L Is selected from 

15 tetramethylene. cis-1-butenylene and cis.cis-
butadlenylene; 

J and 
r 

are independently oxygen or sulfur; 
W. Wand R’ are Independently hydrogen or (14C)alkyl; 

20 Rb and W are Independently hydrogen or (1-6C)alkyl in 
which said (1-6C)alkyl may be substituted by a group 
selected from hydroxy and (1-3C)alkoxy. or said 
(1-6C)alkyl may be terminally substituted by a group 
selected from hydroxy. (1-3C)alkoxy. phenyl. 

25 �C(=O)OR and �4C(=0)NR’R1; or 
R" and R’ together with the nitrogen to which they are 

attached form a piperidino group; 
R’ and W are independently (1-3C)alkyl or together form 

a divalent hydrocarbon chain selected from ethylene 
so and frimethylene; 

Re Is (1-6C)alkyl; 
W. W and R’ are independently hydrogen or (1-3C)a]kyl; 
mis 2 or 3; 

35 Misa residue of formula laor formula lbwherein 

Q Is phenyl which may bear one or two substituents 
Independently selected from halo. IrWuoroniethyl. 
hydroxy. (1-3C)alkoxy, (1-3C)alkyl and methylene-

40 
dioxy or Q naphthyl which may bear a halo substiw-
ent or Q Is biphenylyl; 

Q° Is hydrogen, (1-4C)alkyL or a radical of formula 
(CH2),NR7R5 In which q is 2013 and R7 and R 

are Independently (1-4C)alkyl or NR7R’ Is piperidino; 

45 R3 Is hydrogen, methyl or (2-6C)n-alkyl which may bear 
a terminal amino radical: 

R4 Is .�C(=O)R5. �C(=O)0R5 or �C(=J1)NHR5 In 
which J’ Is oxygen or sulfur and R’ Is hydrogen. 
(1-6C)alkyl. phenyl(1-3C)alkyl (in which the phenyl 

so may bear one or more halo. hydroxy. (1-4C)alkoxy or 
(1-4C)alkyl substituents), napbthyl(l-3C)alkyL stylyl. 
aryl (which may bear one or more halo. hydroxy. 
(1-4C)alkoxy or (1-4C)alkyl substituents), or (when 
R4 Is �COR1)cc-hydroxybcnzyl; 

5 nlsO.1.2or3; 
pis 1 or 2. and when p Is 2. a Is land 12 Is two hydrogens; 
P Is oxygen or two hydrogens; 
L1 is carbonyl or methylene; 

so 

rlsO,l.2,or3;and 
R6 is phenyl which may bear one or more halo. 

trifluoromethyl. (1-4C)alkyl, hydroxy or (1-4C) 
alkoxy; or naphthyl which may bear one or more halo. 
trifluoromethyl. (1-4C)alkyl or hydroxy substituents; 

65 or when L’ Is carbonyl. the group �.(CH2),--R6 may 

represent an aryl, or a bcnzyl group bearing an 
cz-substl Went selected from hydroxy. (1-4C)a]koxy and 
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(1-4)alkyl. and further wherein the aryl. or phenyl 
portion of the benzyl group may bear one or more 
substituents selected independently from halo, 
trifluoromethyl. (1-4C)alkyl. hydroxy and (1-4C) 
alkoxy 

or the N-oxide of the piperidino nitrogen indicated by A; 
or a pharmaceutically acceptable salt thereof; 
or a quaternary ammonium salt thereof in which the 

piperidino nitrogen Indicated by ,& is a quadricovalent 
ammonium nitrogen wherein the fourth radical on the 
nitrogen R9 Is (1-4C)alkyl or benzyl and the associated 
countndon A is a pharmaceutically acceptable anion. 

2. A compound as claimed In claim I wherein. R’ and 
are Independently hydrogen or (14C)alkyl; or Rb and RC 
together with the nitrogen to which they are attached form 
apyrrolidino. pipaldino. merpholino. thiomoipholino (or its 
S-oxide) orpiperazinyl group (which piperazinyl group may 
bear a methyl or ethyl group at the 4-position); or the 
N-oxide of the plperldlnlo nitrogen Indicated by A; or a 
pharmaceutically acceptable salt thereof; or a quaternary 
smm.onium salt thereof. 

3. A compound as claimed in claim 1. wherein m is 2; 
(1-60alkyl is methyl. ethyl. propyl, isopropyl or butyl, 
(1-3C)alkyl is methyl or ethyl; Q is phenyl which may bear 
one or two substituents selected from halo. trmfluoroniethyl 
and methylenedioxy; Rb is methyl or benzyl and A is 
chloride, bromide or methanesulfonate. 

4. A compound as claimed In claim 1, wherein M is 
formula lb;nis 1or2;pis1;J2is two hydrogens; LiS 
carbonyl: r Is 0 or 1; and R6 Is phenyl which may bear one 
or two halo or (14C)alkoxy substituents. 

S. A compound of formula I as claimed in claim 1, which 
Is a compound of formula Ic: 

QC) 

or the N-Oxide of the plpuridlnio nitrogen Indicated by A: or 
a pharmaceutically acceptable salt thereof; or a quaternary 
amiuonium salt thereof; wherein J, B. L, X, Q. Rb and A 
have the values defined for a compound of formula L 

6.A compound as claimed in claim S wherein, B is a direct 
bond and I.. is a hydrocarbon chain in which the 1-position 
Is bound to D and L is Irimethyic= or the N-oxide of the 
piperidinlo nitrogen Indicated by A; or a pharmaceutically 
acceptable sail thereof; or a quatensazy ammonium salt 
thereof. 

7. A compound of formula I as claimed In claim S. 
wherein B Is N(RI) and L is a hydrocarbon chain selected 
from ethylenc triniethylene and cis-vinylenc; or B Is N and 
L is a hydrocarbon chain In which the 1-position Is bound to 

B and Lis cis,cis-prop-2-en-1-ylidln-3-yl; or the N-oxide of 
the plperldinio nitrogen Indicated by A; or a pharmaceuti-
cally acceptable salt thereof; or a quaternary ammonium salt 
thereof. 

8. A pharmaceutical composition comprising a compound 
of formula I as defined in claim 1; 

or the N-oxide of the piperidino nitrogen indicated by A: 

or a pharmaceutically acceptable salt thereof; 
10 or a quaternary ammonium salt thereof In which the 

piperldlno nitrogen Indicated by A Is a quadricovalent 
ammonium nitrogen wherein the fourth radical on the 
nitrogen R9 Is (1-4C)alkyl or benzyl and the associated 

15 counterlon A Is a pharmaceutically acceptable anion; 
and a pharmaceutically acceptable diluent or carrier. 

9. A method of treating a disease in a human or other 
mammal In need thereof in which NXA Is implicated and 
antagonism of Its action Is desired, comprising: administer-
inganetrcctive dose ofa compound of formula lasdcl%ncd 
In claim 1; 

or the N-oxide of the piperidino nitrogen Indicated by A; 

or a pharmaceutically acceptable salt thereof; 

25 or a quaternary ammonium salt thereof in which the 
piperidino nitrogen indicated by A Is a quadricovalent 
ammonlum nitrogen wherein the fourth radical on the 
nitrogen R9 is (1-4C)alkyl or benzyl and the associated 
counterion A Is a pharmaceutically acceptable anion. 

30 10. A method of treating asthma in a human or other 
mammal, comprising: administering an effective dose of a 
compound of formula I as defined In claIm 1; 

or the N-oxide of the plperldhto nitrogen Indicated by A; 

or a pharmaceutically acceptable salt thereof; 
35 or a quaternary ammonium salt thereof in which the 

piperidino nitrogen indicated by A Is a quadricovalent 
ammonium nitrogen wherein the fourth radical on the 
nitrogen R’ Is (1-4C)alkyl or benzyl and the associated 

40 
counterlon A is a pharmaceutically acceptable anion. 

11. A compound of formula I as claimed In claim L which 
Is selected from: 

(S).N[2(3.4-dichloropbenyl)-4-(4-(methOXYCarb0flYl)-
4-(2.oxoperhydropyrlmidin-1-yl)plperldinoibutYll-N-

45 methylbenzamlde; 
(S)-N-[2-(3 .4-dichiorophenyl )-4-[4-(2-

oxoperhydropyrlmidin- 1 -yI).4-(pyrrolidln- 1-
ylcarbonyl)plperldlnolbutyll.N-mathylbenZamlde 

(S-)- N-[2 -(3 ,4-dichloropbenyl)-4-[4-
so (mcthylandnocarbonyl)-4-(2-OxOperhydrOpyrlIflIdIni. 

yl)piperldlno]butyl]-N-methylbenZamidc and 
(S)_N[2(3.4dIchlorophenyl)_4-I4-methyl-4-(2-

oxoperhydropyrImidmnl_yl)pipefldIflO]bUtyl]-N. 
methylbcn7amld. or a pharmaceutically acceptable 

55 salt thereof. 
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LACTAM COMPOUNDS WHICH ARE 
USEFUL IN THE TREATMENT OF ASTHMA 

This is a divisional of application San No. 081332.290 
filed on 31 Oct 1994, now U.S. Pat No. 5,534,525. 

This invention concerns novel lantern derivatives, and, 
more particularly, novel 4.4-dlsubstlwted plperidines, In 
which one of the substituents is a lactain derivative bonded 
at Its nitrogen. which antagonize the pharmacological 
actions of one of the endogenous neuropcptlde tachyklnlns 
known as neurokinins. particularly at the neuroklnin 2 
(NK2) receptor. The novel lantern derivatives are useful 
whenever such antagonism Is desired. Thus, such corn-
pounds may be of value in the treatment of those diseases in 
which an NK2 receptor is Implicated, far example. In the 
treatment of asthma and related conditions. The Invention 
also provides pharmaceutical compositions containing the 
novel lactarn derivatives for use in such treatment, methods 
for their use. and processes and intermediates for the menu-
facture of the novel lactazu derivatives. 

The mmnmaliRn neurokinins comprise a class of peptide 
ncizotransmltters which are found in the peripheral and 
central nervous systems. The three principal neurokinins are 
Substance P (SP). Neurokinin A (NKA) and Neuroklnln B 
(NKB). There arc also N-terminally extended forms of at 
least NKA. At least three receptor types are known for the 
three principal neuroldnins. Based upon their relative selec-
tivities favoring the neurokinin agonists SR NKA and NEB. 
respectively, the receptors are classified as neuroklnin 1 
(NK1), neurokinln 2 (NK2) and neurokinin 3 (NK3) 
receptors, respectively. In the periphery, SP and NKA are 
localised In C-efferent sensory neurons, which neurons are 
characterized by non-myelinatcd nerve endings known as 
C-fibers, and are released by selective depolarization of 
these neurons, or selective stimulation of the C-fibers. 
C-Fibers are located In the airway epithelluni, and the 
tachykinins are known to cause profound effects which 
clearly parallel may of the symptoms observed In asthmat-
ics. The effects of release or introduction of tarhykinins in 

mammalian airways include lxonchoconsnlclion. increased 
microvascelar permeability, vasodllation and activation of 
mast cells. Thus, the tachykinins are Implicated In the 
pathophysiology and the airway hyperrcsponslveness 
observed In asthmatics; and blockade of the action of 
released tathykinins may be useful in the treatment of 
asthma and related conditions. PeptIdIc NK2 antagonists 
have been reported. For example, a cyclic hexapeptide 
known as L-659.877 has been reported as a selective NK2 
antagonist. Nonpeptldlc NK2 antagonists also have been 
reported, for example in European Patent Application. Pub-
lication Number (EPA) 428434, EPA 474561. EPA 512901, 
EPA 512902, EPA 515240. EPA 559538. as well as in WO 
94/10146. I have discovered a series of nonpeptidic NK2 
antagonists, and this is the basis for my invention. 

According to the Invention, there is provided a Com-
pound of the Invention which Is a compound of formula I 
(formula set out hereinbelow following the Examples, 
together with other formulae denoted by Roman numerals) 

wherein 

XIS (1-60alkyl �cH20R . �cH2SR°. .-cH2S(=O) 
R’, �CH2S(-70)2R’, �C(=O)R, �C(=O)OR, 

a)N1bRc (r)(oR’5(oR’). -.CH2N(R)C 
(=J)R! 4CH2N(1r)C(=O)oR’ or cH2N(R")c(=r) 
NRbRC; 

B Is a direct bond and L Is a hydrocarbon chain in which 
the 1-position is bound to B and L is selected from 
trmnicthylcne. tclramcthylene. cis-1-butcnylene and cls.cls-

butadlenylene; or B Is N(R") and L Is a hydrocarbon chain 
selected from ethylene. Iximethylene and cis-vinylene; or B 
is N and L is a hydrocarbon chain In which the 1-position Is 
bound to B and L Is cls,cls-prop-2-en-1-ylidln-3-yl; 

s J and J° are Independently oxygen or sulfur; 
W. W and Rh arc Independently hydrogen or (1-6C) 

alkyl 
R’ and Rc are independently hydrogen or (1-6C)alkyl In 

which said (1-6C)alkyl may be substituted by a group 
to selected from hydroxy and (1-3C)alkoxy, or said (1-6C) 

alkyl may be terminally substituted by a group selected from 
hydroxy, (1-3C)aJ.koxy, phenyl, _C(�O)OR and 

or 
R’ and R? together with the nitrogen to which they are 

is attached form a pyrrolidino. piperldino. morpholino. thio-
morpholino (or its S-oxide) or piperazinyl group (which 
piperazinyl group may bear a methyl or ethyl group at the 
4-position); 

R’ and R’ are Independently (1-3C)alkyl or together 
20 form a divalent hydrocarbon chain selected from ethylene 

and trisnethylene; 
R’ is (1-6C)alkyl; 
R’, R and R* are independently hydrogen or (1-30 

alkyl; 
zs mis2 air 3; 

M Is a residue of formula In or formula lb wherein 
Q Is phenyl which may bear one or two substituents 

independently selected from halo, trlfluoroniethyl. hydroxy, 
(1-3C)alkoxy, (1-3C)alkyl and methylenedioxy; or Q is 

30 thicnyl, Inildazolyl, benzo[bjthlophenyl or naphthyl any of 
which may bear a halo substituent; or Q is biplienylyl; or Q 
Is carbon-linked Indolyl which may bear a benzyl substitnent 
at the 1-position; 

Q Is hydrogen. (1-4C)alkyl, or a radical of formula 
35 _(CH2)_NRlRSIn which qIs2or3 and R7 and RSare 

independently (1-4C)alkyl or NWR8 is piperidino or 
4-benzy1plperldlno; 

Is hydrogen, methyl or (24C)n-alkyl which may bear 
a terminal amino radical; 

40 R4 is �C(=O)R’, �C(=O)OR’ or �C(=J1)NHR5 in 
which J’ is oxygen or sulfur and R3 Is hydrogen, (1-6C) 
alkyl, phenyl(l-3C)alky1 (In which the phenyl may bear one 
or more halo. hydroxy, (1-4C)alkoxy or (1-4C)alk71 
substituents). pyrldyl(1-3C)alkyl. napbthyl(l-3C)alkyl. 

45 pyrldylthlo(1-3C)alkyl. styzyl, 1-methyllmldazol-2-ylthio 
(1-3C)alkyl, aryl (which may bear one or more halo. 
hydroxy. (1-4C)alkoxy or (1-4C)alkyl substituents). hct-
eroaryl (which may bear one or more halo, hydroxy. (14C) 
alkoxy or (1-4C)alkyl substituents). or (when R4 Is 

50 �COR3) a-hydroxybenzyl; 
nisO. 1,2or3; 
p is 1 or 2, and when p Is 2. n Is 1 and J2 Is two hydrogens; 

is oxygen or two hydrogens; 
L1 Is earbonyl or methylene; 

55 rIsO,1,2.or3;and 
R6 Is phenyl which may bear one or more halo. 

Irliluoromethyl, (1-4C)alkyl, hydroxy or (1-4C)a]koxy sub-
stituents ubstituents (and particularly one or more chioro or fluero 
substituents); naphthyl which may bear one or more halo, 

so trlfiuoromethyl. (1-4C)alkyl or hydroxy substituents; 
pyridyl; thienyl. indolyl. qulnollnyl; benzothlenyl or imida-
zolyl; or when L1 Is carbonyl. the group �(C112),�R6 may 
represent aryl, heteroaiyl or a benzyl group bearing an 
cz-substltuent selected from hydroxy. (14C)alkoxy and 

as (1-4)alkyl, and further wherein the aryL heteroaryl or phe-
nyl portion of the benzyl group may bear one or more 
substituents selected Independently from halo. 
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Reivindicaciones 

Reivindicaciones I a 9: Se reivindica un compuesto de formula (I): 

R5 R6 R5
, 

R7 

R4 

Reivindicaciôn 10: Se reivindica un procedimiento para preparar un compuesto 
de acuerdo con las clÆusulas precedentes que comprende las etapas de: 

a) Ciclizaciôn de un compuesto de fOrmula (IV) o 
b) CiclizaciOn de un compuesto de fOrmula (V), o 
C) Ciclizaciôn de un compuesto de fOrmula (VII), o 

- d) La reacciôn de un compuesto de formula (VIIA) con un aldehido 
CH(0)(CH2)mRio de fOrmula (Villa) para proporcionar un compuesto de fOrmula 
(l),o 
e) CiclizaciOn de un compuesto de fOrmula (Via) en presencia de un Æcido para 
obtener un compuesto de fOrmula (I), 0 
f) N-alquilacion de un compuesto de fOrmula (VIII) con un compuesto de fOrmula 
(IX) L-C(R5)(R6)(R7) para proporcionar un compuesto de formula (I), 

opcionalmente para cualquiera de los pasos (a) a (f) eliminar cualquier grupo 
protector y/o convertir un compuesto de formula (I) en otro compuesto de fOrmula 
(I) y/o separación de un compuesto de fOrmula (I) en o un derivado del mismo en 
los enantiOmeros del mismo. 

Reivindicaciones 11 a 13: Se reivindica el compuesto para ser usado en terapia 
y el uso de los compuestos para la preparación  de un medicamento para 
utilizarse en el tratamiento de condiciones mediadas por las taquicininas y/o la 
inhibiciOn selectiva de la protemna del transportador de la recaptaciOn de la 
serotonina. 

Reivindicación 14: Se reivindica una composiciOn farmacØutica que comprende 
un compuesto de conformidad con las reivindicaciones precedentes. 

Reivindicación 15: Se reivindica un mØtodo para el tratamiento de condiciones 
mediadas por las taquicininas. 

Sustento Descriptivo 

La solicitud hace referencia a derivados de lactama, procedimientos para su 
preparaciOn y a las composiciones farmacØuticas que los contienen. Los 
compuestos son antagonistas de los receptores de taquicinina, incluyendo la 
sustancia P y otras neurocininas tanto in vitro como in vivo. 

Se han identificado tres tipos de receptores de taquicininas: NK1, NK2 y NK3 que 
estÆn ampliamente distribuidas a travØs del sistema nervioso central y perifØrico. 
Los compuestos de la invenciOn son antagonistas del receptor NK1 y son 
inhibidores selectivos de la recaptaciOn de serotonina. 
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Una vez catalogada la invención Østa se clasificó en la secciOn: A 61 K 3139 

II A 61 P 251 de la Clasificación Internacional de Patentes. 

3. De la solicitud de Patente 

3.1. Reivindicaciones (artIculo 30 D. 486) 

Teniendo en cuenta el contenido y alcance de la materia reivindicada esta 
Superintendencia se permite senalar lo siguiente: 

� Las clÆusulas I a 7 definen las caracteristicas de la estructura Markush de la 
fOrmula (I) e incluyen tØrminos que evocan generos funcionales y no permiten 
una interpretaciOn inequlvoca del grado de complejidad que presenta la 
fOrmula)una vez se producen las sustituciones sobre la misma. Es el caso de 
las expresiones que forman parte de las opciones contempladas para el caso 
de los radicales R5, R9 y R10, a continuaciOn relacionadas: 

Grupo biciclico heterociclico fusionado de 9 a 10 miembros 
Grupo heteroarilo de 5 06 miembros 
Cicloalquilo de C7 

Al respecto es preciso requerir al seæor solicitante en los tØrminos del presente 
examen tØcnico para que identifique claramente cuÆles son las especies qulmicas y 
funcionales que sustituyen Ia estructura Markush contempladas dentro de los 
generos antes indicados, lo anterior, atendiendo las normas por la IUPAC para la 
denominaciOn de compuestos org6nicos1 y las modalidades particulares de la 
invención que presentan las clÆusulas 8 y 9. 

1PiRYL GROUPS: 
Groups derived from arenes by removal of a hydrogen atom from a ring carbon atom. NOC Rule A-13.5. Groups similarly derived from 
heteroarenes are sometimes subsumed in this definition (see heteroaryl groups). E.g. o-tolyl. 

ARENES: 
Monocyclic and polycyclic aromatic hydrocarbons. NOC Rule A-12.4. (See aromatic compounds). 

, AROMATIC COMPOUNDS: 
Historically, the term ’aromatic’ originally referred to the smell of selected compounds that later were found to contain benzene or fused 
benzene rings in the structure. In a structural sense, it designates compounds that, in accordance with the theory of HOckel, have a cyclic, 
delocalized (4n+2) p1-electron system. This includes arenes and their substitution products. E.g. benzene, naphthalene, toluene. The term 
has been generalized to include aromatic heterocyclic structures, such as thiophene and pyridine, but it is more precise to call compounds 
of the latter type heteroaromatic. See also arenes, heteroarenes. GTPOC (aromatic). 

HETEROARENES: 
Heterocyclic compounds formally derived from arenes by replacement of one or more methine (-C=) and/or vinylene (-CHCH-) groups by 
trivalent or divalent heteroatoms, respectively, in such a way as to maintain the continuous -electron system characteristic of aromatic 
systems and a number of out-of-plane -electrons corresponding to the Hückel rule (4n +2); an alternative term is hetarenes. Comprehensive 
Heterocyclic Chemistry, Vol. 1, Ed. 0. Meth-Cohn, Pergamon, 1984, p. 3. 

HETEROARYL GROUPS: 
The class of hetetocyclyl groups derived from heteroarenes by removal of a hydrogen atom from any ring atom; an alternative term is 

hetaryl. E.g. 2-pyridyl (pyridin-2-yl), indol-1-yl. 

HETEROCYCLYL GROUPS: 
Univalent groups formed by removing a hydrogen atom from any ring atom of a heterocyclic compound. E.g. 4-pyridyl, pyrrolidin-1-yl, 

pyrrolidin-2-yl. 

CYCLOALKYL GROUPS: 
Univalent groups derived from cycloalkanes by removal of a hydrogen atom from a ring carbon atom. 

URL: http:llww.chem.Qmul.aC.UkliUPaCClaSS1flnQSh2. 
Glossary of class names of organic compounds and reactive intermediates based on structure (IUPAC Recommendations 1994). 

Miscellaneous. 
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En lo que respecta al documento D2 las diferencias estriban en que el anillo de 
lactama no se encuentra sustituido por un grupo metilen-arilo como en el caso de la 
materia reivindicada. 

Del problema tØcnico objetivo y del efecto inesperado: 

De acuerdo con la divulgaciOn que compana la solicitud de patente los derivados de 
lactama se presentan como una altemativa terapØutica para el manejo de 
condiciones mediadas por las taquicininas, en particular por la taquicinina NK1, 
debido a que las molØculas presentan actividad como antagonistas del receptor de 
la taquicinina NK1, incluyendo la sustancia P. AdemÆs, las sustancias presentan 
actividad como inhibidores selectivos de la recaptaciôn de serotonina. 

Se indica ademÆs que la afinidad de union por el receptor de la NK1 se ha 
determinado en un ensayo in vitro midiendo la capacidad de los compuestos de 
desplazar la Tyr8-Sustancia P de los receptores de la NK1 en cØlulas de ovario de 
hamster chino. 

Al respecto es preciso seæalar que el documento D2 seæala la capacidad de las 
estructuras de causar la inhibiciôn en la actividad de las taquicininas, en particular, 
de la NK2, por lo que la actividad farmacolôgica de los derivados de lactama 
constituye parte fundamental del estado de la tØcnica divulgado en la publicacion 
seæalada. 

En consecuencia, una persona versada en ciencias farmacØuticas se encontraria 
motivada a diseæar derivados de lactama con afinidad especIfica por el receptor 
NK1, debido a la información divulgada en los antecedentes DI y D2, por lo que esta 
Superintendencia considera que la materia reivindicada no constituye un verdadero 
salto en la regla tØcnica y se deriva de manera evidente a partir del estado del arte. 

Por las razones expuestas anteriormente esta dependencia encuentra que la materia 
reivindicada carece de altura inventiva y por lo tanto no cumple con las disposiciones 
normativas que senala el articulo 18 del ordenamiento juridico andino. 

8. Conclusion: 

Los requisitos de patentabilidad de la presente solicitud se encuentran afectados ask 

N° Documento N° Reivindicaciones Requisito que Afecta 

ILQ2 

Afectadas  
Dl US5780466 I a 15 Nivel Inventivo 

J US5677317 I a 15 Nivel Inventivo 

En cumplimiento del artIculo 45 de la DecisiOn 486 de la ComisiOn de la Comunidad 
Andina, se le indica que debe dar respuesta dentro del tØrmino de sesenta dIas 
contados a partir de la fecha de notificaciOn de la presente comunicaciOn. En caso 
de no dar respuesta al presente requerimiento, o si a pesar de la respuesta 
subsistieran los impedimentos para la concesiôn, se denegarÆ la patente. 

--


