
. '\ 
I . ( 

W096122290 PCT/US96/00041 

-209-

indolyloxy)-2-propanol or (2S)-(-)-3-[4-(6-trifluoromethyl-3-
indolyl)piperidin-1-yl]-1-(4-indolyloxy)-2-propanol or a 
pharmaceutically acceptable sa~t ~hereof. 

26. A pharmaceutical composition comprising a 
5 pharmaceutically acceptable carrier or excipient and a 

compound of Claim 1. 

10 

15 

20 

27. A pharmaceutical composition comprising a 
pharmaceutically acceptable carrier or excipient and a 
compound of Claim 2. 

28. A pharmaceutical composition comprising a 
pharmaceutically acceptable carrier or excipient and a ... 
compound of Claim 8. 

29. A pharmaceutical composition comprising a 
pharmaceutically acceptable carrier or excipient and a 
compound of Claim 13. 

30. A pharmaceutical composition comprising a 
pharmaceutically acceptable carrier or excipient and a 
compound of Clai~ 14. . 

vse of 
31. A~method of affeetiBg the serotoBiB lA receptor 

which comprises administering to a sttbject in need of sttefi 
~reatmen:t an effe.ctive amount of a compound of the formula 

x 
1 · 

0-(CH:) r-CH-CH:-(CH:)~-R 

I D 

~ 
XII 

25 wherein r is 0-4; 
s is 0-1; 

D is a residue which combines with the carbon atoms to which 
it is attached to complete a pyrrolyl, imidazolyl, pyridinyl, 
pyrazinyl, pyridazinyl or pyrimidinyl group; 

30 wherein X is hydrogen, phenyl, hydroxy or methoxy; 
provided that X is hydrogen or phenyl when r is O; 
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the dotted line is an optional double bond; 

Rl is pipe;r-idinyl, adamantyl, piperazino, morpholino or· 

pyrrolyl, 
substituted with 0-1 phenyl or benzyl group or 0-4 c1-C3 

alkyl, c1-C3 alkoxy or halo groups; 

which phenyl or benzyl group is substituted with 
0-2 c1-c3 alkyl, halo, trifluoromethyl or c1-c3 

alkoxy groups; 

NH 

VI 

n and m are independently 4-5, and the group of Formula VI 
20 may be substituted with 0-1 oxo group and 0-2 c1-C3 alkyl, 

C1-C3 alkoxy or halo groups; 

25 

or Rl is c1-c4 alkyl, 

substituted with pyrrolyl, adarnantyl, furyl, thienyl, 

pyridinyl, rnorpholinyl, piperidiny.:!.., tetrahydropyrrolyl, 

piperazinyl, tetrahydrofuryl, benzazepinyl, 

dibenzazepinyl or quinolinyl, 

substituted with 0-4 C1-C3 alkyl, c1-C3 alkoxy or 

halo groups; 

/ .. 
.. 

·~ 
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R2 is hydroxy, hydrogen, cyano, c1-C4 alkyl, or (phenyl or 
benzyl substituted with 0-2 c1-c3 alkyl, c1-c3 alkoxy or halo 

groups); 
or R2 is amino substituted with phenyl or benzyl, 

5 substituted with 0-2 c1-c3 alkyl, c1-c3 alkoxy, halo or 

10 

·"-.. ... / 

. trifluoromethyl groups; 
or R2 is absent when the dotted line is a double bond; 
R3 is-C1-C4 alkyl, 

substituted with 0-2 phenyl groups, 
~ubstituted with 0-2 c1-c3 alkyl, c1-c3 alkoxy or 

halo groups; 
or R3 is c1-C4 alkyl substituted with hydroxyimino or 

hydroxy; 
or R3 is phenoxy, 

15 substituted with 0-1 methylenedioxy or substituted with 
0-2 c1-c3 alkyl, c1-c3 alkoxy, trifluoromethyl or halo 
groups; 

or R3 is dibenzocycloheptenyl, benzodioxolyl, benzodioxinyl, 
or dibenzocyclohexenyl; 

20 or R3 is phenyl, naphthyl, tetralinyl, tetrazolyl, 
benzimidazolyl, indolyl, benzofuryl, benzothienyl, piperidino 
or morpholino, 

substituted with 0-2 c1-c3 alkyl, c1-C3 alkoxy, C4-cs 

. ''z-5 
cycloalkylalkoxy, halo, nitre, trifluorornethyl, 
difluoromethyl, hydroxy or trifluoromethoxy groups; 
or substituted with 0-1 phenyl, piperidinonyl, 
hexahydropyridazinonyl or piperazinonyl group, 

substituted with 0-2 c1-c3 alkyl, oxo, c1-c3 

alkoxy, halo ~r trifluorornethyl groups; 
30 or R2 and R3 combine to form c1-c4 alkylidene, 

substituted with 0-2 phenyl groups, 
substituted with 0-2 C1-C3 alkyl, C1-C3 alkoxy, 

halo or trifluorornethyl groups; 
RS is c1-C6 alkyl or c1-c4 acyl; 

35 or Rs is c1 -c3 alkyl substituted with phenyl, benzodioxinyl 

or benzodioxolyl, 
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substituted on the phenyl ring with 0-2 c1-c3 alkyl, c1-

C3 alkoxy or halo groups; 

or Rs is pyridinyl, phenyl, naphthyl, tetralinyl, 
pyrimidinyl, indolyl, benzofuryl, benzothienyl, pyrazinyl, 

5 quinolinyl, isoquinolinyl, pyridazinyl or quinazolinyl, 
substituted with 0-2 c1-c3 alkyl, trifluoromethyl, c1-c3 

alkoxy or halo groups; 
or Rs is 

10 
VII 

B is oxygen or sulfur; 

Y is a residue which combines with the atoms to which it is 

15 attached to complete a triazolyl, imidazolyl, thiazolyl or 

pyrrolyl ring; 

;'-./ 20 

A is a residue which combines with tbe nitrogen atom to which 

it is attached to complete 

a) an azabicyclo(octyl, nonyl or decyl) group; 

b) 

-N 

VIII 
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cl 

IX 

or 

d) 

x 

M is a residue which combines with the carbon atom to which 
it is attached to complete an indanyl, indenyl, pyrrolidinyl, 

15 tetralinyl, benzopyranyl, dihydroindolyl, naphthodi­

hydrofuranyl, benzodihydrothienyl, benzodihydrofuranyl, 

benzodihydropyranyl, naphthodihydrothienyl, or 

naphthodihydropyrrolyl group wherein the spiro junction is 
·'-..-/ not to an ·aromatic ring, 
20 substituted with 0-2 c1 -C3 alkyl, oxo, c1 -C3 alkoxy, 

pyrrolidinyl- or piperidinyl-C1-C3 alkoxy, c1-c2 
alkylenedioxy, phenoxy, benzyloxy, phenyl or halo 

groups; 

p represents 0-2; 
R6 and R7 independently represent phenyl groups, 

substituted with 0-2 c1-C3 alkyl, C1-C3 alkoxy or halo 

groups; 

or R6 and R7 combine with the atom to which they are attached 

to complete a fluorenyl or dihydroanthracenyl group; 
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or R6 and R7 represent hydrogen, provided that p must not be 

l; 

q represents 0-2; 
Q represents a residue which combines with the atoms to which 

5 it is attached to complete a phenyl or naphthyl group, 
substituted with 0-2 c1-c3 alkyl, c1-c3 alkoxy or halo 

10 

groups; 
RB is hydrogen or c1-c3 alkyl; 

or a pharmaceutically accep~able salt thei-~ofx. iti IA .P'°fR'°'#im of 4 ,wJ;~ 
-ft7y ():/'ftcfin~ 1hl ~'1>fonin IA rt<1ptor 1n a svbjt't in IWd -there.ii. . 

32. A.,meehud of Claim 31 wherein the compound is a vse 
compound wherein r is 1-3, s is 0, X ~s hydrogen or hydroxy, 

and D completes a pyrrolyl group. 
vse . . . 

33. A fflethod of Claim 32 wherein the compound is a 

compound wherein R is of Formula III or Formula V. 

15 34. A m~~od of Claim 33 wherein the compound is a 

compound wherein R is of Formula V and A is of Formula VIII. 

35. A m~~ed of Claim 34 wherein the compound is a 

compound wherein M completes a benzopyranyl, 

benzodihydropyranyl, naphthodihydrofuranyl, 

20 benzodihydrofuranyl, indanyl, indenyl or tetralinyl group, 
substituted with 0-2 c1-c3 alkyl, oxo, c1-c3 alkoxy, 

. 
pyrrolidinyl- or piperidinyl-c1 -C3 alkoxy, ·c1 -c2 

alkylenedioxy, phenoxy, benzyloxy, phenyl or halo 

groups. 
\.../. 25 vse 

36. A mctho~ of Claim 35 wherein the compound is a 

30 

35 

compound wherein M completes a group which is substituted 

with 0-2 alkyl, alkoxy, oxo, phenyl, halo, phenoxy or 

benzyloxy groups. 

37. A m&~~'od of Claim 33 wherein the compound is a 
compound wherein R is of Formula III and R3 is benzodioxolyl 

or benzodioxinyl; or R3 is phenyl, naphthyl, indolyl or 

benzothienyl, 
substituted with 0-2 c1-c3 alkyl, c1-c3 alkoxy, C4-cs 

cycloalkylalkoxy, halo, nitre, trifluoromethyl, 

difluoromethyl, hydroxy or trifluoromethoxy groups; 
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or substituted with 0-1 phenyl, piperidinonyl, 

hexahydropyridazinonyl or piperazinonyl group, 
substituted with 0-2 c1-C3 alkyl, oxo, c1-C3 

alkoxy, halo or trifluoromethyl groups. 
5 38. A m~~ed of Claim 31 wherein the compound is (2Sl-

10 

(-)-1-(4-indolyloxy)-3-(4-(3,4-methylenedioxy)phenyl)­

piperidin-l-yl)-2-propanol, C2S)-(-)-1-C4-indolyloxy)-3-

(spiro[1H-indene-1,4'-piperidin]-1'-yl)-2-propanol or (2S)-(­

)-1-(4-indolyloxy)-3-(5-methoxyspiro[benzodihydrofuran-

1(3H) ,4'-piperidin]-1'-yll-2-propanol or a pharmaceutically 

acceptable salt thereof. . 
39. A ~~~~ed of Claim 31 wherein the compound is (2S)­

(-)-1- (4-indolyloxy)-3- (4- (3, 4-ethylenedioxy)phenyl)­

piperidin-l-yl)-2-propanol, (25)~(-)-1-(4-indolyloxy)-3-(3,4-

15 dihydro-2-oxospiro[naphthalene-1(2H),4'-piperidin]-1'-yl)-2-

propanol or (2S)-(-)-1-(4-indolyloxy)-3-(4-methoxyspiro-

[benzodihydrofuran-1(3H),4'-piperidin]-3-one-1'-yl)-2-

propanol or a pharmaceutically acceptable salt thereof. vu. 
40. A method of Claim 31 wherein the compound is (2S)-

20 (-)-1-(4-indolyloxy)-3-(4-methoxyspiro[benzodihydrofuran- . 

1(3H),4'-piperidin]-1'-yl)-2-propanol, l-(4-indolyloxy)-3-(4-

methoxyspiro[benzodihydrofuran-1(3H),4'-piperidin]-1'­
yl)propane or (2S)-(-)-l-(4-indolyloxy)-3-(5-

methylspiro[benzodihydrofuran-1(3H) ,4'-piperidin)-l '-yl)-2-

'-d' propanol or a pharmaceutically acceptable salt thereof. · 

41. A~e~od of inhibiting the reuptake of serotonin A . 
which comprises administering to a sYbject in need of syca 

treatment an effective amount of a compound of formula 

30 
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10 the dotted line is .an optional double bond; 

:'-._./. 15 

20 

R2 is hydroxy or hydrogen, or is absent when the dotted line 

is a double bond; 
R3 is c1-C4 alkyl, 

substituted with 1-2 phenyl groups, 

substituted with 0-2 halo groups; 
or R3 is dibenzocycloheptenyl or benzodioxinyl; 
or R3 is phenyl, benzothienyl, naphthyl, indolyl or 

piperidino, 
substituted with 0-2 c1-c3 alkoxy, hydroxy; cyano, c1-c3 

alkyl, C4-Cg cycloalkylalkoxy, halo, nitro, 

trifluoromethyl or trifluoromethoxy groups; 
or R2 and R3 combine to form c1-C4 alkylidene, 

substituted with 1-2 phenyl groups, 

substituted with 0-2 halo groups; 
25 RS is phenyl, phenyl-c1-c3 alkyl, or diphenyl-c1-c3 alkyl, 

substituted with 1-2 halo, c1-C3 alkoxy or 

trifluoromethyl groups; 
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A is a residue which combines with the nitrogen atom to which· 

it is attached to complete 

-N 

VIII 

M is a residue which combines with the carbon atom to which 
it is attached to complete a benzopyranyl, naphthodi­
hydrofuranyl, benzodihydrothienyl, or benzodihydrofuranyl 

10 group, wherein the spiro junction is not to an aromatic ring, 
substituted with 0-2 c1-c3 alkoxy, benzyloxy, phenyl or 

halo groups; . 
or a pharmaceuticallv acceptable salt thereofic in IA (Ktp<K«bi:m of ~ m1Ji'CArnurf 
fl1r ·111>libiti~ -!kt revp~'IU of" Se'°'l>nil') in Q 'vbJec.t i'1 ttl.td .Y,trl~ . 

42. Avmeefiod of Claim 41 wherein the serotonin lA 
vs-e. 

15 receptor of the subject is also affected by the compound. 
vse 

43. A metfied of Claim 42 wherein the compound is a 
compound wherein r is 1-2. 

use 
44. A metaod of Claim 43 wherein R is of Formula III or 

Formula V and A is of Formula VIII. 

20 45. A me~5fied of Claim 44 wherein the compound is a 
compound wherein R is of Formula III, and R3 is phenyl, 

v· naphthyl, benzothienyl or indolyl, 
substituted with 0-2 c1-c3 alkoxy, c1-c3 alkyl, C4-ca 

cycloalkylalkoxy, halo, nitre, trifluoromethyl or 
· 25 trifluoromethoxy groups. 

VS& 
46. A met99a of Claim 44 wherein the compound is a 

compound wherein A is of Formula VIII and M completes a 
naphthodihydrofuranyl or benzodihydrofuranyl group, 

substituted with 0-2 c1-C3 alkoxy, benzyloxy, phenyl or 

·30 halo groups. 
VS( 

47. h methed of Claim 45 wherein the compound is a 
compound wherein R3 is indolyl or benzothienyl, substituted 
with 1-2 c1-c3 alkoxy, c1-c3 alkyl, C4-ca cy~loalkylalkoxy, 

halo. nitre, trifluoromethyl o~ trifluorornethoxy groups. 
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48. A method of Claim 42 wherein the compound is (2S>-
(-)-1-(4-indolyloxy)-3-(4-(2-naphthyl)piperidin-1-yl)-2-
propanol, (2S)-(-)-1-(4-indolyloxy)-3-(benzo[e]spiro­
[benzodihydrofuran-1(3H) ,4'-piperidin]-1'-yl)-2-propanol or 

5 (2S)-(+)-3-[4-(7-chloro-3-indolyl)-piperidin-1-yl]-l-(4-
indolyloxy) -2-propanol or a pharmaceutically acc~ptable sa_lt 
thereof. vse. 

49. A me6aea_of Claim 42 wherein the compound is 3-[4-
(6-chloro-3-indolyl)piperidin-1-yl]-1-(4-indolyloxy)propane, 

·10 3-[4-(6-chloro-3-indolyl)-1,2,3,6-tetrahydropyridin-1-yl]-1-
( 4-indoly_~oxy} -2 -propanol or 3- [ 4·- C 6-ni tro-3 -indoly l) -
l,2,3,6-tetrahydropyridin-1-yl]-1-(4-indolyloxy)propane or a 
pharmaceutically acceptable salt thereof. 

~ 
50. A me~Aod of Claim 42 wherein the compound is (2S)-

15 (-)-3-[4-(6-nitro-3-indolyl)-1,2,3,6-tetrahydropyridin-1-yl]-
1-(4-indolyloxy)-2-propanol or (2S)-(-)-3-[4-(6-
trifluoromethyl-3-indolyl)piperidin-1-ylJ-1-(4-indolyloxy)-2-
propanol or a pharmac~utically acceptable salt thereof. 

IA&'t.. <:Dfl'lpris•heJ 1ftt vse Of CkWnt 31 tw 
51. A mc-t:hed~~ preventing or alleviating the symptoms 

20 caused by withdrawal or partial withdrawal from the use of 
tobacco or of nicotine.~1hich comprises the method ef Claim 
~ 

25 

30 

use. 
52. A metaod of Claim 51 wherein the compound is a 

compound wherein r is 1-3, s is o·, X is hydrogen or hydroxy, 
and D completes a pyrrolyl group. 

53. A me"f~od of Claim 52 wherein the compound is a 
compound wherein R is of Formula III or Formula V. 

54. A mc~od of Claim 53 wherein the compound is a 
compound wherein R is of Formula v and A is of Formula VIII. 

use. 
55. , A metaoe of Claim 54 wherein the compound is a 

compound wherein M completes a benzbpyranyl, 
benzodihydropyranyl, naphthodihydrofuranyl, 
benzodihydrofuranyl, indanyl~ indenyl or tetralinyl group, 

substituted with 0-2 c1-C3 alkyl, oxo, c1-C3 alkoxy, 
35 pyrrolidinyl- or piperidinyl-C1-c3 alkoxy, C1-c2 

alkylenedioxy, phenoxy, benzylox-y, phenyl or halo 
groups. 

,, .. 
f 
\.. 
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~ 
56. A met:aed of Claim 55 wherein the compound is a 

compound wherein M completes a group which is substituted 
with 0-2 alkyl, alkoxy, oxo, phenyl, halo, phenoxy or 
benzyloxy groups. 

vse 
5 57. A met.hod of Claim 53 wherein the·compound is a 

10 

compound wherein R is of Formula III and R3 is ~enzodioxo~yl __ 
or benzodioxinyl; or R3 is phenyl~ naphthyl, indolyl or 
benzothienyl, 

substituted with 0-2 c1-C3 alkyl, c1-c3 alkoxy, C4-cs 
cycloalkylalkoxy, halo, nitre, trifluoromethyl, 
difluoromethyl, hydroxy or trifluoromethoxy groups; 
or substituted with 0-1 phenyl, piperidinonyl, 
hexahydropyridazinonyl or piperazinonyl group, 

substituted with 0-2 c1-c3 alkyl, oxo, c1-c3 

15 alkoxy, halo or trifluoromethyl groups. 
58. A m~~~od of Claim 51 wherein the compound is (2S)­

(-}-l-(4-indolyloxy)-3-(4-(3,4-methylenedioxy)phenyl)-
piperidin-l-yl)-2-propanol, (2S)-(-)-1-{4-indolyloxy)-3-
(spiro(lH-indene-l,4'-piperidin]-l'-yl)-2-propanol or (2S)-(-

20· )-1-(4-indolyloxy)-3-(5-methoxyspiro[benzodihydrofuran-
1(3H),4'-piperidin]-1'-yl}-2-propanol or a pharmaceutically 
acceptable salt thereof. 

vse. · 
59. A me~noa of Claim 51 wherein the compound is (2S)-

(-)-1-(4-indolyloxy)-3-C4-(3,4-ethylenedioxy)phenyl>-
US piperidin-l-yl)-2-propanol, (2S)- (-)-1- (4-indolyloxy) -3- (3, 4-

dihydro-2-oxospiro[naphthalene-1(2H),4' -piperidin) -1' -yl) -2-
propanol or (2Sl-C-l-1-(4-indolyloxy)-3-C4-methoxyspiro­
[benzodihydrofuran-1(3H),4'-piperidinJ-3-one-1'-yl)-2-
propanol or a pharmaceutically acceptable salt thereof. 

vse. . h . 30 60. A method of Claim 51 w erein the compound is (2S)-
(-)-l-(4-indolyloxyl-3-C4-methoxyspiro[benzodihydrofuran-
1(3H),4'-piperidin)-l'-yl)-2-propanol, 1-(4-indolyloxy)-3-(4-
methoxyspiro[benzodihydrofu~an-1(3Hl,4'-piperidin]-1'­

yl)propane or (2S)-(-)-1-C4-indolyloxy)-3-(5-methylspiro-
35 [benzodihydrofuran-1(3H),4'-piperidin]-l'-yl)-2-propanol or a 

pharmaceutically acceptable salt thereof. 
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depress ion~~ihich comprises the 

wherein the compound is a 

5 63.. A m~~ed- of Claim 62 wherein the compound is a 
compound wherein R is of Formula III or Formula V and A is .of 
Formula VIII. . 

vse. 
64. A methea of Claim 63 wherein R is of Formula v, A 

is of Formula VIII and M completes a naphthodihydrofuranyl or 
10 benzodihydrofuranyl group, 

15 

substituted with 0-2 c1-C3 alkoxy, benzyloxy, phenyl or 
halo groups. 
65. A ~~d of Claim 63 wherein the compound is a 

compound wherein R is of Formula III and R3 is phenyl, 
naphthyl, benzothienyl or indolyl, 

substituted with 0-2 c1-c3 alkoxy, c1-c3 alkyl, C4-ca 
cycloalkylalkoxy, halo, nitre, trifluoromethyl or 
trifluoromethoxy groups. 

~e. 
66. A meehod·of Claim 65 wherein the compound is a 

20 compound whereirl R3 is benzothienyl or indolyl, 
substituted with 0-2 C1-c3 alkoxy, c1-C3 alkyl, C4-ca 
cycloalkylalkoxy, halo, nitre, trifluoromethyl or 
trifluoromethoxy groups. 

vse 

25 
67. A method of Claim 66 wherein the compound is a 

compound wherein R3 is benzothienyl or indolyl substituted 
with 1-2 c1-c3 alkoxy, c1-c3 alkyl, halo, nitre, 
trifluoromethyl or trifluoromethoxy groups. 

v~e.. 
68. A methoa of Claim 61 wherein the compound is (2S)-

(-}-1-(4-indolyloxy)-3-(4-(2-naphthyl)piperidin-1-yl)-2-
30 propanol, (2S)-(-)-1-(4-indolyloxy>-3-(benzo[e]spiro­

[benzodihydrofuran-1(3H) ,4' -piperidin]-1'-yl}-2-propanol or 
(2S)-{+)-3-[4-{7-chloro-3-indolyl)-piperidin-1-yl]-1-{4-
indolyloxy)-2-propanol or a pharmaceutically acceptable salt 
thereof. 

vs-e. 
35 69. A metfiod of Claim 61 wherein the compound is 3-[4-

(6-chloro-3-indolyllpiperidin-l-yl]-1-(4-inqolyloxylpropane, 
3-{4-<6-chloro-3-indolyl)-l,2,3, 6-tet.rahydropyridin-l-yl]-1-

I' .... 
r ' .......... . .l 

·~. 
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(4-indolyloxy)-2-propanol or 3-[4-(6-nitro-3-indolyl)-
1,2,3,6-tetrahydropyridin-1-yl]-1-(4-indolyloxy)propane or a 

pharmaceutically acceptable salt thereof. 
70. A ~~tee of Claim 61 wherein the compound is {2S)-

5 · (-)-3-[4-(6-nitro-3-indolyl)-1,2,3,6-tetrahydropyridin-l-yl]-

1-(4-indolyloxy)-2-propanol or C2S)-(-)-3-[4-(6-

trifluoromethyl-3-indolyl)piperidin-1-yl]-1-(4-indolyloxy)-2-

propanol or a pharma~~utically acc~ptable salt thereof. 
V-2 a:>mpmm~ -/JU vre o' Clotrm 3 f ft1r 

71. A method~&£- treating anxiety. which comprises the 

10 method of Claim Jl. 
72. A m~~od of Claim 31 wherein the compound is a 

compound wherein r is 1-3, s is 0, X is hydrogen or hydroxy, 

and D completes a pyrrolyl group. 
~ . 

73. A mot.hed of Claim 72 wherein the compound is a 

15 compound wherein R is of Formula III or Formula V and A is of 

Formula VIII. 
VSL 

74. A method of Claim 73 wherein the compound is a 
compound wherein R3 is benzodioxolyl or benzodioxinyl; or R3 

is phenyl, naphthyl, indolyl or benzothienyl, 
20 substituted with 0-2 c1-c3 alkyl, c1-c3 alkoxy, C4-ca 

cycloalkylalkoxy, halo, nitre, trifluoromethyl, 

difluoromethyl, hydroxy or trifluoromethoxy groups; 

or substituted with 0-1 phenyl, piperidinonyl, 

hexahydropyridazinonyl or piperazinonyl group, 
substituted with 0-2 c1-C3 alkyl, oxo, c1-c3 

alkoxy, halo or trifluoromethyl gr.cups. 
75. A mg~oa of Claim 73 wherein R is of Formula v, A 

is of Formula VIII and M completes a benzopyranyl, 

benzodihydropyranyl, na?hthodihydrofuranyl, 
30 benzodihydrofuranyl, indanyl, indenyl or tetralinyl group, 

substituted with 0-2 c1-c3 alkyl, oxo, c1-c3 alkoxy, 

pyrrolidinyl- or piperidinyl-C1-c3 alkoxy, c1-c2 

alkylenedioxy, phenoxy, benzyloX'y, phenyl or halo 

35 
groups list. cont ·si~ -lt1t. l)St of Claim 'H .,.,,_ 
76. A~metao:T;-e+ treating both anxiety and depression. 

whieh eemprises the method of Claim 41. 

77. A me~ed of Clai~ 76 wherein r is 1-2. 

_, 
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78. vse. · 7 h · h d' A metfiod of Claim 7 w ere1n t e compoun is a 
compound wherein R is of Formula III or Formula V and A is of 
Formula VIII. 

79. A m~ed of Claim 78 wherein R is of Formula III 
5 and R3 is phenyl, n_aphthyl, indolyl or benzothienyl, 

substituted wi-th o-_2 c1 -c3 alkoxy, c4-ca 

lb 

cycloalk}rlalkoxy~ halo, nitre, trifluorom~th¥1 or 
trifluoromethoxy groups. 
80. A ~~od of Claim 79 wherein the compound is a 

compound wherein R3 is indolyl or benzothienyl, substituted 
with 1-2 c1-c3 alkoxy, c4-C9 cycloalkylalkoxy, halo, nitre, 

trifluoromethyl, or t~ifluorometho?CY groups. 
OSe comprisiricr 1tlL use of- ClaiM 3l -rvr= 

· 81. A,..methoei :t>f treating a condition chosen from the 
group consisting of hypertension, cognitive disorders, 

15 psychosis, sleep disorders, gastric motility disorders, 
sexual dysfunction, brain trauma, memory loss, eating 

·disorders and obesity, substance abuse, obsessive-compulsive 
disease, panic disorder and migraine. comprising the methad 

20 
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o £ claim 31 use c.ompnSln~ '*kt VS& of Cbim If.I -lbr-
82. A~methea of treating a condition chosen from the 

group consisting of obsessive-compulsive disease, obesity, 
migraine, pain, particularly neuropathic pain, bulimia, 
premenstrual syndrome or late luteal syndrome, alcoholism, 
tobacco abuse, panic disorder, anxiety, post-traumatic 
syndrome, memory loss, dementia of aging, social phobia, 
attention-deficit hyperactivity disorder, disruptive behavior 
disorders. impulsive control disorders, borderline 
personality disorder, chronic fatigue syndrome, premature 
ejaculation, erectile difficulty, anorexia ne:r:vosa, disorders 

30 of sleep, autism, mutism and trichotilomania. comprising the 

. method ef c\~':.. i 1 set11f'cmit1 rtt1pt11~ irrftibitor- in ~11n wHtt • .fht ~ of Cla'hn 31 in ()t 

83. A "fftethee ofApotentiating the action of a serotonin pafk¥«1irm'1-
reuptake inhibitor in increasing the availability of a 1"tdlatllfb1l- 1br 
serotonin, norepinephrine apd dopamine in the brainx 

35 ee~rising adJRinisterin§ -t::er:a subject in need of stteh #tt((.of.. 
treatmen: a serotonin reuptake inhibitor in combination ~ith 
the method of Claim 31. 
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84. A meehod of Claim 51 wherein a serotonin reuptake 

inhibitor is also administered to the subject. 

·...__; 


