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(87) Abstract

R12

Substituted heterocycles of general structural formula (I) or a pharmaceutically acceptable salt thereof, wherein: R! is selected from

the group consisting of: hydrogen; C alkyl, unsubstituted or substituted; Ca alkenyl, unsubstituted or substituted; C2.¢ alkynyl; phenyl,
unsubstitued or substituted; X is selected from the group consisting of: -O-, -S-, -SO-, -SO2-; Y is selected from the group consisting of:
a single bond, -O-, -S-, -CO-, -CHz, -CHRs- and -CRI5R!S; Z = Cy6 alkyl, are tachykinin receptor antagonists useful in the treatment
of inflammatory diseases, pain or migraine, asthma and emesis, and calcium channel blockers useful in the treatment of cardiovascular
conditions such as angina, hypertension or ischemia.
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R2 and R3 are independently selected from the group consisting of:

(1)
(2)

(3)

hydrogen,

C1-6 alkyl, unsubstituted or substituted with one or more
of the substituents selected from:

(a) hydroxy,

(b) oxo,

(c) Cj1-6 alkoxy,

(d) phenyl-Cj-3 alkoxy,

(e) phenyL
(f) -CN’
(g) halo,

(h) -NRO9RI10, wherein R9 and R10 are as defined above,
(i) -NR9CORI10, wherein R9 and R10 are as defined

above,

(G)  -NR9CO2R10, wherein R9 and R10 are as defined
above, .

(k) -CONRORIO, wherein R9 and R10 are as defined
above, '

(1) -CORY, wherein R9 is as defined above, and
(m) -CO2R9, wherein R9 is as defined above;

C2-6 alkenyl, unsubstituted or substituted with one or more
of the substituent(s) selected from:

(a) hydroxy,

(b) oxo,

(c) Ci-6 alkoxy,

(d) phenyl-Ci-3 alkoxy,

(e) phenyl,

(f) -CN,

(g) halo,

(h) -CONRIRI10 wherein R9 and R10 are as defined
above,

(i) -COR9 wherein RY is as defined above,
(G) -CO2R9, wherein R9 is as defined above;
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(4) C2-6 alkynyl; |
(5) phenyl, unsubstituted or substituted with one or more of the
substituent(s) selected from:

(a)
(b)
(c)
(d)
(e)
(f)
(2)
(h)
(1)

0)
(k)
M
(m)

(n)
(0)

hydroxy,

C1-6 alkoxy,

C1-6 alkyl,

C2-5 alkenyl,

halo,

-CN,

-NO2,

-CF3,

-(CH2)m-NRI9R 10, wherein m, R9 and R10 are as
defined above,

-NRICOR10, wherein R9 and R10 are as defined
above,

-NRICO2R 10, wherein R9 and R10 are as defined
above,

-CONRORI10, wherein R9 and R10 are as defined
above,

-CO2NRIR10, wherein R9 and R10 are as defined
above,

-CORSY, wherein R9 is as defined above;

-CO2R9, wherein R9 is as defined above;

-3

and the groups R1 and R2 may be joined together to form a heterocyclic
ring selected from the group consisting of:

(a)
(b)
(©)
(d)
(e)
(f)
(2)

pyrrolidinyl,
piperidinyl,
pyrrolyl,
pyridinyl,
imidazolyl,
oxazolyl, and
thiazolyl,

and wherein the heterocyclic ring is unsubstituted or
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and wherein the heterocyclic ring is unsubstituted or substituted with
one or more substituent(s) selected from:

(1) Ci-ealkyl,

(i1) oxo,

(i11) Cj-ealkoxy,

(iv) -NRO9RI0, wherein R9 and R10 are as defined
above,

(v) halo, and

(vi) trifluoromethyl;

R6, R7 and R8 are independently selected from the group consisting of:
hydrogen; '

C1-6 alkyl, unsubstituted or substituted with one or more
of the substituents selected from:

(1)
(2)

(3)

(a)
(b)
©)
(d)
(e)
(H)
(2)

(h)"

(1)
0)
(k)

)
(m)

hydroxy,

0X0,

Cj-6 alkoxy, ,

phenyl-C1-3 alkoxy,

phenyl,

-CN,

halo,

-NRO9R10, wherein R9 and R10 are as defined above,
-NR9COR10, wherein R9 and R10 are as defined
above,

-NROCO2R 10, wherein R9 and R10 are as defined
above,

-CONROR10, wherein R9 and R10 are as defined
above,

-CORY, wherein R9 is as defined above, and
-CO2R9, wherein R9 is as defined above;

C2-6 alkenyl, unsubstituted or substituted with one or more
of the substituent(s) selected from:

(a)
(b)

hydroxy,
0X0,



