
CLAIMS 

5 1. 	A compound of formula I: 

Arr.. 	-R4 

CND
(Ra)m  

N 
„[ N,R2o 

Xr' 
Ar
I

2 

(I) 

10 	or a pharmaceutically acceptable derivatives t ereof, where 

X is 0, S, N-CN, N-OH, or N-OR11,  

W is N or C; 

the dashed line denotes the p 	sence or absence of a bond, and when the dashed 

line denotes the presence of a bo 4 or W is N then R4  is absent, otherwise R4  is -11, -OH, 

15 	-OCF3, -halo, -(C1-C6)alkyl, 	'2011, -CH2CI, -CH2Br, -CH2I, -C112F, -CH(halo)2, 

-CF3, -0R1o, -SRio, -COO 	-COORio, -C(0)R10, -C(0)H, -0C(0)12.10, -0C(0)NHR1o, 

-NHC(0)R.13, -CON(R13 	-S(0)2Rio, or -NO2; 

Rio is -(C1-C4 slkyl; 

each R13  is .4 dependently -H, -(C1-C4)alkyl, -(Ci-C4)alkenyl, -(C1 -C4)alkynyl, or 

20 	—phenyl; 
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Ar t  is 

(R2)11

X 	

(R2)nX--N 
	

(R2)nA N (R2)11 
N.-  - / 

---.. 	N 	'N. \ 
Rt 	 Rt 	 t 	 ' 1 

(R2) 	N 	(RA) --\. 	(R2)p. 
N'\- 	N 	N 

N 	'''...--c i  . 
Ri 

 
Rt 

 
,N 	 (R2)p  .

AN.,N %.1.1 * 
(RA)  .---„, 

N 
,,,r(IS2)p 	 or 

Ri 	 Ri 
......-:-.• 	

li 
,:„... N 	. 

Are is 

N ---)\ N—R20 	N 
I 	—(R14)t 

I 
* . .  

---- 

"2 	
R

12a  
Rg 	R 	 R9 	R 	

‘((3)C 
9 

 

1 

R12b 

..-,". 	
(R14)t 	—0314)t 

Y 	 ' 	YI 
y

2, 

	
Y2 

 

E(Y3)C 	 (Y3)C v  

wW"Ann ...~..uVin 

f 	 1 	or 
v. 

\ 	A'i 	t‘r` 	'`.=, 
(R14)q 	(R14 	(R14)q 	(R14)s 	(Rit)i ; 

c is the integer 0, 1, or 2; 
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Y1, Y2, Y3  are independently C, N, or 0; 

wherein no more than one of Yi, Y2, or Y3  can be 0, and for each Y1, Y2, a ,  d Y3  

that is N, the N is bonded to one R21  group, and for each Yi, Y2, and Y3  that is 	the C is 

bonded to two R20 groups, provided that there are no more than a total of tw. (Cr 

5 C6)alkyl groups substituted on all of Y1 , Y2, and Y3; 

Rita  and Ri2b are independently -H or -(Ci-C6)alkyl; 

E is =0, =S, =CH(C1-05)allcyl, =CH(Ci -Cs)alkenyl, -NH(C C6)alkyl, or 

=N-OR2o; 

RI is -H, -halo, -(01-C4)alkyl, -NO2, -CN, -OH, -OC 	, -NH2, -C(halo)3, 

10 -CH(halo)2, -CH2(halo), -0C(halo)3, -OCH(halo)2, or -O 	(halo); 

each R2  is independently: 

(a) -halo, -OH, -0(C1-C4)alkyl, -CN 	02, -NH2, -(Ci-Cio)alkyl, -(C2- 

Cio)alkenyl, -(C2-C10)alkynyl, -phenyl, or 

(b) a group of formula Q; 

15 wherein Q is 

O 	 J 
J 

Z3•Z3  0.,,-s.e...11 	 Z3  

' . 3  Z 

0 
	

0 	R 20 	H 	..-R20 	0--------II 	PQ S----1`20 
Zi  

Z2  

4 	Z3 
lif 	

Z3_S-NH 
Z Z 

Z3  
Z 

' 

Z3  
NH 

0 	Z3 	. 

0 	 H 
H, A 	NI

., 	
0 0 C,• ii 

N 	R20  R20 	
H„S, 

N 	R20 Z.1 Z3 	Zi  Z3 	Zi 	Z3  
4 Z3  	z2  Z3 	or z2 	Z3 

Z1  is -H, -0R7, -SR7, -CH2-OR7, -CH2-SR7, -CH2-N(R20)2, or -halo; 

Z2 is -H, -(Ci-C6)alkyl, 

-halo; 

-(C2-C6)allcenyl, -(C2-C6)alk'YnYl, -042-0117, -phenyl, or 

2$ each Z3  is independently -H, -(C1-C6)alkyl, -(C2-C6)alkenyl, -(C2-C6)alkynyl, or 

-phenyl; 

Z4  is -H, -OH, -0R20, -(Ci-C6)alkyl, or -N(R20)2; 

J is -0R20, -SR20, -N(R2o)2, or -CN; 
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provided that at least one R2 group is a group of formula Q, and provided that 

when Z1  is -0R2  or -SR2, then Z2 is not -halo; 

each R3 is independently: 

(a) -H, (Ci-C.)allcyl, or CH2OR7; or 

5 (b) two R3 groups together form a (C2-C6)bridge, which i 	g substituted 

or substituted with 1, 2 or 3 independently selected Rs groups, and w • ch bridge 

optionally contains -HC=CH- within the (C2-C6)bridge; or 

(c) two R3 groups together form a -CH2-N(R.)- 	- bridge, a 

Rh 	 Rb 

I 
C =0 O —=S-— 0 

—CH2—N—CF12—  
I 

10 bridge, or a 	CH2—N—CH2— 	bridge; 

R. is selected from -H, -(CI-C.)al yl, -(C3-Cg)cycloalkyl, -CH2-C(0)-R., 

-(CH2)-C(0)-OR., -(CH2)-C(0)-N(R. , -(CH2)2-0-R., -(CH2)2-S(0)2-N(Rc)2, or 

-(CH2)2-N(R.)3(0)2-Rc; 

15 Rb  is selected from: 

(a) -H, -(C1-C 	alkyl, -(C3-Cg)cycloalkyl, -(3- to 7- 

membered)heterocycle, - 	(R.)2, -N(R.)-(C3-Cg)cycloalkyl, or -N(R0)-(3- to 7- 

membered)heterocycl , or 

(b) .henyl, -(5- or 6-membered)heteroaryl, -N(R.)-phenyl, or -N(R.)-(5- 

20 to 10-membere. 	eteroaryl, each of which is unsubstituted or substituted with 1, 2 or 3 

independent' 	selected R7 groups; 

ea.1R. is independently selected from -H or -(CI -C4)allcyl; 

.ch R7 is independently -H, -(C I -C.)alkyl, -(C2-C6)alkenyl, -(C2-C6)alkynyl, 

-(C 	g)cycloalkyl, -(C5-C8)cycloalkenyl, -phenyl, -(CI -C.)haloalkyl, -(C:- 

25 6  hydroxyalkyl, -(CI-C6)alkoxy(C1-C6)alkyl, -(C1-C6)alkyl-N(R28)2, or -CON(R2o)2; 

each Rg and R9  is independently: 

(a) -(Cj-C6)alkyl, -(C2-C6)alkenyl, -(C2-C6)alkYnYI, -(C3-Cs)cycloalkyl, 

-(C5-C8)cycloalkenyl, or -phenyl, each of which is unsubstituted or substituted with I or 

2 -OH groups; or 

30 (b) -H, -CH2C(halo)3,-C(halo)3, -CH(halo)2, -CH2(halo), -0C(hale)3, 

-OCH(halo)2, -OCH2(halo), -SC(halo)3, -SCH(halo)2, -SCH2(halo), -CN, -O-CN, -OH, 
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5 

-halo, -N3, -NO2, -CH=NR7, -N(127)2, -NR7OH, -0127, -C(0)127, -C(0)0127, -0C(0)R , 

-0C(0)0127, -3R7, -S(0)R7, or -S(0)2R7; 

each R11 is independently -CN, -OH, -(Ci-C6)alkyl, -(C2-C6)alkenyl, -h. o, -N3, 

-NO2, -N(R7)2, -CH=NR7, -NR7OH, -0R7, -C(0)R7, -C(0)0127, -0C(0)R7, ,, 

-0C(0)0127; 

each R14 is independently-H, -(CI -C6)alkyl, -(C2-C6)alkenyl, 	C2-C6)alkynyl, 

-(C3-Cg)cycloalkyl, -(Cs-Cs)cycloalkenyl, -(C 1  -C6)alkoxy-(C 1 -C6). 	yl, -phenyl, 

-C(halo)3, -CH(halo)2, -CH2(halo), -(3- to 7-membered)heteroc, cle, -(Cj-C6)haloalkyl, 

-(C2-C6)haloalkenyl, -(C2-C6)haloalkynyl, -(C2-C6)hydroxy. 	enyl, -(C2- 

10 C6)hydroxyalkynyl, -(Ci-C6)alkoxy(C2-C6)alkyl, -(C1-C6 .lkoxy(C2-C6)alkenyl, -(Ci- 

C6)alkoxy(C2-C6)alk3myl, -(C1-C6)alkoxy(C3-Cs)cyc e slIcyl, -CN, -01I, -halo, 

-0C(halo)3, -N3, -NO2, -CH=N127, -N(R7)2, -NR7O 	-0127, -8R7, -O(CH2)bOR7, 

-0(CH2)bS127, -O(CH2)bN(R7)2, -N(R7)(0-12)b0 r  7, -N(R7)(CH2)bSR7, 

15 

-NR7)(CH2)6MR7)2, -N(R7)COR7, -C(0)R -C(0)0127, -0C(0)127, -0C(0)0127, 

-S(0)R7, or -S(0)2R7, -S(0)2N(R7)2, -SO 	(halo)3, -302(3- to 7-rnembered)heterocycle, 

-CON(R7)2, -(Ci-C6)alkyl-C=NOR7, - ' 1-05)alkyl-C(0)-N(127)2, -(CI-C6)alkyl- 

NHSO2N(27)2, or -(Ci-C6)alkyl-C 	NH)-N(R7)2; 

each R20 is independent' -H, -(Ci-C6)alkyl, or -(C3-Cs)cycloalkyl; 

each R21 is independ- tly -H, -(Ci-C6)alkyl, 

20 

ye........„-N(CH3)2 	 NO 

0 	-- it," '‘....-- 	N--",, 	o
N7h s 	 or 	', 

0 

each halo is independently -F, -Cl, -Br, or -I; 

n is the integer I, 2, or 3; 

25 p is the integer I or 2; 

each b is independently 1 or 2; 

q is the integer 0, 1, 2, 3 or 4; 

r is the integer 0, 1, 2, 3, 4, 5, or 6; 

s is the integer 0, 1, 2, 3, 4, or 5; 
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t is the integer 0, I, 2, or 3; and 

m is the integer 0, 1, or 2. 

5 2. 	The compound of claim 1, wherein X = 0. 

3. 	The compound according to any one of claims 1 to , wherein R4  is halo, 

preferably F. 

10 4. 	The compound according to any one of c - ms 1 to 2, wherein R1  is halo, 

preferably Cl or F. 

5. 	The compound according to any one of claims 1 to 4, wherein W is C and 

the dashed line is absent. 

15 

6. 	The compound accord' r. to any one of claims I to 4, wherein W is C, 

and the dashed line is a double bon.. 

7. 	The compoun. according to any one of claims I to 4, wherein W is N, R4  

20 	is absent and the dashed i• e is absent. 

8. 	A co • pound according to any one of claims 1 to 7, wherein An is 

(R2)n 

Rt  

25 

9. 	A compound according to any one of claims 1 to 8, wherein the Q-group 

is selected from 

J 

Z3  Z3 	 C:t ....„24 1 	(D.Z3  
4 4 

or  
Z3  Z3  
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10. 

is 

A compound according to any one of claims 1 to 9, wherein n is 1, an. 

J 
4.,....„,..„4 

5 11. The compound according to any one of claims 1 to 0, wherein J is 

selected from OR20  or -IAR202,  and preferably is OR20 and mo 	preferably is OH. 

12. The compound of any one of claims 1 to 	, wherein R20 is selected from 

H or —(Ci-C6)alkyl, and preferably is H. 

10 

13. The compound according to any .ne of claims 1 to 12, wherein Z3 is 

independently selected from H or (Cs-C6)al 	1, and preferably is H. 

15 

14. 

-CH2OR7, and 

The compound 

preferably is H. 

accordi g to any one of claims 1 to 13, wherein Z1  is H or 

15. The compou 4 according to any one of claims 1 to 14, wherein 4 is 

selected from H, —(CI-Co alkyl, or -CH2OR7, and preferably is H. 

20 16. The ompound according to any one of claims 1 to 15, wherein Ar2 is 

(Ria)s 

17. The compound according to any one of claims 1 to 15, wherein Ar2 is 

........... 

25 (R1A 
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and wherein Rio is preferably independently selected from halo, C(halo)3, -(C 

C6)alkyl, ORS, OC(halo)3, or SO2C(halo)3. 

18. The compound according to any one of claims 1 to 17, wher; 	halo is F 

5 or Cl. 

19. The compound according to any one of claims 1 to 	8, wherein s or q is 1 

or 2. 

10 20. The compound according to any one of c . ms 1 to 15, wherein Ar2  is 

N 

a 
Ra 	R9 

and wherein Rs and 	9 are preferably independently selected from H, halo and 

15 -(CI -C6)alkyl, and more . e erably are H or halo, wherein halo is Cl or F. 

21. Th compound according to any one of claims 1 to 19, wherein Ar2  is 2- 

pyridyl or ph- 	1, s or q is 1 and the R14 substituent is in the 4-position of the Ar2-

substituent. 

20 

22. The compound according to any one of claims 1 to 19, wherein Ar2  is 2- 

p 	dyl or phenyl, s or q is 2 and the R14 substituent is in the 3- and 4-position of the Ar2-

ubstituent. 

5 23. The compound according to any one of the preceding claims, wherein 

m = O. 
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5 

24. The compound according to any one of claims 1 to 22, wherein m= 	d 

preferably R3  is (Ci-C6)alkyl and more preferably is —CH3  or —CH2CH3. 

25. The compound according to any one of claims Ito 7 and 23 o 24, 

wherein Are  is 

a)  

...-I....- 	N  

FF 	F 
or 

10 b)  

lel  

Ri4 

wherein R14 is sele 	- • from—H, -CI, -F, -Br, -OCF3, -(C 1 -C6)alkyl, SO2CF3, S02(CI- 

15 C6)alkyl, -OCH3  -OCH2CH3, -OCH(CH3)2, and preferably is -CF3, -OCF3, -Cl, or —F; or 

c)  

MO 
R141 

FF 	F 	' 

20 wherein Rya,  is selected from —H, -Cl, -F, -Br, -OCF3, -(CI-C6)alkyl, SO2CF3, S02(C1-

C6)alkyl, -OCH3, -OCH2CH3, -OCH(CH3)2, and preferably is -CF3,-OCF3, -OCH3, 

-OCH2CH3, -Cl, or —F; or 
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d) 

40 D 
i 94. 

0\  
CF3  

5 wherein RN,  is selected from —11, -Cl, -F, -Br, -OCF3, -(C1 	6)alkyl, SO2CF3, 302(C1- 

C6)alkyl, -0C113, -OCH2CH3, -OCH(CH3)2, and prefer.. ly is -CF3, -OCF3, OCH3, 

OCH2CH3, -Cl, or —F; or 

e)  

F ,..‘,S02 
3t. 

10 

f)  

; or 

I 
Ny . 
ID 
R8 	R9  

15 

wherein each 

-CF3, -OCF3, 

26. 

Rs and R9 is independently -H, -Cl, -Br, -F, -C1-13, 

iso-propyl, or tart-butyl. 

A compound of any one of the preceding claims, 

-OCH3, 

wherein 

-OCH2CH3, 

the 

20 pharmaceutically acceptable derivative is a pharmaceutically acceptable salt. 
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27. 	A composition comprising a compound of any one of claims 1 to 26 o a 

pharmaceutically acceptable derivative thereof and a pharmaceutically acceptable arrier 

or excipient. 

5 28. A method of inhibiting TRPV1 function in a cell compris 	g contacting a 

cell capable of expressing TRPV1 with an effective amount of a com e .und of any one 

of claims I to 26 or a pharmaceutically acceptable derivative there t 

29. A use of a compound according to any one o 	laims 1 to 26 or a 

10 pharmaceutically acceptable derivative thereof in the pro . ction of a medicament for the 

treatment or prevention of pain, UI, an ulcer, IBD, or ri.S in an animal. 

30. A compound according to any o 	of claims 1 to 26 for use as a 

medicament. 

- 385 - 



375 

CLAIMS: 

1. 	A compound of formula I: 

Art._ 	-R4 

-ar (1R3)n, ( 
N' 

N
,,R2o 

Are 

(I) 

or a pharmaceutically acceptable derivatives thereof, where 

X is 0, S, N-CN, N-OH, or N-ORio; 

W is N or C; 

the dashed line denotes the presence or absence of a bond, and when the dashed line 

denotes the presence of a bond or W is N then R4 is absent, otherwise R4  is -H, -OH, -OCF3, 

-halo, -(CI-C6)alkyl, -CH2OH, -CH2C1, -CH2Br, -CH2I, -CH2F, -CH(halo)2, -CF3, -0R1o, 

-SRI°, -COON, -COORio, -C(0)Rio, -C(0)H, -0C(0)Rio, -0C(0)NH12.1 0,-NHC(0)1213, 

-CON(R13)2, -S(0)2Rio, or -NO2; 

R10  is -(Ci-C4)alkyl; 

each R13 is independently -H, -(Ci-C4)alkyl, -(Ci-C4)alkenyl, -(Ci-Goalkynyl, or 

-phenyl; 
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Ari is 

( 	)ri (R2)n -
X 	N  

,- 	(R2)P .N 
N 	

}R2)n 
-*" 

\ N 	, \ I 	, 
...... 

(R2)p .
AN 
	(R2)p...„,,, 	(R2)p„ 

N 
I I 	

N k. 	 N*-) 

\ N 	, 	RiA,„--ii ' 	\ N 	, 

,N 	(R2)pN. 	(RA ------ -'71 N -** 
T(R2)p  

x 	N 
i 	or 

X -N 

IN \ N 
Ri  ; 
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Are is 

AAAA ....1r 

) \/' N ---1'..k  N—R2o 	
N

- 	S , ". 
—(R14)t 

.-"" 

ID ® • 

Yi 

Y2 
Ri2a 

R8 	R9 	R8  R9  R8 	Ry 
\(y3)c  R12b 

—(R14)1 
------ ./ 

--(Rut)i 

Yi I 
, Yi  

I 
Y2 	E  Y2 

V3)C 	(Y3)C 

~WW1 

1 1 

Vaner/V•It 

or 

--\ \ 
(R14)q 	(R14)q 	(R14)q 	(IRvos 	(Rn)r . 

c is the integer 0, I, or 2; 

Y1, Y2, Y3 are independently C, N, or 0; 

wherein no more than one of Yi, Y2, or Y3  can be 0, and for each Yi, Y2, and V3 that 

is N, the N is bonded to one R21 group, and for each Yi, Y2, and Y3  that is C, the C is bonded 

to two R20 groups, provided that there are no more than a total of two (Ci-C6)alkyl groups 

substituted on all of Y1 , Y2, and Y3; 

Rita and Ri2b are independently —H or -(Ci-C6)alkyl; 

E is =0, =S, =CH(Ci-Cs)alkyl, =CH(Ci-Cs)alkenyl, -NH(Ci-C6)alkyl, or -N-OR20; 

R1  is -H, -halo, -(Ci-C4)alkyl, -NO2, -CN, -OH, -OCH3, -NI-12, -C(halo)3, -CH(halo)2, 

-CH2(halo), -0C(halo)3, -OCH(halo)2, or -OCH2(halo); 
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each R2  is independently: 

(a) -halo, -OH, -O(Ci-C4)alkyl, -CN, -NO2, -NH2, -(Ci-Cio)alkyl, -(C2- 

Cio)alkenyl, -(C2-Cio)alkynyl, -phenyl, or 

(b) a group of formula Q; 

wherein Q is 

J 
Z3  Z3  

vw....w. . 

each Z3  is independently -H, -(Ci-C6)alkyl, -(C2-C6)alkenyl, -(C2-C6)alkynyl, or 

-phenyl; 

J is -0R2o, -SR2o, -N(R2o)2, or -CN; 

provided that at least one R2  group is a group of formula Q; 

each R3  is independently: 

(a) (Ci-C6)alkyl, or CH2OR2; or 

(b) two R3  groups together form a (C2-C6)bridge, which is unsubstituted or 

substituted with I, 2 or 3 independently selected R3  groups, and which bridge optionally 

contains -HC=CH- within the (C2-C6)bridge; or 

(c) two R3  groups together form a -CH2-N(Ra)-CH2- bridge, a 

I

Rb Rb  

0r -S=0 =--0 

—CH2—N—CH2— bridge, bridge; or a 	—cH2—N--CI-12  

R. is selected from -H, -(Ci-C6)alkyl, -(C3-C8)cycloalkyl, -CH2-C(0)-Re, 

-(CH2)-C(0)-OR€, -(CH2)-C(0)-N(Rc)z, -(CF12)2-0-Rc, -(CH2)2-S(0)2-N(Ra)2, or -(CH2)2- 

N(ROS(0)z-Rc; 
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Rb is selected from: 

(a) -H, -(C1 -C6)alkyl, -(C3-C8)cycloalkyl, -(3- to 7-membered)heterocycle, 

-N(Re)2, -N(Re)-(C3-C8)cycloalkyl, or -N(Rc)-(3- to 7-membered)heterocycle; or 

(b) -phenyl, -(5- or 6-membered)heteroaryl, -N(Rc)-phenyl, or -N(Rc)-(5- to 

10-membered)heteroaryl, each of which is unsubstituted or substituted with 1, 2 or 3 

independently selected R7 groups; 

each Rc  is independently selected from -H or -(C i -C4)alkyl; 

each R7 is independently -H, -(C1 -C6)alkyl, -(C2-C6)alkenyl, -(C2-C6)alkynyl, -(C3- 

C8)cycloal kyl, -(C5-C8)cycloalkenyl, -phenyl, -(C1-C6)haloalkyl, -(C i -C6)hydroxyalkyl, -(C I  - 

C6)alkoxy(Ci-C6)alkyl, -(CI-C6)alkyl-N(1220)2, or -CON(R2o)2; 

each R2 and R9 is independently: 

(a) -(Ci-C6)alkyl, -(C2-C6)alkenyl, -(C2-C6)alkynyl, -(C3-C8)cycloalkyl, -(C5- 

C8)cycloalkenyl, or -phenyl, each of which is unsubstituted or substituted with 1 or 2 -OH 

groups; or 

(b) -H, -CH2C(halo)3,-C(halo)3, -CH(halo)2, -CH2(halo), -0C(halo)3, 

-OCH(halo)2, -OCH2(halo), -SC(halo)3, -SCH(halo)2, -SCH2(halo), -CN, -O-CN, -OH, -halo, 

-N3, -NO2, -CH-NR7, -N(R7)2, -NR7OH, -0R7, -C(0)R7, -C(0)0R7, -0C(0)R7, -0C(0)0R7, 

-SR7, -S(0)R7, or -S(0)2R7; 

each R11 is independently -CN, -OH, -(C1 -C6)alkyl, -(C2-C6)alkenyl, -halo, -N3, -NO2, 

-N(R7)2, -CH=NR7, -NR7OH, -0R7, -C(0)R7, -0C(0)R7, or -0C(0)0R7; 

each R14 is independently -H, -(C1 -C6)alkyl, -(C2-C6)alkenyl, -(C2-C6)alkynyl, -(C3- 

C8)cycloal kyl, -(C5-C8)cycloalkenyl, -(C i -C6)alkoxy-(C 1  -C6)alkyl, -phenyl, -C(halo)3, 

-CH(halo)2, -CH2(halo), -(3- to 7-membered)heterocycle, -(C1-C6)haloalkyl, -(C2- 

C6)haloalkenyl, -(C2-C6)haloalkynyl, -(C2-C6)hydroxyalkenyl, -(C2-C6)hydroxyalkynyl, -(Ci- 

C6)alkoxy(C2-C6)alkyl, -(C1 -C6)alkoxy(C2-C6)alkenyl, -(Ci-C6)alkoxY(C2-C6)alkynYI, -(C1- 

C6)alkoxy(C3-C8)cycloalkyl, -CN, -OH, -halo, -0C(halo)3, -N3, -NO2, -CH=NR7, -N(R7)2, 

-NR7OH, -0R7, -SR7, -0(CH7)b0R7, -0(CH2)bSR7, -0(CH7)5N(R7)2, -N(R7)(CH2)bOR7, 

-N(R7)(CH2)bSR7, -N(R7)(CH2)bN(R7)7, -N(R7)COR7, -C(0)R7, -C(0)0R7, -0C(0)R7, 
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-0C(0)0R7, 	-S(0)RT, 	or 	-S(0)2R7, 	-S(0)2N(R7)2, 	-S02C(halo)3, 	-S02(3- 	to 	7- 

membered)heterocycle, 	-CON(R7)2, 	-(C i-C8)alkyl-C=NOR7, 	-(CI-C3)alkyl -C(0)- 

N(R7)2, -(Ci-C8)alkyl-NHSO2N(R7)2, or -(Ci-C8)alkyl-C(=NH)-N(R7)2; 

5 each R20 is independently -H, -(CI -C6)alkyl, or -(C3-C8)cycloalkyl; 

each R21 is independently -H, -(Ci -C6)alkyl, 

.1/2(--..„...N(CH3)2 	\„....,--..„.„..0 	
, 

ii- o i\i/ l'-'-
o

..***--7Th‘--%'" 	or 	', 5 
L./ 	 0 

l 
10 

each halo is independently -F, -Cl, -Br, or -I; 

n is the integer 1, 2, or 3; 

p is the integer 1 or 2; 

15 each b is independently 1 or 2; 

q is the integer 0, 1, 2, 3 or 4; 

r is the integer 0, I, 2, 3, 4, 5, or 6; 

s is the integer 0, 1, 2, 3, 4, or 5; 

t is the integer 0, 1, 2, or 3; and 

20 m is the integer 0, 1, or 2. 

2.  The compound of claim 1, wherein X = 0. 

3.  The compound according to any one of claims 1 to 2, wherein R4 is halo. 

25 

4.  The compound according to any one of claims 1 to 3, wherein R1  is halo. 
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5.  

dashed 

The compound 

line is absent. 

according to any one of claims 1 to 4, wherein W is C and the 

6.  The compound according to any one of claims 1 to 4, wherein W is C, and the 

5 	dashed line is a double bond. 

7.  The compound according to any one of claims 1 to 4, wherein W is N, R4 is 

absent and the dashed line is absent. 

10 	8. A compound according to any one of claims 1 to 7, wherein Ar i  is 

(R2)n ,A...ch 

Ri.
,,-•,,,,N 

,,,,... 

15 

9.  The compound according to any one of claims I to 8, wherein for compounds 

according to formula I J is selected from OR20  or —N(R2a)2. 

10.  The compound of any one of claims Ito 9, wherein for compounds according to 

20 	formula I R20 is selected from H or --(C I -C6)alkyl. 

11.  The compound according to any one of claims 1 to 10, wherein for compounds 

according to formula I Z3 is independently selected from H or (C1 -C6)alkyl. 

25 	12. The compound according to any one of claims 1 to 11, wherein for compounds 

according to formula I Are  is 

(Ruis 

30 
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13. 	The compound according to any one of claims 1 

according to formula I Are  is 

to 12, wherein for compounds 

NAVVV.W. 

N 
., 

.,•\ 

(R14)q 

5 

14. 	The compound according to any one of claims 1 

according to formula I halo is F or Cl. 

to 13,  wherein for compounds 

10 	15. 	The compound according to any one of claims 1 

according to formula I s or q is 1 or 2. 

to 14,  wherein for compounds 



383 

16. The compound according to any one of claims 1 to 11, wherein for compounds 

according to formula I Ar2  is 

5 

Ra  ID 
R9 . 

17. The compound according to any one of claims Ito IS, wherein for compounds 

according to formula I Ar2  is 2-pyridyl or phenyl, s or q is I and the R14 substituent is in 

10 the 4-position of the Ar2-substituent. 

18. The compound according to any one of claims 1 to 15, wherein for compounds 

according to formula I Ar2  is 2-pyridyl or phenyl, s or q is 2 and the RI4 substituent is in 

the 3- and 4-position of the Ar2-substituent. 

15 

19. The compound according to any one of the preceding claims, wherein m = 0. 

20. The compound according to any one of claims I to 18, wherein m = 1 and 

preferably R3 is (C1 -C6)alkyl. 

.2.0 

21. The compound according to any one of the preceding claims, wherein Ar2  is 

a) 
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j7 N 

FF F 
; or 

b) 

5 

Or 

IR /4  

wherein R14 	is selected 	from —H, 	-Cl, 	-F, 	-Br, 	-OCF3, -(C1 -C6)alkyl, SO2CF3, 

10 	SO2(CI -C6)alkyl, -0C1-43, -OCH2CH3  or -OCH(CH3)2•  or 

15 	c) 

Si D 
i 9 4. 

FF F 

wherein Rio• is selected from —H, -Cl, -F, -Br, -CF3, -OCF3, -(Ci-C6)alkyl, SO2CF3, 

20 	S02(Ci-C6)alkyl, -OCH3, -OCH2CH3  or -OCH(CH3)2, 

or 

d) 
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5 

....... 

140  
R14' 

Ck 
CF3 	' 

wherein R14 • is selected from —1-1, -CI, -F, -Br, -CF3, -OCF3, -(C1-C6)alkyl, SO2CF3, 

S02(Ci-C6)alkyl, -OCH3, 

e) 

-OCH2CH3, -OCH(CH3)2; or 

4111  

F3C
,S02  

; Or 

10 f) 
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* 

R8 	R9  

wherein each R3  and R9 is independently -H, -CI, -Br, -F, -CH3, -OCH3, -OCH2CH3, -CF3, 

-OCF3, iso-propyl, or tert-butyl. 

22. A compound of any one of the preceding claims, wherein the pharmaceutically 

acceptable derivative is a pharmaceutically acceptable salt. 

23. A composition comprising a compound of any one of claims 1 to 21 or a 

pharmaceutically acceptable derivative thereof and a pharmaceutically acceptable carrier or 

excipient. 

24. A method of inhibiting TRPV I function in a cell comprising contacting a cell 

capable of expressing TRPV1 with an effective amount of a compound of any one of claims 1 

to 21 or a pharmaceutically acceptable derivative thereof. 

25. A use of a compound or a pharmaceutically acceptable derivative thereof 

according to any one of claims 1 to 21 in the production of a medicament for the treatment or 

prevention of pain, UI, an ulcer, IBD, or IBS in an animal. 


