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What is claimed is:
1. A compound of the general Formula I
—~N
g )\<
. 2
O
RZa R2 >
° W\(’),\D/\K
m R
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5

wherein the wavy line labeled 1 iddicates the point of attachment of ring A to ring B and
the wavy line labeled 2 indicates the Roint of attachment of ring A to W;
10 X1is NorCH;
YisHorF;
R'isH, (1-3C)alkoxy or halogen;
ring B is selected from rings B-1 and B-X having the structures:
RE o)

5 | o]
R\’__\N/'sl:l k—r{”’jﬁ

15  wherein the wavy line labeled 3 indicates the point of attachmayt to ring A and the wavy

line labeled 4 indicates the point of attachment to the pyrazolo[ N5-a]pyrimidine ring of
Formula I;
W is O, NH or CI1;, wherein when ring A is A-2, then W is CH»)

mis @, 1 or2;
20 D is carbon, R? and R are independently H, F, (1-3 C)alkyl or OH (Movided that
R? and R™ are not both OH), and R* and R™ are independently H, (1-3

hydroxy(1-3 Calkyl, or
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D is carbon or nitrogen, R? and R* are absent, and R* and R™ together with the

atoms to which they are attached form a 5-6 membered heteroaryl ring having 1-2 ring
hytcroatoms;

Z is *NR¥C(=0)-, *-ONHC(=0)-, *NR*®CH>- or *-OC(=0)-, wherein the

{ndicates the point of attachment of Z to the carbon bearing R*;

hydroxy(1-6C alkyl
10 Ar'C(O)-, HOCH,C(O

15
m R3
or a2 pharmaceutically acceptable salt thereof, wherein:
20 ring A is selected from rings A-1, A-2 and A-3 having the stru
1 1
= i %2 f\fo
Y \/Vx Y \:/N\;‘sz Y
R! r1
A A2

wherein the wavy line labeled 1 indicates the point of attachment of ring A to the
pyrrolidine ring of Formula I and the wavy line labeled 2 indicates the point of attachment
of ring A to W;

25 Xis NorCH;
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YisHorF;

R'is H, (1-3C)alkoxy or halogen;
W is O, NH or CH,, wherein when ring A is A-2, then W is CHo;

mis0, 1 or2;

5 R? and R™ are independently H, F, or OH, provided that R* and R* are not both
NR¥C(=0)-, *-ONHC(=0)-, *NR*CH,- or *-OC(=0)-, wherein the
10
1, fluoro(1-6C)alkyl, difluoro(1-6C)alkyl, trifluoro(1-6C)alkyl,
15 :
Ar' is phenyl optionally sub{jtuted with onc or more substituents independently
selected from halogen, (1-6C)alkyl, and W -6C)alkoxy;
Ar’ is phenyl optionally substitutel, with one or more substituents independently
selected from halogen, (1-6C)alkyl, and (1-6Calkoxy; and
20 R® and R® are independently H, halogen, §H, (1-6C)alkyl or hydroxy(1-6C)alkyl.
3. A compound according to claim 1 oN2, wherein ring A is ring A-1 having
the structure
1
A 32
R‘l
A-1
4. A compound according to claim 3, wherein X is CH.
25 5. A compound according to claim 3, wherein X is N.
6. A compound according to claim 1 or 2, wherein ring A is ring A-3 havinithe

structure
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A compound according to any of claims 1-6, wherein W is O.

A compound according to any of claims 1-6, wherein W is NH.

o

compound according to any of claims 1-6, wherein W is CH.
5 10. A dpmpound according to claim 1 or 2, wherein ring A is ring A-2 having

the structure

11. A compound according t\any of claims -10, wherein Y is F,
12. A compound according to aty of claims 1-10, wherein Y 1s H.
10 13. A compound according to any N claims [-12, wherein R is H.
14. A compound according to any of Naims 1-12, wherein R* is (1-3 Calkyl or
(1-3C)alkoxy.
15. A compound according to claim 14, whirein R'is methyl or methoxy.
16. A compound according to any of claims 12, wherein R' is halogen.
!is fluoro,

erein Z is *-NR*C(=0)-.

15 17. A compound according to ¢laim 16, wherein
18. A compound according to any of claims 1-17,

19. A compound according to claim 18, wherein R* is ydrogen,
-6C)alkyl, fluoro(l-
6C)alkyl, difluoro(i1-6C)alkyl, trifluoro(1-6C)alkyl, hydroxy(I1-6C alk\) or dihydroxy(2-
20  6C alkyl).

20. A compound according to claim 18, wherein R* is

21. A compound according to claim 20, wherein R* is (1-6C)alky
22. A compound according to any of claims 1-17, wherein Z is *-ONYC(=0}-.

23. A compound according to any of claims 1-17, wherein Z is * NR*™



10

15

20

25

30

WO 2011/146336 PCT/US2011/036452

95

24, A compound according to claim 23, wherein R* is H.

25. A compound according to claim 23, wherein R* is sclected from (I-
6Clalkyl, fluoro(1-6C)alkyl, difluoro{1-6C)alkyl and trifluoro(1-6C)alkyl.
26. A compound according to claim 25, wherein R* is (1-6C)alkyl.
27. A compound according to claim 23, wherein R*™ is selected from (1-6C
ally DCQ)-, (3-6C cycloalkyC(O)-, ArIC(O)— and HOCH»C(O)-.

28. A compound according to claim 27, wherein R* is (1-6C alky)C(O)-.

29.
alkyl)sulfonyl, (N6C cycloalkyl)sulfonyl, and  Ar’(SO;)-.

30. A coxgpound according to claim 29, wherein R* is (1-6C alkyl)sulfonyl.

compound according to claim 23, wherein R* is selected from (1-6C

31. A compgund according to claim 23, wherein R** is HO,CCH,-.

32. A compoukrd according to claim 23, wherein R s (1-6C alky])NH(CO)-.
33. A compoundyecording to any of claims 1 or 3-32, wherein D is carbon, R?
(1-3 C)alkyl or OH (provided that R? and R* are not both
ently H, (1-3 C)alkyl or hydroxy(l-?» Clalkyl.

10 any of claims 1-33, whercin R? and R* arc cach

and R™ are independently H,
OH), and R? and R™ are indepen
34. A compound accordi
hydrogen.
35. A compound according to gy of claims 1-33, wherein R* and R* are each
fluoro.
36. A compound according to any oNclaims 1-33, wherein R? is hydrogen and

2 -
R™ is fluoro.

37. A compound according to any of claitg 1-33, wherein R? is hydrogen and
R* is OH.
38. A compound according to claim 1 or 3-33\ wherein R? is H and R* is

methyl, or R? and R% are both methyl.
39. A compound according to claim 1 or 3-33, wherei
R and R™ are H; or
R* is methyl and RY is H; or
R* and R™ are both methyl.
40. A compound according to claim 1 or 3-32, wherein D is carboor nitrogen,
R? and RY are absent, and R* and R™ together with the atoms to which they arg attached

form a 5-6 membered heteroaryl ring having 1-2 ring hetcroatoms,

41, A compound according to any of claims 1-40, wherein ring B is ring BN
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42. \| A compound according to claim 41, wherein R’ is hydrogen and R® is H, F,

5 43.

44. A comyound according to claim 1 or 3-40, wherein ring B is ring B-2:

45,

46. A compound according toyny of claims 1-44, wherein m is 1.

A compound according¥p any of claims 1-44, wherein m is 0.

10 47. A compound according to an}of claims 1-44, wherein m is 2.
48. A compound according to aly of claims 1-47 having the absolute

configuration of Figure 1-a:

RE
RS
N
15 49, A compound according to any of claims 1-47 Yaving the absolute
configuration of Figure 1-b
RS /f\ N’N\
RS S
A AR
RZa R2

Oa e

R3
1-b
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50. A pharmaceutical composition, which comprises a compound of Formula I
as defined in any one of claims 1 to 49, or a pharmaceuticaily acceptable salt thereof, and
apharmaceutically acceptable diluent or carrier.

51. A method for treating a disease or disorder selected from pain, cancer,

5  inflamrkation, neurodegenerative disease or Trypanosoma cruzi infection in a mammal,

52. Theypethod of claim 51, wherein the disease or disorder is pain.

10 53. A compound of Formula I as defined in any one of claims I to 49, or a
pharmaceutically acceptible salt thereof, for use in the treatment of pain, cancer,
inflammation, neurodegencigtive discasc or Trypanosoma cruzi infection.

54. A process for thy preparation of a compound of claim 1, which comprises:
(a) for a compound of FolNaula I wherein Z is *-NHC(=0)-, and ring A, ring B,
15 W, D, R*, R® R, R™ and m are % defined for Formula I, cyclizipg a corresponding

compound having the formula 11

20  Dbase; or

X is N, and ring B, D, Z, Y, R', R%, R*™ R*, R*™ and m are as defined for Fort\yla 1,

cyclizing a corrcsponding compound having the formuta TIT
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(d) for a compound of Formula I wherein Z is *

W, D, R%, R®™ R’ R™ and m are as defined for Formula

HC({=0)-, and ring A, ring B,
, cyclizing a corresponding

compound having the formula V

R%\ R2
/
W D -NH,
° \f/ﬁ FR%
15 A%

in the presence of a base and a coupling reagent; or
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(e) for a compound of Formula ! wherein Z is *-NHCH,-, and ring A, ring B, W,
D, R?, R*™, R, R¥ and m are as defined for Formula I, cyclizing a corresponding

dompound having the formula VI

in the presence of triphenylphosphine; or

(g) for a compound of Formula I wherei\ring A, ring B, W, D, m, R?, R®, R?,
and R™ are as defined for Formula I, Z is *-NR*®CN,-, and R* is (1-6C alkyD)C(O)-, (3-
6C  cycloalky)C(O), Ar'C(0), HOCH,C(O)- \ (1-6C alkylsulfonyl, (3-6C
cycloalkyl)sulfonyl, (1-6C alkyl)sulfonyl, (3-6C cycNalkylsulfonyl, or Ar’(SO)-,

coupling a corresponding compound having the formula VII
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with a reagent having the formula (1-6C alkyl)C(O)-L?, (3-6C cycloalkyl)C(O)-L?,
Ar'C(0)-L', HOCH,C(0)-L?, (1-6C alkyl)(SO2)-L’, (3-6C cycloalkyl)(SO,)-L?, or
A1%(SO,)-L, respectively, where LYis a leaving atom, in the presence of a basc; or
(h) for a compound of Formula I wherein ring A, ring B, W, D, R%, R®, R, R®
are as defined for Formula I, Z is *-NR*CH,-, and R* is (1-6C alkyl)NH(CO)-,

reacting & compound having the formula VI

5 and

10

having the formula IX

15  with a fluorination rcagent;

(3) for a compound of Formula I wherein W is O, Mg A is formula A-1,

oo
A
e
A-1
X is CH, and Y,R., D, ring B, Z, R%, R®™ R*and m are as defined for Form\Ja I, cyclizing

a corresponding compound having the formula X
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D is carbon;
R? and R® are independentlyN, F, (1-3 C)alky! or OH, provided that R* and R*
10  are not both OH; and

R* and R™ are independently H, (1) Clalky! or hydroxy(1-3 C)alkyl.
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CLAIMS

An invention not claimed in any divisional application.



