independently selected from the group consisting of halo, CF3;, CHF,, OCF3;, OCHF,,
OCH,F, 5- or 6-membered heteroaryl, OH, oxo, hydroxy-C;-C4-alkyl, C;-C4 alkyl and C;-C4
alkoxy, and O to 2 additional heteroatoms selected from N, NR", O and S(O)p;

R" is independently, at each occurrence, selected from the group consisting of H,
C,-Cs alkyl and -(CH;)phenyl;

R" is independently, at each occurrence, selected from the group consisting of H,
C,-Cs alkyl, halo-C;-C4-alkyl, C;-C4-alkoxycarbonylamino, (C¢-Cg arylcarbonylamino) and
~(CH,),' phenyl substituted by 0 to 3 groups independently selected from the group consisting
of halo, C,-C4 alkoxy, C;-C4 alkyl, cyclopropyl, CF3, OCF3, 5- or 6-membered heteroaryl,
OH, OCHPF,, di-C;-C;4-alkylamino, and cyano,

R’ is selected from the group consisting of H, halo, hydroxyl, oxo, C;-C4 alkyl,
hydroxy-C;-Cs-alkyl, C,-C4-alkoxy-C;-C4-alkyl, halo-C,-Cy4-alkyl, which contains 1 to 5
halogens, and C;-Cy4-alkoxy;

R is selected from the group consisting of C;-C4 alkyl, halo, and halo-C,;-C;-alkyl,
which contains 1 to 5 halogens, where halo is F or CI;

n', at each occurrence, is selected from 0, 1, 2, 3 or 4; and

p, at each occurrence, is selected from 0, 1 and 2.

12.  The compound as defined in Claim 1, wherein the compound is selected from

one of the examples.

13. A pharmaceutical composition, which comprises a pharmaceutically
acceptable carrier and a compound as defined in Claim 1, or stereoisomers, tautomers,
pharmaceutically acceptable salts, or solvates thereof, alone or in combination with another

therapeutic agent.

Use of a therapeutically effective amount of a

compound as defined in Claim 1, or stereoisomers, tautomers, pharmaceutically acceptable

salts, or solvates thereof in the manufacture of a medicament for the treatment of a

thromboembolic disorder or the primary or secondary prophylaxis of a thromboembolic

disorder, wherein the thromboembolic disorder is selected
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from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, cerebrovascular thromboembolic disorders, and

thromboembolic disorders in the chambers of the heart or in the peripheral circulation.

15. A-methed-of-inhibiting-or preventing platelet-aggregation;-which-comprises-the step
of administering-to-a-subject-in-need-thereof-Use of a therapeutically effective amount of a

PAR4 antagonist, as defined in Claim 1, in the manufacture of a medicament for inhibiting or
preventing platelet aggregation.

16. The compound as defined in Claim 1 wherein:

Y is S or -CH=CH-;

]&1 and _B_la are selected from the group consisting of:
CH;,
SCH;s,
OCH;,
CHF(CH3),
CEy(CH;
CFs;

X! is CH or N:
X? and X* are each CH: and
X3 is CR? where R? is OCH, F or Cl;

RG

R7
the 5-membered heteroaryl ring :\j‘ is selected from the group consisting
]
N \( R \l/ =
5 = % Rs 2 \
N
_g\’s 2—<’ I J\’ # g
Of RT S R

R6

il

.ﬂ is selected from the group consisting of C\»’ 5
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F
substituted phenyl, which is selected from the group consisting of : 4

- D Q@ D O

—<: :}—OCF3 f AQOCHs f
.and OCHs

heteroaryl, which is selected from the group consisting of 5
‘(:N o
\
- O
N— | N . and ==/ |

o]
heterocyclyl, which is selected from the group consisting of 4<:/\ 3

F

—N O —N —N  N—CH; —N

3

cycloalkyl, which is C :and

R’ is selected from H or C;-Cy alkyl.

17. The compound as defined in Claim 1 wherein:

RS is selected from the oroup consisting of’

a) phenvl or substituted phenyl. which is selected from the group

0 i
- —er,
consisting of . F ; .

- 595-




OCH,

RS e fa S o

~ dcﬁ
o F  and

b) heterocvyelyl, which is selected from the group consisting of
O 00,
N/ and
c) substituted heterocyclyl, which is selected from the group consisting of

B N%_—) B Q "CHy_gng _NJOH

d) cvcloalkyl, which is selected from the group consisting of

3

F

—N N—CH, —N N—CH,CH,0OH
F 5 __/ and __/

/ N
—CH,CH, \
e) heteroaryl-C;-Cs-alkyl, which is —/

1) heteroaryl, which is selected from the group consisting of

@, _(}“:‘r;), and 4</:\/NJ

g) substituted heteroaryl, which is selected from the group consisting of

N~
N

—N _U\ N
OCH = ‘<_II
‘<\:/)7 3 CH3 , Or \ N

L] L}

h) haloalkyl, which is -CF3,
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1) halo, which is Br,

1) alkoxyalkoxyalkyl, which is -CH,OCH,CH,OCHj,

k)  alkyl which is selected from -CH,>CHj3 or CHj,

)
1)  aryl-C;-Cs-alkyl, which is selected from _2 or

—CH;
B N(CH5;);
m) H,
n) -NR''R'?, which is selected from the group consisting of

—\ N
—N—CH,CH,N(CH;), —N—CH,CH,—N O —N—CH, /N
H H \_/ . H

. |

—_—

—N —N o]
! H N—CH,CH,—N |(|:CH
CH; F. H 2% H i
CH,CH,0CH _HQ
2 2 3
_E—CHZCHZ—Q / _CHs

AN AN
CH, CH,CH,OCH; CH;
b\
g —ll\I—CHZCHz—CN
—N —N—CH,CH,—OCH
H ] CH3 . H e - 3’an_d
10
%
5 s
H : and

R is selected from the group consisting of H and Ci-C,4 alkyl.

18. The compound as defined in Claim 1 wherein:

YisS;
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R' is selected from the group consisting of:
CH3,
SCHj,
OCH3,
CHF(CH3).
CF»(CHj3), and

CF3;

R!? is selected from the group consisting of:
Cl
CH;, and

OCHs;:

X'is CH or N;

X? and X* are each CH; and

X? is CR® where R? is OCHs, F or Cl;
R* and R’ are H:

@ :

8 is selected from the group consisting of:

RG

a) phenvyl substituted by 0 to 3 groups independently selected from the

group consisting of chloro, -CF3, cyano, -OCH3, -OCFs, -SO,CH3 and
C=0O)N(CHj3),;

b) pyridinyl or pyrimidinyl substituted by 0 to 3 groups independently

selected from the group consisting of fluoro, chloro, -CH; and -OCHj;; and

c) piperidinyl, morpholinyl or thiomorpholinyl substituted by 0 to 3

groups independently selected from the group consisting of fluoro, OH, -CH; and
-NH,;

R’ is selected from the group consisting of H and -CHs; and

R® and R’ are each H.

19. A compound of claim 1, wherein the compound is selected from
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or pharmaceutically acceptable salt thereof.

20. A compound of Claim 19 of the Formula
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N N-S
Me0—<" L\ 4
S N (o) OMe
or pharmaceutically acceptable salt thereof.
21, The use of a therapeutically effective amount of a compound as defined in Claim 20,

or pharmaceutically acceptable salts thereof, for the preparation of a medicament to treat a

disorder in a patient in need thereof, wherein the thromboembolic disorder is selected from

the group consisting of arterial cardiovascular thromboembolic disorders. venous

cardiovascular thromboembolic disorders, cerebrovascular thromboembolic disorders, and

thromboembolic disorders in the chambers of the heart or in the peripheral circulation.

22. The use of a therapeutically effective amount of a PAR4 antagonist as defined in

Claim 20, or pharmaceutically acceptable salts thereof, for the preparation of a medicament

for inhibiting or preventing platelet ageregation in a patient in need thereof.

23. A compound of Claim 19 of the Formula:

N<n N=
/ N/
/04<SJ“\“N

0

or pharmaceutically acceptable salt thereof.

24. The use of a therapeutically effective amount of a compound as defined in Claim 23,

or pharmaceutically acceptable salts thereof, for the preparation of a medicament to treat a

thromboembolic disorder or the primary or secondary prophylaxis of a thromboembolic

disorder in a patient in need thereof, wherein the thromboembolic disorder is selected from

the group consisting of arterial cardiovascular thromboembolic disorders, venous
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cardiovascular thromboembolic disorders, cerebrovascular thromboembolic disorders, and

25. The use of a therapeutically effective amount of a compound as defined in Claim 203,

or pharmaceutically acceptable salts thereof, for the preparation of a medicament for

inhibiting or preventing platelet aggregation in a patient in need thereof.

26. A compound of Claim 19 of the Formula:

£ Ny

/s

or pharmaceutically acceptable salt thereof.

27. The use of a therapeutically effective amount of a compound as defined in Claim 26,

or pharmaceutically acceptable salts thereof, for the preparation of a medicament to treat a

thromboembolic disorder or the primary or secondary prophylaxis of a thromboembolic

disorder in a patient in need thereof, wherein the thromboembolic disorder is selected from

the group consisting of arterial cardiovascular thromboembolic disorders, venous

cardiovascular thromboembolic disorders, cerebrovascular thromboembolic disorders, and

thromboembolic disorders in the chambers of the heart or in the peripheral circulation.

28. The use of a therapeutically effective amount of a PAR4 antagonist as defined in

Claim 26, or pharmaceutically acceptable salts thereof, for the preparation of a medicament

for inhibiting or preventing platelet aggregation in a patient in need thereof.

29. A compound of Claim 19 of the Formula:

0" N\g
NthN-ﬁ
o—
/%S’J*N o o
I




or pharmaceutically acceptable salt thereof.

30.  The use of a therapeutically effective amount of a compound as defined in Claim 29

or pharmaceutically acceptable salts thereof, for the preparation of a medicament to treat a

thromboembolic disorder or the primary or secondary prophylaxis of a thromboembolic

disorder in a patient in need thereof, wherein the thromboembolic disorder is selected from

the group consisting of arterial cardiovascular thromboembolic disorders, venous

cardiovascular thromboembolic disorders, cerebrovascular thromboembolic disorders, and

thromboembolic disorders in the chambers of the heart or in the peripheral circulation.

1 I The use of a therapeutically effective amount of a PAR4 antagonist as defined in

Claim 29, or pharmaceutically acceptable salts thereof, for the preparation of a medicament

for inhibiting or preventing platelet aggregation in a patient in need thereof.

32. A compound of Claim 19 of the Formula:

0N N
Nﬁumﬂa
o) 4
P ob
|
OMe

or pharmaceutically acceptable salt thereof.

33 The use of a therapeutically effective amount of a compound as defined in Claim 32,

or pharmaceutically acceptable salts thereof, for the preparation of a medicament to treat a

thromboembolic disorder or the primary or secondary prophylaxis of a thromboembolic

disorder in a patient in need thereof, wherein the thromboembolic disorder is selected from

the group consisting of arterial cardiovascular thromboembolic disorders, venous

cardiovascular thromboembolic disorders, cerebrovascular thromboembolic disorders, and

thromboembolic disorders in the chambers of the heart or in the peripheral circulation.

34. The use of a therapeutically effective amount of a PAR4 antagonist as defined in

Claim 32. or pharmaceutically acceptable salts thereof, for the preparation of a medicament

for inhibiting or preventing platelet aggregation in a patient in need thereof.
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35. A compound of Claim 19 of the Formula:
Sy

YN\ _/
/_</$JKHN e

(o]

or pharmaceutically acceptable salt thereof.

36. The use of a therapeutically effective amount of a compound as defined in Claim 35,

or pharmaceutically acceptable salts thereof, for the preparation of a medicament to treat a

thromboembolic disorder or the primary or secondary prophylaxis of a thromboembolic

disorder in a patient in need thereof, wherein the thromboembolic disorder is selected from

the group consisting of arterial cardiovascular thromboembolic disorders, venous

cardiovascular thromboembolic disorders, cerebrovascular thromboembolic disorders, and

thromboembolic disorders in the chambers of the heart or in the peripheral circulation.

37. The use of a therapeutically effective amount of a PAR4 antagonist as defined in

for inhibiting or preventing platelet aggregation in a patient in need thereof.

38. A compound of claim 19 having the formula

o/\\&(s
N- N=

N
/_<s’1*“N o ob

or pharmaceutically acceptable salt thereof.
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39.  The use of a therapeutically effective amount of a compound as defined in Claim 38,

or pharmaceutically acceptable salts thereof, for the preparation of a medicament to treat a

thromboembolic disorder or the primary or secondary prophylaxis of a thromboembolic

disorder in a patient in need thereof, wherein the thromboembolic disorder is selected from

the group consisting of arterial cardiovascular thromboembolic disorders, venous

cardiovascular thromboembolic disorders, cerebrovascular thromboembolic disorders, and

thromboembolic disorders in the chambers of the heart or in the peripheral circulation.

40. The use of a therapeutically effective amount of a PAR4 antagonist as defined in

Claim 38, or pharmaceutically acceptable salts thereof, for the preparation of a medicament

for inhibiting or preventing platelet aggregation in a patient in need thereof.

41. A compound of Claim 19 of the Formula:

N
y NN
/O_<5/I\\| 0 | N

or pharmaceutically acceptable salt thereof.

42. The use of a therapeutically effective amount of a compound as defined in Claim 41,

or pharmaceutically acceptable salts thereof, for the preparation of a medicament to treat a

thromboembolic disorder or the primary or secondary prophylaxis of a thromboembolic

disorder in a patient in need thereof, wherein the thromboembolic disorder is selected from

the group consisting of arterial cardiovascular thromboembolic disorders, venous

cardiovascular thromboembolic disorders, cerebrovascular thromboembolic disorders, and

thromboembolic disorders in the chambers of the heart or in the peripheral circulation.
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43. The use of a therapeutically effective amount of a PAR4 antagonist as defined in

Claim 41, or pharmaceutically acceptable salts thereof, for the preparation of a medicament

for inhibiting or preventing platelet aggregation in a patient in need thereof.

44, A compound of Claim 19 of the Formula

or pharmaceutically acceptable salt thereof.

45. The use of a therapeutically effective amount of a compound as defined in Claim 44,

thromboembolic disorder or the primary or secondary prophylaxis of a thromboembolic

disorder in a patient in need thereof, wherein the thromboembolic disorder is selected from

the group consisting of arterial cardiovascular thromboembolic disorders, venous

cardiovascular thromboembolic disorders, cerebrovascular thromboembolic disorders, and

thromboembolic disorders in the chambers of the heart or in the peripheral circulation.

46. The use of a therapeutically effective amount of a PAR4 antagonist as defined in

Claim 44, or pharmaceutically acceptable salts thereof, for the preparation of a medicament

for inhibiting or preventing platelet aggregation in a patient in need thereof.

47. A compound of Claim 19 of the Formula:

OXNYQ—%
F N M92

or pharmaceutically acceptable salt thereof.
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disorder in a patient in need thereof, wherein the thromboembolic disorder is selected from

the group consisting of arterial cardiovascular thromboembolic disorders, venous

cardiovascular thromboembolic disorders, cerebrovascular thromboembolic disorders, and

thromboembolic disorders in the chambers of the heart or in the peripheral circulation.

49. The use of a therapeutically effective amount of a PAR4 antagonist as defined in

Claim 47, or pharmaceutically acceptable salts thereof, for the preparation of a medicament

50. A compound of Claim 19 of the Formula:

N o]

o/\[\: <:> 5{

Nodd NN,/ ° !
o~ 1o _ (L

o o)

or pharmaceutically acceptable salt thereof,

51. The use of a therapeutically effective amount of a compound as defined in Claim 50,

or pharmaceutically acceptable salts thereof, for the preparation of a medicament to treat a

thromboembolic disorder or the primary or secondary prophylaxis of a thromboembolic

disorder in a patient in need thereof, wherein the thromboembolic disorder is selected from

the group consisting of arterial cardiovascular thromboembolic disorders, venous

cardiovascular thromboembolic disorders, cerebrovascular thromboembolic disorders, and

thromboembolic disorders in the chambers of the heart or in the peripheral circulation.

52. The use of a therapeutically effective amount of a PAR4 antagonist as defined in

Claim 50, or pharmaceutically acceptable salts thereof, for the preparation of a medicament

for inhibiting or preventing platelet aggregation in a patient in need thereof.

53. A compound of Claim 19 of the Formula:

- 614-

—_—



o’\‘%\s
LIS
L W, o o Q
|
F

F

or pharmaceutically acceptable salt thereof.

54. The use of a therapeutically effective amount of a compound as defined in Claim 53,

or pharmaceutically acceptable salts thereof, for the preparation of a medicament to treat a

thromboembolic disorder or the primary or secondary prophylaxis of a thromboembolic

disorder in a patient in need thereof, wherein the thromboembolic disorder is selected from

the group consisting of arterial cardiovascular thromboembolic disorders, venous

cardiovascular thromboembolic disorders, cerebrovascular thromboembolic disorders, and

thromboembolic disorders in the chambers of the heart or in the peripheral circulation.

55. The use of a therapeutically effective amount of a PAR4 antagonist as defined in

for inhibiting or preventing platelet aggregation in a patient in need thereof,

56. The use of a therapeutically effective amount of a compound as defined in Claim 19,

or pharmaceutically acceptable salts thereof, for the preparation of a medicament to treat a

thromboembolic disorder or the primary or secondary prophylaxis of a thromboembolic

disorder in a patient in need thereof, wherein the thromboembolic disorder is selected from

the group consisting of arterial cardiovascular thromboembolic disorders, venous

cardiovascular thromboembolic disorders, cerebrovascular thromboembolic disorders, and

thromboembolic disorders in the chambers of the heart or in the peripheral circulation.

57. The use of a therapeutically effective amount of a PAR4 antagonist as defined in

Claim 19, or pharmaceutically acceptable salts thereof, for the preparation of a medicament

for inhibiting or preventing platelet aggregation in a patient in need thereof.
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