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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re Patent of* )

Examiner: B. Kifle
DONALD J.P. PINTO ET AL. )

Group Art Unit: 1624
Appln. No.: 10/245,122 )

Confirmation No.: 6870
Filed: September 17, 2002 )

For: LACTAM-CONTAINING COMPOUNDS )
AND DERIVATIVES THEREOF AS :

FACTOR XA INHIBITORS )
U.S. Patent No.: 6,967,208 B2 )
Issued: November 22, 2005 )  May 13, 2008

Commissioner for Patents
P.O. Box 1450
Alexandria, VA 22313-1450

REQUEST FOR EXPEDITED ISSUANCE OF CERTIFICATE
OF CORRECTION UNDER M.P.E.P. 1480.01 AND RULE 322

Sir:

It is respectfully requested that a Certificate of Correction be issued by the
Patent and Trademark Office in an expedited manner in accordance with the attached Certificate
of Correction Form PTO-1050. All errors in the printed patent for which the correction is
requested are a result of Patent and Trademark Office mistakes.

To expedite review, Patentees note that it appears that most of the Patent and
Trademark Office errors identified in the attached Form PTO-1050 resulted from printing the

claims filed on November 19, 2003, rather than the claims filed on September 22, 2004, which
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were subsequently allowed by the Examiner. Also, the printed patent does not reflect the
information from (i) the petition to request correction of inventorship submitted on October 8,
2004 and subsequently granted by the Office Communication of August 17, 2005; and (ii) the
amendment to the specification submitted on September 16, 2004 and subsequently entered by the
Examiner.

In support of this expedited request, as required by M.P.E.P. 1480.01,
Patentees submit herewith copies of the following documents:

Amendment filed November 19, 2003

Amendment filed September 16, 2004

Amendment filed September 22, 2004

Petition and Fee Deleting Correctly Named Persons Who are Not
Inventors of Invention Now Being Claimed (Under 37 C.F R. § 1.48(b))
filed October 8, 2004

4. Notice of Allowance mailed October 13, 2004

5. Office Communication confirming deletion of inventors mailed August
17, 2005.

P =

Patentees’ undersigned attorney may be reached in our New York office by
telephone at (212) 218-2100. All correspondence should continue to be directed to our address

given below.

Respectfully submitted,

/Jason M. Okun/

Jason M. Okun
Attorney for Patentees
Registration No. 48,512

FITZPATRICK, CELLA, HARPER & SCINTO
30 Rockefeller Plaza

New York, New York 10112-3801

Facsimile: (212) 218-2200
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UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION

Staple

L
Here =i PATENTNO. :  US 6,967,208 B2
Only! =
T DATED - November 22, 2005
(%)
E INVENTOR(S) DONALD J. P. PINTO ET AL. Page 1 of 17
5 It is certified that error appears in the above-identified patent and that said Letters Patent is hereby
o

corrected as shown below:

ON THE TITLE PAGE [75]:

Inventors, “Yun-Long Li, Wilmington DE (US); Wei Han, Yardley, PA (US);”
should be deleted.

COLUMN 174:

Line 24, “piperidinyl)phenyl-4,5,6,7-tetrahydro-1H-pyrazole- ” should read
--piperidinyl)phenyl]-4,5,6,7-tetrahydro-1H- --;
Line 25, “[3,4-c]pyridine-3-caboxamide” should read --pyrazolo[3,4-c]pyridine-3-
caboxamide--;
Line 47, “CDCI3” should read --CHCI;--; and
Line 49, “CDCI3” should read --CHCI;--.

COLUMN 175:

Line 29, “1-(4-meyhoxyphenyl)- ” should read --1-(4-methoxyphenyl)- --.

COLUMN 237:
\ N—~M,
Lines 15-20, ” should read --ring M, including P, P,,
@)
MAILING ADDRESS OF SENDER: PATENT NO. _US 6.967.208 B2
FITZPATRICK, CELLA, HARPER & SCINTO
30 Rockefeller Plaza No. of addl. copies
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UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION

Staple

L
Here =i PATENTNO. :  US 6,967,208 B2
Only! =
T DATED - November 22, 2005
(%)
E INVENTOR(S) DONALD J. P. PINTO ET AL. Page 2 of 17
5 It is certified that error appears in the above-identified patent and that said Letters Patent is hereby
o

corrected as shown below:

\ N—M,
M,, and M,, is substituted with 0-2R"* and is -

Lines 22-23, “ring M, including P, P,, and M,, and M, is substituted with 0-2 R’
and is” should be deleted;

R1a

Lines 25-30, « N/ \ ” should read --ring P, including P;, P,, and P,

“n

/

P4
is

Py
Line 33, “ring P, including P,, P,, and P;, is” should be deleted; and
Line 34, “P, is —G; —G;” should read --M, is —A —B;

P,is —G; —G;--.
MAILING ADDRESS OF SENDER: PATENT NO. US 6.967.208 B2
FITZPATRICK, CELLA, HARPER & SCINTO
30 Rockefeller Plaza No. of add!. capies
New York, New York 10112-3801 @ 30¢ per page

(212) 218-2100 - Telephone
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PRINTER'S TRIM LINE

UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION

corrected as shown below:

COLUMN 238:

Line 1, “S(O)P,” should read --S(O);,--;

Line 33, “6 4-8 membered” should read --6 membered--; and
Line 34, “0-2 double bonds are” should read --0 double bond is--.

COLUMN 239:

Line 18, “NR*(O)NHR?” should read --NR*C(O)NHR? --.

COLUMN 241:

Line 27, “(CR;R™),, Cl,” should read --(CR’R*),Cl, --.

COLUMN 242:

Line 21, “6;” should read --6; and--.

COLUMN 243:

Line 30, “+;,CH,CH,CH;,” should read --CH,CH,CH,CHj,,--;
Line 38, “~;,CH,CH,CH,,” should read --CH,CH,CH,CHj,,--; and
Line 62, “benzyl” should read --benzyl,--.

PATENTNO. :  US 6,967,208 B2
DATED - November 22, 2005
INVENTOR(S) : DONALD J. P. PINTO ET AL. Page 3 of 17

It is certified that error appears in the above-identified patent and that said Letters Patent is hereby
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UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION
Staple "£
Here 35 PATENTNO. : US 6,967,208 B2
Only! =
T DATED - November 22, 2005
1%
E INVENTOR(S) : DONALD J. P. PINTO ET AL. Page 4 of 17
5 It is certified that error appears in the above-identified patent and that said Letters Patent is hereby
& corrected as shown below:
COLUMN 244:
Line 10, “benzyl phenyl;” should read --benzyl, and phenyl;--; and
Line 51, “alkyl NR*SO,CF,,” should read --alkyl, NR*SO,CF;,--.
COLUMN 246:
Lines 20-30, © ” should read -- -
CH3NH» CH5NH,
COLUMN 248:
NH, NH,
Lines 1-5, “N* ” should read -- N~ -
| |
O O
NH, NH,
Lines 10-15, “N~ ” should read -- N~ --; and
| |
O O
NH, NH,
Lines 35-40, “@@f ” should read --@@f -
X CH3NH, X CH,NH-
MAILING ADDRESS OF SENDER: PATENT NO. _US 6.967.208 B2
FITZPATRICK, CELLA, HARPER & SCINTO _
30 Rockefeller Plaza No. of add!l. copies
New York, New York 10112-3801 @ 30¢ per page
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UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION

Staple

L
Here =i PATENTNO. :  US 6,967,208 B2
Only! =
T DATED - November 22, 2005
(%)
E INVENTOR(S) DONALD J. P. PINTO ET AL. Page 5 of 17
5 It is certified that error appears in the above-identified patent and that said Letters Patent is hereby
o

corrected as shown below:

COLUMN 249:

Lines 5-10, H/:@;H NH, ” should read -- CHoNH, --;

Lines 15-20, « ” should read --
SO,NH, SOZNHZ
= =
Lines 25-30, ” should read --
SO,CH3 SOzNHz

Line 35, ¢ EU should read -- w --; and
Line 65, “ ” should read --
SO,Ch; SO5CH3

COLUMN 251:
H H
N N
Lines 15-20,“ | ~ \ ” should read -- ]| N -
N __~ N/
MAILING ADDRESS OF SENDER: PATENT NO. US 6.967.208 B2
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UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION

Staple

L
Here =i PATENTNO. :  US 6,967,208 B2
Only! =
T DATED - November 22, 2005
(%)
E INVENTOR(S) DONALD J. P. PINTO ET AL. Page 6 of 17
5 It is certified that error appears in the above-identified patent and that said Letters Patent is hereby
o

corrected as shown below:

H H
N N
Lines 20-25, | o ‘N ” should read -- \@N --; and
N = 7 N/ /
H H
N N
Lines 25-30, ‘ A "N should read -- ‘ o -
PN P
N N
COLUMN 252:
NH, NH2
N NN o NN
The first row should read -- </ ’ S l --; and
N~ NF =
H
NH, NH,
H H
. N ~N N NN
Line 35, “ // ” should read -- ’ -
= \ =
COLUMN 253:

Line 41, “1-4 hetero ” should read --1-4 hetero- --.

MAILING ADDRESS OF SENDER: PATENT NO. _US 6.967.208 B2
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UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION

Staple

L
Here =i PATENTNO. :  US 6,967,208 B2
Only! =
T DATED - November 22, 2005
(%)
E INVENTOR(S) DONALD J. P. PINTO ET AL. Page 7 of 17
5 It is certified that error appears in the above-identified patent and that said Letters Patent is hereby
o

corrected as shown below:

COLUMN 254:

Line 3, “R*” should read --R* --; and
Line 24, “C(O)R®” should read --C(O)R*--.

COLUMN 255:

Lines 15-20, = ” should read -- --; and
N~
Line 65, « N - ” should read -- N - -
O ~

COLUMN 256:
Line 5, N ~ ” should read -- N~ --; and
|
O ~ O
MAILING ADDRESS OF SENDER: PATENT NO. _US 6.967.208 B2
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UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION

Staple

L
Here =i PATENTNO. :  US 6,967,208 B2
Only! =
T DATED - November 22, 2005
(%)
E INVENTOR(S) DONALD J. P. PINTO ET AL. Page 8 of 17
5 It is certified that error appears in the above-identified patent and that said Letters Patent is hereby
o

corrected as shown below:

HoN NH>
Line 15, “N = » should read --N% -
N i N i
H-N NH,
Lines 20-25, “N = » should read -N% --; and
\ Cl \ Cl
H H
/N N\ N N\
Line 65, « ” should read -- -
N = P

COLUMN 258:

NH,
Line 5, « ®/ ” should be deleted; and
HN
H H
. 39 N\ » N\
Line 25, “N should read -- ) N
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UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION

Staple

L
Here =i PATENTNO. :  US 6,967,208 B2
Only! =
T DATED - November 22, 2005
(%)
E INVENTOR(S) DONALD J. P. PINTO ET AL. Page 9 of 17
5 It is certified that error appears in the above-identified patent and that said Letters Patent is hereby
o

corrected as shown below:

COLUMN 259:

Line 67, “CH,c(O)R®,” should be deleted.

COLUMN 261:
_ N~ /N
Line 50-55, ¢ ” should read -- --
AN N
COLUMN 262:

Line 34, “and is” should read --and is:--;
Line 35, “selected from the group:” should be deleted,;

Sy
Lines 37-42, “ ™ /U\ )g ” should read -- k/_R“a;"; and
g

Tt

Lines 43-53, ° ” should be deleted.
™~ )Jﬁ
|
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FITZPATRICK, CELLA, HARPER & SCINTO
30 Rockefeller Plaza No. of add!l. copies
New York, New York 10112-3801 @ 30¢ per page

(212) 218-2100 - Telephone
(212) 218-2200 - Facsimile

Form PTO 1050 (Rev. 3-82) Page 11



Staple
Here
Only!

PRINTER'S TRIM LINE

UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION

PATENTNO. :  US 6,967,208 B2
DATED - November 22, 2005
INVENTOR(S) : DONALD J. P. PINTO ET AL. Page 10 of 17

It is certified that error appears in the above-identified patent and that said Letters Patent is hereby
corrected as shown below:

COLUMN 263:

Line 38, “S(0O),-phenyl” should read --S(O),-phenyl--; and
Line 43, “SO,NR’R?a.” should read --SO,NR*R* --.

COLUMN 265:

F
QW
0
Lines 20-25, ,\é é ” should be deleted;
| N
AN
X

Line 30, “is selected from:” should read --is--;

\@\ (0]
Line 35, ¢ N ‘ ” should be deleted; and
AN

Line 66, “phenyl-4,5,6,7-tetrahydro-1H-pyrazole-[3,4-c]” should read
--phenyl]-4,5,6,7-tetrahydro-1H-pyrazolo-[3,4-c]--.

COLUMN 266:

Lines 21-23, “1-(4-methoxyphenyl)-7-ox0-6-[4-(2-ox0-1(2H)-pyridinyl)phenyl]-
4,5,6,7-tetra hydro-1H-pyrazolo[3,4-c]pyridine-3-carboxamide;”

should be deleted;
MAILING ADDRESS OF SENDER: PATENT NO. US 6.967.208 B2
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UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION

Staple

L
Here =i PATENTNO. :  US 6,967,208 B2
Only! =
T DATED - November 22, 2005
0
E INVENTOR(S) DONALD J. P. PINTO ET AL. Page 11 of 17
5 It is certified that error appears in the above-identified patent and that said Letters Patent is hereby
o

corrected as shown below:

Lines 27-29, “1-(4-methoxyphenyl)-6-(4-(2-oxo-1(2H)-pyridinyl)phenyl]-3-
(2-pyridinyl)-1,4,5,6-tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;”
should be deleted;

Lines 40-42, “1-(3-chlorophenyl)-7-ox0-6-[4-(2-ox0-1(2H)pyridinyl)phenyl]-
4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]pyridine-3-carboxamide;”
should be deleted;

Lines 49-51, “1-(4-methoxyphenyl)-7-ox0-6-[4-(2-ox0-1(2H)-pyridinyl)phenyl]-
4,5,6,7-tetra hydro-1H-pyrazolo[3,4-c]pyridine-3-carbonitrile;”
should be deleted;

Lines 58-60, “1-(2,3-dihydro-1H-indol-6-yl)-6-[4-(2-ox0-1(2H)-
pyridinyl)phenyl]-3-(trifluoromethyl)-1,4,5,6-tetrahydro-7H-
pyrazolo[3,4-c]pyridin-7-one;” should be deleted; and

Lines 65-67, “1-(2,3-dihydro-1H-isoindol-5-yl)-6-[4-(2-ox0-2H-pyridin-
1-yl)phenyl]-3-trifluoromethyl-1,4,5,6-tetrahydropyrazolo[3,4-
c]pyridin-7-one;” should be deleted.

COLUMN 267:

Lines 4-15, “ethyl 1-(4-methoxyphenyl)-7-ox0-6-[4-(2-0x0-1(2H)-pyridinyl)
phenyl]-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]pyridine-
3-carboxylate; 1-(4-methoxyphenyl)-7-ox0-6-[4-(2-ox0-1(2H)-
pyridinyl)phenyl]-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]
pyridine-3-carboxylic acid; 1-(4-methoxyphenyl)-N,N-dimethyl-
7-0x0-6-[4-(2-0x0-1(2H)-pyridinyl)phenyl]-4,5,6,7-
tetrahydro-1H-pyrazolo[3,4-c]pyridine-3-carboxamide;

N-({ 1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0x0-1(2H)-pyridinyl)
phenyl]-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]pyridin-3-yl }
carbonyl)methanesulfonamide;” should be deleted,;
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UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION

Staple

L
Here =i PATENTNO. :  US 6,967,208 B2
Only! =
T DATED - November 22, 2005
0
E INVENTOR(S) DONALD J. P. PINTO ET AL. Page 12 of 17
5 It is certified that error appears in the above-identified patent and that said Letters Patent is hereby
o

corrected as shown below:

Lines 19-25, “1-(4-methoxyphenyl)-6-[4-(2-0x0-1(2H)-pyridinyl)phenyl]-3-
(1H-tetraazol-5-yl)-1,4,5,6,-tetrahydro-7H-pyrazolo[3,4-
c]pyridin-7-one;3-{4-[dimethylamino)methyl]-1,3-oxazol-2-yl }-
1-(4-methoxyphenyl)-6-[4-(2-ox0-1(2H)-pyridinyl)phenyl]-
1,4,5,6,-tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;”
should be deleted;

Lines 32-40, “1-(4-methoxy-phenyl)-3-(4-methyl-oxazol-2-yl)-6-
[4-(2-ox0-2H-1-pyridin-1-yl)-phenyl]-1,4,5,6-tetrahydro-pyrazolo
[3,4-c]pyridin-7-one; 3-acetyl-1-(4-methoxy-phenyl)-6-[4-(2-oxo-
2H-pyridin-1-yl)-phenyl]-1,4,5,6-tetrahydro-pyrazolo[3,4-c]
pyridin-7-one; 3-(4,5-dihydro-1H-imidazol-2-yl)-1-(4-methoxy-
phenyl)-6-[4-(2-oxo0-2H-pyridin-1-yl)-phenyl]-1,4,5,6-
tetrahydro-pyrazolo[3,4-c]pyridin-7-one;” should be deleted,

Lines 51-53, “3-hydroxymethyl-1-(4-methoxy-phenyl)-6-[4-(2-0x0-
2H-pyridin-1-yl)-phenyl]-1,4,5,6-tetrahydro-
pyrazolo[3,4-c]pyridin-7-one;” should be deleted;

Lines 57-59, “3-(1-hydroxy-1-methyl-ethyl)-1-(4-methoxy-phenyl)-6-[4-
(2-ox0-2H-pyridin-1-yl)-phenyl]-1,4,5,6-tetrahydro-pyrazolo
[3,4-c]pyridin-7-one;” should be deleted;

Line 61, “(2-oxopiperidin-1-yl)phenyl]-4,5,6,7-tetrahydro-1H- ” should read --(2-

oxo-piperidin-1-yl)phenyl]-4,5,6,7-tetrahydro-1H- --; and

Lines 65-67, “2-dimethylamino-N-{ 1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0x0-
2H-pyridin-1-yl)-phenyl]-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]
pyridin-3-ylmethyl }acetamide;” should be deleted.
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UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION

PATENTNO. :  US 6,967,208 B2
DATED - November 22, 2005
INVENTOR(S) : DONALD J. P. PINTO ET AL. Page 13 of 17

It is certified that error appears in the above-identified patent and that said Letters Patent is hereby
corrected as shown below:

Staple
Here
Only!

PRINTER'S TRIM LINE

COLUMN 268:

Line 1, “N-{1-(4-methoxyphenyl)-7-ox0-6-[4-(2-oxopiperidin-1- ” should read
--N-{ 1-(4-methoxyphenyl)-7-ox0-6-[4-(2-oxo0-piperidin-1- --;

Line 4, “N-{1-(4-methoxyphenyl)-7-ox0-6-[4-(2-oxopiperidin-1- ” should read
--N-{ 1-(4-methoxyphenyl)-7-ox0-6-[4-(2-oxo0-piperidin-1- --;

Lines 7-12, “N-hydroxy-3-{7-ox0-6-[4-(2-ox0-2H-pyridin-1-yl)-phenyl]-3-
trifluoromethyl-4,5,6,7-tetrahydro-pyrazolo[3,4-c]
pyridin-1-yl}-benzamidine; N-methoxy-3-{7-ox0-6-[4-
(2-ox0-2H-pyridin-1-yl)-phenyl]-3-trifluoromethyl-4,5,6,7-
tetrahydro-pyrazolo[3,4-c]pyridin-1-yl } -benzamidine;”
should be deleted;

Line 14, “piperidinyl)phenyl]-4,5,6,7-tetrahydro-pyrazolo[3,4-c]” should read

--piperidinyl)phenyl]-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]--;

Lines 22-27, “2-{7-0x0-6-[4-(2-0x0-2H-pyridin-1-yl)-phenyl]-3-
trifluoromethyl-4,5,6,7-tetrahydro-pyrazolo[3,4-c]pyridin-
1-yl}-benzenesulfonamide; N-acetyl-2-{7-ox0-6-[4-(2-0x0-
2H-pyridin-1-yl)-phenyl]-3-trifluoromethyl-4, 5,6,7-
tetrahydro-pyrazolo[3,4-c]pyridin-1-yl } -benzenesulfonamide;”
should be deleted;

Line 30, “4-c]pyridin-7-one; should read --4-c]pyridin-7-one; and--;

Lines 31-33, “1-(3-chloro-phenyl)-3-methanesulfonyl-6-[4-(2-ox0-2H-
pyridin-1-yl)-phenyl]- 1,4,5,6-tetrahydro-pyrazolo[3,4-c]
pyridin-7-one;” should be deleted,;

Line 36, “and,” should be deleted; and

Lines 37-39, “3-{7-ox0-6-[4-(2-0x0-2H-pyridin-1-yl)-phenyl]-3-trifluoromethyl-
4,5,6,7-tetrahydro-pyrazolo[3,4-c]pyridin-1-yl }-benzamide;”
should be deleted.
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CERTIFICATE OF CORRECTION

Staple

L
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0
E INVENTOR(S) DONALD J. P. PINTO ET AL. Page 14 of 17
5 It is certified that error appears in the above-identified patent and that said Letters Patent is hereby
o

corrected as shown below:

COLUMN 269:

Line 4, “phenyl-4,5,6,7-tetrahydro-1H-pyrazole-[3,4-c]” should read
--phenyl]-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]--.

Lines 7-12, claim 14 should be deleted; and

Lines 25-43, claims 17 to 19 should be deleted.

COLUMN 270:

Lines 9-12, claim 28 should be deleted; and
Lines 21-32, claims 31 to 33 should be deleted.

COLUMN 273:

Lines 16-45, claims 62 to 68 should be deleted.

COLUMN 274:

Line 23, “arterial, embolism,” should read --arterial embolism,--;
Lines 38-67, claims 83 to 89 should be deleted.

COLUMNS 275-276 :

Lines 1-32 and 1-30, respectively, claims 90 to 103 should be deleted.
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It is certified that error appears in the above-identified patent and that said Letters Patent is
corrected as shown below:

COLUMN 276:

Line 31, add claims 104 to 118 as follows:
--104. A compound according to claim 13 is a crystalline compound.

105. A pharmaceutical composition, comprising: a pharmaceutically

acceptable carrier and a therapeutically effective amount of a compound of
104.

106. A method for treating a thromboembolic disorder, comprising

administering to a patient in need thereof a therapeutically effective amount of a

compound of claim 104,

107. A method according to claim 106, wherein the thromboembolic

disorder is selected from the group consisting of arterial cardiovascular

thromboembolic disorders, venous cardiovascular thromboembolic disorders, and

thromboembolic disorders in the chambers of the heart.

108. A method according to claim 106, wherein the thromboembolic
disorder is selected from unstable angina, an acute coronary syndrome, first
myocardial infarction, recurrent myocardial infarction, ischemic sudden death,
transient ischemic attack, stroke, atherosclerosis, peripheral occlusive arterial
disease, venous thrombosis, deep vein thrombosis, thrombophlebitis, arterial
embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral
embolism, kidney embolism, pulmonary embolism, and thrombosis resulting from

(a) prosthetic valves or other implants, (b) indwelling catheters, (¢) stents,

(d) cardiopulmonary bypass, (e) hemodialysis, or (f) other procedures in which

blood is exposed to an artificial surface that promotes thrombosis.

hereby

claim
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It is certified that error appears in the above-identified patent and that said Letters Patent is hereby

corrected as shown below:

109. A method according to claim 108, wherein the thromboembolic

disorder is an acute coronary syndrome.

110. A method according to claim 108, wherein the thromboembolic

disorder is stroke.

111. A method according to claim 108, wherein the thromboembolic

disorder is deep vein thrombosis.

112. A method according to claim 108, wherein the thromboembolic

disorder is pulmonary embolism.

113. A process for the preparation of the crystalline compound according

to claim 104, comprising recrystallization from isopropyl alcohol or
CH,CL/EtOAc.

114. A process for the preparation of the crystalline compound according

to claim 104, comprising recrystallization from isopropyl alcohol.

115. A process for the preparation of the crystalline compound according

to claim 104, comprising recrystallization from CH,CL,/EtOAc.

116. A compound according to claim 104 is prepared by a process
comprising recrystallization from isopropyl alcohol or CH,CL/EtOAc.

117. A compound according to claim 104 is prepared by a process
comprising recrystallization from isopropyl alcohol.

118. A compound according to claim 104 is prepared by a process
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comprising recrystallization from CH,CL/EtOAc.--.
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| APPLICATION NO. | FILING DATE [ FIRST NAMED INVENTOR | ATTORNEY DOCKET NO. | CONFIRMATION NO. ]
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23914 7590 08/17/2005 | EXAMINER |
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UNITED STATES DEPARTMENT OF COMMERCE

U.S. Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS
P.O.Box 1450
Alexandria, Virginia 22313-1450

APPLICATION NO./ FILING DATE FIRST NAMED INVENTOR/ ATTORNEY DOCKET NO.
CONTROL NO. PATENT IN REEXAMINATION
EXAMINER
ART UNIT | PAPER
20050816

DATE MAILED:

Please find below and/or attached an Office communication concerning this application or
proceeding. :

Commissioner for Patents

In view of the papers filed 10/08/04, the inventorship in this nonprovisional application has been changed by the deletion of Wei Han
and Yun-Long Li.

The application will be forwarded to the Office of Initial Patent Examination (OIPE) for issuance of a corrected filing receipt, and
correction of Office records to reflect the inventorship as corrected.

Lk

Bruck Kifle, Ph.B
Primary Examiner
Art Unit: 1624

PTO-90C (Rev.04-03)
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UNITED STATES PATENT AND TRADEMARK OFFICE NS
UNITED STATES DEPARTMENT OF C OMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATEN S

P.O. Box 1450

Alexandria, Virgiaia 22313-1450

WWW . USPLO.gOV

NOTICE OF ALLOWANCE AND FEE(S) DUE

EXAMINER

24348

7390 10/13/2004 I

BRISTOL-MYERS SQUIBB COMPANY
PATENT DEPARTMENT

P.O. BOX 4000

PRINCETON, NJ 08543-4000

]

KIFLE, BRUCK

[ ART UNIT l PAPER NUMBER ]

1624
DATE MAILED: 10/13/2004

APPLICATION NO. FILING DATE l FIRST NAMED INVENTOR l ATTORNEY DOCKET NO. l CONFIRMATION NO
10/245,122 09/17/2002 Donald J.P. Pinto PH-7398 6870
TITLE OF INVENTION: LACTAM-CONTAINING COMPOUNDS AND DERIVATIVES THEREOF AS FACTOR XA INHIBITORS
[ APPLN. TYPE l SMALL ENTITY l 1SSUE FER. - I PUBLICATION FEE | TOTAL FEL(S) DUE I DATE DLE ]
nonprovisional NO $40 £0 $40 01/13/2005

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT.

ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS.
lHIb APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITHIN THREE MONTHS FROM THE
MAILING DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS
STATUTORY PERIOD CANNOT BE EXTENDED  SEE 35 US.C. 151. THE ISSUE FEE DUE INDICATED ABOVE
REFLECTS A CREDIT FOR ANY PREVIOUSLY PAID ISSUE FEE APPLIED IN THIS APPLICATION. THE PTOL-85B (OR
AN EQUIVALENT) MUST BE RETURNED WITHIN THIS PERIOD EVEN IF NO FEE IS DUE OR THE APPLICATION WILIL.
BE REGARDED AS ABANDONED.

HOW TO REPLY TO THIS NOTICE:

I. Review the SMALL ENTITY status shown above.

Ifthe SMALL ENTITY is shown as YES, verify your current
SMALL ENTITY status:

A. If the status is the same, pay the TOTAL FEE(S) DUE shown
above.

B. If the status above is to be removed, check box 5b on Part B -
Fee(s) Transmittal and pay the PUBLICATION FEE (if required)
and twice the amount of the ISSUE FEE shown above, or

Ifthe SMALL ENTITY is shown as NO:

A. Pay TOTAL FEE(S) DUE shown above, or

B. If applicant claimed SMALL ENTITY status before, or is now
claiming SMALL ENTITY status, check box 5a on Part B - Fee(s)
Transmittal and pay the PUBLICATION FEE (if required) and 1/2

the ISSUE FEE shown above.

II. PART B - FEE(S) TRANSMITTAL should be completed and returned to the United States Patent and Trademark Office (USPTO) with
your ISSUE FEE and PUBLICATION FEE (if required). Even if the fee(s) have already been paid, Part B - Fee(s) Transmittal should be
completed and returned. If you arc charging the fee(s) to your deposit account, section "4b" of Part B - Fec(s) Transmittal should be
completed and an extra copy of the form should be submitted.

III. All communications regarding this application must give the application number. Please direct all communications prior to issuancc to
Mail Stop ISSUE FEE unless advised to the contrary.

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of
maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when due.

Page 1 of 4
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PART B - FEE(S) TRANSMITTAL

Complete and send this form, together with applicable fee(s), to: Mail  Mail Stop ISSUE FEE
Commissioner for Patents
P.O. Box 1450
Alexandria, Virginia 22313-1450

orFax (703) 746-4000

INSTRUCTIONS: This form should be used for transmitting the ISSUFE FEE and PUBLICATION FEE (if requircd). Rlocks | through 5 should be completed where
appropriatc. All further correspondence including the Patent, advance orders and notification of maintenance fees will be mailed w the cunient correspondence address as
indicated unless corrected below or directed otherwise in Block 1, by (a) specifying a new correspondence address: and’or (b) indicating a separate "SEE ADDRESS" for
mainicnance fee notifications.

CURRENT CORRESPONDENCF ADDRFSS (Note: Use Block 1 for any change of address) Notc: A certificate of mailing can only be used for domestic mailings of the

Fee(s) Transmittal. This certificate cannot be used for any other accompanying
Eapers, Each addifional paper, such as an assignment or formal drawing, musi

24348 7590 1071372004 ave its own ceriificate of mailing or transmission.
BRISTOL-MYERS SQUIBB COMPANY Certificate of Mailing or Transmission
PATENT DEPARTMENT [ hereby certify that this FCCS:S Transmittal is being deposited with the United
‘ States Postal Scrvice with sufficicnt postage for first class mail in an cnvelope
P.O. BOX 4000 addressed to the Mail Stop ISSUE FEE address above, or being facsimile
PRINCETON. NJ 08543-4000 : transmitted to the USPTO (703) 746-4000, on the date indicated below.
‘ {Depositor's name)
(Signature)
(Datey
ﬁppuc‘\'nox Noo ] FILING DATE I FIRST NAMED INVENTOR ATTORNEY DOCKET NO. | CONFIRMATION NO.
10/245,122 09/17/2002 Donald J.P. Pinto PH-7398 6870

TITLE OF INVENTION: LACTAM-CONTAINING COMPOUNDS AND DERIVATIVES THEREOF AS FACTOR XA INHIBITORS

l APPLN.TYPE T SMALL ENTITY | ISSUE FEE I PUBLICATION FEE | TOTAL FEE(S) DUE DATE DUE
nonprovisional NO . $40 $0 340 01/13/2005
| EXAMINER | ART UNIT | crass-susciass i
KIFLE, BRUCK 1624 514-212080

1. Change of correspondence address or indication of "Fec Address” (37 2. For printing on the patent front page, list
CTR 1.363). e tent 1

; (1) the names of up to 3 registered patent attorneys

i Change of correspondence address (or Change of Correspondence or agents OR, alternatively.

Q /122 . .

Address farm PTO/SB/122) attached. (2} the name of a single firm (having as a member & 2

(. *Fec Addiess” indication (or "Fee Address” Indication form registered attorncy or agent) and the names of up to

PTO/SB/47; Rev (3-02 or more recent) attached. Use of a Customer 2 registered patent attorneys or agents. [fno name s 3

Number is required. listed, no name will be printed.

3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT (print or typc)

PLEASE NOTE: Unless an assil%ncc is identificd below, no assignce data will appcar on the patent. If an assignee is identified below, the document has been filed for
recordation as set forthin 37 CFK 3.11. Completion of this form is NOT a substitute for filing an assignment.

(A) NAME OF ASSIGNEE (B) RESIDENCE: (CITY and STATE OR COUNTRY)

Plcase check the appropriate assignee category or categories (will not be printed on the patent) : [J Individual Corporation or other private group cntity (J Government

4a. The following fece(s) are cnclosed: 4b. Payment of Fee(s):
[ Issuc Fee (1 A check in the amount of the fee(s)is enclosed.
(3 Publication Fee (No small entity discount permitted) a Payment by credit card. Form PTO-2038 is attached.
[ Advance Order - # of Copics a The Dircetor is hereby authorized by charge the required fee(s), or credit any overpayment, to
Deposit Account Number (enclosc an cxtra copy of this form).

5. Change in Entity Statns (from status indicated above)
O, Applicant claims SMALL ENTITY status. Scc 37 CFR 1.27. O, Applicant is no longer claiming SMALL ENTITY status. Sec 37 CFR 1.27(g)(2).
The Director of the USPTO is requested to a?ply the Issuc Fee and Publication Fee (if any) or to rc~a%p|y any previously paid issuc fee to the application identified above.

NOTE: The Tssue Fee and Publication Fee (if required) will not be accepted from anyone other than the applicant; a registered attorney or agent; or the assignce or other party in
intcrest as shown by the records of the United States Patent and Trademark Office.

Authorized Signature . Date o

Typed or printed name Registration No.

This collection of information is required by 37 CFR 1.311. The information is required to obtain or retain a benefit by the public which is to file (and by the USPTO to process)
an application. Confidentiality is governed by 35 U1.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 12 minutes to complete, including gathcring, preparing, and
submitting the completed application form to the USPTO. Time will var dcﬁ;ﬂdm¥ upon the individual case. Any commnents on the amount of time you require to complcte
this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S, Department of Commerce, P.O.
Box 1450, Alexandna, Virginia 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450,
Alexandria, Virginia 22313-1450.

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number.

PTOL-85 (Rev. 09/04) Approved for usc through 04/30/2007. OMB 0651-0033  U.S. Paicnt and Trademark Office; U.S. DEPARTMENT OF COMMERCE
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1130

Alexandtia, Virginia 22313-1459

WWW.USPo.gov

[ APPLICATION NO. l FILING DATE ] FIRST NAMED INVENTOR [ ATTORNEY DOCKET NO. ] CONFIRMALIONNO. |
10/245,122 09/17/2002 Donald J.P. Pinto PH-7398 6870
24348 7590 10/13/2004 | EXAMINER |
BRISTOL-MYERS SQUIBB COMPANY KIFLE, BRUCK
PATENT DEPARTMENT
P.O. BOX 4000 [ ART UNIT PAPER NUMBER I

PRINCETON, NJ 08543-4000

1624

DATE MAILED: 10/13/2004

Determinétion of Patent Term Adjustment under 35 U.S.C, 154 (b)
(application filed on or after May 29, 2000)

The Patent Term Adjustment to date is 0 day(s). If the issue fee is paid on the date that is three months after the
mailing date of this notice and the patent issues on the Tuesday before the date that is 28 weeks (six and a half
months) after the mailing date of this notice, the Patent Term Adjustment will be 0 day(s).

If a Continued Prosecution Application (CPA) was filed in the above-identified application, the filing date that

determines Patent Term Adjustment is the filing date of the most recent CPA.

Applicant will be able to obtain more detailed information by accessing the Patent Application Information Retrieval

(PAIR) WEB site (http://pair.uspto.gov).

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of
Patent Legal Administration at (703) 305-1383. Questions relating to issue and publication fee payments should be
directed to the Customer Service Center of the Office of Patent Publication at (703) 305-8283.

PTOL-85 (Rev. 09/04) Approved for use through 04/30/2007.
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS
0. Box 1450
Alexandria, Virginia 22313-1435¢
WWW. LSO, 2OV

[ aprucamon o FILING DATE | FIRST NAMED INVENTOR [ arrorsey pocker no. | conFiRMATION NG |
10/245,122 09/17,2002 Donald J.P. Pinto P1-7398 6870
24348 759 1041312004 | EXAMINER ]
BRISTOL-MYERS SQUIBB COMPANY KIFLE, BRUCK
PATENT DEPARTMENT
P.O. BOX 4000 [ ART UNIT PAPER NUMBER |

PRINCETON, NJ 08543-4000

1624

DATE MAILED: 10/13/2004

Notice of Fee Increase on October 1, 2004

If a reply to a "Notice of Allowance and Fee(s) Due" is filed in the Office on or after October 1, 2004, then the
amount due will be higher than that set forth in the "Notice of Allowance and Fee(s) Due" because some fees will
increase effective October 1, 2004. See Revision of Patent Fees for Fiscal Year 2005; Final Rule, 69 Fed. Reg. 52604,
52606 (May 10, 2004).

The current fee schedule is accessible from WEB site (hitp://www.uspto.gov/imain/howtofees.htm).

If the fee paid is the amount shown on the "Notice of Allowance and Fee(s) Due" but not the correct amount in view
of the fee increase, a "Notice of Pay Balance of Issue Fee" will be mailed to applicant. In order to avoid processing
delays associated with mailing of a "Notice of Pay Balance of Issue Fee," if the response to the Notice of Allowance
is to be filed on or after October 1, 2004 (or mailed with a certificate of mailing on or after October 1, 2004), the
issue fee paid should be the fee that is required at the time the fee is paid. See Manual of Patent Examining Procedure
(MPEP), Section 1306 (Eighth Edition, Rev. 2, May 2004). If the issue fee was previously paid, and the response to
the "Notice of Allowance and Fee(s) Due" includes a request to apply a previously-paid issue fee (o the issue fee
now due, then the difference between the issue fee amount at the time the response is filed and the previously-paid
issue fee should be paid. See MPEP Section 1308.01.

Effective October i, 2004, 37 CFR .18 is amended by revising paragraphs (a) through (c) to read as set forth below.
Section 1.18 Patent post allowance (including issue) fees.

(a) Issue fee for issuing each original or reissue patent,
except a design or plant patent:

By a small entity (Sec. 1.27(a)).....cccccoevinnnnnne $685.00

By other than a small entity......................... $1,370.00
(b) Issue fee for issuing a design patent:

By a small entity (Sec. 1.27(2)).....c..cceerennen. $245.00

By other than a small entity..................... $490.00
(c) Issue fee for issuing a plant patent:

By a small entity (Sec. 1.27(a)).vccccvvvcrrcennee. $330.00

By other than a small entity............coooevrneeeen.. $660.00

Questions relating to issue and publication fee payments should be directed to the Customer Service Center of the
Office of Patent Publication al (703) 305-8283.

Page 4 of 4
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Application No. Applicant(s)
, - 10/245,122 PINTO ET AL.
Notice of Allowability Examiner Art Unit
Bruck Kifle, Ph.D. 1624

-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308.

1. B This communication is responsive to amendments filed 9/16/04 and 9/22/04.

2. X The allowed claim(s) is/are 1-8,16-19,31,33 34,38-45,47,48,52-79,87-100 and 122-136.

3. [[] The drawings filed on are accepted by the Examiner.

4. [J Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or {f).
a)J Al b)[J Some* c¢)[JNone ofthe:

1. [ Certified copies of the priority documents have been received.

2. [0 Certified copies of the priority documents have been received in Application No. ____

3. [ Copies of the certified copies of the priority documents have been received in this national stage application from the

International Bureau (PCT Rule 17.2(a)).
* Certified copies not received:
Applicant has THREE MONTHS FROM THE “MAILING DATE” of this communication to file a reply complying with the requirements

noted below. Failure to timely comply will result in ABANDONMENT of this application.
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE.

5. [] A SUBSTITUTE OATH OR DECLARATION must be submitted. Note the attached EXAMINER'S AMENDMENT or NOTICE OF
INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oath or declaration is deficient.

6. [[] CORRECTED DRAWINGS ( as “replacement sheets”) must be submitted.
(a) [] including changes required by the Notice of Draftsperson’s Patent Drawing Review { PTO-948) attached
1) [0 hereto or 2) [] to Paper No./Mail Date _____.
(b) [ including changes required by the attached Examiner's Amendment / Comment or in the Office action of
Paper No./Mail Date __.

Identifying indicia such as the application number {see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d).

7. [J DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner's comment regarding REQUIREMENT FOR THE DEPQOSIT OF BIOLOGICAL MATERIAL.

Attachment(s)
1. J Notice of References Cited (PTO-892) 5. [] Notice of Informal Patent Application (PTO-152)
2. [ Notice of Draftperson's Patent Drawing Review (PTC-948) 8. [ Interview Summary (PT0-413),
Paper No./Mail Date .
3. [ Information Disclosure Statements (PTO-1449 or PTO/SB/08), 7. [J Examiner's Amendment/Comment
Paper No./Mail Date
4.[] Examiner's Comment Regarding Requirement for Deposit 8. [] Examiner's Statement of Reasons for Allowance

of Biological Material 9. [ Other . /
P /&/

Bruck Kifle, Ph.D
Primary Examiner
Art Unit: 1624

U.S. Patent and Trademark Office
PTOL-37 (Rev. 1-04) Notice of Allowability Part of Paper No./Mall Date 20041007
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DOCKET NO.: PH-7398 PATENT
FILING BY “EXPRESS MAIL” UNDER 37 CFR 1.10 /
EL983150226US October 8, 2004
Express Mail Label Number ' Date of Deposit .

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re application of:  D. Pinto et al. Examiner: Kifle, B.
’
Serial No.: 10/245,122 Group Art Unit: 1624

' Filed: September 17,2002 Confirmation No. 6870

For: LACTAM-CONTAINING COMPOUNDS AND DERIVATIVES THEREOF AS
FACTOR XA INHIBITORS -

Commussioner for Patents
P.O. Box 1450 .
% Alexandria, VA 22313-1450

Dear Sir:

~ PETITION AND FEE DELETING CORRECTLY NAMED PERSONS WHO ARE NOT
INVENTORS OF INVENTION NOW BEING CLAIMED
(UNDER 37 C.F.R. §1.48(b))

Due to the Amendment filed September 22, 2004, the actual inventors of the above-

identified application have now changed. Thus, it is hereby requested that:

Wei Han
Yun-Long Li

inventors of the above-identified application as filed, be deleted as an inventor.
Please charge Deposit Account No. 19-3880 in the name of Bristol-Myers Squibb
Company in the amount of $130 for payment of the fee. An additional copy of this paper is here

enclosed. The Commissioner is hereby authorized to charge any additional fees

10/15/2004 JBALINAN 00000094 193880 10245122
01 FC:1460 130.00 DA
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DOCKET NO.: PH-7398 Amendment
USSN: 10/245,122

under 37 CFR §1.17 which may be required, or credit any overpayment, to Account No.
19-3880 in the name of Bristol-Myers Squibb Company.

Early notification of such action is earnestly solicited.

Respectfully submitted,

Date: October 8, 2004 ' 52 t W

Jink Belfidld, Ph.D.
Agent for Applicants
Registration No. 45,914

Bristol-Myers SquibbCompany
Patent Department

P.O. Box 4000

Princeton, NJ 08543-4000

(609) 252-3791 (phone)

(609) 252-4526 (fax)
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DOCKET NO.: PH-7398 PATENT %

FILING BY “EXPRESS MAIL” UNDER 37.CFR 1.10

. EL983150053US September 22, 2004
Express Mail Label Number Date of Deposit

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re application of:  D. Pinto et al. Examiner: Kifle, B.
Serial No.:  10/245,122 Group Art Unit: 1624
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Commissioner for Patents
P.O. Box 1450

Alexandria, VA 22313-1450

Dear Sir:
SUPPLEMENTAL AMENDMENT
Applicants respectfully request entry of the following amendments to supplement the
amendments filed September 16, 2004.

Amendment to the Specification begins on page 2 of this paper.

Amendments to the Claims are represented by the listing of claims which begins on page

3 of this paper.

Remarks begin on page.58 of this paper.
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AMENDMENT
Subject matter to be added is in bold and underlined.
Subject matter to be deleted is in bold and strikethrough.
On page 2, amendment to the specification of September 16, 2004:

Please amend Example 89:

The title compound was made in Part A of Example 27. High Resolution Mass Spec (M+H)*
for C27H25N405 485.1827.
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In the Claims:

Please enter new claims 134-136 as follows.

This listing of claims will replace all prior versions and listings of claims in the

application.

Listing of Claims:

Claim 1. (Previously presented) A compound of Formula I:

ring P, including Py, P5, and P3,is Ps ;

M,is -A-B;

P4 is —Gl-G;
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G 1s a group of Formula a or I1b:

~
D| E-— D
N

a Ib

ring D, including the two atoms of Ring E to which it is attached, is a 5-6 membered ring
consisting of: carbon atoms and 0-2 heteroatoms selected from the group consisting of

N, O, and S(O)p;
ring D is substituted with 0-2 R and there are 0-3 ring double bonds;

E is selected from phenyl, pyridyl, pyrimidyl, pyrazinyi, and pyridazinyl, and is substituted with
I-2R;

alternatively, ring D is absent and ring E is selected from phenyl, pyridyl, pyrimidyl, pyrazinyl,
pyridazinyl, pyrrolyl, pyrazolyl, imidazolyl, isoxazolyl, oxazolyl, triazolyl, thienyl, and
thiazolyl, and ring E is substituted with 1-2 R;

alternatively, ring D is absent and ring E is selected from phenyl, pyridyl, pyrimidyl, pyrazinyl,
pyridazinyl, pyrrolyl, pyrazolyl, imidazolyl, isoxazolyl, oxazolyl, triazolyl, thienyl, and
thiazolyl, and ring E is substituted with 1 R and with a 5-6 membered heterocycle |
consisting of: carbon atoms and 1-4 heteroatoms selected from the group consisting of
N, O, and S(O);, wherein the 5-6 membered heterocycle is substituted with 0-1 carbonyl

and 1-2 R and there are 0-3 ring double bonds;

R is selected from H, Cy_4 alkyl, F, Cl, Br, I, OH, OCH3, OCH,CH3, OCH(CH3),,
OCH,CH,CHj3, CN, C(=NR8)NR7RY, NHC(=NR&)NR'R?, ONHC(=NR8)NR7RY,
NR3CH(=NR7), NHz; NH(Cj-3 alkyl), N(C.3 alkyl)z, C(=NH)NH,, CH,NH>,
CH2NH(C.3 alkyl), CHoN(C, 3 alkyl)o, CHoCH2NH,, CHpCHoNH(C .3 alkyl),
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CH,CH,N(C}.3 alkyl)s, (CR3R%),C(O)H, (CR8R)C(O)R%, (CRSRO}NRRS,
(CR8R9),C(O)NR7RS, (CR8RI)NR’C(O)R7, (CRBR?);OR3, (CR8R?)S(O)p,NRRS,
(CR8R)NRS(0)pR7, (CR8R?)SR3, (CRERI)S(0)R3, (CRERI)S(0);R3, and OCF3;

alternatively, when 2 R groups are attached to adjacent atoms, they combine to form

methylenedioxy or ethylenedioxy;

A is selected from:

C3.19 carbocycle substituted with 0-2 R4;

Bis ; provided that Z and B are attached to different atoms on A and that the

A-X-N moiety forms other than a N-N-N group;
Q is C=0;

ring Q is a 6 membered monocyclic ring, wherein:

0 double bond is present within the ring and the ring is substituted with 0-2 R42;
X is absent;

Gy is absent or is selected from (CR3R33)1_5, (CR3R33)0_2CR3=CR3(CR3R3a)d_2,
(CR3R32)) ,C=C(CR3R32) 5, (CR3R3%),C(O)(CR3R3?),,, (CR3R32),C(O)O(CR3R3D)y,
(CR3R32),0C(0)(CR3R32),,, (CR3R32),0(CR3R34),,, (CR3R32),N3b(CR3R32),,
(CR3R3a), C(O)N3b(CR3R3a),,, (CR3R32),N3bC(O)(CR3R3a),,
(CR3R32),0C(0)N3b(CR3R34),, (CR3R32),N3bC(0)O(CR3RW),,
(CR3R32),N3bC(O)N3b(CR3R33),,, (CR3R32),N3bC(S)N3b(CR3R32),,
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(CR3R3a) S(CR3R34),,, (CR3R32),S(0)(CR3R3),, (CR3R32),S(0),(CR3R?),,
(CR3R33),S(O)N3b(CR3R3a),,, (CR3R32),N3bS(0),(CR3R32),,
(CR3R32),S(0),N3b(CR3R32),,, (CR3R32) N3bS(0),N3b(CR3R32),,

(CR3R3a) NR3¢(CR3R33),,, (CR3R32),C(O)(CR3R32),C(0)(CR3R32),,
(CR3R32),NR3Y(CR3R32),C(O)NR3P(CR3R32),,
(CR3R32),NR3bC(0)(CR3R¥2),C(0)(CR3R3?),,,
(CR3R33),,C(0)(CR3R32),C(O)NR3b(CR3R3a),,
(CR3R3a)uNR3bC(O)(CR3R3ﬂ)uC(O)NR3b(CR3R3a)W, |
(CR3R33),S(O)NR3PC(0O)(CR3R33),,, (CR3R32),C(O)NR3S(0),(CR3R33),,, and
(CR3R32),S(0),NR3PC(O)NR3PCR3R3a),,, wherein u + w total 0, 1, 2, 3, or 4, provided
that Gy does not form an N-S, NCH;N, NCH,O, or NCH3S bond with either group to

which it is attached;

R12, at each occurrence, is selected from H, -(CR3R38)_R1b (CRR*)-CR'RIPRI®,
-(CR3R3#),-0-(CR3R39)-R 1P, -C, ¢ alkenylene-R!, -C; ¢ alkynylene-RIb,
-(CR3R?*),-C(=NR")NR3R b, NR3CR3R34R I, OCR3R32R ¢, SCR3R3aR1¢,
NR3(CR3R34),(CR3R32)R1b, C(O)NRZ(CR3R32),(CR3R32)R1b,
coz(cﬁ3R3a)2(CR3R3a)tR1b, O(CR3R32),(CR3R32)R 1, S(CR3R32),(CR3R32)R1b,
S(O)p(CR3R3a)rR1d, O(CR3R33),Rd, NR3(CR3R3a)R1d, OC(O)NR3(CR3R32),R1d,
NR3C(O)NR3(CR3R3a) R 1d, NR3C(O)O(CR3R3a),R 14, -and NR3C(O)(CR3R32)R1d,
provided that R12 forms other than an N-halo, N-S, O-O, or N-CN bond;

alternatively, when two R12 groups are attached to adjacent atoms, together with the atoms to
which they are attached they form a 5-7 membered ring consisting of: carbon atoms and

0-2 heteroatoms selected from the group consisting of N, O, and S(O)p, this ring being

substituted with 0-2 R4b and 0-3 ring double bonds;
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RV is selected from H, C)_3 alkyl, F, Cl, Br, T, -CN, -NO,, -CHO, (CF2)CF3, (CR?R32),0R?,
NRZR22, C(O)R2b, CO,R2, OC(0)R2, (CF2)CO2R%2, S(O)pR2b, NRZ(CH2)OR2,
C(:Nch)NRZRza, NR2C(0)R2b, NR2C(O)NHR2, NR2C(0);R?2, OC(O)NR2R?4,
C(O)NR2R22, C(O)NR2(CH,);0R2, SO,NR2R22, NR2SO,R2, C(O)NR2SO;R2, C3 6
carbocycle substituted with 0-2 R4b, and 5-10 membered heterocycle consisting of carbon
atoms and from 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p,

and substituted with 0-2 R4P, provided that RIP forms other than an O-O, N-halo, N-S, or
N-CN bond;

RI¢ js selected from H, CH(CH,0R?2),, C(O)R2¢, C(O)NR2R223, S(O)R2, S(O);R2, and
SO;NR2R?2;

R4 s sclected from C3.6 carbocycle substituted with 0-2 R4b and 5-10 membered heterocycle
consisting of carbon atoms and from 1-4 heteroatoms selected from the group consisting
of N, O, and S(O)p, and substituted with 0-2 R#b, provided that R1d forms other than an
N-S bond;

R2, at each occurrence, is selected from H, CF3, Cyg alkyl, benzyl, -(CHj)-C3.1¢ carbocycle
substituted with 0-2 R#?, and -(CH5),-5-10 membered heterocycle consisting of: carbon
atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p, and

substituted with 0-2 R4b:

R2a, at each occurrence, is selected from H, CF3, Cy_g alkyl, benzyl, -(CH2)~C3.19 carbocycle
substituted with 0-2 R4?, and -(CHj);-5-10 membered heterocycle consisting of: carbon
atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p, and

substituted with 0-2 R4b;
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alternatively, RZ and R?2, together with the atom to which they are attached, combine to form a 5

or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-2 R4b

and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,
and S(O)p; -

R2b, at each occurrence, is selected from CF3, Cj.4 alkoxy substituted with 0-2 R4b, Cy_g alkyl
substituted with 0-2 R4b, -(CH3),-C3.19 carbocycle substituted with 0-2 R4b, and
-(CH3)(-5-10 membered heterocycle consisting of: carbon atoms and 1-4 heteroatoms

selected from the group consisting of N, O, and S(O)p, and substituted with 0-2 R4b;

R2¢, at each occurrence, is selected from CF3, OH, C1_4 alkoxy, Cj.g alkyl, -(CH2)-C3-10

carbocycle substituted with 0-2 R4?, and -(CH2),-5-10 membered heterocycle containing

from 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p, and
substituted with 0-2 R4b;

R3, at each occurrence, is selected from H, CHs, CH,CH3, CH,CH,CH3, CH(CH3),,
CH,CH,CH,CHj3, CH,CH(CHj3),, CH(CH3)CH,CH3, C(CH3)3, benzyl, and phenyl;

R34, at each occurrence, is selected from H, CH;, CH,CH;3, CH,CH,CHj3, CH(CH3),,
CH,CH,CH,CH;, CH,CH(CH;),, CH(CH3)CH,CHj3, C(CHj3)3, benzyl, and phenyl,

alternatively, R3 and R32, together with the nitrogen atom to which they are attached, combine to
form a 5 or 6 membered saturated, partially unsaturated, or unsaturated ring consisting of:
© carbon atoms, the nitrogen atom to which R3 and R32 are attached, and 0-1 additional

heteroatoms selected from the group consisting of N, O, and S(O)p;

R3b, at each occurrence, is selected from H, Cy_¢ alkyl substituted with 0-2 R!12, C;_¢ alkenyl

substituted with 0-2 R12, Cy_¢ alkynyl substituted with 0-2 R1a,
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-(Co4 alky])—S-I‘O membered carbocycle substituted with 0-3 R1a, and -(Cg.4 alkyl)- 5-10

membered heterocycle substituted with 0-3 R!2 and consisting of: carbon atoms and 1-4

heteroatoms selected from the group consisting of N, O, and S(O)p;

R3¢, at cach occurrence, is selected from CH3, CH,CH3, CH,CH,CHj;, CH(CHj),,
CH,CH,CH,CH3;, CH,CH(CH3),, CH(CH3)CH,CHj3, C(CHz)3, benzyl, and phenyl;

R3d, at each occurrence, is selected from H, CH3, CH,CH3, CH,CH,CH3, CH(CHa),,
CH,CH,CH,CH3, CH,CH(CHy),, CH(CH3)CH,CHs, C,_4 alkyl-phenyl, and C(=O)R3c;

R3¢, at each occurrence, is selected from H, SONHR3, SO;NR3R3, C(O)R3, C(O)NHR3,
C(O)OR3f, S(O)R3f, S(O),R3f, Cy_¢ alkyl substituted with 0-2 R12, Cy_g alkenyl
substituted with 0-2 R12, Cp_¢ alkynyl substituted with 0-2 R12, -(Co_4 alkyl)-5-10
membered carbocycle substituted with 0-3 R12, and -(Cq.4 alkyl)-5-10 membered

heterocycle substituted with 0-3 R12 and consisting of: carbon atoms and 1-4

heteroatoms selected from the group consisting of N, O, and S(O)p;

R3f, at each occurrence, is selected from: Cj_g alkyl substituted with 0-2 R12, Cy_g alkenyl
substituted with 0-2 R12, C_¢ alkynyl substituted with 0-2 R12,
-(Cg-4 alkyl)-5-10 membered carbocycle substituted with 0-3 R12, and -(Cg.4 alkyl)-5-10
membered hetcrocyc]e substituted with 0-3 R!2 and consisting of: carbon atoms and 1-4

heteroatoms selected from the group consisting of N, O, and S(O)p;

R4, at each occurrence, is selected from H, =0, (CR3R32),ORZ2, F, Cl, Br, I, C|_4 alkyl,
(CR3R32),CN, (CR3R32)NO,, (CR3R3%)NR2R24, (CR3R3).C(O)R2c,
(CR3R32) NR2C(O)R2b, (CR3R32),C(O)NR2R2a, (CR3R32),NR2C(O)NR2R 22,
(CR3R32),C(=NR2)NR2R22, (CR3R32),C(=NS(O);R5)NR2R 22,

¢
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(CR3R32)NHC(=NR2)NR?2R?3, (CR3R34),C(O)NHC(=NR2)NR?R?a,
(CR3R32),SO;NR?R?4, (CR3R32),NR2SO,NR2R 22, (CR3R32),NR2S0,-C} 4 alkyl,
(CR3R32),NR2SOR5, (CR3R32),S(0),R%3, (CR3R32)(CF7),CF3, NHCHR ¢,
OCHR ¢, SCH;R ¢, NH(CH2)2(CH2)R 1P, O(CH2)2(CH2)R b, S(CH2)2(CH2)R P,
(CR3R32),-5-6 membered carbocycle substituted with 0-1 RS, and a (CR3R32).-5-6
membered heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from

- the group consisting of N, O, and S(O)p, and substituted with 0-1 R3;

R42, at each occurrence, is selected from H, =0, (CR3R32),0RZ, (CR3R3).F, (CR3R3).Br,
(CR3R3a),C], C|4 alkyl, (CR3R32),CN, (CR3R32);NO,, (CR3R32)NRZR?2,
(CR3R32),C(O)R2¢, (CR3R32) NR2C(O)R?2b, (CR3R32),C(O)NR2R22,
(CR3R32),N=CHOR3, (CR3R32),C(O)NH(CH;);NR2R22, (CR3R32),NRZC(O)NR2R?2,
(CR3R32),C(=NR2)NR2R22, (CR3R32), NHC(=NR2)NR2R23, (CR3R32),SO,NR2R?2,
(CR3R32),NR2S0)NR2R?3, (CR3R32),NR250;-C; 4 alkyl, (CR3R32),C(O)NHSO,-C; 4
alkyl, (CR3R32)NRZSO2R3, (CR3R32),S(0),R52, (CR3R32)(CF,)CF3, (CR3R33),-5-6
membered carbocycle substituted with 0-1 R3, and a (CR3R32),-5-6 membered
heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from the group

consisting of N, O, and §(0),, and substituted with 0-1 R3;

R4b, at each occurrence, is selected from H, =0, (CH»)OR3, (CH»),F, (CH»);Cl, (CH,),Br,
(CHz)ri, C1.4 alkyl, (CH»),CN, (CH»);NO3, (CHz)rNR3R3é, (CH3),C(O)R3,
(CH3),C(O)OR3¢, (CH2)NR3C(0O)R32, (CH»);-C(O)NR3R3a, (CH3),NR3C(O)NR3R3a,
(CH»),-C(=NR3)NR3R3a, (CH,),NR3C(=NR3)NR3R33, (CH,),SO,NR3R32,
(CH2);NR3S0O,NR3R32, (CH),NR3S0,-Cj.4 alkyl, (CH3).NR3SO,CF3,
(CHz)rNR3SOQ-phenyl, (CH2)S(0)pCF3, (CH2)rS(0)p-C1 4 alkyl, (CH2)rS(O)p-phenyl,
and (CH»),(CF;)CF3;

10
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R4¢, at each occurrence, is selected from H, C|.4 alkyl (CR3R32),;OR2, (CR3R32)F,
(CR3R3a)Br, (CR3R32);Cl, (CR3R32);CN, (CR3R32)|NO,, (CR3R32);|NR2R?2,
(CR3R32),C(O)R2¢, (CR3R32),{NR2C(O)R?2b, (CR3R32),C(O)NR2R2,
(CR3R32),;N=CHOR?3, (CR3R32) C(O)NH(CH3);NR2R22, (CR3R32);|NR2C(O)NR2R22,
(CR3R32),;C(=NR2)NR2R2a, (CR3R32),;NHC(=NR2)NR2R22, (CR3R32),SO,NR2R22,
(CR3R32),1NR2SO,NR2R22, (CR3R32),{NR250,-C|_4 alkyl,
(CR3R3),C(O)NHS0,-C}.4 alkyl, (CR3R32);|NRZSO;R3, (CR3R32):S(O)pR2,
(CR3R34),(CF»),CF3, (CR3R32).-5-6 membered carbocycle substituted with 0-1 R3, and a
(CR3R32),-5-6 membered heterocycle consisting of: carbon atoms and 1-4 heteroatoms

selected from the group consisting of N, O, and S(O)p, and substituted with 0-1 R3;

R3, at each occurrence, is selected from H, Cy_¢ alkyl, =0, (CH2);0OR3, F, Cl, Br, I, -CN, NO3,
(CH2)NR3R32, (CH2);C(O)R3, (CH2),C(0O)OR3¢, (CH3),NR3C(O)R32,

a WY N AEY/ AT RdN

S, AU )P UR=INURTY ),

(CH»),C(=NR3)NR3R33, (CH,),NR3C(=NR3)NR3R32a, (CH;),SO,NR3R3a,

(CH2),NR3SO,;NR3R32, (CHp),NR3S0,-C;_4 alkyl, (CH2)NR3SO,CF;3,

(CH3),NR3SO,-phenyl, (CH2)rS(0)pCF3, (CH2)S(0)p-Cy.4 alkyl,

(CH2)S(O)p-phenyl, (CF;),CF3, phenyl substituted with 0-2 RS, naphthyl substituted

with 0-2 RS, and benzyl substituted with 0-2 RS,

R5a, at each occurrence, is selected from C_g alkyl, (CH2);OR3, (CH2),NR3R32, (CH3),C(O)R3,
(CH3),C(0O)OR3¢, (CHy),NR3C(O)R32, (CH;),C(O)NR3R33, (CF;),CF3, phenyl
substituted with 0-2 RS, naphthyl substituted with 0-2 RS, and benzyl substituted with 0-2
RS, provided that R>2 does not form a S-N or S(0),-C(O) bond;

11
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RO, at each occurrence, is selected from H, OH, (CH;).ORZ, halo, C_4 alkyl, CN, NO>,
(CH,),NR2R22, (CH,);C(O)R2b, NR2C(O)R2b, NR2C(O)NR2R2a, C(=NH)NH3>,
NHC(=NH)NH;, SO,NR2R22, NR2SO,NR2R23, and NR2SO,C}_4 alkyl;

R7, at each occurrence, is selected from H, OH, Ci.¢ alkyl, Cy.¢ alkyl-C(O)-, C;_g alkyl-O-,
(CH2)p-phenyl, Cy.4 alkyl-OC(O)-, Cg.10 aryl-O-, C¢-10 aryl-OC(O)-,
Cg-10 aryl-CH,-C(O)-, C1.4 alkyl-C(0)O-C 4 alkyl-OC(0O)-,
Cg-10 aryl-C(0)O-Cj.4 alkyl-OC(0O)-, Cy.¢ alkyl-NH5-C(O)-, phenyl-NH,-C(O)-, and
phenyl-Cy_4 alkyl-C(O)-;

RS, at each occurrence, is selected from H, C_¢ alkyl, and (CH2)p-phenyl;

alternatively, R7 and R8, when attached to the same nitrogen, combihe to form a 5-10 membered
heterocyclic ring consisting of carbon atoms and 0-2 additional heteroatoms selected
from the group consisting of N, O, and S(O)p;

R9, at each occurrence, is selected from H, Cj_g alkyl, and (CH2)p-phenyl;

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

P, at each occurrence, is selected from 0, 1, and 2;

r, at each occurrence, is selected from 0, 1, 2, 3, 4, 5, and 6;

» rl, at each occurrence, is selected from 1, 2, 3, 4, 5, and 6; and

t, at each occurrence, is selected from 0, 1, 2, and 3.

12
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Claim 2. (Previously presented) A compound according to Claim 1, wherein:

G is a group of Formula Ia or ITb:

2
D \E—!—-— D

ITa Ib

ring D, including the two atoms of Ring E to which it is attached, is a 5-6 membered ring

consisting of: carbon atoms and 0-2 heteroatoms selected from the group consisting of

N, 0, and S(O)p;

ring D is substituted with 0-2 R and there are 0-3 ring double bonds;

E is sclected from phenyl, pyridyl, pyrimidyl, pyrazinyl, and pyridazinyl, and is substituted with

1-2R;

alternatively, ring D is absent, and ring E is selected from phenyl, pyridyl, pyrimidyl, and
thienyl, and ring E is substituted with 1-2 R;

alternatively, ring D is absent, ring E is selected from phenyl, pyridyl, and thienyl, and ring E is

substituted with 1 R and substituted with a 5 membered heterocycle consisting of: carbon

atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p,

wherein the 5 membered heterocycle is substituted with 0-1 carbonyl and 1-2 R and there

are 0-3 ring double bonds;

R is selected from H, C;_4 alkyl, F, Cl, OH, OCH3, OCH,CH3, OCH(CHj),, CN, C(=NH)NH,,
C(=NH)NHOH, C(=NH)NHOCHj3, NH3, NH(C|_3 alkyl), N(C,_3 alkyl);, C(=NH)NH3,

13
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CH,NH,, CH2NH(C1-3 alkyl), CHoN(C .3 alkyl)y, (CR8R9)NR7RS, C(O)NRRS,
CH,C(O)NR7RE, S(O)pNRR8, CH,S(0),NR7R8, SO,R3, and OCFs3;

alternatively, when 2 R groups are attached to adjacent atoms, they combine to form

methylenedioxy or ethylenedioxy;

A is selected from:

Cs_1p carbocycle substituted with 0-2 R4;

R12 js selected from H, -(CHp),-R1P, -(CH(CH3))-R1b, -(C(CH3),),-R1b, NHCH;R ¢, OCHpR !¢,
SCH3R !¢, NH(CH3)>(CH2)R b, and O(CHj)2(CHp)R 1P, provided that R12 forms other
than an N-halo, N-S, or N-CN bond;

alternatively, when two R12 groups are attached to adjacent atoms, together with the atoms to

which they are aitachied they form a 5-7 membered ring consisting of: carbon atoms and
0-2 heteroatoms selected from the group consisting of N, O, and S(O)p, this ring being

substituted with 0-2 R4b and 0-3 ring double bonds;

R1b js selected from H, CH;, CH,CHj;, CH,CH,CH;3, CH(CHj),, F, Cl, Br, I, -CN, -CHO, CFs,
ORZ, NR2R%2, C(O)R?b, CO,RZb, OC(O)R2, CO2R22, S(O)pR2, NR2(CHjy),0R?,
NR2C(0)R2b, NR2C(O)NHR2, NR2C(0),R22, OC(O)NR2R22, C(O)NR2R?3,

~ C(O)NRZ(CHj);0R2, SO;NR?R22, NR2SO,R2, |
Cs.g carbocycle substituted with 0-2 R4b, and
5-6 membered heterocycle consiéting of carbon atoms and from 1-4 heteroatoms selected
from the group consisting of N, O, and S(O)p, and substituted with 0-2 R4, provided that

RIb forms other than an O-O, N-halo, N-S, or N-CN bond;
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R!¢ is selected from H, CH(CH,0R2),, C(O)R2¢, C(O)NR2R22, S(O)R2, S(0),R2, and
SO,NR2R2a;

R2, at each occurrence, is selected from H, CF3, CHz, CH,CH3, CH,CH,CHj3, CH(CH3),,
CH,CH,CH,CH3, CH,CH(CH3),, CH(CH3)CH,;CHj3, C(CHj3)3, benzyl, Cs_g carbocycle
substituted with 0-2 R4?, a Cs_g carbocyclic-CHj-group substituted with 0-2 R4?, and 5-6
membered heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from

the group consisting of N, O, and S(O)p, and substituted with 0-2 R#b;

R?2a, at each occurrence, is selected from H, CF3, CH;, CH,CH3, CH,CH,CH;, CH(CHj3),,
CH2CH2CH2CH3, CH2CH(CH3)27 CH(CH3)CH2CH3, C(CH3)3, benzyl, C5_6 caxbocyc]e

substituted with 0-2 R4, and 5-6 membered heterocycle consisting of: carbon atoms and

1-4 heteroatoms selected from the group consisting of N, O, and S(O)p, and substituted

with 0-2 R4b;

alternatively, R? and R22, together with the atom to which they are attached, combine to form a 5
or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-2 R4b
and consisting of: 0-1 additional heteroatoms selected from the group consisting: of N, O,

and S(O)p;

R2b, at each occurrence, is selected from CFS, Ci.4 alkoxy, CH3, CH,CH3, CH,CH,CHj,
CH(CHj;),, CH,CH,CH,CHj3, CH,CH(CHj3),, CH(CH3)CH,CHj, C(CHj3)3, benzyl,
Cs.¢ carbocycle substituted with 0-2 R4P, and 5-6 membered heterocycle consisting of:
carbon atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p,

and substituted with 0-2 R4b;
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RZ¢, at each occurrence, is selected from CF3, OH, C.4 alkoxy, CH;, CH,CH;3, CH,CH,CH3,
CH(CHz),, CH,CH,CH,CH3, CH,CH(CH3),, CH(CH3)CH,CHj3, C(CH3);, benzyl,
Cs.¢ carbocycle substituted with 0-2 R4b,'and 5-6 membered heterocycle containing from
1-4 heteroatoms selected from the group consisting of N, O, and S(O),,, and substituted

with 0-2 R4b;

R3, at each occurrence, is selected from H, CH3, CH,CH3, CH,CH,CH3, CH(CH3),, benzyl,

and phenyl;

R3a, at each occurrence, is selected from H, CH3, CH,CH3, CH,CH,CH3, CH(CHj),, benzyl,

and phenyl;

alternatively, R3 and R32, together with the nitrogen atom to which they are attached, combine to
form a 5 or 6 membered saturated, partially unsaturated, or unsaturated ring consisting of:

carbon atoms and the nitrogen atom to which R3 and R32 are attached;

R3¢, at each occurrence, is selected from CHs, CHyCH3, CH,CH,CHj3, CH(CH3),, benzyl, and

phenyl;

R3d, at each occurrence, is selected from H, CH3, CH,CH3, CH,CH,CHj3, CH(CH3),,

CHj,-phenyl, CHyCH,-phenyl, and C(=O)R3¢;

‘R4, at each occurrence, is selected from H, =0, ORZ, CH,ORZ2, (CH,),0R2, F, CI, Br, I,
Ci.4 alkyl, -CN, NO,, NR2R22, CH;NR2R23, (CH,);NR2R22, C(0)R%¢, NRZC(O)R2b,
C(O)NRZR?2, SO,NR2R23, S(O)pR32, CF3, CF,CF3, 5-6 membered carbocycle
substituted with 0-1 R, and a 5-6 membered heterocycle consisting of: carbon atoms

and 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p, and

substituted with 0-1 R5;
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R4a, at each occurrence, is selected from H, =0, CH,OR2, OR2, CH,F, F, CH;Br, Br, CH1Cl,
Cl, Cy.4 alkyl, CH,-CN, -CN, CH,NO», NO2, CH;NR2R?3, NR2R22, CHp-C(O)R2,
C(O)R2¢, NR2C(O)R2b, (CH;),C(O)NR2R22, NR2C(0)NR2R?4, (CHy)SO,NR2R22,
NR2SO;NR2R?a, NR2SO,-C14 alkyl, NRZSO,R5, (CH2)S(0)pR52, CH,CF3, CF3,
CHj-5-6 membered carbocycle substituted with 0-1 R3, 5-6 membered carbocycle
substituted with 0-1 RS, and a CHy-5-6 membered heterocycle consisting of: carbon
atoms and 1-4 heferoatoms selected from the group consisting of N, O, and S(O)p, and

substituted with 0-1 R3, and 5-6 membered heterocycle consisting of: carbon atoms and

1-4 heteroatoms selected from the group consisting of N, O, and S(O)p, and substituted

with 0-1 R5;

R4, at cach occurrence, is selected from H, =0, OR3, CH,0R3, F, Cl, CH3z, CH,CH3,
CH,CH,CHj3, CH(CH3),, CH,CH,CH,CH;, CH,CH(CH3),, CH(CH3)CH,CHj,
C(CHs3)3, -CN, NO,, NR3R32, CH;NR3R32, C(O)R3, CHy-C(O)R3, C(O)OR3e,
CH,C(O)OR3¢, NR3C(O)R32, CH,NR3C(0)R32, C(O)NR3R3a, CH2C(O)NR3R3a,
NR3C(O)NR3R32, CH;NR3C(O)NR3R32, C(=NR3)NR3R32, CH,C(=NR3)NR3R32,
NR3C(=NR3)NR3R32, CHpNR3C(=NR?)NR3R32, SO,NR3R32, CH,SO;NR3R32,
NR3SO;NR3R32, CH,NR3SO,NR3R32, NR3S0»-Cy.4 alkyl, CHoNR3S0-Cy4 alkyl,
NR3S0,CF3, CH2NR3SO,CF3, NR3SO;-phenyl, CHNR3SO,-phenyl, S(O)pCF3,
CH2S5(0)pCF3, S(0)p-C) 4 alkyl, CH25(0)p-Cj.4 alkyl, S(O)p-phenyl, CH2S(O)p-phenyl,
CF3, and CH»-CFj;

R4¢, at each occurrence, is selected from H, CH3, CH,CH3, CH,CH,CH3, CH(CH3),,
CH,CH,CH,CH3, CH,CH(CH3),, CH(CH3)CH,CHj3, C(CH3);, CH,OR2, CH,F,
CH,Br, CH,Cl, CH,CN, CH,NO;, CH,NR?R?a, C(O)RZ¢, CH,C(O)RZ,
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CH,NR2C(0)R2b, C(O)NR2R22, CH,C(O)NR2R22, CH,NR2C(O)NR?R?2, SO,NR2R23,
CH,SO2NR2R22, CH,NRZSO;NR?R24, CH,NR2S0,-C 4 alkyl,

C(O)NHSO0,-C|.4 alkyl, CHyC(O)NHSO,-C 4 alkyl, CH,NRZSO;R5, S(O)pR32,
CH,S(0),R32, CF3, CH)CF3, 5-6 membered carbocycle substituted with 0-1 RS,
CH,-5-6 membered carbocycle substituted with 0-1 R>, 5-6 membered heterocycle

consisting of: carbon atoms and 1-4 heteroatoms selected from the group consisting of

N, O, and S(O)p, and substituted with 0-1 R3, and a CH,-5-6 membered heterocycle
consisting of: carbon atoms and 1-4 heteroatoms selected from the group consisting of

N, O, and S(O)p, and substituted with 0-1 R>;

R3, at each occurrence, is selected from H, =0, CH3, CH,CH3, CH,CH,CHj3, CH(CHj3),,
CH,CH,CH,CHj3, CH,CH(CH3),, CH(CH3)CH,CH3, C(CH3)3, OR3, CH,0R3, F, Cl,
-CN, NO3, NR3R32, CH,NR3R32, C(O)R3, CH2C(O)R3, C(O)OR3¢, CH2C(O)OR3e,
NR3IC(C)R32, C(O)NR

NR3C(=NR3)NR3R32, SO,NR3R32, NR3SO,NR3R32, NR3S0,-C|4 alkyl, NR3SO,CF3,

R3R3%, CH(=NOR3?), C(=NR3)NR3R3,

NR3SO;-phenyl, S(0),CF3, S(0),-C1.4 alkyl, S(O)p-phenyl, CF3, phenyl substituted
with 0-2 RS, naphthyl substituted with 0-2 RS, and benzyl substituted with 0-2 R6; and,

RS, at each occurrence, is selected from H, OH, ORZ, F, Cl, CH,, CH,CH;, CHyCH,CH3,
CH(CHs),, CH,CH,CH,CH3, CH,CH(CH3),, CH(CH3)CH,CH3, C(CH3)3, CN, NO2,
NR2R22, CH;NR2R22, C(O)R2b, CH,C(O)R2b, NRZC(O)R2P, NR2C(O)NR2ZR 22,
C(=NH)NHj, NHC(=NH)NH;, SO,NR2R?2, NR2SO,NR2R22, and NRZSO,C}4 alkyl.

Claim 3. (Previously presented) A compound according to Claim 2, wherein;

G is selected from the group:
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G is absent or is selected from (CR3R32); 3, (CR3R32),C(O)(CR3R32),,
(CR3R328),0(CR3R32),,, (CR3R32) NR3b(CR3R33),,, (CR3R32),C(O)NR3P(CRIR ),
(CR3R32),NR3PC(0)(CR3R3a),,, (CR3R32),NR3PC(0)(CR3R32),,C(O)NR3P(CR3R33),,
(CR3R32),S(CR3R33),,, (CR3R32),S(O)(CR3R3a),,, (CR3R32),S(0),(CR3R32),,
(CR3R32),S(O)NR3b(CR3R33),,, (CR3R32), NR3bS(0),(CR3R32),,, and
(CR3R32),S(0),NR3b(CR3R32),,, wherein u + w total 0, 1, or 2, provided that G, does
not form a N-S, NCH)N, NCH,0, or NCH,S bond with either group to which it is

attached;

A is phenyl substituted with 0-2 R%;

23

Page 51



DOCKET NO.: PH-7398 _ Amendment
USSN: 10/245,122

R!2 s selected from H, R!b, CH(CH4)R1b, C(CH;),R!b, CH,R P, and CH,CH,R!®, provided

that R12 forms other than an N-halo, N-S, or N-CN bond;

alternatively, when two R12 groups are attached to adjacent atoms, together with the atoms to
which they are attached they form a 5-6 membered ring consisting of: carbon atoms and

0-2 heteroatoms selected from the group consisting of N, O, and S(O)p, this ring being

substituted with 0-2 R4Y and 0-3 ring double bonds;

R1b js selected from H, CH3, CH,CHj, F, Cl, Br, -CN, -CHO, CF3, OR2, NR2R22, C(O)R2b,
CO,R2b, OC(O)R2, CO2R?2, S(0),R2, NRZ(CH2);OR2, NR2C(O)RZb, C(O)NR?R?3,
SO,NR2R2a, NR2SO,R2, phenyl substituted with 0-2 R4b, and 5-6 membered aromatic
heteracycle consisting of carbon atoms and from 1-4 heteroatoms selected from the group
consisting of N, O, and S(O),, and substituted with 0-2 R4, provided that R1P forms

other than an O-O, N-halo, N-S, or N-CN bond,;

R2, at each occurrence, is selected from H, CF3, CH;, CH,CH3, CH,CH,CH3, CH(CHj3),,

phenyl substituted with 0-2 R4, a benzyl substituted with 0-2 R4b, and a 5-6 membered
aromatic heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from the

group consisting of N, O, and S(O)p, and substituted with 0-2 R4b;

RZa, at each occurrence, is selected from H, CF3, CH;, CH,CH3, CHyCH,CH3, CH(CH3),,
benzyl, phenyl substituted with 0-2 R4b, and 5-6 membered aromatic heterocycle
consisting of: carbon atoms and 1-4 heteroatoms selected from the group consisting of

N, O, and S(O)p, and substituted with 0-2 R,

alternatively, R2 and R22, together with the atom to which they are attached, combine to form a 5

or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-2 R40
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and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)p;

R2b, at each occurrence, is selected from CF3, Cj.4 alkoxy, CH3, CH,CH3, CH,CH;CHj,
CH(CH3),, benzyl, phenyl substituted with 0-2 R*, and 5-6 membered aromatic

heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from the group

consisting of N, O, and S(O)p, and substituted with 0-2 R4b;

R2¢, at each occurrence, is selected from CF3, OH, OCHj;, OCH,CH3, OCH,CH,CHjs,
OCH(CH3;),, CH3, CH,CH3, CH,CH,CHj3, CH(CH3),, benzyl, phenyl substituted with
0-2 R4b, and 5-6 membered aromatic heterocycle containing from 1-4 heteroatoms

selected from the group consisting of N, O, and S(O)p, and substituted with 0-2 R4b;

R4, at each occurrence, is selected from H, CH2ORZ2, (CH2),0OR2, OR2, F, Cl, Br, I, CHa,
CH,CHs, CH,CH,CHs, CH(CH3),, CHoCH,CH,CHj, CH,CH(CHz),,
CH(CH3)CH,CHj3, C(CH3)3, -CN, NO2, NR2R?2a, CH,NR2R2a, (CH,);NR2R?4,
C(O)R%c, NR2ZC(O)R2b, C(O)NR?R?2, SO,NR?R22, CF3, and CF,CFz;

R4a, at each occurrence, is selected from H, =0, CH,OR?, ORZ2, F, Br, Cl, CH;, CH,CHj,
CH,CH,CHs, CH(CH3),, CH,CH,CH,CH3, CH,CH(CHs),, CH(CH3)CH,CH,
C(CHg)3, -CN, NO2, CH;NR2R2a, NR2R2a, C(O)R2¢; NR2C(O)R?2b, C(O)NR2R22,
NR2C(O)NRZR?a, SO,NR2R?22, and -CF3;

R4b, at each occurrence, is selected from H, =0, OR3, CH,OR3, F, Cl, CH3, CH,CHg,
CH,CH,CHa, CH(CHz),, -CN, NO2, NR3R3%, CH,NR3R32, C(O)R3, CHp-C(O)R3,
C(0O)OR3c, CHz-C(O)OR?’C, NR3C(O)R3a, CH2NR3C(O)R33, C(O)NR3R33,
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CH;-C(O)NR3R32, SO,NR3R32, CHSO,NR3R 32, NR3S0,-C 4 alkyl,
CH,NR3S0;-C)_4 alkyl, NR3SO;-phenyl, CH;NR3SO;-phenyl, S(0)pCF3,
CH3S(0)pCF3, S(0)p-Cj-4 alkyl, CH2S(0),-C| 4 alkyl, S(O),-phenyl, CH»S(O)p-phenyl,
and CFs;

Réc, at each occurrence, is selected from H, CHj;, CH,CH3, CH,CH,CHj3, CH(CHj3),,

CH,CH,CH,CH;, CH,CH(CH),, CH(CH3)CH,CHs, C(CHs)3, CH,OR2, CH,F,
CH,Br, CH,Cl, CH,CN, CH,NO,, CH,NR2R24, C(O)R2, CH,C(O)RZe,
CH,NRZC(O)R2b, C(O)NR2R?2, CH,C(O)NRZR24, SO,NR?R%2, CstOZNRZRza,
S(0)pR32, CH,S(0)pR32, CF3, phenyl substituted with 0-1 R3, and benzyl substituted

with 0-1 RS;

R3, at each occurrence, is selected from H, =0, CH3, CH,CH3, CH,CH,CH3, CH(CH3),, OR3,

CH,C(O)OR3¢, NR3C(O)R32, C(O)NR3R32, SO,NR3R32, NR3S0)-C 4 alkyl,
NR3SO,CF3, NR3SOZ—p;henyl, S(0)pCF3, S(0)p-C1.4 alkyl, S(O)p-phenyl, CF, phenyl
substituted with 0-2 RS, naphthyl substituted with 0-2 RS, and benzyl substituted with 0-2
RS; and,

RS, at each occurrence, is selected from H, OH, ORZ, F, Cl, CHz, CH,CH3, CH,CH,CHj,

CH(CHy),, -CN, NO;, NR2R22, CHpNR2R2a, C(O)R2b, CH,C(O)R2b, NR2C(O)R?2b,

SO,NR2R22, and NR2S0,C.4 alkyl.

Claim 4 (Previously presented) A compound according to Claim 3, wherein;

G is selected from the group:
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G is absent or is selected from CH,, CH,CH,, CH20, OCHy, NH, CH,NH, NHCH;, CH,C(O),
C(O)CHj, C(O)NH, NHC(O), CH»S(0)>, S(O)2(CH»), SO,NH, and NHSO», provided

that G; does not form a N-S, NCH;N, NCH;O, or NCH>S bond with either group to
which it is attached;

R!2 s selected from H, R1b, C(CH3),R!P, and CH,R1D, provided that R12 forms other than an
N-halo, N-S, or N-CN bond;

RI1b is selected from CHs, CH,CHj, F, C1, Br, -CN, CF3, OR2, NR2R23, C(O)R2b, CO,R2D,
COR24, §(0),R2, C(O)NR2R?2, SO;NR2R?22, NRZSO,R2, and 5-6 membered aromatic

heterocycle consisting of carbon atoms and from 1-4 heteroatoms selected from the group
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consisting of N, O, and S(O)p, and substituted with 0-2 R*b, provided that R forms
other than an O-O, N-halo, N-S, or N-CN bond;

R2, at each occurrence, is selected from H, CH3, CH,CHs3, CH,CH,CH3, CH(CHj),, phenyl

substituted with 0-1 R4?, benzyl substituted with 0-1 R4b, and 5-6 membered aromatic

heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from the group

consisting of N, O, and S(O),, and substituted with 0-1 R4b;

R?2, at each occurrence, is selected from H, CHs, CH,CH3, CH,CH,CH3, CH(CH3)Q, benzyl,

* phenyl substituted with 0-1 R4b, and 5-6 membered aromatic heterocycle consisting of:

carbon atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p,

and substituted with 0-1 R4b;

alternatively, R2 and R22, together with the atom to which they are attached, combine to form a 5
or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-1 R40
and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)p;

R2b, at each occurrence, is selected from OCH3, OCH,CH3, OCH,CH,CH;3, OCH(CHj3),, CHs,
CH,CHj3, CH,CH,CHj3, CH(CH3),, benzyl, phenyl substituted with 0-1 R4b, and 5-6
membered aromatic heterocycle consisting of: carbon atoms and 1-4 heteroatoms

selected from the group consisting of N, O, and S(O)p,, and substituted with 0-1 R4b;

R2¢, at each occurrence, is selected from OH, OCH;3, OCH,CHj3, OCH,CH;CH3, OCH(CHj3)y,
CHj;, CH,CH3, CH,CH,CH3, CH(CH3),, benzyl, phenyl substituted with 0-1 R4b, and
5-6 membered aromatic heterocycle containing from 1-4 heteroatoms selected from the

group consisting of N, O, and S(O)p, and substituted with 0-1 R4b;
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R4, at each occurrence, is selected from OH, OR2, CH,ORZ2, (CH3),0R2, F, Br, Cl, I, CHa,
CH,CHj, CH,CH,CHs, CH(CHs),, CH,CH,CH,CH,, CH,CH(CHz),,
CH(CH3)CH,CHs, C(CHs)s, NR?R22, CH,NR2R?3, (CH,);NR2R?2, CF3, and CF2CFs;

R42, at each occurrence, is selected from H, =0, CH,OR2, OR2, F, Br, Cl, CH;, CH,CHj3,
CH,CH,CH3, CH(CH3),, CH,CH,CH,CH3, CH,CH(CH3),, CH(CH;3)CH,CH3,
C(CHs3);, CH;NR2R23, NR2ZR22, C(O)R2c, NR2C(O)R?b, C(O)NRZR?2, SO,NRZR?2, and
CFs;

R4b, at cach occurrence, is selected from H, =0, OR3, CH,OR3, F, Cl, CH3, CH,CHj,
CH,CH,CHj3, CH(CHj3),, -CN, NO,, NR3R32, CHpNR3R32, C(O)R3, C(O)OR3¢,
NR3C(O)R3a, C(O)NR3R32, SOoNR3R32, NR3SOy-C1.4 alkyl, NR3SO;-phenyl,
5(0)p-Cj.4 alkyl, S(O)p-phenyl, and CF3;

R4c, at each occurrence, is selected from H, CH3, CH,CHj3, phenyl substituted with 0-1 R3, and

benzyl substituted with 0-1 R5;

RS, at each occurrence, is selected from H, =0, CH;, CH,CH3, CH,CH,CH3, CH(CH3),, OR3,
CH,0R3, F, Cl, -CN, NO,, NR3R32, CHy;NR3R 3, C(O)R3, C(O)OR3¢, NR3C(O)R32,
C(O)NR3R32, SO,NR3R32, NR3S0;-C}_4 alkyl, NR3SO,-phenyl, S(0)p-C) 4 alkyl,
S(O)p-phenyl, CFs, phenyl substituted with 0-2 R0, naphthyl substituted with 0-2 RS, and

benzyl substituted with 0-2 R; and,

RS, at each occurrence, is selected from H, OH, OR2, F, Cl, CH3, CH,CH3, CH,CH,CH3,
CH(CHj3),, -CN, NO,, NR2R22, CH,NR2R?2, C(O)R2b, CH,C(O)R?b, NR2C(O)R2b, and

SO,NR2R22,
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Claim 5. (Previously presented) A compound according to Claim 4, wherein;

G is selected from:

@ ©/CH2NH2 E CH,NH, CH,NH,
CH,NH, - gj

OCH, P
SN =
CH,NH, CH,NE, lf%\ N _ IN
& =
7 NH, N7 CNH, NH, NH,
F cl cl
c1
=~ N -~
Cl
L 1
C1 ¢l
o
NH, SO,NH, SO, NH, u
N
| o
OCH, OCH, N—~nm

Cl
SO,NH,, ” | S50,CH, CH,NH,
Ccl
CN (NH)NH2 C (NOH) NH,

853‘
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Cl “i“cl .i " :F l] ll :SozNHz
oo, ac,,, o,
NH, NH,
| |
C (NH) NH, C(NOH)NH, N N
NH, NH,
A s k\ N
N H
NH NH '
/N N\ 2 2
N Z \
9]
H IPHZ I?IHZ
e N _N
« 1 (X ¢ g
P F ™ F A c1
NHZ

NH, NH, NH,
|
X COINH, X CH,NH, O 0

A is selected from the group: phenyl, 2-Cl-phenyl, 3-Cl-phenyl, 2-F-phenyl, 3-F-phenyl, 2-

Cc Tz

—

b

methylphenyl, 2-aminophenyl, and 2-methoxyphenyl;

B is attached to a different atom on A than M and is:

(0]
\N)l\
|\)‘R4a
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R12is selected from H, CH;, CH,CH3, CHyCH,CH;, CH,F, CH,Cl, Br, CH,Br, -CN, CH,CN,
CF3, CH,CF3, OCH3, CH,0H, C(CH3),0H, CH,OCHj3, NH,, CH,NH,, NHCH3,
CH,NHCH3, N(CH3),, CH,N(CHj),, CO2H, COCH3, CO,CH3, CH,CO,CHj3, SCH;,
CH,SCHj3, S(0)CHj3, CH,S(0)CHj3, S(0),CH3, CH,S(0),CH;3, C(O)NH,,
CH,C(O)NH,, SO,NH,, CH,SO,NH,, NHSO,CH3, CH,NHSO,CHj, pyridin-2-yl,

* pyridin-3-yl, pyridin-4-yl, pyridin-2-yl-N-oxide, pyridin-3-yl-N-oxide, pyridin-4-yl-N-
oxide, imidazol-1-yl, CHy-imidazol-1-yl, 4-methyl-oxazol-2-yl, 4-N,N-
dimethylaminomethyl-oxazol-2-yl, 1,2,3,4-tetrazol-1-yl, 1,2,3 4-tetrazol-5-yl, CH,-

1,23 4-tetrazol-1-yl, and CH,-1,2,3 4-tetrazol-5-yl, provided that R12 forms other than an
N-halo, N-S, or N-CN bond;

R2, at each occurrence, is selected from H, CH3, CH,CH3, CH,CH,CH4, CH(CH3),, phenyl
substituted with 0-1 R4, benzyl substituted with 0-1 R4P, and 5 membered aromatic
heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from the group
consisting of N, O, and S(O)y, and substituted with 0-1 R4b;

R2a_at each occurrence, is selected from H, CH;, and CH,CHjy;

alternatively, R2 and Rz‘f‘, together with the.atom to which they are attached, combine to form a 5
or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-1 R4b
and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)p;
R2b, at each occurrence, is selected from OCH3, OCH,CHj, CHs, and CHyCHa;

R2¢, at each occurrence, is selected from OH, OCHj3, OCH,CH3, CH3, and CHCHg3;
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R#2, at cach occurrence, is selected from H, =0, CH;, CHyCH3, CH,CH,CH3, CH(CH3),,
CHzCH2CH2CH3, CHQCH(CH:;)z, CH(CH3)CH2CH3, and C(CH3)3;

R4b, at each occurrence, is selected from H, =0, OR3, CH,OR3, F, Cl, CHs, CH,CH3, NR3R32,
CH,NR3R33, C(O)R3, C(O)OR3¢, NR3C(O)R32, C(O)NR3R32, SO,NR3R32,
NR3S0,-phenyl, S(0)2CHz, S(O)2-phenyl, and CFs;

R5, at each occurrenc?, is selected from H, =0, CHs, CH,CH;, OR3, CH,0R3, F, Cl, NR3R%,
CH,NR3R32, C(O)R3, C(O)OR3¢, NR3C(0O)R32, C(O)NR3R32, SO,NR3R33,
NR3S0,-Cj_4 alkyl, NR3SO,-phenyl, S(O)2-CHa, S(O)2-phenyl, CF3, phenyl substituted
with 0-2 R, naphthyl substituted with 0-2 RS, and benzyl substituted with 0-2 RY; and

RS, at each occurrence, is selected from H, OH, OR2, F, Cl, CH3, CH,CH3, NR?R?2,

P, is -G;

G is selected fron:
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[ E N NH
CH,NH, cl NH, 2

COCH, c1 ]

o [¢]
NH SO, NH
@*mﬁ@* Feaule gV
N,
| \on
N-NH

OCH, ok,

NH, NH,
N/ NZ <D\
\ x N SO,NH,
0 H

N
/
oo Qac, o
SO, CH, CH,NH, C(0)NH,
0, O 00K, X
NN Pz ™ P ™ L
\\/ \// \C(NH)NHZ ~ ~ ~~ N “CN ~ ~N ‘F
H H.N
N.__N
]
at % 0 , o) '
and,

A-B is selected from:

O Qg
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Claim 7. (Previously presented) A compound according to Claim 6, wherein:

\@\ 0
N
A-Bis
8. (Previously presented) A compound according to Claim 1, wherein the compound is

selected from the group:

3-methoxy-1-(4-methoxyphenyl)-6-[4-(2-o0xo-1-piperidinyl)phenyl]-1,4,5,6-tetrahydro-7-H-
pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxyphenyl)-3-[(methylamino)methyl]-6-[4-(2-0xo0-1 —piperidinyl)phenyi]— 1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

1-(3-chloro-4-fluorophenyl)-6-[4-(2-oxo- I -piperidinyl)phenyl]-3-(trifluoromethyl)-1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridine-7-one;

1-[3-(aminomethy!)-4-fluorophenyl)-6-[4-(2-0xo- 1 -piperidinyl)phenyl]-3-(trifluoromethyl)-
1,4,5,6-tetrahydro-7H-pyrazolo[3,4-c]pyridine-7-one;

1-(3-amino-1,2-benzisoxazol-5-yl)-6-[4-(2-oxo-1-piperidinyl)phenyl]-3-(trifluoromethyl)-
1,4,5,6-tetrahydro-7H-pyrazolo[3,4-c]pyridine-7-one;

1-(4-methoxyphenyl)-6-[4-(2-oxo-1-piperidinyl)phenyl]-3-(trifluoromethyl)-1,4,5,6-tetrahydro-
7H-pyrazolo[3,4-c]pyridin-7-one;
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1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0x0-1-piperidinyl)phenyl]-4,5 ,6,7—tétrahydro- 1H-
pyrazolo[3.4-c]pyridine-3-carbonitrile;

1-(4-methoxyphenyl)-6-[4-(2-oxo-1-piperidinyl)phenyl]-3-(1 H-tetraazol-5-yl)-1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0x0-1-piperidinyl)phenyl]-4,5,6,7-tetrahydro- 1 H-

pyrazolo|[3.4-c]pyridine-3-carboxamide;

3-bromo-1 -(4-rhethoxyphcnyl)-6-[4-(2-oxo— 1-piperidinyl) phenyl]1.4,5 ,6-tefrahydro~7H—
pyrazolo[3,4-c]pyridin-7-one; '

1-(4-methoxyphenyl)-6-[4-(2-0xo-1-piperidinyl)phenyl]-3-(4-pyridinyl)-1,4,5,6-tetrahydro-7H-
pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxyphenyl)-6-[4-(2-0x0-1-piperidinyl)phenyl]-3-(4-pyridinyl-N-oxide})-1,4,5,6-
tetrahydro-7H-pyrazolo}3,4-c]pyridin-7-one;

1-(4-methoxyphenyl)-6-[4-(2-oxo-1-piperidinyl)phenyl]-3-(3-pyridinyl)-1,4,5,6-tetrahydro-7H-
pyrazolo[3.4-c]pyridin-7-one;

1-(4-methoxyphenyl)-6-[4-(2-0x0-1-piperidinyl)phenyl]-3-(3-pyridinyl-N-oxide)-1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxyphenyl)-6-[4-(2-oxo-1-piperidinyl)phenyl]-3-(2-pyridinyl)-1,4,5,6-tetrahydro-7 H-
pyrazolo[3,4-c]-7-one;

1-(4-methoxyphenyl)-6-[4-(2-oxo-1-piperidinyl) phenyl}1,4,5,6-tetrahydro-7H-pyrazolo[3,4-

¢lpyridin-7-one;
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1-(4-methoxyphenyl)-3-(methylsulfonyl)-6-[4-(2-oxo- 1-piperidinyl)phenyl]1,4,5,6-tetrahydro-
7H-pyrazolo[3,4-c]pyridin-7-one;

1-{3-(aminomethy!)phenyl]-6-[4-(2-0x0-1-piperidinyl)phenyl}-3-(trifluoromethyl)-1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

3-[7-0x0-6-[4-(2-0x0-1-piperidinyl)phenyl]-3-(trifluoromethyl)-4,5,6,7-tetrahydro- 1 H-
pyrazolo[3,4-c]pyridin-1-ylJbenzamide;

1-(3-chlorophenyl)-7-ox0-6-[4-(2-0x0-1-piperidinyl)phenyl]-4,5,6,7-tetrahydro-1H-
pyrazolof3.4-c]pyridine-3-carboxamide;

1-(3-chlorophenyl)-N,N-dimethyl-7-0x0-6-[4-(2-0xo- 1-piperidinyl)phenyl]-4,5,6,7-tetrahydro-

-

1H-pyrazolo[ 3,4-c]pyridine-3-carboxamide;

1-(3-chloro-4-fluorophenyl)-7-0x0-6-{4-(2-0x0-1-piperidinyl)phenyl]-4,5,6,7-tetrahydro- 1 H-

pyrazolo{3,4-c]pyridine-3-carboxamide; -

1-(3-amino-1H-indazol-5-yl)-7-0x0-6-[4-(2-0x0- 1 -piperidinyl)phenyl]-4,5,6,7-tetrahydro-1H-
pyrazolo[3,4-c]pyridine-3-carboxamide;

1-(3-amino-1,2-benzisoxazol-5-yl)-7-0x0-6-[4-(2-ox0-1-piperidinyl)phenyl]-4,5,6,7-tetrahydro-
1H-pyrazolo[3,4-c]pyridine-3-carboxamide;

1-(2,3-dihydro-1H-indol-6-yl)-6-[4-(2-0xo- 1-piperidinyl)phenyl]-3-(trifluoromethyl)-1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxyphenyl)-6-[4-(2-oxo-piperidin-1-yl)-phenyl]-3-(2-pyrrolidin- 1 -ylmethyl-phenyl)-
1,4,5,6-tetrahydro-pyrazolo[3,4-c]pyridin-7-one;

39

Page 67



DOCKET NO.: PH-7398 Amendment
USSN: 10/245,122

1-(4-hydroxy-phenyl)-7-0x0-6-[4-(2-oxo-piperidin-1-yl)-phenyl]-4,5,6,7-tetrahydro-1H-

pyrazolo[3,4-c]pyridine-3-carboxylic acid amide;

3-{4-[dimethylamino)methyl}-1,3-oxazol-2-yl }-1-(4-methox yphenyl)-6-[4-(2-0x0-1-
piperidinyl)phenyl]-1,4,5,6,-tetrahydro-7H-pyrazolo[3,4-c}pyridin-7-one;

1-(4-methoxy-phenyl)-3-(4-methyl-oxazol-2-yl)-6-[4-(2-0xo-piperidin-1-yl)-phenyl]-1.4,5,6-
tetrahydro-pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxy-phenyl)-3-(1-methyl-4,5-dihydro- 1 H-imidazol-2-yl)-6-[4-(2-oxo-piperidin- 1-yl)-
phenyl]-1,4,5,6-tetrahydro-pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxy-phenyl)-3-(1-methyl- 1H-imidazol-2-yl)-6-[4-(2-oxo-piperidin-1-yl)-phenyl}-
14,5 ,6-tetrahydro-p yrazolo[3,4-c]pyridin-7-one;

1-(4-methoxy-phenyl)-3-methyl-6-[4-(2-oxo-piperidin-1-yl)-phenyl]-1,4,5,6-tetrahydro-
pyrazolo[3,4-c]pyridin-7-one;

3-(1-hydroxy-1-methyl-ethyl)-1-(4-methoxy-phenyl)-6-[4-(2-oxo-piperidin- 1 -yl)-phenyl]-
1,4,5,6-tetrahydropyrazolo[3,4-c]pyridin-7-one;

2-dimethylamino-N-{ 1-(4-methoxyphenyl)-7-0x0-6-[4-(2-oxo-piperidin-1-yl)phenyl]-4,5,6,7-
tetrahydro-1 H-pyrazolo[3,4-c]pyridin-3-ylmethyl } -N-methylacetamide;

N-{1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0xo0-piperidin-1-yl)phenyl]-4,5,6,7-tetrahydro-1H-
pyrazolo]3,4-c]pyridin-3-ylmethyl }-2-pyridin-2-yl-acetamide;

N-{1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0x0-piperidin-1-yl)phenyl]-4,5,6,7-tetrahydro- 1 H-
pyrazolo[3,4-clpyridin-3-ylmethyl } -2-(1-oxypyridin-2-yl)acetamide;
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1-(3-cyano-4-fluorophenyl-7-oxo0-6- [4—(2-bxo~1-piperidinyl)phenyl]—4,5,6,7-tetrahydro— 1H-
pyrazolo[3,4-c]pyridine-3-carboxamide;

1-(3-aminomethyl-4-fluoro-phenyl)-7-0x0-6-[4-(2-oxo-piperidin-1-yl)-phenyl]-4,5,6,7-
tetrahydro-1H-pyrazolo[3,4-c]pyridine-3-carboxylic acid amide;

27{7—0x0—6-[4—(2—oxo—piperidin—l—yl)—phenyl]—3—trifluoromethyl—4,5,6,7~tetrahydro~
pyrazolo[3,4-c]pyridin-1-yl }-benzenesulfonamide;

1-(3-chloro-phenyl)-3-methanesulfonyl-6-[4-(2-oxo-piperidin- 1-yl)-phenyl]-1,4,5,6-
tetrahydro-pyrazolo[3,4-c]pyridin-7-one; and

1-(3-chloro-phenyl)-3-(1-hydroxy-1-methyl-cthyl)-6-[4-(2-0x0-piperidin-1-yl)-phenyl]-1,4,5,6-
tetrahydro-pyrazolo[3,4-c]pyridin-7-one;

or a pharmaceutically acceptable salt form thereof.

Claims 9-15 (Previously canceled)

Claim 16. (Original) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapcutically effective amount of a compound of Claim 1 or a pharmaceutically

acceptable salt form thereof.

Claim 17. (Original) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim | or a pharmaceutically acceptable salt form thereof.
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Claim 18. (Original) A method according to Claim 17, wherein the thromboembolic disorder is
selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 19. (Original) A method according to Claim 17, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial infarction, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,
peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embolism,
kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or
other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (¢) hemodialysis,
or (f) other procedures in which blood is exposed to an artificial surface that promotes

thrombosis.

Claims 20-30 (Previously canceled)

Claim 31. (Previously presented) A compound according to Claim 8, wherein the compound is:

1-(4-methox yphenyl)-7-0x0-6-[4-(2-0x0-1-piperidinyl)phenyl]-4.5,6,7-tetrahydro-1H-

pyrazolo[3,4-c]pyridine-3-carboxamide

or a pharmaceutically acceptable salt form thereof.

Claim 32. (Canceled)

42

Page 70



DOCKET NO.: PH-7398 Amendment
USSN: 10/245,122
Claim 33. (Previously presented) A compound according to Claim 8, wherein the compound is:

1-(4-methoxyphenyl)-3-(methylsulfonyl)-6-[4-(2-ox0-1-piperidinyl)phenyl] 1,4,5,6-tetrahydro-
7H-pyrazolo[3,4-c]pyridin-7-one

or a pharmaceutically acceptable salt form thereof.

Claim 34. (Previously presented) A compound according to Claim 8, wherein the compound is:

1-(3-chlorophenyl)-7-0x0-6-[4-(2-0x0-1-piperidinyl)phenyl]-4,5,6,7 -tetrahydro-1H-

pyrazolo[3,4-c]pyridine-3-carboxamide

or a pharmaceutically acceptable salt form thereof.
Claims 35-37. (Canceled)

Claim 38. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 2 or a pharmaceutically acceptable salt form thereof.

Claim 39. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 3 or a pharmaceutically acceptable salt form thereof.
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Claim 40. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 4 or a pharmaceutically acceptable salt form thereof.

Claim 41. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 5 or a pharmaceutically acceptable salt form thereof.

Claim 42. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

* Claim 6 or a pharmaccutically acceptable salt-form thereof.

Claim 43. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 7 or a pharmaceutically acceptable salt form thereof.

Claim 44. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 8 or a pharmaceutically acceptable salt form thereof.

Claim 45. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 31 or a pharmaceutically acceptable salt form thereof.
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Claim 46. (Canceled)

Claim 47. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 33 or a pharmaceutically acceptable salt form thereof.

Claim 48. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 34 or a pharmaceutically acceptable salt form thereof.
Claims 49-51. (Canceled)

Claim 52. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 2 or a pharmaceutically acceptable salt form thereof.

Claim 53. (Previously presented) A method according to Claim 52, wherein the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thromboembolic disorders, and thromboembolic disorders in

the chambers of the heart.

Claim 54. (Previously presented) A method according to Claim 52, wherein the thromboembolic

disorder is sclected from unstable angina, an acute coronary syndrome, first myocardial
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infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidney embolism, pulmonary embolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)

. cardiopulmonary bypass, (¢) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

Claim 55. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 3 or a pharmaceutically acceptable salt form thereof.

Claim 56. (Previously presented) A method according to Claim 55, wherein the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thromboembolic disorders, and thromboembolic disorders in

the chambers of the heart.

Claim 57. (Previously presented) A method according to Claim 55, wherein the thromboembolic
disorder is selected from unstable angina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidney embolism, pulmonary embolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
cardiopulmonary bypass, (e) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.
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Claim 58. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 4 or a pharmaceutically acceptable salt form thereof.

Claim 59. (Previously presented) A method according to Claim 58, wherein the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thromboembolic disorders, and thromboembolic disorders in

the chambers of the heart.

Claim 60. (Previously presented) A method according to Claim 58, wherein the thromboembolic
disorder is s;elected from unstable angina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidney embolism, pulmonary embolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
cardiopulmonary bypass, (e) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

Claim 61. (Previously presented) A method for treating a thromboembolic disordei, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 5 or a pharmaceutically acceptable salt form thereof.

Claim 62. (Previously presented) A method according to Claim 61, wherein the thromboembolic

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

the chambers of the heart.

Claim 63. (Previously presented) A method according to Claim 61, wherein the thromboembolic
disorder is selected from unstable angina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidney embolism, pulmonary embolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
cardiopulmonary bypass, (e) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

Claim 64. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 6 or a pharmaceutically acceptable salt form thereof.

Claim 65. (Previously presented) A method according to Claim 64, wherein the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thromboembolic disorders, and thromboembolic disorders in

the chambers of the heart.

Claim 66. (Previously presented) A method according to Claim 64, wherein the thromboembolic
disorder is selected from unstable angina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,

stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
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thrombqsis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidnéy embolism, pulmonary embolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
cardiopulmonary bypass, (¢) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

Claim 67. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 7 or a pharmaceutically acceptable salt form thereof. ‘

Claim 68. (Previously presented) A method according to Claim 67, wherein the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thromboembolic disorders, and thromboembolic disorders in

the chambers of the heart.

Claim 69. (Previously presented) A method according to Claim 67, wherein the thromboembolic
disorder is selected from unstable angina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidney embolism, pulmonary embolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
cardiopulmonary bypass, (e) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.
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Claim 70. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Clzaim 8 or a pharmaceutically acceptable salt form thereof.

Claim 71. (Previously presented) A method according to Claim 70, wherein the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thromboembolic disorders, and thromboembolic disorders in

the chambers of the heart. .

Claim 72. (Previ,ousiy presented) A method according to Claim 70 wherein the thromboembolic
disorder is selected from unstable angina, an acute coronary syndrome, first myocardial |

. infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thronibosis, cerebral arterial
thrombosis, cerebral embolism, kidnéy embolism, pulmonary embolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
cardiopulmonary bypass, (e) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

Claim 73. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 31 or a pharmaceutically acceptable salt form thereof.

Claim 74. (Previously presented) A method according to Claim 73, wherein the thromboembolic

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

the chambers of the heart.

Claim 75. (Previousiylpresented) A method according to Claim 73, wherein the thromboembolic
disorder is selected frorﬁ unstable angina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidney cmbolism, pulmonary cmbolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) indwelling cathcters, (c) stents, (d)
cardiopulmonary bypass, (¢) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

Claim 76. (Previously presented) A method according to Claim 73, wherein the thromboembolic

disorder is an acute coronary syndrome.

Claim 77. (Previously presented) A method according to Claim 73, wherein the thromboembolic

disorder 1s stroke.

‘Claim 78. (Previously presented) A method according to Claim 73, wherein the thromboembolic

disorder is deep vein thrombosis.

Claim 79. (Previously presented) A method according to Claim 73, wherein the thromboembolic

disorder is pulmonary embolism.
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Claims 80-86. (Canceled)

Claim 87. (Previously presented) A method for treating a thrombeembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 33 or a pharmaceutically acceptable salt form thereof.

Claim 88. (Previously presented) A method according to Claim 87, wherein the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thromboembolic disorders, and thromboembolic disorders in

the chambers of the heart.

Claim 89. (Previously presented) A method according to Claim 87, wherein the thromboembolic
disorder is selected from unstable angina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidney embolism, pulmonary embolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
cardiopulmonary bypass, (¢) hemodialysis, or (f) other procedures in which blood is exposed to

" an artificial surface that promotes thrombosis.

Claim 90. (Previously presented) A method according to Claim 87, wherein the thromboembolic

disorder is an acute coronary syndrome.
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Claim 91. (Previously presented) A mefhod according to Claim 87, wherein the thromboembolic

disorder is stroke.

Claim 92. (Previously presented) A method according to Claim 87, wherein the thromboembolic

disorder is deep vein thrombosis.

Claim 93. (Previously presented) A method according to Claim 87, wherein the thromboembolic

disorder is pulmonary embolism.

Claim 94. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 34 or a pharmaceutically acceptable salt form thereof.

Claim 95. (Previously presented) A method according to Claim 94, wherein the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thromboembolic disorders, and thromboembolic disorders in

the chambers of the heart.

Claim 96. (Previously presented) A method according to Claim 94, wherein the thromboembolic
disorder is selected from unstable angina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial ‘
thrombosis, cerebral embolism, kidney embolism, pulmonary embolism, and thrombosis |

resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
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cardiopulmonary bypass, (e) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

Claim 97. (Previously presented) A method according to Claim 94, wherein the thromboembolic

disorder is an acute coronary syndrome.

Claim 98. (Previously presented) A method according to Claim 94, wherein the thromboembolic

disorder is stroke.

Claim 99. (Previously presented) A method according to Claim 94, wherein the thromboembolic

disorder is deep vein thrombosis.

Claim 100. (Previously presented) A method according to Claim 94, wherein the

thromboembolic disorder is pulmonary embolism.
Claims 101-121. (Canceled)

Claim 122. (Previously presented) A compound according to Claim 31 is a crystalline

compound.

Claim 123. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 122.
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Claim 124. (Previously presented) A method for treating a thromboembolic disorder,
comprising: administering to a patient in need thereof a therapeutically effective amount of a

compound of Claim 122.

Claim 125. (Previously presented) A method according to Claim 124, wherein the
thromboembolic disorder is selected from the group consisting of arterial cardiovascular
thromboembolic disorders, venous cardiovascular thromboembolic disorders, and

thromboembolic disorders in the chambers of the heart.

Claim 126. (Previously presented) A method according to. Claim 124, wherein the
thromboembolic disorder is selected from unstable angina, an acute coronary syndrome; first
myocardial infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic
attack, stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidney embolism, pulmonary embolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
cardiopulmonary' bypass, (e) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

Claim 127. (Previously presented) A method according to Claim 126, wherein the

thromboembolic disorder is an acute coronary syndrome.

Claim 128. (Previously presented) A method according to Claim 126, wherein the

thromboembolic disorder is stroke.
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Claim 129. (Previously presented) A method according to Claim 126, wherein the

thromboembolic disorder is deep vein thrombosis.

Claim 130. (Previously presented) A method according to Claim 126, wherein the

thromboembolic disorder is pulmonary embolism.

Claim 131. (Previously presented) A process for the preparation of the crystalline compound

according to Claim 122, comprising recrystallization from isopropy! alcohol or CH;Cl,/ EtOAc.

Claim 132. (Previously presented) A process for the preparation of the crystalline compound

according to Claim 122, comprising recrystallization from isopropyl alcohol.

Claim 133. (Previously presented) A process for the preparation of the crystalline compound

according to Claim 122, comprising recrystallization from CH;Cly/ EtOAc.

Claim 134. (New) A compound according to Claim 122 is prepared by a process comprising

recrystallization from isopropyl alcohol or CH,Cl,/ EtOAc.

Claim 135. (New) A compound according to Claim 122 is prepared by a process comprising

recrystallization from isopropyl alcohol.
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Claim 136. (New) A compound according to Claim 122 is prepared by a process comprising

recrystallization from CH,Cl,/ EtOAc.
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REMARKS
Status

Claims 1-8, 16-19, 31, 33-34, 38-45, 47-48, 52-79, 87-100 and 122-136 will be pending
upon entry of the present amendments. Support for new Claims 134-136 can be found in
Example 18. No new matter will be added upon entry of the present amendments.

In view of the foregoing? Applicants submit that the application is now in condition for
allowarce. Early notification of such action is earnestly solicited. If the Examiner has any
questions or believes further discussion will aid examination and advance prosecution of the

application, a telephone call to the undersigned is invited.
Respectfully submitted,

Date: September 22, 2004 O . r..7 ~
o, i
Jing Belfield, PhD.
Agent for Applicants
Registration No. 45,914

Bristol-Myers SquibbCompany
Patent Department

P.O. Box 4000

Princeton, NJ 08543-4000

(609) 252-3791 (phone)

(609) 252-4526 (fax)

58

Page 86



e
LN

DOCKET NO.: PH-7398 | PATENT

IN THE UNITED STATES PATENT AND. TRADEMARK OFFICE

In re application of:  D. Pinto et al. Examiner:  Kifle, B. RECEIVED
Serial No.:  10/245,122 Group Art Unit: 1624 SEP 1 6 2004
Filed: September 17, 2002 Confirmation No. 6870 OFFICE OF PETITIONS

For:  LACTAM-CONTAINING COMPOUNDS AND DERIVATIVES THEREOF AS
- FACTOR XA INHIBITORS -

Commissioner for Patents
P.O. Box 1430
Alexandria, VA 22313-1450

Dear Sir:
AMENDMENT AND REQUEST FOR CONTINUED EXAMINATION
Applicants respectfully request continued examination-in view of the following
amendments and remarks.

Amendment to the Specification begins on page 2 of this paper.

Amendments to the Claims are represented by the listing of claims which begins on page

4 of this paper.

Remarks begin on page 61 of this paper.
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 AMENDMENT
Subject matter to be added is in bold and underlined.

Subject matter to be deleted is in bold and strikethrough.
In the Specification:

Please amend Example 18:
From line 3 to line S on page 220:

1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0x0-1-piperidinyl)phenyl]-4,5,6,7-tetrahydro-1H-pyrazole-

0[3.4-c]pyridine-3-carboxamide

From line 1 to linc 14 on page 222:

Part E. To iodo compound from Part D (25 g, 0.048mol) was added y-valerolactam (6.7 g,
0.067mol), K,CO; (8 g, 0.058 mol), degassed DMSO (100 mL) and Cul (1.84 g, 0.009 mol).

The reaction was heated to 130 °C for 24 h. The reaction was cooled, partitioned with
EtOAc/H;0, extracted and dried (MgSOy,). Purification by silica gel chromatography using 0-
10% MeOH/ CH,Cl, as eluent afforded 5 g (21%) of ethyl 1-(4-me1yh6xyphenyl)-7-oxo-6[4-(2-
oxo-1-piperidinyl)phenyl]-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]pyridine-3-carboxylate as a tan
foam; TH NMR (CDCl3) § 7.49 (d,j=9.2Hz, 2H), 7.35 (d,j=8.8Hz, 2H), 7.26 (d,j=8.1Hz, 2H),
6.92 (d,j=8.8Hz, 2H), 4.49(q.j=7.3Hz, 2H), 4.13 (t,j=6.6Hz, 2H), 3.81 (s, 3H), 3.59 (m, 2H), 3.39
(t,j=6.6Hz, 2H), 2.55 (m, 2H), 1.91 (m, 4H), 1.45 (t,j=7.3Hz, 3H) ppm.
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Please amend Example 27: {RECE!VED
~ SEP 16 2004

OFFICE OF PETITIONS

Part A. Lthyl 6-(4-10dophenyl)-1-(4-methoxyphenyl)-7-0x0-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-

From linc 6 to line 16 on page 230

c]pyndine-3-carboxylate (0.57 g, 1.1 mmol), 2-hydroxypyridine (0.125 g, 1.3 mmol), K,CO;
(0.18 g, 1.3 mmol) were combined in DMSO (5 mL) and degassed with N,. Copper (I) iodide

(41 mg, 0.21 mmol) was added and the reaction was heated to 130 °C for 24 h. The reaction was

quenched with dilute NH4OH solution and filtered. The filtrate was extracted with EtOAc and
dried (MgSOy). Purification on silica gel using 0-5% MeOH/CH,Cl, as cluent afforded 70 mg
(13%) of the ester; Mass Spec (M+H)+ 485.2.

Please amend Example 89:
From line 6 to line 7 on page 273

The title compound was made in E A of Example #8 27. High Resolution Mass Spec (M+H)*
for C27H25N405 485.1827.

Please amend Example 108:
From line 7 to line 8 on page 283

The title compound was prepared following the procedure employed for Example 107 using the
product of Part A of Example 27. ESI MS m/z 471 (M+H).
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In the Claims:
Please cancel Claims 32, 35-37, 46, 49-51, 80-86 and 101-121, without prejudice to their

presentation in a continuing or divisional application.

Please enter rewritten Claims 1, 6-8 and 31 and new claims 122-133 as follows.

This listing of claims will replace all prior versions and listings of claims in the

application.

Listing of Claims:
Claim 1. (Currently Amended) A compound of Formula I:

ring P, including Py, P, and P3, is P4 H

M, is ~A-B;
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P4 1s -Gl-G;

G is a group of Formula Ila or IIb:

ITa 1Ib

ring D, including the two atoms of Ring E to which it is attached, is a 5-6 membered ring

~ consisting of: carbon atoms and 0-2 heteroatoms selected from the group consisting of

N, O, and $(O)y;
ring D is substituted with 0-2 R and there are 0-3 ring doublc bonds;

E is selected from phenyl, pyridyl, pyrimidyl, pyrazinyl, and pyridazinyl, and is substituted with
1-2R;

alternatively, ring D is absent and ring E is selected from phenyl, pyridyl, pyrimidyl, pyrazinyl,
pyridazinyl, pyrrolyl, pyrazolyl, imidazolyl, isoxazolyl, oxazolyl, triazolyl, thienyl, and

thiazolyl, and ring E is substituted with 1-2 R;

alternatively, ring D is absent and ring E is selected from pﬁenyl, pyridyl, pyrimidyl, pyrazinyl,
| pyridazinyl, pyrrolyl, pyrazolyl, imidazolyl, isoxazolyl, oxazolyl, triazolyl, thienyl, and
thiazolyl, and ring E is substituted with 1 R and with a 5-6 mcmbered heterocycle
consisting of: carbon atoms and 1-4 heteroatoms selected from the group consisting of

N, O, and S(O)p, wherein the 5-6 membered hetérocycle is substituted with 0-1 carbonyl

and 1-2 R and there are 0-3 ring double bonds;

R is selected from H, C,_4 alkyl, F. Cl, Br, I, OH, OCH;, OCH,CHj;, OCH(CH3)2’,
OCH,CH,CHj, CN, C(=NR#)NR7R?, NHC(=NR8)NR7R?, ONHC(=NRENR'R?,
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NRBCH(=NR7), NHy, NH(C}.3 alkyl), N(C}.3 alkyl)y, C(=NH)NH,, CHaNH>,
CHoNH(C).3 alkyl), CLN(C .3 alkyl)s, CH2CH2NHa, CHaCHoNH(C.3 alkyl),
CH,CH,N(C 1.3 aikyl)z, (CR8RY),C(OH, (CR8RY),C(O)R2¢, (CRSRI}NRTRS,
(CRSRY),C(O)NR7RS, (CR8RIYNRTC(O)R7, (CRSRO)OR3, (CR8R?),S(O),NR7RS,
(CRSR9)NRS(0),R7, (CRERI),SR3, (CRERI)S(O)R3, (CRSR®)S(0)2R3, and OCF3;

alternatively, when 2 R groups are attached to adjacent atoms, they combine to form

methylencdioxy or cthylenedioxy;

A is selected from:
C3.1¢ carbocycle substituted with 0-2 R%;

Xe o~

Q :
Bis ; provided that Z and B are attached to different atoms on A and that the

A-X-N moiety forms other than a N-N-N group;
Qy is C=0;
ring Q is a 6 membered monocyclic ring, wherein:

0-2-deuble-bonds-are 0 double bond is present within the ring and the ring 1s

substituted with 0-2 Réa;

X 1s absent;

G is absent or is selected from (CR3R32)_s, (CR3R32); ,CR3=CR3(CR3R33), ,,
(CR3R32)),,C=C(CR3R3?) .5, (CR3R3#),C(0)(CR3R3),, (CRIR3Z),C(O)O(CRIR3D)y,

(CR3R32),0C(0)(CR3R32),,, (CR3R33),0(CR3R34),,, (CR3R32),N3b(CRIR3%),,,
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(CR3R32),C(OIN3b(CR3R32),, (CR3IR32) N3DC(O)(CR3R32),,

(CR3R3ay, OC(O)N3D(CRIR32),,, (CRIR3Z),N3PC(O)O(CRIR34)y,

(CR3R32), N3bC(O)N3b(CR3R32),,, (CRIR32),N3bC(S)N3b(CR3R3a),,,
(CR3R33);S(CR3R3?),,, (CR3R3%),S(O)(CR3R3?),, (CR3R3%),S(0),(CR3R3D),,,
(CR3R3a)uS(O)N3b(CR3R3a)W, (CR3R32)N3bS(0),(CR3R39),,,
(CR3R33),S(0),N3b(CR3R3a),, (CR3R3a)uN3bS(O.)2N3vb(CR3R3a)w,
(CR3R32),NR3e(CR3R32)y,, (CR3R3a)uC(O)(CR3R3a)u'C(O)(CR3R3ﬂ)w,
(CR3R3a)uNR;"b(CR3R3a)uC(O)NR3b(CR3R33)\,;,
(CR3R32),NR3bC(O)(CR3R31),C(0)(CRIR34),,
(CR3R32),,C(O)(CR3R32),C(O)NR3b(CRIR33),,
(CR3R32),NR3PC(O)(CR3R32),C(O)NR3P(CR3R32),,
(CR3R32),;S(O)NR3PC(O)CR3R32),, (CR3R3a)uC(O)NR3bS(O)2(CR3R3a)W, and
(CR3R32);S(0),NR3PC(O)NR3PCR3IR3?),,, wherein u + w total 0, 1, 2, 3, or 4, provided
that Gy does not form an N-S, NCH,N, NCH20, or NCH,S boﬁd with either group to

which it is attached;

R1a, at each occurrence, is selected from H, -(CR3R32)-R1b, (CR’R**),-CR’R! bR”;,
~-(CR3R32)-0~(CR3R32)-R1Ib, -C,_4 alkenylene-R 1Y, -C5 ¢ alkynylene-R 1Y,
-(CR3R3%)-C(=NRIb)NR3R Ib, NR3ICR3R3aR I¢, OCRIR3aR I¢, SCR3R32R I¢,
NR3(CR3R32),(CR3R3a)R 16, C(O)NRZ(CR3R38),(CR3R3a)R 1,
CO,(CR3R32),(CR3R38)R1b, O(CR3R33),(CR3R34)R1b, S(CR3R32),(CR3R32),R1P,
S(0)p(CR3R32),R 14, O(CR3R3%),R 14, NR3(CR3R38),R 14, OC(O)NR3(CR3R3),R14,
NR3C(O)NR3(CR3R34)R1d, NR3C(O)O(CR3R34).R1d, and NR3C(O)(CR3R34)R1d,
provided that R13 forms other than an N—ﬁalo, N-S, O-O, or N-CN bond;

alternatively, when two R12 groups are attached to adjacent atoms, together with the atoms to ‘

which they are attached they form a 5-7 membered ring consisting of: carbon atoms and
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0-2 heteroatoms selected from the group consisting of N, O, and S(O)p, this ring being

substituted with 0-2 R4Y and 0-3 ring double bonds;

RIb is selected from H, Cy.3 alkyl, F, Cl, Br, 1, -CN, -NO,, -CHO, (CFz)rCF3, (CR3R32),0R2,
NR2R2a, C(O)R2b, CO,R2b, OC(O)RZ, (CF),COsR22, S(O)psz, NRZ(CH»);0RZ,
C(=NR2¢)NRZR22, NR2C(0Q)R?b, NR2C(O)NHR2, NR2C(0),R22, OC(O)NRZR?2,
C(Q)NR?R2a, C(O)NR2(CH»),0R2, SO-NR?R?2, NR28SO,R2, C(O)NR2SO,R?, C3.4
carbocycle substituted with 0-2 R#b, and 5-10 membered heterocycle consisling of carbon
atoms and from 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p,
and substituted with 0-2 R4?_ provided that R forms other than an 0-0, N-halo, N-§, or
N-CN bond;

Rlc is selected from H, CH(CH,0R2),, C(O)R2¢, C(O)NR2R22, S(0)R2, S(0)2R2, and
SO,NR2R24;

R!d s selected from C3.¢ carbocycle substituted with 0-2 R* and 5-10 membered heterocycle
consisting of carbon atoms and from 1-4 heteroatoms selected from the group consisting
of N, 0, and S(0)p, and substituted with 0-2 R*®, provided that R1d forms other than an

N-§ bond;

Rz, at each occurrence, is selected from H, CF3, Cj_g alkyl, benzyl, -(CH2);-C3.1¢ carbocycle
substituted with 0-2 R#, and -(CH;)-5-10 membered heterocycle consisting of: carbon
atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(0)p, and

substituted with 0-2 R4b;

R22, at each occurrence, is selected from H, CF3, Cj.¢ alkyl, benzyl, -(CHy)-C5.1¢0 carbocycle

substituted with 0-2 R4b, and -(CH3);-5-10 membered heterocycle consisting of: carbon
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atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p, and

substituted with 0-2 R4b;

alternatively, R2 and R22, together with the atom to which they are attached, combine to form a 5
or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-2 R4b
and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)y;

R?b, at each occurrence, is selected from CF3, Cy.4 alkoxy substituted with 0-2 R4b, C}_g alkyl
substituted with 0-2 R4b, (CHy),-C3.19 carbocycle substituted with 0-2 R4, and
-(CH)-5-10 membered heterocycle consisting of: carbon atoms and 1-4 heteroatoms

selected from the group consisting of N, O, and S(O)p, and substituted with 0-2 Réb;

R2¢, at each occurrence, is selected from CF3, OH, C-4 alkoxy, Cy.6 alkyl, -(CH2)-C3.19
carbocycle substituted with 0-2 R*b, and ~(CHy);-5-10 membered heterocycle containing
from 1-4 heteroatoms selected from the group consisting of N, O, and $(0)p, and

substituted with 0-2 R4b;
]

R3, at each occurrence, is selected from H, CHs3, CH,CHj3, CH,CH,CHj3, CH(CH3),,
CH,CH,CH,CH3, CH,CH(CH3),, CH(CH3)CH,CHj;, C(CHjy)s, benzyl, and phenyl;

R32_ at each occurrence, is selected from H, CH;, CH,CH;, CH,CH,CHj;, CH(CHjy;),,
CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH})CH2CH3, C(Cli3)3, benzy], and phenyl; '

alternatively, R3 and R32, together with the nitrogen atom to which they are attached, combine to
form & 5 or 6 membered saturated, partially unsaturated, or unsaturated ring consisting of:
carbon atoms, the nitrogen atom to which R3 and R32 are attached, and 0-1 additional

heteroatoms selected from the group consisting of N, O, and S(O)p:
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R3b, at cach occurrence, is selécted from H, C_¢ alkyl substituted With 0-2 Rla, Cy g alkenyl
substituted with 0-2 R12, Cy_g alkynyl substituted with 0-2 R1a, |
-(Co-4 alkyl)-S-lO'membered carbbcycle substituted with 0-3 R12, and -(C0.4.alkyl)- 3-10
membered heterocycle substituted with 0-3 R12 and consisting of: carbon atoms and 1-4

heteroatoms selected from the group consisting of N, O, and S(O)p;

R3¢, at each occurrence, is selected from CH3, CH,CHj3, CH,CH,CH;z, CH(CH3),,
CH,CH,CH,CH3, CHyCH(CHj),, CH(CH3)CH,CHj5, C(CHj5)s, benzyl, and phenyl;

R34, at each occurrence, is selected from H, CH3, CH,CH;, CH,CH,CHj, CH(CH;),,
CH,CH,CH,CH3;, CHZCH(CI{3)2, CH(CH3)CH,CHj3, Cy_4 alkyl-phenyl, and C(=0)R3¢;

R3¢, at cach occurrence, is selected from H, SO;NHR3, SO;NR3R3, C(O)R3, C(O)NHR3,
C(O)OR3H, S(O)R3, S(0):R31, Cyg alkyl substituted with 0-2 R12, Casg alkeﬁy]
substituted with 0-2 R13, C5.¢ alkynyl substituted with 0-2 R1a, -(Cq_4 alkyl)-5-10
membered carbocycle substituted with 0-3 R12, and -(C_4 alkyl)-5-10 membered

heterocycle substituted with 0-3 R12 and consisting of: carbon atoms and 1-4

heteroatoms selected from the group consisting of N, O, and S(0)ps

R3f, at each occurrence, is selected from: C 1-6 alkyl substituted with 0-2 R12, C_¢ alkenyl
substituted with 0-2 R13, Cp.6 alkynyl substituted with 0-2 Rla,
-(Co-4 alkyl)-5-10 membered carbocycle substituted with 0-3 R12, and -(Cg.4 alkyl)-5-10
membered heterocycle substituted with 0-3 R!2 and consisting of* carbon atoms and 1-4

heteroatoms selected from the group consisting of N, O, and S(O)y;

10
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R4, at éach occurrence, is selected from H, =0, (CR3R32),0R2, F, Cl, Br, 1, C;.4 alkyl, -
(CR3R32),CN, (CR3R32)NO;, (CR3R32)NR2R22, (CR3R32),C(O)R2¢,
(CR3R33)NR2C(O)R2b, (CR3R33),C(O)NR2R22, (CR3R3a)rNR2C(O)NR2R23,
(CR3R32), C(=NRZ)NR2R22, (CR3R32),C(=NS(0),R5)NR2R22,
(CR3R32)NHC(=NR2)NR2ZR?2, (CRIR32),C(O)NHC(=NRZ)NR2R22,
(CR3R32),SO,NR2R?a, (CR3R32),NR2ZSO,NR2R22, (CR3R32),NR2S0,-Cj.4 alkyl,
(CR3R33)NR2SO,RS, (CR3R3%),S(0),R54, (CR3R3),(CF),CF3, NHCHR ¢,
OCHzR1e, SCHpR!e, NH(CH;)(CHa )R 1P, O(CH)2(CHa)R b, S(CH7)(CHo)R 1Y,
(CR3R34),-5-6 membered carbocycle substituted with 0-1 R5, and a (CR3R32),-5-6
membered heterocycle consisting of: carbon atoms and 1-4 heteroatoms sclected from

the group consisting of N, O, and $(O)p, and substituted with 0-1 R;

R44, at each occurrence, is selected from H, =0, (CR3R3a)rOR2, (CR3R3a}F, (CR3R3%)Br,
(CR3R33),C1, C}.4 alkyl, (CR3R38),CN, (CR3R33),NO,, (CR3R33) NR2R2,
(CR3R32),C(O)R2¢, (CR3R32),NR2C(O)R2b, (CR3R32),C(O)NR2R22,
(CR3R32)N=CHORS3, (CR3R32),C(O)NH(CH;);NR2R22, (CR3R31);NR2C(O)NRZR?2,
(CR3R32),C(=NR2)NR2R?2, (CRIR32) NHC(=NR2)NR2R 23, (CR3R3a)rSOQNR2R2a,
(CR3R32)NR2S0,NR2R22, (CR3R32),NR280,-C1_4 alkyl, (CR3R33),C(O)NHS05-C4
alkyl, (CR3R3)NR2SO,R5, (CR3R32),S(0),R 2, (CR3R32),(CF,),CF3, (CR3R32)-5-6

~ membered carbocycle substituted with 0-1 R3, and a (CR3R32)-5-6 membered
heterocycle consisting of: carbon atoms and, 1-4 heteroatoms selected from the group

consisting of N, O, and S(O)p, and substituted with 0-1 R>;

R4, at each occurrence, is selected from H, =0, (CHy);OR3, (CH;),F, (CHz)Cl, (CHp),Br,
(CHa)l, Cpq alkyl, (CHa),CN, (CHg);NO2, (CHa);NR3R32, (CH>)C(O)R3, |
(CH2)C(O)OR3S, (CH)NR3C(O)R?, (CHy)y-C(OINR3R32, (CH,)NR3C(O)NR3R3,
(CH2)-C(=NR3)NR3R33, (CH2)NR3C(=NR3)NR3R3%, (CH,);SO.NR3R32,

11
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(CHy),NR3SO,NR3R3, (CH2);NR3S05-C 4 alkyl, (CHy)NR3SO,CF3,
(CHZ)NR3S02-phenyl, (CH2):S(0)pCF3, (CH2)S(O)p-C1-4 alkyl, (CHz)S(O)p-phenyl,
and (CH2)(CF2)CF3;

R4¢, at each occurrence, is selected from H, C1_4 alkyl (CR3R32),{ORZ, (CR3R33)F,
(CR3R32),4Br, (CR3R34),,Cl, (CR3R32);|CN, (CR3R32)NO,, (CR3R33)Y1NR2R23,
(CR3R3),C(O)R2S, (CRIR3%),{NR2C(O)R2P, (CR3R34),C(O)NR2R22,
(CR2R32),;N=CHOR?, (CR3R3%),C(O)NH(CI,);NR2R22, (CR3R32);NR2C(O)NR2R22,
(CR3R32),;C(=NR2)NR2R24, (CR3R3#);NHC(=NR2)NR2R?2, (CR3R3),SO,NR2R?2,
(CR3R32),1NR2SO,NR2R 22, (CR3R32)|NR2S0;-C 4 alkyl, '
(CR3R34),C(O)NHSO05-C 14 alkyl, (CR3R38). NRZSO,RS, (CR3R32),S(0),R5,
(CR3R323)(CF,),CF3, (CR3R32)-5-6 membered carbocycle substituted with 0-1 RS, and a ’
(CR3R3a),—5—6 membered heterocycle consisting of: carboﬁ atoms and 1-4 heteroatoms

selected from the group consisting of N, O, and S(0O)p, and substituted with 0-1 R3;

RS, at each occurrence, is selected from H, Cy.g alkyl, =0, (CHz);OR3, F, Cl, Br, I, -CN, NOy,
(CH2)NR3R3%, (CH2),C(O)R?, (CH2)C(O)OR, (CH2)NR3C(O)R2,
(CH2)C(O)NR3R32, (CHQ),NR3C(0)NR3R3a, (CH,);,CH(=NOR3d),
(CH2),C(=NR3)NR3R32, (CH2)NR3C(=NR3)NR3R32, (CH;);SO;NR3R32,
(CH2)NR3SO,NR3R32, (CH,),NR380,-Cj.4 alkyl, (CH2)NR3SO,CF3,
(CH2)NR3SO»-phenyl, (CH2),S(0),CF3, (CHQ)IS(O)};-Cl_4 alkyl,
(CH2)S(0)p-phenyl, (CF2);CF3, phenyl substituted with 0-2 RS, naphthyl substituted
with 0-2 RS, and benzyl substituted with 0-2 RS;

3

R52_at each occurrence, is selected from C1.¢ alkyl, (CH»);OR3, (CH2),NR3R33, (CHQ)rC(O)R3,
(CH2):C(OYOR3®, (CHp)NR3C(O)R?2, (CH2)C(O)NR3R32, (CF2)CL'3, phenyl

12

Page 98



DOCKET NO.: PH-7398 ' Amendment
USSN: 10/245,122

substituted with 0-2 R®, naphthyl substituted with 0-2 R®, and benzyl substituted with 0-2
R, provided that R32 does not form a S-N or $(0),-C(0) bond;

RS, at each occurrence, is selected from H, OH, (CH;);ORZ, halo, C4 alkyl, CN, NO9,
(CHp)NRZ2R?2_ (CH7);C(0)R2b, NR2C(0O)R2b, NRZC(O)NR2R?2, C(=NH)NH)>,
NHC(=NH)NH>, SO;NR2R?2, NRZSO,NR2R?2; and NR2S0,C1.4 alkyl;

R7, at each occurrence, is selected from H, OH, C|_g alkyl, C1.¢ alkyl-C(O)-, C}.¢ alkyl-O-,
(CHa)-phenyl, €14 alkyl-OC(O)-, Cg.19 aryl-O-, Ce. 1g aryl-OC(O)-,
Cg-10 aryl-CH,-C(O)-, C14 alkyl-C(0)0-Cy.4 alkyl-OC(O)-,

Cs-10 aryl-C(0)O-Cj .4 alkyl-OC(O)-, C1-¢ alkyl-NH,-C(O)-, phenyl-NH,-C(0)-, and
phenyl-C1.4 alkyl-C(O)-;

RS, at each occurtence, is selected from H, C_q alkyl, and (CHz)p-phenyl;

alternatively, R7 and R3, when attached to the same nitrogen, combine to form a 5-10 membered
heterocyclic ring consisting of carbon atoms and 0-2 additional heteroatoms selected
from the group consisting of N, O, and S(O)p;

RY, at each occurrence, is selected from H, Cyg alkyl, and (Clig)n—ﬁhenyl;

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

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

1, at each occurrence, is selected from 0, 1, 2, 3, 4, 5, and 6;

rl, at each occurrence, is selected from 1, 2, 3, 4, 5, and 6; and
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t, at each occurrence, is selected from 0, 1, 2, and 3.

Claim 2. (Previously presented) A compound according to Claim 1, wherein:

Gisa grou]S of Formula Ila or IIb:

lla IIb

ring D, including the two atoms of Ring E to which it is attached, is a 5-6 mémbered ring
consisting of: carbon atoms and 0-2 heteroatoms selected from the group consisting of

N, 0, and S(O),;
ring D is substituted with 0-2 R and there are 0-3 ring double bonds;

E is selected from phenyl, pyridyl, pyrimidyl, pyrazinyl, and pyridazinyl, and is substituted with
1-2R; '

alternatively, ring D is absent, and ring E is selected from phenyl, pyridyl, pyrimidyl, and
thienyl, and ring E is substituted with 1-2 R;

alternatively, ring D is absent, ring E is selected from phenyl, pyridyl, and thienyl, and ring E is
substituted with 1 R and substituted with a 5 membered hetérocycle consisting of: carbon

atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p,
‘wherein the 5 membered heterocycle is substituted with 0-1 carbonyl and 1-2 R and there

are 0-3 ring double bonds;

14
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R is selected from H, Cy.4alkyl, F, Cl, OH, OCHz, OCH,CH3, OCH(CHs),, CN, C(=NH)NH,,
C(=NH)NHOH, C(=NH)NHOCH;, NH,, NH(C1.3 alkyl), N(C .3 alkyl),, C(=NH)NILs,
CHyNHp, CH,NH(C.3 alkyl), CHoN(C1.3 alkyl);, (CRSRO)NRR8, C(O)NRRS,
CH,C(O)NRRS, S(0),NRRS, CH,S(0),NRRS, SO,R3, and OCFj;

alternatively, when 2 R groups are attached to adjacent atoms, they combine to form

methylenedioxy or ethylenedioxy;

A is selected from:

Cs.10 carbocycle substituted with 0-2 R4;

Ria s selected from H, -(CHp)-R1, -(CH(CH3)), R1P, -(C(CH),)-R'b, NHCILRIE, OCH R,
SCHyR ¢, NH(CHa)x(CHy)R1b, and O(CH2)2(CH,)R b, provided that R'# forms other
than an N-halo, N\-S, or N-CN bond;

alternatively, when two R12 groups are attached to adjacent atoms, together with the atoms to
which they are attached they form a 5-7 membered ring consisting of: carbon atoms and

0-2 heteroatoms selected from the group consisting of N, O, and S(0)p, this ring being

substituted with 0-2 R4b and 0-3 ring double bonds;

R1b is selected from H, CH;, CH,CH3, CH,CH,CHs, CH(CH;),, F, CI, Br, I, -CN, -CHO, CF3,
OR?Z, NR2R?2, C(O)R?b, CO,R2D, OC(O)R2, CO2R2, S(O)R2, NRH(CH,),0R?;
NR2C(O)R2b, NR2C(O)NHR?2, NR2C(0),R?2, OC(O)NR2R?2, C(O)NR2R22,
C(O)NR(CH;);0R2, SO,;NR2R23, NR2SO,R2,

Cs.¢ carbocycle substituted with 0-2 R4, and

5-6 membered heterocycle consisting of carbon atoms and from [-4 heteroatoms selected”

from the group consisting of N, O, and S(0)p, and substituted with 0-2 R4, provided that

RIb forms other than an 0-0, N-halo, N-S, or N-CN bond:;

15
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R1¢ s selected from H, CH(CH,0R2),, C(O)R2¢, C(O)NR2R22, S(O)RZ, S(O),R2, and
SO,NR2R2;

~ R2, at cach occurrence, is sclecfed from H, CF3, CH3, CH,CH;, CH,CH,CHj3, CH(CHj3),,
CH,CH,CH,CHj3, CH,CH(CH3),, CH(CH3)CH,CHj, C(CHjy)s, benzyl, Cs.¢ carbocycle
substituted with 0-2 R4, a Cs_g carbocyclic-CHy-group substituted with 0-2 R4, and 5-6
membered heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from

the group consisting of N, O, and $(O)p, and substituted with 0-2 R4b;

R24, at each occurrence, is selected from H, CF3, CH;, CH,CH3, CHyCH,CH;, CH(CHj),,
CHCH,CH,CH3, CHyCH(CH3),y, CH(CH3)CH,CH3, C(CHj);, benzyl, Cs.g carbocycle
substituted with 0-2 R4b, and 5-6 membered heterocycle consisting of: carbon atoms and

1-4 heteroatoms selected from the group consisting of N, O, and S(O)ps and substituted

with 0-2 R4b;

alternatively, R? and R22, together with the atom to which they are attached, combine to form a 5
or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-2 R4b
and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)p;

R2b, at each occurrence,. is selected from CF3, Cj.4 alkoxy, CH3, CH,CH3, CH,CH,CHj3,
CH(CHj3),, CH,CH,CH,CH3, CH,CH(CHjs),, CH(CH3)CH,CH;, C(CH3);, benzyl,
Cs.g carbocycle substituled with 0-2 R4, and 5-6 membered heterocycle consisting of:
carbon atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(O)yp,

and substituted with 0-2 R4b;

16
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R2¢, at each occurrence, is selected from CF3, OH, Cy4 alkoxy, CHz, CH,CHj3, CH,CH,CHj,
CH(CH3)2, CH2CH2CH2CH3, CHzCH(CH})z, CH(CH3)CH2CH3, C(CH3)3, bCIlZ}"l,
Cs.5 carbocycle substituted with 0-2 R4b, and 5-6 membered heterocycle containing from

1-4 heteroatoms selected from the group consisting of N, O, and S(O);,, and substituted

with 0-2 R4b;

R3, at each occurrence, is selected from H, CII5, CILCII;, CILCILCII3, CII(CHjy),, benzyl,

and phenyl;

R3a, at each occurrence, is selected from H, CH3, CH,CH;, CH,CH,CH;3, CH(CHj3),, benzyl,

and phenyl;

alternatively, R3 and R32, together with the nitrogen atom to which they are attached, combine to
form a 5 or 6 membered saturated, partially unsaturated, or unsaturated ring consisting of:

carbon atoms and the nitrogen atom to which R3 and R32 are attached,;

R3¢, at each occurrence, is selected from Cll;, CH,CHj, CH,CH,CHj3, CH(CH3),, benzyl, and

phenyl;

R34, at each occurrence, is selected from H, CH;, CH,CH;, CH,CH,CH;, CH(CH3),,

CH,-phenyl, CH,CH,-phenyl, and C(=0)R3¢;

R4, at each occurrence, is selected from H, =0, OR2, CH,ORZ, (CH,),0ORZ2, F, Cl, Br, I,
C).4 alkyl, -CN, NO;, NR2R22, CI1;NR2R24, (Cl1);NRZR22, C(0)R2¢, NR2C(O)R?Y,
‘C(O)NRZR?2, SO,NRZR22, S(0)R33, CF3, CF2CF3, 5-6 membered carbocycie
substituted with 0-1 R5, and a 5-6 membered heterocycle consisting of: carbon atoms

and 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p, and

substituted with 0-1 R3;
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Réa, at each occurrence, is selected from H, =0, CH,OR2, OR2, CH3F, I, CII;Br, Br, CHCl,
Cl, C14 alkyl, CHy-CN, -CN, CHaNO2, NO,, CH2NR2R22, NRZR22, CHZ-C(O)R'ZC,
C(O)R2c, NR2C(0)R2b, (CH,);C(O)NR2R22, NR2C(O)NRZR22, ( CH,),SO;NR2R22,
NR2SO,NR2R22, NR2S0,-C 4 alkyl, NR2SO,RS, (CH2)S(0),R52, CH,CF3, CF3,
CH>-5-6 membered carbocycle substituted with 0-1 R3, 5-6 membered carbocycle
substituted with 0-1 R3, and a CH,-5-6 membered heterocycle consisting of: carbon
atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(O)y, and

substituted with 0-1 R3, and 5-6 membered heterocycle consisting of: carbon atoms and

1-4 heteroatoms selected from the group consisting of N, O, and S(O)p, and substituted

with 0-1 RS;

R4b_ at each occurrence, is selected from H, =0, OR3, CHyOR3, F, Cl, CH3, CH,CHj,
CH,CH,CHz, CH(CHz),, CHyCH,CHyCHs, CH,CH(CHj),, CH(CH;)CHT,ClH3,
C(CHg)s, -CN, NOp, NR3R32, CH;NR3R32, C(O)R3, CH,-C(O)R3, C(O)ORS,
CH,C(O)OR3¢, NR3C(O)R32, CH,NR3C(O)R32, C(O)NR3R32, CH,C(O)NR3R32,
NR3C(O)NR3R33, CH;NR3C(Q)NR3R33, C(=NR3 )NR3R3a, CHC(=NR3)NR3R3a,
NR3C(=NR3)NR3R32, CH,NR3C(=NR3)NR3R33, SO,NR3R32, CH,SO,NR3R3a,
NR3SO,NR3R32, CHyNR3SO,NR3R 32, NR380,-C 4 alkyl, CH;NR3SO-Cy 4 alkyl,
NR3S0,CF3, CH;NR3S0>CF3. NR3SOp-phenyl, CH;NR3SO-phenyl, S(O),CFs,
CH2S(0)CF3, S(0)p-Ci.4 alkyl, CHyS(0)p-C1 4 alkyl, S(O)p-phenyl, CH>S(O)p-phenyl,
CF5, and CHz-CF3; | ,.

R4, at each occurrence; is selected from H, CHj;, CH,CHj3, CH,CH,CH3, CH(CHj3)s,
CH,CH,CH,CHs;, CH,CH(CHj),, CH(CH3)CH,CH3, C(CHs)s, CH,ORZ, CH,F,
CH,Br, CH,Cl, CHyCN, CH,NO,, CH,NRZR22, C(O)R2¢, CHC(O)RZ,

18
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CH,NR2C(O)R?b, C(O)NR?R?2, CHZC(O)NR2R23, CH,NR2C(O)NR?R22, SO,NR2R2a,
CH,SO;NR2R22, CH,NR?SO,NR?R?2, CH)NR2S05-C}_4 alkyl,

C(O)NHSO0;-C-4 alkyl, CH,C(O)NHSO,-C1.4 alkyl, CH,NRZSO,R3, S(0),R32,
CHzS(O)pR5a, CF3, CH,CF3, 5-6 membered carbocycle substituted with 0-1 RS,
CH,-5-6 membered carbocycle substituted with 0-1 R3, 5-6 membered heterocycle
consisting of: carbon atoms and 1-4 heteroatoms selected from the group consisting of
N, 0, and S(O)p, and substituted with 0-1 R5, and a CH,-5-6 membered heterocycle
consisting of: carbon atoms and 1-4 heteroatoms selected from the group consisting of

N, O, and S(O)p, and substituted with 0-1 R5;

R3, at each occurrence, is selected from H, =0, CH;, CH26H3, CH,CH,CH3, CH(CHj3),,
.CHZCHZ'CHZCH& CH,CH(CHj5),, CH(CH;)CH,CHj3, C(CH3)3, OR3, CH,OR3, F, C,
-CN, NO,, NR3R32, CH,NR3R32, C(O)R3, CHQC(O)R3, C(0)OR3¢, CH2C{O)OR3e,
'NR3C(O)R32, C(O)NR3R32, NR3C(O)NR3R3a, CH(%NORM), C(=NR3)NR3R3a,
NR3C(=NR3)NR3R 32, SO-NR3R32, NR3SO,NR3R33, NR3S0,-C1_4 alkyl, NR3SO,CF3,
NR3S0;-phenyl, $(0),CF3, $(0),-C)-4 alkyl, S(O)p-phenyl, CF3, phenyl substituted
with 0-2 RS, naphthyl substituted with 0-2 RS, and benzyl substituted with 0-2 R; and,

RS, at each occurrence, is selected from H, OH, ORZ2, F, Cl, CH3, CH,CH;, CH,CH,CHj,
CII(Cl3),, CHZCHZCHZCH3, CH,CH(CH3),, CH(CH;3)CH,CHj3, C(CH;3)3, CN, NOy,
NR2R23, CH,NR2R22, C(O)R2b, CH;C(0)R2b, NR2C(0O)R2b, NR2C(O)NRZR?2,
C(=NH)NHa. NHC(=NH)NH,, SO;NR?R?2, NR?SO,NR?R?2, and NR280,Cj4 alkyl.

Claim 3. (Previously presented) A compound according to Claim 2, wherein;

G is selected from the group:
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CL CCC
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WH, s _ NH,, H, NH,
N . ; ' Y
: _ P
% %
p \N & o , S N
N
i NH
NH 2

, uH, NE, g U Ixj
N O~y SN . N~y | Y
=aw | N N N
A N A F # N
H

~

G is absent or is selected from (CR3R33)VI_3, (CR3R32),C(0)(CR3R32),,
(CR3R32),0(CR3R3a),,, (CR3R38),NR3b(CR3IR3a),,, (CRIR32),C(O)NR3b(CRIR3a),,
(CR3R38),NR3bC(OXCR3R34),,, (CR3R32),NR3PC(0)(CR3R32),C(O)NR3bD(CR3R32),y,
(CR3R33),S(CR3R32),, (CR3R3ajUS(0)(CR3R3a)W, (CR3R32),S(0),(CR3R32),,
(CR3R33),S(0)NR3b(CR3R34),,, (CR3R32), NR3DS(0),(CR3R3a),,, and
(CR3R32),S(0),NR3b(CR3R32),, wheréin u + wtotal 0, 1, or 2, provided that G| does
not form a N-S, NCH,N, NCH;0, or NCH3S bond with either group to which it is

attached;

A is phenyl substituted with 0-2 R4
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R12 s selected from H, R1®, CH(CH3)R1b, C(CH;),R1b, CH,R 1P, and CH,CH,R b, provided
that R12 forms other than an N-halo, N-S, or N-CN bond;

alternatively, when two R12 groups are attached to adjacent atoms, together with the atoms to
which they are attached they form a 5-6 membered ring consisting of: carbon atoms and

0-2 heteroatoms sclected from the group consisting of N, O, and S(O)p, this ring being

~ substituted with 0-2 R4b and 0-3 ring double bonds;

RIY is selected from H, CH3, CH,CH;, F, Cl, Br, -CN, -CHO, CF3, OR2, NR2R22, C(O)R2b,
CO,R2b, OC(0)R2, COyR22, S(0)pR2, NR2(CH));ORZ, NR2C(0)R2b, C(O)NR2R?z,
SO,NR?ZR22 NRZSO;R2, phenyl substituted with 0-2 R4, and 5-6 membered aromatic
heterocycle consisting of carbon atoms and from 1-4 heteroatoms selected from the group
cqhsisting of N, O, and S(O)p, and substituted with 0-2 R4b_ provided that R1P forms
other than an O-0, N-halo, N-S, or N-CN bond;

R2, at each occurrence, is selected from H, CE3, CHs, CHyCHs, CHyCH,CH;, CH(CH3),,

phenyl substituted with 0-2 R4b, a benzyl substituted with 0-2 R4b, and a 5-6 membered
aromatic heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from the

group consisting of N, O, and S(O),, and substituted with 0-2 R4b;

R2a at each occurrence, is selected from H, CF3, CHj, CH,CHj3, CH,CH,CHj3, CH(CH3),,

benzyl, phenyl substituted with 0-2 R4, and 5-6 membered aromatic heterocycle
consi sting of: carbon atoms and 1-4 heteroatoms selected from the group consisting of

N, O, and S(O),, and substituted with 0-2 R4b;

alternatively, R? and R22, together with the atom to which they are attached, combine to form a 5

or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-2 R4b
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and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)p;

R2b_ at each occurrerice, is selected from CF3, Cy.4 alkoxy, CH;, CH,CHj3, CH,CH,CHj5,
CH(CH3),, benzyl. phenyl substituted with 0-2 R4, and 5-6 membered aromatic
heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from the group

consisting of N, O, and 5(0)p, and substituted with 0-2 R4b;

R2¢, at each occurrence, is selected from CF3, OH, OCH3, OCH,CHj, ‘OCH2CH2CH3,
OCH(CH3),, CH3, CH,CHj3, CH,CH,CHj;, CH(CH3),, benzyl, phenyl substituted with
0-2 R4b_and 5-6 membered aromatic heterocycle containing from 1-4 heteroatoms

selecied from the group consisting of N, 0, and 5(O)p, and substituted with 0-2 R4b;

- R4, at each occurrence, is selected from H, CH;OR?2, (CH2),0R2, OR2, F, CL, Br, I, Cl,,
CH,CH3, CHyCH,CH3, CH(CHy),, CH,CHyCH,CH;, CH,CH(CH;);,
CH(CH3)CH,CH3, C(CHs)s, -CN, NO,, NR2R23, CH,NR2R22, (CHy);NR2R2%.
C(O)R2¢, NRZC(O)R2b, C(O)NR2R28, SO,NR2R22, CF3, and CF,CF3;

R4a at each occurrence, is selected from H, =0, CH,0RZ2, OR2, F, Br, Cl, CHj3, CH,CH;.
CH,CH,CH;, CH(CH3)y, CHyCHyCH,CHs, CHyCH(CHy),, CH(CH;)CH,CH;,
C(CHj)s, -CN, NO3, CHaNR2R22, NR2ZR 23, C(0)R2¢, NRZC(0)R2b, C(O)NR2R22.
NR2C(O)NRZR23, SO,NR2R24, and -CF3; |

R4, at each occurrence, is selected from H, =0, OR3, CH20R3,.F . Cl, CH3, CH,CH;5,
CH,CH,CHj, CH(CHs),, -CN, NO2, NR3R3%, CH,NR3R32, C(O)R3, CHy-C(O)R?,
C(O)OR3¢, CHy-C(O)OR3C, NR3C(O)R32, CHoNR3C(O)R32, C(O)NR3R32,
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CHz-C(O)NR3R3a, SO,NR3R32, CH2SO,NR3R32, NR3S0,-Cj_4 alkyl,
CHaNR3S0;-C)4 alkyl, NR3SO;-phenyl, CH;NR3SO5-phenyl, S(0)pCF3.
CH23(0)pCF3. 3(0),-C14 alkyl, CH2S(0)p-C1 .4 alkyl, S(O)p-phenyl, CH25(O)p-phenyl,
and CFs3;

RA¢, at each occurrence, is selected from H, CH3, CH,CHj, CH,CH,CH3;, CH(CH3)i,
CH,CH,CH,CIl5, CHyCH(CH;3),, CH(CH3)CH2CH3, C(CHj3)3, CH,ORZ, CH,F,
CH,Br, CH,Cl, CH,CN, CH,NO,, CHNR2ZR?3, C(O)R2¢, CH,C(O)R2¢,
CHZNRZC(O)RZb, C(O)NR?R?4, CH,C(0)NRZR24, S0,NR2R22, CH,SO,NR2R23,
S(O)pR5a, CH,S(0)pR, CF3, phenyl substituted with 0-1 RS, and benzyl substituted

with 0-1 R3;

R3, at each occurrence, is selected from H, =0, CH;, CH,CH;, CHZCHZCH3, CH(CH3),, OR3,
CH0RS, F, CL, -CN, NO, NR3R32, CHNR3R3, C(O)R3, CH,C(O)R?, C(O)OR’®,
CH,C(0)OR3, NR3C(O)R34, C(O)NRR32, SO;NR3R32, NR3S0,-C) 4 alkyl,
NR3S0;CF3, NR3S0;-phenyl, S(0)5CF3, S(O)p-Cy.4 alkyl, S(O)p-phenyl, CFs, phenyl |
substituted with 0-2 R®, naphthyl substituted with 0-2 R, and benzyl substituted with 0-2
RS; and, ‘ '

RS, at each occurrence, is selected from H, OH, OR2, F, C1, CH;, CH,CH;, CH,CH,CH3,

CH(CHj),, -CN, NO2, NR2R22, CH;NR2R22, C(0)R2b, CH,C(O)R2b, NR2C(O)R2b,
SO,NR2R22, and NR2S05Cy 4 alkyl.

Claim 4 (Previously presented) A compound according to Claim 3, whereini

G is selected from the group:
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G is absent or is selected from CH,, CH,CH,, CH>O, OCH2, NH, CHoNH, NHCH,, CH,C(O),

C(0)CHa, C(O)NH, NHC(0), CH25(0)z, S(0)2(CHa), SO;NH, and NHSO,, provided

that G does not form a N-S, NCH;N, NCH;0, or NCH;S bond with either group to
which it is attached;

R12is selected from I, R1b, C(CH3),R P, and CH,R b, provided that R'2 forms other than an
N-halo, N-S, or N-CN bond;

RID is selected from CHj;, CH,CH;, F, Cl, Br, -CN, CF3, OR2, NR?Rza, C(O)R2b, CO,R2D

COyR22, S(0)pR2, C(O)NR2R23, SO;NR2R22, NR2SO;R?, and 5-6 membered aromatic

heterocycle consisting of carbon atoms and from 1-4 heteroatoms selected from the group

!
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conéislihg of N, O, and S(O)p, and substituted with 0-2 R*, provided that R1b forms -

other than an O-O, N-halo, N-S, or N-CN bond;

R2, at each occurrence, is selected from H, CH;, CH,CH;, CH,CH,CHj;, CH(CH3),, phenyl

substituted with 0-1 R4b, benzyl substituted with 0-1 R4, and 5-6 membered aromatic
heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from the group

consisting of N, O, and $(O)j, and substituted with 0-1 R4b;

R22, at each occurrence, is selected from H, CH3, CH,CH3, CH,CH,CHjy, CH(CH3),, benzyl,

phenyl substituted with 0-1 R4b, and 5-6 membered aromatic heterocycle consisting of:

carbon atoms and 1-4 heteroatoms selected from the group consisting of N, 0, and S(O)p,

and substituted with 0-1 R4b;

alternatively, R2 and R23, together with the atom to which they are attached, combine to form a 5
or 6 membered saturated, partially saturated or unsaturated ring substituted with (-1 R4b
and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)p;

R2b, at each occurrence, is selected from OCH;, OCH,CH;, OCH,CH,CH;, OCH(CHs),, CH;,
CH,CH3, CH,CH,CHj3, CH{CH3),, benzyl, phenyl substituted with 0-1 R4b, and 5-6
membered aromatic heterocycle consisting of: carbon atoms and 1-4 heteroatoms

selected from the group consisting of N, O, and S(O)p, and substituted with 0-1 R4b;

RZ¢, at cach occurrence, is selected from OH, OCH;, OCH,CH;, OCH,CH,CH;, OCH(CHjy),,
CH3;, CH,CHj3;, CH,CH,CHj3, CH(CHj),, benzyl, phenyl.substitutéd with 0-1 R4b, and
- 5-6 membered aromatic heterocycle con’tairﬁng from 1-4 heteroatoms selected from the

group consisting of N, O, and S(0),, and substituted with 0-1 R4b; \
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R4, at each occurrence, is selected from OH, ORZ, CHy0R2, (CH,),0R2, F, Br, CL, I, CH;,
CH,CH3, CH,CH,CH;, CH(CH;),, CH,CH,CH,CH;, CH,CH(CH;),,
CH(CH;)CH,CHj, C(CHj);, NR2R22, CH;NR2R23, (CH3);NR2R2%, CF3, and CF,CFs;

R#2, at each occurrence, is selected from H, =0, CH,OR?2, ORZ2, F, Br, Cl, CH;, CH,CHj3,
CH,CH,CHj3, CH(CHj3),, CH,CH,CH,CH;, CH,CH(CHj3),, CH(CH3)CH,CHj3,
C(CHj);, CHpNR2R22, NR2R2a, C(O)R?c, NR2C(0)R2b,_C(0)NR2R2a, SO,NR2R2%, and
CF3; |

R4b, at each occurrence, is selected from H =0, OR3, CH;0R3, F, Cl, CHj, CHzCH3,
CH,CH,CHj3, CII(CI13),, -CN, NOy, NR3R33, CHZNR3R3a, C(O)R3, C(O)OR3¢c,
NR3C(O)R32, C(O)NR3R32, SO,NR3R32, NR3SO,-C|_4 alkyl, NR3SO;-phenyl,
S(0)p-C1-4 alkyl, S(O)p-phenyl, and CF3;

RA¢, at each occurrence, is selected from H, CH;, CH,CHj, phenyl substituted with 0-1 RS; and

benzyl substituted with 0-1 R5;

RS, at each occurrence’, ié selected from H, =0, CH;3, CH,CHj3, CH,CH,CH3, CH(CH3)5, OR3,
CH,0R3, F, Cl, -CN, NOp, NR3R32, CH,NR3R32, C(O)R3, C(0)OR3¢, NR3C(O)R32,
C(O)NR3R32, SO,NR3R33, NR3S0,-C).4 alkyl, NR3SO,-phenyl, 5(0)p-Ci-4 alkyl,
S(O)p-phenyl, CF3, phenyl substituted with 0-2 R9, naphthy! substituted with 0-2 R®, and

~ benzyl substituted with 0-2 RS; and,

RS, at each occurrence, is selected from H, OH, OR2, F, Cl, CH;, CH,CHj3, CH,CH,CH3,
CH(CHjs),, -CN, NO2, NR2R22, CH;NR2R22, C(O)R?b, CHoC(O)R2b, NR2C(0)R2b, and

SO,NR2R2a,
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_ Claim 5. (Currently Amended) A compound according to Claim 4, wherein;

G is selected from:

CH,NH,
OCH, +
CH,NH, CHoNH, A o = R
. : N7 UNH, NH,, NH,
F . Cl cl
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SO,NH,

l l :so CH, Ii:©icra NH, C©i O)NH l l :C‘N
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| N*” N*”
s N ' |
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|
O) NH, CH,NH, © | P O ™.
s

A is selected from the group: phényl, 2-Cl-phenyl, 3-Cl-phenyl, 2-F-phenyl, 3-F-phenyl, 2-
methylphenyl, 2-aminophenyl, and 2-methoxyphenyl; .

B is attached to a different atom on A than M and is seleeted-frem-the-sreup:

O
\N
i
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Rla js selected from H, CH3, CH,CHj, CH,CH,CH3, CHoF, CHyClL Br, CHpBr, -CN, CH,CN,
CF3, CH,CF3, OCH;, CH,OH, C(CH5),0H, CH,OCH3, NH,, CH,NH,, NHCH3,
CH,NHCH;, N(CHj),, CH,N(CHj3),, COzH, COCH3, CO,CH;, CH,CO,CH;, SCH3,
CH,SCHj3;, S(O)CHj3, CH,S(O)CH3, S(0),CH,, CH>S(0),CH;, C(O)NL1,
CH,C(O)NH,, SOZNHz, CH,SO,NH,, NHSO>CH;, CH,NHSO,CHj, pyridin-2-yl,
pyridin-3-yl, pyridin-4-yl, pyridin-2-yl-N-oxide, pyridin-3-yl-N-oxidé, pyﬁdin—4-yl-N-
oxide, imidazol-1-yl, CH,-imidazol-1-yl, 4-methyl-oxazol-2-yl, 4-N,N-
dimethylaminomethyl-oxazol-2-yl, 1,2,3,4-tetrazol-1-yl, 1,2,3,4-tetrazol-5-yl, CH,-
1,2,3,4-tetrazol-1-yl, and CHZ-1,2,3,4'-tetrazol-5—yl, provided that R12 forms other than an

N-halo, N-S, or N-CN bond;

RZ2, at each occurrence, is selected from H, CH;, CH,CH3, CH,CH,CH3, CH(CH;)y, phenyl
substituted with 0-1 R4b, benzyl substituted with 0-1 R4b, and 5 membered aromatic
heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from the group

consisting of N, 0, and S(O)p, and substituted with 0-1 R4

. R?2_ at each occurrence, is selected from H, CHj3, and CH,CH3;
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alternatively, R2 and R22, together with the atom to which they are attached, combine to form a 5
or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-1 R4b
and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)yp;
R2b_ at each occurrence, is selected from OCII,, OCI,CH;, CH3, and CH,CHy;
R2¢, at each occurrence, is selected from OH, OCH3, OCH,CH3, CH3, and CH,CHj3;

RA42, at each occurrence, is selected from H, =0, CH;, CH,CI3, CH,CH,CH3, CH(CH3)2,
CH,CH,)CH,CHj3, CH,CLY(CLL3),, CH(CH3)CH,CH3, and C(CH3)3:

R4, at cach occurrence, is selected from H, =0, OR3, CH,OR3, F, Cl, CH;, CH,CH;, NR3R32,
CHoNR3R3a, C(O)R3, C(O)OR3C, NR3C(O)R, C(O)NR3R33, SO,NR3R3a,
NR3S0»-phenyl, S(0),CH3, S(0);-phenyl, and CF3;

R3, at each occurrence, is selected from H, =0, CH;, CH,CHj, OR3, CH,0R3, F, Cl, NR3R3a,
CH,NR3R32, C(O)R3, C(O)OR3¢, NR3C(O)R33, C(O)NR3R32, SO,NRIR32,
NR380,-C1.4 alkyl, NR3SO,-phenyl, $(0),-CHj, S(O)-phenyl, CF3, phenyl substituted

with 0-2 RS, naphthyl substituted with 0-2 R, and benzyl substituted with 0-2 R®; and;.

RS, at cach occurrence, is selected from H, OH, ORZ, F, C1, CH;, CH,CHj;, NR2R22,

CH,NR2R22, C(O)R2Y, CHoC(O)R2P, NR2C(O)R2b, and SO;NR2R23,

-

Claim 6. (Currently Amended) A compound according to Claim 5, wherein the compound is:
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P4is-G;

G is selected from:

00,0, <% @

OCH-

O .
NH
©/“\NH2 <)/\L 2 é/SOZNH" SO,NH,
X >:0

OCH,4 N\ v

NH, NH,
s
N\ X N SO,NH,
O H

' N
2
@
SO,CH, CH,NE, € (0) NH, .
_N.__N
N /
, C (NH) NH, cN F

H HoN ] NH,
N N C
O Ly ey v
CIL C = ' C') 0

and,
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A-B is selected from:

/

Claim 7. (Currently Amended) A compound according to Claim 6, wherein :

A-B is seleeted-from:

7\

8. (Currently Amended) A compbund according to Claim 1, wherein the compound is

selected from the group:

3-methoxy-1-(4-methoxyphenyl)- 6 [4 (2-0xo0-1-piperidiny l)phen) l] 1,4,5,6- tetrahydro -7-H-
pyrazolo[3,4-c]pyridin-7-one;
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1-(4-methoxyphenyl)-3-[(methylamino)methyl]-6-[4-(2-0x0-1-piperidinyl)phényl|-1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

1-(3-chloro-4-fluorophenyl)-6-|4-(2-oxo0-1 -piperidinyl)phenyl]—3-(triﬂﬁoromethyl)—l 4,5,6-
tetrahydro-7H-pyrazolo|3,4-c]pyridine-7-one;

1-[3-(aminomethyl)-4-fluorophenyl)-6-{4-(2-oxo-1-piperidinyl)phenyl]-3-(trifluoromethyl)-
1,4,5,6-tetrahydro- 7H-pyrazolo[3,4-c]pyridine-7-one;

1-(3-amino-1,2-benzisoxazol-5-yl)-6-[4-(2-0xo-1-piperidinyl)phenyl]-3-(trifluoromethyl)-
1,4,5,6-tetrahydro-7H-pyrazolo[3,4-c]pyridine-7-one;

1 —(4—meth0xyphcnyl)-6; [4-(2-0x0-1 —piperidillyl)phélyyl]-3—(triﬂuoromethy1)— 1,4,5,6-tetrahydro-
7H-pyrazolo[3,4-c]pyridin-7-onc; B -

1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0x0-1-piperidinyl)phenyl] -4,5,6,7-tetrahydr0-‘1H-

pyrazolo[3,4-c]pyridine-3-carbonitrile;

1-(4-methoxyphenyl)-6-[4~(2-oxo-1-piperidinyl)phenyl]-3-(1 H-tetraazol-5-y1)-1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0x0- 1 -piperidinyl)phenyl]-4,5,6,7-tetrahydro- 1 H-pyrazole-

0[3,4-c]pyridine-3-carboxamide;

3-bromo-1-(4-methoxyphenyl)-6-[4-(2-0x0-1-piperidinyl) phenyl]1 ,4,5,6-tetrahydro-7H-
- pyrazolo[3,4-c]pyridin-7-one; ‘

1-(4-methoxyphenyl)-6-[4-(2-0x0-1-piperidinyl)phenyl]-3-(4-pyridinyl)-1,4,5,6-tetrahydro-7H-
pyrazolo[3,4-c]pyridin-7-one; S
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- 1-(4-methoxyphenyl)-6-[4-(2-oxo-1-piperidinyl)phenyl]-3-(4-pyridinyl-N-oxide)-1,4,5.6-
- tetrahydro-7H-pyrazolo[3,4-¢]pyridin-7-one;

1-(4-methoxyphenyl)-6-[4-(2-oxo-1-piperidinyl)phenyl]-3-(3-pyridinyl)-1,4,5,6-tetrahydro-7H-

pyrazolo[3,4-c]pyridin-7-onc;

1-(4-methoxyphenyl)-6-[4-(2-0x0-1-piperidinyl)phenyl]-3-(3-pyridinyl-N-oxide)-1,4.5.6-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxyphenyl)-6-|4-(2-0x0-1-piperidinyl)phenyl]-3-(2-pyridinyl)-1,4,5,6-tetrahydro-7 H-

pyrazolo[3,4-c]-7-one;

1-(4-methoxyphenyl)-6-[4-(2-oxo-1-piperidinyl) phenyl]1,4,5,6-tetrahydro-7H-pyrazolo[3.4-

clpyridin-7-one;

1-(4-methoxyphenyl)-3-(methylsulfonyl)-6-[4-(2-0x0- 1 -piperidinyl)phenyl]1.4.5.6-tetrahydro-
7H-pyrazolo[3,4-c]pyridin-7-one;

1-[3-(aminomethyl)phenyl]-6-[4-(2-0x0-1-piperidinyl)phenyl]-3-(trifluoromethyl)-1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

3-[7-0x0-6-[4-(2-0x0-1-piperidinyl)phenyl]-3-(trifluoromethyl)-4,5,6,7-tetrahydro-1 H-
pyrazolo[3,4-c]pyridin-1-yl]benzamide;
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1-(3-chlorophenyl)-7-0x0-6-[4-(2-0x0-1-piperidinyl)phenyl]-4.5,6,7-tetrahydro-1 -

pyrazolo|3,4-c]pyridine-3-carboxamide;

1-(3-chlorophenyl)-N, N-dimethyl-7-0x0-6-[4-(2-0x0-1-piperidinyl)phenyl]-4,5.6, 7-tetrahydro-
1 H-pyrazolo|3,4-c|pyridine-3-carboxamide;

1-(3-chloro-4-fluorophenyl)-7-0x0-6-[4-(2-ox0-1-piperidiny!)phenyl]-4,5,6, 7-tetrahydro-1 H-

pyrazolo[3,4-c]pyridine-3-carboxamide;

1-(3¥aminq- | H-indazol-5-y1)-7-0x0-6-[4-(2-0x0-1-piperidinyl)phenyl]-4,5,6,7-tetrahydro-1 H-

pyrazolo[3,4-c]pyridine-3-carboxamide;

1-(3-amino-1,2-benzisoxazol-5-yl)-7-0x0-6-[4-(2-0x0-1-piperidinyl)phenyl]-4,5,6,7-tetrahydro-

1 H-pyrazolo[3,4-c]pyridine-3-carboxamide;

1-(2,3-dihydro-1H-indol-6-y1)-6-[4-(2-0x0-1-piperidinyl )phenyl]-3-(trifluoromethyl)-1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

.y .
b lak Rt Y 3
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1-(4-methoxyphenyl)-6-[4-(2-oxo-piperidin-1-yi)-phenyl}-3-(2-pyrrolidin- 1-ylmethyl-phenyl)-

1,4,5,6-tetrahydro-pyrazolo[3,4-c]pyridin-7-one;

1-(4-hydroxy-phenyl)-7-0x0-6-[4-(2-oxo-piperidin-1-yl)-phenyl]-4,5.6,7-tetrahydro-1H-

pyrazolo[3,4-c]pyridine-3-carboxylic acid amide;

i vi}-1,4,5,6,-tetrahydro-7H-pyrazolo[3:4-clpyridin-7-one;

3-{4-[dimcthylamino)methyl]-1,3-oxazol-2-yl}-1-(4-methoxyphenyl)-6-[4-(2-ox0-1-
piperidinyl)phenyl]-1,4,5,6,-tetrahydro-7 H-pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxy-phenyl)-3-(4-methyl-oxazol-2-yl)-6-[4-(2-oxo-piperidin-1-yl)-phenyl]-1.4,5,6-
tetrahydro-pyrazolo[3,4-c]pyridin-7-one;

42

Page 128



DOCKET NO.: PH-7398 ‘ . Amendment

\

- USSN: 10/245,122

1-(4-methoxy-phenyl)-3-(1-methyl-4,5-dihydro-1H-imidazol-2-y1)-6-[4-(2-0oxo-piperidin-1-yl)-
phenyl]-1,4,5,6-tetrahydro-pyrazolo([3,4-c]pyridin-7-one;

. 1-(4-methoxy-phenyl)-3 ;(1 -methyl-1H-imidazol-2-yl)-6-[4-(2-0xo-piperidin-1-yl)-phenyl]-
1,4,5,6-tetrahydro-pyrazolo[3,4-c]pyridin-7-one; 4

1-(4-methoxy-phenyl)-3-methyl-6-[4-(2-0x0-piperidin-1-yl)-phenyl]-1,4,5,6-tetrahydro-
pyrazolo[3,4-c]pyridin-7-one; '

3-(1-hydroxy-1-methyl-ethyl)-1-(4-methoxy-phenyl)-6-[4-(2-oxo-piperidin-1 ;yl)—phenyl] -
1,4,5,6-tetrahydropyrazolo[3,4-c|pyridin-7-one;

2-dimethylamino-N-{1-(4-methoxyphenyl)-7-0x0-6-[4-(2-oxo-piperidin-1-yl)phenyl]-4,5,6.7-
tetrahydro-1H-pyrazolo|3,4-c]pyridin-3-ylmethyl }-N-methylacetamide; '
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ey ~y

N-{1-(4-methoxyphenyl)-7-ox0-6-[4-(2-oxo-piperidin-1-yl)phenyl]-4.5,6,7-tetrahydro-1 H-
pyrazolo[3,4-c]pyridin-3-ylmethyl}-2-pyridin-2-yl-acetamide;

N-{1-(4-methoxyphenyl)-7-0x0-6-[4-(2-oxo-piperidin-1-yl)phenyl]-4,5,6,7-tetrahydro-1 H-
pyrazolo [3,4—c]pyridin—3-ylmethyl}-2-( 1-oxypyridin-2-yl)acetamide;

Mﬁdﬁﬂb&—ﬁ«ﬁﬂ#ﬂ-&—ﬁ%ﬁﬁdﬂ%}ph%ﬂ%ﬂw&%&%
hvd lo13,4-clpyridint-yl}} idines
v \ lof3,4-elpyridin-t-yi}-} idine;

1-(3-cyano-4-fluorophenyl-7-0x0-6-[4-(2-0x0- 1-piperidinyl)phenyl]-4,5,6,7-tetrahydro-1H-

pyrazolo[3,4-c]pyridine-3-carboxamide;

1-(3-aminomethyl-4-fluoro-phenyl)-7-0x0-6-[4-(2-ox0-piperidin-1-yl)-phenyl]-4,5.6,7-
tetrahydro-1H-pyrazolo[3,4-c]pyridine-3-c arboxylic acid amide; ‘

2-{7-0x0-6-[4-(2-oxo0-piperidin-1 —Yl)-phenyl] -3-trifluoromethyl-4,5,6,7-tetrahydro-

pyrazolo[3,4-c]pyridin-1-yl }-benzenesulfonamide;
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" 1-(3-chloro-phenyl)-3-methanesulfonyl-6-[4-(2-oxo-piperidin-1 -yD)-phenyl]-1.4.5.6-
tetrahydro-pyrazolo|3,4-c]pyridin-7-one; and - '

1-(3-ehloro-phenyl)-3-methanesulfonyl-6-{4-2-oxo-2H-pyridin-1-yl)-phenyl]-1,4,5,6-
tetrahydro-pyrazelo|3,4-¢]pyridin-7-one;

1-(3-chloro-phenyl)-3-(1-hydroxy-1-methyl-ethyl)-6-[4-(2-oxo-piperidin-1-yl)-phenyl]-1,4,5,6-
tetrahydro-pyrazolo[3,4-c]pyridin-7-one; and;

v o - b ]

pyrazolop3;4-elpyridin-1-yl}-benzamide;

or a pharmaceutically acceptable sall form thercof.
Claims 9-15 (Previously canceled)

Claim 16. (Original) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compound of Claim 1 or a pharmaceutically

acceptable salt form thereof.

Claim 17. (Original) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 1 or a pharmaceutically acceptable salt form thereof.

Claim 18. (Original) A method according to Claim 17, wherein the thromboembolic disorder is ,

selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
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cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

_heart.

Claim 19, (Original) A method according to Claim 17, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial infarction, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,
peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embolism,
kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or
other implants, (b) indwelling cathelers, (c) stents, (d) cardiopulmonary bypass, (e) hemodialysis,
or (f) other procedures in which blood is exposed to an artificial surface that promotes

~ thrombosis.
Claims 20-30 (Previously canceled)
Claim 31. (Currently amended) A compound according to Claim 8, wherein the compound is:
1 -(4—methoxyphenyl)-7-oxo-6-[4-(2-oxo- 1-piperidinyl)phenyl]-4,5,6,7-tetrahydro-1H-pyrazole-
» 0[3,4-c]pyridine-3-carboxamide

or a pharmaceutically acceptable salt form thereof.

Claim 32. (Canceled)
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. Claim 33. (Previously presented) A compound according to Claim 8, wherein the compound is:

1-(4-methoxyphenyl)-3-(methylsulfonyl)-6-[4-(2-oxo-1-piperidinyl)phenyl}1,4,5,6-tetrahydro-
7H-pyrazolo[3.4-c]pyridin-7-one '

or a pharmaceutically acceptable salt form thereof.

Claim 34. (Previously presented) A compound according to Claim 8, wherein the compound is:

1-(3-chlorophenyl)-7-0x0-6-[4-(2-ox0-1-piperidinyl)phenyl]-4.5,6,7-tctrahydro-1H-

pyrazolo|3,4-c]pyridine-3-carboxamide

or a pharmaceutically acceptable salt form thereof.

Claims 35-37. (Canceled)

Claim 38. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 2 or a pharmaceutically acceptable salt form thereof.

~ Claim 39. (Previously presented) A pharmaceutical composition, comprising: a

‘ A
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 3 or a pharmaceutically acceptable salt form thereof.
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Claim 40. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapcutically effective amount of a compound of

Claim 4 or a pharmaceutically acceptable salt form thereof.

Claim 41. (Previously presénted) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 5 or a pharmaceutically acceptable salt form thereof.

Claim 42. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 6 or a pharmaccutically acceptable salt form thereof.

Claim 43. (Previously presented) A pharmaceutical composition, comprising: a
pharmaccutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 7 or a pharmaceutically acceptable salt form thereof.

Claim 44. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of .

Claim 8 or a pharmaceutically acceprable salt form thereof.

Claim 45. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 3 1- or a pharmaceutically acceptable salt form thereof.
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- Claim 46. (Canceled)

Claim 47. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 33 or a pharmaceutically acceptable salt form thereof.

Claim 48. (Previously presented) A pharmaceutical composition, comprising: a
pharmaceutically acceptable carrier and a therapeutically effective amount of a compound of

Claim 34 or a pharmaceutically acceptable salt form thereof.

Claims 49-51. (Canceled)

Claim 52. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 2 or a pharmaceutically acceptable salt form thereof.

Claim 53. (Previously presented) A method according to Claim 52, wherein the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thremboembolic disorders, and thromboembolic disorders in

the chambers of the heart.

. Claim 54. (Previously presented) A method according to Claim 52, wherein the thromboembolic

disorder is selected from unstable angina, an acute coronary syndrome, first myocardial

infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,
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- stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
---_thrombosis, thrémbophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidney embolism, pulmonary embolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
cardiopulmonary bypass; (e) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

Claim 55. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need (hereof a therapeutically effective amount of a compound of

Claim 3 or a pharmaceutically acceptable salt form thereof.

Claim 56. (Previously presented) A method according to Claim 55, wherein the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thromboembolic disordefs, and thromboembolic disorders in

the chambers of the heart.

Claim 57. (Previously presented) A method according to Claim 55, wherein the thromboembolic
disorder is selected from uhstable 'fmgina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidney embolism, pulmonary embolism, and thrombosis

- resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
cardiopulmonary bypass, () hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.
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Claim 58. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering o a patient in need thereof a therapeutically effective amount of a compound of

Claim 4 or a pharmaceutically acceptable salt form thereof.

“Claim 59. (Previously presented) A method according to Claim 58, wherein the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thromboembolic disorders, and thromboembolic disorders in

the chambers of the heart.

Claim 60. (Previously presented) A méthod according to Claim 58, wherein the thromboembolic
disorder is selected from unstable angina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidney embolism, pulmonary embolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
cardiopulmonary bypass, (e) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

Claim 61. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 5 or a pharmaceutically acceptable salt form thereof.

Claim 62. (Previously presented) A method according to Claim 61, wherein the thromboembolic

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

the chambers of the heart.

Claim 63. (Previously presented) A method according to Claim 61, wherein the thromboembolic
disorder is selected from unstable angina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic a_ttack,
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidney embolism, pulmonary embolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
cardiopulmonary bypass, (€) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

Claim 64. (Previously presented) A mcthod for tréating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 6 or a pharmaceutically acceptable salt form thereof.

Claim 65. (Previously presented) A method according to Claim 64, whercin the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thromboembolic disorders, and thromboembolic disorders in

the chambers of the heart.

Claim 66. (Previously presented) A method according to Claim 64, wherein the thromboembolic
disorder is selected from unstable angina, an acute coronary syndrome, first myocardial |
infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,

stroke, atherosclerosis, peripheral occlusive arterial discase, venous thrombosis, deep vein
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- thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
fhrombosis, cerebral embolism, kidncy embolism, pulmonary embolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) invaelling catheters, (c) stents, (d)
cardiopulmonary bypass, (¢) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

Claim 67. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 7 or a pharmaceutically acceptable salt form thereof.

Claim 68. (Previously presented) A method'according to Claim 67, wherein the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thrombocrbolic disorders, and thromboembolic disorders in

the chambers of the heart.

Claim 69. (Previously presented) A method according to Claim 67, wherein the thromboembolic
disorder is selected from unstable angina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thr_ombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, ccrcbral arterial
thrombosis, cerebral embolism, kidney embolism, pulmonary cmbolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
cardiopulmonary bypass, (e) hemodie;lysis, or (1) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

53

Page 139



DOCKET NO.: PH-7398 Amendment
USSN: 10/245,122

Claim 70. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically cffective amount of a compound of

Claim 8 ora pharmaceutically acceptable salt form thereof.

Claim 71. (Préviously prescnted) A method according to Claim 70, wherein the thromboembolic -
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thromboembolic disorders, and thromboembolic disorders in

the chambers of the heart.

Claim 72. (Previously. presented) A method according to Claim 70 wherein the thromboembolic
disorder is selected from unstable angina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardial infarction, ischemic sudden dcaih, transient ischemic attack,
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidney embolism, pulmonary erhbolism, and thrombosis
resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)

‘ cardiopulmonary bypass, (¢) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

Claim 73. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 31 or a pharmaceutically acceptable salt form thereof.

Claim 74. (Previously presented) A method according to Claim 73, wherein the thromboembolic

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

7 . --the chambers of the heart,

Claim 75. (Previously presented) A method according to Claim 73, wherein the thromboembolic
disorder is selected from unstable angina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack.
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein
thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidney embolism, pulmonary embolism, and thrombosis
resulting fromr(a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
cardiopulmonary bypass, (¢) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

Claim 76. (Previously presented) A method according to Claim 73, wherein the thromboembolic

disorder is an acute coronary syndrome.

Claim 77. (Previously presented) A method according to Claim 73, wherein the thromboembolic

- disorder is stroke.

Claim 78. (Previously presented) A method according to Claim 73, wherein the thromboembolic

disorder is deep vein thrombosis.

-

Claim 79. (Previously presented) A method according to Claim 73, wherein the thromboembolic

~ disorder is pulmonary embolism.
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- Claims 80-86. (Canceled)

Claim 87. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 33 or a pharmaceutically acceptable salt form thereof.

- Claim 88. (Previously presented) A method according to Claim 87, wherein the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thromboembolic disorders, and thromboembolic disorders in

the chambers of the heart.

Claim 89. (Previously presented) A method according to Claim 87, wherein the thromboembolic
disorder is selected from unstable angina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardiai infarction, ischemic sudden death, transient ischemic attack,
stroke, atherosclerosis, peripheral occlusive arterial disease, venous thiombosis. deep vein
thrombosis, thrombophlebitis, ar(erial embolism, coronary arterial thrombosis, cerebral arterial
- thrombosis, cerebral embolism, kidney embolism, pulmonary embolism, and thrombosis
resulting fromx(a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)

cardiopulmonary bypass, (€) hemodialysis, or (f) other procedures in which blood 1s exposed to

an artificial surface that promotes thrombosis.

Claim 90. (Previously presented) A method according to Claim 87, wherein the thromboembolic

disorder is an acute coronary syndrome.
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Claim 91. (Previously presented) A method éccording to Claim 87, wherein the thromboembolic

disorder 1s stroke.

Claim 92. (Previously presented) A method according to Claim 87, wherein the thromboembolic

disorder is deep vein thrombosis.

Claim 93. (Previously presented) A method according to Claim 87, wherein the thromboembolic

disorder is pulmonary embolism.

Claim 94. (Previously presented) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 34 or a pharmaceutically acceptable salt form thereof.

Claim 95. (Previously presented) A method accordiﬁg to Claim 94, wherein the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular thromboembolic
disorders, venous cardiovascular thromboembolic disorders, and thromboembolic disorders in

the chambers of the heart.

Claim 96. (Previously prescntéd) A method according to Claim 94, wherein the thromboembolic
disorder 1s selected from unstable angina, an acute coronary syndrome, first myocardial
infarction, recurrent myocardial infarction, ischemic sudden death, transient ischemic attack,
stroke, afherosclefosis, peripheral occlusive arterial disease, venous thrombuosis, deep vein

- thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial
thrombosis, cerebral embolism, kidney embolism, pulmonary emboliém, and thrombosis

resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)
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cardiopulmonary bypass; (¢) hemodialysis, or (f) other procedures in which blood is exposed to

an artificial surface that promotes thrombosis.

Claim 97. (Previously presented) A method according to Claim 94, wherein the thromboembolic

disorder is an acute coronary syndrome.

\

Claim 98. (Previously i)resented) A method according to Claim 94, wherein the thromboembolic

disorder is stroke.

Claim 99. (Previously presented) A method according to Clafm 94, wherein the thromboembolic

disorder is deep vein thrombosis.

Claim 100. (Previously presented) A method according to Claim 94, wherein the

thromboembolic disorder is pulmonary embolism.
Claims 101-121. (Canceled)
Claim 122. (New) A compound according to Claim 31 is a crystalline compound.

Claim 123. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable

carrier and a therapeutically effective amount of a compound of Claim 122.
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Claim 124. (New) A method for treating a thromboembolic disorder, comprising: administering

to a patient in need thereol a therapeutically effective amount of a compound of Claim 122,

Claim 125. (New) A mcthod according to Claim 124, wherein the thromboembolic disorder is
selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 126. (New) A method according to Claim 124, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial infarction, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,
peripheral occlusive arlerial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embolism,
kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or '
other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (&) hemodialysis,
or (f) other procedures in which blood is exposed to an artificial surface that promotes

thrombosis.

i

Claim 127. (New) A method according to Claim 126, wherein the thromboembolic disorder is an

acufe coronary syndrome.

’

Claim 128. (New) A method according to Claim 126, wherein the thromboembolic disorder is

stroke,

59

Page 145



VI T A

DOCKET NO.: PH-7398 Amendment
USSN: 10/245,122

Claim 129. (New) A method according to Claim 126, wherein the thromboembolic disorder is

deep vein thrombosis.

Claim 130. (New) A method according to Claim 126, whercin the thromboembolic disorder is

pulmonary embolism.

Claim 131. (New) A process for the preparation of the crystalline compound according to Claim

122, comprising recrystallization from isopropy! alcohol or CH,Cly/ EtOAc.

Claim 132. (New) A process for the preparation of the crystalline compound according to Claim

122, comprising recrystallization from isopropyl alcohol.

Claim 133. (New) A process for the preparation of the crystalline compound according to Claim

122, comprising recrystallization from CH,Cl,/ EtOAc.
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REMARKS
Status

Claims 1-8, 16-19, 31, 33-34, 38-45, 47-48, 52-79, 87-100 and 122%133 will be pending
upon entry of the present amendments. Amendments to the épeciﬁcation arc made to correct
clerical errors. Support for the present amendments is inherent in the specification. Support for
new Claims 122-133 can be found as show in the following table. No new matter will be added

upon entry of the present amendments. »

Claim Support

122 Example 18

123 Original Claim 16
124 ' : Original Claim 17
125 Original Claim 18
126-130 Original Claim 19

131-133 Example 18

In view of the forcgoing, Applicants submit that the application is now in condition for
allowance. Early notification of such action is carnestly solicited. If the Examiner has any
questions or believes further discussion will aid examination and advance prosecution of the

application, a telephone call to the undersigned is invited.

Respectfully submitted,

Date: September 16, 2004 % ﬂ” 5“’/ 7

Jing Belffeld, Ph.D.
Agent for Applicants
Registration No. 45,914

Bristol-Myers SquibbCompany
Patent Department

P.O. Box 4000 ,
Princeton, NJ 08543-4000

(609) 252-3791 (phone)
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CASE PI}Z‘3/9//8 NP

FILING BY “EXPRESS MAIL” UNDER 37 CFR 1.10 /|
EV323500201US November 19, 2003
Express Mail Label Number Date of Deposit

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

IN RE APPLICATION OF Examiner: Kifle, B.
PINTO ET AL. Group Art Unit: 1624
APPLICATION NO: 10/245,122 Confirmation No.: 6870

FILED: SEPTEMBER 17, 2002

FOR: LACTAM-CONTAINING COMPOUNDS AND DERIVATIVES
THEREOF AS FACTOR XA INHIBITORS

Commissioner for Patents RECE/ VE'

P.O. Box 1450 Np E

Alexandria, VA 22313-1450 ' Ve 6 2003
TEcy

Sir: CEN]H? ] 600/2900

Transmitted herewith is an amendment in the above-identified application. -

Fee calculation:

Multiple Dependent Claims ($ 290) 3
For Number Number Number Rate
Presented Prev. Paid | Extra
TOTAL CLAIMS 103 - 30| = 73 x| $ 181 =% 1314.00
INDEPENDENT _ _
CLAIMS - 3| = x| $ 86| =19
TOTALFEE |$ 1314.00

I Please charge Deposit Account No. 19-3880 in the name of Bristol-Myers Squibb Company in
the amount of $1314.00. An additional copy of this paper is enclosed. The Commissioner is
hereby authorized to charge any additional fees under 37 C.F.R. §1.16 and §1.17 which may
be required, or credit any overpayment, to Account No. 19-3880 in the name of Bristol-Myers
Squibb Company.
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] Enclosedisa Petition for Extension of Time.

Respectfully submitted,

gg@, M
Bristol-Myers Squibb Company
Patent Department A Jing S. Beffield, Ph.D.
P.0. Box 4000 Agent for Applicants
Princeton, NJ 08543-4000 Reg. No. 45,914

(6089) 252-3791
Date: November 19, 2003
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FILING BY “EXPRESS MAIL” UNDER 37 CFR 1.10

EV323500201US ' November 19, 2003
Express Mail Label Number Date of Deposit

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re application of: D. Pinto et al. Examiner: Kifle, B.

Serial No.:  10/245,122 " Group Art Unit: 1624

Filed: September 17, 2002 Confirmation No. 6870

For. LACTAM-CONTAINING COMPOUNDS AND DERIVATIVES THEREOF AS

FACTOR XA IN HIBITQRS ' P\ECE\\’ED
| WEL 2003

Commissioner for Patents 9()()
P.O. Box 1450 | CENTER 160012

. 10
Alexandria, VA 22313-1450 b

Dear Sir:

AMENDMENT AND REQUEST FOR RECONSIDERATION
Responsive to the Office Action mailed October 23, 2003, Applicant respectfully

requests reconsideration in view of the following amendments and remarks.

Amendments to the Claims are represented by the listing of claims which begins on page

2 of this paper.

Remarks begin on page 93 of this paper.

[, 11/24/2003 MEKOREN 0000049 193680 Jo2u5122
. ot FCi20e . 1314.00 DA
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L AMENDMENT
Subject matter to be added is in bold and underlined.

Subject matter to be deleted is in bold and strikethrough.

" In the Claims:
Please (a) cancel Claims 9-15 and 20-30; (b) enter rewritten Claims 1-8; and, (c) add new
Claims 31-121 as follows.

This listing of claims will replace all prior versions and listings of claims in the

~ application.

‘Listing of Claims: RECE\V Eb

Claim 1. (Currently Amended) A compound of Formula I:

(_\ NOV 2 6 2003
1
P 01250
Ps/ P2\ PN TECH CENTER 160 l
Pa
P4-P-M-M,
I
or a stereoisomer or pharmaceutically acceptable salt thereof, wherein;
: 1}_ N‘M4
ring M, including P;, P,, Ml, and M), is substituted with 0-2 R12 and is g (0]
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ring P is-absent; Pyand M -are-attached-to-the-1;:2; 13,0 1;4-positions-ef ring- M;

one-of Py-and M, is —A-B -Z-A-B-and-the other-G;-G;
P_4 is -Gli;-'-

G is a group of Formula Ha or IIb:

-
D\E!— D

a IIb
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ring D, including the two atoms of Ring E to which it is attached, is a 5-6 membered ring
consisting of: carbon atoms and 0-2 heteroatoms selected from the group consisting of

N, O, and S(O),;
ring D is substituted with 0-2 R and there are 0-3 ring double bonds;

E is selected from phenyl, pyridyl, pyrimidyl, pyrazinyl, and pyridazinyl, and is substituted with
1-2R;

alternatively, ring D is absent and ring E is selected from phenyl, pyridyl, pyrimidyl, pyrazinyl,
pyridazinyl, pyrrolyl, pyrazolyl, imidazolyl, isoxazolyl, oxazolyl, triazolyl, thienyl, and
thiazolyl, and ring E is substituted with 1-2 R;’

alternatively, ring D is absent and ring E is selected from phenyl, pyridyl, pyrimidyl, pyrazinyl,
pyridazinyl, pyrrolyl, pyrazolyl, imidazolyl, isoxazolyl, oxazolyl, triazolyl, thienyl, and
thiazolyl, and ring E is substituted with 1 R and with a 5-6 membered heterocycle
consisting of: carbon atoms and 1-4 heteroatoms selected from the group consisting of

N, O, and S(O)p, wherein the 5-6 membered heterocycle is substituted with 0-1 carbonyl

and 1-2 R and there are 0-3 ring double bonds;

R is selected from H, C; 4 alkyl, F, Cl, Br, I, OH, OCH3,V OCH,CH3, OCH(CH3),,
OCHZCHZCH3, CN, C(=NR3)NR'R?, NHC(:NRS)NR7R9, ONHC(=NR8)NR7RY,
NR8CH(=NR7), NH;, NH(C;_3 alkyl), N(Cj.3 alkyl);, C(GNH)NH,, CH,NH>,
CH,NH(C .3 alkyl), CHpN(C1.3 alkyl),, CHCHNH,, CH,CHoNH(C -3 alkyl),
CH,CH,N(C;.3 alkyl), (CR8RY)C(O)H, (CR8R9)C(O)R2¢, (CR8R?)NR7RS,
(CR8R9)C(O)NRRS, (CRSR9)tNR7C(O)R7, (CR8R?)0R3, (CRER?)S(0),NRR?,
(CR8R9)tNR7S(O)pR7, (CR8R9)SR3, (CR8R)S(O)R3, (CR8RY)S(0)2R3, and OCF3;
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+ alternatively, when 2 R groups are attached to adjaceht atoms, they combine to form

methylenedioxy or ethylenedi‘oxy.;

A is selected from:

C3.10 carbocycle substituted with 0-2 R4;-and

Bis ; provided that Z and B are attached to different atoms on A and that the

A-X-N moiety forms other than a N-N-N group;

Q is selectedfrom C=0 and-SO;;

ring Qis a Q 4-8 membered monocyclic ex-bieyelie ring eensisting-of-in-addition-te-the N-Q
om-NR4¢, 0, S, S(0);

SFOUP pwWis-carbon-atem
and-S(0),, wherein:
0-2 double bonds are present within the ring and the ring is substituted with 0-2

R4a;
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MWM%MM@%WW
O 5(0)p-055(0)p-S(O)pr N-Os-2nd-N-5(0) -are-present;

X is absent er-is-seleeted-From—(CRZR?%), 4 CRACRZRPY CH,Y¢-5-C(0)-—CE=NRIS-;

CRINRIRY . CRYUORY--CRYSRY)-C(OICRPR?%_CRIR:C(O),-S(0)-
-S5(0)2-SCRIR_S(O)CRIR2%$(0), CRAR - CRIRIS(O)-~CRIRMS(OY
-S(0)NRICRIRI - -NRAS(0)g - CRIRPNRIS(0); - NRIS(0),CRIR
-NRZC(O)--C(O)NRZCRZIRZa__NRIC(O)CRZ?R22-CRIRZaNRZC(O)-;
NRZCRZRZa__and -OCRZR2a.;

G is absent or is selected from (CR3R32), s, (CR3R32)) ,CR3=CR3(CR3R32), ,, (CR3R32),_
2CEC(CR3R33)O_2, (CR3R3a),C(0O)(CR3R32),,, (CR3R32),C(0)O(CR3R32),,,
(CR3R32),0C(0)(CR3R3%),,, (CR3R3%),0(CR3R34),,, (CR3R32),N3b(CRIR3%),,
(CR3R3a)uC(O)N3b(CR3R3a)W,, (CR3R32),N3bC(O)(CR3R33),,
(CR3R3%),0C(O)N3b(CR3R3%),,, (CR3R32),N3bC(0)O(CRR39),,
(CR3R38),N3bC(O)N3b(CR3R32),,, (CR3R32),N3bC(S)N3P(CR3R3),,,
(CR3R32),S(CR3R33),,, (CR3R32),S(O)(CR3R38),,, (CR3R32),S(0),(CR3R33),,,
(CR3R32),S(0)N3b(CR3R32),,, (CR3R32),N3bS(0),(CR3R32),,,
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(CR3R3a),5(0),N3b(CR3R32),,, (CR3R32),N3bS(0),N3b(CR3R32),,
(CR3R32),NR3¢(CR3R32),,, (CR3R32),C(0)(CR3R32),C(O)(CR3R32),,
(CR3R32),NR3b(CR3R32),,C(O)NR3D(CR3R32),,,
(CR3R32),NR3bC(0)(CR3R32),,C(O)(CR3R3),,

' (CR3R32),C(0)(CR3R32),C(O)NR3P(CR3R32),,,
(CR3R3a)uNR3bC(O)(CR3R3a)uC(O)NR3b(CR3R3a)w,
(CR3R32),,S(0)NR3PC(O)(CR3R32),,, (CR3R32),C(O)NR3PS(0),(CR3R32),,, and
(CR3R32),S(0),NR3bC(O)NR3bCR3R32),,, wherein u + w total 0, 1, 2, 3, or 4, provided
that G does not form an

N-S, NCH;N, NCH>0, or NCH3S bond with either group to which it is attached;

Zis seleeted-from-a-bond,—(CR3R3e), 4 (CRIR3),O(CRIR3e) g
(CRAR3) NRI(CRIRI) 41, (CRIRI(CLONCRIR W) g1,
(CRR)CIOIOCRIRI)q1, (CRIRW),OCIONCRIRI) 41,
(ORI CLOINRIHCRIRI) 1 (CRIRI) NRICLOHCRIR)
(CRIR3),0C(0)O(CRIR3) 41, (CRRI)(OC(OINRICRIR)
(CRIR3) NRICUOYOCRIR) 41, (CRIRI) NRIPC(OINRICRIRI) 15
(CRIR3)CONCRIR),CONCR*R*)gy;
(CRIR3)NRI(CRIR3)CIOINRP(CRIR3) 435
(CRIR¥)NRICIOHCRIR¥)GCLONCRR)
(CR3R3e)COXCRIR¥),CIOINRIPICRIR®) g1,
(CR3R3e) NRADCIONCRIRI) (CIOINRI(CRIR ) 41, (CRIR3) S(CRIR) 35
(CR3RI)SONCRIR ) gy (CRIRIYS(0)2(CRAR )y
(CRIR3),SOINRIDCRIR) gy, (CRIRI)NRISO(CRIRI) 15
(CRAR39)(S(OINRIPCLONCRIRI) 1 (CRIR?) CLOINRIS(0),(CRIR) 4 - and
(CRIR) NRISO;NRI(CRIRI)qi wherein g+ -totab 1,2, 3; or-4; provided
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that Z-does-not form-a-N-S; NCH N NCH20,-0-NCH)S-bond-with-either-group-te

hich it is-attacheds
provided-that B-A-Z form-other-than-a-pyridene-phenyl-CH - pyridone-pyridy}-CH,;-or
d imidyl-CHy, wherein idone,pl 1 idyland smidvl
bstituted bsti 1.
Z2-is-seleeted-from H;-S(0); NHR3P-C(O)R3b,-C(O)NHRI-C(OIORYNS(OIRI-S(0),R3H;

Rla, at each occurrence, is selected from H, -(CR3R32),-R1b, ((CR? R3a)r-CR3R1bR1b;
-(CR3R32),-0-(CR3R32),-R1b, -C, ¢ alkenylene-R1b, -C, ¢ alkynylene-R1b,
-(CR3R3%)-C(=NR!P)NR3R b, NR3CR3R32R ¢, OCR3R32R I¢, SCR3R32RIc,
NR3(CR3R32)y(CR3R32),R1b, C(O)NRZ(CR3R32),(CR3R32)R b,
COZ(CR3R33)2(CR3R3a)tR1b, O(CR3R33)2(CR3R3a)tR1b, S(CR3R33)2(CR3R3a)tR1b,
S(0)p(CR3R32)R1d, O(CR3R32),R1d, NR3(CR3R32)R1d, OC(O)NR3(CR3R32)R1d,
NR3C(O)NR3(CR3R32)R1d, NR3C(0)O(CR3R32),R1d, and NR3C(O)(CR3R32)R1d,
provided that R!2 forms other than an N-halo, N-S, O-O, or N-CN bond,

alternatively, when two R12 groups are attached to adjacent atoms, together with the atoms to
which they are attached they form a 5-7 membered ring consisting of: carbon atoms and

0-2 heteroatoms selected from the group consisting of N, O, and S(O)y, this ring being

substituted with 0-2 R4Y and 0-3 ring double bonds;
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* R1P s selected from H, C).3 alkyl, F, Cl, Br, I, -CN, -NO,, -CHO, (CF;),CF3, (CR3R32);0R?2,
NR2R22, C(O)R2b, CO,R?D, OC(O)R?, (CF2);COR%, S(O)pR2b, NR?(CH»);OR?2,
C(=NR2¢)NR2R22, NR2C(O)R2b, NR2C(O)NHR2, NR2C(0);R22, OC(O)NR2R23,
C(O)NRZR?2, C(O)NRZ(CHj;);0R2, SO;NR?R22, NR2SO,R2, C(O)NR2SO2R2, C3.6
carbocycle substituted with 0-2 R4?, and 5-10 membered heterocycle consisting of carbon
atoms and from 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p,

and substituted with 0-2 R4b, provided that R1b forms other than an O-O, N-halo, N-S, or
N-CN bond;

RI¢ is selected from H, CH(CH,OR?2),, C(O)R2¢, C(O)NR2R22, S(O)R2, S(O),R2, and
SO,NRZR?22;

R4 is selected from C3_g carbocycle substituted with 0-2 R4 and 5-10 membered heterocycle
consisting of carbon atoms and from 1-4 heteroatoms selécted from the group consisting
of N, O, and S(O)p, and substituted with 0-2 R4b, provided that R1d forms other than an
N-S bond,;

R2, at each occurrence, is selected from H, CF3, Cy.¢ alkyl, benzyl, -(CHj),-C3.19 carbocycle
. substituted with 0-2 R4b, and -(CH3),-5-10 membered heterocycle consisting of: carbon
atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p, and

substituted with 0-2 R4b;

R2a_ at each occurrence, is selected from H, CF3,
C1.6 alkyl, benzyl, -(CHj),-C3.1¢9 carbocycle substituted with 0-2 R4, and -(CHy)-5-10
membered heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from

the group consisting of N, O, and S(O)p, and substituted with 0-2 R4b;
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* alternatively, R2 and R22, together with the atom to which they are attached, combine to form a 5
or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-2 R4b

and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)p;

R2b, at each occurrence, is selected from CF3, C1.4 alkoxy substituted with 0-2 R4b, C1.6 alkyl
substituted with 0-2 R#b, Z(CHj),-C3.1¢ carbocycle substituted with 0-2 R40, and -(CHp),-
5-10 membered heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected

from the group consisting of N, O, and S(O)p, and substituted with 0-2 R4b;

R2¢, at each occurrence, is selected from CF3, OH, C;_4 alkoxy, Cy.¢ alkyl, -(CH2)-C3_10
carbocycle substituted with 0-2 R4b, and -(CH»),-5-10 membered heterocycle containing
from 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p, and

substituted with 0-2 R4b;

R3, at each occurrence, is selected from H, CH3, CH,CHj3, CH,CH,CHj3, CH(CHj),,
CH,CH,CH,CH3;, CH,CH(CH3),, CH(CH3)CH,CH3, C(CH3)3, benzyl, and phenyl;

R32, at each occurrence, is selected from H, CH3, CH,CH3, CH,CH,CH;3, CH(CHz),,
CH2CH2CH2CH3, CHZCH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl, and phenyl;

alternatively, R3 and R34, together with the nitrogen atom to which they are attached, combine to
form a 5 or 6 membered saturated, partially unsaturated, or unsaturated ring consisting of:
carbon atoms, the nitrogen atom to which R3 and R32 are attached, and 0-1 additional

heteroatoms selected from the group consisting of N, O, and S(O)p;

R3b, at each occurrence, is selected from H, Cy.¢ alkyl substituted with 0-2 R1a, Cy_¢ alkenyl

substituted with 0-2 R12, C;_¢ alkynyl substituted with 0-2 R!2,

10
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~(Co.4 alkyl)-5-10 membered carbocycle substituted with 0-3 R12, and -(Cg.4 alkyl)- 5-10
membered heterocycle substituted with 0-3 R12 and consisting of: carbon atoms and 1-4

heteroatoms selected from the group consisting of N, O, and S(O)y;

R3¢, at each occurrence, is selected from CHz, CH,CH3, CH,CH,CH3, CH(CH3),,
CH,CH,CH,CHj3;, CH,CH(CH3),, CH(CH3)CH;CH3, C(CH3)3, benzyl, and phenyl;

R34, at each occurrence, is selected from H, CH, CHyCH3, CH,CH,CHj;, CH(CH3),,
CH,CH,CH,CHj;, CH,CH(CH3),, CH(CH3)CH,CHs, C;_4 alkyl-phenyl, and C(=O)R3c;

R3¢, at each occurrence, is selected from H, SO,NHR3, SO,NR3R3, C(O)R3, C(O)NHR3,
C(O)OR3f, S(O)R3f, S(O),R3f, C;_¢ alkyl substituted with 0-2 R12, C;_g alkenyl
substituted with 0-2 R12, Cy_g alkynyl substituted with O-Z'Rla, -(Co-4 alkyl)-5-10
membered carbocycle substituted with 0-3 R12, and -(Cg_4 alkyl)-5-10 membered

heterocycle substituted with 0-3 R12 and consisting of: carbon atoms and 1-4

heteroatoms selected from the group consisting of N, O, and S(O)p;

R3f, at each occurrence, is selected from: Cj_g alkyl substituted with 0-2 Ria, Cy ¢ alkenyl
substituted with 0-2 R12, Cy_¢ alkynyl substituted with 0-2 R12,
-(Co_4 alkyl)-5-10 membered carbocycle substituted with 0-3 R!2, and -(Co.4 alkyl)-5-10

membered heterocycle substituted with 0-3 R12 and cqn.sisting of: carbon atoms and 1-4

heteroatoms selected from the group consisting of N, O, and S(O)y;

R4, at each occurrence, is selected from H, =0, (CR3R32),0R2, F, Cl, Br, I, Cy.4 alkyl,
(CR3R32),CN, (CR3R33),NOy, (CR3R3),NR2R22, (CR3R3),C(O)RZ,
(CR3R32),NR2C(O)R2b, (CR3R32),C(O)NR2R?2, (CR3R32),NR2C(O)NR2R22,
(CR3R32), C(=NR2)NR2R?22, (CR3R32),C(=NS(0),R5)NR2R23,
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(CR3R32),NHC(=NR2)NR2R?24, (CR3R32),C(O)NHC(=NR?)NR2R22,
(CR3R3a),SO,NR2R?3, (CR3R32),NR2SO,NR2R?2, (CR3R32),NR2S0;-C) 4 alkyl,
(CR3R32),NR2SO,R5, (CR3R33)S(0),R72, (CR3R3a)r(CF2)rCF3, N_HCHQR‘C,
OCHzR !¢, SCHoR ¢, NH(CHz)2(CH2)R ', O(CH2)2(CH2R 1P, S(CH2)2(CHo)RTP,
(CR3R32),-5-6 membered carbocycle substituted with 0-1 R3, and a (CR3R32),-5-6
membered heterocycie consisting of: carbon atoms and 1-4 heteroatoms selected from

the group consisting of N, O, and S(O)p, and substituted with 0-1 R5;

R4a_ at each occurrence, is selected from H, =0, (CR3R32),OR2, (CR3R32),F, (CR3R32)Br,
(CR3R3a)Cl, Cy_4 alkyl, (CR3R32),CN, (CR3R3a)rNOi, (CR3R32),NR2R2,
(CR3R32),C(O)R2¢, (CR3R32) NR2C(O)R2b, (CR3R32);C(O)NRZR22,
(CR3R32)N=CHOR3, (CR3R32),C(O)NH(CH7);NR2R22, (CR3R32),NR2C(O)NR2R?2,
(CR3R32),C(=NR2)NR2R?22, (CR3R32),NHC(=NR2)NR2R 2, (CR3R32),SO,NRZR?,
(CR3R32) NR2SO,NR2R?2a, (CR3R323),NR2580,-C| 4 alkyl, (CR3R32),C(O)NHSO-C|_4
alkyl, (CR3R32)NR2SO,RS5, (CR3R32);S(0)pR32, (CR3R32)(CF,),CF3, (CR3R3a)r-5-6.
membered carbocycle substituted with 0-1 R5, and a (CR3R32)-5-6 membered
heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from the group

consisting of N, O, and S(O)p, and substituted with 0-1 R5;

R4b, at each occurrence, is selected from H, =0, (CH,),OR3, (CH>).F, (CHy),Cl, (CH»),Br,
(CH){1, Cj.4 alkyl, (CH2)CN, (CH2):NO2, (CH2);NR3R34, (CH2)C(O)R3,
(CH2):C(OYOR3, (CH;),NR3C(O)R3, (CHy),-C(O)NR3R3®, (CHp)NR3C(O)NR3R34,
(CH2),-C(=NR3)NR3R3a, (CH;),NR3C(=NR3)NR3R32, (CHy);SO,NR3R32,
(CH2);NR3SO,NR3R32, (CH;)NR3S0,-C}.4 alkyl, (CHg)rNR3SOzCF3,
(CH2):NR3SO;-phenyl, (CH)S(0)pCF3, (CH2)rS(0)p-Ci4 alkyl, (CH2):S(O)p-phenyl, |
and (CHy),(CF),CF3;
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* R4¢, at each occurrence, is selected from H, C|_4 alkyl (CR3R32),;OR2, (CR3R32)F,
(CR3R33),;Br, (CR3R32),Cl, (CR3R32),|CN, (CR3R32),;NO;, (CR3R32);|NR2R?%2,
(CR3R32),C(0)R2¢, (CR3R32);NR2C(0)R2b, (CR3R32),C(O)NR2R22, .
(CR3R32),{N=CHOR3, (CR3R32),C(O)NH(CH;);NR2R22, (CR3R32),;NR2C(O)NR2R22,
(CR3R3a)r1C(=NR2)NR2R2a, (CR3R32)NHC(=NR?)NR2R?22, (CR3R32),SO;NR2R22,
(CR3R32),1NR2SO,NR2R23, (CR3R32),|NR2S0;-C) 4 alkyl,
(CR3R32),C(O)NHSO,-C}.4 alkyl, (CR3R32);;NR2SO2R3, (CR3R32),S(O),R72,
(CR3R3a)(CF,),CF3, (CR3R32),-5-6 membered carbocycle substituted with 0-1 R, and a
(CR3R32).-5-6 membered heterocycle consisting of: carbon atoms and 1-4 heteroatoms

selected from the group consisting of N, O, and S(O)p, and substituted with 0-1 R5;

R3, at each occurrence, is selected from H, Cl-ﬁ alkyl, =0, (CH);0OR3, F, Cl, Br, I, :CN, NO,
(CH,),NR3R3a, (CH,),C(O)R3, (CH,),C(O)OR3¢, (CH,)NR3C(O)R32,
(lCHQ)rC(O)NR3R3a, (CH2)NR3C(O)NR3R32, (CH;);CH(=NOR3d),
(CH,),C(=NR3)NR3R32, (CH,),NR3C(=NR3)NR3R32, (CH,);SO,NR3R 3%,
(CH3),NR3SO,NR3R32, (CH;),NR3S0,-C|_4 alkyl, (CH»),NR3SO,CF3,
(CH3);NR3SO,-phenyl, (CH2)S(0)pCF3, (CH2)S(0)p-C1.4 alkyl,
(CH2);S(O)p-phenyl, (CF;);CF3, phenyl substituted with 0-2 RS, naphthyl substituted
with 0-2 RS, and benzyl substituted with 0-2 RS;

R52, at each occurrence, is selected from Cj.g alkyl, (CH2);OR3, (CH»);NR3R32, (CH).C(O)R3,
(CH);C(O)OR3c, (CHz)rNR3C(O)R3a, (CH)C(O)NR3R32, (CF,),CF3, phenyl
substituted with 0-2 RS, naphthyl substituted with 0-2 RS, and benzyl substituted with 0-2
RS, provided that R32 does not form a S-N or S(0)p-C(O) bond;
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* R, at each occurrence, is selected from H, OH, (CH,),ORZ2, halo, C|_4 alkyl, CN, NO,,
(CH,),NR2R22, (CH;),C(O)R2b, NR2C(0)R2b, NR2C(O)NR2R?22, C(=NH)NH3,
NHC(=NH)NH,, SO,NR2R2a, NR2SO,NR2R 22, and NR2SO0,C4 alkyl;

R7, at each occurrence, is selected from H, OH, Cj_¢ alkyl, C1.¢ alkyl-C(O)-, Cy_g alkyl-O-,
(CH3)n-phenyl, Cy_4 alkyl-OC(0O)-, Cg.19 aryl-O-, Cg.10 aryl-OC(0O)-, C¢-19 aryl-CH,-
C(0)-, Cj.4 alkyl-C(0)O-Cj_4 alkyl-OC(0)-, Cg.1¢ aryl-C(0)O-C;.4 alkyl-OC(O)-,
Cj.¢ alkyl-NH,-C(O)-, phenyl-NH,-C(O)-, and phenyl-C;_4 alkyl-C(O)-;

R8, at each occurrence, is selected from H, C,-6 alkyl, and (CHp)p-phenyl;

alternatively, R7 and R8, when attached to the same nitrogen, combine to form a 5-10 membered
heterocyclic ring consisting of carbon atoms and 0-2 additional heteroatoms selected
from the group consisting of N, O, and S(O)p;

_ R, at each occurrence, is selected from H, C}_g alkyl, and (CHp),-phenyl,

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

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

1, at each occurrence, is selected from O, 1, 2, 3, 4, 5, and 6;

rl, at each occurrence, is selected from 1, 2, 3, 4, 5, and 6;

t, at each occurrence, is selected from 0, 1, 2, and 3;-and;
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' {(ayring M-isphenyland-issubstituted 1,2 by M -and-Pyand G -ispresent;- then Z-A
NHE)-thienyl NHCH,-thienyl;, NHCE(O)-benzothienyl-and NHCH -benzothienyl;and;

one;-then G-G+

Formula 11
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- P » I Iol I ] .Il g 2 R-l-&_;
one-of Py-and M, is-Z-A-B-and the other-G;-G;

G is a group of Formula Ila or IIb:

=
x
Ila Ib

ring D, including the two atoms of Ring E to which it is attached, is a 5-6 membered ring
consisting of: carbon atoms and 0-2 heteroatoms selected from the group consisting of

N, O, and S(O)p;
ring D is substituted with 0-2 R and there are 0-3 ring double bonds;

E is selected from phenyl, pyridyl, pyrimidyl, pyrazinyl, and pyridazinyl_, and is substituted with
1-2R;

alternatively, ring D is absent, and ring E is selected from phenyl, pyridyl, pyrimidyl, and
thienyl, and ring E is substituted with 1-2 R;

alternatively, ring D is absent, ring E is selected from phenyl, pyridyl, and thienyl, and ring E is
substituted with 1 R and substituted with a 5 membered heterocycle consisting of: carbon

atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p,

wherein the 5 membered heterocycle is substituted with 0-1 carbonyl and 1-2 R and there

are 0-3 ring double bonds;
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' Ris selected from H, C;_ alkyl, F, Cl, OH, OCH;, OCH,CHj3, OCH(CH3),, CN, C(=NH)NH,,
C(=NH)NHOH, C(=NH)NHOCH;, NH, NH(C1 .3 alkyl), N(C1.3 alkyl)s, C(=NH)NH,,
CH,NH,, CHyNH(C 3 alkyl), CHpN(C.3 alkyl)y, (CRBR9)NR7RS, C(O)NR7RS,
CH,C(O)NR7RS, S(0),NR7RS, CH,S(O),NR7RS, SO,R3, and OCF3;

alternatively, when 2 R groups are attached to adjacent atoms, they combine to form

methylenedioxy or ethylenedioxy;

A is selected from:

Cs.10 carbocycle substituted with 0-2 R4;-and

Q-isselectedfrom-C=0-and-S0,;
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-$(0)-—S(0)2CR?R2—CRIR95(0), - NR2S(0)2—NRICR?R?2- and

Z-is-selected-from-a-bond;-CHo,-CHy CH - EH2 05, O CHL - C(O); NH-CHoNH NHCH);

Z2-isselected-from-H;-C1_s-alkyl-phenylbenzyl,-COIR®, S(OIR¥-and-S(O), R}

R4 s selected from H, -(CHp),-R1b, -(CH(CHj))-R1b, -(C(CH3),)-R 1P, NHCH,R I¢, OCH,R]¢,
SCHyR !¢, NH(CHy),(CH)R 1P, and O(CH,)2(CH,)R!b, provided that R12 forms other
“than an N-halo, N-S, or N-CN bond;

alternatively, when two R12 groups are attached to adjacent atoms, together with the atoms to

which they are attached they form a 5-7 membered ring consisting of: carbon atoms and
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0-2 heteroatoms selected from the group consisting of N, O, and S(O)y, this ring being

substituted with 0-2 R4? and 0-3 ring double bonds;

RI1b is selected from H, bH3, CH,CH;, CH,CH,CH;, CH(CH3),, F, Cl, Br, I, -CN, -CHO, CF3,
OR2, NR2R?2, C(O)R2b, CO,RZb, OC(O)R?, COgR?a, S(O)pRz, NR2(CH,),OR2,
NR2C(O)R2b, NR2C(O)NHR2, NR2C(O);R?22, OC(O)NR2R22, C(O)NR2R23, .
C(O)NR2(CHy);OR?2, SO,NR2R?3, NR2SO,R?,

Cs.¢ carbocycle substituted with 0-2 R4b, and

5-6 membered heterocycle consisting of carbon atoms and from 1-4 heteroatoms selected

from the group consisting of N, O, and S(O)p, and substituted with 0-2 R4b, provided that

R1b forms other than an O-O,
N-halo, N-S, or N-CN bond;

RI¢ s selected from H, CH(CH,0R2),, C(O)R2¢, C(O)NR2R22, S(O)R2, S(O),R2, and
SO,NR2R2z;

RZ2, at each occurrence, is selected from H, CF3, CH;, CH,CHj, CH2CH2.CH3, CH(CH3),,
CH,CH,CH,CHj;, CH,CH(CH3),, CH(CH3)CH,CHj, C(CH3)3, benzyl, Cs_g carbocycle
substituted with 0-2 R4b, a C5_6 carbocyclic-CHp-group substituted with 0-2 R4b, and 5-6

. membered heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from

the group consisting of N, O, and S(O)p, and substituted with 0-2 R4b;

R?a, at each occurrence, is selected from H, CF3, CH;, CH,CH3, CH,CH,CHj;, CH(CH3),,
CH,CH,CH,CHj3, CH,CH(CH3),, CH(CH3)CH,CH3, C(CHj3)3, benzyl, Cs_g carbocycle

substituted with 0-2 R4b, and 5-6 membered heterocycle consisting of: carbon atoms and

1-4 heteroatoms selected from the group consisting of N, O, and S(O)p, and substituted

with 0-2 R4b;
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alternatively, R2 and R23, together with the atom to which they are attached, combine to form a 5
or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-2 R4b

and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)p;

R2b, at each occurrence, is selected from CF3, Cj.4 alkoxy, CH3, CH,CH3, CH,CH,CHj3,
CH(CHz),, CH,CH,CH,CHs;, CH,CH(CHz),, CH(CH3)CH,CHj, C(CHz)3, benzyl,
Cs.g carbocycle substituted with 0-2 R4b, and 5-6 membered heterocycle consisting of:
carbon atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p,

and substituted with 0-2 R4b;

R2¢, at each occurrence, is selected from CF3, OH, C1.4 alkoxy, CHs, CH,CH3, CH,CH,CHj,
CH(CH3;),, CH,CH,CH,CH3, CH,CH(CH3),, CH(CH3)CH,CH3, C(CHj3)3, benzyl,
Cs.¢ carbocycle substituted with 0-2 R4P, and 5-6 membered heterocycle containing from
1-4 heteroatoms selected from the group consisting of N, O, and S(O)p, and substituted

with 0-2 R4b;

R3, at each occurrence, is selected from H, CH3, CHy,CH3, CH,CH,CHj;, CH(CH3),, benzyl,

and phenyl;

R3a, at each occurrence, is selected from H, CH3, CH,CH3, CH,CH,CH3, CH(CH3),, benzyl,

and phenyl;

altefnatively, R3 and R32, together with the nitrogen atom to which they are attached, combine to
form a 5 or 6 membered saturated, partially unsaturated, or unsaturated ring consisting of:

carbon atoms and the nitrogen atom to which R3 and R32 are attached;
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" R3¢, at each occurrence, is selected from CH;, CHyCHj3, CH,CH,CH3, CH(CH3),, benzyl, and

phenyl;

R34, at each occurrence, is selected from H, CHs, CH,CH3, CH,CH,CH3, CH(CH3),, CH,-
phenyl, CH,CH,-phenyl, and C(=0)R3c;

R4, at each occurrence, is selected from H, =0, OR2, CH,OR?, (CH,);0RZ2,F, Cl, Br, I, Cy.4
alkyl, -CN, NO,, NR2R?22, CH;NR2R22, (CH,),NR2R23, C(O)R2¢, NR2C(O)R?,
C(O)NRZR?2, SO,NR2R22, S(O),R>2, CF3, CF,CF3,

5-6 membered carbocycle substituted with 0-1 R3, and a 5-6 membered heterocycle

consisting of: carbon atoms and 1-4 heteroatoms selected from the group consisting of

N, O, and S(O)p, and substituted with 0-1 RY;

R4a, at each occurrence, is selected from H, =0, CH,ORZ2, OR2, CH,F, F, CH,Br, Br, CH,Cl,
Cl, Cj4 alkyl, CH2-CN, -CN, CH3NO;, NO,, CHoNR2R?2, NR2R22, CH,-C(O)R2¢,
C(O)R2¢, NR2C(O)R2b, (CH7),C(O)NR2R2a, NR2C(O)NR2R?3, (CH,),SO,NR2R23,
NR2SO;NR2R22, NR2S0;-Cy 4 alkyl, NRZSOsR5, (CHz)rS(O)pR53, CH,CF3, CF3, CHy-
5-6 membered carbocycle substituted with 0-1 RS , 5-6 membered carbocycle substituted
with 0-1 R3, and
a CH3-5-6 membered heterocycle consisting of: carbon atoms and 1-4 heteroatoms
selected from the group consisting of N, O, and S(O)p, and substituted with 0-1 R3, and
5-6 membered heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected

from the group consisting of N, O, and S(O)p, and substituted with 0-1 R3;

R4b; at each occurrence, is selected from H, =0, OR3, CH,0R3, F, Cl, CH;, CHZCHé,
CH,CH,CHs, CH(CH3),, CH,CH,CH,CH;, CH,CH(CHz),, CH(CH3)CH,CHs,
C(CHa)s, -CN, NO, NR3R32, CH,NR3R32, C(O)R3, CH,-C(O)R3, C(O)OR,
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' CH,C(O)OR3c, NR3C(O)R3a, CHpNR3C(0)R32, C(O)NR3R32, CH,C(O)NR3R3a,

. NR3C(O)NR3R3a, CH,NR3C(O)NR3R32, C(=NR3)NR3R32, CH,C(=NR3)NR3R32,
NR3C(=NR3)NR3R32, CH,NR3C(=NR3)NR3R32, SO,NR3R32, CH,SO;NR3R32,
NR3SO,NR3R32, CH;NR3SO,NR3R32, NR3S0,-C)_4 alkyl, CH,NR3S0,-Cy 4 alkyl,
NR3S0,CF3, CH,NR3SO,CF3, NR3SO,-phenyl, CHNR3SO;-phenyl, S(O)pCFs,
CH3S(0)pCF3, S(0)p-C1.4 alkyl, CH2S(0)p-C1-4 alkyl, S(O)p-phenyl, CH28(0),-phenyl,
CFs, and CH-CFj3;

R4c, at each occurrence, is selected from H, CH3, CH,CH3, CH,CH,CH3, CH(CH3),,
CH,CH,CH,CH3;, CH,CH(CHj3),, CH(CH3)CH,CHj3, C(CH3);, CH,OR2, CH,F,
CH,Br, CH,Cl, CH,CN, CH,NO,, CH,NR2R?2, C(O)R?¢, CH,C(O)RZ,
CH,NR2C(O)R2b, C(O)NR2R?24, CH,C(O)NR2R22, CH,NR2C(O)NR2R22, SO,NR2R?3,
CH,SO,;NR2R22, CH,NR2SO,NR2R22, CH,NR2S0,-C 4 alkyl, C(O)NHSO,-C 4
alkyl, CH;C(O)NHSO,-Cj.4 alkyl, CH,NRZSO,R3, S(O)pR3, CH,S(0)pR73, CF3,
CH,CF3, 5-6 membered carbocycle substituted with 0-1 R3, CH2—5;6 membered

carbocycle'substituted with 0-1 R, 5-6 membered heterocycle consisting of: carbon

atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(O);, and
substituted with 0-1 R3, and a CH,-5-6 membered heterocycle consisting of: carbon
atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(O);, and

substituted with
0-1R5;

R5, at each occurrence, is selected from H, =0, CH3, CH,CH;3, CH,CH,CHg, CH(CH3)2,
CH,CH,CH,CHj;, CH,CH(CH3),, CH(CH3)CH,CHj3, C(CH3)3, CR3, CH,OR3, F, Cl, -
CN, NOy, NR3R3a, CH;NR3R32, C(O)R3, CH,C(O)R3, C(O)OR?, CH_2C(O)OR3°,
NR3C(0)R3a, C(O)NR3R32, NR3C(O)NR3R32, CH(=NOR3d), C(=NR3)NR3R3%,
NR3C(=NR3)NR3R32, SO;NR3R32, NR3SO;NR3R32, NR3S0,-Cj 4 >alkyl, NR3SO,CF;,
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" NR3SO»-phenyl, S(0)pCF3, S(0)p-Cj4 alkyl, S(O)p-phenyl, CF3, phenyl substituted
with 0-2 R6, naphthyl substituted with 0-2 R9, and benzyl substituted with 0-2 R6; and,

RS, at each occurrence, is selected from H, OH, ORZ, F, Cl, CH3, CH,CH3, CH,CH,CHj,
CH(CH,3),, CH,CH,CH,CH3, CH,CH(CHj3),, CH(CH3)CH,CHj3, C(CH3)3, CN, NOy,
NR2R2a, CHzNRZRza, C(O)R2b, CHyC(O)R2b, NR2C(O)R2b, NR2C(O)NRZR 22,
C(=NH)NH,, NHC(=NH)NH,, SO,NR2R22, NR2SO,NR2R?22, and NR2SO,C}.4 alkyl.

Claim 3. (Currently Amended) A compound according to Claim 2, wherein;
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“ R4b R4b R4b R4b
X , X N= =/=N
0, O, A, L
Z |, |/ i 7 I’ Z |’14
ij\([f\ N N e N
P4 l P4 : P4 P4
R R R R*

|~NH //-|—NH /=/~

J\Hf\ Hmj\/“;\ Rm/g/lt\ LS lf\

R4b

R4b
N:/_ N?|—o N /
O/\ )/\ @ <)\‘% 1 ‘u
> | :

one-of Pyand-M is—Z-A-B-and-the-oether-G;-G3

G is selected from the group:
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OCH,

@:CI'IzNHz CH,NH, /©/CH2NH2 F\©/CH2NH2 CH,NH,
F : HZNHzc
F
/@/CHzNHz CH,NH, ©:CH2NH2
F o OCH,; .

OCH, Lo
S0O,CH,4 SO;CH, s0,cH, o,
Cl Cl/( ] .
OCH, r
¢}
NH NH . .
‘ CH,NH, L
_NH _NH 2
HO H,CO
(o]
OH
e OH N, PN
o ©. P - | g
2
OCH,4 OCH, OCH,4 NH, 7 r
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N SO,NH,
P
SO, NH, N "X N N NH, XN
| | _ OCH,
cl NH, NH,
= H [ I H
o— s @/g \©\rN I NH ©\V/N
o 0
| =0 | 7o N o D,
cl Ny N-nn N ~0
H
NH, NH,
NZ NF HoN~ 2N NT
H N X x SN HN T X
NH
2 NH2 NH2
N [
N Ny Naw
NH, ‘ .
NH, NH, NH, NH,
[ |
Na [¢] 0 AN
NH, NH, NH, NH,
N* N7 ™S N¥ NT
X ™ A
K, y K, :
NH, NH, NH, NH,
X a X C(OINH, N\ CH,NH, F
NH, NH, NH, NH,

OO c1 CO C (O) NH, OO CH,NH, OO SO,NH,
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NH,
e oile o
SO,CH, SONH, X SO,CH, NH,
C (O)NH, OO CH,NH, SOzNHz
2 2
o CH, OO SO,NH, OO ~S0,CH, C©:302NH2
C@E O@f C@E 90
SO,CH, SO,NH, N SOCH, X
Oi;EC(O)NHZ (ﬁCH ,NH, OCE ’jgj

C (NH) NH,

OO m

0
=

N

%é

C (NOH) NH,
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NHINH2 NH, NH, NH
<j©<\z«/ A
H .

NHz NH2 NH H NH2 ;\{] ' N.'Hz
N
7y <0 <y ) —Qﬁ
N
H .
. NH

G is absent or is selected from (CR3R32), 3, (CR3R32),C(O)(CR3R32),,
(CR3R32),0(CR3R32)y,, (CR3R32),NR3b(CR3R34),,, (CR3R32),C(O)NR3D(CR3R33),,
(CR3R32),NR3bC(O)(CR3R32),,, (CR3R32),NR3bC(0)(CR3R32),C(O)NR3P(CR3R33),,
(CR3R38),S(CR3R33),,, (CRIR32),S(O)(CR3R33)y, (CR3R33),S(0),(CR3R32),,,
(CR3R33),S(O)NR3P(CR3R33),,,, (CR3R3), NR36S(0),(CR3R33),, and
(CR3R32),S(0),NR3P(CR3R32),,, wherein u + w total 0, 1, or 2, provided that G, does |
not form a N-S, NCH,;N, NCH;O, or NCH>S bond with either group to which it is

attached;
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" A is sele

phenyl substituted with 0-2 R4;
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Rla s selected from H, R1b, CH(CH3)R!b, C(CH3),R1b, CH,R b, and CH,CH,R!Y, provided

that R12 forms other than an
N-halo, N-S, or N-CN bond;

alternatively, when two R12 groups are attached to adjacent atoms, together with the atoms to
. which they are attached they form a 5-6 membered ring consisting of: carbon atoms and

0-2 heteroatoms selected from the group consisting of N, O, and S(O)y, this ring being

substituted with 0-2 R4b and 0-3 ring double bonds;

RIb is selected from H, CH3, CH,CHj, F, Cl, Br, -CN, -CHO, CF3, OR2, NRZR23, C(O)R?b,
| CO,R2b, OC(O)R2, CO2R22, S(O),R?, NR%(CH2);OR?, NR2C(O)R2b, C(O)NRZR?2,
SO,NR2R?2, NR2SO,R?2, phenyl substituted with 0-2 R4b, and 5-6 membered aromatic
'hete_:rocycle consisting of carbon atoms and from 1-4 heteroatoms selected from the group
consisting of N, O, and S(O)p, and substituted with 0-2 R4P, provided that_R1b forms
other than an O-0O, N-halo, N-S, or N-CN bond;

R2, at each occurrence, is selected from H, CF3, CH;, CH,CHj3, CH,CH,CH3, CH(CH3),,

phenyl substituted with 0-2 R4b, a benzyl substituted with 0-2 R4?, and a 5-6 membered
aromatic heterocycle consisting of:. carbon atoms and 1-4 heteroatoms selected from the

group consisting of N, O, and S(O)p, and substituted with 0-2 R4Y;

R2a, at each occurrence, is selected from H, CF3, CH;, CH,CH3, CHyCH,CH3, CH(CH3),,

benzyl, phenyl substituted with 0-2 R, and 5-6 membered aromatic heterocycle
36
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* consisting of: carbon atoms and 1-4 heteroatoms selected from the group consisting of

N, O, and S(O)p, and substituted with 0-2 R4b;

alternatively, R? and R22, together with the atom to which they are attached, combine to form a 5
or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-2 R4b

and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)p;

.

R2b, at each occurrence, is selected from CF3, Cj_4 alkoxy, CHj, CH2CH3, CH,CH,CHj,
CH(CHj3),, benzyl, phenyl substituted with 0-2 R4b, and.5-6 membered aromatic

heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from the group

consisting of N, O, and S(O)p, and substituted with 0-2 R45;

R2¢, at each occurrence, is selected from CF3, OH, OCH3, OCH,CH3, OCH,CH,CHj3,
OCH(CHj;),, CH3, CH,CH3, CH,CH,CH3, CH(CH3),, benzyl, phenyl substituted with
0-2 R4b, and 5-6 membered aromatic heterocycle containing from 1-4 heteroatoms

selected from the group consisting of N, O, and S(O)p, and substituted with 0-2 R4b;

R4, at each occurrence, is selected from H, CH;OR?2, (CH3);0R2, OR2, F, Cl, Br, I, CHg,
CH,CHj, CH,CH,CH;, CH(CHs),, CH,CH,CH,CH3, CH,CH(CHj),,
CH(CH;)CH,CHs, C(CHz)s, -CN, NO, NR2R23, CH;NR2R22, (CH),NR2R23,
C(O)R?, NR2C(O)R?>, C(O)NR2R24, SO,NR2R24, CF3, and CF;CF;

'R43, at each occurrence, is selected from H, =0, CH,OR2, OR2, F, Br, Cl, CH3, CH,CHj,
CH,CH,CH, CH(CHj),, CH,CH,CH,CHs, CH,CH(CHs),, CH(CH3)CH,CHj,
C(CHs)s, -CN, NO,, CH,NR2R22, NR2R22, C(O)R2¢, NR2C(O)R2b, C(O)NR2R23,
NR2C(O)NR2R22, SO,NR2R22, and -CF;;
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R4, at each occurrence, is selected from H, =0, OR3, CH;0R3, F, Cl, CH3, CH,CHj,
CH,CH,CHj, CH(CH3),, -CN, NO,, NR3R32, CH,NR3R32, C(O)R3, CH,-C(O)R3,
C(O)OR3¢, CH,-C(0)OR3¢, NR3C(0O)R32, CH;NR3C(O)R32, C(O)NR3R32, CHj-
C(O)NR3R32, SO,NR3R32, CH,SO,NR3R32,

NR3S0,-Cj_4 alkyl, CHoNR3S0,-Cj_4 alkyl, NR3SO;-phenyl,
CHaNR3SO,-phenyl, S(0),CF3, CHS(0),CF3,
S(0)p-Cj-4 alkyl, CH2S(0)p-C 4 alkyl, S(O)p-phenyl, CH25(O)p-phenyl, and CF3;

.R4¢, at each occurrence, is selected from H, CH3, CH,CH3, CH,CH,CH3, CH(CH3),,
CH,CH,CH,CH3, CHyCH(CHj),, CH(CH3)CH,CHj, C(CH3)3, CH,OR2, CH,F,
CH,Br, CH,Cl, CH,CN, CH,NO3, CH,NR2R23, C(O)R2¢, CH,C(O)RC,
CHZNRZC(O)R%, C(O)NRZR?a, CHZC(O)NRsza, SO,NR2R22, CH,SO;NR2R23,
S(0)pR32, CH,S(0),R52, CF3, phenyl substituted with 0-1 R, and benzyl substituted
with 0-1 R3; |

RS, at each occurrence, is selected from H, =0, CH3, CH,CH3, CH,CH,;CH3, CH(CHa),, OR3,
CH,OR3, F, Cl, -CN, NO;, NR3R32, CHNR3R32, C(O)R3, CH2C(O)R3, C(O)OR3e,
CH,C(0)OR3¢, NR3C(O)R32, C(O)NR3R32, SO;NR3R32, NR3S0,-C| 4 alkyl,
NR3802CF3, NR3S0;-phenyl, $(O),CF3, S(O)p-C1.4 alkyl, S(O)p-phenyl, CF3, phenyl
substituted with 0-2 RS, naphthyl substituted with 0-2 R, and benzyl substituted with 0-2

" R; and,

R6, at each occurrence, is selected from H, OH, OR2, F, Cl, CH;, CH,CHj;, CH,CH,CH3,
CH(CH3),, -CN, NOg, NR2R2a, CH,NR2R22, C(O)R2b, CH,C(O)R?2b, NR2C(O)R2b,
SO;NR2R22, and NR2SO,C 4 alkyl.
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Claim 4 (Currently Amended) A compound according to Claim 3, wherein;

e Meis substittted with-0-2R
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ring P including Py P, Ps-and Pisselected-from-group:
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R‘a%ﬁ;

Amendment
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4b
an I S
Z lvq Z i'é = [4
Rl AN ~ Rld X ~ Ria AN ~~
P4 | P4 Pa
Réb Réb
/N:/j\ /=:N
HN\ ANY HN\ AN\
R1a \ ~ R1& \ | ~
P4 . Py

one-of Py-and- M is—A-B-and-the-other—G3

G is selected from the group:
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0 o
SO,NH,
NH, NH, SO,NH,
NH2
OCH,

o) OCH,
o~y A SO,CH,4 SO,CH,
H ] S
N N ==,
| 0 .
N~y c1 ¢l OCH,
H,N . HN - BN H,N H,N
1|\]/ N& N¥ NZ N¥Z
| |
Nao N N (l) é
i
NH.
2 H,N HoN H,N H.N

NH,

NH, NH,
F A X COINH, X CH,NH,

’@@E
X SO,CH,
SO,NH,, OO SO,CH,

o@r eogioslle é(

2
)
)
g 73 5

44

Page 193



DOCKET NO.: PH-7398 Amendment

USSN: 10/245,122
Cl cl Cl

: Cl Ccl cl c1
e, OCL,, OO0, L,
. cl
' II :C(NOH)NHz N I C (NH) NH, | II :C(NOH)NHz

: : NH,
H3C0\~/ H,N (0) C HoNH,C
I /
N
NH, NH, NH; NH, NH,
\s % : s

H H NH, NH,
N N
T U U 1y 1)
N N = Pz
H O S
NH, NH, NH, NH, g NH
N.
N < < <0 <O
N P N\ A~ A~ N\ A~
H H .

45

Page 194



DOCKET NO.: PH-7398 ' Amendment
USSN: 10/245,122

G, is absent or is selected from CH,, CH,CH,, CH,0, OCHj, NH, CH,NH, NHCH3, CH2C(O),
C(O)CHj, C(O)NH, NHC(O), CH,S(0)7, S(O)2(CH3), SO,NH, and NHSO3, provided
that G does not form a N-S, NCH,N, NCH;O, or NCH3S bond with either group to

which it is attached;
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R!a js selected from H, R1P, C(CH;3),R1b, and CH,R!Y, provided that R12 forms other than an N-
halo, N-S, or N-CN bond;

R!b is selected from CHs, CH,CH3, F, Cl, Br, -CN, CF3, OR2, NR2R?2, C(O)R?b, CO,R2b,
CO,R22, S(O)pR2, C(O)NRZR?2, SO,NR2R?2, NRZSO2R?, and 5-6 membered aromatic
heterocycle consisting of carbon atoms and from 1-4 heteroatoms selected from the group
consisting of N, O, and S(O)p, and substituted with 0-2 R#b, provided that R1b forms |
other than an O-O, N-halo, N-S, or N-CN bond;

R2, at each occurrence, is selected from H, CH3, CH,CH3, CH,CH,CH3, CH(CHj3),, phenyl

substituted with 0-1 R4b_ benzyl substituted with 0-1 R4, and 5-6 membered aromatic
heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from the group

consisting of N, O, and S(O)p, and substituted with 0-1 R4b;

RZ2, at each occurrence, is selected from H, CH,, CH,CHj3, CH,CH,CHj3, CH(CH3),, benzyl,

phenyl substituted with 0-1 R#b, and 5-6 membered aromatic heterocycle consisting of:

carbon atoms and 1-4 heteroatoms selected from the group consisting of N, O, and S(O)p,

and substituted with 0-1 R4b;

alternatively, R? and R23, together with the atom to which they are attached, combine to form a 5
or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-1 R4b
~ and consisting of:- 0-1 additional heteroatoms selected from the group consisting of N, O,
and S(O)p;

R2b, at each occurrence, is selected from OCH3, OCH,CH3, OCH,CH,CH3, OCH(CH3),, CH3,
CH,CHj, CH,CH,CH3, CH(CH3),, benzyl, phenyl substituted with 0-1 R*b, and 5-6
membered aromatic heterocycle consisting of: carbon atoms and 1-4 heteroatoms

selected from the group consisting of N, O, and S(0)p, and substituted with 0-1 R4b;
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R2¢, at each occurrence, is selected from OH, OCH3, OCH,CH3, OCH,CH,CH3, OCH(CH3),,
CHj;, CH,CH3, CH,CH,CH3, CH(CH3),, benzyl, phenyl substituted with 0-1 R4b, and
5-6 membered aromatic heterocycle containing from 1-4 heteroatoms selected from the

group consijsting of N, O, and S(O)p, and substituted with 0-1 R4b;

R4, at each occurrence, is selected from OH, OR2, CH,0R?2, (CH;),0R?, F, Br, CL, I, CH3,
CH,CH3, CH,CH,CHj;, CH(CHz),, CH,CH,CH,CH;, CH,CH(CH3),,
" CH(CH3)CH,CHs, C(CHs)s, NR2R22, CH,NR2R23, (CH2);NR2R22, CF3, and CF,CF3;

R4, at cach occurrence, is sclected from H, =0, CH0R2, OR2, F, Br, Cl, CH3, CHZCH3,
CH,CH,CHj;, CH(CH3),, CH,CH,CH,CHs, CH,CH(CHy),, CH(CH3)CH,CH,
C(CH3), CH,NR2R22, NR2R 23, C(O)R2¢, NR2C(O)R2b, C(O)NR2R24, SO;NR2R22, and
CF3;

R4b, at each occurrence, is selected from H, =O, OR3, CH,OR3, F, Cl, CH3, CH,CHj,
CH,CH,CHs, CH(CHa),, -CN, NO,, NR3R32, CH,NR3R3%, C(O)R3, C(O)OR™,
NR3C(O)R32, C(O)NR3R32, SO,NR3R32, NR3§0,-C 4 alkyl, NR3SO)-phenyl,
S(0)p-C14 alkyl, S(O)p-phenyl, and CF3;

R4c, at each occurrence, is selected from H, CHj3, CH,CH3, phenyl substituted with 0-1 R3, and

benzyl substituted with 0-1 R5;

RS, at each occurrence, is selected from H, =0, CH;, CH,CH3, CH,CH,CHj3, CH(CH3),, OR3,
CH,OR3, F, Cl, -CN, NO,, NR3R32, CH,NR3R32, C(O)R3, C(0)OR3¢, NR3C(0)R32,
C(O)NR3R?, SO;NR3R3%, NR3S0;-Cy.4 alkyl, NR3SO,-phenyl, S(0),-Ci4 alkyl,
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S(O)p-phenyl, CF3, phenyl substituted with 0-2 R6, naphthyl substituted with 0-2 R9, and

benzyl substituted with 0-2 R9; and,

RS, at each occurrence, is selected from H, OH, ORZ, F, Cl, CH, CH,CHj, CH,CH,CHj,
CH(CH3),, -CN, NO, NR2R2a, CH,NR2R23, C(O)R2b, CH,C(O)R2b, NR2ZC(O)R2P, and
SOzNRsza.

Claim 5. (Currently Amended) A 'conipound according to Claim 4, wherein;

0O

) TR
W

>

NS U
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R'2 1a ' R'a 1

N PN A “‘V\H A
)\Kg:\ Rm)\(ﬁe \'/L;g Ny ;“ RmJ\/Lf

one-of Pj-and M, -is—A-B-and-the-other—G;

G is selected from:

15 f: ~CH,NH, F. .CH,NH, CHyNH,
CH,NH, | dj\cl dj

OCH,4 F
e A QL QL QL O
~ = N
F NH, N NH, NH, NH,
F Cl Cl
¢] C1
NH, [ —
N Cl
0
el C1 Cl
(0]
NH, SO,NH, SO,NH, H
N,
\ o]
OCH, OCH, N~NH
52

Page 201



DOCKET NO.: PH-7398 Amendment

USSN: 10/245,122

cl cl cl

Cl Ccl cl Cl
' I C(O)NH, “:CN (NH)NHz l I C (NOH) NH,,

C (NH) NH, C(NOH)NH, N Y
NH, . NH,
A &;@/ k\ g

o—=

NH, NH, H, NH,
Né@ é@f T g
|
X C(O)NH, S CH,NH, O .

A is selected from the group: phenyl, 2-pyridyl; 3-pyridyl2-pyrimidyl; 2-Cl-phenyl, 3-Cl-

phenyl, 2-F-phenyl, 3-F-phenyl, 2-methylphenyl, 2-aminophenyl, and
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2-methoxyphenyl;

B is attached to a different atom on A than M and is selected from the group:

T T
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Rl12 s selected from H, CH3, CH,CH3, CH,CH,CH3, CH,F, CH,Cl, Br, CH,Br, -CN, CH,CN,
CF3, CH,CF3, OCH3, CH;0H, C(CH3),0H, CH,OCHj3, NH,, CH,NH,, NHCHj3,
CH,NHCH3;, N(CH3),, CH;N(CHj3),, CO2H, COCH3; CO,CH;, CH,CO,CHj;, SCH3,
CH,SCH3, S(O)CH3, CH,S(0)CH3, $(0),CH3, CH,S(0),CHj3, C(O)NH,,
CH,C(O)NH,, SO,NH,, CH,SO,NH,, NHSO,CH3, CHoNHSO,CH3, pyridin-2-yl,
pyridin-3-yl, pyridin-4-yl, pyridin-2-yl-N-oxide, pyridin-3-yl-N-oxide, pyridin-4-yl-N-
oxide, imidazol-1-yl, CHZ—imidazol—l-yl, 4-methyl-oxazol-2-yl, 4-N,N-
dimethylaminomethyl-oxazol-2-yl, 1,2,3,4-tetrazol-1-yl, 1,2,3 4-tetrazol-5-yl, CH;-
1,2,3,4-tetrazol-1-yl, énd CH,-1,2,3,4-tetrazol-5-yl, provided that R1a forms other than an
N-halo, N-S, or N-CN bond;

R2, at each occurrence, is selected from H, CH3, CH,CHj3, CH,CH,CH3, CH(CH3),, phenyl

substituted with 0-1 R4b, benzyl substituted with 0-1 R4b, and 5 membered aromatic
heterocycle consisting of: carbon atoms and 1-4 heteroatoms selected from the group

consisting of N, O, and S(O)p, and substituted with 0-1 R4b;
R2a, at each occurrence, is selected from H, CHs, and CH,CHj;

alternatively, R2 and R22, together with the atom to which they are attached, combine to form a 5
or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-1 R4b

and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,
and S(O)p;

R?2b, at each occurrence, is selected from OCH;, OCH,CH3, CH3, and CH,CHj;

R2¢, at each occurrence, is selected from OH, OCH3, OCH,CH3, CH3, and CH;CHa;
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R4a_ at each occurrence, is selected from H, =0, CH3, CH,CH3, CH,CH,CH3, CH(CHj),,
CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3, and C(CH3)3;

R4b_ at each occurrence, is selected from H, =0, OR3, CH,OR3, F, Cl, CH3, CH,CH3, NR3R 32,
_ CH,NR3R32, C(O)R3, C(O)OR3¢, NR3C(O)R32, C(O)NR3R32, SO,NR3R32,
NR3S0;-phenyl, S(0),CHs, S(O)2-phenyl, and CF3;

RS, at each occurrence, is selected from H, =0, CH3, CH,CHj;, OR3, CHyOR3, F, CI, NR3R32, -
CHzNR3‘R3a,'C(O)R3, C(0O)OR3¢, NR3C(O)R32, C(O)NR3R32, SO,NR3R32,
NR3S0,-Cj_4 alkyl, NR3SO;-phenyl, S(O)2-CHs, S(O);-phenyl, CF3, phenyl substituted
with 0-2 R, naphthyl substituted with 0-2 R9, and benzyl substituted with 0-2 RS; and,

RS, at each occurrence, is selected from H, OH, ORZ, F, Cl, CH3, CH,CH3, NR2R?3,

CH,NR2R22, C(O)R2b, CH,C(O)R2b, NR2C(O)R2b, and SO;NR2R22,

Claim 6. (Currently Amended) A compound according to Claim 5, wherein the compound is
selected-from: »
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M is—A-Bs

A-Bis selec;ed frdm:
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v X '

8. (Curréntly Amended) A compound according to Claim 1, wherein the compound is

selected from the group:

3-methoxy-1-(4-methoxyphenyl)-6-[4-(2-oxo-1-piperidinyl)phenyl}-1,4,5,6-tetrahydro-7-H-
pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxyphenyl)-3-[(methylamino)methyl]-6-[4-(2-oxo-1-piperidinyl)phenyl]-1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

1-(3-chloro-4-fluorophenyl)-6- [4-(2-0Xo- 1-piperidinyl)phenyl]-3 ~(trifluoromethyl)-1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridine-7-one;
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1-[3-(aminomethyl)-4-fluorophenyl)-6-[4-(2-oxo0-1-piperidinyl)phenyl]-3-(trifluoromethyl)-

1 ,4,5,6-tetrahydro-7H -pyrazolo[3,4-c]pyridine-7-one;

1-(3-amino-1,2-benzisoxazol-5-yl)-6-[4-(2-oxo-1-piperidinyl)phenyl]-3-(trifluoromethyl)-
1,4,5,6-tetrahydro-7H-pyrazolo[3,4-c]pyridine-7-one;

1-(4-methoxyphenyl)-6-[4-(2-0xo- 1-piperidinyl)phenyl]-3-(trifluoromethyl)-1 4,5,6-tetrahydro-
7H-pyrazolo[3,4-c]pyridin-7-one;

1—(4—methoxyphenyl)-7-0xo—6-[4-(2—ox0-i-piperidinyl)phenyl]-4,5,6,7 -tetrahydro-1H-

pyrazolo[3,4-c]pyridine-3-carbonitrile;
1-(4-methoxyphenyl)-6-[4-(2-oxo-1-piperidinyl)phenyl]-3-(1H-tetraazol-5-yl)-1,4,5,6-

tetfahydro—7H—pyrazolo[3,4—c]pyridin—7—one;
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1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0xo0-1-piperidinyl)phenyl-4,5,6,7-tetrahydro-1 H-pyrazole-

[3,4-c]pyridine-3-carboxamide;

3-bromo-1 -(4-methoxyphényl)-6-[4-(2-oxo- 1-piperidinyl) phenyl]1,4,5,6-tetrahydro-7H-
pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxyphenyl)-6-[4-(2-oxo- 1-piperidinyl)phenyl]-3-(4-pyridinyl)-1,4,5,6-tetrahydro-7H-
pyrazolo{3,4-c]pyridin-7-one;

1-(4-methoxyphenyl)-6-[4-(2-oxo-1-piperidinyl)phenyl]-3-(4-pyridinyl-N-oxide)-1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one; ‘

1-(4-methoxyphenyl)-6-[4-(2-oxo-1-piperidinyl)phenyl]-3-(3-pyridinyl)-1,4,5,6-tetrahydro-7H-
pyrazolo[3,4-c]pyridin-7-one; |

1-(4-methoxyphenyl)-6-[4-(2-oxo- 1-piperidinyl)phenyl]-3-(3-pyridinyl-N-oxide)-1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxyphenyl)-6-[4-(2-oxo-1-piperidinyl)phenyl]-3-(2-pyridinyl)-1,4,5,6-tetrahydro-7H-
pyrazolo[3,4-c]-7-one;

1-(4-methoxyphenyl)-6-[4-(2-ox0-1-piperidinyl) phenyl]1,4,5,6-tetrahydro-7H-pyrazolo[3,4-

c]pyridin-7-one;

1—(4—methoxyphenyl)—7—oxo—6-[4—(2-oxo—1(2H)—pyridinyl)t)henyl]-4,5,6,7-tetrahydro-1H—

pyrazolo[3,4-c]pyridine-3-carboxamide;
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1-(4-methoxyphenyl)-3-(methylsulfonyl)-6-[4-(2-oxo-1-piperidinyl)phenyl}1,4,5,6-tetrahydro-
7H-pyrazolo{3,4-c]pyridin-7-one;

1-(4-methoxyphenyl)-6-(4-(2-oxo0-1(2H)-pyridinyl)phenyl]-3-(2-pyridinyl)-1,4,5,6-tetrahydro-
7TH-pyrazolo[3,4-c]pyridin-7-one;

1-[3-(aminomethyl)phenyl}-6-[4-(2-0x0-1-piperidinyl)phenyl]-3-(trifluoromethyl)-1,4,5,6-
tetrahydro—?H—pyrazolo[3,4—é]pyridin—7—one;

3-[7-0x0-6-[4-(2-0x0-1-piperidinyl)phenyl]-3-(trifluoromethyl)-4,5,6,7-tetrahydro- 1 H-
pyrazolo[3,4-c]pyridin-1-yl]benzamide;

1-(3-chlorophenyl)-7-oko—6-[4-(2-oxo-1-piperidinyl)phenyl]-4,5,6,7-tetrahyd'ro— 1H-

pyrazolo[3,4-c]pyridine-3-carboxamide;

1-(3-chlorophenyl)-7-0x0-6-[4-(2-0x0-1(2H)pyridinyl)phenyl]-4,5,6,7-tetrahydro-1H-

pyrazolo[3,4-c]pyridine-3-carboxamide;

1-(3—chlorophenyl)-N,N—dimethyl-7-oxo-6-[4-(2—ox0-1-piperidinyl)phenyl]—4,5,6,7-tetrahydro-
1H-pyrazolo[3,4-c]pyridine-3-carboxamide;

1-(3-chloro-4-ﬂuorophenyl)-7—oxo-6-[4-(2—oxo-1-piperidinyl)phenyl]—4,5,6,7—tetrahydr0- 1H-

pyrazolo[3,4-c]pyridine-3-carboxamide;

1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0x0- 1(2H)-pyridinyl)phenyl]-4,5,6,7-tetrahydro-1 H-
pyrazolo[3,4-c]pyridine-3-carbonitrile;

1-(3-amino-1H-indazol-5-yl)-7-0x0-6-[4-(2-oxo-1-piperidinyl)phenyl]-4,5,6,7-tetrahydro-1H-

pyrazolo[3,4-c]pyridine-3-carboxamide;
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1 -(3 -amino-1,2-benzisoxazol-5-yl)-7-0x0-6-[4-(2-oxo- 1 -piperidinyl)phenyl]-4,5,6,7-tetrahydro-
1H-pyrazolo[3,4-c]pyridine-3-carboxamide;

1-(2,3-dihydro-1H-indol-6-yl)-6- [4-(2—oxo- 1(2H)-pyridinyl)phenyl]-3-(trifluoromethyl)-1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

1-(2,3-dihydro-1H-indol-6-yl)-6-[4-(2-0xo0- 1 -piperidinyl)phenyl]-3-(trifluoromethyl)-1,4,5,6-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

1—(2,3—dihydro—1H—isoindol-S-yl)—6-[4-(2-0x0-2H—pyridin-1-yl)phenyl]-3-triﬂuor0methyl-
1,4,5,6-tetrahydropyrazolo[3,4-c]pyridin-7-one; |

1-(4-methoxyphenyl)-6-[4-(2-oxo-piperidin-1-yl)-phenyl}-3-(2-pyrrolidin-1-ylmethyl-phenyl)-
1,4,5,6-tetrahydro-pyrazolo[3,4-c]pyridin-7-one;

ethyl 1-(4-methoxyphenyl)-7-0x0-6-[{4-(2-0x0-1(2H)-pyridinyl)phenyl]-4,5,6,7-tetrahydro-1H-
pyrazolo[3,4-c]pyridine-3-carboxylate;

1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0x0-1(2H)-pyridinyl)phenyl]-4,5,6,7-tetrahydro-1H-
pyrazolo[3,4-c]pyridine-3-carboxylic acid;

1-(4-methoxyphenyl)-N,N-dimethyl-7-0x0-6-[4-(2-0x0-1(2H)-pyridinyl)phenyl]-4,5,6,7-
tetrahydro- 1 H-pyrazolo[3,4-c]pyridine-3-carboxamide;
N-({1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0x0-1(2H)-pyridinyl)phenyl]-4,5,6,7-tetrahydro-1H-

pyrazolo[3,4-c]pyridin-3-yl }carbonyl)methanesulfonamide;

1-(4-hydroxy-phenyl)-7-0x0-6-[4-(2-0xo0-piperidin-1-yl)-phenyl}-4,5,6,7-tetrahydro-1H-

pyrazolo[3,4-c]pyridine-3-carboxylic acid amide;
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1-(4-methoxyphenyl)-6- [4-(2-0x0-1(2H)-pyridinyl)phenyl]-3-(1 H-tetraazol-5-y1)-1,4,5;6,-
tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

3-{4-[dimethylamino)methyl]-1,3-0xazol-2-yl } -1-(4-methoxyphenyl)-6-[4-(2-oxo-1(2H)-
pyridinyl)phenyl]-1,4,5,6,-tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

3-{4-[dimethylamino)methyl]-1,3-oxazol-2-yl } -1-(4-methoxyphenyl)-6-[4-(2-0x0-1-

piperidinyl)pheny]]-1,4,5,6,—tetrahydro-7H—pyrazold[3,4.—c]pyridin-7-onc;

-
.
teteahydro-7H-pyrazolo3;4-elpyridin-7-one;

1-(4-methoxy-phenyl)-3-(4-methyl-oxazol-2-yl)-6-[4-(2-oxo-piperidin-1-yl)-phenyl]-1,4,5,6-
tetrahydro-pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxy-phenyl)-3-(4-methyl-oxazol-2-yl)-6-[4-(2-0x0-2H-pyridin-1-yl)-phenyl]-1,4,5,6-
tetraﬁydro-pyrazolo[3,4-c]pyridin-7—one;

3-acetyl-1-(4-methoxy-phenyl)-6-[4-(2-oxo-2H-pyridin-1-yl)-phenyl]}-1,4,5,6-tetrahydro-
pyrazolo[3,4-c]pyridin-7-one; | '

3-(4,5-dihydro-1H-imidazol-2-yl)-1-(4-methoxy-phenyl)-6-[4-(2-oxo-2H-pyridin-1-yl)-phenyl]-
1,4,5,6-tetrahydro-pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxy-phenyl)-3-(1-methyl-4,5-dihydro- 1H-imidazol-2-yl)-6-[4-(2-oxo-piperidin-1-yI)-
phenyl]-1,4,5,6-tetrahydro-pyrazolo[3,4-c]pyridin-7-one;
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1-(4-methoxy-phenyl)-3-(1-methyl-1H-imidazol-2-yl)-6-[4-(2-oxo-piperidin-1-yl)-phenyl]-
1,4,5,6-tetrahydro-pyrazolo[3,4-c]pyridin-7-one;

1-(4-meth6xy-phenyl)-3-mcthyl-6—[4-(2-oxo-piperidin—l-yl)-phenyl]—1,4,5,6—tetrahydro—
pyfazo]0[3,4-c]pyridin-7-one;

3-hydroxymethyl-1-(4-methoxy-phenyl)-6-[4-(2-oxo-2H-pyridin-1-yl)-phenyl]-1,4,5,6-
tetrahydro-pyrazolo[3,4-c]pyridin-7-one; '

3-(1-hydroxy-1-methyl-ethyl)-1-(4-methoxy-phenyl)-6-[4-(2-oxo-piperidin-1-yl)-phenyl]-

1,4,5,6-tetrahydropyrazolo[3,4-c]pyridin-7-one;

3-(1-hydroxy-1-methyl-ethyl)-1-(4-methoxy-phenyl)-6-[4-(2-oxo-2H-pyridin-1-yl)-phenyl]-
1,4,5,6-tetrahydro-pyrazolo[3,4-c]pyridin-7-one; '

2-dimethylamino-N-{ 1-(4-methoxyphenyl)-7-ox0-6-[4-(2-oxopiperidin-1-yl)phenyl]-4,5,6,7-
tetrahydro=1H-pyrazolo[3,4-c]pyridin-3-ylmethyl }-N-methylacetamide;

2-dimethylamino-N-{ 1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0x0-2H-pyridin-1-yl)-phenyl]-4,5,6,7-
tetrahydro- 1H—p)}razolo [3,4-c]pyridin-3-ylmethyl }acetamide;

N-{1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0oxopiperidin-1-yl)phenyl]-4,5,6,7-tetrahydro-1H-
pyrazolo[3,4-c]pyridin-3-ylmethyl} -2-pyridin-2-yl-acetamide;

kY

N-{1-(4-methoxyphenyl)-7-0x0-6-[4-(2-oxopiperidin-1-yl)phenyl]-4,5,6,7-tetrahydro-1H-

pyrazolo[3,4-c]pyridin-3-ylmethyl } -2-(1-oxypyridin-2-yl)acetamide;
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N-hydroxy-3-{7-0x0-6-[4-(2-0x0-2H-pyridin-1-yl)-phenyl]-3-trifluoromethyl-4,5,6,7-tetrahydro-
pyrazolo[3,4-c]pyridin-1-yl}-benzamidine;

N-methoxy-3-{ 7-0x0-6-[4-(2-0x0-2H-pyridin-1-yl)-phenyl]-3-trifluoromethyl-4,5,6,7-
tetrahydro-pyrazolo{3,4-c]pyridin-1-yl }-benzamidine;

1-(3-cyano-4-fluorophenyl-7-0x0-6-[4-(2-oxo- 1-piperidinyl)phenyl]-4,5,6,7-tetrahydro- 1 H-

pyrazolo[3,4-c]pyridine-3-carboxamide;

1-(3-aminomethyl-4-fluoro-phenyl)-7-0x0-6-[4-(2-oxo-piperidin-1-yl)-phenyl]-4,5,6,7-
tetrahydro- IH-pyrazolo[3,4-c]pyridine-3-carboxylic acid amide;

2-{7-0x0-6-[4-(2-0xo0-piperidin-1-yl)-phenyl]-3-trifluoromethyl-4,5,6,7-tetrahydro-
pyrazolo[3,4-c]pyridin-1-yl }-benzenesulfonamide;
2-{7-0x0-6-[4-(2-0x0-2H-pyridin-1-yl)-phenyl]-3-trifluoromethyl-4,5,6,7-tetrahydro-

pyrazolo[3,4-c]pyridin- 1-yl }-benzenesulfonamide;

N-acetyl-2-{7-0x0-6-[4-(2-0x0-2H-pyridin-1-yl)-phenyl]-3-trifluoromethyl-4,5,6,7-tetrahydro-
pyrazol'o[3,4-c] pyridin-1-yl}-benzenesulfonamide;

1-(3-chloro-phenyl)-3-methanesulfonyl-6-[4-(2-oxo-piperidin-1-yl)-phenyl]-1,4,5,6-
tetrahydro-pyrazolo[3,4-c]pyridin-7-one;

1-(3-chloro-phenyl)-3-methanesulfonyl-6-[4-(2-oxo-2H-pyridin-1-yl)-phenyl]-1,4,5,6-
tetrahydro-pyrazolo[3,4-c]pyridin-7-one; '

1-(3-chloro-phenyl)-3-(1-hydroxy-1-methyl-ethyl)-6-[4-(2-oxo-piperidin-1-yl)-phenyl]-1,4,5,6-
tetrahydro-pyrazolo[3,4-c]pyridin-7-one; and,
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3-{7-0x0-6-[4-(2-0x0-2H-pyridin-1-yl)-phenyl}-3-trifluoromethyl-4,5,6,7-tetrahydro-
pyrazolo[3,4-c]pyridin-1-yl }-benzamide;

or a pharmaceutically acceptable salt form thereof.
Claims 9-15 (Canceled)

Claim 16. (Original) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compound of Claim 1 or a pharmaceutically

acceptable salt form thereof.

Claim 17. (Original) A method for treating a thromboembolic disorder, comprising:
administering to a patient in need thereof a therapeutically effective amount of a compound of

Claim 1 or a pharmaceutically acceptable salt form thereof.

Claim 18. (Original) A method according to Claim 17, wherein the thromboembolic disorder is
selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 19. (Original) A method according to Claim 17, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial infarction, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,
peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,

arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embolism,
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kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or
other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (e) hemodialysis,
or (f) other procedures in which blood is exposed to an artificial surface that promotes '

thrombosis.

Claims 20-30 (Canceled)

Claim 31. (New) A compound according to Claim 8, wherein the compound is:

1-(4-methoxyphenyl)-7-oxo-6-[4-(2-0xo-1-piperidinyl)phenyl-4,5,6,7-tetrahydro-1H-pyrazole-

[3,4-c]pyridine-3-carboxamide

or a pharmaceutically acceptable salt form thereof.

Claim 32. (New) A compound according to Claim 8, wherein the compound is:

1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0xo0-1(2H)-pyridinyl)phenyl]-4,5,6,7-tetrahydro-1H-
pyrazolo[3,4-c]pyridine-3-carboxamide

or a pharmaceutically acceptable salt form thereof.

Claim 33. (New) A compound according to Claim 8, wherein the compound is:
1-(4-methoxyphenyl)-3-(methylsulfonyl)-6-[4-(2-oxo-1-piperidinyl)phenyl]1,4,5 ,6-tetrahydro-

7H-pyrazolo[3,4-c]pyridin-7-one

74

Page 223



DOCKET NO.: PH-7398 Amendment
USSN: 10/245,122

or a pharmaceutically acceptable salt form thereof.

Claim 34. (New) A compound according to Claim 8, wherein the compound is:

1-(3-chlorophenyl)-7-ox0-6-{4-(2-oxo-1-piperidinyl)phenyl]-4,5,6,7-tetrahydro- 1 H-

pyrazolo[3,4-c]pyridine-3-carboxamide

or a pharmaceutically acceptable salt form thereof.

Claim 35. (New) A compound according to Claim 8, wherein the compound is:

1-(3-chlorophenyl)-7-0x0-6-[4-(2-0x0-1(2H)pyridinyl)phenyl]-4,5,6,7-tetrahydro- 1L H-

pyrazolo[3,4-c]pyridine-3-carboxamide

or a pharmaceutically acceptable salt form thereof.

Claim 36. (New) A compound according to Claim 8, wherein the compound is:

1-(4-methoxyphenyl)-N, N-dimethyl-7-0x0-6-[4-(2-0x0-1(2H)-pyridinyl)phenyl]-4,5,6,7-
tetrahydro-1H-pyrazolo[3,4-c]pyridine-3-carboxamide o

or a pharmaceutically acceptable salt form thereof.

Claim 37. (New) A compound according to Claim 8, wherein the compound is:
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3-(1-Hydroxy-1-methyl-ethyl)-1-(4-methoxy-phenyl)-6-[4-(2-oxo-2H-pyridin-1-yl)-phenyl}-
1,4,5,6-tetrahydro-pyrazolo[3,4-c]pyridin-7-one

or a pharmaceutically acceptable salt form thereof.

Claim 38. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compound of Claim 2 or a pharmaceutically

acceptable salt form thereof.

Claim 39. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compound of Claim 3 or a pharmaceutically

acceptable salt form thereof.

Claim 40. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compound of Claim 4 or a pharmaceutically

acceptable salt form thereof.

Claim 41. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compound of Claim 5 or a pharmaceutically

acceptable salt form thereof.

Claim 42. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compound of Claim 6 or a pharmaceutically

acceptable salt form thereof.
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Claim 43. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compound of Claim 7 or a pharmaceutically

acceptable salt form thereof.

Claim 44. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compound of Claim 8 or a pharmaceutically

acceptable salt form thereof.

Claim 45. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compound of Claim 31 or a pharmaceutically

acceptable salt form thereof.

‘Claim 46. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compound of Claim 32 or a pharmaceutically

acceptable salt form thereof.

Claim 47. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compound of Claim 33 or a pharmaceutically

acceptable salt form thereof.

Claim 48. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compound of Claim 34 or a pharmaceutically

acceptable salt form thereof.
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Claim 49. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compound of Claim 35 or a pharmaceutically

acceptable salt form thereof.

Claim 50. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compound of Claim 36 or a pharmaceutically

acceptable salt form thereof.

Claim 51. (New) A pharmaceutical composition, comprising: a pharmaceutically acceptable
carrier and a therapeutically effective amount of a compbund of Claim 37 or a pharmaceutically

acceptable salt form thereof.

Claim 52. (New) A method for tréating a thromboembolic disorder, comprising: administering
to a patient in need thereof a therapeutically effective amount of a compound of Claim 2 or a

pharmaceutically acceptable salt form thereof.

Claim 53. (New) A method according to Claim 52, wherein the thromboembolic disorder is -
selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 54. (New) A method according to Claim 52, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial infarction, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,

peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
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arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embolism,
kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or
other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (¢) hemodialysis,
or (f) other procedures in which blood is exposed to an artificial surface that promotes

thrombosis.

Claim 55. (New) A method for treating a thromboembolic disorder, comprising: administering
to a patient in need thereof a therapeutically effective amount of a compound of Claim 3 or a

pharmaceutically acceptable salt form thereof.

Claim 56. (New) A method according to Claim 55, wherein the thromboembolic disorder is
selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 57. (New) A method according to Claim 55, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial infarction, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,

| peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embolism,
kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or .
other implants, (b) indwelling catheters, (c) stehts, (d) cardiopulmonary bypass, (¢) hemodialysis,
or (f) o\ther procedures in which blood is exposed to an artificial surface that promotes

thrombosis.
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Claim 58. (New) A method for treating a thromboembolic disorder, comprising: administering
to a patient in need thereof a therapeutically effective amount of a compound of Claim 4 or a

pharmaceutically acceptable salt form thereof.

Claim 59. (New) A method according to Claim 58, wherein the thromboembolic disorder is
selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 60. (New) A method according to Claim 58, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial infarétion, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,
peripheral occlusive aﬁerial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral emboiism,
kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or
other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (¢) hemodialysis,
or (f) other procedures in which blood is exposed to an artificial surface that promotes

thrombosis.

Claim 61. (New) A method for treating a thromboembolic disorder, comprising: administering
to a patient in need thereof a therapeutically effective amount of a compound of Claim 5 or a

pharmaceutically acceptable salt form thereof.

Claim 62. (New) A method according to Claim 61, wherein the thromboembolic disorder is

selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
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cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 63. (New) A method according to Claim 61, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial infarction, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,
peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embolism,
kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or
other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonéry bypass, (e) hemodialysis,
or (f) other procedures in which blood is exposed to an artificial surface that promotes

thrombosis.

Claim 64. (New) A method for treating a thromboembolic disorder, comprising: administering
10 a patient in need thereof a therapeutically effective amount of a compound of Claim 6 or a

pharmaceutically acceptable salt form thereof.

Claim 65. (New) A method according to Claim 64, wherein the thromboembolic disorder is
selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 66. (New) A method according to Claim 64, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial infarction, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,

peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
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arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embqlism,
kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or
other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (¢) hemodialysis,
or (f) other procedures in which blood is exposed to an artificial surface that promotes

thrombosis.

Claim 67. (New) A method for treating a thromboembolic disorder, comprising: administering
to a patient in need thereof a therapeutically effective amount of a compound of Claim 7 or a

pharmaceutically acceptable salt form thereof.

Claim 68. (New) A method according to Claim 67, wherein the thromboembolic disorder is
selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 69. (New) A method according to Claim 67, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial infarction, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,
peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embolism,
kidney embolism, pulinonary embolism, and thrombosis resulting from (a) prosthetic valves or
other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmor_lary bypass, () hemodialysis,
or (f) other procedures in which blobd is exposed to an artificial surface that promotes

thrombosis.
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Claim 70. (New) A method for treating a thromboembolic disorder, comprising: administering
to a patient in need thereof a therapeutically effective-amount of a compound of Claim 8 or a

pharmaceutically acceptable salt form thereof.

Claim 71. (New) A method according to Claim 70, wherein the thromboembolic disorder is
selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 72. (New) A method according to Claim 70 wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syhdrome, first myocardial infarcﬁori, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,
peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embolism,
kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or
other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (¢) hemodialysis,
or (f) other procedures in which blood is exposed to an artificial surface that promotes

thrombosis.

Claim 73. (New) A method for treating a thromboembolic disorder, comprising: administering
to a patient in need thereof a therapeutically effective amount of a compound of Claim 31 or a

pharmaceutically acceptable salt form thereof.

Claim 74. (New) A method according to Claim 73, wherein the thromboembolic disorder is

selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
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cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 75. (New) A method according to Claim 73, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial infarction, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,
peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
-arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embolism,
kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or
other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (¢) hemodialysis,
or (f) other procedures in which blood is exposed to an artificial surface that promotes

thrombosis.

Claim 76. New) A method according to Claim 73, wherein the thromboembolic disorder is an

acute coronary syndrome. -

Claim 77. (New) A method according to Claim 73, wherein the thromboembolic disorder is

stroke.

Claim 78. (New) A method according to Claim 73, wherein the thromboembolic disorder is deep

vein thrombosis.

Claim 79. (New) A method according to Claim 73, wherein the thromboembolic disorder is

pulmonary embolism.
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Claim 80. (New) A method for treating a thromboembolic disorder, comprising: administering
to a patient in need thereof a therapeutically effective amount of a compound of Claim 32 or a

pharmaceutically acceptable salt form thereof.

Claim 81. (New) A method according to Claim 80, wherein the thromboembolic disorder is
selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 82. (New) A method according to Claim 80, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial infarction, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,
peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embolism,
kidney embolism, pulmonary embolism, and throinbosis resulting from (a) prosthetic valves or
other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (¢) hemodialysis,
or (f) other procedures in which blood is exposed to an artificial surface that promotes .

thrombosis.

Claim 83. (New) A method according to Claim 80, wherein the thromboembolic disorder is an

acute coronary syndrome.

Claim 84. (New) A method according to Claim 80, wherein the thromboembolic disorder is

stroke.
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Claim 85. (New) A method according to Claim 80, wherein the thromboembolic disorder is deep

vein thrombosis.

Claim 86. (New) A method according to Claim 80, wherein the thromboembolic disorder is

pulmonary embolism.

Claim 87. (New) A method for treating a thromboembolic disorder, comprising: administering
to a patient in need thereof a therapeutically effective amount of a compound of Claim 33 or a

pharmaceutically acceptable salt form thereof.

Claim 88. (New) A method according to Claim 87, wherein the thromboembolic disorder is
selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 89. (New) A method according to Claim 87, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial infarction, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,
peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embolism,
kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or
other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (¢) hemodialysis,
or (f) other procedures in which blood is exposed to an artificial surface that promotes

thrombosis.
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Claim 90. (New) A method according to Claim 87, wherein the thromboembolic disorder is an

acute coronary syndrome.

Claim 91. (New) A method according to Claim 87, wherein the thromboembolic disorder is

stroke.

Claim 92. (New) A method according to Claim 87, wherein the thromboembolic disorder is deep

vein thrombosis.

Claim 93. (New) A method according to Claim 87, wherein the thromboembolic disorder is

pulmonary embolism.

Claim 94. (New) A method for treating a thromboembolic disorder, comprising: administering
to a patient in need thereof a therapeutically effective amount of a compound of Claim 34 or a

pharmaceutically acceptable salt form thereof.

Claim 95. (New) A method according to Claim 94, wherein the thromboembolic disorder is
~ selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of th_e

heart.
Claim 96. (New) A method according to Claim 94, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardiai infarction, recurrent
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myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,
peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
arterial. embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embolism,
kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or
other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (¢) hemodialysis,
or (f) other procedures in which blood is exposed to an artificial surface that promotes

thrombosis.

Claim 97. (New) A method according to Claim 94, wherein the thromboembolicrdisorder is an

acute coronary syndrome.

Claim 98. (New) A method according to Claim 94, wherein the thromboembolic disorder is

stroke.

Claim 99. (New) A method according to Claim 94, wherein the thromboembolic disorder is deep

vein thrombosis.

Claim 100. (New) A method according to Claim 94, wherein the thromboembolic disorder is

pulmonary embolism.

Claim 101. (New) A method for treating a thromboembolic disorder, comprising: administering
to a patient in need thereof a therapeutically effective amount of a compound of Claim 35 or a

pharmaceutically acceptable salt form thereof.
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Claim 102. (New) A method according to Claim 101, wherein the thromboembolic disorder is
selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 103. (New) A method according to Claim 101, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial infarction, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,
peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embolism,
kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or
other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (e) hemodialysis,
or (f) other procedures in which blood is exposed to an artificial surface that promotes

thrombosis.

Claim 104. (New) A method according to Claim 101, wherein the thromboembolic disorder is an

acute coronary syndrome.

Claim 10_5; (New) A method according to Claim 101, wherein the thromboembolic disorder is

stroke.
Claim 106. (New) A method according to Claim 101, wherein the thromboembolic disorder is

deep vein thrombosis.
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Claim 107. (New) A method according to Claim 101, wherein the thromboembolic disorder is

pulmonary embolism.

Claim 108. (New) A method for treating a thromboembolic disorder, comprising: administering
to a patient in need thereof a therapeutically effective amount of a compound of Claim 36 or a

pharmaceutically acceptable salt form thereof.

Claim 109. (New) A method according to Claim 108, wherein the thromboembolic disorder is
selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 110. (New) A method according to Claim 108, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial inférétion, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,
peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,
arterial embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral embolism,
kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or
other implants, (b) indwelling catheters, (c) stents; (d) cardiopulmonary bypass, (¢) hemodialysis,
or (f) other procedures in which blood is exposed to an artificial surface that promotes

thrombosis.

Claim 111. (New) A method according to Claim 108, wherein the thromboembolic disorder is an

acute coronary syndrome.
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Claim 112. (New) A method according to Claim 108, wherein the thromboembolic disorder is

stroke.

Claim 113. (New) A method according to Claim 108, wherein the thromboembolic disorder is

deep vein thrombosis.

Claim 114. (New) A method according to Claim 108, wherein the thromboembolic disorder is

pulmonary embolism.

Claim 115. (New) A method for treating a thromboembolic disorder, comprising: administering
to a patient in need thereof a therapeutically effective amount of a compound of Claim 37 or a

pharmaceutically acceptable salt form thereof.

Claim 116. (New) A method according to Claim 115, wherein the thromboembolic disorder is
selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers of the

heart.

Claim 117. (New) A method according to Claim 115, wherein the thromboembolic disorder is
selected from unstable angina, an acute coronary syndrome, first myocardial infarction, recurrent
myocardial infarction, ischemic sudden death, transient ischemic attack, stroke, atherosclerosis,
peripheral occlusive arterial disease, venous thrombosis, deep vein thrombosis, throxhbophlebitis,
arterial embolism, coronary artcrial thrombosis, cerebral arterial thrombosis, cereﬁral embolism,
kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or

other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (¢) hemodialysis,
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or (f) other procedures in which blood is exposed to an artificial surface that promotes

thrombosis.

Claim 118. (New) A method according to Claim 115, wherein the thromboembolic disorder is an

acute coronary syndrome.

»

Claim 119. (New) A method according to Claim 115, wherein the thromboembolic disorder is

stroke.

Claim 120. (New) A method according to Claim 115, wherein the thromboembolic disorder is

deep vein thrombosis.

Claim 121. (New) A method according to Claim 115, wherein the thromboembolic disorder is

pulmonary embolism.
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REMARKS
Status

Claims 1-8, 16-19, and 31-121 will be pending upon entry of the present amendments.
Support for the present amendments is inherent in the specification. Support for new Claims 31-
121 can be found as show in the following table. No new matter will be added upon entry of the

present amendments.

Claim Support

31 _ Example 18

32 Example 27 .
33 Example 28

34 : Example 32

35 : Example 33

36 Example 91

37 Example 108
38-51 Original Claim 16
52, 55, 58, 61, 64, 67,70, 73, 80, 87, 94, Original Claim 17
101, 108, 115

53,56, 59, 62, 65, 68, 71, 74, 81, 88, 95, Original Claim 18
102, 109, 116 |

54, 57, 60, 63, 66, 69, 72, 75-79, 82-86, 89- | Original Claim 19
93, 96-100, 103-107, 110-114, 117-121

Discussion

Tfle rejection of Claims 1-21 has been drawn to an improper Markush group has been
obviated by appropriate amendment. Applicants have now limited the Claims to thé elected
subject matter, as suggested by the Examiner. WithdraWal of this rejection is respectfully
requested.

In view of the foregoing, Applicants submit that the application is now in condition for

allowance. Early notification of such action is earnestly solicited. If the Examiner has any
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questions or believes further discussion will aid examination and advance prosecution of the
application, a telephone call to the undersigned is invited.

Respectfully submitted,

~ 4
Date: November 19, 2003 ﬂ,vg/ (ID% ’Z:/Zu(

Jing Belfield, Ph.D.
Agent for Applicant
Registration No. 45,914

Bristol-Myers SquibbCompany
Patent Department

P.O. Box 4000

Princeton, NJ 08543-4000

(609) 252-3791 (phone)

(609) 252-4526 (fax)
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Inventors, “Yun-Long Li, Wilmington DE (US); Wei Han, Yardley, PA (US);”
should be deleted.

COLUMN 174:

Line 24, “piperidinyl)phenyl-4,5,6,7-tetrahydro-1H-pyrazole-” should read BRSO
--piperidinyl)phenyl]-4,5,6,7-tetrahydro-1H- --; 5

Line 25, “[3,4-c]pyridine-3-caboxamide” should read --pyrazolo[3,4-c]pyridine-
3-caboxamide--;

Line 47, “CDCI3” should read --CHCl;--; and

Line 49, “CDCI3” should read --CHCl;--.

COLUMN 175:
Line 29, “1-(4-meyhoxyphenyl)-” should read --1 -(4¥methokypheny1)- -
COLUMN 237: 3

N——M, .
Lines 15-20, « \ » should read --ring M, including P;,

M, y

P,, M, and M,, is substituted with 0-2R® and is

Lines 22-23, “ring M, including P', P,, and M, and M, is substituted with 0-2
R’@ and is” should be deleted;

Lines 25-30, « ”* should read --ring P, including P,
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R13
P,, and P3, is -;

Line 33, “ring P, including P,, P,, and P5, is” should be deleted; and
Line 34, “P4 is —G; —G;” should read --M, is —A —B;
P4 is —G] —-G;--.

COLUMN 238:

Line 1, “S(O)?,” should read --S(O)p,--;

Line 33, “6 4-8 membered” should read --6 membered--; and

Line 34, “0-2 double bonds are” should read --0 double bond is--.
COLUMN 239:

Line 18, “NR*(O)NHR?,” should read --NR’C(O)NHR? --.
COLUMN 241:

Line 27, “(CR3R*),, C1,” should read --(CR*R**),,Cl,--.
COLUMN 242:

Line 21, “6;” should read --6; and--.
COLUMN 243:

Line 30, “CmCH2CH2CH3,” should read --CHzCHzCHzCH;;,--;

Line 38, “cinCH,CH,CH3,” should read --CH,CH,CH,CHj,--; and
Line 62, “benzyl” should read --benzyl,--. S
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COLUMN 244:

Line 10, “benzyl phenyl;” should read --benzyl, and phenyl;--; and
Line 51, “alkyl NR*SO,CF;,” should read --alkyl, NR>SO,CFs,--.

COLUMN 246:

Lines 20-30, « » should read -- -
CH3NH, CHoNH,
COLUMN 248:

NHy

NH,
Lines 1-5, « ’.")ﬁ;/\ » should read -- i -;
OQ P (o)

NH; NH2 _
Lines 10-15,“ N~ ” should read -- N - ' X - and
6§, 0 /i . .
NHo NH;
Lines 35-40, « ” should read -- , 2 -
X CH3NH, X CHaNH;

COLUMN 249:
g ”
. ) w0 ) — - .
Lines 5-10, CHoNH; should read CHoNHy
NH> NH;
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Lines 15-20, « * should read -- -
SOoNHy SO2NH2
=
Lines 25-30, [ | ” should read - N/ |
X SO,CH3 X SOzNHz
H
Line 35, « [/ | N« " should read -- --; and
. 7
Cl
Line 65, ~ | * should read --
[ “OO
S02Ch3 SOzCH3
COLUMN 251:
H - H
N N A N~
Lines 15-20, | > » should read -- RN R
H

H .
N N
Lines 2025, ] >~ ', " should read - \(\I//N --; and
N\/\// N/ A ,

H H
: _ 13 AN N\ »» i NS Y N -
Lines 25-30, | T should read m .
N N :

COLUMN 252:
NH» NH2
N N
The first row should read -- "“</N | P -

H
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9y NH; y NH;
Line 35,“ N N ”shouldread -- N N
74
L AL
/
COLUMN 253:

Line 41, “1-4 hetero” should read --1-4 hetero- --.
COLUMN 254:

Line 3, “R*” should read --R* --; and
Line 24, “C(O)R®” should read --C(O)R*--.

COLUMN 255:

Lines 15-20, “ f‘([j\ ” should read -- d -—; and
Line 65, “ \J:©/ ” should read --

COLUMN 256:

Line 5, o ~ »” should read -- 0 --; and

H2

H3N :
Line 15, ” should read -- -
NF NZ
N . x .

H2
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Lines 20-25, iDi » should read -- C@i - and
Line 65, “ ** should read -- l \
7

COLUMN 258:
Line 5, “ HN ” should be deleted; and _
‘ H
Line 25,« ™ ” should read -- N\ -
‘ N N
COLUMN 259:

Line 67, “CH,c(O)R?,” should be deleted.

COLUMN 261: R
N~ /N AN .
Lines 50-55, « A » should read -- . I _ --

COLUMN 262:

Line 34, “and is” should read --and is:--;
Line 35, “selected from the group:” should be deleted;
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[0}

2 ;
\N/U\ \N/k‘ \N))\’
Lines 37-42, « ’\/——n" |\/I ®* > should read -- UR" ;--; and
S

o
(o}
Lines 43-53,“ ™ 7 \")]W ” should be deleted.
~7 UR“

©

L_ge

\N |
? [

x
COLUMN 263:

Line 38, “S(0O),-phenyl” should read --S(O),-phenyl--; and
Line 43, “SO,NR?R?a.” should read --SO,NR?R?. --.

COLUMN 265:

F
\@\ [¢]
Lines 20-25, « N l
N
x

Line 30, “is selected from:” should read --is--;

Line 35, \O\ 1 » should be deleted: and
N

g

Line 66, “phenyl-4,5,6,7-tetrahydro-1H-pyrazole-[3,4-c]” should read
--phenyl]-4,5,6,7-tetrahydro-1H-pyrazolo-[3,4-c]--.

* should be deleted;
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COLUMN 266:

Lines 21-23, “1-(4-methoxyphenyl)-7-ox0-6-[4-(2-0x0-1(2H)-
pyridinyl)phenyl]-4,5,6,7-tetra hydro-1H-pyrazolo[3,4-c]pyridine-3-
carboxamide;” should be deleted;

Lines 27-29, “1-(4-methoxyphenyl)-6-(4-(2-oxo-1(2H)-pyridinyl)phenyl]-3-
(2-pyridinyl)-1,4,5,6-tetrahydro-7H-pyrazolo[3,4- -c|pyridin-7-one;”
should be deleted;

Lines 40-42, “1-(3-chlorophenyl)-7-ox0-6-[4-(2-0x0-1(2H)pyridinyl)phenyl]-
4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]pyridine-3-carboxamide;” ‘
should be deleted; .

Lines 49-51, “1-(4-methoxyphenyl)-7-o0x0-6-[4-(2-0x0-1(2H)-
pyridinyl)phenyl]-4,5,6,7-tetra hydro-1H-pyrazolo[3,4-c])pyridine-3-
carbonitrile;” should be deleted;

Lines 58-60, “1-(2,3-dihydro-1H-indol-6-yl)-6-[4-(2-0x0-1(2H)-
pyridinyl)phenyl]-3-(trifluoromethyl)-1,4,5,6-tetrahydro-7H-
pyrazolo[3,4-c]pyridin-7-one;” should be deleted; and

Lines 65-67, “1-(2,3-dihydro-1H-isoindol-5-yl)-6-[4- (2-oxo-2H-pyr1dm-

1-yl)phenyl}-3-trifluoromethyl-1,4,5,6- tetrahydropyrazolo[3 4-
c]pyridin-7-one;” should be deleted.

COLUMN 267:

Lines 4-15, “ethyl 1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0x0-1(2H)-
pyridinyl)phenyl}-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]pyridine-
3-carboxylate; 1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0x0-1(2H)-
pyridinyl)phenyl]-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]pyridine-
3-carboxylic acid; 1-(4-methoxyphenyl)-N,N-dimethy]1 - :
7-0x0-6-[4-(2-0x0-1(2H)-pyridinyl)phenyl]-4,5,6,7-
tetrahydro-1H-pyrazolo[3,4-c]pyridine-3-carboxamide;
N-({1-(4-methoxyphenyl)-7-0x0-6-[4-(2-0x0-1(2H)-

pyridinyl)phenyl]-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]pyridin-3-
yl} carbonyl)methanesulfonamide;” should be deleted;
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Lines 19-25, “1-(4-methoxyphenyl)-6-[4-(2-oxo-1(2H)-pyridinyl)phenyl]-3-
(1H-tetraazol-5-yl)-1,4,5,6,-tetrahydro-7H-pyrazolo[3,4-
c]pyridin-7-one;3-{4-[dimethylamino)methyl]-1,3-oxazol-2-yl}~
1-(4-methoxyphenyl)-6-[4-(2-oxo-1(2H)-pyridinyl)phenyl]-
1,4,5,6,-tetrahydro-7H-pyrazolo[3,4-cjpyridin-7-one;”
should be deleted;

Lines 32-40, “1-(4-methoxy-phenyl)-3-(4-methyl-oxazol-2-yl)-6-
[4-(2-0x0-2H-1-pyridin-1-yl)-phenyl]-1,4,5,6-tetrahydro-

pyrazolo[3,4-c]pyridin-7-one; 3-acetyl-1-(4-methoxy-phenyl)- 6- :
[4-(2-0x0-2H-pyridin-1-yl)-phenyl]-1,4,5,6-tetrahydro-
pyrazolo[3,4-c]pyridin-7-one; 3-(4,5-dihydro-1H-imidazo}-2-yl)-1-(4-
methoxy-phenyl)-6-[4-(2-oxo0-2H-pyridin-1-yl)-phenyl]-1,4,5,6-
tetrahydro-pyrazolo[3,4-c]pyridin-7-one;” should be deleted;

Lines 51-53, “3-hydroxymethyl-1-(4-methoxy-phenyl)-6-[4-(2-oxo-
2H-pyridin-1-yl)-phenyl]-1,4,5,6-tetrahydro-
pyrazolo[3,4-c]pyridin-7-one;” should be deleted;.

Lines 57-59, “3-(1-hydroxy-1-methyl-ethyl)-1-(4-methoxy-phenyl)-6-[4-
(2-oxo0-2H-pyridin-1-yl)-phenyl]-1,4,5,6-tetrahydro- .
pyrazolo[3,4-c]pyridin-7-one;” should be deleted,;

Line 61, “(2-oxopiperidin-1-yl)phenyl]-4,5,6,7-tetrahydro-1H-" should read
--(2-oxo-piperidin-1-yl)phenyl]-4,5,6,7-tetrahydro-1H- --; and

Lines 65-67, “2-dimethylamino-N- {l-(4-methoxyphenyl)-7- oxo-6 [4-(2-0x0-
2H-pyridin-1-yl)-phenyl]-4,5,6,7-tetrahydro-1H-
pyrazolo[3,4-c]pyridin-3-ylmethyl}acetamide;” should be deleted.

COLUMN 268:

Line 1, “N-{1-(4-methoxypheny!)-7-ox0-6-[4-(2-oxopiperidin-1-> should read
--N- {1-(4-methoxyphenyl)-7-ox0-6-[4-(2-oxo-piperidin-1- --;

Line 4, “N-{1-(4-methoxyphenyl)-7-ox0-6-[4-(2-oxopiperidin-1-" should read
--N-{1-(4-methoxyphenyl)-7-ox0-6-[4-(2-oxo-piperidin-1- --;

Lines 7-12, “N-hydroxy-3-{7-0x0-6-[4-(2-0x0-2H-pyridin-1-yl)-phenyl]-3- -
trifluoromethyl-4,5,6,7-tetrahydro-pyrazolo[3,4-c]pyridin-1-
yl}-benzamidine; N-methoxy-3-{7-0x0-6-[4- .
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(2-oxo-2H-pyridin-1-yl)-phenyl]-3-trifluoromethyl-4,5,6,7-
tetrahydro-pyrazolo[3,4-c]pyridin-1-yl} -benzamidine;”
should be deleted;

Line 14, “piperidinyl)phenyl]-4,5,6,7-tetrahydro-pyrazolo[3,4-c]” should read
--piperidinyl)phenyl]-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c}--;

Lines 22-27, “2-{7-0x0-6-[4-(2-0x0-2H-pyridin-1-yl)-phenyl]-3-
trifluoromethyl-4,5,6,7-tetrahydro-pyrazolo[3,4-c]pyridin-
1-yl}-benzenesulfonamide; N-acetyl-2-{7-ox0-6-[4-(2-0xo0-
2H-pyridin-1-yl)-phenyl]-3-trifluoromethyl-4, 5,6,7-
tetrahydro-pyrazolo[3,4-c]pyridin-1-yl}-benzenesulfonamide;”
should be deleted;

Line 30, “4-c]pyridin-7-one;” should read --4-c]pyridin-7-one; and--;

Lines 31-33, “1-(3-chloro-phenyl)-3-methanesulfonyl-6-[4-(2-ox0-2H-
pyridin-1-yl)-phenyl]-1,4,5,6- tetrahydro—pyrazolo[3 4- c]pyndm—
7-one;” should be deleted;

Line 36, “and,” should be deleted; and

Lines 37-39, “3-{7-0x0-6-[4-(2-0x0-2H-pyridin-1 -yl)-phenyl] 3-
trifluoromethyl-4,5,6,7-tetrahydro-pyrazolo[3,4-c]pyridin-1- yl}
benzamide;” should be deleted.

COLUMN 269:
Line 4, “phenyl-4,5,6,7-tetrahydro-1H-pyrazole-[3,4-c]” should read
--phenyl}-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]--.
Lines 7-12, claim 14 should be deleted; and
Lines 25-43, claims 17 to 19 should be deleted.
COLUMN 270:

Lines 9-12, claim 28 should be deleted; and
Lines 21-32, claims 31 to 33 should be deleted.
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CAOLUMN 273:
Lines 16-45, claims 62 to 68 should be deleted.
COLUMN 274:

Line 23, “arterial, embolism,” should read --arterial embolism,--;
Lines 38-67, claims 83 to 89 should be deleted.

COLUMNS 275-276: | Rl
Lines 1-32 and 1-30, respectively, claims 90 to 103 should be deleted.

COLUMN 276:

Line 31, add claims 104 to 118 as follows:
--104. A compound according to claim 13 is a crystalline compound.

105. A pharmaccutical composition, comprising: a pharmaceutically
acceptable carrier and a therapeutically effective amount of a compound of
claim 104.

106. A method for treating a thromboembolic disorder, comprising: . R A ':-,' L
administering to a patient in need thereof a therapeutically effective amount ofa SRR
compound of claim 104.

107. A method according to claim 106, wherein the thromboembolic
disorder is selected from the group consisting of arterial cardiovascular
thromboembolic disorders, venous cardiovascular thromboembolic disorders,
and thromboembolic disorders in the chambers of the heart.

108. A method according to claim 106, wherein the thromboembolic -,
disorder is selected from unstable angina, an acute coronary syndrome, first '
myocardial infarction, recurrent myocardial infarction, ischemic sudden death,
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transient ischemic attack, stroke, atherosclerosis, peripheral occlusive arterial
disease, venous thrombosis, deep vein thrombosis, thrombophlebitis, arterial
embolism, coronary arterial thrombosis, cerebral arterial thrombosis, cerebral
embolism, kidney embolism, pulmonary embolism, and thrombosis resulting
from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents,
(d) cardiopulmonary bypass, (€) hemodialysis, or (f) other procedures in which
blood is exposed to an artificial surface that promotes thrombosis.

109. A method according to claim 108, wherem the thromboembohc
disorder is an acute coronary syndrome.

110. A method according to claim 108, wherein the thromboembolic
disorder is stroke.

111. A method according to claim 108, wherein the thromboembolic
disorder is deep vein thrombosis.

112. A method according to claim 108, wherein the thromboembolic
disorder is pulmonary embolism.

113. A process for the preparation of the crystalline éompound .
according to claim 104, comprising recrystallization from isopropyl alcohol or
CHzClz/EtOAC

114. A process for the preparation of the crystalline compound
according to claim 104, comprising recrystallization from isopropyl alcohol.

115 A process for the preparation of the crystalline compound
according to claim 104, comprising recrystallization from CH,CL/EtOAc.

116. A compound according to claim 104 is prepared by a process
comprising recrystallization from isopropyl alcohol or CH,Cl,/EtOAc.

117. A compound according to claim 104 is prepared by a prdc&es
comprising recrystallization from isopropyl alcohol.
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118. A compound according to claim 104 is prepared by a process
comprising recrystallization from CH,Cl,/EtOAc.--.

Signed and Sealed this

Second Day of Deceinber, 2008 -

o W D)l

JON W. DUDAS
Director of the United States Patent and Trademark Office
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