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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:

1. Amendment filed November 19, 2003

2. Amendment filed September 16, 2004

2. Amendment filed September 22, 2004

3 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.

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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PR|NTER'STRIMLINE

UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

US 6,967,208 B2

DATED November 22, 2005

|NVENTOR(S) DONALD J. P. PINTO ET AL. Page 1 of 17

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

ON THE TITLE PAGE |75 |:

PATENT N0.

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

COLU1\/1N 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 --CHCI3--; and

Line 49, “CDCI3” should read --CHCI3--.

COLU1\/1N 175:

Line 29, “1-(4-meyhoXyphenyl)- ” should read --1-(4-methoXyphenyl)- --.

COLU1\/[N 237:

N—r\/I4

” should read --ring M, including P1, P2,
\

Lines 15-20, “

 MAILING ADDRESS OF SENDER: PATENT N0. US 6 967 208 B2

FITZPATRICK, CELLA, HARPER & SCTNTO
30 Rockefeller Plaza N0 °"add"- “Pies

New York, New York 10112-3801 @ 30¢ pe’ page
(212) 218-2100 - Telephone
(212) 218-2200 - Facsimile

:> E
Form PTO 1050 (Rev. 3-82) page 3
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

Staple
LIJ

Here E PATENT N0. : US 6,967,208 B2
Only! 2

E DATED : November 22, 2005
£0

E |NVENTOR(S) : DONALD J. P. PINTO ET AL. Page 2 of 17
E It is certified that error appears in the above-identified patent and that said Letters Patent is herebyD.

corrected as shown below:

M1, and M2, is substituted with 0-2R” and is

Lines 22-23, “ring M, including P1, P2, and M1, and M2 is substituted with 0-2 R1“

and is” should be deleted;

R18

Lines 25-30, “ ” should read --ring P, including P1, P2, and P3,

P4

Line 33, “ring P, including P1, P2, and P3, is” should be deleted; and

Line 34, “P4 is —G1 —G;” should read --M4 is —A —B;

P4 is —G1 —G;--.

 MAILING ADDRESS or SENDER: PATENT N0. Us 6 967 208 B2

FITZPATRICK, CELLA, HARPER & SCINTO _
30 Rockefeller Plaza N0 °‘'add''- 009'“

New York, New York 10112-3801 @ 30¢ Wage
(212) 218-2100 - Telephone
(212) 218-2200 - Facsimile

Form PTO 1050 (Rev. 3-82) page 4 :5 j
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

Staple
LIJ

Here E PATENT N0. : US 6,967,208 B2
Only! 2

E DATED : November 22, 2005
£0

E |NVENTOR(S) : DONALD J. P. PINTO ET AL. Page 3 of 17
E It is certified that error appears in the above-identified patent and that said Letters Patent is herebyD.

corrected as shown below:

COLU1\/[N 238:

Line 1, “S(O)P,” should read --S(O)P,--"
7

Line 33, “6 4-8 membered” should read --6 membered--; and

Line 34, “0-2 double bonds are” should read --0 double bond is--.

COLU1\/[N 239:

Line 18, “NR2°(O)NHR2,” should read --NR2C(O)NHR2,--.

COLUl\/IN 241:

Line 27, “(CR3R3“),1 Cl,” should read --(CR3R3*‘),1Cl,--.

COLUl\/IN 242:

Line 21, “6;” should read --6; and--.

COLUl\/IN 243:

Line 30, “CHZCHZCHZCH3,” should read --CHZCHZCHZCH3,--;

Line 38, “CHZCHZCHZCH3,” should read --CHZCHZCHZCH3,--; and

Line 62, “benzyl” should read --benzyl,--.

 MAILING ADDRESS or SENDER: PATENT N0. Us 6 967 208 B2

FITZPATRICK, CELLA, HARPER & SCINTO _
30 Rockefeller Plaza N0 °"add"- 009'“

New York, New York 10112-3801 @ 30¢ image
(212) 218-2100 - Telephone
(212) 218-2200 - Facsimile

Form PTO 1050 (Rev. 3-82) page 5 :5 j
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

Staple
LIJ

Here E PATENT N0. : US 6,967,208 B2
Only! 2

E DATED : November 22, 2005
£0

E |NVENTOR(S) : DONALD J. P. PINTO ET AL. Page 4 of 17
E It is certified that error appears in the above-identified patent and that said Letters Patent is herebyD.

corrected as shown below:

COLU1\/[N 244:

Line 10, “benzyl phenyl;” should read --benzyl, and phenyl;--; and

Line 51, “alkyl NR3SO2CF3,” should read --alkyl, NR3SO2CF3,--.

 

COLUl\/[N 246:

Lines 20-30, “ <5 ” should read -- --.
CH3NH2 CH2NH2

COLUl\/[N 248:

NH2 NH2

Lines 1-5, “ N / ” should read -- N /
I I

O \ O

NH2 NH2

Lines 10-15, “ N / ” should read -- N /
I I

O \ O

NH2 NH2

Lines 35-40,“ ” should read-- --.
\ CH3NH2 \ CH2NH2

MAILING ADDRESS OF SENDER: PATENT N0. US 6 967 208 B2

FITZPATRICK, CELLA, HARPER & SCINTO _
30 Rockefeller Plaza N0 °"add"- 009'“

New York, New York 10112-3801 @ 30¢ pe’ Page
(212) 218-2100 - Telephone
(212) 218-2200 - Facsimile

Form PTO 1050 (Rev. 3-82) page 5 :5 j
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

Staple
LIJ

Here E PATENT N0. : US 6,967,208 B2
Only! 2

E DATED : November 22, 2005
50

g |NVENTOR(S) : DONALD J. P. PINTO ET AL. Page 5 of 17
E It is certified that error appears in the above-identified patent and that said Letters Patent is herebyD.

corrected as shown below:

 

COLUl\/IN 249:

“W 00
Lines 5-10, “ \ CHZNH2” should read -- CHZNHZ --;

NH2 NH2

Lines 15-20, “ ” should read -- --;
SO2NH2 SO2NH2

/ /

Lines 25-30, “N i ” should read --N ‘ --;\ \

so2cH3 SOZNH2

H

N N N N

Line 35, “ / I \ ” should read -- ‘ \ --; and
\ / /

CI CI

Line 65, 1, » Should read ——
SO2Ch3 SO2CH3

COLUl\/IN 251:

H H

N N

Lines 15-20, “ 1 \ \ ” should read -- 1 \ --;
N / N / /

MAILING ADDRESS OF SENDER: PATENT N0. US 6 967 208 B2

FITZPATRICK, CELLA, HARPER & SCINTO
30 Rockefeller Plaza N0 °"add"- “Pies

New York, New York 10112-3801 @ 30¢ pe’ page
(212) 218-2100 - Telephone
(212) 218-2200 - Facsimile

Form PTO 1050 (Rev. 3-82) page 7 :> j
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

Staple
LIJ

Here E PATENT N0. : US 6,967,208 B2
Only! 2

E DATED : November 22, 2005
50

g |NVENTOR(S) : DONALD J. P. PINTO ET AL. Page 6 of 17
E It is certified that error appears in the above-identified patent and that said Letters Patent is herebyD.

corrected as shown below:

H

. \ N
Lrnes 20-25, “ \ ” should read -- ‘ --; and

N / / N
N

H

N

Lines 25-30, “ ‘N ” should read --\ --./

N

COLUl\/[N 252:

NH2 NH2

0

The first row should read -- </N I \ N F<\ --; and
N / /
H

NH2 NH
H H 2

. N \ N N \ N
Lrne 35, “ / ” should read -- I --.

/ \ /

COLUl\/[N 253:

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

 MAILING ADDRESS or SENDER: PATENT N0. Us 6 967 208 B2

FITZPATRICK, CELLA, HARPER & SCINTO
30 Rockefeller Plaza N0 °"add"- “Pies

New York, New York 10112-3801 @ 30¢ image
(212) 218-2100 - Telephone
(212) 218-2200 - Facsimile

Form PTO 1050 (Rev. 3-82) page 8 :> j
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

Staple
LIJ

Here E PATENT N0. : US 6,967,208 B2
Only! 2

E DATED : November 22, 2005
50

g |NVENTOR(S) : DONALD J. P. PINTO ET AL. Page 7 of 17
E It is certified that error appears in the above-identified patent and that said Letters Patent is herebyD.

corrected as shown below:

COLU1\/[N 254:

Line 3, “R4” should read --R4“,--; and

Line 24, “C(O)R°” should read --C(O)R2°--.

COLU1\/[N 255:

Lines 15-20, “é ” should read --gl --; andN \

\ NH2 N NH2
2NH NH2

Line 65, “ N / ” should read -- N / --.I I

O \ O

COLUl\/[N 256:

NH2

” should read -- N / --; and
I

O

 MAILING ADDRESS or SENDER: PATENT N0. Us 6 967 208 B2

FITZPATRICK, CELLA, HARPER & SCINTO
30 Rockefeller Plaza N0 °"add"- “Pies

New York, New York 10112-3801 @ 30¢ image
(212) 218-2100 - Telephone
(212) 218-2200 - Facsimile

Form PTO 1050 (Rev. 3-82) page 9 :> j
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

Staple
LIJ

Here E PATENT N0. : US 6,967,208 B2
Only! 2

E DATED : November 22, 2005
50

g |NVENTOR(S) : DONALD J. P. PINTO ET AL. Page 8 of 17
E It is certified that error appears in the above-identified patent and that said Letters Patent is herebyD.

corrected as shown below:

HQN NH2

Line 15,“ ” should read-- --;
\ F \ F

HZN NH2

Lines 20-25, “N/ ” should read --N/

\ \

H H
N N

/ ” should read --

\

COLUl\/[N 258:

NH2

Line 5, “  /” should be deleted; andHN

H H

' CC 77
Lrne 25, \ N should read -- / N --.

 MAILING ADDRESS or SENDER: PATENT N0. Us 6 967 208 B2

FITZPATRICK, CELLA, HARPER & SCINTO
30 Rockefeller Plaza N0 °"add"- “Pies

New York, New York 10112-3801 @ 30¢ image
(212) 218-2100 - Telephone
(212) 218-2200 - Facsimile

Form PTO 1050 (Rev. 3-82) page 10 :> j
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

Staple
LIJ

Here E PATENT N0. : US 6,967,208 B2
Only! 2

E DATED : November 22, 2005
£0

E |NVENTOR(S) : DONALD J. P. PINTO ET AL. Page 9 of 17
E It is certified that error appears in the above-identified patent and that said Letters Patent is herebyD.

corrected as shown below:

COLU1\/IN 2591

Line 67, “CH2c(O)R2",” should be deleted.

COLU1\/[N 261:

N / /N
Line 50-55, “ ” should read -- --.

\ \

COLU1\/[N 262:

Line 34, “and is” should read --and is:--;

Line 35, “selected from the group:” should be deleted;

O O \

Lines 37-42, “\N/H\ Mk ” should read --
jR4a jR4a

@ Q

0 O

\

N ?R4a \NJR
/ RI R4aLines 43-53, “ V ” should be deleted.

 MAILING ADDRESS or SENDER: PATENT N0. Us 6 967 208 B2

FITZPATRICK, CELLA, HARPER & SCINTO _
30 Rockefeller Plaza N0 01 add''- 009'“

New York, New York 10112-3801 @ 30¢ ‘Wage
(212) 218-2100 - Telephone
(212) 218-2200 - Facsimile

Form PTO 1050 (Rev. 3-82) page 11 :5 j
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

Staple
LIJ

Here E PATENT N0. : US 6,967,208 B2
Only! 2

E DATED : November 22, 2005
£0

E |NVENTOR(S) : DONALD J. P. PINTO ET AL. Page 10 of 17
E It is certified that error appears in the above-identified patent and that said Letters Patent is herebyD.

corrected as shown below:

COLU1\/[N 263:

Line 38, “S(O)p-phenyl” should read --S(O)2-phenyl--; and
Line 43, “SO2NR2R2a.” should read --SOZNRZRZ“.--.

COLU1\/[N 265:

F

0U 0
Lines 20-25, “ [S5 S5 ” should be deleted;1 N

\

\

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

 \ 0
Line 35, “ N ‘ ” should be deleted; and

\

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]--.

COLU1\/[N 266:

Lines 21-23 , “1-(4-methoXyphenyl)-7-oXo-6-[4-(2-oXo-1(2H)-pyridinyl)phenyl]-

4, 5,6,7-tetra hydro-1H-pyrazolo[3,4-c]pyridine-3 -carboxamidef’

should be deleted;

 MAILING ADDRESS or SENDER: PATENT N0. Us 6 967 208 B2

FITZPATRICK, CELLA, HARPER & SCINTO _
30 Rockefeller Plaza N0 01 add''- 009'“

New York, New York 10112-3801 @ 30¢ image
(212) 218-2100 - Telephone
(212) 218-2200 - Facsimile

Form PTO 1050 (Rev. 3-82) page 12 :5 j
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

Staple
LIJ

Here E PATENT N0. : US 6,967,208 B2
Only! 2

E DATED : November 22, 2005
50

g |NVENTOR(S) : DONALD J. P. PINTO ET AL. Page 11 of 17
E It is certified that error appears in the above-identified patent and that said Letters Patent is herebyD.

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-oXo-6-[4-(2-oXo-1(2H)pyridinyl)phenyl]-

4, 5,6,7-tetrahydro- lH-pyrazolo[3 ,4-c]pyridine-3 -carboxamide;”

should be deleted;

Lines 49-5 1, “1-(4-methoXyphenyl)-7-oXo-6-[4-(2-oXo-1(2H)-pyridinyl)phenyl]-

4, 5,6,7-tetra hydro-1H-pyrazolo[3 ,4-c]pyridine-3 -carbonitrile;”

should be deleted;

Lines 5 8-60, “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;” should be deleted; and

Lines 65-67, “1-(2,3 -dihydro-1H-isoindol-5-yl)-6-[4-(2-oXo-2H-pyridin-

1 -yl)phenyl] -3 -trifluoromethyl-1,4, 5 , 6-tetrahydropyrazolo [3 ,4-

c]pyridin-7-one;” should be deleted.

COLU1\/[N 267:

Lines 4- 1 5 , “ethyl 1-(4-methoxyphenyl)-7-oXo-6-[4-(2-oXo-1(2H)-pyridinyl)

phenyl] -4, 5 , 6, 7-tetrahydro- 1H-pyrazolo [3 ,4-c]pyridine-

3 -carboxylate; 1-(4-methoxyphenyl)-7-oxo-6-[4-(2-oxo-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-oXo-6-[4-(2-oXo-1(2H)-pyridinyl)phenyl]-4, 5 , 6, 7-

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

N-({ 1-(4-methoxyphenyl)-7-oXo-6-[4-(2-oXo-1(2H)-pyridinyl)

phenyl] -4, 5 , 6, 7-tetrahydro- 1H-pyrazolo [3 ,4-c]pyridin-3 -yl}

carbonyl)methanesulfonamide;” should be deleted;

 MAILING ADDRESS or SENDER: PATENT N0. Us 6 967 208 B2

FITZPATRICK, CELLA, HARPER & SCINTO
30 Rockefeller Plaza N0 °"add"- “Pies

New York, New York 10112-3801 @ 30¢ image
(212) 218-2100 - Telephone
(212) 218-2200 - Facsimile

Form PTO 1050 (Rev. 3-82) page 13 :> j
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Staple
Here

Only!

PR|NTER'STRIMLINE

UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

US 6,967,208 B2

DATED November 22, 2005

|NVENTOR(S) DONALD J. P. PINTO ET AL. Page 12 of 17

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

PATENT N0.

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-c]pyridin-7-one,”

should be deleted;

Lines 3 2-40, “1-(4-methoxy-phenyl)-3 -(4-methyl-oXazol-2-yl)-6-

[4-(2-oXo-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-oXo-2H-pyridin-1-yl)-phenyl]-1,4, 5 , 6-

tetrahydro-pyrazolo[3 ,4-c]pyridin-7-one,” should be deleted;

Lines 5 1-5 3 , “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 5 7-5 9, “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,” 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-oXo-6-[4-(2-oXo-

2H-pyridin-1-yl)-phenyl]-4, 5 ,6, 7-tetrahydro- 1H-pyrazolo [3 ,4-c]

pyridin-3 -ylmethyl } acetamidef’ should be deleted.

 MAILING ADDRESS OF SENDER: PATENT N0. US 6 967 208 B2

FITZPATRICK, CELLA, HARPER & SCINTO _
30 Rockefeller Plaza N0 °"add"- °°P'e3

New York, New York 10112-3801 @ 30¢ P6’ page
(212) 218-2100 - Telephone
(212) 218-2200 - Facsimile

:> R
Form PTO 1050 (Rev. 3-82) page 14
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PR|NTER'STRIMLINE

UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

US 6,967,208 B2

DATED November 22, 2005

|NVENTOR(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:

PATENT N0.

COLU1\/[N 268:

Line 1, “N-{ 1-(4-methoXyphenyl)-7-oXo-6-[4-(2-oXopiperidin-1- ” should read

--N-{ 1-(4-methoxyphenyl)-7-oXo-6-[4-(2-oXo-piperidin-1- --;

Line 4, “N-{ 1-(4-methoXyphenyl)-7-oXo-6-[4-(2-oXopiperidin-1- ” should read

--N-{ 1-(4-methoxyphenyl)-7-oXo-6-[4-(2-oXo-piperidin-1- --;

Lines 7- 12, “N-hydroxy-3 -{7-oXo-6-[4-(2-oXo-2H-pyridin-1-yl)-phenyl]-3 -

trifluoromethyl-4, 5,6,7-tetrahydro-pyrazolo[3 ,4-c]

pyr1din-1-yl}-benzamidine; N-methoxy-3 - { 7-oXo-6- [4-

(2-oXo-2H-pyridin-1-yl)-phenyl]-3 -trifluoromethyl-4, 5 ,6, 7-

tetrahydro-pyrazolo [3 ,4-c]pyridin-1-yl}-benzamidinef’

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-oXo-6-[4-(2-oXo-2H-pyridin-1-yl)-phenyl]-3 -

trifluoromethyl-4, 5 , 6, 7-tetrahydro-pyrazolo [3 ,4-c]pyridin-

1-yl}-benzenesulfonamide; N-acetyl-2- { 7-oxo-6-[4-(2-oxo-

2H-pyridin-1-yl)-phenyl]-3 -trifluoromethyl-4, 5 , 6, 7-

tetrahydro-pyrazolo [3 ,4-c]pyridin- 1 -yl } -benzenesulfonamidef’

should be deleted;

Line 3 O, “4-c]pyridin-7-one; should read --4-c]pyridin-7-one; and--;

Lines 3 1-3 3 , “1-(3 -chloro-phenyl)-3 -methanesulfonyl-6- [4-(2-oXo-2H-

pyr1din-1-yl)-phenyl]- 1,4, 5 , 6-tetrahydro-pyrazolo [3 ,4-c]

pyridin-7-one,” should be deleted;

Line 3 6, “and,” should be deleted; and

Lines 3 7-3 9, “3 -{7-oXo-6-[4-(2-oXo-2H-pyridin-1-yl)-phenyl]-3 -trifluoromethyl-

4, 5,6, 7-tetrahydro-pyrazolo [3 ,4-c]pyridin-1-yl}-benzamidef’
should be deleted.
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

Staple
LIJ

Here E PATENT N0. : US 6,967,208 B2
Only! 2

E DATED : November 22, 2005
£0

E |NVENTOR(S) : DONALD J. P. PINTO ET AL. Page 14 of 17
E It is certified that error appears in the above-identified patent and that said Letters Patent is herebyD.

corrected as shown below:

COLU1\/IN 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.

COLU1\/IN 270:

Lines 9-12, claim 28 should be deleted; and

Lines 21-32, claims 31 to 33 should be deleted.

COLU1\/IN 273:

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

COLU1\/IN 274:

Line 23, “arterial, embolism,” should read --arterial embolism,--;

Lines 38-67, claims 83 to 89 should be deleted.

COLU1\/[NS 275-276 :

Lines 1-32 and 1-30, respectively, claims 90 to 103 should be deleted.

 MAILING ADDRESS or SENDER: PATENT N0. Us 6 967 208 B2

FITZPATRICK, CELLA, HARPER & SCINTO _
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

US 6,967,208 B2

DATED November 22, 2005

|NVENTOR(S) DONALD J. P. PINTO ET AL. Page 15 of 17

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

PATENT N0.

COLU1\/[N 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 claim
1 O4.

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, (c) stents,

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

blood is exposed to an artificial surface that promotes thrombosis.

 MAILING ADDRESS OF SENDER: PATENT N0. US 6 967 208 B2

FITZPATRICK, CELLA, HARPER & SCINTO
30 Rockefeller Plaza N0 °"add"- “Pies

New York, New York 10112-3801 @ 30¢ pe’ page
(212) 218-2100 - Telephone
(212) 218-2200 - Facsimile

:> E
Form PTO 1050 (Rev. 3-82) page 17



Page 18

UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION
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Here E PATENT N0. : US 6,967,208 B2
Only! 2

E DATED : November 22, 2005
50

g |NVENTOR(S) : DONALD J. P. PINTO ET AL. Page 16 of 17
E It is certified that error appears in the above-identified patent and that said Letters Patent is herebyD.

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

CH2Cl2/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 CH2Cl2/EtOAc.

116. A compound according to claim 104 is prepared by a process

comprising recrystallization from isopropyl alcohol or CHZCIZ/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

 MAILING ADDRESS or SENDER: PATENT N0. Us 6 967 208 B2
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corrected as shown below:

comprising recrystallization from CH2Cl2/EtOAc.--.
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UNITED STATES PATENT AND TRADEMARK OFFICE UNITED STATES DEPARTMENT OF COMMERCE
United States Pnlcnt and Trademark Office
Addxss: COMMISSIONER FOR PATENTSP.0. Box I450 Alexandria. Virginia 22313-1450www.uspuxgov

10/245,122 09/17/2002 V Donald LP. Pinto PH-7398 6370

23°” 759° °W°°5
STEPHEN B. DAVIS _ KIFLE, Iskucx
BRISTOL-MYERS SQUIBB COMPANY .
PATENT DEPARTMENT ’
P 0 BOX 4000 ' 1524
PRINCETON, NJ 085434000 DATE MAILED: 08/17/2005

Please find below and/or attached an Office communication concerning this application or proceeding.
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UNITED STATES DEPARTMENT OF COM1\'IERCE

U.S. Patent and Trademark Office
Add&: CDMMISSIONER FOR PATENTS

P.O. Box1450

Alexandria, Virginia 22313-1450

APPLICATION N0.! FILING DATE FIRST NAMED INVENTORI ATTORNEY DOCKET NO.
CONTROL N0. PATENT IN REEXAMINATION

ART UNIT ' PAPER

20050816

 

DATE MAILED:

Please find below andlor 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 (OEPE) for issuance of a corrected filing receipt, and
correction of Office records to reflect the inventorship as corrected.

5%
Bruck Kifle, Ph. .
Primary Examiner
Art Unit: 1624

PTO-90C (Rev.O4-03)
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UNITED STATES PATENT AND TRADEMARK OFFICE IV:
UNITED STATES DEPARTMENT (IF ('()I\’IMER(‘|<'
United States Patent and Trademark om“
Address: COMMISSIONER FOR PA'I'I1NISP.0 Box I450

AlI:7.aiulim, Virginia 223 I 34 450WWW USDIO ZUV
 

NOTICE OF ALLOWANCE AND FEE(S) DUE

BRISTOLMYERS SQUIBB COMPANY KIFLE,BRUCK
PATENT DEPARTMENT

PO. BOX 4000
PRINCETON, NJ 08543-4000 1624

DATE MAILED: I0/I 3/2004

 
APPI.lC/\Tl()N N0. FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION N()

I0/245,122 O9/I 7/200?. Donald .I.P. Pinto PI-I-7398 6870
TITLE OF INVENTION. LAC‘TAM~CONTAINING COMPOUNDS AND DERIVATIVES THEREOF AS FACTOR XA INHIBITORS

    
APPLV TYPE

nonprovisional

DATF. DLF,

NO 340 $0 $40 0 III 3/2005

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

BRQSELIHJQN Q11 IRE MERIIS IS CLQSEI2. THIS NOTICE OF ALLOWANCE Is NOT A GRANT OF PATENT RIGIITS.
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.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID VVITHIN THREE MflNTfl§ FROM THE
MAILING DATE OF TIIIS NOTICE OR THIS APPLICATION SIIALL BE REGARDED AS ABANDONED. THIS
STATUTORY [E3152]; §Am1(n BE EXIENILED. SEE 35 USC. 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 WILL
BE REGARDED AS ABANDONED.

HOW TO REPLY TO THIS NOTICE:

I. Review the SMALL ENTITY status shown above.

If the SMALL ENTITY is shown as YES, verify your current If the SMALL ENTITY is shown as NO:
SMALL ENTITY status:

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

B. If the status above is to be removed, check box 5b on Part B - B. If applicant claimed SMALL ENTITY status before. or is now
Fee(s) Transmittal and pay the PUBLICATION FEE (if required) claiming SMALL ENTITY status, check box 5a on Part B - Fee(s)
and twice the amount of the ISSUE FEE shown above, or Transmittal and pay the PUBLICATION FEE (if required) and 1/2

the ISSUE FEE shown above.

11. PART B - FEEI S) TRANSMITTAL should be completed and rctumed 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 are charging the fcc(s) to your deposit account, section "4b" of Part B - Fcc(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 issuance 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 I of 4

PTOL-85 (Rev. 09/04:) Approved for use through 04/30/2007.
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PART B - FEE(S) TRANSIVIITTAL

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

or in (703) 746-4000 

INSTRUCTIONS: This form should he used for transmitting the ISSUF. FEE and PIJBLICATION FEE (it rcqiiircd), Blocks I through 5 should be completed where
a rupriate. All further correspondence including the Patent, advance orders and notification of maintcnancc fees will be mziiled to the current coircs onileticc address as
in icatcd unless corrected below or directed otherwise in Block I, by (a) specifying a new correspondence address: andlor (b) indicating a separate " EE ADDRESS” formaintenance fee notifications.

(‘I‘RRFNT(‘0RRFSP(iNDFN('F ADDRFSS(Nnti: ll.L- Rlockl l'iir;inyt~li;ingt- afaddressl Note. A “unit-Wale flf mum” can only be used for domcmic mamngfi of mc
Fcc( s) Transmittal. This eerti icate cannot be used for any other accompanying

papers. Each additional paper, such as an assignment or formal drawing. must24343 ":90 to/13/Z004 ave its own ccriificiiic of mailing or transmission.

BRISTOL-MYERS SQUIBB COMPANY Certificate of Mailing or Transmission. , I hcreb c‘rtif' that th s Fcc s Trans ’ttal 's hci d ‘t d ‘th th U ‘I cl

PATENT DEPARTMENT States nsial LCIVICC wiilh siii icicm prgdtagel for finrgt celggsslrriairiii an ccnvenlbgc
P.O. BOX 4000 addressed to the Mail Sto ISSUE FEE address above, or being facsimile

v transmitted to the IXSPTO ( 03) 746-4000, on the date indicated below.

 
 

(Signature)
( Date)

APPl,lC‘ATlO.\’ NU FILING DATE FIRST NAMED INVENTOR ATTORNEY DOCKET NO. CONFIRMATION NO.
 I0/245,l22 ()9/17/2002 Donald .l,P. Pinto Pll-7398 6870

TITLE UF INVE.\ll‘l0N: LAC'I‘AM-CONTAINING COMPOUNDS AND DERIVATIVES THEREOF AS FACTOR XA INIIIBITORS

  
APPLN. TYPI: SMALL ENTITY ISSUE FEE PUBLICATIOIN Fl:'E TOTAL l‘EE('S) DUE DATE DUE

.\‘O . $40 50 S40l‘lOl'lpl’0VlS |0l'|3l 01/I3/2005

EXAMINER ART UNIT CLASS-SUIJCLASS

KIFLE, BRUCK I624 SM-212080

1. Chan c ofcorrcspondcnee address or indication of "Fee Address" (37 2. For printing on the patent from pzigc, list

(TR 1' 63)‘ (1) the names of up to 3 rcgistcrcd patcm utlomcys 'i——————-—jv:——
:l Chan e otcorres ondcncc address (or Change of Correspondence or agents OR, alternatively.
Addlc-53 0”" PTO/» /I 27-) 5m3‘3I‘Cd- (3) the namc of-a singic firm (having as 3 mcmbc, 3 2 %
Cl "Fee Addicss" indication (oi "Fee Address" Indication form |’¢8iS!°|‘°d ?m01TlC)’ 01’ 380'“) and ‘I19 “M995 (‘I “P ‘0
PTO/SB/47; Rev 0302 or more recent) attached. Use ofa Customer "08'5‘°l‘Cd P3[°"_t 3“°”‘?)’‘ 91' 389"“ H W‘ "amc '5 3
Number is required, listed. [10 name will l)C primed. ' ‘A 

3. ASSIGNEE NAME AND RESIDENCE DATA TO BE PRINTED ON T}IE PATENT (print or type)

PLEASE NOTE: Unless an assifnee is identified below, no assigncc data will appear on the patent. If an assigncc is identified below, the document has been filed forrecortlation as set forth in 37 CF 3.11. Completion of this form is NOT a substitute for filing 2ll'l assignment.

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

Please check the appropriate assignee category or categories (will not be printed on the patent) : l:.l Individual D Corporation or other private group entity D Government
4a. The following l'ec(s) are enclosed: 4b. Payment of Fec(s):

3 Issue Fcc Cl A check in the amount of the fce(s‘t IS enclosed.

3 Publication Fee (No small entity discount permitted) D Payment by credit card. Form PTO-2038 is attached.
:l Advance Order - #01" Copies D The Director is hereby authorized by charge the required fec(s), or credit any eve ayment, toDeposit Account Number (enclose an extra copy of this form .

5. Change in Entity Status (from status indicated above)

3 a. Applicant claims SMALL ENTITY status. See 37 CFR 1.27. Cl b. Applicant is no longer claiming SMALL ENTITY status. Sec 37 CFR l.27(g)(2). 

The Director of the USPTO is requested to apply the Issue Fee and Publication Fee (ifany) or to rc~ap‘p|y any previously paid issue fee to the application identified above.NOTE: The Issue Fee and Publication Fee ( i required) will not he accepted from anyone other than t e applicant; a registered attorney or agent; or the assigncc or other party in
interest as shown by the records of the United States Patent and Trademark Office. 

Authorized Signature Date _

Typed or printed name Registration No.

This collection of information is required by 37 CFR 1.31 l. The inforrnation is re uired 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 (I S (7 I22 and T7 CFR I I4. T(I'tiS collection is estimated to take 12 minutes to complete, including galhcringtprcparing, andsubmitting the cuiiipletcd application form to the USPTO. Time will vat dc ciidiii upon the intlividuzil Luau. Atty eoniiiictits on the amount of time you require to complete
this form and/or su gestions for reducing this burden, should be sent to tde C ief In orrnation Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce, PO.Box 1450, Alexan mi, Vir inia 22313-I450. DO NOT SENT) FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, R0. Box 1450,
Alexandria. Virginia 2231 -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 use through 04/30/2007. OMB 0651-0033 US. Patent and Trademark Office; US. DEPARTMENT OF COMMERCE
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UNITED STATES PATENT AND TRADEMARK OFFICE 
LI:‘{lTED STATES DEI’.-\KTVl ENT (IF ('( )M M I'IR(‘|(United States Patent and Trademark om“
r\lItlfL')':' COMMISSIONER FOR PAT I‘ N I 5PO. Box H50

Alcxandua. Virginia 223! Ilvl -150vwvw uSpl0.gt)\'

I APPLICATION NO. I l'll.|N(j DA I E: -1 FIRST NAMED lNVhN TOR I ATTORNEY DOCKET Nflj (‘UNl-ll(MA l IUN N() I6870

 
I0/245,122 09/I 7/2002 Donald .I.P. Pinto PH—73‘)8

24343 7390 .0/13/2t)()4
BRISTOL-MYERS SQUIBB COMPANY KIFLE, BRULK
PATENT DEPARTMENT

PO. BOX 4000
PRINCETON, NJ 08543-4000 1624

DATE M AILED: I0/13/2004

Determination 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.

Page 3 of 4
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UNITED STATES PATENT AND TRADEMARK Omrju
UNITED STATES DEPARTVII-‘.NT OF COMMERCE
United States Patent and Trldcnjark ()l'|'u;¢Address COMMISSIONER FOR Pl\‘l'FVl'SP.O Box 1450

Alexandria. Virginia ZZ3I.H~l_iuw»\w.u<pro.go\'  
 

Al TURN1',V Dtlt Kl-jl NO.
 

(,‘ONF|RVlATl()N NO
| APPLICATXON N0. fll,lN(v DATE T FIRST NAMED lNVE\"l'OR

l0/245,122 09/17.12002 Donald .l.P. Pinto l-‘ll-7398 6370

BRISTOL-MYERS SQUIBB COMPANY KIFLLBRUCK
PATENT DEPARTMENT

PO. BOX 4000
PRINCETON, NJ 08543-4000 1614

DATE MAll.F.D: 10/l "4/2004

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. E Revision 0_f Patent _l7_e_e_§ f_or Fiscal fig _2_(_)0j; fly fie, 69 Fed. Reg. 52604,
52606 (May 10, 2004).

The current fee schedule is accessible from WEB site (http://www.uspto.gov/main/howtofeeshtm).

If the fee paid is the amount shown on the "Notice ofAllowance 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 ofa "Notice of Pay Balance oflssue Fee," ifthe 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 I, 2004), the
issue fee paid should be the fee that is required at the time the fee is paid. E Manual o_f Patent Examining Procedure
(MPEP1, 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 to 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. 5;; MPEP Section 1308.01.

Effective October 1. 2004, 37 CFR 1.18 is amended by revising paragraphs (a) through (c) to read as set forth below.

Section 1.18 Patent post allowance (including issue) fees.

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

By a small entity (Sec. l.27(a)) .................... .. $685.00
By other than a small entity....................... .. $1,370.00

(b) Issue fee for issuing a design patent:
By a small entity (Sec. l.27(a)) .................... .. $245.00
By other than a small entity.......................... .. $490.00

(c) Issue fee for issuing a plant patent:
By a small entity (Sec. l.27(a)) .................... .. $330.00
By other than a small entity.......................... .. $660.00

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.

Page 4 of 4
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Application No. AppIicant(s)

_ _ _ 10/245,122 _ Z PINTO ET AL.

Notice ofAllowabrlrty Examine, Art unit UBruck Kifle, Ph.D. 1624

-- The MAILING DA TE 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 . E This communication is responsive to amendments filed 9/16/04 and 9/22/04.

2. E The allowed claim(s) islare 1-8 16-19 31 33 34 38-45 47 48 52-79 87-100 and 122-136.
 

3. D The drawings filed on are accepted by the Examiner.

4. E] Acknowledgment is made of a claim forforeign priority under 35 U.S.C. § 119(a)-(d) or (f).
a) C] All b) E] Some‘ c) E] None of the:

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

2. D Certified copies of the priority documents have been received in Application No.i

3. El 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. [:1 A SUBSTITUTE OATH OR DECLARATION must be submitted. Note the attached EXAM|NER'S AMENDMENT or NOTICE OF
INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oath or declaration is deficient.

6. E] CORRECTED DRAWINGS ( as “replacement sheets") must be submitted.

(a) E] including changes required by the Notice of Draftsperson’s Patent Drawing Review ( PTO-948) attached

1) E] hereto or 2) [I to Paper No./Mail Date_

(b) [:1 including changes required by the attached Examiner's Amendmentl Comment or in the Office action of
Paper No./Mail Date_

Identifying inclicla 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 CFR1.121(d).

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

Attachment(s)
1. El Notice of References Cited (PTO-892) 5. E] Notice of Informal Patent Application (PTO-152)

2. El Notice of Draftperson's Patent Drawing Review (PTO-948) 6. El Interview Summary (PTO-413).
Paper No./Mail Date .
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Date of Deposit .  
EL983 l50226US

Express Mail Label Number

  

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re application of: D. Pinto et al. Examiner: Kifle, B.

5‘ Serial No.: 10/245,122 Group Art Unit: 1624

‘\ I Filed: September 17, 2002 Confirmation No. 6870
I For: LACTAM-CONTAINING COMPOUNDS AND DERIVATIVES THEREOF ASA

FACTOR XA INHIBITORS

Commissioner for Patents

PO. Box .1450 .

Alexandria, VA 22313-1450

Dear Sir:

I PETITION AND FEE DELETING CORRECTLY NAMED PERSONS WHO ARE NOT

INVENTORS 01? 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-—iclentified 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 JBIILINIIII 00000094 193880 10245122
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Amendment

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    
  Jin Belfi d, .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

EL983 l50053US
. 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

Filed: September 17, 2002 Confirmation No. 6870

For: LACTAM-CONTAINING COMPOUNDS AND DERIVATIVES THEREOF AS

FACTOR XA INHIBITORS

Mailstop: Amendment
Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-I450

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)+

f0l‘ C27H25N4O5
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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 P1, P2, and P3, is P4 ;

M4 is —A—B;_

P4 lS -G1-G;
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G is a group of Formula Ha or IIb:

Ha Hb

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

1-2 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 1-2 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 I

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, C1_4 alkyl, F, Cl, Br, I, OH, OCH3, OCHZCI-I3, OCH(CH3)2,

OCHZCHZCH3, CN, C(=NR8)NR7R9, NHC(=NR3)NR7R9, ONHC(=NR8)NR7R9,

NR3CH(=NR7), NH2, NH(C;_3 alkyl), N(C1_3 alkyl)2, C(=NH)NH2, CHZNHZ,

CH2NH(C1_3 alkyl), CH2N(C1-3 alkyl)2, CH2CH2NH2, CH2CH2NH(C1_3 alkyl),
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CH2CH2N(C1_3 a1ky1)2, (CR3R9)tC(O)H, (CR3R9)tC(O)R2C, (cR8R9),NR7R8,

(CR8R9),C(O)NR7R8, (CR3R9)[NR7C(O)R7, (CR8R9)tOR3, (cR8R9),s(o)pNR7R8,

(CR3R9)tNR7S(O)pR7, (CR3R9)[SR3, (CR8R9)tS(O)R3, (CR3R9)tS(O)2R3, and OCF3;

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

methylenedioxy or ethylenedioxy;

A is selected from:

C3- 10 carbocycle substituted with 0-2 R4;

B is ; 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; i

Q] is C=O;

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 R4“;

X is absent;

G1 is absent or is selected from (CR3R33)1_5, (CR3R3a)0_2CR3:CR3(CR3R3“)d_2,

(CR3R3a)Q_2CEC(CR3R3a)0_2, (CR3R3a)uC(O)(CR3R3a)w, (CR3R33)uC(O)O(CR3R33)w,

(CR3R33)uOC(O)(CR3R33)w, (CR3R33)uO(CR3R3"=‘)w, (CR3R3a)uN3b(CR3R33)w,

(CR3R3a)uC(O)N3b(CR3R3a)w, (CR3R33)uN3bC(O)(CR3R3a)w,

(CR3R3a)uOC(O)N3b(CR3R3a)w, (CR3R3a).,N3bC(o)o(CR3R3a)w,

(CR3R3a)uN3bC(Q)N3b(CR3R3a)w, (CR3R3a)UN3bC(S)N3b(CR3R3a)w,
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(CR3R3a)uS(CR3R3a)w, (cR3R3a)us(o)(cR3R3a)w, (CR3R3a).,S(O)2(CR3R33)w,

(CR3R3a)uS(O)N3b(CR3R3a)w, (CR3R3a)uN31’S(O)2(CR3R3a)w,

(CR3R3a)uS(O)2N3b(CR3R3a)w, (CR3R33)uN3bS(O)2N3b(CR3R3a)w,

(CR3R33)uNR3e(CR3R33)w, (CR3R33)uC(O)(CR3R33).,C(O)(CR3R3a)w,

(CR3R3a)uNR31’(CR3R3a)uC(O)NR3'3(CR3R3*‘)w,

(CR3R3a).,NR3bC(0)(cR3R3a)uC(o)(CR3R3a)w,

(CR3R3a).,C(O)(CR3R3a).,C(O)NR3b(CR3R3a)w,

(CR3R3a)uNR31’C(O)(CR3R3“)uC(O)NR313(CR3R3a)w, I

(CR3R3a)uS(O)NR313C(O)(CR3R33)w, (CR3R33)uC(O)NR31’S(O)2(CR3R3a)w, and

(CR3R3a)uS(O)2NR31’C(O)NR3bCR3R33)w, wherein u + w total 0, 1, 2, 3, or 4, provided

that G1 does not form an N—S, NCH2N, NCHZO, or NCH2S bond with either group to

which it is attached;

R13, at each occurrence, is selected from H, -(CR3R3a)1--R11’, —(CR3R33),-CR3R1'—‘R1'v‘,

—(CR3Ri3a),-O—(CR'3R39)r—R11’, —c2_6 alkenylene—R11’,-C2_6 alkynylene-R113,

—(CR3R33),—C(=NR11’)NR3R1 1’, NR3CR3R3aR1 0, OCR3R3aR1°, SCR3R3aR1°,

NR3(CR3R3a)2(CR3R3a)[R11’, C(O)NR2(CR3R3a)2(CR3R3a)tR11’,

CO2(CR3R3a)2(CR3R33)tR11’, O(CR3R3a)2(CR3R33)tR11’, S(CR3R3a)2(CR3R3a)tR1b,

S(O)p(CR3R33)rR1d, O(CR3R33),R1d, NR3(CR3R3a),R1d, ~OC(O)NR3(CR3R3a),R1d,

NR3C(O)NR3(CR3R3a),R1<1, NR3C(O)O(CR3R3a),R1d,and NR3C(O)(CR3R33),R1‘1,

provided that R13 forms other than an N—halo, N—S, 0-0, or N—CN bond;

alternatively, when two R13 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 R41’ and 0-3 ring double bonds;
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Rib is selected from H, C1-3 alkyl, F, Cl, Br, 1, -CN, -N02, -CHO, (CF2)rCF3, (cR3R3a),oR2,

NR2R2a, C(o)R2b, CO2R2b, oc(o)R2, (CF2),CO2R23, s(o),,R2b, NR2(CH2),OR3,

c(=NR2c)NR2R2a, NR2c(o)R2b, NR2C(O)NHR2, NR2c(o)2R2a, oc(o)NR2R2a,

c(o)NR2R2a, C(O)NR3(CH2),OR3’-, SO2NR2R7-a, NR2SO2R2, C(o)NR2so2R2, C3-5

carbocycle substituted with 0-2 R4b, and 5—l0 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 R4‘), provided that R15 forms other than an 0-0, N—halo, N-S, or

N—CN bond;

R10 is selected from H, CH(CH2OR2)2, c(o)R2c, c(o)NR2R2a, s(o)R2, S(O)2R2, and

SOgNR3R2a;

Rld is selected from C3_(, carbocycle substituted with 0-2 R41’ 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 R” forms other than an

N-S bond;

R2, at each occurrence, is selected from H, CF3, C1-5 alkyl, benzyl, —(CH2),-C340 carbocycle

substituted with 0-2 R41’, and -(CH2),-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 R45;

R23, at each occurrence, is selected from H, CF3, C1_5 alkyl, benzyl, -(CH2)r-C3-10 carbocycle

substituted with 0-2 R4‘), and —(CHg),-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 R4”;
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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; ‘

R21’, at each occurrence, is selected from CF3, C1_4 alkoxy substituted with 0-2 R4b, C1_5 alkyl

substituted with 0-2 R4b, —(CH2),—C3_10 carbocycle substituted with 0-2 R4‘), and

-(CH2),-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 R4‘);

R2“, at each occurrence, is selected from CF3, OH, C1_4 alkoxy, C1_5 alkyl, -(CH2),-C3_10

carbocycle substituted with 0-2 R4b, and -(CH2)r-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 R41’;

R3, at each occurrence, is selected from H,gCH3, CHQCH3, CHZCHZCH3, CH(CH3)2,

CHZCHZCHZCH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl, and phenylg

R33, at each occurrence, is selected from H, CH3, CHZCH3, CHZCHZCH3, CH(CH3)2,

CHZCHZCHZCH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl, and phenyl;

alternatively, R3 and R33, 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 R33 are attached, and 0-1 additional

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

R3‘), at each occurrence, is selected from H, C1_5 alkyl substituted with 0-2 R13, C2_5 alkenyl

substituted with 0-2 R1“, C245 alkynyl substituted with 0-2 R1“,
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-(C04 alky])—5-l0 membered carbocycle substituted with 0-3 R1“, and —(Co_4 alkyl)— 5-10

membered heterocycle substituted with 0-3 R1“ and consisting of: carbon atoms and 1-4

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

R39‘, at each occurrence, is selected from CH3, CH2CH3, CHZCHZCH3, CH(CH3)2,

CHZCHZCHZCH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3,benzy1, and phenyl;

R3‘1, at each occurrence, is selected from H, CH3, CH2CH3, CH2CH2CH3, CH(CH3)2,

CHZCHZCHZCH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C1_4 alkyl—phenyl, and C(=O)R3C'
u

R36, at each occurrence, is selected from H, SO2NHR3, S02l\IR3R3, C(0)R3, C(O)NHR3,

C(O)OR3f, S(O)R31, S(O)2R3f, C1_6 alkyl substituted with 0-2 R13, C2_6 alkenyl

substituted with 0-2 R13, C2_6 alkynyl substituted with 0-2 R1“, -(C0_4 a1ky1)—5-10

membered carbocycle substituted with 0-3 R13, and —(CQ_4 alkyl)-5-10 membered

heterocycle substituted with 0-3 R13 and consisting of: carbon atoms and 1-4

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

R31, at each occurrence, is selected from: C1_6 alkyl substituted with 0-2 R13, C2_5 alkenyl

substituted with 0-2 R13, C2_5 alkynyl substituted with 0-2 R13,

-(Cg_4 alkyl)-5-10 membered carbocycle substituted with 0-3 R13, and -(C0.4 alkyl)—5-10

membered heterocycle substituted with 0-3 R13 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, (CR3R33)rOR2, F, Cl, Br, I, C1-4 alkyl,

(CR3R3a),cN, (CR3R3a),NO2, (cR3R3a),NR2R2a, (cR3R3a),c(o)R2c,

(cR3R3a),NR2c(0)R2b, (cR3R3a),c(o)NR2R2a, (cR3R3a),NR2c(0)NR2R2a,

(cR3R3a),c(=NR2)NR2R2a, (cR3R3a),C(=Ns(0)2R5)NR2R2a,7

Page 37



Page 38

DOCKET NO.: PH-7398 Amendment

USSN: 10/245,122

(CR3R3a),NHC(=NR2)NR2R2a, (cR3R3a),C(0)NHc(=NR2)NR2R2a,

(CR3R3a),SO2NR2R2a, (CR3R33),NR2SO2NR2R2a, (CR3R3a),NR3SO2—C14 alkyl,

(CR3R3a),NR2SO2R5, (CR3R33),S(O)pR5a, (CR3R3a),(CF2)rCF3, NHCHZRIC,

0CH2R1°, SCH2R'°. NH(CH2)2(CH2)tRlb: 0(CH2)2(CH2)tR‘b, S(CH2)2(CH2):R”’,

(CR3R33),—5—6 mernbered carbocycle substituted with 0-1 R5, and a (CR3R33)r-5-6

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

i the group consisting of N, O, and S(O)p, and substituted with 0-1 R5;

R43, at each occurrence, is selected from H, :0, (CR3R3a)rOR2, (CR3R33),F, (CR3R33),-Br,

(CR3R33),Cl, c1_4 alkyl, (CR3R3a),cN, (cR3R3a),N02, (cR3R3a),NR2R2a,

(cR3R3a),c(o)R2c, (cR3R3a),NR2c(o)R2b, (CR3R3a),c(o)NR2R2a,

(cR3R3a),N=cHoR3, (CR3R33),C(O)NH(CHg)2NR2R23, (cR3R3a),NR2c(o)NR2R2a,

(CR3R3a),C(=NR2)NR2R2a, (CR3R3a)rNHC(=NR2)NR2R2a, (CR3R3a)rSO2NR2R2a,

(CR3R3a)rNR2SO2NR2R23. (CR3R3a),-NR2SOg—C1_/,1_ alkyl, (C..R_3R3“),-C(O)NHSOg-C1_4

alkyl, (cR3R3a)NR2so2R5, (CR3R3a),s(o)pR5a, (CR3R3a),(CF2),CF3, (CR3R3a),—5—6

membered carbocycle substituted with 0-1 R5, and a (CR3R3a),-5-6 mernbered

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 each occurrence, is selected from H, =0, (CH2),OR3, (CH2),F, (CH2),Cl, (CH2),Br,

(CH2);-I, C1_4 alkyl, (CH2)rCN, (CH2)rNO2, (CH2)rNR3R3a, (CH2)rC(O)R3,

(CH2)rC(O)OR3°, (CH2),-NR3C(O)R3a, (CH2),--C(O)NR3R3a, (CH2)rNR3C(O)NR3R3a,

(CH2)r—C(=NR3)NR3R3a, (CH2),NR3C(=NR3)NR3R3a, (CH2)rSO2NR3R3a,

(CH2),-NR3SO2NR3R3a, (CH2)rNR3SO2-C1_4 alkyl, (CHg)rNR3SO2CF3,

(CH2)rNR3SOg—phenyl, (CH2)rS (O)PCF3, (CH2)rS(O)p—C1_4 alkyl, (CH2),S(O)p—pheny1,

and (CH2)r(CF2)rCF3;
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R42 at each occurrence, is selected from H, C] -4 alkyl (CR3R3a),1OR2, (CR3R3a),1F,

(CR3R3a),1Br, (CR3R33),1Cl, (cR3R3a),,cN, (CR3R3a),1NOg, (CR3R33),1NR2R3a,

(CR3R3a)rC(O)R2°, (CR3R33)r1NR2C(O)R2b, (CR3R3a)rC(O)NR2R2“,

(CR'3R3a)r1N='CH0R3, (CR3R3a)rC(O)NH(CH2)2NR2R3a, (CR3R3a),1NR2C(O)NR2R2a,

(CR3R3a)r1C(=NR3)NR3R2-'=‘, (CR3R33),1NHC(=NR2)NR2R23, (CR3R33),SOgNR2R23,

(CR3R33)r1NR2SO2NR2R2a, (CR3R3a),1NR2SO2—C1_4 alkyl,

(CR3R3a),C(O)NHSO2-C1_44alkyl, (CR3R33),1NR2SO2R5, (cR3R3a),s(o)pR5a,

(CR3R3a),(CF2)rCF3, (CR3R33),—5—6 membered carbocycle substituted with 0-1 R5, and a

(CR3R3a),—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;

R5, at each occurrence, is selected from H, C1_6 alkyl, =0, (CH2)rOR3, F, Cl, Br, 1, —CN, N02,

(CH2)rNR3R3‘1, (CH2)rC(O)R3, (CH2),C(O)OR3°, (CH2),-NR3C(O)R3a,

(CI I2)rC(C)NR3R3'”‘, (CH2)rNR3C(C)NR3R3a, (CH2)rCH(=NOR3d),

(CH2)rC(=NR3)NR3R3a, (CH2)rNR3C(=NR3)NR3R3a, (CH2)1-SOZNR-3R3a,

(CH2)rNR3SO2NR3R3a, (CH2)rNR3SO2-C1_4 alkyl, (CH2),-NR3SO2CF3,

(CH2)rNR3SO2—phenyl, (CH2);-S (O)pCF3, (CH2)rS(O)p~C].4 alkyl,

(CH2),S(O)p-phenyl, (CF2)rCF3, phenyl substituted with 0-2 R5, naphthyl substituted

with 0-2 R5, and benzyl substituted with 0-2 R6;

R53, at each occurrence, is selected from C1_5 alkyl, (CH2),OR3, (CH2)rNR3R3a, (CH2)rC(O)R3,

(CH2),C(O)OR3¢, (cH2),NR3c(o)R3a, (cH2),c(o)NR3R3a, (CF2)rCF3, phenyl

substituted with 0-2 R5, naphthyl substituted with 0-2 R6, and benzyl substituted with 0-2

R6, provided that R53 does not form a S—N or S(O)p—C(O) bond;

11
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R5, at each occurrence, is selected from H, OH, (CH2),OR2, halo, C1_4 alkyl, CN, N02,

(cH2),NR2R2a, (CH2),C(O)R2b, NR2c(o)R2b, NR2c(o)NR2R2a, C(=NH)NH2,

NHC(=NH)NH2, SO2NR2R2a, NR2so2NR2R2a, and NR2S02C1_4 alkyl;

R7, at each occurrence, is selected from H, OH, C1_6 alkyl, C1_6 alkyl-C(O)-, C1_6 alkyl—O—,

(CH2),,-phenyl, C1_4 alkyl-OC(O)-, C5- 10 aryl-O-, C540 aryl—OC(O)-,

C540 aryl—CH2—C(O)—, C1_4 alkyl—C(O)O—C1 4 alkyl-OC(O)-,

C640 aryl-C(O)O-C1-4 alkyl-OC(O)-, C1_5 alkyl-NH2-C(O)—, phenyl-NH2-C(O)—, and

phenyl—C1 -4 a]kyl—C(O)—;

R3, at each occurrence, is selected from H, CH; alkyl, and (CH2)n—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;

R9, at each occurrence, is selected from H, C1_5 alkyl, and (CH2),,-phenyl;

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

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

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

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

t, at each occurrence, is selected from O, 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 Ila or Ilbz

/

DE—f———— D\

Ha Ilb

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 groupconsisting 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

1-2 R;

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, C1_4 alkyl, F, Cl, OH, OCH3, OCHZCH3, OCH(CH3)2, CN, C(=NH)NH2,

C(=NH)NHOH, C(=NH)NHOCH3, NH2, NH(C1l3 alkyl), N(C1_3 alkyl)g, C(=NH)Nl-12,
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CH2NH2, CH2NiI(C1_3 a1kyl),CH2N(C1_3 alkyl)2, (cR8R9),NR7R8, C(O)NR7R3,

CH2C(O)NR7R3, S(O)pNR7R8, CH2S(O)pNR7R3, SOZR3, and OCF3;

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

methylenedioxy or ethylenedioxy;

A is selected from:

C540 carbocycle substituted with 0-2 R4;

R13 is selected from H, —(CH2),—R1b, —(CH(CH3)),-Rlb, -(C(CH3)2),-R”), NHCH2R1°_, OCH2R1°,A

SCH2R1°, NH(CH2)2(CH2)tR“’, and O(CH2)2(CH2)[R] b, provided that R13 forms other

than an N—halo, N—S, or N—CN bond;

alternatively, when two R13 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 R4‘) and 0-3 ring double bonds;

Rlb is selected from H, CH3, CH2CH3, CH2CH2CH3, CH(CH3)2, F, Cl, Br, I, —CN, -CHO, CF3,

OR2, NR2R2a, C(O)R2b, CO2R2b, OC(O)R2, COZR7-3, S(O)pR2, NR2(CH2),OR2,

NR2C(O)R2b, NR2C(O)NHR2, NR2C(O)2R2a, OC(O)NR2R2a, C(O)NR2R2a,

A C(O)NR2(CH2),0R2, SO2NR2R2a, NRZSOQRZ, I

C5_6 carbocycle substituted with 0-2 R45, 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

R'b forms other than an 0-0, N—halo, N-S, or N—CN bond;
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R16 is selected from H, CH(CH2OR2)2, C(O)R2C, C(o)NR2R2a, s(0)R2, S(O)2R2, and

so2NR2R2a;

R2, at each occurrence, is selected from H, CF3, CH3, CH2CH3, CHZCHZCH3, CH(CH3)2,

CHZCHZCHZCH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl, C5_5 carbocycle

substituted with 0-2 R4‘), a C5_6 carbocyclic—CH2-group substituted with 0-2 R45, 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 R4‘);

Rza, at each occurrence, is selected from H, CF3, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2,

CH2CH2CH2CH3, CH2CH(CH3)2. CH(CH3)CH2CH3, C(CH3)3, benzyl, C5--5 carbocycle

substituted with 0-2 R45, 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, 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 R41’

and consisting of: 0-1 additional heteroatoms selected from the group consisting. of N, O,

and S(O)p;

Rzb, at each occurrence, is selected from CF§, C1-4 alkoxy, CH3, CHZCH3, CH2CH2CH3,

CH(CH3)2, CHQCHZCHZCH3, CH2CH(CH3)2, CH(CH3)CH2CH-3, C(CH3)3, benzyl,

C5_6 carbocycle 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;
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R2“, at each occurrence, is selected from CF-3, OH, C;_4 alkoxy, CH3, CH3CH3, CH2CH2CH3,

CH(CH3)2, CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl,

C5-6 carbocycle substituted with 0-2 R4‘), 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 R45;

R3, at each occurrence, is selected from H, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2, benzyl,

and phenyl;

R33, at each occurrence, is selected from H, CH3, CHZCH3, CH2CH2CI\-I3, CH(CH3)2, benzyl,

and phenyl;

alternatively, R3 and R33, together with the nitrogen atom to which they are attached, combine to

form a 5 or 6 n1embered saturated, partially unsaturated, or unsaturated ring consisting of:

carbon atoms and the nitrogen atom to which R3 and R3a are attached;

R3“, at each occurrence, is selected from CH3, CH3CH3, CH2CH2CH3, CH(CH3)2, benzyl, and

phenyl;

R3‘?‘, at each occurrence, is selected from H, CH3, CH2CH3, CHZCHQCH3, CH(CH3)2,

CH2—phenyl, CH2CH2—pheny1, and C(=O)R3°;

‘R4, at each occurrence, is selected from H, =0, OR2, CHZORZ, (CH2)2OR2, F, Cl, Br, I,

C1_4 alkyl, —CN, N02, NR2R2a, CH2NR2R2a, (CH2)2NR2R2a, C(0)R2°, NR2C(O)R2b,

C(O)NR2R23, SO2NR7—R23, S(O)pR5a, CF3, CFQCF3, 5-6 membered carbocycle

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 R5;
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R4“, at each occurrence, is selected from H, =0, CH2OR2, OR2, CH2F, F, CH2Br, Br, CH2Cl,

Cl, C1_4 alkyl, CH2-'CN, -CN, CHZNO2, N02, CHQNRZRZE‘, NRZRZ3, CH2—C(O)R2°,

C(O)R2°, NR2C(O)R2b, (CH2),C(O)NR2R2a, NR2C(O)NR2R2a, (CH2)rSO2NR2R2a,

NR2SO2NR2R23, NR2SO2—C1_4 alkyl, NR2SO2R5, (CH2)rS(O)pR5a, CHZCF3, CF3,

CH2-5-6 membered carbocycle substituted with 0-1 R5, 5-6 membered carbocycle

substituted with 0-1 R5, and a CH2-5-6 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, 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 each occurrence, is selected from H, =0, OR3, CH2OR3, F, Cl, CH3, CHZCH3,

CH2CH2CH3, CH(CH3_)2, CHZCHQCHQCH3, CH2CH(CH3)2, CH(CH3)CH2CH3,

C(CH3)3, -CN, N02, NR3R3a, CH2NR3R3a, C(O)R3, CH2-C(O)R3, C(O)OR3°,

CH2C(O)OR3°, NR3C(O)R3a, CH2NR3C(O)R3a, C(O)NR3R3a, CH2C(O)NR3R3a,

NR3C(O)NR3R3a, CH2NR3C(O)NR3R3a, C(=NR3)NR3R3a, CH2C(=NR3)NR3R3a,

NR3C(=NR3)NR3R3a, CH2NR3C(=NR3)NR3R3a, SO2NR3R3a, CH2SO2NR3R33,

NR3SO2NR3R33, CH2NR3SO2NR3R3a, NR3SO2-C1.4 alkyl, CH2NR3SO2-C1_4 alkyl,

NR3SO2CF3, CH2NR3SO2CF3, NR3SO2-phenyl, CH2NR3SO2—phenyl, S(O)pCF3,

CH2S(O)pCF3, S(O)p-(31-4 alkyl, CH2S(O)p-C1_4 alkyl, S(O)p-phenyl, CH2S(O)p—pheny1,

CF3, and CH2-CF3;

R4“, at each occurrence, is selected from H, CH3, CH2CH3, CHZCHZCH3, CH(CH3)2,

CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, CHZORZ, CHZF,

CH2Br, CH2Cl, CHZCN, CH2NO2, CH2NR2R2a, C(O)R2°, CH2C(O)R-7-C‘,
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CH2NR2C(O)R2b, c(o)NR2R2a, cH2C(o)NR2R2a, CH2NR2c(o)NR2R2a, SO2NR2R2a,

CH2SO2NR2R2*‘, CHZNRZSOZNRZRZ“, CH2NR2SO2—C 1-4 alkyl,

C(O)NHSO2—C1_4 alkyl, CH2C(O)NHSO2—C1_4 alkyl, CH2NR2SO2R5, S(O)pR5a,

CH2S(O)pR53, CF3, CHZCF3, 5-6 membered carbocycle substituted with 0-1 R5,

CH2-5-6 rnembered carbocycle substituted with 0-1 R5, 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, and a CH2-5-6 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;

R5, at each occurrence, is selected from H, :0, CH3, CHZCH3, CHQCHZCH3, CH(CH3)2,

CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, OR3, CHZOR3, F, Cl,

-CN, N02, NR3R3a, CH2NR3R33, C(O)R3, CH2C(O)R3, C(O)OR3°, CH2C(O)OR3°,

NR3C(O)R3?'-, C(O)NR3R33, NR3C(O)NR3R3*“-, CH(=NOR3d), C(=NR3)NR3R3"‘,

NR3C(=NR3)NR3R3a, SO2NR3R33, NR3SO2NR3R3a, NR3SO2-C1_4 alkyl, NR3SO2CF3,

NR3SOg—phenyl, S(O)I,CF3, S(O)p-C1_4 alkyl, S(O)p-phenyl, CF3, phenyl substituted

with 0-2 R5, naphthyl substituted with 0-2 R5, and benzyl substituted with 0-2 R5; and,

R5, at each occurrence, is selected from H, OH, OR2, F, Cl, CH3, CHZCH3, CH2CH2CH3,

CH(CH3)2, CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, CN, N02,

NR2R2a, CH2NR2R2a, C(O)R2b, CH2C(O)R3b, NR2C(O)R2b, NR2C(O)NR2R23,

C(=NH)NH2, NHC(=NH)NH2, so2NR2R2a, NR2SO2NR2R23, and NR2SO2C,1-4 alkyl.

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

G is selected from the group:
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SO2NH2 \ sozcx-13 NH2

1 c (0) NH2 H2NH2 S02NH2
NH2 NH2 NH2 NH;

CO "Gil
so2cH3 SO2NH2 so2cH3 50zNHz

Ofa O2 O O O3
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NH2 N32 NH2 NH2 0
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NH

N-H2 l N1-I2 NH2 NH2 2\

/ /

N / N / S 11:

H NH NH2
NH NI-I2 NH2 H 2 H

2 O S N \ N \N
/N \N '\N |\N I N
(N I / \ / \ / \ / N" X

H

NH2
0

/ VN %@ 3/76 4%“ \ W‘
N / N / N /N N /N /
H H H H

NH2 H NH2 NH2 NH2 NH2
S \N N \N \N \N \N
\ '/ \ 1/ ix / |/

NI-I2 NH2 NI-I2 1?]-I2

G1 is absent or is selected from (CR3R3a)1_3, (CR3R3a)uC(O)(CR3R35)w,

(CR3R33)uO(CR3R3a)w, (CR3R3a)uNR3b(CR3R33)w, (cR3R3a).,C(0)NR3b(cR3R3a)w,

(cR3R3a).,NR3bc(0)(CR3R3a)w, (CR3R33)uNR3bC(O)(CR3R3a)uC(O)NR3b(CR3R3a)w,

(CR3R3a)uS(CR3R3a)w, (CR3R3a)uS(O)(CR3R33)w, (CR3R33)uS(O)2(CR3R3a)w,

(CR3R3a)uS(O)NR3b(CR3R3a)w, (CR3R3a)u NR3bS(O)2(CR3R3a)w, and

(CR3R3a)uS(O)2NR3b(CR3R33)w, wherein u + w total 0, 1, or 2, provided that G] does

not form a N-S, NCH2N, NCH2O, or NCHQS bond with either group to which it is

attached;

A is phenyl substituted with 0-2 R4;
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R13 is selected from H, R"), CH(CH3)R“’, C(CH3)2R“’, CH2R“3, and CH2CH2R“’, provided

that R13 forms other than an N-halo, N—S, or N—CN bond;

alternatively, when two R13 groups are attached to adj accnt 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 R4b and 0-3 ring double bonds;

R15 is selected from H, CH3, CH2CH3, F, Cl, Br, -CN, —CHO, CF3, OR2, NR2R2a, C(O)R2b,

co2R2b, oC(o)R2, co2R2a, s(o)pR2, NR2(CH2)rOR2, NR2C(O)R2b, C(O)NR2R2a,

SO2NR2R2a, NR2SOgR2, phenyl substituted with 0-2 R4b, 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 R41’, provided that Rlb forms

other than an 0-0, N-halo, N—S, or N—CN bond;

R2, at each occurrence, is selected from H, CF3, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2,

phenyl substituted with 0-2 R4b, a benzyl substituted with 0-2 R45, 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;

R23, at each occurrence, is selected from H, CF3, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2,

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 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 0-2 R4‘?
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and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)p;

R3‘), at each occurrence, is selected from CF3, C1_4 alkoxy, CH3, CH2CH3, CH2CH2CH3,

CH(_CH3)2, benzyl, phenyl substituted with 0-2 R4b, and 5-6 membercd 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 R4‘);

R20, at each occurrence, is selected from CF3, OH, OCH3, OCH2CH3, OCHZCHZCH3,

OCH(CH3)2, CH3, CHZCH3, CHZCHZCH3, CH(CH3)2, benzyl, phenyl substituted with

0-2 R45, 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 R45;

R4, at each occurrence, is selected from H, CH2OR2, (CH2)2OR2, OR2, F, Cl, Br, I, CH3,

CH2CH3, CHQCHZCH3, CH(CH3)2, CH2CH2CH2CH3, CH2CH(CH3)2,

CH(CH3)CH2CH3, C(CH3)3, -CN, N02, NR2R2a, CH2NR2R2a, (CH2)2NR2R2a,

C(O)R2C, NR2C(0)R2b, C(O)NR2R2a, SO2NR2R2a, CF3, and CFZCF3;

R43, at each occurrence, is selected from H, :0, CH2OR2, OR2, F, Br, Cl, CH3, CH2CH3,

CHZCHZCH3, CH(CH3)2, CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3,

C(CH3)3, -CN, N02, CH2NR2R2a, NR2R2“, C(O)R2°, NR2C(O)R2b, C(O)NR2R2a,

NR2C(O)NR2R2a, SO2NR2R2‘*, and —CF3;

R413, at each occurrence, is selected from H, :0, OR3, CHQOR3, F, Cl, CH3, CHZCH3,

CH2CH2CH3, CH(CH3)2, -CN, N02, NR3R33, CH2NR3R3a, C(O)R3, CH2-C(O)R3,

C(O)OR3°, CH2-C(O)OR-3°, NR3C(O)R3a, CH2NR3C(O)R3a, C(O)NR3R-33,
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CH2—C(O)NR3R3a, SO2NR3R3a, CH2SO2NR3R3a, NR3SO2~C1_4 alkyl,

CH2NR3SO2—C1_4 alkyl, NR3SO2—phenyl, CH2NR3SO2—phenyl, S(O)pCF3,

CH2S(O)pCF3, S(O)p-C1_4 alkyl, CH2S(O)p-Cl -4 alkyl, S(O)p-phenyl, CH2S(O)p-phenyl,

and CF3;

R40, at each occurrence, is selected from H, CH3, CH2CH3, CH2CH2CH3, CH(CH3)2,

CHQCHZCHQCH3,CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, CHZORZ, CHZF,

CH2Br, CH2Cl, CH2CN, CHZNO2, CHZNRQRZ3, C(O)R2°, CH2C(0)R2°,

CH2NR3C(O)R2b, C(O)NR2R3a, CH2C(O)NR2R23, SO2NR2R3a, CH2SO2NR1R2a,

S(O)pR53, CH2S(O)pR53, CF3, phenyl substituted with 0-1 R5, and benzyl substituted

with 0-1 R5;

R5, at each occurrence, is selected from H, =0, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2, OR3,

CHZOR3, F, Cl, -CN, N02, NR3R33,' CI-IgNR3R33, C(O)R3, CH2C(G)R3, C(G)GR3C,

CH2C(O)OR3°, NR3C(Q)R3a, C(O)NR3R33, SO2NR3R3a, NR3SO2-C1-4 alkyl,

NR3SO2CF3, NR3SO2—p‘henyl, S(O)pCF3, S(O)p—C1_4 alkyl, S(O)p—phenyl, CF3, phenyl

substituted with 0-2 R5, naphthyl substituted with 0-2 R6, and benzyl substituted with 0-2

R5; and,

R5, at each occurrence, is selected from H, OH, OR2, F, Cl, CH3, CH2CH3, CH2CH2CH3,

CH(CH3)2, -CN, N02, NR2R2a, CH2NR2R2a, C(O)R2b, CH2C(O)R2b, NR2C(O)R2b,

SO2NR2R2a, and NR2S02C1-4 alkyl.

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

G is selected from the group:
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I  \  CH2m2 ‘  \
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Cl ' C1
OCH3

CHZNHZ F

CH NH H NH /

\ fit '”/ / NH

I-I3CO N NH2 NH2 Cl 2
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o 0
so NH

“H2 NH2 so2NH2 2 2
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0 OCH 3 OCH»

/ N / so2cH3 so2cH3
H I SN \ \

\ >=° 1
N~NH Cl C OCH3
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v’ v’ V’ N/ N/I
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N/ N/ N/ N/
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NH2 NH; NH2 NH2

S02NH2 SO2CH3 \ SOZNI-I2 \ so2cH3

Q :SO2NH2 3 C SOQCH3 CS0/,_NH2 so2cH3
NH2 NH2 _

\ SO2NI-I2 \ SO2CH3 N‘ so2NH2 N\ SO2CI-I3

M H c1

\ \ / / c1

S
SO2NH2 C1 02¢“;

C1 C1 C1 C1

CHZNI-I2 C (O) NH2 CN C (NH) NH2

‘ c1 ’

(NOH) NH2 CN ‘ c QIH)NH2 C (NOH)N’1-I2
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NH2

NI'I3CO H2N(O)C I-12NT-12C )D/
\o

NH2 NH2NH2NI-I2 NH;

N N N N N 
\5 \o s l

O .

H H

N

\/N /‘N ,\N / I \N / I \N
N N’ / /H 0 S

N-H2 NH NH2 NH2 H NH2N

/|\N*<'l\N O|\N Sl\N N[\N
N / N / \ / \ / \ /
H H '

G1 is absent or is selected from CH2, CH2CH2, CHZO, OCH2, NH, CHQNH, NHCH2, CH2C(O),

C(O)CH2, C(O)NH, NHC(O), CH2S(O)2, S(O)2(CH2), SO2NH, and NHSO2, provided

that G, does not form a N—S, NCH2N, NCH2O, or NCH2S bond with either group to

which it is attached;

R13 is selected from H, R“), C(CH3)2R1b, and CH2R1b, provided that R13 forms other than an

N—ha1o, N—S, or N—CN bond;

Rlb is selected from CH3, CH2CH3, F, Cl, Br, -CN, CF3, CR2, NR2R23, C(O)R2b, CO2R2b,

CO2R2a, S(O)pR2, C(O)NR2R2a, SO2NR2R2a, NRZSOZRZ, 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 R45, provided that R15 forms

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

R2, at each occurrence, is selected from H, CH3, CH2CH3, CHZCHZCH3, CH(CH3)2, phenyl

substituted with 0-1 R45, benzyl substituted with 0-1 R45, 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 R45;

R23, at each occurrence, is selected from H, CH3, CHZCH3, CHZCHZCH3, CH(CH3)§, benzyl,

' phenyl substituted with 0-1 R45, 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 R45;

alternatively, R3 and R33, 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-] R45

and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and s(o)p;

R25, at each occurrence, is selected from OCH3, OCHQCH3, OCHZCHQCH3, OCH(CH3)2, CH3,

CHZCH3, CH2CH2CH3, CH(CH3)2, benzyl, phenyl substituted with 0-1 R45, 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 R45;

R2“, at each occurrence, is selected from OH, OCH3, OCHZCH3, OCH2CH2CH3, OCH(CH3)2,

CH3, CHZCH3, CHZCHQCH3, CH(CH3)2, benzyl, phenyl substituted with 0-1 R45, and

5-6 membered aromatic heterocycle containing from 1-4 heteroatoms selected from the

group consisting of N, O, and S(0)p, and substituted with 0-1 R45;
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R4, at each occurrence, is selected from OH, OR2, CH2OR2, (CH2)2OR2, F, Br, C1, 1, CH3,

CHQCH3, CH2CH2CH3, CH(CH3)2, CHQCHZCHQCH3, CH2CH(CH3)2,

CH(CH3)CH2CH3, C(CH3)3, NR2R2a, CHQNRQRZ3, (CH2)2NR2R2a, CF3, and CFZCF3;

R43, at each occurrence, is selected from H, :0, CHZORZ, OR2, F, Br, Cl, CH3, CHZCH3,

CHZCHZCH3, CH(CH3)2, CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH;,_CH3,

C(CH3)3, CH2NR2R2a, NR2R2a, C(o)R?£, NR2C(o)R2b, C(o)NR2R2a, s02NR2R2a, and

CF3;

R41’, at each occurrence, is selected from H, :0, OR3, CH2OR3, F, Cl, CH3, CH2CH3,

CH2CH2CH3, CH(CH3)2, -CN, N02, NR’-,’R3a, CH2NR3R3a, C(O)R3, C(O)OR3C,

NR3C(O)R3a, C(O)NR3R3a, SO2NR3R3a, NR3SO2-C1.4 alkyl, NR3SO2—phenyl,

S(O)p-C1-4 alkyl, S(O)p-phenyl, and CF3;

R49, at each occurrence, is selected from H, CH3, CHZCH3, phenyl substituted with 0-1 R5, and

benzyl substituted with 0-1 R5;

R5, at each occurrence, is selected from H, :0, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2, OR3,

CHZOR3, F, Cl, -CN, N02, NR3R3a, CH2NR3R3a, C(O)R3, C(O)OR3°, NR3C(O)R3a,

C(O)NR3R3a, SO2NR3R3a, NR3SO2‘-C1_4 alkyl, NR3SO2-phenyl, S(O)p-C1_4 alkyl,

S(O)p—pheny1, CF3, phenyl substituted with 0-2 R5, naphthyl substituted with 0-2 R5, and

benzyl substituted with 0-2 R5; and,

R6, at each occurrence, is selected from H, OH, OR2, F, Cl, CH3, CHZCH3, CH2CH2CH3,

CH(CH3)2, -CN, N02, NR2R2a, CH2NR2R2a, C(O)R2b, CH2C(O)R2b, NR2C(O)R2b, and

SO2NR2R2a.
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Claim 5. (Previously presented) A compound according to Claim 4, wherein;

G is selected from:

  /CH2NH2 F CH2W2 CH2NH2
CI-IZNHZ C1

OCH3

CHZNHZ \ \N / Ncw» (EL / \«
F NH? N NH2 NH2 NH2F C1 C1

o c1

NH2 / N ./

“H2 \| \ S
O " 1 C1C1 Ci "

O .

NH2 SOZNHZ SOZNHZ H
N

\ )==0
OCH3 OCH} N‘NH

Cl c1 c1 c1

F :so2NH2 :S02CH3 I I CH2NH2
C1

C1 C1 C1
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so2cH3 CHZNHZ

NI-I2 N142

CO 2 *3” N’I

C(NH>NH2 C (NOH)N'I-I2 N\ N\

NI-I2 NH2

N/ /N N»  \\ \ K N
N H

NH NH

/N N\ 2 2
<1) \ «/ N/ N/

N \
H O

E H Ilmz I,vH2
HN/ l \ N l N\ N/ N/

/ / \ F \ Cl

A is selected from the group: phenyl, 2—Cl—phenyl, 3-Cl-phenyl, 22-F-phenyl, 3-F-phenyl, 2-

methylphenyl, 2-amjnophenyl, and 2-methoxyphenyl;

B is attached to a different atom on A than M and is:
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R13 is selected from H, CH3, CH2CH3, CHZCHZCH3, CH2F, CH2Cl, Br, CH2Br, -CN, CH2CN,

CF3, CHZCF3, OCH3, CHZOH, C(CH3)2OH, CHZOCH3, NH2, CH2NH2, NHCH3,

CH2NHCH3, N(CH3)2, CH2N(CH3)2, CO2H, COCH3, COZCH3, CHZCOQCH3, SCH3,

CH2SCH3, S(O)CH3, CH2S(O)CH3', S(O)2CH3, CH2S(O)2CH3, C(O)NH2,

CH2C(O)NH2, SO2NH2, CHZSOZNHZ, NHSO2CH3, CH2NHSO2CH3, pyridin—2—y1,

' pyridin-3—yl, pyridin—4—yl, pyridin—2—yl—N-oxide, pyridin-3—yl—N—oxide, pyridin-4-yl—N-

oxide, irr1idazol— 1 —yl, CH2-imidazol—1—yl, 4—methyl-oxazol-2-yl, 4-N,N-

dimethylaminomethyl-oxazol-2-yl, l,2,3,4—tetra2ol-1-yl, 1,2,3,4—tetrazol—5-yl, CH2-

1,2,3,4-tetrazol-1-yl, and CH2-1,2,3,4—tetrazol-5-yl, provided that R” forms other than an

N~halo, N—S, or N—CN bond;

R2, at each occurrence, is selected from H, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2, phenyl

substituted with 0-1 R4b, benzyl substituted with 0-1 R45, 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 R45;

R23, at each occurrence, is selected from H, CH3, and CH2CH3;

alternatively, R2 and R23}, together with theatom to which they are attached, combine to form a 5

or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-1 R4‘?

and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)p;

R25, at each occurrence, is selected from OCH3, OCH2CH3, CH3, and CHZCH3;

RZC, at each occurrence, is selected from OH, OCH3, OCHZCH3, CH3, and CH2CH3;
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R43, at each occurrence, is selected from H, :0, CH3, CH2CH3, CHZCHZCH3, CH(CH3)2,

CH2CH2CH2CH3, CHZCI-I(CH3)2, CH(CH3)CH2CH3, and C(CH3)3;

R4‘), at each occurrence, is selected from H, :0, OR3, CH2OR3, F, C1, CH3, CH2CH3, NR3R3a,

CH2NR3R3a, C(O)R3, C(O)OR3°, NR3c(o)R3a, C(O)NR3R3a, SO2NR3R3a,

NR3SO2—phenyl, S(O)2CH3, S(O)2-phenyl, and CF3;

R5, at each occurrence, is selected from H, =0, CH3, CHZCH3, OR3, CH2OR3, F, Cl, NR3R3a,

CH2NR3R3a, C(0)R3, c(o)oR3<=, NR3C(O)R33, C(O)NR3R3a, so2NR3R3a,

NR3SO2-C1_4 alkyl, NR3SO2-phenyl, S(O)2-CH3, S(O)2—pheny1, CF3, phenyl substituted

with 0-2 R6, naphthyl substituted with 0-2 R5, and benzyl substituted with 0-2 R6; and

R5, at each occurrence, is selected from H, OH, OR2, F, Cl, CH3, CHZCH3, NRZR23,

CHZNRZRZ3, C(C)R2'b, CH-gC(C)R2b, NR2C(C)R-25, and SCQNRZR23.

Claim 6_. (Previously presented) A compound according to Claim 5, wherein the compound is:

P4 is —G;

G is selected from:
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A-B is selected from:

‘Q6 ‘%  
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Claim 7. (Previously presented) A compound according to Claim 6, wherein:

\©\ 0
N

A—B is

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-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— l —piperidinyl)phenyl]— 1 ,4,5,6—

tetrahydro—7H—pyrazolo[3,4—c]pyridin-7—one;

1—(3—ch1oro-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-(aminomethyl)-4-fluorophenyI)-6-[4-(2-oxe-l-piperidinyl)phenyl]-3-(trifluoromethyl)-

1,4,5 ,6—tetrahydro-7H-pyrazolo[3 ,4-c]pyridine-7—one;

1_-(3—amino—1,2—benzisoxazol-5—y1)—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—(trifiuoromethyl)-1,4,5,6-tetrahydro-

7H—pyrazolo[3,4-c]pyridin—7-one;

37

Page 65



Page 66

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

1—(4—methoxyphenyl)—7—oxo—6— [4-(2-oxo- 1 —piperidinyl)phenyl] —4,5 ,6,7~tétrahydro— 1H-

pyrazolo[3,4—c]pyridine-3—carbonitri1e;

1—(4—methoxypheny1)—6—[4-(2-oxo-1—piperidinyl)pheny1]—3 —(1H—tetraazol—5 —yl)—1,4,5 ,6-

tetrahydro—7H-pyrazo1o[3 ,4—c]pyridin-7—one;

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

pyrazolo[3,4—c]pyridine—3—carboxamide;

3-bromo-1-(4-rheth0xyphenyI)-6-[4-(2-oxo-1—pipcridinyl) phenyl] 1,4,5 ,6—tefrahydro~7H—

pyrazo1o[3,4-c]pyridin-7—onc; .

1-(4-mcth0xyphenyl)-6- [4-(2-oxo—1 -piperidinyl)phenyl]-3-(4-pyridinyl)—1,4,5,6—tetrahydro—7H—

pyrazo1o[3,4-c]pyridin-7-one;

1-(4-methoxypheny1)-6-[4-(2-oxo-1 -piperidinyl)pheny1]-3-(4—pyridiny1—N—oxide)— 1,4,5,6—

tetrahydro‘—7H-pyrazolo[3,4rc]pyridin—7-one;

1—(4—methoxyphenyl)—6—[4-(2-oxo-]—piperidiny1)phenyl]—3—(3—j)yridiny1)—1,4,5,6—tetrahydro—7H—

pyra_zo1o[3,4—c]pyridin-7—one;

1—(4—mcthoxypheny1)—6—[4-(2-oxo-1—piperidiny1)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—oxo71-piperidiny1)phenyl]-3-(2—pyridiny1)-1,4,5,6—tetrahydro-7H-

pyrazolo[3,4—c]-7—one;

1—(4—methoxyphenyl)~6—[4—(2—oxo—1—piperidiny1) phenyl]1,4,5,6—tetrahydro—7H—pyrazolo[3,4-

c]pyridin—7—0ne;
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1—(4—methoxypheny1)—3—(methylsulfony1)»6—[4—(2—oxo— 1 —piperidiny1)phenyl] l,4,5,6—tetrahydro—

7H—pyrazolo[3,4—c]pyl‘idin—7—one;

1- [3—(aminomethy1)phenyl]—6— [4—(2—oxo— 1 —piperidinyl)phenyl] -3 —(trifluoromethyl)—1,4,5,6—

tetrahydro-7H-pyrazolo [3 ,4-c]pyridin-7—one;

3—[7—oxo—6—[4—(2—oXo—1—piperidinyl)phenyl]—3—(trifluoromethy1)—4,5,6,7—tetrahydro—1H-

pyrazolo[3,4—c]pyridin—1—y1]benzamide;

1-(3-chloropheny1)-7-oxo—6—[4—(2—oxo-1-pipcridinyl)phenyl]-4,5,6,7—tctrahydro-1H-

pyraz0lo[3,4—c]pyridinc—3—caIboxamidc;

1-(3—ch1oropheny1)-MN-dimethyl-7-oxo—6—[4—(2—oxo-1-piperidiny1)pheny1]-4,5,6,7—tetrahydro— w

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—tetrahydro- 1H-

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

1—(3—amino-1H—indazol—5—yl)—7—oxo—6—[4—(2—oxo—1—piperidinyl)pheny1]—4,5,6,7—tetrahydro-1H-

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

1—(3—arnino—1,2-benzisoxazol—5—yl)—7—oxo—6—[4—(2—oxo—1—piperidiny1)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—piperidiny1)pheny1]-3—(trifluoromethy1)—1 ,4,5 ,6-

tetrahydro-7H-pyrazo1o[3 ,4-c]pyridin—7—one;

1—(4—methoxyphenyl)—6—[4—(2—oxo—piperidin—1—yl)—pheny1]-3—(2—pyrrolidin—l—ylmethyl—phenyl)-

1,4,5,6—tetrahydro—pyrazolo[3,4—c]pyridin—7—one;
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1—(4~hydroxy—phenyl)~7—ox0—6—[4—(2—oxo—piperidin—1—y1)—phenyl]-4,5,6,7—tetrahydro—1H-

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

3-{4-[dimethylamino)1nethy1]-1,3—oxazol—2—yl}-l—(4—methoxyphenyl)-6-[4-(2-oxo—1—

piperidiny1)phenyl]-1 ,4,5,6,-tetrahydr0-7H-pyrazolo [3 ,4-c]pyridin-7-one;

1-(4-methoxy—pheVny1)-3 -(4-methy1—0xazo1-2—yl)-6-[4-(2—ox0-piperidin-1-yl)-pheny1]-1,4,5,6-

tetrahydro—pyrazo1o[3,4—c]pyridin—7—one;

1-(4—methoxy-phenyl)-3 -(1 -methyl-4,5-dihydro- 1H—imidazo1—2-y1)—6-[4—(2—oxo—piperidin— 1 —yl)-

pheny1]-1,4,5,6-tetrahydro—pyraz01o[3,4-c]pyridin—7-one;

1-(4-methoxy-phenyl)-3 -(l—methy1-1H-imidaz0l-2-yl)-6-[4-(2-oxo-piperidim1-yl)-phenyl]—

1,4,5 ,’6-tetrahydro-pyrazolo [3 ,4-C] pyridin—7—one;

1-(4-methoxy-phenyl)—3-rnethyl—6-[4—(2-oxo-piperidin-1—y1)-phenyl]- 1,4,5 ,6-tetrahydro-

pyrazo1o[3,4-c]pyridin—7-one;

3—(1-hydroXy—1—methyl—ethy1)—1-(4—methoxy—phenyl)—6—[4—(2—oxo—piperidin—1—y1)—phenyl]-

1,4,5 ,6—tetrahydropyrazolo [3,4—c]pyridin—7—one;

2—dimethy]amin0-N-{ 1-(4-methoxyphenyl)-7-oxo-6- [4-(2-oxo-piperidin— 1 -yl)phenyl]—4,5 ,6,7—

tetrahydro- 1H-pyrazolo [3 ,4-c]pyridin-3 -ylmethyl } -N-methylacetamide;

N—{ 1-(4-methoxyphenyl)-7-ox0-6-[4-(2-oxo-piperidim1-y1)phenyl]-4,5 ,6,7-tetrahydr0- 1 H-

pyrazolo[3 ,4-c]pyridin-3-ylmethyl }-2-pyridin-2-y1—acetamide;

N—{ 1-(4-methoxyphenyl)—7-oxo-6-[4-(2-oxo—piperidin—1—y1)phenyl]-4,5,6,7-tetrahydro-1H-

pyrazolo[3,4—c]pyridin—3—ylmethy1 }—2—(1—oxypyridin—2—yl)acetamide;
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l~(3—cyano—4-fluorophenyl—7—oxo—6—[4—(2—oxo-1-piperidinyl)phenyl]—4,5,6,7-tetrahydro— 1H-

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

1 -(3-an1inomethyl—4-fluoro—phenyl)-7-oxo-6- [4-(2-oxo-piperidin- 1 —yl)-phenyl]-4, 5 ,6,7-

tetrahydro-1H-pyrazolo[3,4—c]pyridine-3-carboxylic acid amide;

2—{7—0x0—6—[4—(2—oxo—piperidin—1—yl)—phenyl]—3—trifluoromethyl—4,5,6,7~tetrahydro-

pyrazo1o[3,4-c]pyridin— 1 -yl }-benzenesulfonamide;

1—(3-chloro—phenyl)—3—methanesulfonyl—6—[4—(2—oxo—piperidin— l—yl)-phenyl] - l ,4,5,6-

tetrahydro-pyrazolo[3,4-c]pyridin-7-one; and ‘

1-(3-ch1oro—phenyl)—3-(l -hydroxy—l -methy1—ethyl)-6- [4-(2-oxo-piperidin-1 -yl)—phenyl] — 1 ,4,S,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 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.
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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, (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. (Previously presented) A compound according to Claim 8, wherein the compound is:

1-(4-methoxyphenyl)-7-0xo—6—[4—(2-oxo—1-piperidinyl)phenyl]-4,5 ,6,7-tetrahydro- l H-

pyrazolo[3,4-clpyridine-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—(methylsulf0nyl)—6— [4—(2—0xo-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, vvherein the compound is:

1-(3 -chlorophenyl)—7-oxo-6-[4-(2-oxo-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 pha1‘maceutically acceptable salt form thereof.

Claim 39. (Previously presented) A pharmaceutical composition, comprising: 4a

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 pharmaceutically 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, comprisingzl

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 selected 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, (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 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 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

anartificial 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 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 val ves 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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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, (cl)

cardiopulmonary bypass, (e) 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, (cl)

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

Claim 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. (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 death, transient ischernic 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 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. (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 from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)

cardiopulmonary bypass, (e) hemodialysis, or (1) 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 acutecoronary 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 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 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 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 needthereof 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 ischernic attack,

stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep vein

thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial H

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. (Prcviouslypresented) 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) 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 isopropyl alcohol or CH2Cl2/ 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 CH2Cl2/ EtOAc.

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

recrystallization from isopropyl alcohol or CH2Cl2/ EtOAc.

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

recrystallization from isopropyl alcohol.

56

Page 84



Page 85

DOCKET NO.: PH-7398 Amendment

USSN: 10/245,122

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

recrystallization from CH2Clz/ 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

allowance. 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 0 _r I. /2 - ,,// /'Z/L

Jing Belfield: Phg.
Agent for Applicants

Registration No. 45 ,9 14

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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IN THE UNITED STATES PATENT ANDTRADEMARK OFFICE

In re application of: D. Pinto et al. Examiner: Kifle, B.

Serial No.2 10/245,122 Group Art Unit: 1624 SEP 1 6 2004

Filed: September 17, 2002 Confirmation No. 6870 ©FFlCE OF PEHTRJNS

For: LACTAM-CONTAINING COMPOU)NDS AND DERIVATIVES THEREOF AS,1

‘ FACTOR XA INHIBITORS

Commissioner for Patents

P.O. Box 1450

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 6l of this paper.
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0 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 5 on page 220:

1-(4-methoxyphenyl)-7—oxo-6—[4—(2—oxo—1-piperidinyl)pheny11—4,5,6,7-tetrahydro—1H—pyrazole—

9[3 ,4—c] pyridine-3—carboxamide '

From line 1 to line 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), K2CO3 (8 g, 0.058 mol), degassed DMSO (100 mL) and CuI (1.84 g, 0.009 mol).

The reaction was heated to 130 °C for 24 h. The reaction was cooled, partitioned with A

EtOAc/H30, extracted and dried (MgSO4). Purification by silica gel chromatography using 0-

10% MeOH/ CH2C12 as eluent afforded 5 g (21%) of ethyl 1-(4-megyhoxyphenyl)-Ioxo-6[4-(2~

oxo-1-piperidinyl)phenyl]-4,5,6,7-tetrahydro—1H—pyrazo1o[3,4—c]pyridine—3—carboxylate as a tan

foam; 1H NMR (CDC13) 8 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(qj=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:
RECEIVED

SEP 1 6 2004

©FFtCE OF PEITHONS

Part A. Ethyl 6-(4-iodophenyl)-1-(4—methoxypheny1)-7-oxo-4,5,6,7—tetrahydro—1H—pyrazolo[3,4—

From line 6 to line 16 ‘on page 230

c]pyridinc—3—carboxylate (0.57 g, 1.1 mmol), 2-hydroxypxridine (0.125 g, 1.3 mmol), KZCO3

(0.18 g, 1.3 mmol) were combined in DMSO (5 mL) and degassed with N2. Copper (1) 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 (MgSO4). Purification on silica gel using 0-5% MeOH/CH2C12 as eluenl afforded 70 mg

(13%) of the ester; Mass Spec (M+H)+ 485.2.

Please amend Example 89:

From line 6 to line on page 273

The title compound was made in E A of Example 18 1'1. High Resolution Mass Spec (M+H) "

f01‘ C27H25N4O5 1

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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Amendment

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 P1, P2, and P3, is P4 5

M4 is —A—B;
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P4 15 -G1-G;

G is a group of Formula Ha or Ilb:

@®~ —@@
Ila llb

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

T 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

1-2 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 1-2 R;

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

V pyridazinyl, pyrrolyl,pyrazoly1, imidazolyl, isoxazolyl, oxazolyl, triazolyl, thienyl, and _

thiazolyl, and ring E is substituted with l R and with a 5-6 mcmbcrcd hctcrocyclc

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, C1_4 alkyl, Cl, Br, I, OH, OCH3,_ OCH2CH3, OCH(CH3)i,

OCHZCHZCH3, CN, C(=NR3)NR7R9, NHC(=NR3)NR7R9, ONHC(=NR3)NR7R9,
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NR3CH(=NR7), NH2, NH(C1-3 a1kyl),N(C1_3 alky1)2, C(=NH)NH2, CH2NH2,

CH2;\JH(C1_3 alkyl), C1IgN(C1_3 alkyl)2, CH2CH2NH2, CH3CH2NH(C1_3 alkyl),

CH2CH2N(C1-3 alky1)2, (CR3R9)1C(O)H, (CR3R9)lC(O)R2°, (CR3R9)tNR7R3,

(CR3R9)tC(0)NR7R3, (CR3R9)tNR7C(O)R7, (CR8R9),oR3, (CR3R9)tS(O)pNR7R3,

(CR3R9)tNR7S(O)pR7, (CR3R9)tSR3, (CR3R9)tS(O)R3, (CR3R9)tS(O)2R3, and OCF3;

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

methylcncdioxy or ethylenedioxy;

A is selected from:

C340 carbocycle substituted with 0-2 R4;

Q .

B is ; 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;

Q1 is C=O;

ring Q is a 6 membered monocyclic ring, wherein:

&%d 0 double bond is present within the ring and the ring is

substituted with 0-2 R43;

X is absent;

G1 is absent or is selected from (CR3R33)1_5, (CR3R33)0_2CR3=CR3(CR3R3a)0_2;

(CR3R3a)0-2CEC(CR3R3a)0-2: (CR3R3a)uC(O)(CR3R3a)w= (CR3R3a)uC(0)0(CR3R3a)w,

(CR3R3a)uOC(O)(CR3R3a)w: <cR3R3a>uo(cR3R3a>w, <cR3R3a>uN3b<cR3R3a>w,
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(CR3 R33)uC(())N3b(CR3R3a)w, (CR3 R33)uN3bC(O)(CR3R33)w,

(cR3R3a)uoc(0)N3b(CR3R3a)w, (CR3R3a)uN3bC(o)o(CR3R3a)w,

(CR3R3a)uN3bC(O)N3b(CR3R3a)w, (CR3R3a)uN3bC(S)N3b(CR3R3a)w,

(CR3R3‘*)u-S(CR3R33)w, (CR3R33)uS(O)(C.R3R33)w, (CR3R31.1)uS(O)2(CR3R33)w, T

(CR3R33)uS(O)N3b(CR3R3a)w, (CR3R33)uN3bS(O)2(CR3R3")w,

(CR3R3a)uS(O)2N3b(CR3R33)w, (CR3R33)uN3bS(O_)2N3Vb(CR3R3a)w,

(CR3R33)uNR3e(CR3R3a)w, (CR3R33)uC(O)(CR3R3*1)uC(O)(CR3R33)w,

(CR3R33)uNR3b(CR3R3a),,C(O)NR3b(CR3R33)§V,

(CR3R3a)uNR3bC(O)(CR3R3a)uC(O)(CR3R3fl)w,

(CR3R3a)uC(O)(CR3R3a)uC(O)NR3b(CR3R33)w,

(CR3R33)uNR3bC(O)(CR3R33)uC(O)NR3b(CR3R33)w,

(CR3R3a)uS(())N R3bC(O)(CR3R33)w, (CR3R3a)uC(O)NR3bS(O)2(CR3R3“)w, and

(CR3R3a)uS(O)2NR3bC(O)NR3bCR3R3a)W, wherein u + w total 0, 1, 2, 3, or 4,'provided

that G]_ does not form an N—S, NCH2_N, NCHZO, or NCH2S bond with either group to

which it is attached;

R13, at each occurrence, is selected from H, —(CR3R33),—R“’, —(CR3R3"),-CR3R‘ bR”l,

—(CR3R3a)r—O—(CR3R3a),—R“3, —C2_6 alkenylene-R“), -C2_6 alkynylene—R1b,

—(cR3R3a),—c(=NR1b)NR3R1b, NR3cR3R3aR1c, ocR3R3aR1c, scR3R3aR1c,

NR3(CR3R33)2(CR3R33)tR1'3, C(O)NR3(CR3R3'<1)2(CR3R3a)tR1b,

CO2(CR3R3a)2(CR3R3a)¢R1b, O(CR3R3a)2(CR3R3a)tR1b, S(CR3R3a)2(CR3R3a)tR1b,

s(o)p(cR3R3a),R1d, o(cR3R3a),R1d, NR3(CR3R3a)rR1d, OC(O)NR3(CR3R3a)rR1d,

NR3C(o)NR3(CR3R3a),R1d, NR3C(o)0(C:R3R3a),R1d, and NR3C(O)(CR3R3‘d),R‘d,

provided that R13 forms other than an N—halo, N—S, 0-0, or N—CN bond;

alternatively, when two R13 groups are attached to adjacent atoms, together with the atoms to A

which they are attached they form a 5-7 membered ri11g consisting of: carbon atoms and
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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;

Rlb is selected from H, (21.3 alkyl, F, Cl, Br, 1, -CN,i -N02, -CHO, (CF2),CF3, (CR3R3a),oR2,

NR2R2a, c(o)R2b, CO2R3b, OC(O)R3, (cF2),c'o2R2a, S(O)pR2b, NR2(CH2),oR2,

c(:NR2c)NR2R2a, NR2C(o)R2b, NR2C(O)NHR3, NR2C(O)2R23, oC(o)NR2R2a,

c(o)NR2R2a, C(O)NR2(CH;;)rOR2, SO2NR2R3a, NR2SO2R2, C(O)NR2SO2R2, (33-6

carbocycle substituted with 0-2 R4b, and 5-10 memberedvheterocycle 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 Rlb forms other than an O-IO, N-halo, N—S, or

N-CN bond;

R1“ is selected from H, CH(CH20R2)z, C(O)R2°, C(O)NR2R23, S(O)R2, S(O)2R2, and

SOQNRZR2-'1;

Rld is selected from C3-5 carbocycle substituted with 0-2 R4‘? and 5-10 membered heterocycle

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

ofN, O, and S(O)p, and substituted with 0-2 R45, provided that R” forms other than an

N—S bond;

R2, at each occurrence, is selected from H, CF3, C1_6 alkyl, benzyl, -(CH2),-C340 carbocycle

2 substituted with 0—2 R45, and -(CH2)r—5-10 membered heterocycle consisting of: carbon

atoms and 1-4 heleroatoms selected from the group consisting ofN, O, and S(O)p, and

substituted with 0-2 R4b;

R23; at each occurrence,"is selected from H, CF3, C1_5 alkyl, benzyl, -(CH2)r-C340 carbocycle

substituted with 0-2 R45, and —(CH2),—5—l0 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 R41’;

alternatively, R2 and R23, together with the atom to which they are attached, combine to fomi a 5

or 6 membered saturated, partially saturated or unsaturated ring substituted with 0-2 R4‘?

and consisting of; 0-1 additional heteroatoms selected from the group consisting ofN, O,

and S(O)p; I

Rzb, at each occurrence, is selected from CF3, C1-4 alkoxy substituted with 0-2 R4b, C1-5 alkyl

substituted with 0-2 R4‘), —(CH2)r-C3_10 carbocycle substituted with 0-2 R45, and

-(CH2),-5-10 membered heterocycle consisting of: carbon atoms and 1-4 heteroatoms

selected from the group consisting ofN, O, and S(O)p, and substituted with 0-2 R41’;

R2“, at each occurrence, is selected from CF3, OH, Cv1-4 alkoxy, C1-.5 alkyl, —(CH2)r-C340

carbocycle substituted with 0-2 R45, and -(CH2)r-5-l0 membered heterocycle containing

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

substituted with 0-20 R45;
1

R3, at each occurrence, is selected frO111_H, CH3, CHZCH3, CHZCHZCH3, CH(CH3)2,

CH2CH2Cl-l2CH3, Cl-l2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl, and phenyl;

R33, at each occurrence, is selected from H, CH3, CHZCH3, CHZCHZCH3, CH(CH3)2,

CHZCHZCHQCH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(Cl’l3)3, benzyl, and phenyl; V

alternatively, R3 and R33, 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 R33 are attached, and 0-1 additional

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

Page 95



Page 96

DOCKET NO.: PH-7398 Amendment

USSN: I0/245,122

R313, at cach occurrence, is selected from H, C 1-5 alkyl substituted with 0-2 R13, C2-6 alkenyl

substituted with 0-2 R13, C2_5 alkynyl substituted with 0-2 R13, 1

-(Co_4 alky1)—5-10imembered carbocycle substituted with 0-3 R1“, and —(C0_4'alky1)— 5-10

membered heterocycle substituted with 0-3 R13 and consisting of: carbon atoms and 1-4

heteroatoms selected from the group consisting ofN, 0, and S(O)p;

R33, at each occurrence, is selected from CH3, CHQCH3, CH2CH2CH3, CH(CH3)2,

CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl, and phenyl;

R“, at each occurrence, is_ selected from H, CH3, CHZCH3, CHZCHZCH3, CH(CH3)2,
uCH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3, (31-4 alky1—pheny1, and C(=O)R3C-

R3“, at each occurrence, is selected fromH, SOZNHR3, SO2NR3R3, C(O)R3, C(O)NHR3,

C(0)OR3f. S(O)R31, S(O)2R3f, C1_5 alkyl substituted with 0-2 R13, Cg_6 alkenyl

substituted, with 0-2 R13, C2-5 alkynyl substituted with 0-2 R13, —(Co_4 alkyl)—5-IO

membered carbocycle substituted with 0-3 R13, and -(C0_4 alkyl)-5-10 membered

heterocycle substituted with 0-3 R13 and consisting of: carbon atoms and 1-4

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

R31, at each occurrence, is selected from: C 1-5 alkyl substituted with 0-2 R13, C2_6 alkenyl

substituted with 0-2 R13, C2_6 alkynyl substituted with 0-2 R15,

-(Co_4 alkyl)-5-10 membered carbocycle substituted with 0-3 R13, and —(Co-4 alky1)—5—l0

membered heterocycle substituted with 0-3 R13 and consisting of: carbon atoms and 1-4

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

10
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R4, at each occurrence, is selected from H, =0, (CR3R3"’)rOR3, F, Cl, Br, 1, C 1-4 alkyl, “

(CR3R3"‘)rCN, (CR3R3a)rNO2, (CR-°'R3a);NR2R23, (CR3R33)rC(O)R2°,

(CR3R33)rNR3C(O)R2b, (cR3R3a),c(o)NR2R2a, (cR3R3a),NR2c(o)NR2R2a,

(CR3R33)rC(=NR2)NR2R3a, (CR3123a),c(=Ns(o)2R5)NR2R2a,

(CR3R3 a)rNHC(=NR2)N R2R23, (CR3 R3 a)1-C(0)NHC(=NR2)NR2R2a,

(CR3R3a)rSO2NR2R23, (CR3R3a)rNR2SO2NR2R2a, (CR3R3a)1-NR2SO2—C1.4 alkyl,

(CR3R3a),-NR2SO2R5, (CR3R3a)1-S(O)pR5a, (CR3R3a)1-(CF2)rCF3, NHCHQRIC,

OCHQRIC, SCH2R]°, NH(CH2)2(CH2)tR1b, O(CH2)2(CH2)tR1b, S(CH2)2(CH2)tR1b,

(CR3R3"'),-5-6 membered carbocycle substituted with 0-] R5, and a (CR3R33),-5-6

IT1CII1bC1‘6d.h€[€I'0CyC16 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 each occurrence, is selected from H, =0, (CR3R3a),(jR2, (CR3R3a),F, (CR3 R3 3),Br,

(CR3R3a)rCl, C1.4 alkyl, (CR3R3‘1)rCN, (CR3R3a)rNO2, (CR3R3a)rNR2R23,

(CR3R3a),C(O)R3C, (cR3R3a),NR2C(o)R2b, (CR3R3a),C(O)NR3R2a,

(cR3R3a),N=cH0R3, (CR3R3a),C(0)NH(cH2)2NR2R2a, (CR3R3"'),NR3C(O)NR2R3a,

(cR3R3a),c(=NR2)NR2R2a, (CR3R33),NHC(=NR2)NR2R33, ('c:R3R3a),s02NR2R2a,

(cR3R3a),NR2so2NR2R2a, (CR3R3a),NR2SO2-C1_4 aikyl, (CR3R3a),C(O)NHSO2-C1_4

alkyl, (CR3R33)NR3SOp_R5, (CR3R3a),s(0)pR5a, (CR3R3a),(CF2),CF3, (CR3R3a),-5-6

_ membered carbocycle substituted with 0-1 R5, and a (CR3R3a),»-5-6 membered

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

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

R41’, at each occurrence, is selected from H, =0, (CH2)rOR3, (CH2)rF, (CH2),Ci, (CH2),Br,

(CH2)rI, C1_4 alkyl, (CH2)rCN, (CH2)rNO2, (C:H2)rNRéR3a, (CH2)rC(O)R3, .

(CH2),-C(0)OR3°, (CH_7_)rNR3C(O)R3a, (CH2),--C(O)NR3R3a, (CH2)rNR3C(O)NR3R-33,

(CH2)r-C(:NR3)NR3R3a,'(CI-12)]-NR3C(=NR3)NR3R3a, (VCH2)1-SO2NR3R3a,

11
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(CH2)rNR3SO2NR3R3a,i(CH2),NR3SO2-C1.4 alkyl, (CHp_)rNR3SO2CF3,

(Cll2)rNR3 S02-phcnyl, (CHz)rS(0)pCF3, (CH2)rS(0)p-C1-4 alkyla (CH2)r3(0)p-Phenyl,

and (CH2)r(CF2)rCF3§

R4“, at “each occurrence, is selected from H, C1_4 alkyl (CR3R33)r1OR2, (CR3R3a)r1F,
(cR3R3a),1Br, (CR3R3a)r1C1, (CR3R3a),1CN, (cR3R3a),1N02, (CR3R3&),1NR3R23,

(cR3R3u),c(o)R2c, (cR3R3a),1NR2C(0)R2b, (CR3R3a),c(0)NR2R2a,

(CR3R33),1N=CHOR3, (CR3R3a),C(O)NH(CH2)2NRZR3a, (CR3R3a)r_1NR3C(O)NR3R23,

(CR3R3a),1C(=NR3)NR3R3a, (CR3R3a),1NHC(=I\’R2)NR3R2a, (CR3R3a),s02NR2R2a,

(CR3R3a),1NR2s0;NR2R2a, (CR3R3a),1NR2SO2-C1.4 alkyl,

(CR3R33)rC(O)NHS02—C 1-4 alkyl, (CR3R3a)r1NR2SQ2R5, (CR3R3a)rS(O)pR55,

(CR3R3a),(CF2),CF3, (CR3R33),-5-6 membered carbocycle substituted withi0-1 R5, and a ' V

(CR3R35),—5—6 rnembered heterocycle consisting of: carbon atoms and 1-4 heteroatoms

selected from the group consisting ofN, O, and S(O)p, and substituted with 0-1 R5;

R5, at each occurrence, is selected from H, C1_5 alkyl, =0, (CH2),OR3, F, Cl, Br, 1, -CN, N02,

(CH2),NR3R33, (CH2)'rC(O)R3, (CH2)rC(O)OR3C, (CH2)rNR3C(O)R33,
(CH2),.C(O)NR3R33, (CH2),NR3C(O)NR3R3a, (CH2),CH(=NOR3d),

(CI'I3),C(=NR3)NR3R33, (CH2)rNR3C(=NR3)NR3R3a, (CH2)rSO2NR3R3a,

(CH3),NR3SO;;NR3R3fl, (CH2),NR3SO;;-C;-4 alkyl, (CH2),NR3SO2CF3,

(CH2),NR3 SO2—phenyl, (CH2)rS(O)pCF3, (CH2),S(O)}',-C1_4 alkyl,

(CH2),S(O)p-phenyl, (CF2)rCF3, phenyl substituted with 0-2 R5, naphthyl substituted

with 0-2 R6, and benzyl substituted with 0-2 R6; )

R53, at each occurrence, is selected from C1-5 alkyl, (CH2),OR3, (CH2)rNR3R3a, (CI-I3),C(O)R3,

(CH2)rC(O)OR3C: (CH2)rNR3C(O)R3a: (CH2)rC(O)NR3R3a, (C1“'2)rC1"3, Phcnyl
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substituted with 0-2 R5, naphthyl substituted with 0-2 R6, and benzyl substituted with 0-2

R6, provided that R55 does not form a S—N or S(O)p—C(O) bond;

R5, at each occurrence, is selected from H, OH, (CH2),OR2, halo, C14 alkyl, CN, N02,

(CH2),NR2R2a, (CH2),C(O)R2b, NR2C(O)R2b, NR2C(O)NR2R3a, C(=NH)NH2,

NHC(=NH)NH2, SO2NR3R33, NR2SOg_NR2R7-3, and NR3SOgC1_4 alkyl;

R7, at each occurrence, is selected from H, OH, C1-5 alkyl, C1-5 a1kyl—C(O)—, CH; alkyl-0-,

(CHg),,-phenyl, (11-4 alkyl-OC(O).-, C540 aryl-O-C, (35-10 aryl-OC(iO)-,

C540 aryl—CH2—C(O)—, C1_4 alkyl-C(O)O—C'1_4 alkyl-OC(O)-,

C540 aryl—C(O)O-C1-4 alkyl-0C(O)—, CH5 alkyl-NH2-C(O)-, phenyl-NH2-C(O)-, and

pheny1—c1_4 alkyl-C(O)-;

R8, at each occurrence, is selected from H, CH, alkyl, and (CH3)n-phcnyl;

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 hcteroatoms selected

from the group consisting of N, O, and S(O)p; 2

R9, at each occurrence, is selected from H, C1-5 alkyl, and (CIlg)n—1$heny1;

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; Ed
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t, at each occurrence, is selected from 0, l, 2, and 3.

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

G is a group of Formula Ila or Hb:
/

DE,'— D
\ .

Ila Ilb

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

1.2 R; ‘

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 ofN, O, and S(O)p,

[wherein the 5 membered hetcrocycle 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, C1_4 alkyl, F, C1, OH, OCH3, OCI-l2CH3, ()Cl-l(CH3)2, CN, C(=NH)NH2,

c(-—NH)NHoH, C(=NH)NHOCH3, NH2, NH(C1_3 a1kyl),N(C1_3 alkyl)2, C(=Nl—I)Nl12,

CH2NH2, CH;_NH(C1_3 alkyl), CH2N(C1-3 alkyl)3, (CR3R9)tNR'/R3, C(O)NR7R3,

CI-I2C(0)NR7R.3, S(O)pNR7R3, CH2S(O)pNR7R8, so2R3, and OCF3;

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

methylenedioxy or ethylenedioxy;

A is selected from: T

C5_10 carbocycle substituted with 0-2 R4;

R13 is selected from H, -(CH2)r-Rlb, -(CH(CH3))r~R]b, —(C(CH3)2)r—Rlb, NHCl'l_7_R1é, 0CHgR1C,

SCHZRIC, NH(CH2)2(CH2)tR1b, and O(CH2)2(CH2)lR“3, provided that R” forms other

than an N—halo, Ni-S, or N-CN bond;

alternatively, when two R13 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, Ogand S(O)p, this ring being ‘

substituted with 0-2 R45 and 0-3 ring double bonds;

Rlb is selected from H, CH3, CHQCH3, CHQCHQCH3, CH(CH3)2, F, Cl, Br, I, -CN, -CHO, CF3,

0R2, NR2R2a, c(o)R2b, co2R2b, oc(o)R2, co2R2a, s(o),,R2, NR2(cH2),oR2;

NR2C(O)R2b, NR2C(O)NHR2, NR2C(O)gR2a, OC(O)NR2I_{23, C(O)NR2R2a,

C(O)NR2(CH3),OR3, so2NR2R2a, NR2s02R2, i

C5-5 carbocycle substituted with 0-2 R4”, 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

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

15
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R1‘: is selected from H, CH(CH2OR2)g, C(O)R2°, C(O)NR2R2a, S(O)R2_, S(O)2R2, and

SO2NR2R2a;

7 R3, at each occurrence, is selected from H, CF3, CH3, CHZCH3, CH2CH2CH3, CH(CH3)_9_,

CH2CH2CH2CI-I3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl, C5_5 carbocycle

substituted with 0-2 R413, a C5_5 carbocyc1ic—CH2—group substituted with 0-2 R45, and 5-6

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

the group consisting of N, 0, and S(O)p, and substituted with 0-2 R4‘);

R23, at each occurrence, is selected from H, CF3, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2,

CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl, C5_5 carbocycle

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

1-4 heteroatoms selected from the group consisting ofN, O, and S(O)p, and substituted
with 0-2 R41’;

altematively, R2 and R33, 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 R41’

and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and.S(O)p;

R31’, at each occurrence, is selected from CF3, C1-4 alkoxy, CH3, CHZCH3, CH2CH2CH3,

CH(CH3)2, CH2CH3CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl,

C5_5 carbocycle substituted with 0-2 R45, 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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R2‘, at each occurrence, is selected front CF3, OH, C1_4 alkoxy, CH3, CH2CH3, CHZCHZCH3, I

CH(CH3)2, CHZCHQCHZCH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(Cll3)3, benzyl,

C5_5 carbocycle substituted with 0-2 R413, 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, CIIZCII3, CII2CII2CII3, CII(CH3)2, benzyl,

and phenyl;

R33, at each occurrence, is selected from H, CH3, CHZCH3, CHZCHZCH3, CH(CH3)2, bcnzyl,

and phenyl; 2

alternatively, and R3 3, 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 R33 are attached;

R3°, at each occurrence, is selected from C1 I3, CI IZCH3, CH2CH2CH3, CH(CH3)2, benzyl, and

phenyl;

R3d, at each occurrence, is selected from H, CH3, CH2CH3, CH2CH2CH3, CH(CH3)2,

CH2—phenyl, CH2CH2—phenyl, and C(=O)R3°;

R4, at each occurrence, is selected from H, =0, OR3, CHZOR2, (CH2)2OR2, F, Cl, Br, I,

C ,_4 alkyl, R-CN, N03, NR2R2a, CI12NR2R2a, (CI12)2NR2R2a, C(o)R2c, NR2C(0)R2b,

.C(O)NR2R3a, SO2NR2R2a, S(O)pR53, CF3, CF3CF3, 5-6 membered carbocycle

substituted with 0-1 R5, and a 5-6 membered heterocycle consisting of: carbon atoms

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

substituted with 0-1 R5;

17
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R45, at each occurrence, is selected from H, =0, CHZOR3, OR3, CHQF, F, CII2Br, Br, CHZCI,

Cl, C14 alkyl, CH2-CN, -CN, CH3NO2, N02, CH2NR2R33, NR2R2a, CH2—C(0)R7—°,

C(O)R3°, NR2C(O)R2b, (CH2),C(O)NR2R23, NR3C(O)NR2R23, (CH2)rSO2NR-7-R23,

NR3SO2NR2R2a, NR2SO2—C1_4 a1ky1,iI_\lR2SO2R5, (CH2),s(o)pR5a, CHZCF3, CF3,

CH2-5-6 mernbcred carbocycle substituted with 0-1 R5, 5-6 membered carbocycle

substituted with 0-1 R5, and a CH2-5 -6 membered heterocycle consisting of: carbon

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

substituted with 0-1 R5, and 5-6 membered heterocycle consisting of: carbon atoms and

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

with 0-1 R5;

R4”, at each} occurrence, is selected from H, =0, OR3, CHZOR3, F, Cl, CH3, CHZCH3,

CH2CH2CH3, CH(CH3)2, CH2CH2cH2CH3,‘cH2cH(cH3)2, CH(CII3)ClI2C.l—l3,

C(CH3)3, -CN, N02, NR3R3a, CH2NR3R3a, C(O)R3, CH2-C(O)R3, c(o)oR3c,

CH2C(O)OR3°, NR3c(o)R3a, CH_7_NR3C(O)R3a, c(o)NR3R3a, CHgC(O)1\'R3R3a,

NR3C(O)NR3R3a, CH2NR3C(0)NR3R33, C(=NR3)NR3R3a, CH2C(:NR3)NR3R33,

NR3C(=NR3)NR3R33, CH2NR3C(=NR3)NR3R33, so2NR3R3a, CH2SO2NR3R3a,

NR3so2NR3R3a, CH2NR3 s02NR3R3a, NR3 S03—C1_4 alkyl, CH2NR3SO2—C1_4 alkyl,

NR3SO2CF3, CH2NR3SOgCF3, NR3SO2-phenyl, CH2NR3S()2-phenyl, S(O)pCF3,

CH;S(O)pCF3, S(O)p‘C1_4 alkyl, CH3S(O)p—C1.4 alkyl, S(O)p—phenyl, CH2S(O)p-phenyl,

CF3, and CH2-CF3; V ,'

R4“, at each occurrence, is selected from H, CH3, CIIZCH3, CH2CH2CH3, CH(CH3)2,

CHZCHQCHZCH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, CHZORQ, CH2F,

CH_7_B1f, CHZCI, CH2CN, CHZNO2, CH2NR2R23. C(O)R3°, CH2C(O)R2“,

18
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CH2NR2C(O)R2b, C(O)NR?R2a, CH2C(O)NR2R23, CH2NR7~C(O)NR2R2a, SO2NR2R2a,

CHZSOZNRZRQ3, CH2NR2SO2NR7-R23, CHQNRZSO2-C1_4 alkyl,

C(0)NHSO2-C1-4 alkyl, CH2C(O)NHSO2-C1_4 alkyl, CH‘-ZNRZSOZR5, S(O)pR5a,

CH2S(O)pR5a, CF3, CHZCF3, 5-6 membered carbocycle substituted with 0-1 R5,

CH2-5-6 membered carbocycle substituted with 0-1 R5, 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, and a CH2—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;

R5, at each occurrence, is selected from H, =0, CH3, Cl-l2(.Tl-I3, CH2CH2CH3, CH(CH3)2,

ICHZCHQCHQCH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, OR3, CH2OR3, F, Cl,

—CN, N02, NR3R3a, CH2NR3R33, C(O)R3, CH2C(O)R3, C(O)OR3°, CH2C(O)OR3°,

iNR3C(O)R33, C(())NR3R33, NR3C(O)NR3R3a, CH(%NOR3d), C(=NR3)NR3R3 3,
NR3C(=NR3)NR3R33, SO2NR3R3a, NR3SO2NR3R33, NR3SO2-C1_4 alkyl, NR3 SO2C,F3,

NR3SO2—phenyl, S(O)pCF3, S(O)p-C1-4 alkyl, S(O)p-phenyl, CF3, phenyl substituted

with_0-2 R5, naphthyl substituted with 0-2 R6, and benzyl substituted with 0-2 R5; and,

R5, at each occurrence, is selected from H, OH, OR2, F, Cl, CH3, CHZCH3, CHQCHZCH3,

CII(CIeI3)2, CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, CN, N02,

NR2R2a, CHgNR2R23, c(o)R?-b, CH2c(0)R2b, NR2C(0)R2b, .\IR2C(0)NR2R2a,

C(=NH)NH2, NHC(=NH)NH2, SOy_NR2R2a,NR2S02NR2R3?1, and NR2S02C1_4 alkyl. 2

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

G is selected from the group:
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' \
/
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G1 is absent or is selected from (CR3R3a)i1_3, (CR3R33)uC(Q)(CR3R3a)w,
(CR3R3a)u0(CR3R3a)w, (cR3R3a)uNR3b(CR3R3a)w, (CR3R3a)uc(0)NR3b(cR3R3a)W,

(cR3R3a)uNR3bc(o)(cR3R3a)w, (CR3R33)uNR3bC(O)(CR3R33)uC(O)NR3b(CR3R3a)w,

(cR3R3a)us(cR3R3a)w, (cR3R3aius(o)(cR3R3a)w, (CR3R33)uS(O)2(CR3R33)w,

(CR3R33)uS(O)NR3b(CR3R3a)w, (CR3iR33)u NR3bS(O)2(CR3R3a)w, and

(CR3R33)uS(O)2NR3b(CR3R33)w, wherein u + w total 0, 1, or 2, provided that G1 does

not form a N-S, NCH2N, NCH2O, or NCH2S bond with either group to which it is

attached;

A is phenyl substituted with 0-2’ R4;

24
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Hla is selected from H, Rib, CH(CH3)R1b, C(CH3)2R1b, CH2R1b, and CH2CH2R1b, provided

that R13 forms other than an N-halo, N-S, or N—CN bond;

alternatively, when two R13 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

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

‘ substituted with 0-2 R41’ and 0-3 ring double bonds;

Rib is selected from H, CH3, CH2CH3, F, Cl, Br, —CN, —CHO, CF3, OR2, NR3R33, C(O)R2b,

CO2R3b, OC(O)R3, CO2R2a, S(O)pR2, NR3(CH2),OR-7-, NR7-C(O)R2b, C(O)NR2R2a,

SDZNRZRM, NR3SO2R2, phenyl substituted with 0-2 R4b, 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 withv0-2 R45, provided that R11’ forms

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

R2, at each occurrence, is selected from H, CF3, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2,

phenyl substituted with 0-2 R4b, a benzyl substituted with 0-2 R413, 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 R41’;

R23, at each occurrence, is selected from H, CF3, CH3‘, CHZCH3, CH2CH2CH3, CH(CH3)2’,

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 R413;

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 R41’

25
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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 CF3, C 1-4 alkoxy, CH3, CHZCH3, CHZCHZCH3,

CH(CH3)2, 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(())p, and substituted with 0-2 R4b;

R2“, at each occurrence, is selected from CF3, OH, OCH3, OCHZCH3, AOCH2CH2CH3,

OCH(CH3)2,‘CH3, CHZCH3, CH2CH2CH3, CH(CH3)2, benzyl, phenyl substituted with

0-2 R41’, and 5-6 tnembered aromatic heterocycle containing from 1-4 heteroatoms

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

V R4, at each occurrence, is selected from H, CHgOR2, (CH2)3OR2, OR2, F, Cl, Br, I, CH3,

CHZCH3, CHZCHZCH3, CH(CH3)2, CH2CH2CH2CH3, CH—_,»CH(CH3)2',

CH(CH3)CH2CH3, C(CH3)3, -CN, N02, NR2R2a, CH2NR-7-R33, (CH2)2NR2R23,

C(O)R3°, NR2C(O)R2b, C(O)NR2R2?, SO2NR2R-7-3, CF3, and CFZCF3;

R43, at each occurrence, is selected from H, =0, CH_7_OR2, OR2, F, B1‘, C1, CH3, CHZCH3,

CH2CH2CH3, CH(CH3)2, Cl'l2CH2CH2CH3, Cl’l2CH(CH3)2, CH(CH3)CH2CH3,

C(CH3)3, -CN, N02, CHQNRZRZZ‘, NR2R,2a, C(O)R2°, NR2C(())R7-b, C.(O)NR2R2a,

NR2c(o)NR2R2a, so2NR2R2a, and -CF3; ' 2

R45, at each occurrence, is selected from H, =0, OR3, CH2OR3,.F, Cl, CH3, CHZCH3,’ T

CH2CH2CH-3, CH(CH3)2a -CN, N02, NR3R3"‘, CH2NR3R3a,’C(O)R3, CH2—C(O)R3,

C(O)OR3°, CH2-C(O)OR3°, NR3C(D)R33, Cl-l3NR3C(O)R3a, C(O)NR3R3a,

26
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CH2-C(O)NR3R3a, SO2NR3R3a, CH2SO2NR3R3a, NR3SO2-C]_4 alkyl,

CH2NR3SO2-C1_4 alkyl, N R3801-phenyl, CH2l\'R3SO2-phenyl, S(O)pCF3,

CH2S(0)pCF3, S(O)p-C1_4 alkyl, CH2S(O)p—C1-4 alkyl, S(O)p—phenyl, CH2S(O)p—phenyl,

and CF3;

R49, at each occurrence, is selected from H, CH3, CH2Cl-I3, CHQCHZCH3, CH(CH3)i,

CHZCHQCHZCII3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, CHZORZ, CHZF,

CH2Br, CHZCI, CHZCN, CHQNO2, CHZNR7-R23, C(0)R2°, CH2C(O)R-7-9,

CH2NR2C(C)R2b, C(O)NR2R23, CH2C(O)NR2R33, SOZNRZRZ3, CH2SOgNR-7-R23,

S(O)pR5a, CH2S(O)pR5a, CF3, phenyl substituted with 0-] R5, and benzyl substituted

with 0-1 R5; 2

R5, at each occurrence, is selected from H, =0, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2, OR3,

CH3OR3, F, Cl, -CN, N02, NR3R33, CH2NR3_R3a, C(O)R3, CH2C(0)R3, C(O)OR3°,

CH;C.(O)OR3°, NR3C(O)R33, C(())NR3R33, SO2NR3R33, NR3SO2-C1_4 alkyl,

NR3SQ2CF3, NR3SO3—phenyl, s(o)pcr3, S(O)p"C]_4 alkyl; S(O)p—phenyl, CF3, phenyl

substituted with 0-2 R5, naphthyl substituted with 0-2 R5, and benzyl substituted with 0-2

R5; and, A

R5, at each occurrence, is selected from H, OH, OR2, F, Cl, CH3, CH2CH3, CH2CH2CH3,

CH(CH3)2, -CN, N02, NR2R2a, CH2NR2R3a, C(o)R2b, CH2C(o)R2b, NR2c(0)R2b,

SO2NR3R3?, and NR3SO2C1-4 alkyl. ' ’

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

G is selected from the group:
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N52 NH2

“CC; V GCC / /
\ SOZNH2 \ SO2CH3N\ SOZNI-I2 N\ SOZCH3

H Cl

\ \ / /
_ Cl

C1 Cl Cl

0O *’?| OO 
N2

‘ \ x7 00

Cl Cl C! Cl

/fig /
CHZNHZ C (0) “H2 CN \ ‘C (NH) NP2

Cl ‘ .

$9 C(NOH)N__I CN I I C(NH}NH2 C(NOH)NI-12- 2 .

F c1 (o)NH2 cH9NH2
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. NI-I2

Haco H,N (O) C H2NH2C

V N(O

’ NH2 ‘ $2 NI-I2 NH2 NH2
 / 1 V N 1q .
\.s O S

O i .

| 1 I _ i I
HN N / N / N / N /

H H V ’ H

i 1'1 NH: .

\ N\ \

/N /N \ W / l \N / I N’ 1N / /H V O

NH2 ANH2 1 NH2 NH2 H NI-12 IV N .

/|\N </b“,O|.\N S{\N N|\N‘
N / N / / \ / \ ‘/
H H ' A -

G1 is absent is selected from CH2, CH2CH2, CH2O, OCH2, NH, CHQNH, NHCH2, CH2C(O),

Z\\Z:1:
U7

C(O)CH2, C(O)NH, NHC(O), CH2S(O)p_, S(O)2(CH2), SOZNH, and NHSO2, provided

that G1 does not form a N-S, NCH2N, NCHZO, or NCH2S bond with either group to

which it is attached;

R‘ 3 is selected from H, R”’, C(CII3)2R_]b, and CH2R‘b, provided, that R13 forms other than an

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

Rlb is selected frorn CH3, CH2CH3, F, C1,Br, -CN, CF3, OR3, NR2_Rla, c(o)R2b, CO2R3b,

CO2R-7-3, s(o)pR2, c(o)NR2R2a, SO2NR3R23, NRZSOQR3, and 5-6 membered arornatic

heterocycie consisting of earbon atoms and from 1-4 heteroatoms selected from the group

i
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consisting of N, O, and S(O)p, and substituted with 0-2 R4b, provided that R“? forms -
other than an 0-0, N—ha1o, N—S. or N—CN bond;

R2, at each occurrence, is selected from H, CH3, CHZCH3, CHZCHZCH3, CH(CH3)2, 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 R45;

R23, at each occurrence, is selected from H, CH3, CH2CH3, CH2CH2CH§, CH(CH3)2, benzyl,

phenyl substituted with 0-1 R45, and 5-6 membered aromatic heterocycle consisting of:

carbon atoms and l~4 heteroatoms selected from the group consisting ofN, O, 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 0-} R41’

and consisting of: 0-1 additional heteroatoms selected from the group consisting ofN, O,

and S(O)p;

Rzb, at each occurrence, is selected from OCH3, OCHZCH3, OCH2CH2CH3, OCH(CH3)2, CH3,

CHZCH3, CHZCHZCH3, CH(CH3)2, benzyl, phenyl substituted with 0-] R45, and 5-6

membered aromatic heterocycle consisting of: carbon atoms and 1-4 heteroatoms

selected from the group consisting ofN, O, and S(O)p, and substituted with 0-1 R45;

R32 at each occurrence, is selected from OH, OCH3, OCHZCH3, OCH2CH3CH3, OClI(CH3)2,

CH3, CH2CH3, CHZCHZCH3, CH(CH3)2, benzyl, phenylsubstituted with 0-1 R41’, and

2 5-6 membered aromatic heterocycle containing from 1-4 heteroatoms selected from the 2

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

31
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R4, at each occurrence, is selected from OH, OR2, CH3OR2, (CH2)2OR3, F, Br, C], I, CH3, ,

CH2CH3, CH2CH2CH3, CH(CH3)2, CHZCHZCHZCH3, CH2CH(CH3)2,

CH(CH3)CH2CH3, C(CH3)3, NRZRQE‘, CH2NR2R23, (CH2)2NR2R2a, CF3, and CF2CF3;

R43, at each occurrence, is selected from H, =0, CH2OR2, OR2, F, Br, Cl, CH3, CH2CH3,

CH2CH2CH3, CH(CH3)2, CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3,

C(CH3)3, CHgNR3R2“, NR2R2a, C(0)R2?, NR2c(0)R2b,_C(0)NR2R2a, SO2NR3R3a, and
CF3; C

R4b, at each occurrence, is selected from =0, OR3, CH2OR3, F, Cl, CH3, CH2CH3,

CH2CH2CH3, CI I(CH3)2, -CN, N02, NR3R33, CH2NR3R3a, C(O)R3, C(O)OR3°, ,

NR3C(O)R3a, C(O)NR3R33, SO2NR3R3a, NR3SO2—C1_4 alkyl, NR3 SO2—phenyl,

S(O)p-C1_4 alkyl, S(O)p—pheny1, and CF3;

R4“, at each occurrence, is selected from H, CH3, CH2CH3, phenyl substituted With 0-1 R5, and ’

benzyl substituted with 0-1 R5;

R5, at each occurrence, is selected from H, =0, CH3, CH2CH3, CH2CH2CH3, CH(CH3)'2, OR3,

CHZOR3, F, C1, —CN, N02, NR3R3a, CH2NR3R33, C(0)R3, C(0)0R3<=, NR3C(O)R3a,

C(O)NR3R3a, SO2NR3R33, NR3SO2—C1_4 alkyl, NR3 S02-phenyl, S(O)p—C1 -4 alkyl,

S(O)p-phvenyl, CF3, phenyl substituted with 0-2 R5, naphthyl substituted with 0-2 R5, and

T bcnzyl substituted with 0-2 R6; and,

R5, at each occurrence, is selected from H, OH, OR2, F, Cl, CH3, CH2CH3, CH2CH2CH3,

CH(CH3)2, -CN, N02, NR2R2a, C_H2NR3R3a, c(o)R2b, CH2c(o)Rib, NR2_C(o)R2b, and

s02NR2R2a.
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_ Claim 5 . (Currently Amended) A compound according to Claim 4, wherein;

G is selected from:

CHZNH2 F CE-l2Nl-I2 CH2NH2

CHZNH2 Cl
OCH3 F

CHZNHZ CH2NH2 \ |\N / IN, / \\

NH; N NH2 / NH2 NH.
F E ~ 4

. Ci ‘ Cl

. l o _ C1

NH2 / N /A / ’
NH2 I S

 \ ‘ \ (*1O .2

Cl . Cl . » (:1

V o ‘ - .

M NH2 bso2NH2l SOZNHZ H
2 N

\ o

OCH3 2 . OCH3 N‘NH

"Cl C1 C1 c1

I I :F :so2NH2 :so2cH3 I I CH2NH2
c1 A

C1 Cl

9“ C(NH)

3
Cl

\  (IX
C(NH? NOH)NH2

33

Page 119



Page 120

DOCKET NO.: PH-7398 Amendment

USSN: 10/245,122

SOZNHZ

\ \ , ’(ii CCC A
SO2CH3 CHZNHZ C (O) NH2 CN

~ NH2 NH2 A\

I N’ N’,/ ‘ I I
C(NH>NH2 C(NOH)NH2 N\ N\

NH2 NH2

N/ /N N/ < . \ \ K N
. N H

NH NH

\ /,N ,N§ , 2 . 2
< [ | . / // \ / N NN \' O

0 H NH2 N112
N 2

i \ V
/ \ F \ c1

NH2 NH2 NH: V NH?/ /

N N N/ l \ [l\]/ I \
\ (,(O)NI12 \ CHZNH2 o / O\, /

A is selected from the group: phényl, 2—C1—pheny1, 3-Cl-phenyl, 2-F-phenyl, 3—F—phenyl, 2-

methylphenyl, 2—aminopheny1, and 2-methoxyphenyl; ' h

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

\N

 R4a
.5. ,
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O O O -

___R43 I R4a V - : R43 H. ' R4a
\ / \

____R4a

O .

\
I

V  

R13 is selected from H, CH3, CHZCH3, CIIQCHZCH3, CH2F, CHQCI, Br, CH2Br, —CN, CHZCN,

CF3, CH2CF3, OCH3, CHZOH, C(CH3)2OI-1, CHQOCH3, NH2, CHQNHZ, NHCH3,

CH§NHCH3, N(CH3)2, CH2N(CH3)2, CO_2H, COCH3, CO2CH3, CHZCOQCH3, SCH3,

CH2SCH3, S(O)CH3, CH2S(O)CH3, S(O)2CH3, CI-I2S(())2CH3, C.(())Nll2,

CH2C(O)NH2, SOZNHZ, CH2SO2NH;_, NHSOZCH3, CHZNHSOQCH3, pyridin—2—yl,

pyridin—3—yl, pyridin—4—y1, pyridin-2-yl—N-oxide, pyridin-3-yl-N-oxide, pyridin-4-y1-N-

oxide, irnidazol—1-yl, CH2—imidazol—1—yl, 4—methy1~oxazo1-2—y1, 4-N,N-

dimethy1aminomethy1—oxazo1-2—y1, 1,2,3,4—tetrazo1—1—yl, 1,2,3,4—tetrazo1—5—yl, CH2-

1,2,3,4-tetrazol-1-yl, and CH2-1,2,3,4i—tetrazo1-5—y1, provided that R151 forms other than an

N-halo, N-S, or N-CN bond; ‘

R2, at each occurrence, is selected from H, CH3, CHQCH3, CH2CH2CH3, CH(CH3)2, phenyl

substituted with 0-1 R4b, benzyl substituted with 0-1 R45, and 5 'membered aromatic

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

consisting ofN, 0, and s(o)p, andisubstituteld with 0-1 R41’;

- R23, at each occurrence, is selected from H, CH3, and CH2CH3;
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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 O—l R41’

and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)p;

R35, at each occurrence, is selected from OCII3, OCI IZCH3, CH3, and CHZCH3; ,

R30, at each occurrence, is selected from OH, OCH3, OCHZCH3, CH3, and CH2CH3;

R43, at each occurrence, is selected from H, =0, CH3, CH2CH3, CHZCHZCH3, CH(CH3)2,

CH:CH2CH2CH3, Cll2Cll(Cll3)2, CH(CH3)CH2CH3, andC(CH3)3;

R45, at each occurrence, is selected from H, =0, OR3, CH2OR3, F, Cl, CH3, CH2CH3,NR3R3a,

cH2NR3R3a, C(O)R3, C(O)OR3°, NR3C(0)R3a, C(0)NR3R3a, SO2NR3R33,e

NR3SO2—phenyl, S(O)2CH'3'_, S(O)2-phenyl, and CF3;

R5, at each occurrence, is selected from‘H, =0, CH3, CHZCH3, OR3, CHZOR3. F, Cl, NR3R3a,.

C CH2NR3R3a, C(O)R3, c(o)oR3c, NR3c(0)R3a, C(o)NR3R3a,‘ so2NR3R3a,

NR3SO2-C]-4 alkyl, NR3 S02-phenyl,‘ S(O)2-CH3, S(O)2-phenyl, CF3, phenyl substituted

with 0-2 R5, naphthyl substituted with 0-2 R5, and benzyl substituted with 0-2 R6; and,"-

R5, at each occurrence, is selected from H, OH, OR2, F, Cl, CH3, CH2CH3, NRZR23,

CH2NR2R2a, C(O)R2b, CH2C(O)R2b, NR2C(O)R2b, and SO2NR2R2a.

r,

Claim 6. (Currently Amended) A compound according to Claim 5, wherein the compound is:
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R121

/ NN\ \ M4
'3 0
P4 .

P4is-G;

G is selected from:

,  CH2NH2 ESL _
CHQNHE Cl NH2 NH?

OCH3 _ Cl 0

' o ' ‘ .O ,

NH2 so NHNH so NH«, 2 2

_ 2  / 2 :. H\ V * N T
\ 0OCH3 —OCJ-13 N\NZ;-t .

NHZ NH2 '
/

\O \ S so2NH2

\

so2cH3 CHZNI-Z2 C(0>NH2 A '

\ / \
, C(NH)NH2 CN F

H ' HAZN , NH2

N N\ .. /

KEY V ’ ?‘   

and,
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A—B is selected from:
I

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

A-B is seleeted—fi=em+

 

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

selected from the group:

3 -methoxy-1—(4—methoxyphenyl)—6—[4—(2-ox0—l—piperidinyl)phenyl]-1 ,4,5,6-tetrahydro-7-H-'

pyrazolo[3,4—c]pyridin—7-one; A A
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1—(4—methoxyphenyl)—3—[(methylamino)methy1]-6-[4-(2-oxo—1—piperidinyl)phenylj-1 ,4,5,6-

tetrahydro-7H-pyrazolo[3 ,4—c]pyn'din-7—one;

1-(3-chloro-4-fluorophenyl)-6-[4-(2-0x0-I-piperidinyl)phenyl]—3-(trifl1ioromethy1)-1,4,5,6-.

tctrahydro- 7H-pyrazolo[3 ,4-c]pyridine-7-0116;

1- [3—(aminomethy1)-4-fluorophenyl)-6- [4—(2-oxo- 1 -piperidiny1)phen.y1]—3—(trifluoromethy1)—

1,4,5,6-tetrahydr0- 7H-pyrazolo[3,4-c]pyridine-7-one;

1-(3—amino-1,2-benzisoxazol-5-yl)—6—[4—(2—oxo—1spiperidinyl)phenyl]—3—(trifluoromcthy1)-

1,4,5 ,6-tetrahydro— 7H—pyrazolo[3 ,4—c]pyridine—7—one;
/

1—(4—methoxyphcny1)—6;[4—(2—oxo—1—piperidi11y1)phe11yl]—3;(trifluoromethy1)-1 ,4,5,6-tetrahydro-
7H~pyrazolo[3,4—c]pyridin-7—onc; 2

1 —(4—methoxyphenyl)-7-0xo—6— [4—(2—0xo— 1 —piperidi11yl)phenyl] -4,5,6,7-tétrahydro-A1H-

pyrazol0[3,4-c]pyridine-3-carbonitrile; 4 7

1 -(4-meth0xypheny1)-6-[4-(2-oXo— 1 -piperidiny1)phenyl]-3-(1 H—tetraaz0l-5-_y1)— 1 ,4,5,6-

tetrahydro-7H-pyramlo[3,4-c]pyridin-7-one;

1-(4-meth0xyphenyl)—7—oxo—6- [4—(2—0xo— 1 —piperidinyl)pheny11—4,5,6,7—tetrahydr0— 1H—pyrazo1<,L

g[3,4-c]pyridine—3—carboxamide;

3 -b_romo—] -(4—methoxypheny1)—6—[4—(2—oxo-1-piperidinyl) phenyl] 1 ,4,5,6-tetrahydro-7H-

7 pyrazolo[3,4-c]pyridin-7—onc;; A

1-(4—meth0xyphenyl)—6—[4-(2—oxo—1 -piperidiny1)pheny1]-3-(4-pyridiny1)-1 ,4,5,6-tetrahyd1"o-7H-

pyrazo1o[3,4-c]pyridi11—7—one; A V
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. 1-(4—methoxyphenyl)-6-[4-(2-oxo-1—piperidinyl)pheny1]¢3-(4-pyridinyI-N-oxi§1e)-1,4,5,6-
’ tetrahydro-7H-pyrazolo [3,4-c]pyridiI1-7-0116;

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

pyrazo1o[3 ,4—c]pyridin—7—onc;

1—(4—mcthoxyfihcnyl)—6—[4-(2—o>i0~ 1 —piperidiny1)phenyl]—3—(3 —pyridiny1—N—oxide)— 1 ,4,5 .6-

tetrahydro-7H-pyrazolo [3 ,4-c]pyridin-7-one;

1-(4-methoxyphenyl)-6-[4-(2—ox0—I -piperidinyl)phenyl]-3-(2 —pyridiny1)-1 ,4,5,6-tetrahydro-7H-

pyrazo1o[3,4—c]—7—Qne;

1—(4—methoxypheny1)—6—[4—(2—ox0— 1 —piperidiny1) phenyl]1,4,5,6—tetrahydro-7H-pyrazolo[3,4-

c]pyridin-7-one;

 

1 —(4—methoxypheny1)-3—(methy1sulf0nyl)—6— [4—(2—oxo— 1 —piperidiny1)pheny1] 1 ,4,5,6—tetrahydro—

7H—pyrazolo[3,4—c]pyridin-7—one;

1- [3 -(aminomethyl)phenyl]-6—[4—(2—0xo-1—piperidinyl)phenyl]-3 -(trifluoromethyl)-1,4,5 ,6-

tetrahydro-7H-pyrazolo[3,4—c]pyridin—7—one;

3 — [7-ox0-6- [4—(_2—ox0— 1 -piperidiny1)phenyl]-3~(trifluoromet11y1)-4,5 ,6,7-tetrahydro-1H-

pyrazolo [3 ,4—c]pyridin—1—yl]benzamide;

"'40

Page 126



Page 127

DOCKET N0.:PH-7398 ' ' Amendment

USSN: 10/245,122 ‘

1-(3 -chlor0phenyl)-7-0X0-6- [4-(2—0x0- 1 -piperid iny])phenyl] -4, 5 ,6,7-tetrahydr0— 1 H-

pyrazolo[3,4-c]pyridi11e-3 -carboxamide;

 

1—(3—chloropheny1)—N, N-dimethy1—7—oxo—6—[4—(2—ox0-1 —piperidiny1)pheny1]—4.5.6,7—tetrahydro—

1H—pyraz0lo[3,4—c]pyridine—3 -carboxamideg

1—(3—chloro—4—f1uor0phcnyl)-7-0xo-6-[4—(2-0x0-1 -pipcridinyl)phcny1] -4,5,6,7-tctrahydro-I H-

pyrazo1o[3,4—c]pyridine—3—carboxamide;

 

1—(3¥a1ninQ- 1H-indazol-5-yl)-7-oxo—6—[4-(2-oxo-1-piperidiny1)pheny1]-4,5,6,7-tetrahydro- 1 H?

pyrazo1o[3,4-c]pyridine-3-carboxamide;

1-(3—amino- 1 ,2—benzis0xaz0l—5—y1)—7—oxo—6-[4—(2-0xo- 1 —piperidiny1)pheny1]—4,5 ,6,7—tetrahydro—

1H—pyrazo10[3,4—c]pyridine+3 -carboxamide;

 

1-(2 ,3 -dihydro-.1H—ind0]—6—yl)-6—[4—(2—0xo—1—piperidiny1)pheny1]—3—(trifluor0methyl);1,4,5 ,6-

1et1'ahyL_lr0-7H-pyrazolo [3,4-c]pyridin-7-one;
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1—(4-methoxyphenyl)-6-[4-(2-oxo-piperidin-1-yl)-phenyl]-3 -(2-pyrrolidin- 1 -ylmethy1—phenyl)-

1,4,5 ,6-tetrahydro—pyrazo10[3 ,4-c]py1‘idin-7-one;

 
1 -(4-hydroxy—phe11y1)-7-oxO—6—[4—(2-ox0—piperidin—1—y1)-phenyl]—4,5,6,7—tetrahydr0—1He

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

 
3 -{4-[dimethy1amin0)methy1]-1,3 —oxazo1—2—y1}—1—(4-meth0xypheny1)—6—[4—(2-oxor1-

piperidiny1)pheny1]- 1 ,4,5 ,6,—tetrahydro-7H-pyrazolo[3,-4—'c]pyridin—7-one;

1-(4—methoxy—pheny1)-3 -(4-methyl -oxazol-2-yl)-6- [4—(2—0x0—piperidin- 1 —y1)—pheny1] — 1 ,4, 5 ,6-

tetrahydro-pyrazolo [3 ,4-c]pyridin—7-one;
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1 —(4-metl1oxy-p11enyl)-3—(1 -methyl-4,5-dihydr(y 1 H-imidazol-2—yl)—6—[4—(2—0Xo-piperidin— 1 —yl)-

phenyl]-1 ,4,5,6-tetrahydro-pyrazolo [3 ,4-c]pyridin-7-one;

V 1—(4—methoxy—phenyl)—3;(1—methy1—1H—imidaz0l—2—yl)—6—[4—(2—ox0—piperidin-] -y1)—phenyl] -

1 ,4,5,6—tetrahydro—pyrazolo[3 ,4—c]pyridin-7—one;

1—(4-methoxy—phenyl)—3 —me1hyl-6-[4-(2-oxo-piperidin-1-yl)—pheny1]-I ,4,5 ,6—1etrahydro—

pyrazolo [3 ,4—c]pyridin-7-one; 2

 

3 -( I ¥hydIoxy-1-methyl-ethyl)-1-(4—meth0xy-phenyl)-6-[4—(2-OX0-piperidi1‘1—1Lyl)-phenyl]—

1,4,5,6-leLrahydropyrazolo[3,4-c]pyridir1-7-one;

 

2—dimethylamino~N—{ 1 -(4-meth0Xypheny1)—7—oxo-6-[4—(2—ox0;piperidin—1—yl)phenyl]-4,5 ,6, 7-

tetrahydro-1H-pyrazo10[3 ,4-c]pyridin-3 —yImethy1}—N—1nethylacetamide; A
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- , ‘ ’ ide;733

N- { ] -(4-meth0xyphenyl)-7—ox0—6—[4—(2—0xo;_piperidin-1 -y1)pheny1]-4,5 ,6,7-tetrahydr0- 1 H-

pyrazolo[3,4—c]pyridin-3—y1meLhy1}-2-pyridin-2-yl-acelamideg

N— { 1—(4—methoxyphenyl)~7—ox0—6—[4-(2—0xo;piperidin-1-y1)pheny1]-4,5,6,7-tetrahydro-1 H-

pyrazolo [3,4—c]pyridin—3—ylmethyl}—2-( 1-oxypyridin-2-yl)acetamide;

 }pheny 

1—(3 -cyano-4-fluorophenyl -7-oxo-6-[4-(2-oxo— 1 —piperidinyl)phenyl] -4, 5 , 6, 7-tetrahydr0- 1 H-

pyrazo1o[3,4-c]pyridine—3 —ca.rboxamide;

1—(3—aminomethy1—4-fluoro-phenyl)-7-oxo-6-[4-(2-oxo-piperidim1-yl)-phenyl] —4,5,6,7-

1etrahydro—1H—pyrazolo[3 ,4—c]pyridine-3-carboxylic acid amide; A

2- { 7-oxo-6- [4-(2~oxo-piperidin— 1 —yl)-phenyl] —3—trifluoromethy1-4 ,5 ,6,7—tetrahydr0—

pyraz010[3 ,4-c]pyridin-1-yl}-bcnzencsulfonamide; ‘
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’ 1—(3—chloro—phenyl)-3-methanesulfonyl-6-[4—(2-oxo-piperidin— l —y1)-phenyl]—l ,4,5,6—

tetrahydro-pyrazolo[3,4-c]pyridin-7-one; a_n_(_l_ «

 h 

 im7;om;

l—(3—chloro—phenyl)—3 —(l —hydroxy—l —methy1—ethyl)—6-[4—(2-oxo-piperidin- l -yl)-pheny1]- 1 ,4,5 ,6-

tctrahydro—pyrazolo[3 ,4—c]pyridin—7—one; and;

..
u .. ‘ 777

or a pharmaceutically acceptable salt form thereof.

Claims .9-15 (Previously canceled) O

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 I

selected from the group consisting of arterial cardiovascular thromboembolic disorders, venous
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cardiovascular thromboembolic disorders, and thromboembolic disorders in the chambers ofthe

, heart.

Claim 19. (Original) A method according to Claim 17, wherein the thromboembolic disorderis

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
I 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— l H—pyrazole—
9_[3,4—c]pyridine-3-carboxaniide

or a pharmaceutically acceptable salt form thereof.

Claim 32. (Canceled)
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_ Claim 33. (Previously presented) A coinpound according to Claim 8, wherein the compound‘ is:

1—(4—methoxypheny1)—3 —(methylsulf0nyl)—6—[4 —(2 —oxo— 1 —piperidinyl)phenyl] 1 ,4,5 ,6~tetrahydro—

7H—pyrazolo [3 ,4-c]pyridin-7—0ne

or a pharmaceutically acceptable salt form thereof.

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

l—(3 —ch1orophcnyl)-7-oxo-6-[4—(2—oxo—1-piperidiny1)phenyl]—4,5 ,6,7-tetrahydro— lH-

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 4 l. (Previously presented) Apharmaceutical 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 pharmaceutically 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 p

Claim 3 l« or a pharmaceutically acceptable salt form thereof

48

Page 134



Page 135

DOCKET NO.: PH-7398 Amendment

USSN: 10/245,122

« 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 pharmaoeutically 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 phannaceutically 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 selected from unstable angina, a11 acute coronary syndrome, first myocardial C

infarction, recurrent myocardial infarction, ischemic suddendeath, transient ischemic attack,
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. stroke, atherosclerosis, peripheral occlusive arterial disease, venous thrombosis, deep Vein

A 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) hcmodialysis, or (t) 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.

C 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 _

V resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)

cardiopulmonary bypass, (e) hemodialysis, or (i) 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 compoundof

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 selected from unstable angina, an acute coronary syndrome, first myocardial V

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 (1) 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 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

anartificial 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 thromboernbolic

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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. . thrombosis, thrombophlebitis, arterial embolism, coronary arterial thrombosis, cerebral arterial

thrombosis, cerebral embolism, kidncy embolism, pulmonary embolism, and thrombosis

resulting from (a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)

cardiopulmonary bypass, (e) hemodialysis, or (t) 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 methodyaccording to Claim 67, wherein the thromboembolic

disorder is selected from the group consisting of arterial cardiovascular thromboembolic

disorders, venous cardiovascular thrombocmbolic disorders, and thromboembolic disorders in

the chambers of the heart.

Claim 69. (Previously presented) A method according to Claim 67, wherein the thrornboembolic

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 (1) other procedures in which blood exposed to
an artificial surface that promotes thrombosis.
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Claim 70. (Previously presented) A method for treating a thrornboeinbolic disorder, comprising:

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

Claim 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. (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 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)

2 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 pharmaceutieally 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. (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 fromi(a) prosthetic valves or other implants, (b) indwelling catheters, (c) stents, (d)

cardiopulmonary bypass, (e) hemodialysis, or (t) 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 thrornboembolic

— 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.

55

Page 141



Page 142

DOCKET NO.: Pl-1-7398 , Amendment

USSN: 10/245,122

2 _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.

7 Claim 88. (Previously presented) A method accopding 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

A 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 (Q 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 method 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 thromboernbolic 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,'\/enous 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) stems, (cl)
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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. (New) A compound according to Claim 31 is a crystalline compound.

Claim 123. (New) A pharmaceutical composition, comprising: apharmaceutically 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 thereof a therapeutically effective amount of a compound of Claim 122.

Claim 125. (New) 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 ,7
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 arterial disease, venous thrombosis, deep vein thrombosis, thrombophlebitis,

arterial embolism, coronary anerial thrombosis, cerebral arterial thrombosis, cerebral embolism,

kidney embolism, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or 2

other implants, (b) indwelling catheters, (c) stents, (cl) cardiopulmonary bypass, (e) hemodialysis,

or (0 other procedures inwhieh blood is exposed to anartificial surface that promotes
thrombosis.

1

Claim 127. (New) A method according to Claim 126, wherein the thromboernbolic disorder is an

acute coronary syndrome.

2

Claim 128. (New) A method according to Claim 126, wherein the thromboembolic disorder -is

stroke.

592 .
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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 [26, wherein 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 isopropyl alcohol or CH2Cl2/ 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 processfor the preparation of the crystalline compound according to Claim

122, comprising recrystallization from CH2C12/ 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 specification are made to correct

clerical errors. Support for the present amendments is inherent in the specification. Support for

new Claims 122~l33 can be found as show in the following table. No new matter will be added

upon entry of the present amendments. p

 
  

 
  

Claim Support _
122 Example 18
123 _ Original Claim 16

124 _ Original Claim 17
125 Original Claim 18

126-130 A Original Claim 19
131-133 ' Example 18  

In view of the foregoing, Applicants submit that the application is now in condition for

allowance. Early notification of such action is earnestly solicited. lf tl1e.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 ’ ‘Q?
Jing Belfi/eld, 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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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
P.O. BOX.1450 N0
Alexandria, VA 22313-1450 - V 2 6. 2003

750/1
Sir: . 05/V/'5/7 /500

‘ _ /2.900

Transmitted herewith is an amendment in the above-identified application. -

Fee calculation:

Multile Deendent Claims $290 '
For Number Number Number

Presented Prev. Paid Extra

INDEPENDENT

CLAIMS 
TOTAL FEE $ 1314.00

El A 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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x C] Enclosed is a Petition for Extension of Time.

Bristol-Myers Squibb Company
Patent Department
P.O. Box 4000
Princeton, NJ 08543-4000
(609)
Date:

252-3791

November 19, 2003

Respectfuliy submitted,

Jing S. Belfield, Ph.D.
Agent for Applicants
Reg. No. 45,914
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FILING BY “EXPRESS MAIL” UNDER 37 CFFI 1.10

  

 

November 19, 2003

Date of Deposit

EV32350020l US

Express Mail Label Number
 

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
2 NOV 2 5 2003

tEcHCENVER‘5°°'29m
Alexandria, VA 22313-1450

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. V

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/as/2003 mm ooooooas msao 10245122

01 rcuaoa 1314-00 D9
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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 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

V application.

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

F NOV 2 6 20031

P l M
0012900

P32P2\ / 2\
P4

P4-P-M-M4

I

or a stereoisomer or pharmaceutically acceptable salt thereof, wherein;

. “L: N\M4
ring M, including P_,__2, M_, and M is substituted with 0-2 R1“ and is / O 
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ring P, including P92 andP is P4 

 
 4 

 4%¢M4 

one-ef—P4-and M4 is —A_-B ;£;

P_4 is

G is a group of Formula ila or IIb:
/

D e+ 4a®\

[Ia IIb

3
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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, 0, 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

1-2 R;

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

pyridazinyl, pyrrolyl, pyrazolyl, irnidazolyl, 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, C1_4 alkyl, F, Cl, Br, I, OH, OCH3,2 OCH2CH3, OCH(CH3)2,

OCHZCHQCH3, CN, C(=NR3)NR7R9, N1{C(=NR3)NR7R9, ONHC(=NR8)NR7R9,

NR3CH(=NR7), NH2, NH(C1_3 alkyl), N(C1_3 alkyl)2, C(=NH)NH2, CH2NH2,

CH2NH(C1.3 alkyl), CH2N(C1_3 alkyl)2, CH2CH2NH2, CH2CH2NH(C1_3 alkyl),

CH2CH2N(C1-3 alkyl)2, (CR3R9)tC(O)H, (CR3R9)¢C(O)R2°, (CR3R9)tNR7R8,

(CR3R9)tC(O)NR7R3, (CRl3R9)tNR7C(O)R7, (CR3R9)tOR3, (CR3R9)tS(O)pNR7R3,

(CR8R9)tNR7S(O)pR7, (CR3R9)tSR3, (CR3R9)tS(O)R3, (CR3R9)tS(O)2R3, and OCF3;
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' alternatively, when 2 R groups are attached to adjacent atoms, they combine to form

methylenedioxy or ethylenedioxyl;

A is selected from:

C340 carbocycle substituted with 0-2 R4,—and

 

B is ; 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;

 

Q1 is seleeted—f1=em C=O and-S93;

ring Q is a 4-8 membered monocyclic er—~bieyelie ring

 _ _’ ,

and—S(9-);,wherein:

O-2 double bonds are present within the ring and the ring is substituted with 0-2
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ersee>p<9rsee>p«9e9>p.—N4>,—saeL»seo>p«ase=presene

x is absent  m9HTGm@mw*em k%

S£992w—SGR3R4°T-Sé99€R3R3“TS<9)2GR3R2°w—GR3R3“Sé99T—GR3R‘°S£092=

-Sé93;NR9GR3R9°~r—NR3S(9)2w-GR3R3*NR3Sé99;T—NR3Sé992GR3R3°—,

-NR3GR3R3-9-,—and—9GR3R3B-;

G1 is absent or is selected from (CR3R33)1_5, (CR3R33)0_2CR3=CR3(CR3R3a)0_2, (CR3R3a)0_

2CsC(CR3R33)0_2, (CR3R3a)uC(O)(CR3R3a)w, (CR3R3a)uC(O)O(CR3R3a)w,

(CR3R3a)uOC(O)(CR3R3a)g,, (CR3R3a)uO(CR3R3a)w, (cR3R3a).,N3b(cR3R3a)w,

(CR3R3a).,C(O)N3b(CR3R3a)w,,(CR3R33).,N3bC(O)(CR3R3a)w,

(CR3R3a)uOC(O)N3b(CR3R3a)w, (CR3R3a)uN3bc(o)o(cR3R3a)w,

(CR3R3?1)uN3bC(O)N3b(CR3R33)w, (CR3R33)uN3bC(S)N3b(CR3R33)w,

(cR3R3a)us(cR3R3a)w, (CR3R3a)uS(O)(CR3R33)w, (CR3R33)uS(O)2(CR3R3a)w,

(CR3R3a)uS(O)N3b(CR3R3a)w, (CR3R3a)uN3bS(O)2(CR3R33)w,
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(CR3R3a)_uS(O)2N3b(CR3R33)w, (CR3R3a)uN3bS(O)2N3b(CR3R3a)w,

(CR3R3a)uNR3e(CR3R33)w, (CR3R33)uC(O)(CR3R3a)uC(O)(CR3R3a)w,’

(CR3R3a)uNR3b(CR3R3a)uC(O)NR3b(CR3R3a)w,

(CR3R33)uNR3bC(O)(CR3R33)uC(O)(CR3R3a)w,

I (CR3R33)uC(O)(CR3R3a)uC(O)NR3b(CR3R3a)w;

(CR3R33)uNR3bC(O)(CR3R3a)uC(O)NR3b(CR3R3a)w,

(CR3R3a)uS(O)NR3bC(O)(CR3R33)w, (CR3R33)uC(O)NR3'3S(O)2(CR3R33)w, and

(CR3R3a)uS(O)2NR3bC(O)NR3bCR3R3a)w, wherein u + w total 0, 1, 2, 3, or 4, provided

that G1 does not form an

N—S, NCHZN, NCHZO, or NCH2S bond with either group to which it is attached;

 3R%;Mfim8R%;qmw3R%;¢;

eeR3R9e>qNR3beGR3Réeaqmékgkgeaqeeeaeengkseaqi;

£91131:Seaqeeeieeenskseiqmensaéeaqoeeoaeekéaseaqi;

eenskseaqeé0>NR3beeR3R3e>q;reGR3R3e9qNR%be<9>eeR3R3e;q;;

eeksnseaqoeeoaeeensn3e9qmeR9R3e>..oe<o9NR%b<eR3R9°;q4;

release>.,NR3bee9a9+eR3R3e9qmeR3R%e>.,NR%bee9;NR3bee413R3e9q4;

eeR9R9e>qee0>eeR3R3e>qe<99eeR3R3e>.,4;

eGR3R3é>.,NR3beeR3R3e9qee9>NR9b<eR3R3e9q;;

eeksaseaqnaebeeeaec-Iiékéeaqeeoaeenénseaqi;

eeR3R3e9.,e<09<GR3R%e9qe<o9NR3b<GR3R3°9q;;

eek3RseaqNR3bee0;eeR3R%eaqee0aNR3beeR3R3e;q4r<eR3R3°9qseeR3Réeaqi;

eenék3e9qse9;eeR9R3e>q4r<GR3R3e>qse9;;<eR%R3e>.,;;

«$2323e9qs9;NRgbeensmeaqireeuskseaqatnébsezeensnseaqia

«G2323e9qseoama3beeo>eGR3R%e>q;reeR3R3e>qeeo9NR3bs<99;<GR3R9e>qwnd

H%R*9M%mM%H3R*>¢ 

Page 156



Page 157

DOCKET NO.: PH-7398 Amendment

USSN: 10/245,122

 

Z3 2NHR% % ¥7S€9)R“rS@92R3g

€g h;€% h7G%

+GMdb%€&m flkfl+5%

1435011.. as .. ... ..... .. .n.n I-.. I ;u-u - u --v u v - -

Rla, at each occurrence, is selected from H, —(cR3R3a),-Rib, —(CR3R3“)r—CR3R1bR1b,

-(CR3R33),-O-(CR3R3?),-Rlb, -C2:6 alkenylene-R15, -C_9__6 alkynylene-Rlb,

—(CR3R33),-—C(=NR1b)NR3R1b, NR3CR3R3aR1°, OCR-3R33R‘°, SCR3R3aR1°,

NR3(CR3R33)g(CR3R3a)tR1b, C(O)NR2(CR3R3a)2(CR3R33)tR1b,

CQ2(CR3R3a)2(CR3R3a)tRlb, Q(CR3R3a)2(CR3R3a)tR1b, S(CR3R3a)2(CR3R3a)tR1b,

S(O)p(CR3R3a),R1d, O(CR3R3a)rR1d, NR3(CR3R3a)rR1d, OC(O)NR3(CR3R3a),R1d,

NR3C(O)NR3(CR3R3a)rR1d, NR3C(O)O(CR3R3a)rR1d, and NR3C(O)(CR3R33),R1d,

provided that R13 forms other than an N-halo, N—S, 0-0, or N-CN bond;

alternatively, when two R13 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 R45 and 0-3 ring double bonds;
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' Rlb is selected from H, C1_3 alkyl, F, Cl, Br, I, -CN, -N02, -CHO, (CF2)rCF3, (CR3R3“),-OR2,

NRZRZ3, C(o)R2b, CO2R3b, OC(O)R2, (CF2),CO2R2a, S(o)pR2b, NR2(cH2),0R2,

C(=NR2c)NR2R2a, NR2c(o)R2b, NR2C(O)NHR2, NR2C(o)2R2a, oC(o)NR2R2a,

C(o)NR2R2a, c(o)NR2(CH2),oR2, so2NR2R2a, NR2so2R2, C(O)NR2SO2R2, c3_6

carbocycle substituted with 0-2 R413, 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 R41’, provided that R15 forms other than an 0-0, N—halo, N—S, or

N-CN bond;

Ric is selected from H, CH(CH2OR2)2, C(o)R2c, c(o)NR2R2a, s('o)R2, S(O)2R2, and

so2NR2R2a;

Rld is selected 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 R4b, provided that Rld forms other than an

N—S bond;

R2, at each occurrence, is selected from H, CF3, C1-5 alkyl, benzyl, -(CH2),-C3_10 carbocycle

. substituted with 0-2 R4'’, and —(CH2),—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 R45;

R23, at each occurrence, is selected from H, CF3,

C1_5 alkyl, benzyl, -(CH2),-C340 carbocycle substituted with 0-2 R4‘), and —(CH2),-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 R23, together with the atom to which they are attached, combine to form a 5

or 6 membered sauirated, partially saturated or unsaturated ring substituted with 0-2 R41’ \

and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and s(o)p;

R21’, at each occurrence, is selected from CF3, C1_4 alkoxy substituted with 0-2 R413, C1-6 alkyl

substituted with 0-2 R413, -'(CH2),-C340 carbocycle substituted with 0-2 R41’, and -(CH2)r-

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 R41’;

R20, at each occurrence, is selected from CF3, OH, C1_4 alkoxy, C1_6 alkyl, -(CH2),-C3- 10

carbocycle substituted with 0-2 R41’, and —(CH2),-5-10 membered heterocycle containing

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

substituted with 0-2 R41’;

R3, at each occurrence, is selected from H, CH3, CHZCH3, CHZCHZCH3, CH(CH3)2,

CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl, and phenyl;

R3a, at each occurrence, is selected from H, CH3, CH2CH3, CHZCHZCH3, CH(CH3)2,

CH2CH2CH2CH3, CH2CH(_CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl, and phenyl;

alternatively, R3 and R33‘, 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 R33 are attached, and 0-1 additional

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

R31’, at each occurrence, is selected from H, C1_.5 alkyl substituted with 0-2 R13, C25 alkenyl

substituted with 0-2 R13, C2_5 alkynyl substituted with 0-2 R13,

10

Page 159 '



Page 160

DOCKET NO.: PH-7398 Amendment

USSN: 10/245,122

—(C0-4 alky1)—5—10 membered carbocycle substituted with 0-3 R13, and -(C0_4 alkyl)— 5-10

membered heterocycle substituted with 0-3 R13 and consisting of: carbon atoms and 1-4

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

R30, at each occurrence, is selected from CH3, CH2CH3, CH2CH2CH3, CH(CH3)2,

CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, bCI1Zy1, phfbflyl;

R33, at each occurrence, is selected from H, CH3, CHZCH3, CHZCHZCH3, CH(CH3)2,

CHQCHZCHZCH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C1_4 alkyl-phenyl, and C(=O)R3°;

R33, at each occurrence, is selected from H, SO2NHR3, SO2NR3R3, C(O)R3, C(O)NHR3,

C(O)OR3f, S(O)R3f, S(O)2R31_, C1_5 alkyl substituted with 0-2 R13, C2_5 alkenyl

substituted with 0-2 R13, C2_5 alkynyl substituted with 0_-2'R13, -(C0_4 alky1)—5—10

membered carbocycle substituted with 0-3 R13, and —(C0_4 alky1)—5—10 membered

heterocycle substituted with 0-3 R13 and consisting of: carbon atoms and 1-4

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

R31, at each occurrence, is selected from: C1_6 alkyl substituted with 0-2 R13, C2-5 alkenyl

substituted with O—2’R13, C2-6 alkynyl substituted with 0-2 R13,

-(Co_4 alkyl)-5-10 membered carbocycle substituted with 0-3 R13, and -(C0_4 alkyl)-5-10

membered heterocycle substituted with 0-3 R13 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, (CR3R33),OR2, F, Cl, Br, I, C1_4 alkyl,

(CR3R33),CN, (CR3R33)rNO2, (CR3R33),NR2R23, (CR3R33),C(Q)R2C,

(CR3R33)rNR2C(O)R213, (CR3R33),C(O)NR2R23, (CR3R33),NR2C(O)NR2R23,

(CR3R33)rC(=NR2)NR3R23, (CR3R33),C(=NS(O)2R5)NR2R23,

11
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(CR3R33),NHC(=NR2)NR2R23, (CR3R3a),C(O)NHC(=NR2)NR2R2a,

(CR3R3a),SO2NR2R23, (CR3R3a),NR2SO2NR3R2a, (CR3R33),NR2SOg-C1_4 alkyl,

(CR3R33),NR2SO2R5, (CR3R3“)rS(O)pR5a, (CR3R3a),(CF2),CF3, N_HCH2R1°,

0CH2R‘°, SCH2R'°, NH(CH2)2(CH2)tR“’, 0(CH2)2(.CH2):R”’, S(CH2)2(CH2):R"’.

(CR3R3a),-5-6 membered carbocycle substituted with 0-1 R5, and a (CR3R3a),-S-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;

R43, at each occurrence, is selected from H, :0, (.CR’-3R3a),OR2, (CR3R33)rF, (CR3R3a)rBr,
(CR3R3a)rCl, C1_4 alkyl, (CR3R3a)rCN, (CR3R3a),NO2, (CR3R3a)rNR2R2a,

(CR3R3a)rC(O)R2°, (cR3R3a),NR2c(o)R2b, (cR3R3a),c(o)NR2R2a,

(CR3R3a)rN=CHOR3, (cR3R3a),c(o)NH(cH2)2NR2R2a, (cR3R3a),NR2c(o)NR2R2a,

(CR3R3a),C(=NR2)NR2R2a, (CR3R3a),NHc(=NR2)NR2R2a, (CR3R3a),so2NR2R2a,

(CR3R3a)1-NR?-SO2NR2R2a, (CR3R3a)rNR2SO2-C1-4 alkyl, (CR3R3a)rC(O)NHSO2-C1_4

alkyl, (cR3R3a)NR2so2R5, (CR3R3a),s(o)pR5a, (CR3R3a),(CF2),CF3, (CR3R3a),-5-6

membered carbocycle substituted with 0-1 R5, and a (CR3R3a),-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, (CH2),OR3, (CH2),F, (CH2),Cl, (CH2),Br,

(CH2)rI, C1_4 alkyl, (CH2)rCN, (CH2)rNO2, (CH2),NR3R3a, (CH2)rC(O)R3,

(CH2)rC(O)OR3°, (CH2)rNR3C(O)R3a, (CH2v)r-C(O)NR3R3a, (CH2)rNR3C(O)NR3R3a,

(CH2),-C(=NR3)NR3R33, (CH2)rNR3C(=NR3)NR3R3a, (cH2),so2NR3R3a,

(CH2)rNR3SO2NR3R3a, (CH2)rNR3SO2-C1--4 alkyl, (CH2)rNR3SO2CF3,

(CH2)rNR3SO2—phenyl, (CH2),S(O)pCF3, (CH2)rS(O)p—C14 alkyl, (CH2)rS(O)p—phenyl,

and (CH2)r(CF2)rCF3;

Page 161



Page 162

DOCKET NO.: PH-7398 Amendment

USSN: 10/245,122

' R4°, ‘at each occurrence, is selected from H, C1-4 alkyl (CR3R33),|OR2, (CR3R3a)r1F,

(CR3R3a),]Br, (CR3R3a),1Cl, (cR3R3a),.cN, (CR3R33),1NO2, (CR3R3a),1NR2R23,

(CR3R3a)rC(O)R2°, .(CR3R-33),-1NR2C(O)R2b, (CR3R3a)rC(O)NR2R2a, .

(CR3R3a),1N=CHOR3, (CR3R3a),C(O)NH(CH2)2NR2R23, (cR3R3a),1NR2C(o)NR2R2a,

(cR3R3a),1c(=NR2)NR2R2a, (CR3R3a),1NHC(=NR2)NR2R2a, (cR3R3a),so2NR2R2a,

(CR3R3a)r1NR2SO2NR2R2a, (CR3R33)r1NR2SO2-C1_4 alkyl,

(CR3R3a)rC(O)NHSO2-C1_4 alkyl, (CR3R3a)r1NR2SO2R5, (CR3R3a)rS(O)pR5a,

(CR3R3a),(CF2),CF3, (CR3R3a),-5-6 membered carbocycle substituted with 0-1 R5, and a

(CR3R3a)[-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;

R5, at each occurrence, is selected from H, (21.5 alkyl, =0, (CH2),OR3, F, Cl, Br, I, LCN, N02,

(CH2)[NR3R3a, (CH2)rC(O)R3, (CH2)rC(O)OR3°, (CH2)rNR3C(O)R3a,

(CH2),C(O)NR3R3a, (CH2),NR3C(O)NR3R3a, (CH2),CH(=NOR3d),

(CH2),C(=NR3)NR3R35, (CH2),NR3C(=NR3)NR3R33, (CH2),SO2NR3R3a,

(CH2),NR3SO2NR3R3a, (CHz),NR3SO2—C1_4 alkyl, (CH2),NR3SO2CF3, '

(CH2),NR3SO2-phenyl, (CH2),S(O)pCF3, (CH2),S(O)p—C1_4 alkyl,

(CH2),S(O)p-phenyl, (CF2)rCF3, phenyl substituted with 0-2 R6, naphthyl substituted

with 0-2 R6, and benzyl substituted with 0-2 R5;

R53, at each occurrence, is selected from C1_5 alkyl, (CH2),OR3, (CH2),NR3R33, (CH2)rC(O)R3,

(CH2),C(O)OR3°, (CH2),NR3C(O)R3a, (CH2),C(O)NR3R3a, (CF2),CF3, phenyl

substituted with 0-2 R5, naphthyl substituted with 0-2’ R6, and benzyl substituted with 0-2

R5, provided that R53 does not form a S—N or S(O)p—C(O) bond;

13
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‘ R6, at each occurrence, is selected from H, OH, (CH2),OR2, halo, C1_4 alkyl, CN, N02,

(CH2),NR2R2a, (cH2),c(o)R2b, NR2c(o)R2b, NR2c(o)NR2R2a, C(=NH)NH2,

NHC(=NH)NH2, SO2NR2R2a, NR2SO2NR2R_2a, and NR2SO2C1_4 alkyl;

R7, at each occurrence, is selected from H, OH, C1_5 alkyl, C1_5 alkyl-C(O)—, C1_5 a1kyl—O-,

(CH2),,-phenyl, C1-4 alkyl-OC(O)—, C540 aryl-O-, C640 aryl-OC(O)-, C540 aryl-CH2-

C(O)-, C1_4 alkyl-C(O)O—C1_4 alkyl—OC(O)-, C640 aryl-C(O)O-C1-4 alkyl-OC(O')-,

C1_5 alkyl—NH2-C(O)-, pheny1—NH2—C(O)—, and pheny1—C1_4 alkyl—C(O)—;

R8, at each occurrence, is selected from H, C1_6 alkyl, and (CH2)n-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;

_ R9, at each occurrence, is selected from H, C15 alkyl, and (CH2)n—phenyl;

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

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

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

r1, at each occurrence, is selected from 1, 2, 3, 4, 5, and 6;

t, at each occurrence, is selected from O, 1, 2, and 3;—&nd;

14
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'  4w&P4m&G; 

 3 ; 

§-:: : ::- :-:-:'*‘:-:-::---'- :----

 ; .

Claim 2. (Currently Amended) A compound according to Claim 1, wherein 

 :

1

P \ M
2

PK \M4

P4

1-1
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mwp4mm4 ;&

G is a group of Formula IIa or Ilbz

/

\

Ila IIb_

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

1-2 R;

alternatively, ring D is absen_t, and ring E is selected from phenyl, pyridyl, pyrimidyl, and

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

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

substituted with l 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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' R is selected from H, C1_4 alkyl, F, C], OH, OCH3, OCHZCH3, OCH(CH3)2, CN, C(=NH)NH2,

C(=NH)NHOH, C(=NH)NHOCH3, NH2, NH(C1-3 alkyl), N(C]-3 alkyl)2, C(=NH)NH2,

CHZNHZ, CH2NH(C1_3 alkyl), CH2N(C1-3 alkyl)2, (CR3R9)tNR7R8, C(O)NR7R3,

CH2C(O)NR7R8, S(O)pNR'/R8, CH2S(O)pNR7R8, SOZR3, and OCF3;

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

methylenedioxy or ethylenedioxy;

A is selected from:

C540 carbocycle substituted with 0-2 R4,—and

17

Page 166



Page 167

DOCKET NO.: PH-7398 Amendment

USSN: 10/245,122

 
-S(9)2-rS€992GR2'R3“-r-GR3R3“S€9)2T-NR2S€992-r—NR2€R2R3“-rand

Gm ; &&%®$

7 ~00

R13 is selected from H, -(CH2)r-Rlb, -(CH(CH3))r-R15, -(C(CH3)2)r-R“), NHCH2R1°, OCH2R1°,

SCH2R1°, NH(CH2)2(CH2)tR1b, and O(CH2)2(CH2)tR1b, provided that R13 forms other

"than an N—halo, N-S, or N—CN bond;

alternatively, when two R” 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

18

Page 167



Page 168

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

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

substituted with 0-2 R4‘) and 0-3 ring double bonds;

Rlb is selected from H, en, CHZCH3, CHZCHZCH3, CH(CH3)2, F, Cl, Br, 1, -CN, —CHO, CF3,

OR2, NR2R2a, c(o)R2b, CO2R2b, OC(O)R2, co2R2a, s(o)pR2, NR2(CH2),OR2,

NR2c(o)R2b, NR2C(O)NHR2, NR2C(O)2R2a, oc(o)NR2R2a, C(o)NR2R2a,.

C(O)NR2(CH2),OR2, so2NR2R2a, NR2so2R2,

C5_5 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

R“? forms other than an 0-0,

N—halo, N—S, or N—CN bond;

R1°is selected from H, CH(CH20R2)2, c(o)R2c, c(o)NR2R2a, s(0)R2, S(O)2R2, and

SO2NR2R2a;

R3, at each occurrence, is selected from H, CF3, CH3, CH2CH3, CH2CH2CH3, CH(CH3)2,

CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl, C5_6 carbocycle

substituted with 0-2 R4”, a C5_5 carbocyclic-CH2-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 R45;

R23, at each occurrence, is selected from H, CF3, CH3, CH2CH3, CHZCHZCH3, CH(CH3)2,

CHZCHZCHZCH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl, C5-6 carbocycle

substituted with 0-2 R45, 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 R45;
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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 R4‘?

and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)p;

Rzb, at each occurrence, is selected from CF3, C1_4 alkoxy, CH3, CHZCH3, CH2CH2CH3,

CH(CH3)2, CHZCHZCHZCH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl,

C5_6 carbocycle substituted with 0-2 R45, 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 R45;

R2“, at each occurrence, is selected from CF3, OH, C1_4 alkoxy, CH3, CHZCH3, CHZCHZCH3,

CH(CH3)2, CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, benzyl,

C5_6 carbocycle substituted with 0-2 R413, and 5-6 membered heterocycle containing from

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

with 0-2 R4b;

R3, at each occurrence, is selected from H, CH3, CHQCH3, CHZCHZCH3, CH(CH3)2, benzyl,

and phenyl;

R33, at each occurrence, is selected from H, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2, benzyl,

and phenyl;

alternatively, R3 and R33, 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 R33 are attached;
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' R3“, at each occurrence, is selected from CH3, CH2CH3, CH2CH2CH3,_ CH(CH3)2, benzyl, and

phenyl;

R3d, at each occurrence, is selected from H, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2, CH2-

phenyl, CH2CH2-phenyl, and C(=O)R3C;

R4, at each occurrence, is selected from H, :0, OR2, CHZOR2, (CH2)2OR2, F, Cl, Br, I, C1_4

alkyl, -CN, N02, NR2R2a, CHgNR2R2a, (CH2)2NR2R2a, C(O)R2°, NR2C(O)R2b, _

C(O)NR2R2a, SO2NR2R2a, S(O)pR5a, CF3, CF2CF3,

5-6 membered carbocycle 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 R5;

R4a, at each occurrence, is selected from H, :0, CHZORZ, OR2, CH2F, F, CH2Br, Br, CH2Cl,

C1, C14 alkyl, CH2-CN, -CN, CH2NO2, N02, CH2NR2R2a, NRZR23, CH2—C(O)R2°,

C(O)R2°, NR2C(O)R2b, (CH2),C(O)NR2R2a, NR2C(O)NR2R2a, (CH2),SO2NR2R3a,

NR3SO2NR2R2a, NR2SO2-C1_4 alkyl, NRZSOZR5, (CH2),S(O)pR53, CHQCF3, CF3, CH2-

5-6 membered carbocycle substituted with 0-1 R5, 5-6 membered carbocycle substituted

with 0-1 R5, and

a CH2-5—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, 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;

R45, at each occurrence, is selected from H, =0, OR3, CH2OR3, F, C], CH3, CHZCHA3,

CH2CH2CH3, CH(CH3)2, CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3,

C(CH3)3a -CN, N02, NR3R3a, CH2NR3R3a, C(O)R3, CH2-C(O)R3, C(O)OR3°,
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' CHgC(O)OR3°,-NR3C(O)R3a, CH2NR3C(O)R3a, C(O)NR3R3a, CH2C(O)NR3R33,

. NR3C(O)NR3R3a, CH2NR3C(O)NR3R3a, C(=NR3)NR3R3a, CH2C(=NR3)NR3R3a,

NR3C(=NR3)NR3R3a, CH2NR3C(=NR3)NR3R3a, SO2NR3R3a, CH2SO2NR3R3a,

NR3SO2NR3R33, CH2NR3SO2NR3R3a, NR3SO2-C1_4 alkyl, CH2NR3SO2-C1.4 alkyl,

NR3SO2CF3, CH2NR3SO2CF3, NR3SO2-phenyl, CH2NR3SO;;_-phenyl, S(O)PCF3,

CH2S(O)pCF3, s(o)p—C1_4 a1ky1,CH2S(O)p—C1_4 alkyl, S(O)p—phenyl, CH2S(O)p—phenyl,

CF3, and CH2-CF3;

R4°, at each occurrence, is selected from H, CH3, CHZCH3, CH2CH;;_CH3, CH(CH3)2,

CHZCHZCHZCH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, CHZOR2, CHZF,

CH2Br, CHZCI, CHZCN, CHZNO2, CH2NR2R23, C(O)R2°, CH2C(O)R2°,

CH2NR2C(O)R2b, C(O)NR2R2*1, CH2C(O)NR2R2a, CH2NR2C(O)NR2R2a, SO2NR2R23,

CH2SO2NR2R2a, CH2NR2SO2NR2R2a, CH2NR2SO2'C1-4 alkyl, C(O)NHSO2-C1-4

alkyl, CH2C(O)NHSO2-C1-4 a1kyl,CH2NR2SO2R5, S(O)pR5a, CH2S(O)pR53, CF3,

CH2CF3, 5-6 membered carbocycle substituted with 0-1 R5, CH2—5-.6 membered

carbocycleusubstituted with 0-1 R5, 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, and a CH2-5-6 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

O-15 R5;

R5, at each occurrence, is selected from H, =0, CH3, CH2CH3, CHZCHZCH3, CH(CH3)2,

CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, CR3, CH2OR3, F, Cl, —

CN, N02, NR3R3a, CH2NR3R3a, C(O)R3, CH2C(O)R3, C(O)OR3°, CH2C(O)OR3°,

NR3C(O)R3a, C(O)NR3R33, NR3C(O)NR3R3a,-CH(%NOR3d), C(=NR3)NR3R3a,

NR3C(=NR3,)NR3R3a, SO2NR3R3a, NR3SO2NR3R33, NR3SO2-C1_45a1kyl, NR3SO2CF3,
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' NR3SO2-phenyl, S(O)pCF3, S(O)p—C1_4 alkyl, S(O)p-phenyl, CF3, phenyl substituted

with 0-2 R6, naphthyl substituted with 0-2 R6, and benzyl substituted with 0-2 R5; and,

R5, at each occurrence, is selected from H, OH, OR2, F, Cl, CH3, CH2CH3, CH2CH2CH3,

CH(CH3)2, CHZCHZCHZCH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, CN, N02,

NR2R2a, CH2NR2R2a, C(O)R2b, CH2C(O)R2b, NR2C(O)R2b, NR2C(O)NR2R2a,

C(=NH)NH2, NHC(=NH)NH2, SO2NR2R2a, NR2SO2NR2R2a, and NR2SO2C]_4 alkyl.

Claim 3. (Currently Amended) A compound according to Claim 2, wherein;

 

-§~\(\ —§—\{N\Z2 _§ W ‘ —5—.iZ\
}H)\( 4 /NH ‘M4 }1,\ N,M4 A)\(‘M4
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. Z2 2 Z2
0 ‘ ‘ 0

—§—\/\< —§—.\/N\\ -§—\(N§\ ‘M ~2—.\/Rf“
‘M4 ‘M4 _ 4 ‘M432% ;~3\xg /E O A O
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:.{N\\g 4 /}L M4 /KN M4 /:11‘ M4
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A ((1):) (b\\) p R1a\ R1a\
8

/° "2
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mee£P4méM4 ;—&

G is selected from the group:
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£i:j £:::L\ [:::] [:£:l\ :% ,C(O)NH2 E:E:T»cH2NH2. NI-I2 C1

' C1 C1 C1OCH3

_  CH2NH2 CH2NH2 cH2NH2 F\ /CH2NH2  CH2NH2F 1-12NH2C
F

 CH2NH2 CH2NH2  H2NH2
F H300 OCI-I3 2 C1

C1 FOCH3 _CH2NH2

7 SOZCHB S02CH3 i ,SO2CH3  SO2NH2
c1 c1 NH

OCH3 NH2

0

NH NH O NH2

. CH2NH2 NH
/NH /NH 2

HO H3CO

0

OH

NH2 on \N / N

01-1 0 / é \ I NH
OCH3 OCH3 OCH3 NH; c1 c1 2
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\

/

sO2NH2 N \ N \ N NH; \N

I / I / / OCH3
C1 NH2 NH2

SO2NI-I2

\ N\
c1 N\NH N NH N oH

NH2 NH2

H2N \ \ \ H2N \
NH

2 NH? NH2N

N / H2N / 1?’ N /
\ I

\ N\ N \

NH2 N142

NI-12 NI-I2 NH2 NH2

N / N/ 1|\I/ N /I I
N \ o 0 \

NH2 NH2 NH2 NH?

V A V V\ \ \uh, \ KN F

NH2 NH2 N142 NH2

\ C1 \ C (O) NH; \ CHZNH2 F

NH2 NH2 NH2

3 Cl (O)NI-I2 H2NH2 SOZNH2
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C1 C1 c1 C1

ISOZNH2 O2CH3 CHZNHZ ic(o)NH2

*0
91“ C(NH)NH2 C(
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O S H

NH2 NIIJZ NH2 H NH2 11;; NH2
/N \N O l \N S l \N N l \N :<\ I \N

N
H

NH2
0

2 /I‘” /|\” /I\ 4/\/O \'\N
/ / /N N /N /

N g E HH

NH2 H NH2 NH2 NH2 NH2

S | \N N | \N | \N \N | \N
\ / \ / / / /

G1 is absent or is selected from (CR3R3a)1_3, (CR3R3a)uC(O)(CR3R3a)w,

(CR3R3a).,0(cR3R3a)w, (CR3R3a)uNR3b(CR3R3a)w, (CR3R3a)uC(O)NR3b(CR3R3a)w,

(CR3R3a).,NR3bc(0)(CR3R3a)w, (CR3R3a)uNR3bC(O)(CR3R33)uC(O)NR3b(CR3R3a)w,

(CR3R3a)uS(CR3R3a)w, (CR3R3a)uS(O)(CR3R3a)w, (CR3R3a)uS(O)2(CR3R3a)w,

(CR3R3a)uS(O)NR3b(CR3R3a)w, (CR3R3a)u NR3bS(O)2(CR3R3a)w, and

(CR3R33)uS(O)2NR3b(CR3R3a)w, wherein u + w total 0, 1, or 2, provided that G1 does A

not form a N-S, NCH2N, NCH2O, or NCHQS bond with either group to which it is

attached;
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phenyl substituted with 0-2 R4;
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Rla is selected from H, Rlb, CH(CH3)R1b, C(CH3)2R“>, CH2R1b, and CH2CH2R1b, provided

that R13 forms other than an

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

alternatively, when two R13 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 R4b and 0-3 ring double bonds;

Rlb is selected from H, CH3, CHZCH3, F, Cl, Br, —CN, -CHO, CF3, OR2, NR2R23, C(O)R2b,

I CO2R2b, OC(O)R2, CO2R23, S(O)pR2, NR2(CH2),OR2, NR2C(O)R2b, C(O)NR2R23,

SO2NR2R2a, NR2SO2R2, phenyl substituted with 0-2 R41’, 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 R4b, provided that_R1b forms

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

R2, at each occurrence, is selected from H, CF3, CH3, CH2CH3, CH2CH2CH3', CH(CH3)2,

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)p, and substituted with 0-2 R4b;

R23, at each occurrence, is selected from H, CF3, CH3, CH2CH3, CH2CH2CH3, CH(CH3)2,

benzyl, phenyl substituted with 0-2 R45, and 5-6 membered aromatic heterocycle
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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 R4‘);

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 R4‘?

and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,

and S(O)p;

0

Rzb, at each occurrence, is selected from CF3, C1_4 alkoxy, CH3, CH2CH3, CHZCHZCH3,

CH(CH3)2, 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 S(O)p, and substituted with 0-2 R45;

R2“, at each occurrence, is selected from CF3, OH, OCH3, OCHZCH3, OCHZCHZCH3,

OCH(CH3)2, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2, 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 R41’;

R4, at each occurrence, is selected from H, CH2OR2, (CH2)2OR2, OR2, F, Cl, Br, 1, CH3,

CHZCH3, CHQCHQCH3, CH(CH3)2, CHZCHZCHQCH3, CH2CH(CH3)2,

CH(CH3)CH2CH3, C(CH3)3, -CN, N02, NR2R2*'?‘, CH2NR2R2a, (CH2)2NR2R2a,'

C(O)R2°, NR2C(O)R2b, C(O)NR2R2a, SO2NR2R2a, CF3, and CFZCF3;

‘R43, at each occurrence, is selected from H, :0, CH2OR2, OR2, F, Br, Cl, CH3, CHZCH3,

CH2CH2CH3, CH(CH3)2, CH2CH2CH2CH3, CH2CH(CH3)2, CH(CH3)CH2CH3,

C(CH3)3, -CN, N02, cH2NR2R2a, NR2R2a, c(o)R2c, NR2c(o)R2b, c(o)NR2R2a,

NR2c(o)NR2R2a, so2NR2R2a, and —c1=3;
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R4‘), at each occurrence, is selected from H, :0, OR3, CH2OR3, F, Cl, CH3, CHZCH3,

CH2CH2CH3,'CH(CH3)2, -CN, N02, NR3R3a, CH2NR3R3a, C(O)R3, CH2-C(O)R3,

C(O)OR3°, CH2-C(O)OR3°, NR3C(O)R3a, CH2NR3C(O)R3a, C(O)NR3R3a, CH2-

C(O)NR3R3a, SO2NR3R3a, CH2SO2NR3R33,

NR3SO2—C1-4 alkyl, CH2NR3SO2-C1-4 alkyl, NR3SO2-phenyl,

CH2NR3SO2-phenyl, S(O)pCF3, CH2S(O)pCF3, .

S(O)p-C1_4 alkyl, CH2S(O)p-C1_4 alkyl, S(O)p-phenyl, CH2S(O)p—phenyl, and CF3;

.R4°, at each occurrence, is selected from H, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2,

CHZCHQCHQCH3, CH2CH(CH3)2, CH(CH3)CH2CH3, C(CH3)3, CHZOR2, CHZF,

CHZBI‘, CHZCI, CHZCN, CH2NO2, CH2NR2R2a, C(O)R2C, CH2C(O)R2°,

CH2NR2C(O)R2b, C(O)NR2R2a, CH2C(O)NR2R2a, SO2NR2R23, CH2SO2NR2R2a,

S(O)pR5a, CH2S(O)pR53, CF3, phenyl substituted with 0-1 R5, arid benzyl substituted

with 0-1 R5; -

R5, ateach occurrence, is selected from H, =0, CH3, CHZCH3, CHZCHZCH3, CH(CH3)2, OR3,

CHQOR3, F, Cl, -CN, N02, NR3R3a, CH2NR3R3a, C(O)R3, CH2C(O)R3, C(O)OR3°,

CH2C(0)OR3°, NR3C(O)R33, C(O)NR3R3a, s02NR3R3a, NR3SO2-C1_4 alkyl,

NR3SO2CF3, NR3SO2-phenyl, S(O)pCF3, S(O)p—C14 alkyl, S(O)p—phenyl, CF3, phenyl

substituted with 0-2 R6, naphthyl substituted with 0-2 R5, and benzyl substituted with 0-2

' R6; and,

R5, at each occurrence, is selected from H, OH, OR2, F, Cl, CH3, CH2CH3, CHZCHZCH3,

CH(CH3)2, -CN, N02, NR2R2a, CH2NR2R2a, C(O)R2b, CH2C(O)R2b, NR2C(O)R2b,

SO2NR2R-23, and NR2SO2C1-4 alkyl.
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Claim 4 (Currently Amended) A compound according to Claim 3, wherein;
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mee#P4m¢M4 

G is selected from the group:

(i :}W CL
NH2 C1 CH2NH2

OCH3 C1 C1

CW2 F E II CHM
p E‘

F
CHZNHZ

CH2NI-I2 CHZNH2 \ \N / IN
| / l / ’ \ NH2

H3CO N NH2 NH2 C1
OCH3
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o o

SOZNI-I2
“H2 “H2 SO2N1-I2

NH2

0 OCH3 OCH;

/ N / SOZCH3 SOZCH3
H - I SN \ \

\ 0 .
N~NH c1 C1 ocr-13

HZN HZN HZN HZN HZN

I|\T/ N / N/ N/ N/I I I I
N \ N \ N\ o o

i NH '

2 HZN HZN H2N I-[ZN
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NH2 NH2 NH2 N112
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\ F \ Cl \ C (0) NH2 \ CH2NH2

NI-I2 NH2 N142 N32

NH2 NH2 ’
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so2NrI2 C1 502013
I c1 c1 ’ c1 C1

C(O)NI-I2 CN (N-H)NH2
CHZNI-I2

. Cl

C I SCN Ec(NH)NH2 :C(NOH)NH2
(NOH)NH2

H3C° HZN (0) c H2NH2C
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N / N / \ / \ / \ /
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G1 is absent or is selected from CH2, CH2CH2, CH2O, OCH2, NH, CH2NH, NHCH2, CH2C(O),

C(O)CH2, C(O)NH, NHC(O), CH2S(O)2, S(O)2(CH2), SO2NH, and NHSO2, provided

that G] does not form a N-S, NCH2N, NCH20, or NCHZS bond with either group to

which it is attached;
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R” is selected from H, R“), C(CH3)2R1b, and CH2R1b, provided that R13 forms other than an N-

halo, N-S, or N—CN bond;

R1” is selected from CH3, CH2CH3, F, Cl, Br, —CN, CF3, OR2, NR2R23, C(O)R2b, CO2R2b,

CO2R2a, S(O)pR2, ‘C(O)NR2R2a, SO2NR2R2a, NR2SO2R2, 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 R4b, provided that Rlb forms 2

other than an 0-0, N-halo, N-S, or N—CN bond;

R2, at each occurrence, is selected from H, CH3, CHZCH3, CHQCHZCH3, CH(CH3)2, 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)p, and substituted with 0-1 R41’;

R23, at each occurrence, is selected from H, CH3, CHZCH3, CHZCHZCH3, CH(CH3)2, benzyl,

phenyl substituted with 0-1 R413, 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 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;

R2‘), at each occurrence, is selected from OCH3, OCHZCH3, OCH2CH2CH3, OCH(CH3)2, CH3,

CHZCH3, CH2CH2CH3, CH(CH3)2, benzyl, phenyl substituted with 0-1 R41’, 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;
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R2“, at each occurrence, is selected from OH, OCH3, OCH2CH3, OCH2CH2CH3, OCH(CH3)2,

CH3, CHZCH3, CHZCHZCH3, CH(CH3)2, benzyl, phenyl substitutedlwith 0-1 R45, 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 R45;

R4, at each occurrence, is selected from OH, OR2, CHZOR2, (CH2)2OR2, F,3Br, Cl, 1, CH3,

I CH2CH3, CHZCHZCH3, CH(CH3)2, CH2CH2CH2CH3, CH2CH(CH3)2,

‘ CH(CH3)CH2CH3, C(CH3)3, NR2R2a, CH2NR2R2a, (CH2)2NR2R2a, CF3, and CFZCF3;

R43, at each occurrence, is selected from H, :0, CH2OR2, OR2, F, Br, Cl, CH3, CH2CH3,

CHZCHQCH3, CH(CH3)2, CHZCHZCHZCH3, CH2CH(CH3)2, CH(CH3)CH2CH3,

C(CH3)3, CH2NR2R2a, NR2R2a, c(o)R2c, NR2c(o)R2b, C(o)NR2R2a, so2NR2R2a, and

CF3; 2

R45, at each occurrence, is selected from H, :0, OR3, CH2OR3, F, Cl, CH3, CHZCH3,

CH2CH2CH3, CH(CH3)2, -CN, N02, NR3R3a, CH2NR3R3a, C(O)R3, C(O)OR3°,

NR3C(O)R3a, C(O)NR3R3a, SO2NR3R3a, NR3SO2—C1_4 alkyl, NR3SO'2-phenyl,

S(O)p-C1_4 alkyl, S(O)p—phenyl, and CF3;

R49, at each occurrence, is selected from H, CH3, CHZCH3, phenyl substituted with 0-1 R5, and

benzyl substituted with 0-1 R5;

R5, at each occurrence, is selected from H, =0, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2, OR3,

CHQOR3, F, Cl, -CN, N02, NR3R3a, CH2NR3R3a, C(O)R3, C(O)OR3°, NR3C(O)R3a,

C(‘O)NR-°’R3a, SO2NR3R3a, NR-3302-C1 -4 alkyl, NR3SO2-phenyl, S(O)p-C1’_4 alkyl,
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S(O)p-phenyl, CF3, phenyl substituted with 0-2 R6, naphthyl substituted with 0-2 R6, and

benzyl substituted with 0-2 R5; and,

R6, at each occurrence, is selected frcm H, OH, OR2, F, _Cl, CH3, CHZCH3, CH2CH2CH3,

CH(CH3)2, -CN, N02, NRZR23, CH2NR3’-R23, C(O)R2b, CH2C(O)R2b, NR2C(O)R2b, and

SO2NR2R-"-3.

Claim 5. (Currently Amended) A ‘compound according to Claim 4, wherein;

O

O O

N D

_ -1‘/§\ -2-/N\\‘ *?.¥ §‘\~
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G is selected from:

 \  CH2NH2  \ F 'CH2NH2 CH2NH2
CHZNHZ I C

OCH3 F

, CHZNHZ CHZNHZ l \ I \N // \

F NH2 N NH2 X N]-I2 NH2
F C1 c1

0 C1

' NH2_ / N / S
NH2 I .\ h

' \ * c10

Cl C1 C1
o

NH2 SO2NH2 SOENH2 H
N

\ >20
OCH3 OCH3 N‘NH
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OZCH3

NH2 NH2

CO B." be’
c(NH)NH2 C(NOH)NH2 N\ N\

NH2 NH2

N/ #N N/  \
\ \ K NN

NH . 2 NH

/N N\ 2 2
 \ \ |/ N\/ N/

N o

O H NH2 NH2
N N

HVCOF W “©©E ‘“S@

A is selected from_ the group: phenyl, 2—Cl-phenyl, 3-Cl-

phenyl, 2-F-phenyl, 3-F—pheny1, 2—methylpheny1, 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:

54

Page 203



Page 204

DOCKET NO.: PH-7398 Amendment

USSN: 10/245,122

 

 

O

\5" /R43 5“ /R43 P Em "" P /.R4a

l\iR4c t ) U Q NF§4c
NR4C

o O O O

\ \ gg \ J\ \ A
5“ /R“ P /.R4a P /.F‘4a P £943

6 \ / \__ / \_/O VO

O O O O

P ZR“ 5“ JR“ P JR“! 5‘! » {R461

é(o)p ( 2 4 ,é(0)p U
S(O)p . _

0 O O O

 

55

Page 204



Page 205

Amendment-DOCKET NO.: PH-7398

USSN: 10/245,122

56

Page 205



Page 206

DOCKET NO.: PH-7398 A Amendment

USSN: 10/245,122

R13 is selected from H, CH3, CHZCH3, CH2CH2CH3, CH2F, CH2Cl, Br, CH2Br, —CN, CH2CN,

CF3, CHQCF3, OCH3, CHZOH, C(CH3)2OH, CH2OCH3, NH2, CHZNH2, NHCH3,

CHZNHCH3, N(CH3)2, CH2N(CH3)2, CO2H, COCH3, COQCH3, CHZCOZCH3, SCH3,

CHZSCH3, S(O)CH3, CH2S(O)CH3, S(O)2CH3, CH2S(O)2CH3, C(O)NH2,

CH2C(O)NH2, SOZNH2, CHZSOZNH2, NHSOZCH3, CH2NHSO2CH3, 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, CH2—imidazol—1-yl, 4—methyl—oxazol—2—yl, 4-N,N—

dimethylaminomethyl—oxazol—2—yl, 1,2,3,4—tetrazol-1—y1, 1,2,3,4-tetrazol-5—y1, CH2-

1,2,3,4-tetrazol-1-yl, and CH2-l,2,3,4-tetrazol—5-yl, provided that R13 forms other than an

N—halo, N—S, or N—CN bond;

R2, at each occurrence, is selected from H, CH3, CHZCH3, CHZCHZCH3, CH(CH3)2, phenyl

substituted with 0-1 R4b, benzyl substituted with 0-] R45, 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 R45;

R23, at each occurrence, is selected from H, CH3, and CHZCH3;

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 0-1 R4‘)

and consisting of: 0-1 additional heteroatoms selected from the group consisting of N, O,‘

and S(O)p;

R2”, at each occurrence, is selected from OCH3, OCHZCH3, CH3, and CHQCH3; .

R2°, at each occurrence, is selected from OH, OCH3, O_CH2CH3, CH3, and CHZCH3; '
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R4”, at each occurrence, is selected from H, =0, CH3, CHZCH3, CH2CH2CH3, CH(CH3)2,

CH2CH2CH2CH3, CH2CH(CH'3)2, CH(CH3)CH2CH3, and C(CH3)3;

R45, at each occurrence, is selected from H, =0, OR3, CH2OR3, F, Cl, CH3, CHZCH3, NR3R33,

_ CH2NR3R3=*, C(O)R3, C(O)OR3°, NR3C(O)R33, C(O)NR3R3a, SO2NR3R33,

NR3SO2-phenyl, S(O)2CH3, S(O)2—phenyl, and CF3;

R5", at each occurrence, is selected from H, :0, CH3, CHZCH3, OR3, CH2OR3, F, Cl, NR3R33, ~

CH2NR3‘R33,’C(O)R3, C(O)OR3°, NR3C(O)R3a, C(O)NR3R33, S02NR3R33,

NR3SO2-C1_4 alkyl, NR3SO2—phenyl, S(O)2—CH3, _S(O)2-phenyl, CF3, phenyl substituted

with 0-2 R6, naphthyl substituted with 0-2 R6, and benzyl substituted with 0-2 R6; and,

R6, at each occurrence, is selected from H, OH, OR2, F, Cl, CH3, CHZCH3, NR2R2a,

CHQNRZRZ3, C(O)R2b, CH2C(O)R2b, NR2C(O)R2b, and SOfiNR2R2a.

Claim 6. (Currently Amended) A compound according to Claim 5, wherein the compound is

 : 2
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/ I

WY \
P4 0

P4 is -G;

M4

G is selected from:
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and,

A-B is selected from:
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Claim 7. (Currently Amended) A compound according to Claim 6, wherein t~he—eempeu-ad-is
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M4-i&—A—B§

A—B is selected from:

 \ O  \ 0
“E5 “

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

selected from the group:

3-meth0xy-1-(4—methoxypheny1)—6—[4-(2—oxo-1-piperidinyl)phenyl]-1,4,5,6-tetrahydro—7—H—

pyrazo1o[3,4-c]pyridin-7-one;

1-(4—methoxyphenyl)-3-[(methy1amino)methyl]-6-[4-(2-oxo-1-piperidiny1)pheny1]-1,4,5,6—

tetrahydro-7H—pyrazolo[3,4-c]pyridin-7-one;

l—(3 —chloro—4-fluorophenyl)—6— [4-(2-o)io- 1-piperidiny1)pheny1] -3 -(trifluoromethy1)- 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-oxo-1-piperidinyl)phenyl]-3-(trifluoromethyl)—

1,4,5,6-tetrahydro-7H—pyrazolo[3,4-c]pyridinc-7-one;

1—(3-amino-1,2-benzisoxazo1-5-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-(trifluoromethy1)—1,4,5,6-tetrahydrol

7H—pyraz0lo[3,4—c]pyridin—7—one;

1—(4—methoxypheny1)-7-oxo—6-[4-(2—oxo-i-piperidinyl)phenyl]-4,5,6,7-tetrahydro— 1H-

pyrazo1o[3,4—c]pyridine-3-carbonitrile; .

.1—(4—methoxyphenyl)—6—[4-(2—oxo— 1-piperidiny1)phenyl]-3-(1H—tetraazol-5-y1)—1,4,5,6-

tetfahydro—7H—pyrazolo[3,4—c]pyridin—7—one;
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1-(4—methoxyphenyl)-7—oxo—6—[4—(2-oxo— 1 —piperidinyl)pheny1-4,5,6,7—tetrahydro— 1H—pyrazo1e-

[3,4-c]pyridine-3-carboxarnjde;

3-bromo-1-(4-methoxyphényl)-6—[4-(2-0xo-1-piperidinyl) phenyl] 1,4,5,6-tetrahydr0-7H-

pyrazolo [3 ,4-c]pyridin-7—one;

1—(4—methpxypheny1)—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—oxo-1-pipcridiny1)phenyl]-3-(4-pyridiny1—N—oxide)-1,4,5,6—

tetfahydro-7H-pyraz01o[3,4-c]pyridin—7—one; ‘

1-(4-methoxyphenyl)-6-[4-(2-oxo-1-piperidiny1)phcny1]-3-(3—pyridinyl)-1,4,5,6-tetrah'ydro-7H-

pyraz0lo[3,4-c]pyridin—7—one; I

1-(4-methoxypheny1)-6-[4-(2-oxo-1—piperidiny1)ph§nyl]-3-(3-pyridinyl-N-oxide)-1,4,5,6-
tetrahydro—7H-pyrazolo[3,4-c]pyridin—7-one;

1—(4—methoxypheny1)-6-[4-(2—oxo—1—piperidinyl)pheny1]—3—(2-pyridiny1)—1,4,5,6-tetrahydro-7H-

pyrazo1o[3,4—c]—7-one;

1-(4-methoxypheny1)-6-[4-(2-oxo-1-piperidinyl) phenyl] 1,4,5 ,6—tetrahydro-7H—pyrazo1o[3 ,4-

c]pyridin—7-one;

 

1—(4-methoxyphenyl)—7—oxo—6-[4-(2-oxo—1(2H)—pyridiny1)fiheny1]-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-l-piperidinyl)pheny1]1,4,5,6-tetrahydro-

7H-pyrazolo[3,4-c]pyridin-7-one;

1-(4-methoxyphenyl)-6-(4-(2-oxo-1(2H)-pyridiny1)pheny1]-3-(2—pyridiny1)—1,4,5,6—tetrahydro-

7H-pyrazolo[3,4-c]pyridin-7-one;

1-[3-(aminomethyl)pheny1]—6-[4-(2-oxo- 1—piperidiny1)pheny1]-3-(trifluoromethyl)—1,4,5,6-

tetrahydro—7H—pyraz01o[3,4—¢]pyridin—7—one;

3 - [7 -0xo-6—[4-(2-oxo-1-piperidiny1)phenyl]-3 -(trifluoromethyl)—4,5 ,6,7-tetrahydro— 1H-

pyrazolo[3 ,4-c]pyridin— 1 -y1]benzamjde;

1-(3-chlorophenyl)-7-o$(o—6-[4-(2-oxo-1-piperidinyl)phenyl]-4,5,6,7-tetrahydro- 1H-

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

1-(3-chlorophenyl)-7-oxo—6-[4-(2-oxo-1(2H)pyridiny1)phenyl]-4,5,6,7—tetrahydro—1H-

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

1-(3—ch1orophenyl)-MN-dimethyl-7-oxo-6-[4-(2-oxo-1-piperidin§r1)pheny1]—4,5,6,7-tetrahydro-

1H-pyrazo1o[3,4—c]pyridine—3—carboxa1nide;

1-(3-chloro-4-fluorophenyl)-7-oxo-6-[4-(2-oxo-1-piperidiny1)pheny1]—4,5,6,7—tetrahydr0— 1H-

pyrazo1o[3,4-c]pyridine-3—carboxamide;

1-(4-methoxyphenyl)-7-oxo-6- [4—(2—oxo- 1(2H)-pyridiny1)pheny1] -4,5 ,6,7—tetrahydro- 1H-

pyrazolo[3 ,4-c]pyridine—3—carbonitrile;

1-(3-amino-1H-indazol-5-y1)-7—oxo-6-[4-(2-oxo-1-piperidinyl)pheny1]-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-oxo-6-[4-(2-oxo—1-piperidinyl)phenyl]-4,5,6,7-tetrahydro—

1H—pyrazo10[3,4-c]pyridine-3-carboxamide;

1-(2,3-dihydro-1H-indol-6-yl)—6-[;1-(2-oxo-1(2H)-pyridiny1)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—oxo— 1 —piperidinyl)pheny1]-3-(trifluoromethy1)—1,4,5,6-

tetrahydro-7H—pyrazolo[3,4-c]pyridin-7-one;

1—(2,3—dihydro—1H—isoindol-5-y1)-6-[4-(2-oxo-2H-pyridin-1-y1)phenyl]-3-trifluor0methyl—

1 ,4,5,6—tetrahydropyrazolo[3 ,4—c]pyridin—7—one; I

1-(4-methoxyphenyl)-6-[4-(2—oxo-piperidin—1-yl)-phenyl]-3-(2-pyrrolidin-1-ylmethyl-phenyl)-

1,4,5,6—tetrahydro—pyrazo1o[3,4-c]pyridin-7-one;

ethyl 1—(4—methoxypheny])-7—oxo—6— [4—(2—oxo- 1 (2H)—pyridiny1)pheny1]-4,5 ,6,7—tetrahydro- 1H-

pyrazolo[3 ,4-c]pyridine-3-carboxylate;

1-(4-meth0xypheny1)—7-oxo-6-[4-(2—oxo-1(2H)-pyridiny1)pheny1]-4,5 ,6,7-tetrahydro- 1 H-

pyrazolo[3,4—c]pyridine—3—carboxylic acid;

1-(4-methoxyphenyl)-MN-dimcthyl-7-oxo—6-[4:(2-oxo-1(2H)-pyridinyl)pheny1]-4,5,6,7—

tetrahydro- 1H-pyra.zo1o[3,4-c]pyridine-3-carboxamide;

N-({ 1-(4-methoxypheny1)—7—oxo—6—[4—(2—oxo— 1 (2H)—pyridiny1)pheny1]—4,5,6,7—tetrahydro- 1H-

pyrazolo[3,4—c]pyridin-3—yl }carbonyhmethanesulfonamjdeg

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

pyrazolo[3,4—c]pyridine—3—carboxylic acid arhjde;
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1-(4-methoxyphenyl)-6-[4-(2-oxo-'1(2H)—pyridinyl)phenyl]—3—(1H—tetraazol—5—y1)—1,4,5;6,-

tetrahydro-7H-pyrazolo[3,4-c]pyridin-7-one;

3-{4—[dimethy1amino)methyl]-1,3-oxazol-2-yl} -1-(4-methoxypheny1)-6-[4—(2-oxo~1(2H)-

pyridinyl)pheny1]—1,4,5,6,—tetrahydro—7H—pyrazolo[3,4—c]pyridin—7—one;'

3-{4-[dimethy1amino)methyl]—1,3-oxazol-2-yl}-1-(4—methoxyphenyl)-6-[4—(2-oxo-1-

piperidiny1)pheny]]-1,4,5,6,—tetrahydro-7H-pyrazolci[3,4:c]pyridin-7-one;

 

. . .

 

1—(4—methoxy—pheny1)—3—(4—methy1—oxazol—2—yl)—6—[4-(2—o){o—piperidin- 1-y1)—phenyl]— 1 ,4,5,6-

tetrahydro-pyrazolo[3,4—c]pyridin—7—one;

1-(4-methoxy-pheny1)—3-(4-methy1—oxazol-2-yl)—6- [4-(2-oxo—2H-pyridin- 1-yl)-phenyl]- 1 ,4,5 ,6-

tetrah‘ydr0-pyrazolo[3,4-c]pyridin-7—one;

3—acetyl—l-(4—methoxy—pheny1)-6-[4—(2—oxo—2H-pyridin-1-yl)-phenyl]-1,4-,5,6-tetrahydro-

pyrazolo[3,4—c]pyridin-7-one; I '

3-(4,5-dihydro-1H—imidaz0l-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—pheny1)—3 —(1-me'thyl—4,5—dihydro—1H—imidazol—2—yl)-6-[4-(2—oxo-piperidin-1-yl)—

pheny1]—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)-phcnyl]—

1,4,5,6—tetrahydro-pyrazolo[3,4—c]pyridin-7-one;

1-(4-methbxy—phenyl)-3-methyl-6—[4-(2-oxo-piperidin-1~yl)-pheny1]—1,4,5,6—tetrahydro—

pyfazolo[3,4—c]pyridin-7-one;

3—hydroxymethy1—1-(4-methoxy—phenyl)—6-[4-(2—oxo—2H—pyridin-1—yl)-pheny1]-1,4,5,6-

tetrahydro-pyraz0lo[3,4—c]pyridin-7-one; I

3—(1—hydroxy-1A—methy1—ethy1)—1-(4—methoxy—phenyl)—6-[4-(2-oxo—piperidin-1—yl)-pheny1]-

1,4,5 ,6—tetrahydropy(azolo[3,4—c]pyridin—7—one;

3—(1-hydroxy-1-methyl-ethyl)-1-(4-niethoxy-phenyl)—6—[4—(2—oxo—2H—pyridin—l—y1)—pheny1]—

1,4,5,6-tetrahydro—pyrazolo[3,4—c]pyridin—7-one; ‘

2-dimethy1amjno—N—{ 1-(4-methoxypheny1)—7—oxo-6- [4-(2-oxopiperidin— 1 -yl)phenyl] —4,5 ,6,7-

tetrahydr0‘- 1H-pyrazolo [3 ,4—c] pyridin-3—y1methy1 }-N—methylacetamide;

2-dimethylamino-N-{ 1-(4—methoxypheny1)-7-ox0—6-[4-(2-oxo—2H-pyridin—1-yl)-phenyl]—4,5 ,6,7-

tetrahydro- 1H-pyrazolo [3 ,4-c]pyridin-3—y1methyl }acetarnide;

N—{ 1—(4—methoxypheny1)-7—oxo—6—[4—(2—oxopiperidin—1—y1)phenyl]—4,5,6,7-tetrahydro-1H-

pyrazolo[3 ,4—c]pyridin—3—ylmethyl } —2—pyridin—2—yl-acetamjde; \

N—{ 1-(4-methoxyphenyl)-7-oxo-6-[4-(2-oxopiperidin-1-y1)phenyl]—4,5,6,7-tetrahydro—1H-

pyrazo1o[3 ,4-c]pyridin-3-ylmethyl} -2-(1-oxypyridin-2-yl)acetamide;
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N-hydroxy-3-{7-oxo—6-[4-(2-oxo-2H—pyridin-1-yl)-phenyl]-3-trifluoromethyl-4,5,6,7-tetrahydro-

pyrazolo[3,4-c]pyridin-1-yl}-benzamidine;

N—methoxy-3-{ 7-oxo-6-[4-(2-oxo-2H-pyridin-1-yl)-phenyl]-3—trifluoromethy1—4,5,6,7-

tetrahydro—pyraz01o[3,4—c]pyridin- 1-yl }-benzamidine;

1—(3—cyano—4—fluoropheny1—7—oxo—6—[4—(2-oxo—1—piperidiny1)phenyl]-4,5,6,7—tetrahydro- 1H-

pyrazo1o[3,4-c]pyridine-3-carboxarnjde;

1-(3—aminomethyl-4-fluoro-phenyl)-7-oxo-6-[4—(2—oxo—piperidin-l—yl)—phenyl]-4,5,6,7—

tetrahydro-1H-pyrazolo[3,4-c]pyridine—3—carboxylic acid amide;

2- { 7-oxo-6-[4-(2-oxo—piperidin- 1 -yl)-phenyl] -3-trifluoromethyl-4,5 ,6,7-tetrahydro—

pyraz01o[3,4-c]pyridin—1-yl }—benzenesu1f0namide;

2- { 7-oxo-6-[4-(2-oxo—2H—pyridin- 1 -yl)-phenyl]-3-trif1uoromethyl—4,5,6,7—tetrahydr0—

pyrazo1o[3,4—c]pyridin-1-yl}—benzenesu1fonamide;

N-acetyl-2- { 7-oxo-6-[4—(2-oxo-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—methanesu1fonyl—6—[4—(2—oxo—2H—pyridin—l—y1)—pheny1]—1,4,5,6-

tetra.hydro—pyrazo1o[3,4—c]pyridin—7—one; ’

1-(3=ch1oro-phenyl)-3—(1—hydroxy—1-methyl-ethyl)—6—[4—(2—oxo—piperidin—l—y1)—phenyl]— 1 ,4,5,6-

tctrahydro—pyrazolo[3,4-c]pyridin—7-one; and,
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3- { 7-oxo-6-[4-(2-oxo-2H-pyridin—1 —yl)—phenyl]—3—trifluoromethyl~4,5 ,6,7—tetrahydro-

pyrazolo[3,4-c]pyridin-1-yl } -benzarnide;

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, ischernic 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-oxo-1-piperidinyl)phenyl-4,5,6,7-tetrahydro—1H—pyrazo1e-

[3,4—c]pyridine—3—carboxamide

or a pharmaceutically acceptable salt form thereof.

Claim 32. (New) compound according to Claim 8, wherein the compound is:

1-(4-methoxyphenyl)-7-oxo—6—[4—(2-oxo- 1(2H)-pyridinyl)phenyl]-4,5,6,7-tetrahydro— 1H-

pyrazo1o[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
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or a pharmaceutically acceptable salt form thereof.

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

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

py_razolo[3,4-c]pyridine-3-carboxamide A

or a pharmaceutically acceptable salt form thereof.

Claim 35. (New) A compound according to Claim 8, wherein the compound is:

1-(3-chlorophenyl)-7-0xo-6-[4—(2—oxo- 1(2H)pyridinyl)phenyl]—4,5,6,7-tetrahydro- 1H-

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

or a pharmaceutically acceptable salt form thereof.

Claim 36. (New) A compound according to Claim 8, wherein the compound is:

l—(4—methoxyphenyl)—N, N—dimethyl—7—oxo—6—[4—(2—oxo-1(2H)-pyridinyl)phenyl]-4,5,6,7-

tetrahydro—1H—pyrazolo[3,4—c]pyridine—3—carboxamide A '

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-(l-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 compound of Claim 37 or a pharmaceutically

acceptable salt form thereof. ,

Claim 52. (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 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, (e) hemodialysis,

or (0 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, ischernic sudden death, transient ischemic attack, stroke, atherosclerosis,

I 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. (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 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. (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 coronarysyndrome, first myocardial infarction, recurrent

myocardial infarction, ischernic 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, Cb) indwelling catheters, (C), stents, (d) cardiopulmonary bypass, (e) hemodialysis,

or (t) 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

-to a patient in need thereof a therapeutically effective amount of a compound of Claim 6 or a

pharmaceutically acceptable salt form thereof. 6

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, ischernic 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, (e) 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, pulmonary embolism, and thrombosis resulting from (a) prosthetic valves or

other implants, (b) indwelling catheters, (c) stents, (d) cardiopulmonary bypass, (e) hemodialysis,

or (1) other procedures in which blood 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-arnount 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 syndrome, first myocardial infarction, recurrent

myocardial infarction, ischemic sudden death, transient ischernic 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 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 ischernic 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 (t) 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 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 83. (New) A method according to Claim 80, wherein thethromboembolic 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, (e) 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 thereofia 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 the

heart.

Claim 96. (New) A method according to Claim 94, wherein the thromboembolic disorder is

selected from unstable angina, an acute coronary syndrome, first myocardial infarction, recurrent
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myocardial infarction, ischernic 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 97. (New) A method according to Claim 94, wherein the thromboembolicdisorder 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 (0 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 105. (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 1()8, 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 unstablevangina, an acute coronary syndrome, first myocardial infarction, recurrent

myocardial infarction, ischemic sudden death, transient ischernic 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 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‘, 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,
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or (1) 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.

as
Emma 32
Exam as
Examue 91
Exam ms
onmaiciaam is

101, 108, 115 Om“ Cm" ”
102, 109, 116 °“gi””1 Claim 18
54, 57, 60, 63, 66, 69, 72, 75-79, 82-86, 89-

93, 96-100, 103-107, 110-114, 117-121

Original Claim 19  

Discussion

The 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 the 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,

Date: November 19, 2003 fixvgz (1
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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This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt
similar to a Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see

37 CFR 1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date

shown on this Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions

of 35 U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the

application as a national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt,
in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary

components for an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the

International Application Number and of the International Filing Date (Form PCT/RO/105) will be issued in due

course, subject to prescriptions concerning national security, and the date shown on this Acknowledgement

Receipt will establish the international filing date of the application.
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‘ .

-* Paper No.:
DAT-E : { Xofl "‘*
TO SPE OF :ART uwirm jams; \,J{lSov\ S93-

SUBJECT : Request for Certificate of Correction for Appl. No.: “ [P I?3} Patent No.: Q q 0 X

Please respond to this request for a certificate of correction within 7 days.

FOR'|FW FILES: ' —

‘Please review the requested changes/corrections as shown in the COCIN docunient(s) in
the IFW application image. No new-matter should be introduced, nor should the scope or

_ meaning of the claims be changed.

Please complete the response (see below) and forward the completed response to scanning
using document code COCX. "

FOR PAPER FILES2",

Please review the requested changes/corrections as shown in the attached certificate of
correction. Pleasecomplete this form (see below) and forward it with the file to:

Certificates of Correction Branch (CofC)
South Tower - 9A22

Palm Location 7580

Certificates of Correction Branch ‘ I

703-308-9390 ext.

Thank You For Your Assistance

The request for issuing the "above-identified correction(s) is hereby:
Note your decision on the appropriate box.

Cl Approved All changes apply.

0 Cl Approvedhin Part I Specify below‘ which changes do not apply._

Cl Denied V State the reasons for denial below.

Comments:
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

PATENT NO. : 6,967,208 B2 ' 1 Page 1 of 13
APPLICATION NO. : 10/245122 -

DATED - : November 22, 2005

INVENTOR(S) : Donald J. P. Pinto et al.

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

ON THE TITLE PAGE ITEM [75 |:

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

COLUMN 174:

Line 24, “piperidinyl)pheny1-4,5,6,7-tetrahydro-1H-pyrazole-” should read ' '1' { " -
--piperidinyl)pheny1]-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, “CDCl3” should read --CHCl3--; and

Line 49, “CDCl3” should read --CHCl3--.

COLUMN175: . V I I‘. « 1.. 1:”: *

Line 29, “l -(4-meyhoxyphenyl)-” should read --1 -(4-metho)typhenyl)- --. -

COLUMN 237: 3

Lines 15-20, “ \ N-—M4 ” should read --ring M, including P1,

ms, 0

P2, M1, and M2, is substituted with 0-212” and is

Lines 22-23, “ring M, including P1, P2, and M1, and M2 is substituted with 0-2
R” and is” should be deleted;

 
Lines 25-30, “ ” should read --ring P, including P1,
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION _

PATENT NO. : 6,967,208 B2 . Page 2 of 13 _
APPLICATION NO. : 10/245122

DATED : November 22, 2005

INVENTOR(S) : Donald J. P. Pinto et al.

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

Line 33, “ring P, including P1, P2, and P3, is” should be deleted; and

Line 34, “P4 is ———G1 ——G;” should read --M4 is —A —B;

P4 15 —G1 —-G;--.

COLUMN 238:

Line 1, “S(O)P,” 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, “NR2°(O)NI-IR2,” should read --NR2C(O)NI-IR2,--.

COLUMN 241: 8

Line 27, “(CR3R3‘*),, Cl,” should read --(CR3R3“),,Cl,--.

COLUMN 242:

Line 21, “6;” should read --6; and-—.

COLUMN 243:

LIIIC 30, “cH2CH2CH2CH3,” ShOl.l1d read --CH2CH2CH2CH3,--;<

Line 38, “cH2CH2CH2CH3,” should read --CH2CH2CH2CH3,--;_ and
Line 62, “benzyl” should read --benzyl,--. ‘
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION «

PATENT NO. : 6,967,208 B2 Page 3 of 13
APPLICATION NO. : 10/245122

DATED : November 22, 2005

INVENTOR(S) 2 Donald J. P. Pinto et al.

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, “benzy1phenyl;” should read --benzyl, and phenyl;--; and

Line 51, “alkyl NR3SO2CF3,” should read --alkyl, NR3SO2CF3,--.

COLUMN 246:

Lines 20-30, “ ” should read --

°"’3””2 CHZNHZ

COLUMN 248:

NH; NH,

Lines 1-5, “ '.‘l/ l \ ” should read -- l," / --;
OQ / 0 .

NH-2 NH2 ' » _

Lines 10-15, “ N / ” should read -- rg / ' \' ‘ --; and

. NH2 NH2
Lmes 35-40, “ ” should read -- N , --.

N / l I
\ CHSNH2 \ CH2NH2

COLUMN 249:

N / I 3
Lines 5.10, “ \ CHZNH2 ” should read -- CHZNHZ --;

NH-2 NH;
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

PATENT NO. : 6,967,208 B2 Page 4 of 13
APPLICATION NO. : 10/245122

DATED : November 22, 2005

1NVENTOR(S) : Donald J. P. Pinto et al.

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

Lines 15-20,“ ” should read —— --;
SOQNHZ SOQNHZ

Lines 25-30,“ / ! ” should read --r --;
so2cH-3 ‘ so2NH2

H H

Line 35, “ /N ” should read -- N N ’ --; and\

Q
Cl C".

Line 65, “ / ” should read -- '

U OO
S02Cha SO2C_H3

COLUMN 251 :

» H
N .

Lines 15-20, “ l ” should read -- | \' _ ' --;
N N / /

n .

20_25, :4 I '\v \N :9 5hO111d read -- --; and. / u /
N , .

H H

Lines 25-30,“ ”~N ” should read _- I \= N
/ N/A/2 _N

COLUMN 252:

NH; NH2

‘N
N

The first row should read -- "'</ I
N /
H
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

PATENT NO. 2 6,967,208 B2 Page 5 of 13
APPLICATION NO. : 10/245122

DATED : November 22, 2005

INVENTOR(S) : Donald J. P. Pinto et al.

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

NH
H 2 H

\ N ” should read -- N

I / \

COLUMN 253:

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

 
COLUMN 254: ‘ _ A 5. " V

Line 3, “R43” should read --R4“;-; and

Line 24, “C(O)R°” should read ——C(O)R2°--.

COLUMN 255:

/1 5
Lines 15-20, “ N \ I ” should read -- \ -—; and

NH2 N NH

H2N NH2

Line 65, “ N / ” should read -- [:1 , I \' --.I

O \ 0 /

COLUMN 256:

 

NH2 NH2

N / -

” should read —- ('3 '--; and

NH,  
- I F

Line 15, “ ” should read -- -—' ' " "‘

N/ N/

\ F \ F
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

PATENT NO. : 6,967,208 B2 ‘ Page 6 of 13
APPLICATION NO. : 10/245122

DATED : November 22, 2005

INVENTOR(S) : Donald J. P. Pinto et al.

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

H,N NH,

/ /20_25, acl 99 5h0\1ld I'%.d -'r -'; and
M Cl & |C

H
N

H

Line 65, “ / l N\ ” Should read --  F1j/ —-.
\ / /

COLUMN 258:

 

l H . '. ‘.1 -' ‘ ‘_

Line 25, “ \ N\ ” should read —— N\ . » * . ff;
\N / N . ,. g -' '

COLUMN 259:

Line 67, “CH2c(O)R2",” should be deleted.

COLUMN 261 :

N / /N \ . .

Lines 50-55, “ \ ” should read -- \ I / —-.

COLUMN 262:

 

NH:

Lme5,“HN ”shou1dbede1eted; and _ ” I ‘V I 3" '1

Line 34, “and is” should read --and is:--; A ' 2: ‘C '_ V ._ A’
Line 35, “selected fi'om the group:” should be deleted;
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UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

PATENT NO. : 6,967,208 B2 . ' I Page 7 of 13
APPLICATION NO. : 10/245122 »

DATED : November 22, 2005

INVENTOR(S) : Donald J. P. Pinto et al.

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

0 O

\N/UN \N/K‘ \
Lines 37-42, “ |\/—-R" R“ ” should read --\

O

N

K/:—a~.
” should be deleted.

0

Lines 43-53, “ \r.«J\___R., \
\z

9

\NJ\

COLUMN 263:

Line 38, “S(O),,-phenyl” should read -—S(O)2-phenyl--; and
Line 43, “SO2NR2R2a.” should read --SO2NR2R2“.--.

COLUl\/IN 265:
F

\ 0
Lines 20-25, “ N I N

\

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

Line 35, “ \©\ ° ” should be deleted; and
N

\ I

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

--phenyl]-4,5,6,7-tetrahydro-1H-pyrazolo-[3,4-c]--.

” should be deleted;
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PATENT NO.

UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

: 6,967,208 B2
APPLICATION NO. : 10/245122
DATED

lNVENTOR(S)

: November 22, 2005
: Donald J. P. Pinto et al.

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

COLUMN 266:

Lines 21 -23, “ 1 -(4-methoxyphenyl)-7-oxo-6-[4-(2-oxo-1 (2H)-

pyridinyl)phenyl]-4,5,6,7-tetra hydro-1H-pyrazolo[3,4-c]pyridine-3-
carboxamide;” should be deleted;

Lines 27-29, “ -.(4-methoxypheny1)-6-(4-(2-oxo-1 (2H)-pyridin3_Il)phenyl]-3-
(2-pyndmyl)-1 ,4,5,6-tetrahydro-7H—pyrazo1o[3,4-c]pyndm-7-one;”
should be deleted;

Lines 40-42, “1 -(3-chloropheny1)-7-oxo-6-[4-(2-oxo-1(2H)pyridiny1)phenyl]-
4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]pyridine-3-carboxamidef’
should be deleted; ,

Lines 49-51, “1-(4-methoxypheny1)-7—oxo-6-[4-(2-oxo-1 (2H)-

pyridiny1)phenyl]-4,5,6,7-tetra hydro-1H-pyrazo1o[3,4-c]pyridine—3-
carbonitrile;” should be deleted;

Lines 58-60, “1-(2,3-dihydro-1H-indol-6-yl)~6-[4-(2-oxo-1(2H)-

pyridinyl)pheny1] -3-(trifluoromethy1)—l ,4,5 ,6-tetrahydro-7H-

pyrazolo[3,4-c]pyridin-7-oneg” should be deleted; and .

Lines 65-67, “1-(2,3-djhydro-1H-isoindol-5—yl)-6-[4-(2-oxo-2H-pyridin-
1 -y1)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-oxo-6-[4-(2-oxo-1(2H)-

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

3-carboxylate; 1 -(4-methoxyphenyl)-7-oxo-6-[4-(2-oxo-1(2H)-

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

3-carboxylic acid; 1-(4-methoxyphenyl)-N,N-dimethyl - A
7-oxo-6-[4-(2-oxo-1(2H)-pyridjnyl)phenyl]-4,5,6,7- -V A

tetrahydro-1H-pyrazolo[3 ,4-c]pyridine-3-carboxamide;
N-({1-(4-methoxyphenyl)-7-oxo-6-[4-(2-oxo-1(2H)-

pyridinyl)phenyl]-4,5,6,7-tetrahydro-1H-pyrazo1o[3,4-c]pyridin-3-
yl} carbonyl)methanesu1fonamide;” should be deleted; ‘
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PATENT NO.

UNITED STATES PATENT AND TRADEMARK OFFICE

CERTIFICATE OF CORRECTION

2 6,967,208 B2 Page 9 of 13
APPLICATION NO. : 10/245122
DATED

INVENTOR(S)

: November 22, 2005
: Donald J. P. Pinto et al.

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

Lines 19-25, “l -(4-methoxyphenyl)-6-[4—(2-oxo-1 (2H)-pyridiny1)phenyl]-3-

(1H-tetraazol-5-yl)-1 ,4,5,6,-tetrahydro-7H-pyrazolo[3,4-

c]pyridin-7-one;3- {4-[dimethy1amino)methyl]-1 ,3-oxazol-2-yl} -

l -(4-methoxyphenyl)-6- [4-(2-oxo-l (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-pheny1)-3-(4-methyl-oxazol-2-yl)-6-

[4-(2-oxo-2H-1 -pyridin-1 -y1)—phenyl]-1 ,4,5,6-tetrahydro-
pyrazolo[3,4-c]pyridin-7-one; 3-acetyl-1-(4-methoxy-phenyl)-6- A

[4-(2—oxo-2H-pyridin-l -yl)-phenyl]-1 ,4,5 ,6-tetrahydro- "

pyrazo1o[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 -y1)-phenyl]- 1 ,4,5,6-

tetrahydro-pyrazo1o[3,4-c]pyridin-7-one;” should be deleted;

Lines 5 1-53, “3-hydroxymethyl-1-(4-methoxy-phenyl)-6-[4-(2-oxo-

2H-pyridin- l -yl)-phenyl]- l ,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-pheny1)-6-[4-

(2-oxo-2H-pyridin-1 -y1)-phenyl]- 1 ,4,5 ,6-tetrahydro- .

pyrazolo[3,4-c]pyridin-7-one;” should be deleted;

Line 61, “(2-oxopiperidin-1 -y1)phenyl]-4,5,6,7-tetrahydro-1H-” should read

--(2-oxo—piperidin-1-y1)pheny1]-4,5,6,7-tetrahydro-1H- --; and V

Lines 65-67, “2-dimethylamino-N- {1-(4-methoxyphenyl)-7-oxo-6-[4-(2-oxo-

2H-pyridin-1 —yl)-phenyl]—4,5 ,6,7-tetrahydro- 1 H-

pyrazo1o[3,4-c]pyridin-3-ylmethyl} acetamide;” should be deleted.

COLUMN 268:

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

Line 4, “N- { 1-(4-methoxyphenyl)-7-oxo-6-[4-(2-oxopiperidin-1-” should read‘

--N- { 1 -(4-methoxyphenyl)-7-oxo-6-[4-(2-oxo-piperidin-1 - --; .

Lines 7-1 2, “N-hydroxy-3- {7-oxo-6-[4-(2-oxo-2H-pyridin-1 -y1)-phenyl]-3- A

trifluoromethyl-4,5 ,6,7-tetrahydro-pyrazolo[3 ,4-c]pyridin- 1 -

yl} -benzamidine; N-methoxy-3- {7-oxo-6-[4- .
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(2-oxo-2H-pyridin-l -yl)-phenyl]-3-trifluoromethyl-4,5 ,6,7-

tetrahydro-pyrazolo[3 ,4-c]pyridin-] -yl} -benzamidine;”

should be deleted;

Line 14, “piperidiny1)phenyl]-4,5,6,7-tetrahydro-pyrazo1o[3,4-c]” should read

--piperidiny1)pheny1]-4,5,6,7-tetrahydxo-1H-pyrazolo[3,4-c]--;

Lines 22-27, “2-{7-oxo-6-[4-(2-oxo-2H-pyridin-1-yl)-pheny1]-3-

trifluoromethyl-4,5,6,7-tetrahydro-pyrazolo[3,4-c]pyridin-

1-yl} -benzenesulfonamide; N-acety1-2- {7-oxo-6-[4-(2-oxo-

2H-pyridin-1-yl)-phenyl]-3-trifluoromethyl-4, 5,6,7-

tetrahydro-pyrazo1o[3 ,4-c]pyridin- 1 -yl} -benzenesu1fonamide;”
should be deleted;

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

Lines 3 1-33, “1-(3-chloro-phenyl)-3-methanesulfony1-6-[4-(2-oxo-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 A

Lines 37-39, “3-{7-oxo-6-[4-(2-oxo-2H-pyridin-1-y1)-pheny1]-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 _ . ' . "A" T‘
--pheny1]-4,5,6,7-tetrahydIo-lH-pyrazo1o[3,4-c]--. «=- ‘ : ‘. . 9' " A 4

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

Lines 25-43, claims 17 to 19 should be deleted.  
COLUIVIN 270:

Lines 9-12, claim 28 should be deleted; and

Lines 21-32, claims 31 to 33 should be deleted.
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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: .3?‘),.-

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 pharmaceutical 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: H" ,. 4 _ . 1 lzi .. I
administering to a patient in need thereof a therapeutically effective amount of a ~ 5
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, whereinthe thromboembolic 2',

disorder is selected from unstable angina, an acute coronary syndrome, first '
myocardial infarction, recurrent myocardial infarction, ischernic sudden death,
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transient ischernic 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 (t) other procedures in which

blood is exposed to an artificial surface that promotes thrombosis.

109. A method according to c1aim_108, wherein thethromboembolic
disorder is an acute coronary syndrome. ' ' '

1 10. 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.

1 12. A method according to claim 108, whereinpthe thromboembolic
disorder is pulmonary embolism e- P

113. A process for the preparation of the crystalline compound _
according to claim 104, comprising recrystallization from isopropyl alcohol or
CH2C12/EtOAc.

1 14. 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 CH2Cl2/EtOAc§

116. A compound according to claim 104 is prepared by a process
comprising recrystallization from isopropyl alcohol or CH2Cl2/EtOAc.

117. A compound according to claim 104 is prepared by a process
comprising recrystallization from isopropyl alcohol.
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118. A compound according to claim 104 is prepared by a process
comprising recrystallization from CH2C12/EtOAc.--.

 

Signed and Sealed this

Second Day of December, 2008 .

WW4)»

JON W. DUDAS

Director ofthe United States Patent and Trademark Ofiice _
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