Kathy Kelley Carbone RN, MSN

Assoc. Medical Program Coordinator Merck & Co., Inc.
Regulatory Operations U.S. Human Health
Clinical Development PO.Box 4

U.S. Human Health -
TEL (215) 328-2254 West Point PA 19486-0004

FAX (215)328-2198 &q i
Email: Kathleen_Carbone@MERCK.com L\'b ! L'§

pot
€9 MERCK

TO: Christa Defusco
Regulatory Coordination-BLA 10
FROM: Kathy Kelley Carbone, RN, MSN
Regulatory Operations, CDP
HM-101

(215) 328-2254
DATE: March 5, 1999

SUBJECT: Final Protocol and Signature Pages for Protocol #102-00/COX472/
Advantage

Attached is the final protocol and signature pages for the protocol 102-00 / COX472:

* A Randomized, Double Blind, Multicenter Study to Evaluate the Tolerability and
Effectiveness of Rofecoxib (MK-0966) 25mg q.d. vs. Naproxen 500mg b.i.d. in
Patients with Osteoarthritis”, for your submission to the FDA. The original versions
are filed in Regulatory Information Clinical Development (RICD). Additionally, I have
enclosed the Transfer of Obligations to CRO Worksheet and memo, as we are using the
CRO PPD Pharmaco, Morrisville North Carolina to assist us with this trial.

Please call me if you need further information.
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Protocol Approval Form - Clinical Development Programs (CDP)

This Protocol Approval Form must be used for all protocols and amendments for studies sponsored by
the CDP group in USMEDSA, USHH. All CDP protocols require a Level 1 approval. Protocols with
Regulatory implications, studies designed to support a new indication, and/or MegaTrials require
additional levels of approval.

COMPLETE TITLE OF PROTOCOL: A Randomized, Double Biind, Multi-Center Study to Evaluate the Tolerability and

Effectiveness of Rofecoxib (MK-0966) 25 mg q.d. vs. Naproxen 500 mq b.i.d. in Patients with Osteoarthritis.
STUDY DRUG_MK-0966 STUDY NUMBER_COX472

Tt (X ORIGINAL PROTOCOL  [J AMENDMENT (NOTE: Attach the previously signed Protocol Approval Form)

10 Ubcth

ek

.z

o TYPEOF STUDY: [XIMERCKIND [JINVESTIGATORIND [J] CRO-IND [J NON-IND
° e PHASE OF STUDY: [JPHASE| [ PHASE Il R PHASE B [JPHASEIV [JPHASEV
. a e MODIFICATIONS TO THE STANDARD TEXT AS DESCRIBED IN MAPP 2:

1. Has any modification been made to the standard safety section or AE reporting paragraphs? [ NO [JYES
(If yes, protocol requires WPS&E approval* [see Level 1))

2. Does this protocol contain Extraordinary Measures to evaluate AEs? XINO [JYES
(If yes, protocol requires WPS&E approval*[see Level 1] and Senior VP approval*[see Level 3))

3. Any other modification to the standard text described in MAPP 2 requires approval by the Senior Manager

Regulatory Operations, CDP.

‘e

LEVEL 1: All CDP protocols require the following approvals.

TITLE NAME SIGNATURE & DATE
Clinical Development Gregory P. Geba, M.D., FACP I L] 77
MedicalMonitor gery ’ m
Carol Skalky / Daryl Najarian WZ"; '75'5 A& 194
Clinical MPC e (\ (X i‘i& SHaly = 7
Kathy Carbone /2_7“{// & J J Z 12 95
Regulatory MPC ndde V}/ A A
Adam Polis —t, 7 3 Y
Project Statistician WL“ )
Assoc. Director, Thomas Dobbins, Ph.D. 3 2 /20 |¥
Biostatistics / %/ W\
PR&D Iris Latorre / < v 7 7
Drug Supply Coordinator
Alan Nies, M.D. /1
Project Team Chair, MRL
* . Robert Silverman, M.D., PhD. [
g g 1 | Regulatory Liaison, MRL
:Q 8 George Williams, PhD [
® | Director, Biostatistics, MRL
ii S Joanne Lahner /1
! Office of Counsel
! i Charlotte Mc Kines [
=3 Marketing Liaison
if applicable S R
* Director, WPS&E
Vice President, Glenn Gormiey, M.D., Ph.D. [
Clinical Development

« PROJECT CODE INFORMATION: (To be completed by CDP)

COMPOUND  MK-0966 ROUTE ADMIN. 1 FORMULATION 10
TARGET CLASS ANTI-INFLAMMATORY  DISEASE OSTEQARTHRITIS ORGAN SYSTEM 20
COMPASSIONATE USE (YES or NO) NO RELEASE PACKAGE __TABLETS

* TO BE COMPLETED BY REGULATORY COORDINATION (BL):
IND NO (if applicable) PROTOCOL NO DATE
STUDY DRUG STUDY NUMBER

Clinical Development Programs, Page 1 Revised 01/11/99
USMEDSA, US Human Health
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Protoco| Approval Form - Clinical Development Programé (CDP)

This Protocol Approval Form must be used for all protacols and amendments for studlos apons_ored by
the CDP group in USMEDSA, USHH. All CDP protocols raquire a Level 1 approval, Protocols with
Regulatary implications, studies designad to support a new indication, and/or MagaTrials require

additionai levels of approval.

A Rangomized, Double Blind, Muiti-Center Study to Evaluate the Tolerability and

an.Lg

STUDY DRUG_ MK-0g88 STUDY NUMBER COX472
X ORIGINAL PROTOCOL [ AMENDMENT (NOTE: Attach the previously signed Protocol Approval Form)
[J NON-IND

« TYP 8TU R MERCK IND [ INVESTIGATOR IND [ CRO-IND
P e PHASE OF STUDY: [ PHASE! O PHASE K PHASE IIB [CIPHASEIV [0 PHASEV
e « MOD AS D 2
el t 1. Has any modification been made (o the standard safety section or AE reporting paragraphs?  [RINO [ YES
('f yen, protocol requires WPS&E approval® [sse Level 1])
2. Does this protocol contain Extraordinary Meaayres 1o evaiuate AEs? K NO [JYES

(If yes, protocol requires WPSAE approval[sse Level 1] and Senlor VP approval™[see Level 3])
3. Any other modification to the standand text described in MAPP 2 requires approval by the Semior Manager

U Regulatory Operations, COP.

-

-

+ nan

“aan

Confidential-Disclosre 10 Unadhorised

Persons forbididen by Order of

e United Suctes District Cowrt of

- -LEVEL 1: All CDP protocols requlve the following approvals.

TITLE —__NAME SIGNATURE & DATE .
. Clinical Development Gregory P. Geba, M.D., FACP =g P b1 7y
Medical Monltor - P
- Carol Skalky / Daryl Najarian K ! '
Clinical MPC < = (\ (xy ‘
Kathy Carbane R
Ragulatory MPC — - ; ,
am Paolis i > TP iy IR
Project Statiatician W» Fre ‘
Assoc. Director, Thomas Dobbins, Ph.D. !
Blostatistics

PR&D

iris Latome , Pharm. D

Drug Supply Coordinator

Alan Nies, M.D.

/

£) A
— T Feb 114 199
W""‘K‘\M\L{(-»L EXN=R
.j" /

Project Team Chair, MRL

Raobert Silverman, M.D., PhD.

Regulatory Listson, MRL

George Willlams, PhD

| Director, Blostatistics, MRL

i
s
§ Joanne Lahner
Office of Counasi
i Charictte Mc Kines /I
| Marketing Liaison
if applicahle —t

* Director, WPS&E
Vice President,

Glenn Garmiay, M.D., Ph.D.

Clinical Eavaln&ant

o PROJECT OR| : {To be completad by CDP)

COMPOUND  MK-0866 ROUTE ADMIN. 1 FORMULATION 10

TARGET CLASS ANTI-INF ORY DISEASE S ORGAN SYSTEM 20
COMPASSIONATE USE (YES or NO) NQ RELEASE PACKAGE __TABLETS

= TO BE COMPLETED BY REGULATORY COORDINATION (3L):

IND NO (if applicable) PROTOCOL NO DATE

STUDY DRUG STUDY NUMBER

Clinical Development Programs, Page 1 Revised 01/11/59

USMEDSA, US Human Health
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LEVEL 1: Ali CDP protocols require the following approvals.
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Protocol Approval Form - Clinical Development Programs (CDP)

This Protocol Approval Form must be used for all protocols and amendments for studies sponsorad by
the CDP group in USMEDSA, USHH. All CDP protocsis require a Level 1 approval. Protocols with
Regulatory implications, studies designed to support a new indication, and/or MegaTriais require

additional levels of approval.

COMPLETE TITLE OF PROTOCOL:

A Randomized, Doubte Blind Mum enger Study to Evaluate the Tolerability and

STUDY DRUG_ MK-0866 STUDY NUMBER_ COX472
X ORIGINAL PROTOCOL [ AMENDMENT (NOTE: Attach the previously signed Protocol Approval Form)

e TYPEOFSTUDY: [XIMERCKIND [JINVESTIGATORIND [JCRO-IND [ NON-IND
e PHASE OF STUDY: []PHASEI O PHASE I KIPHASE IIB [ PHASEIV [ PHASEV
MODIFICATIONS TO THE STANDARD TEXT AS DESCRIBED IN MAPP 2:

1. Has any modification been made to the standard safety section or AE reporting paragraphs? [XKINO [] YES
(If yes, protocol raquires WPS&E approval* [see Levei 1])
2. Daes this protocol contain Extraordinary Measures to evaluate AEs? RNO [JYES

{If yes, protocol requires WPS&E approvai*[see Level 1] and Senior VP approval~[see Level 3])
3. Any other modification to the standard text described in MAPP 2 requires approval by the Senior Manager
Regulatory Operations, CDP.

TITLE NAME SIGNATURE & DATE
Clinical Development Gregory P. Geba, M.D., FACP =% 161779
Medical Monitor egory d m
Carol Skalky / Daryl Najarian K\
Clinical MPC Oyt 210
Kathy Carbone <y
Regulatory MPC Y ]—7an «/(/VV\/ —
Adam Polis R Jos e 0 2 e
Project Statistician A /ﬁ"ﬁ\
Assoc. Director, Thomas Dabbins, Ph.D. [
Blostatistics
PR&D Iris Latorre [
Drug Supply Coordinator
Alan Nies, M.D. / =471 b
Project Team Chair, MRL / / / / / f/',h /
Robert Silverman, M.D., PhD. [
Regulatory Liaison, MRL
George Williams, PnD [/
Director, Biostatistics, MRL
Joanne Lahner [ !
Qffice of Counsel -
Charlotte Mc Kines [/
Marketing Liaison
if applicable /I
* Director, WPS&E
Vice President, Gienn Gormiey, M.D., Ph.D. /|
Clinicat Development
* PROJECT CODE INFORMATION: (To be completed by CuP)
COMPOUND  MK-0866 ROUTE ADMIN. FORMULATION 10
TARGET CLASS ANTI-INFLAMMATORY  DISEASE OSTEOABIUB]I] ORGAN SYSTEM 20
COMPASSIONATE USE (YESorNO) ___NO RELEASE PACKAGE _TABLETS
« TO BE COMPLETED BY REGULATORY COORDINATION (3L):
IND NO (if applicable) PROTOCOL NO DATE
STUDY DRUG STUDY NUMBER
Clinical Development Programs, Pagel Revised 01/11/99

USMEDSA, US Human Health

LEH 8040579

LEH8040579
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Protocol Approval Form - Clinical Development Programs {CDP)

This Protocol Approval Form must be used for all protocols and amendments for studies sponsorad by

the CDP group in USMEDSA, USHH. All CDP protocois require a Level 1 approval. Protocols with
Regulatory implications, studies designed to support a new indication, and/or MegaTrials require

additional levels of approval.

COMPLETE TITLE OF PROTOCOL: andomized, Double Blin ulti-Center S to Evaluate the Tolerabili
Effectiveness of Rofecoxib (MK-0966) 25 X i iti
STUDY DRUG MK-0866 STUDY NUMBER COX47_2,

et X ORIGINAL PROTOCOL [J AMENDMENT (NOTE: Attach the previously signed Protocol Approval Form)

o

2 Unonth
Cowrt

-Disck

Persons forbidden by Order
the United Siates District

Conid

e TYPEOFSTUDY: [XMERCKIND [JINVESTIGATOR IND {7 CRO-IND LI NON-IND
. e PHASE OF STUDY: [ PHASE! [J PHASE Il R PHASENIB [JPHASEIV [JPHASEV
. ODIFICATIONS TO THE STANDAR AS DESCRIBED [N 2:

: 1. Has any modification been made to the standard safety section or AE reporting paragraphs? X NO [ YES
(If yes, protocoi requires WPS&E approval® [see Level 1])
2. Does this protocol contain Extraordinary Measures to evaluate AEs? K NO [JYES
{If yes, protocol requires WPS&E approval*[see Lavel 1] and Senior VP approval*[see Level 3])
3. Any other modification to the standard text described in MAPP 2 requires approval by the Senior Manager
Reguilatory Operations, CDP.

. LEVEL 1: All CDP protocois require the following approvals.

o

TITLE NAME = SIGNATURE & DATE
Clinical Development Gregory P. Geba, M.D., FACP E —_H"l&i79
Modica': Monitor egory ‘' m
Carol Skalky / Daryl Najanan
Clinical MPC o\ Y
Kathy Carbone ) 2| 12+ 9,
Regulatory MPC { . -
Adam Polis A 75 ST Ry J O
Project Statistician Yidowo T '
Assoc. Director, Thomas Dabbins, Ph.D. L1
Biostatistics
PR&D {ris Latorre /1
Drug Supply Coordinator
Alan Nies, M.D. I
Project Team Chair, MRL
Robert Silverman, M.D., PhD. 2./ Q/ﬂg)
§ | Regulatory Liaison, MRL //( A S,
g George Williams, PhD k4 /!
5 Director, Biostatistice, MRL
2 Joanne Lahner 1
Office of Counae!
f Charlotte Mc Kines I
Marketing Liaison .
if applicable [ !
* Director, WPS&E
Vice President, Gienn Gormiey, M.D., Ph.D. I
Clinical Development !

« PROJECT CODE INFORMATION: (To be completed by CuP)

COMPOUND  MK-0866 ROUTE ADMIN. FORMULATION 10
TARGET CLASS ANTI-INFLAMMATORY  DISEASE S"'EOABU;{Bl 1S ORGAN SYSTEM 20

COMPASSIONATE USE (YES ar NO) NO RELEASE PACKAGE _TABLETS

« TO BE COMPLETED BY REGULATORY COORDINATION (SL) ) ) .
IND NO (if applicable) = PROTQOCOL NO e DATE _ ([ " & i
STUDY DRUG "~ STUDY NUMBER )

Clinical Development Programs, Page 1 Revised 01/11/99
USMEDSA, US Human Heslth

LEH 8040580

LEH8040580
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Protocol Approval Form - Clinical Development Programs {CDP)

This Protocol Approval Form must be used for all protocols and amendments for studies sponsored by
the CDP group in USMEDSA, USHH. All CDP protocols require a Level 1 approval. Protocols with
Regulatory implications, studies designed to support a new indication, and/or MegaTrials require
additional levels of approval.

COMPLETE TITLE OF PROTOCOL: A Randaomized, Double Blind, Multi-Center Study to Evaluate the Tolerability and
i i 500 g.d. itis.

X ORIGINAL PROTOCOL  [J AMENDMENT (NOTE: Attach the previously signed Pratocol Approval Form)

o TYPEOFSTUDY: [XMERCKIND [JINVESTIGATOR IND ] CRO-IND [0 NON-IND
e« PHASE OF STUDY: [ PHASE! [0 PHASE Il PHASE IIB [JPHASEIV [JPHASEV
. ODIFICATIONS TO THE STANDAR AS DESCRIBED IN 2:

1. Has any modification been made to the standard safety section or AE reporting paragraphs? R NO [OYES
N (If yes, protocol requires WPS&E approval* [see Level 1])

N 2. Does this protocol contain Extraordinary Measures to evaluate AEs? K NO [ YES

L ees (If yes, protocol requires WPS&E approval*[see Level 1] and Senlor VP approval*[see Level 3]}

.~ . 'LEVEL 1: All CDP protocols require the following approvals.

J...”,
Persors forbidden by Order of

2l

3. Any other modification to the standard text described in MAPP 2 requires approval by the Senior Manager
Regulatory Operations, CDP. :

TITLE NAME SIGNATURE & DATE
Ciinical Development Gregory P. Geba, M.D., FACP
Medical Monitor
- Carol Skalky / Daryl Najarian
Clinical MPC
Kathy Carbone
Regulatory MPC
Adam Palis
Project Statistician
Assoc. Director, Thomas Dabbins, Ph.C. /1
Blostatistics
PR&D iris Latorre !/
Drug Supply Coordinator
Alan Nies, M.D. [
- Project Team Chair, MRL
3 Robert Silverman, M.D., PhD. L/
o 3 Regulatory Liaison, MRL
] George Williams, PnD PEA AT
§ ¥ Director, Biostatistics, MRL g /é‘-y' A (S e -1
,i i Joanne Lahner [
! Office of Counsel
i Charlotte Mc Kines I
3 Marketing Llaison
if applicable R A
* Director, WPS&E
Vice President, Glenn Gormiey, M.D., Ph.D. I
Clinical Development

o PROJECT CODE INFORMATION: (To be completed by CTP)

COMPOUND  MK-0866 ROUTE ADMIN. 1 FORMULATION 10
TARGET CLASS ANTI-INFLAMMATORY  DISEASE OSTECARTHRITIS ORGAN SYSTEM 20
COMPASSIONATE USE (YESorNO) ___NO___ RELEASE PACKAGE __TABLETS

« TO BE COMPLETED BY REGULATORY COORDINATION (3L):

IND NO (if applicable) PROTQOCOL NO DATE

STUDY DRUG STUDY NUMBER

Clinical Development Programs, Page 1 Revised 01/11/99
USMEDSA, US Human Health

LEH 8040581

LEH8040581
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Protocol Approval Form - Clinical Development Programs {CDP)

This Protocol Approval Form must be used for all protocols and amendments for studles sponsored by
the CDP group in USMEDSA, USHH. All CDP protocois raquire a Level 1 approval. Protocols with
Regulatory implications, studies designed to support a new indication, and/or MegaTrials require

additional levels of approval.

COMPLETE TITLE OF PROTOCOL: A domjzed, Double Blin ulfi-Center St to Evaluate the Toler.

Effectiveness of Rofecaxib (MK-0966) 25 . _Naproxen 500

STUDY DRUG MK-0866 STUDY NUMBER_COX472
X ORIGINAL PROTOCOL [ AMENDMENT (NOTE: Attach the previously signed Pratocol Approval Form)

« TYPEOFSTUDY: [KMERCKIND [JINVESTIGATORIND [ CRO-IND [T NON-IND
e PHASE OF STUDY: []PHASE| [ PHASE N PHASE IlIB [JPHASEIV [JPHASEV
. ODIFICATIONS TO THE STANDA AS DESCRIBED IN

. 1. Has any modification been made to the standard safety section or AE reporting paragraphs? [ NO [] YES
o (If yes, protocol requires WPS&E approval* [see Leve) 1])

o s 2. Doss this protocol contain Extraordinary Measures to evaluate AEs? R NO [JYES
oo {If yes, protocol requires WPS&E approval*{see Level 1] and Senior VP approval*“[see Level 3])

e to Unawthorized

. et

TITLE NAME SIGNATURE & DATE
. Clinical Development Gregory P. Geba, M.D., FACP & P 16179
. . Maedical Monitor i - m
T2 Carol Skalky / Daryl Najarian
.. Clinical MPC
Kathy Carbone
Regulatory MPC
Adam Polis
Project Statistician |
Assoc. Director, Thomas Dabbins, Ph.D. 1! 1
Biostatistics
PR&D Iris Latorre S S
Drug Supply Coordinator
Alan Nies, M.D. [/
Project Team Chair, MRL
Robert Silverman, M.D., PhD. l !
» Regulatory Liaison, MRL
v George Wiliiams, PhD /1
i ] [Director, Biostatietics, MRL :
3§ ) Joanne Lahner . o VIR VER
g i i Office of Counse! el AN
Y Charlotte Mc Kines 3 [ 1
] E 3 i | Marketing Liaison
L] if applicable [
* Director, WPS&E
Vice President, Gienn Gormiey, M.D., Ph.D. !
Clinicat Development

3. Any other madification to the standard text described in MAPP 2 requires approval by the Senior Manager
Regulatory Operations, CDP.

: LEVEL 1: All CDP protocols require the following approvals.

« PROJECT CODE INFORMATION: (To be completed by CuP)
FORMULATION 10

COMPOUND  MK-0866 ROUTE ADMIN.
TARGET CLASS ANTILINFLAMMATORY  DISEASE STEOABI HRITIS ORGAN SYSTEM 20
COMPASSIONATE USE(YESorNO) ___NO RELEASE PACKAGE _EﬁL_EIi__
e TO BE COMPLETED BY REGULATORY COORDINATION {3L.):
IND NO (if applicable) _______ PROTOCOL NO DATE
STUDY DRUG STUDY NUMBER /
. FRUEERTS: T VR R SN
el Lot s ) ’::" “\:‘ e U »

IS EVER
Clinical Development Programs, . Pagei W ‘3"5"“5?"; " Revised 01/11/99
USMEDSA, US Human Health

LEH 8040582
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- ;';LEVEL 1: Ali CDP protocols require the following approvals.

Southarn Divaricy

Protocol Approval Form - Clinical Development Programs (CDP)

This Protocol Approval Form must be used for all protocols and amendments for studies sponsored by
the CDP group in USMEDSA, USHH. All CDP protocois require a Level 1 approval. Protocols with

Regulatory implications, studies designed to support a new indication, and/or MegaTrials require
additional levels of approval.

COMPLETE TITLE OF PROTOCOL: A Randomized, Double Blin ulti-Center Study to Evaluate the Tolerability and

Effectiveness of Rofecoxib (MK-0966) 25 .
STUDY DRUG_ MK-0866 STUDY NUMBER_COX472
X ORIGINAL PROTOCOL ] AMENDMENT (NOTE: Attach the previously signed Pratocol Approval Form)

o TYPEOFSTUDY: [RMERCKIND [JINVESTIGATORIND [ CRO-IND [0 NON-IND
e PHASE OF STUDY: [ PHASE| [J PHASE Ul R PHASEIIB [JPHASEIV [JPHASEV
. ODIFICATIONS TO THE STANDARD T AS DESCRISED IN 2;

1. Has any modification been made o the standard safety section or AE reporting paragraphs? [ NO [ YES

(If yes, protocol requires WPS&E approval* [see Levei 1]}

2. Does this protocol contain Extraordinary Measures o evaiuate AEs? KA NO [JYES
(If yes, protacol requires WPS&E approval*[see Level 1] and Senior VP approval™[see Level 3])

3. Any other modification to the standard text described in MAPP 2 requires approval by the Senior Manager

Regulatory Operations, CDP.

« TO BE COMPLETED BY REGULATORY COORDINATION (3L):
IND NO (if applicable) PROTOCOL NO DATE

TITLE NAME e SIGNATURE & DATE
Clinical Development Gregory P. Geba, M.D., FACP g pP~—_*116179
Medical Monitor egon 4 m /)
Carol Skalky / Daryl Najarian k‘\ ﬂ 134
Clinical MPC 0%\
Kathy Carbone . 2 12 94
Regulatory MPC )
Adam Polis S I e i 2 e
Project Statistician A ﬁ“f ~
Assoc. Director, Thomas Daobbins, Ph.D. I
Blostatistics
PR&D Iris Latorre /I
| Brug Supply Coordinator
Alan Nies, M.D. [
|_Project Team Chair, MRL
Robert Silverman, M.D., 2hD. {1
| Regulatory Liaison, MRL
George Williams, PhD /[
Director, Biostatistics, MRL
Joanne Lahner {1
Office of Counsel o8
Charlotte Mc Kines Sy j AL 7
Marketing Llaison v{v M«\/( vl /
if applicable 1l
* Director, WPS&E
Vice President, Gienn Gormley, M.D., Ph.D. /1
Clinical Development !
o PROJECT CODE INFORMATION: (To be completed by COP)
COMPOUND  MK-0866 ROUTEADMIN. 1 FORMULATION 10
TARGET CLASS ANTI-INFLAMMATORY  DISEASE OSTECARTHRITIS ORGAN SYSTEM 20
COMPASSIONATE USE (YESorNO) ___NO RELEASE PACKAGE __TABLETS

STUDY DRUG STUDY NUMBER

Clinical Development Programs, Page 1 Revised 01/11/99

USMEDSA, US Human Health

LEH
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