Feb 2000

Vioxx in preventing the recurrence of
adenomatous colon polyps

Enrollment begins in APPROVe (Protocol
122), a study to assess the efficacy of

Jun 27, 2003

Merck creates Protocol 122-10, a one-year off-drug
extension o APPROVe to assess “rebound effect” on
colon polyps after discontinuation of treatment

APPENDIXR
POST-WITHDRAWALANALYSISAND REPORTING OF
CARDIOVASCULARDATAARISING FROMTHE APPROVe TRIAL.,

TIMELINEOFKEY EVENTS
PARTI

Sep 13, 2004

Dr. Quan’s pre-meeting report to APPROVe ESMB includes analyses
of APPROVe cardiovascular data and changing hazard ratio

Sep 30, 2004

Merck announces termination of APPROVe and withdraws
Vioxx from worldwide market

Feb 2000 Mar 2000

4 ?Jlm 2003 Jul 2003 é Jan 2004

Feb 2004 4 Sep 2004 Oct 2004

Jan 9, 2004

Merck finalizes Statistical Data Analysis Plan for Protocol 203,
Merck’s cardiovascular outcomes study

Shaded events = Background Events

Unshaded events =
Key Events for Appendix R

—_—

~ Oct 2004

"Off-drug" cardiovascular data collection and
adjudication for patients enrolled in ongoing
APPROVe extension study (Protocol 122-10) begins

~ Oct 2004

MRL scientists and APPROVe Administrative
Committee members consider ways to collect “off-
drug” cardiovascular data from APPROVe patients
to determine if increased relative risk with Vioxx
continues after treatment is discontinued




APPENDIXR

POST-WITHDRAWAL ANALYSISAND REPORTING OF
CARDIOVASCULARDATA ARISING FROM THE APPROVe TRIAL.

Nov 2, 2004

Work begins on APPROVe article

Dec 2004

Jan 27, 2005

TIMELINE OF KEY EVENTS

PARTII

APPROVe database
frozen file date

Memorandum by Dr. Ng regarding
Merck’s modeling of the
cardiovascular hazard ratio in the
APPROVeovertime

Feb 15, 2005

APPROVe article published online
in the New England Journal of

Medicine (3/17/05 print edition)

Jun 6, 2005

Merck submits to the FDA
abbreviated Chinical Study
Report for APPROVe

Nov 2004 Dec 2004

Jan 2005

Feb 2005

Mar 2005

Apr2005

May 2005

Jun 2005

Jan 26, 2005

Merck submits to the FDA draft Cardiovascular
Safety Report for APPROVe

Feb 16, 2005 to Feb 18, 2005

FDA Advisory Committee meeting

Feb 6, 2005

Shaded events = Background Events

Unshaded events =
Key Events for Appendix R

Dr. Baron” emails to Dr- I)m‘/.n:n.__
Editor-in-Chief, New Fngland
Journal of Medicine, draft
APPROVearticle forreview

Mar 15,

2005

Merck finalizes abbreviated Clinical
Study Report for APPROVe




_ Feb 10, 2006

Merck submits to the
FDA the Statistical
Data Analysis Plan for
Protocol 122-20

APPENDIXR

POST-WITHDRAWALANALYSISAND REPORTING OF
CARDIOVASCULARDATA ARISING FROMTHE APPROVe TRIAL.

Merck submits to the FDA two
amendments to APPROVe protocol
(122-11,122-20) describing procedures
for collection of “off-drug” follow-up
cardiovascular data from all patients
who participated in APPROVe

Merck submits to the FDA a
preliminary analysis of all

TIMELINEOFKEY EVENTS

PARTII

May 22, 2006 to Jun 17, 2006

New England Journal of Medicine editors correspond with APPROVe
article authors about a response to the letters to the editor and a
correction to the APPROVe article regarding the error discovered by

cardiovascular data from
APPROVe, including “off-
drug” follow-up data

Merck issues press
release regarding analysis
submitted to the FDA that
day, attaching a summary
of results of that analysis

MRL scientists on May 22, 2006

Merck issues press
release announcing
error in the
description of the
proportionality of
hazards test

New England Journal of Medicine editors ask
APPROVe article authors to respond to issues
raised in letters from Drs. Nissen” and Furberg”
to the editor regarding the collection of off-drug
data during APPROVe and the impact of those
data on conclusions presented in the article

Letters to the editor and
correction to APPROVe
article published online
by the New England
Journal of Medicine
(7/13/06 print edition)

Shaded events = Background Events

Unshaded events =
Key Events for Appendix R

MRL scientists discover an error in the APPROVe

Dr. Quan sends

article and the abbreviated Clinical Study Report for
APPROVe in the description of the statistical
method used to test the proportional hazards
assumption

likely led to the
error

Merck issues press
release and posts on
website an Open
Letter and
Assessment
discussing the error
in the description of
the proportionality
of hazards test

email regarding the
circumstances that




