1994

Vioxx molecule discovered and
pre-clinical testing begins

Dec 6, 1994

MRL submits Vioxx
Investigational New Drug
Application to FDA; MRL
begins conducting clinical
studies in the U.S.

APPENDIX A
DEVELOPMENT OF VIOXX.

TIMELINE OFKEY EVENTS

Feb 25, 1997

Dr. Reicin’s “no win situation” email

Feb 25,1997

Dr. Morrison’s “kill [the] drug” email

Jan 7, 1998

Clinical Development Oversight Committee
reviews results of Dr. Watson’s blinded analysis
of cardiovascular events in ongoing Phase
IIL/III trials, concluding the results do not
indicate a trend
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Sep 15, 1996

Phase III begins

Aug 13, 1997

Gastrointestinal Outcomes Trial cancelled

Jun 29, 1998

Searle/Pfizer submits Celebrex

New Drug Application to FDA

Nov 21, 1996

Oct 20, 1997

Dr. Musliner’s Memorandum discusses
aspirin exclusion and non-selective
NSAID cardioprotection

available to MRL

FitzGerald prostacyclin
hypothesis

Feb 23, 1997

Results of Protocol 023 become

Dr. FitzGerald puts forth the

Nov 23, 1998

Merck submits Vioxx New Drug
Application to FDA

Feb 16, 1999

—
Shaded events = Background Events
Unshaded events = Key Events for Appendix A

i i i

Dr. Reicin asks colleagues whether low-
dose aspirin should be allowed in
Gastrointestinal Outcomes Trial

Cardiovascular Adjudication SOP
implemented (it applies to trials that
began after March 1998)




