Oct 1997

Protocol 023 results/FitzGerald
prostacyclin hypothesis

APPENDIX L
COMBINATIONTHERAPY.

TIMELINE OF KEY EVENTS

Mar 13, 1998

Mar 27, 2000

Merck files patent application

Public release of VIGOR results

covering combination of Vioxx with
antiplatelet agent (GpIIb/Illa
receptor antagonist)

May 2002

Merck’s BSA suggests combining a nitric-oxide releasing
compound with Vioxx to ameliorate the gastrointestinal
toxicity associated with Vioxx plus aspirin

Apr 2000

Dec 12, 2002

Merck explores prostacyclin and thromboxane levels in
rheumatoid arthritis patients and considers combining Vioxx with

May 3, 1998 - May 6, 1998

a thr receptor
inhibitor, or combination of the two

thromboxane synthase

Merck reaches an agreement with
NitroMed to develop nitric-oxide/Vioxx.

BSA recommends implementing
Cardiovascular Adjudication SOP and
raises possibility of combining Vioxx
with low-dose aspirin

Nov 3, 2003

May 15, 2000

Merck files patent application
covering Vioxx/thromboxane-

receptor-antagonist combination

Phase I studies begin
on nitric-oxide/Vioxx

Jun 21, 2004

Phase II studies begin on
nitric-oxide/Vioxx
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May 20, 1999

FDA approves Vioxx for
sale in the U.S.

May 2001

Renewed discussions begin about a cardiovascular
outcomes trial with Vioxx

Aug 13, 1999

Nov 2001
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Sep 29, 2004

Endoscopy studies of nitric-oxide/Vioxx plus aspirin
demonstrate no gastrointestinal advantage over
traditional Vioxx plus aspirin

Shaded
Unshaded = Key Events for
Appendix L

Dr. Oates* proposes combination of Vioxx with
either low-dose aspirin or with a thromboxane
receptor antagonist or ADP receptor antagonist

-1
= Background Events

|

Merck considers allowing
patients in Vioxx cardiovascular
outcomes trial to use clopidogrel

Sep 1, 1999

Dr. Nies suggests exploring Vioxx plus
clopidogrel combination

Nov 19, 2001

Protocol 136 interim results show that, from a
gastrointestinal perspective, Vioxx plus aspirin is
similar to ibuprofen and worse than aspirin alone

Sep 30, 2004

Vioxx withdrawn from
the market




