Mar 23, 2000

Merck submits preliminary
VIGOR data to FDA
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FDA ANALYSIS OF VIOXX CARDIOVASCULAR

proposed draft labeling to FDA

Feb 7, 2001 to Feb 8, 2001

DATAANDLABELISSUES.
TIMELINEOFKEYEVENTS
PARTI
Jun 29, 2000
Merck submits VIGOR sNDA and Nov 23, 2000

FDA Arthritis Advisory Committee meeting
to discuss Pfizer’s CLASS study and Merck’s

Apr 1, 2000 VIGOR article is published in the VIGOR study
New_England Journal of Medicine
Internal discussions begin
regarding design of a potential CV 1 Mar 2, 2001
outcomes trial
™1 Aug 3, 2000 Uiz b BILD Merck submits revised labeling responsive
Apr 10, 2000 FDA denies Merck’s request for expedited Merck provides preliminary report of GI :et::?nmA Arthritis Advisory Committee
i review of the VIGOR sNDA and assigns and CV adverse L] from the 2
Merck/FDA meeting regarding application “standard” review status ADVANTAGE Trial to FDA
the SNDA I
| —— I I
‘ Mar 2000 Apr 2000 | May 2000 ’ Jun 2000 ‘ Jul 2000 ‘ Aug 2000 Oct 2000 ‘ Nov 2000 ‘ Dec 2000 | Jan 2001 Feb 2001 Mar 2001 Apr 2001
1 1
Apr 21, 2000 Oct 13, 2000 Jan 8, 2001 Mar 30, 2001
FDA recommends that Merck submits Safety Update Report for Merck provides CV event meta-analysis Merck submits to FDA
Merck conduct an animal VIGOR to FDA for Vioxx as well as results of the African final CSR for
study with Vioxx to evaluate Green Monkey study to FDA ADVANTAGE Trial
CV safety
Oct 18, 2000

— - R
Shaded events = Background Events

Unshaded events = Key Events for Appendix N
(i i -

Merck performs

CV events in completed Vioxx trials

meta-analysis of

Oct 27, 2000

Merck provids

analyses of CV

es FDA with additional

Jan 31, 2001

Merck/FDA meeting regarding upcoming
FDA Arthritis Advisory Committee
meeting

Apr 6, 2001

FDA sends Merck “approvable
letter,” in which it requests more
CV safety data before labeling
changes would be made

Feb 6, 2001

Merck provides FDA with preliminary
data from Watson NSAID study
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May 22, 2001 Oct 15, 2001

May 21, 2001 FDAANALYSISOF VIOXX CARDIOVASCULAR TFeb 19, 2002
- - DATAAND LABELISSUES. i
N.Ier.ck. sgbmlts revlsed. label, per FDA request, T
diminishing thespromunence of Protoesl 069: TIMELINEOFKEY EVENTS ifchidif lngige regatig ConeoIARE Use
| PARTII with aspirin and again removing language

Merck issues press release
entitled: “Merck Confirms
Favorable Cardiovascular Safety
Profile of Vioxx”

Merck receives FDA’s first counterproposal label: includes cardiac
warning, deletes references to concomitant use with aspirin and to
the naproxen cardioprotection hypothesis, and reintroduces 4%
aspirin-indicated subgroup analysis

Dec 11, 2001

Nov 6, 2001

Merck announces intention to conduct CV
outcomes studies with both Vioxx and
Arcoxia

Dec 21, 2001

Merck’s intention to do a CV/

Merck responds to FDA’s 10/15 proposal: moves CV risk
language to “Precautions;” opposes, based on final VIGOR data.
Reintroducing aspirin-indicated subgroup analysis; notes

outcomes study

FDA responds to Merck’s 12/05/01 label
submission: Removes language regarding
concomitant use of aspirin and retains 4%
aspirin-indicated subgroup analysis

about aspirin-indicated subgroup analysis

Feb 20, 2002

FDA/Merck label negotiations via
teleconference

Mar 7, 2002

FDA/Merck label negotiations via
teleconference. FDA seeks to
include Kaplan-Meier curve to
reflect CV hazard rate

May 2001 ‘ Jun 2001 | Jul 2001 | Aug 2001 ’

Sep 2001 ‘ Oct 2001 ‘ Nov 2001 ‘ Dec 2001 ‘
L

Jan 2002 ‘ Feb 2002 |

Mar 2002 | Apr 2002

Jul 12, 2001 Nov 6, 2001

Per FDA request, Merck submits a Safety
Update Report for the ADVANTAGE Trial, CV
safety data from RA studies, and data from
Alzheimer’s studies as of March 2001

Circulation

Konstam article (Merck-sponsored
pooled analysis) published in

Jan 7, 2002

Merck again opposes inclusion of 4%
subgroup analysis and proposes language
regarding concomitant use of aspirin

1 1 ||
Mar 13, 2002

Merck formally cancels VALOR

Oct 2002

Mar 21, 2002

Nov 21, 2001 1
Jan 29, 2002

After discussion, Merck and FDA agree to use table
(not Kaplan-Meier curve) to reflect hazard rate

Aug 22, 2001 FDA asks Merck to submit a different

counterproposal but does not press for CV

Topol article is published in JAMA FDA submits revised
warning draft label Apr 11, 2002
& FDA approves VIGOR label
Sep 17, 2001 Dec 5, 2001 ¥
8 = : g Feb 8, 2002
Merck receives Waming Letter from FDA Merck submits further revised label. Draft Oct 10, 2002
includes language regarding concomitant use FDA/Merck teleconference to discuss

of aspirin with Vioxx Merck forwards protocol for Protocol

203 to FDA for evaluation and input.

concomitant use of aspirin

Shaded events = Background Events
Unshaded events = Key Events for Appendix N




