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Are we fine-tuning an
outdated model?
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Can longitudinal observational
data offer an alternative?
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What would real-world signal
detection in electronic medical
records look like and what value can
it bring?



” Paons

Statistical signal
detection is just
the first step!
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What are the Real Lessons

from Vioxx®?
1. Raiph Edwards

WHO Foundation Collabording Centre for Indernational Dineg Monitoring, Uppsala, Swaden

In major medical joumnals, as well 25 in the public
media, i has been ssid that megulators bave not
mansged the risk imsues of rofecoxib (Viexx®)?
well. The Canadian Medical Associalion is even
calling for a mew body to be set up to monitor drag
safety in that comntry. They are reporied ax saying
that North America’s mgulsiory agencies have

ratio for adverse cardiovascular effects, with some

other article, the authors
ale that rofecoxib should

In fact, pharmacovigilance detected the early s1g- [ sier nere

pnd drag licensing ssthori-
monilor and semmarise the

nals of an increased risk of cardiovascular disorders |- « v duier=

fmples of dhe oriticism of
relales b0 rofecoxib snd

with rofecoxib. At the annual meeting of the nation- = e

ance deiccied the cardy sig-
ol cardiovascular disorders

al centres participating in the WHO Programme for  ju s oo s

the WHO Programme for
iaoring in Tunis (October

International Drug Monitoring in Tunis (October  fusm cone ta

pf cardiovascaler disorders

2000) the Netherlands Monitoring Centre (Lareb) [s=%sve

arly in teatment. The af-
fiy and in addition. the dose

presented new evidence of cardiovascular disorders | me peapes .=

Jries where myocandial in-
seen in association with

related to rofecoxib, with reporting of a high odds fessum e

pe do beter?

1. Postmark sfing Studies Confimned the

Early Signals

A review af the discossions in the WHO email
conference sysiem (Vigimed) and discossions ai
sghesquent annual meetings of the WHO Pro-
gramme in 2001 and 202 reveals continuoes moni-
toring of the mlective cyclo-oxygensse (COX)-2
inhibitor sitmation, panticularly of rofecoxib, by reg-
ulators. In several couniries, regulatory authorities
did wam hoth health professionals and the public
ahoui the laiesi developmenis neporied in the liers-
tore on o reguler basis via oficial newsletizrs and
wehsitex. Even in Febrazry 2000 thers were recom-
mendations to add informetion ahout cardiovescalar
evenis i the labelling of mbscoib in the US™ and
elsewhen.

Mare information came from the VIGOR (Vioxx
Gl Oucomes Research) swdy M which received
wide publicity. The main crilicism of this irizl was
that the comparator in VIGOR, naprosen, may have
reduced the MI rate and many farther studies, wsing
anumber of COX-2 selective dugs, were pefomed
by the pharmaceutical industry with the M1 rate in
mind

The Merck polyp trial, AFPROVe (Adenomatous
Falyp Frevention on VIOXX), is bul ane study that
included o well designed safety evaluation and safe-
ty concems led io the premature closure of this study
gt 34 momths when the MI rate with méscoaib a1 18
months wes found 1o be sgnificantly higher than
that in the control group. Twe odd fealures of this
study were the relatively low Ml mic in the conirols
and the non-finear increase in M1 in the rofecoxib
group Following long-term mese (this could be inter-

Is Fowr prodiuct Ideniilication parpasss only and does nol Imply endosemenl
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Recommendation

“Safety signal detection in longitudinal
observational data should include clinical,
pharmacological, and epidemiological
review of identified temporal associations”
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OMOP comparison of methods — Phase I
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Preliminary results
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Preliminary results
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Preliminary results

Merit further
evaluation

820=509=382 = o
5 2 3
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Skin sensation disturbance with salmeterol
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Epiphora with amiloride

Amiloride - Epiphora F4F2.
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Preliminary results

Merit further
evaluation
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Confounding by underlying disease
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Gentamicin - Other eustachian tube disorder F51y.
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Protopathic bias?

Chronograph - fulldb

Hyoscine - Endometriosis K50..
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Recommendation

“Longitudinal observational data should be
further explored as a complement to
individual case reports for safety signal
detection, but are not in a position to

replace individual case reports for this
purpose”
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ROC analysis
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- Not marketed in the UK at the time
- Used in secondary care

of the drugs have less than 100
prescriptions in total in THIN
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Longitudinal observational data

L

Denominators No clinical SUSpiCiOn
o Data not collected
Longitudinal :
for causality assessment
’Objective’ Restricted scope
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