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- Promotion academique
- Notoriéte
- Curiosite intellectuelle («ntellectual passion» : Uniform
requirements for manuscripts submitted to BM journals ;
ICMJE 1983)
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- Direct : inclusions ds les essais; consultants ind pharma
- Indirect



Non financial conflicts of interest in research
NG Levinsky NEJM 2002; 347:759

«In 1963, | was a young academic physician studying the regulati
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My primary motive was academig the desire to advance knowledg
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A potent secondary motive was to advance my career by publishir
the results of the research and maintaining grant suppoacademic
currency that buys prestige and promotior.



Teboul, Lemaire et al Anesthesiology 1988)

PAOP AND LV PRESSURE CURVES AT PEEP 20 cm H,0




FJardin (NEJM 1981, 304: 387)
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Experimentation on Man



Ethics and clinical research, by
HK Beecher NEJM; 1966; 274:1354












Ethics and clinical research, by
HK Beecher NEJM; 1966; 274:1354

Une | 1 ste de (50) ®tudes

d Injection IM de virus vivants a des enfants mentalt déficients
0 Patients hospitalisés: Injection of cellules cancereuses
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Ethicsand clincalresearchby HKBeecher
NEJM 1966 ; 274 : 1354

“... Medical schools and universities are increasingly dominated by
investigators. Every young man knows that he will never be promoted
to a tenure post, to a professorship in a major medical school, unless
he has proved himself as an investigator. ...one can see how great
the pressures are on ambitious young physicians.

...one can therefore anticipate an increase in experimentation; and
the newly developed concept of clinical research as a profession can
lead to infortunate separation between the interest of science and the
interests of patients.”



D6Oxford °~ Cr®teil, du chien
expérimentation sur la vaso-constriction hypoxique en
1983-6






-NEJM 2002 (346: 71@rotectingresearchsubjects: the crisisat
Johns Hopkins

- Lancet 2001 357 : 20d@mprovingthe safety of patients during
clinicalresearch

- & 358: 213 news: Hopkinmkesresponsabilityfor volunteer
death

-BMJ 2001 (357: 2114 nealthy volunteerdies in UShysiology
study

& (328: 531) : Hopkins facdarther criticismover experiments
-NYT : 2707-2001



Conflits dol nt ®r °
Ellen Roche (1)

- E Roche, 24 ans, technicienne de laboratoire a J Hopkins

- volontaire dans un essai physiopath du NIH; investigateur: Dr A
Togias

- Inhalation Hexamethonium (bloqueur sympathique) le 4 mai
2002
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- quatre inspections separees (OHRP), incluant la revue par

f Q! YAOGSNBAUOS oLw. 0 RS Hcnann LIN.
- redémarrage complet en janvier 2002
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Réactionimmédiatedef Q! Yy A:3S N& A
« XWe find it dificult to understand why a relatively new
agencywould take these draconinsmeasuresin an institution
that hascaredfor for thousandsof peoplein clinicaltrialsX
We have done clinicaltrials here at Hopkinsfor over a hundred

of yearsxX »



Confllts dol nt ®r °
Ellen Roche (3)

Mise en évidence de nombreuses dysfonctions

concernantt Q Sdu®iTdgias:

- Hexameéthonium: un produit ancien,retiré du marche
depuis50ans,non declareala FDAcommelND

- accidentsanciensnon connusdesinvestigateurs

- EIGantérieursnon détectés,non pris en compte

- notice information trompeuse

Gravesanomaliesdanst Q2 NA I &t Je dohtidlad &y

la rechercheclinique a Hopkinspar sonIRB:

- analyse des protocoles insuffisante pas RQSE | Y
individuel, en séancepléniere;

- un seulcomite, 800 nouveauxprotocolespar an

- pasde compterendusdesseances




Rapport du Comit®

Culture of Possible Ccercion

There appears to be an informal culture within the Asthma and Allergy Center
that raises questions of subtle coercive pressures as well as a more casnal approach to
safety in research using normal volunteers. It was often the practice of the staff of the
Center 10 participate in Center studies, The investigators carefully followed the
restriction forbidding direct staff solicitation but signs were posted soliciting volunteers
throughout the center and many staff members participated. In fact, a registry of former
participants in trnials was maintained as a source for recruitment to new studies. We were
told that the ma)onty of the registrants were Asthma Center staff. Ellen Roche herself
had participated n @ numnber of previous studies. As far as we can tell, not only were the
volunteers compensated, but they also were given time off during the working day to
participate, We believe that Hopkins should consider the possibility that these factors
might be coercive and prohibit the participation of research subjects from the umt
(broadly interpreted) in which he/she is employed.



EFFICACY AND SAFETY OF RECOMBINANT HUMAN ACTIVATED PROTEIN C
FOR SEVERE SEPSIS

GoRrpon R. BERNARD, M.D., JEaN- ouis VINCENT, M.D., PH.D., PIERRE-FRANCOIS LATERRE, M.D., STEVEN P. LARosA, M.D.,
JEAN-FrANCOIS DHAINAUT, M.D., PH.D., ANGEL LoPEZ-RODRIGUEZ, M.D., JAY S. STEINGRUB, M.D., GARY E. GARBER, M.D.,
JEFFREY D. HELTERBRAND, PH.D., E. WEsLEY ELY, M.D., M.P.H., AND CHARLES J. FISHER, JR., M.D.,

FOR THE RECOMBINANT HUMAN AcTIVATED PROTEIN C WORLDWIDE EVALUATION IN SEVERE SEPSIS
(PROWESS) Stuby GRoupr*

ABSTRACT

Background Drotrecogin alfa (activated), or recom-
binant human activated protein C, has antithrombotic,
antiinflammatory, and profibrinolytic properties. In a
previous study, drotrecogin alfa activated produced
dose-dependent reductions in the levels of markers
of coagulation and inflammation in patients with se-
vere sepsis. In this phase 3 trial, we assessed whether
treatment with drotrecogin alfa activated reduced the
rate of death from any cause among patients with
severe sepsis.

Methods We conducted a randomized, double-blind,
placebo-controlled, multicenter trial. Patients with sys-
temic inflammation and organ failure due to acute in-
fection were enrolled and assigned to receive an intra-
venous infusion of either placebo or drotrecogin alfa
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EVERE sepsis, defined as sepsis associated with

acute organ dysfunction, results from a gener-

alized inflammatory and procoagulant response

to an infection.! The rate of death from severe

sepsis ranges from 30 to 50 percent despite advances

in critical care.?”5 In the United States, approximately

750,000 cases of sepsis occur ecach year, at least
225,000 of which are fatal .6

The inflammatory and procoagulant host respons-

es to infection are closely related.” Inflammatory cy-

tokines, including tumor necrosis factor a, interleu-

kin-18, and interleukin-6, are capable of activating

coagulation and inhibiting fibrinolysis, whereas the

procoagulant thrombin is capable of stimulating mul-

tiple inflammatory pathways.”!! The end result may

G Bernard et al NEJM 2001




G. Bernard et al NEJM 2001



Xigris

drotrecogin alfa (activated)

INCREASE THEIR
ODDS OF SURVIVAL.

In high-risk severe sepsis,
Xigris works.

Xigris is indicated for the reduction of mortality in adult
patients with severe sepsis (sepsis associated with acute

organ dysfunction) who have a high risk of death (eg, as
determined by APACHE II*). Efficacy has not been established
in adult patients with severe sepsis and lower risk of death.
Safety and efficacy have not been established in pediatric
patients with severe sepsis.

Bleeding is the most common adverse reaction associated

with Xigris therapy. In the Phase 3 study, serious bleeding
events were observed during the 28-day study period in

3.5% of Xigris-treated and 2.0% of placebo-treated patients.
The difference in serious bleeding occurred primarily during
infusion. The incidence of intracranial hemorrhage (ICH) was
0.2% for Xigris-treated and 0.1% for placebo-treated patients.
ICH has been reported in Xigris-treated patients in non-placebo
controlled frials with an incidence of approximately 1% during
infusion. The risk of ICH may be increased in patients with risk
factors for bleeding such as severe coagulopathy and severe
thrombocytopenia. Should clinically important bleeding occur,
immediately stop the Xigris infusion.

* APACHE (Acute Physiology And Chronic Health Evaluation). For more information
on using the APACHE Il scoring system, plea tip:/ /www:sfor ores2/scores2 himl

Please see brief summary on adjacent page for Contraindications,
Warnings, and other Important Safety Information.
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