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Dans quel contexte un DSMB
estil utile ou nécessaire ?
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Un DSMB pour quelles études ?

Lorsque lecritere dejugementprlnupas aid (St o0SPIPT Y
§uNB §uK)\IszSY8y 2dza 0AFTAS RQI NN
[J23SS0a0 LI Ndate@eéhtrésolue(s (Ridfiniteaadsiéred)

ou bien en situation déutilite .

[ 2 NA lj dzQA f & apriortR QR §al A Nafetsib@asisrEs€.9.,
les procédures de traitement sont particulierement invasives ou des
données préalables suggerent des risques de toxicité sérieux du
traitement).

[ QS U dzR S O&oﬁl@ﬂbh@olﬁnerab&a

QS GdzRS 02y OSNIKS ddzy NALIZj Lde®f FRISA 2RyS Ot
evolutlon grave

QS UdzRS Sad Ydz (A popwatioNdntjodz8tE et LJ2 NJi ¢
comporte une mterpretatlon de données complexes.

QS 0 dzR S préldhdgéé dags deNEBipset des données internes ou
EuSNJ/Sa AYLRNIOIFYyGSa azyd &adza OSLX
ouvant justifier des amendements du protocole_(e.g,, des criteres

RQA )[Ot dza A2y 2dz_ RS 8dzEISYS)/u 0 LJ2 dzNJ
OASYUATAILdzZS RS tQSaal Ao

<TJ(/)>'

Q)¢

Henry Silvermartthical Issues during the Conduct of Clinical TtiRloc Am Thorac S@007; 4. 18684.
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Quandat-2y 0Saz2zAiAy RQdzy

Quel degreé de gravité ou de conséquences graves de la pathologie etudiee
vdzSt & NRAAldzSa LIROSyiaAaSta aaz2o0OAaAsa
Quelle duree prevue pour la recherche ?

Quel impact potentiel («igh profile » de cet essai ? (ivthere be pressure

for information to be released?)

[ QS & &l apporke2ukdiréponse définitive a la question de la supériorité
RQdzy 6y 2dz08SIl dz0 GNFAGSYSyYyd LI NJ NI LJ
Les investigateurs ou le promoteurehitf & RSa O2y ¥t Ada
Les investigateurs sotils expérimentes dans la conduite et la surveillance
des essais cliniques?

[ I LINB a Sy Oisdégeiddayiat-blie accroitre la validité et la
ONBRAOATAGS RS& NBadzZ Gl dGa RS fQSa.

Morse MA, Califf RM, SugarmarMbnitoring and ensuring safety during clinical research
JAMA2001;285:1201c05.
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A proposed charter for clinical trial data monitoring I
committees: helping them to do their job well Clinical Trials
DAMOCLES Study Group®  (DAta Monitoring Committees: Lessons, Ethics, Statistics) Lancet 2005; 365:711-22

A M Grant (Aberdeen, UK), D G Altman (Oxford, UK), A G Babiker (London, UK), M K Campbell (Aberdeen, UK), F CleméK}¥ (Londor
J H Darbyshire (London, UK), D R Elbourne (London, UK), S K McLeer (Aberdeen, UK), M K B Parmar (London, UK), &ahPocock (Lc
UK), D J Spiegelhalter (Cambridge, UK), M R Sydes (London, UK), A E Walker (Aberdeen, UK), S A Wallace (Aberdeen, UK).

aAdaaizy 3 SaeGubld theSntereststotrial participantsaassess
the safety and efficacy of the interventionguring the trial, andnonitor
the overall conduct of the clinical triah €

The DMC should receive and reviewhagress and accruing dataf the trial
and provideadvice on [its] conducto the Trial Steering Committee.

The DMC should inform the Chair of the Steering Committee if, in their view:

() the results ardéikely to convince a broad range of clinicignacluding those
supporting the trial and the general clinical community, that on balameetrial
arm is clearly indicated or contraindicatefdr all participants or a particular
category of participants and there is @aeasonable expectationhat this new
evidencewnvould materially influence patient managemenior

(i) it become®vident that no clear outcom& 2 dzt R 0S 200l A Y SR
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Decisions open to the DMC

I TAY RS LINBASNIISNI £ &S 0OdzNA
étre interrompu - partiellement ou totalement- dans les
circonstances suivantes :

Apparentbenefit of active (new) treatmemn primary
outcome only when the data artruly compellingand the
NA&ail 2F | FlLftasS LRarxdArAgsS Oz
Apparentbenefit of controbn primary outcomethe active
(new) treatment appears inferior to the control.

Concerns witlsafety outcomegprimary or secondary): in this
case, precise attribution of cause is difficult and monitoring
must necessarily involve unblinded comparisons

DAMOCLES ancet 2005
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Comment les DMC (DSMB) sastutilises?

96,346 essais cliniques enregistrés dans ClinicalTrials.gowv2RQ0)

[ S Yy2YO0ONB RQS&aalAa SyYyNBIAaAGNBa |
entre les périodes Oct 2008ep 2007 et Oct 20Q%Bep 2010.

La plupart des essais interventionnels enregistres entre 2007 and 2010
étaient de petitsessats R2y U cH?> O2YLIRZ2NIUFASY
monocentriques (66%$ 0 SUGlF ASYy G FAYlIyOSa LI N
j dzS t QAYRdAzZAGNRAS doc20 2dz £ S bLI ¢
[ LINRPBLRZNIAZ2Y RQSaalAa AYISNBSya)l
baisse de 47% (2062%) a 41% (20G710).

[ QA Y Of dza A etaft adlkdRideyaux®essdis récents, aux grandes
études, thérapeutigues, de médicaments et de phasa@ins frequente
pourf Sa& S&aal Aa LINPY deix ptainuslal IQ@NIN BRORA (i |
0.11; 95%ClI, 0.69.14).

Califf RM & alJAMA. 2012; 307(17):1834.
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Safety = protéger les patients
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INCREASED MORTALITY ASSOCIATED WITH GROWTH HORMONE TREATMENT
IN CRITICALLY ILL ADULTS

JUkka Takara, M.D., PH.D., Esko Ruokonen, M.D., PH.D., NiceL R. WEBSTER, M.D., MicHaEL S. NIELseEN, M.D.,
Durk F. ZanpsTra, M.D., Guy VUNDELINCKX, M.D., AND CHARLES J. HinDs, M.D.*

Rational: Growth hormone (GH) can attenuate the catabolic response to
Injury, surgery, and sepsis.

Design:Two prospective, multicenter, doubldind, randomized, placebo
controlled trials, conducted in parallel in Finland and in 4 other EU countri

Entry criteria patients having had cardiac surgery, abdominal surgery,
multiple trauma, or acute respiratory failure as the primary cause of
admission to the ICU, who had been in an ICU for 5 to 7 days, and expect
G2 adale F2NI I G20t 2F x wmn RlFe@&ad
Exclusion criteriacancer, type 1 diabetes mellitus, chronic renal failure,
burns, organ transplant, acute central nervous system damage, liver
dysfunction, septic shock at enrollment or receiving glucocorticoid therapy

Treatments subcutaneous injections of recombinant hGH (Genotropin, 3
U/mg, Pharmacia and Upjohn, Stockholm, Se), 5.8 or 8 mg/d (0.07 to 0.12
mg /kg.day) or placebo until ICU discharge or 21 days.

N Engl J Med999;341:78592.



L L LEEEEEEEEEEEEEE—————.
[ Q9aal A | 2NX¥2yS RS

A Critére de jugement principatturée de séjour en réanimation
A Critéres de jugement secondaires:

[ Charge en soins et utilisation des ressources (score TIS:

[ Durée de VM, durée de sejour hospitaliere,

[C2NDS YdzaOdzZ F ANBE (2f SNI vy
(étude Finnoise),

[LYOARSYOS SO S@2ftdziAzy RS
mortalité hospitaliere.

A «La mortalité globale et les effets indésirables ont été suivis régulieremer
pendant toute la durée des 2 essais

J. Takala & aN Engl J Me999;341:78592.
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Mortalité

Finnish study{n=247): Erroled
A GH: 39.5 % (47/119)
A Placebo: 20.3 % (25/123) B il e i
RR 1.9 [95 % CI, 1.3.9] °= 0.001) T
European studyn=285): ' '
A GH: 43.9 % (61/139) 5 =
A Placebo: 18.4 % (26/141)
RR 2.4 [95 % CI, 1.8.5] P<0.001)

285

M' =5 Not treated Growth hormone Placebo Not treated
ﬁ - 2 141 144 3

; hGH.H ()1( 8) Growth hormaone Placebo
* Placeho:1129%(52/264)

Survived Died Survived Died
78 61 115 26

J. Takala & aN Engl J Med999;341:785-92.
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| Q9aal A KDI-héc de safety € a

Significativité (test exact de Fisher, bilatéral)
Etude Européenn®= 0.000004 (4.16)
Etude FinnoiseR = 0.001
Combinaison des 2 étude® = 0.00000003 (3.1%)

Pour montrer un effet déletere du traitement par hGH (au,
seuilhI' nonposE 2y LISdzi S&d A0S NI
pts (soit 27% du total des pts inclus) aurait suffit.
Mpn LI} UGASYyUda RSFinvidsa (at<lRdpr f Q
et 228 patientsdemoin® a2 A 0 f C n Liao RIYy
Ceci aurait probablement permisQ S GA UG SNJ nn KM
observés au total chez les malades traitésoit 29 deces dans
f QS0 dzRS 9 dzNR LISSYYS S mMp RS

Bradley D Freeman, Robert L Danner, Steven M Banks, Charles Né&&@d9grsafeguarding patients in clinical trials
with high mortality rates Am J Respir Crit Care MEg4: 19062.
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Les 5 erreurs majeures du « safety
Y2YAU2NRAY3I n RS fQSaal

Gh@SNFtf Y2NIlFfAGe NIGSa FYR | RSN
Le plgn InAitiaIp,révoyant une analyse intermédiaike LINE a f QA Yy Of
LJ- G ASYUa Y Q«bedallséof spw §ccrdadzA @ A

Remplaceé par une analyse fixéygres inclusion de 170 et 190 patients «
évaluables» LJG& UOUNJI AGSa LISYRIFIYyd x o 2 ¢
réeanimation).

Analyse de tolérance effectuée parMi2 Y A 1l SdzNJ RQS (1 dz&nS |
aveugle du groupe de traitement.

En comparant lanortalité globaleRS t QSy aSYof S RS& L
R Q deglupe historiqueissu duseul centre investigateur principal.

Ces EIognées étaieme,vl{es en internelpgr le promoteulousvles 6 mois et

| SO { QA Y @S a U.Nakhla) pecovwdl cadduwiicagond: f o
OFFSU adzNJ £ Y2NIUIfAGS £ f QSOARSY

A DSMB was not used

Bradley D Freeman, Robert L Danner, Steven M Banks, Charles Né&&@d9grsafeguarding patients in clinical trials
with high mortality rates Am J Respir Crit Care MEg4: 19062.
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\ Early reports |

Randomised comparison of thalidomide versus placebo in toxic Lancet 1998; 352: 15869.

epidermal necrolysis

Pierre Wolkenstein, Jacques Latarjet, J€&@ude Roujeau, Corinne Duguet, Sylvie Boudeau, Loic Vaillant, Michel Maignait dVares

Schuhmacher, Brigitte Milpied, Alain Pilorget, Hél'ene Bocquet, ChristiaB@isson, Jean Revuz

Essai Thalidomide (activité afftNF) 200 mgx2/
5] vs. Placebo

SJTEN Surface décollee >10%

t KIFaS AYAGALFIES RQSEGSyairzy
Recrutement prévu : 2x25 pts pour une

reduction de 10% de BSA décollée a J7.

Critere de jugement ppal: étendue surface
déecollée a J7

Secondaires: mortalité globale et évolution

oOfneov

dysfonctions (SAPS) a J5 « Group

Placebo (n=10)

Thalidomide (n=12)

Age (years) 60-5 (23-58)
M/F 4/6

Weight (kg) 72 (46-105)
Skin detachment (% BSA)* 30-5 {10-85)

SAPS 10-5 (6-17)

53 (23-81)
6/6

56-5 (45-104)

43-5 (26-00)

11-5 (6-19)
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Exemple Thalidomideyell

34 patients approached

12 not included

9 dc /15 (60%) pts inclus ds centre 10 not eligible

coordonnateur: Le Pl décide de convoquer un L ==
Safety Committee (3 + 1 stat). [ Z2ronomieed |

22 patients inclus au total. | It

Analyse des données disponibles, en aveugle : rsceiveq placabo | | recaived tpaldomide

13 dc / 22 patients inclus (59%), !
¢l dzE HE LX dza St SQ@S | dzQ mai endpoint mai andpoin a
t QSELISNASYOS Rdz OSy i NB m=r | = S
initiale (SAPS); 7 complted 2 oot

Analyse par groupe: difference significative
3/10 (30%) groupe A vs. 10/12 (83%) groupe B~
(RR 2-78 [95% CI 1¢0440]; p=0-03, test exact o0f [
Fisher), et apres ajustement pour le SAPS
(régression logistigue exacte, p=0-007).

o)
T

@ =
T 7

o
(=]
| 1

S

Cumulative survival (%)

e
T 7

[ SUSS RQI @Sdz3ft S Si4 | NN

——Thalidomide (n=12) -
1 ===Placebo (n=10)

[y
CIDD

I T T T T T 1
0 5 10 15 20 25 30
Time from inclusion (days)
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Essal ThalidomidelLyell

SIFdzO2dzLd RQAYOSNIAGdzRSE | LJ
Rationnel modeste:

« Apoptosis is the mechanism of keratinocyte death in TEN, and tumour
necrosis factor (TNF) is the likely cause for this and for constitutional
symptoms during TEN. Thus, TNBroduction is believed to be an early
pathogenetic event in TEN.

Thalidomide is a potent inhibitor of TMFn vitro and in vivo, and appeared
beneficial in several acute disorders thought to involve TNF (Chronic GVHD,
| Lx2X0 P

Pas de modele expérimental

Pas de données prdiniques

C2EAOAUS LI2adaArof SX

Population a haut risque de mortalité a court terme (~30%)
Méme pour de petits essais, un DSMB peut étre nécessaire
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[ QF NNB UG ¢ LINBO2O0OS n

Un des principes ethiques fondamentaux (et consensuel) de la
O2YRdzA S RS f I éHdd KaS & pobrsulsia (
Rsa f2NA jdzS tQlFylfeasS AyidSN
definitive evidencg 0 f I & dzZLISNA2NAUS RS

WA &Il dzS RQFNNBUISNI 0§NRBL) LINBYI
g f ARAGS RSa NBadzZ GFrda Sy O2
wSLI2yasSYy NBIftSa aidl dAadgAaljdzsSa
soient considérés comme « valides »

Susan EllenbergP] OS mepiciNe  2012: 9(6): 1001234,
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Data Safety and Monitoring Boards
Arthur S. Slutsky, M.D., and James V. Lavery, Ph.D.

[ S& RSOA&aA2YAaA RQFNNBFG RQSaal A
de patients, visa-vis desquels leomité a une responsabilité et des
devoirs:
Ceux participants a la recherche en cours,
| SdzE ljdzA @2yiG sdONB AyOfda t f
RQS&aalrA LINTES 5{a.zx Si
Les patients futurs, concernés par la pathologie et la réponse a
une question cliniqgue importante.

/] S& RSO2ANER Rdz 5{a. LISdzSyud Sy
principes éthiques, notamment evoir pour les investigateurs de
maximiser la valeur sociétale de leur recheremeconduisant
fQSaalA RS tI YIYASNB I L) dza
claire a la question posee.

N Engl J Med, 2004, 350(11): 11447.



J. Ethique M. Rapin 20%3C. BruaBuisson- DSMB 22 H ‘

al A aX

« A DSMB cannot wait until trends become so convincing tha
no-one would ever challenge them. The conflict dweawx
much evidence is needdd convincethe scientific, medical,

regulatory, and publihealth audiencess where the debate
centres »

DL DeMets, S J Pocock, DG J(ia89)The agonising negative trend in monitoring of clinical trialsancet1999; 354: 198838.
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Early Termination of Trials

Le point critique pour le DSMB: déterminer le moment ou_les

R2yySsSa ROlFylLteaS AYUSNYSRALIAIN
PréRSTAYASO SU RS k& yoy SryplemeantO 2 y C
suggestiveg2cdza UA FTA L YyUuU FAYyaA t QF NNk U

t f dza ASdzZNBER ¢ NBIf Sa RQFNNB G n S
et guider les analyses intermédiaires (moins strictes pour les effets
indesirables que pour les benéfices du traitement étudie).

[ Qdzy S RS& I LIIWIINPOKSa O2yaArausS t |

une preuve flagrante (everwhelming evidence »; e.g., P<0.001)
|j dzQdzy' S )\yuSNJZS)/uAZ)/ S & a dzLJS NJA S

'y S | dzi NB Ozya)\auS b stofigiBgdauidddy R S

|j dzA. S @2f dzSy 4 _ Sy O2dzZNE RQSaal A L
AUNRAOGSA L YSadaNB [[dzS t QSaal A LJ
(les résultats etant de moins en moins susceptibles de changer).

Slutsky & LaverfopSMBN Engl J Med, 2004, 350(11): 114487.
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[ QF NNB 0 LINBY!Il 0 dz2NB L.

PRO:
Le fait de poursuivre des essais de traitements
L2 0SYuAsSttSYsSyu alt gl 4SdzNR

pour obtenir au mieux une plus grande précision sur
f QSaUA YL u)\zy RS f QSTFS( Rdz

R A & O dzihd ethids & continding trials of proven fgaving
treatments to gain at best minor improvements in estimation of treatment

STFSOUG INBUOIljXSalr2yl of S¢

CON:
Les essais de taille réduite donnent des résultats moins
flables
Etconduisentaunest8a GA Yl GA2Yy RS f QS-
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Dirk Bassler, MD, MSe

Stopplng Randomized Trials Early for Beneﬁt Matthias Briel, MD, MSc

and Estimation of Treatment Effects Victor . Montori MD. Ve
Systematic Review and Meta-regression Analysis Paul Claszion, MBBS, PhD
(i Zhou, PhD
JAMA 2010; 303(12):11887. "l]h”[}l“‘““'[ S

Gordon H. Guyatt, MD. MSc

and the STOPIT-2 Study Group

ObjectiveTo compare the treatment effect (relative risk, RR) generated
from truncated RCTs with that from metaanalyses of RCTs addressing th
same question but not stopped early (matched Aromncated RCTs) and

to explore factors associated with overestimates of effect.

Study Selectiorbelected studies were RCTs reported as having stopped
early for benefit and matching nontruncated RCTs from systematic
reviews. Independent reviewers with medical content expertise, working
blinded to trial results, judged the eligibility of the nontruncated RCTs
based on their similarity to the truncated RCTs.
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Stopping Randomised Trials Early for Benefit

Favors ; Favors
Truncated | Montruncated

ACT | RCT Results91 truncated RCTs (63 different
- guestions) vs. 424 matching
e nontruncated RCTs analysed.
H Of 63 comparisons, the ratio of RRs was
'|'.'§| X mdn AY pp O60yTi:00
L]
—m—]

— Pooledratio-of'‘RR (truncated RCTs
. 0 vs imatching nontruncatedRCTS):
0.71((95% CI,.0:65.77).

-

0.71 (0.6%0.77) = Random effects Test for overall effezt: 9.55 pP<.001)

Test for heterogeneityt2 = 57%H<.001)

101 0.1 1.0 10
Ratio of Relative Risks (35% CI) JAMA 2010; 303(12):11887.
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Stopping Randomised Trials Early for Bene

Resultaty S 0S RA T TS NEndépéndantRde SmBiGtioréde @dles A {
RQFNNBGO adlFidAadAljdzSa Sid RS dpprécifeqrrfe A G ¢
YFAYGASY RS tQF@Sdza3tS RIEya tQFtt20Fa)
[ Sa4 LJX dza 3INFYRSA RAFFSNBYyOSa RQSTFFS
tronqués et nontronqués (ratio of RR, 0.75) apparaissent pour les essais tronqués
ayant inclus moingde 500 evenements

Pour 39 des 6862%)questions poséed, QSFFS G It 2060+t RSa&a S
Y2YUNIAG LI & RQSTFFSUO O0SYSTFAILdzS &AAIYAT

Conclusion§ S&4 w/ ¢ UGNRYIldzS&a O2yRdzA &Sy id t dz
NI LILI2 NI | dzE S&alAa y2y GNRyYIljdzSaT £
essais sont de petite taille.

JAMA 2010; 303(12):11887.
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Stopping Randomised Trials Early for Benefit

Weighted Bubble Plot Showing the Ratio of Relative Risks (RRs) vs the Total
Number of Outcome Events in Truncated Randomized Controlled Trials (RCTS)

2.0+
L]
T I e er e oo e e e e e et e e e e n ......... ':I L A
L ] U u] P
o 1 .. an___ & Q _&ﬁ@_@ ______________
% " C =] . Cl s ° % I:.
o g ve  Op a o
(T .
o 8
2
I:.:‘r-":u Area
o |:| i
0.107 Oz
J q
I::IDE I I rrrrri I I I LI || I I rrrrri I I I LIL
1 5 10 50 100 sS00 1000 5000

Total Mo. of Cutcome Bvents
JAMA 2010; 303(12):11887.
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Stopping Randomised Trials Early for Benefit

Ly &ddzZA OA NRAI2dzNBdzE RQSaal A o
' LINA2NRA RS NB3IfSAa RQFNNBG 0|
/] Sa& NBIESa aidldAradAaljdzsSa RQIF NJ
SLISYRFEYG LI & RQSOAUGSNI £ Sa o.
G Af &@SNIAO LINBFSNIofS RQdzi.
vy Y2YONB YAVYAYI { IadStySigd RQ SR/
QF NNEGSNJ £ QS&aal Ao

vdzQAf AQF3ArA3a8 RS RSOAaAA2Y R

indesirables ou pour efficacité apparente, les deux catégories
sont egalement sujettes aux mémes biais.

JAMA 2010; 303(12):11887.
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Stopping Randomised Trials Early for Benefit

Compares aux essais conduits a leur terme, les RCTs arréte
prématurement étaienplus souvent publiés dans des
journaux prestigieux a fort impac{68% vs. 309%<001).

[ S& Ay@SadAalr GSdzNR SO & 8m LI
particulier, les firmes produisant les meédicaments ou
mateériels testég ont des intéréts différents mais i
O2YOWSNBSYOa t I NNBUSN dzy Sa
Importante entre les groupes étudies apparait;

Et les journaux scientifiques ont également interét a publier
rapidement des résultats apparemment « intéressants »
(«apparently exciting findings).

JAMA 2010; 303(12):11887.
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Stopping Randomised Trials Early for Benefit

h dzi NBgatforféthique pour les DSMB de permettre aux patients de
recevoir un traitementefficade s a t 2NR [jdzS azy S¥T7;
est disponible,

les DSMB ont egalement une obllgatlon ethlqufea vis des futurgatients

a leur donner acces a des donnees precises et fiablekR St £ R Qdzy ¢
statistique prédéfinied dzNJ RSa ONAR UGS NBa RQSO2ft c
sur les risques et bénéfices du traitement, afin de pouvoir faire des choix

éclairés.

5Fya ¢tI YSéAlc,IzNS EGARSé §édtdld
F2yu t Q20 @SU ~ R Qpaylests dt leusEnBdedns T T dz
NR aljdzSyd RQsUNB | o6dzasa f 2 N | dzQ
rlsques/beneflce§ 0 ftSa AyO2yOdSYyASyiaa 60
intervention ainsi insuffisamment évaluée

JAMA 2010; 303(12):11887.
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Protecting Clinical Trial Participants and Protecting
Data Integrity: Are We Meeting the Challenges?
Early Termination of Trials

The implication of this debate for a DMC is that the DMC, the study
sponsors, and the study investigators mabltunderstand and be
comfortable with the criteria for early termination proposasithe
basis for trial monitoring, with the understanding that

unanticipated issues may always arise that would lead a DMC to
Ignore the prespecified criteria

For example, the efficacy boundary could be crossed, but an
unanticipated safety concern could have arisen so that further
study is needed to determine whether benefit outweighs the risk.

Susan EllenbergP] OS mepiciNge  2012: 9(6): €1001234.
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Stopping rules

ARFRSt £t RS&a 02NYySa adl GAaaidal dzs
RQIFdziNEa Tl O0SdzZNBE @2y i Ay T
décision, parmi lesquels:

La comparabilité des groupes étudiés,

[ QSO f dzt GA2Y SEKFdzZGA GBS Si
patients inclus,

[ Q20 ASNWIF YOS Rdz GNIAGSYSYy(z=
La cohérence des resultats entre les criteres de jugement
primaires et secondaires,

La cohérence des résultats entre les sgusupes examines,
PAyaAr | dzS I O2KSNBYyOS | 8SO
f QSUdzZRS O
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Efficacy and Safety of Tifacogin
(Recombinant Tissue Factor

Pathway Inhibitor) in Severe Sepsis
A Randomized Controlled Trial

OPTIMIST Study

Recombinant tissuéactor pathway inhibitor, 4tfpi, tifacogin) vs.
placebo for the treatment of selected patients with severe sepsis

Planned enrolment 1550 pts

An independent, unblinded DMC evaluated the safety, futility, and
efficacy of tifacogin during 4 formal prospectively defined interim
analyses.

2"d interim analysis (722 pts), 2Ballcauses mortality
38.9 % Placebo
29.1 % Rfpi, (P=0.008

« did not cross the predetermined boundary for stopping the trial
(P=0.002) at the time of the interim analysis.

Ed. Abraham & alAMA. 2003:290:2387.
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A5
Data and Safety Monitoring Board: A0
E. P. Dellingefchair),Washington University, 25
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recruitment was continued until the predetermined sample size was
reached, and the very strong trend favoring tifacogin vanishefpir
34.2 % vs. placebo 33.9 %).
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Primary efficacy end point : 28 days@dluse mortality.

Trial designed to enroll 2280 patients; two planned interim
analyses by an independent DSMB occurred after 760 and
1520 patients had been enrolled.

Statistical guidelines to suspend enrollméstopping rulejf
drotrecogin alfa activated was found to be significantly more
efficacious than placebo were determined a priori and used
0 KS hBlenidy So¢nding function according to the
method of Lan and DeMets.



