The implication of a change in Ml
criteria for clinical trials

Elliott M. Antman, M.D.
Brigham and Women’s Hospital
Boston, MA

ESC 2005
Stockholm, Sweden

Disclosures: Research Grants via TIMI Study Group from--
Sanofi-AVENTIS, Bayer, Biosite, Boehringer Mannheim, BMS,British Biotech, Centocor,

Cor/Millennium, Corvas, Dade, Genentech, Eli Lilly, Merck, Pfizer , Sunol Molecular, Sankyo,
Roche



AMERICAN
COLLEGE«
38y, CARDIOLOGY
7" FOUNDATION

MI Iin Clinical Trials

MI may be confirmed or Ml typlcally part of

 is initial “working Dx” i composite endpoint
*Evolution to final Dx of sImpact on MI may drive
: Ml may be affected by : results of RCT :
treatment *Varying defintions of

: *MI definition may affect i MIin RCTs hampers 5
: generalizability of results i cross trial comparisons

MI Redefined EHJ 21: 1502,2000
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PCI vs Fibrinolysis for STEMI:
Short Term Clinical Outcomes
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Recurrent Ml after Fibrinolysis for STEMI:
Comparative Rates
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C-PORT Trial

JAMA 287: 1943, 2002
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Interventional vs Conservative Rx

for UA/INSTEMI: RITA 3
Lancet 360: 743, 2002

% MI ~ RR0.67 (0.51-0.86)
| P = 0.002
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Cumulative percentage

M Interven.
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0

Number at risk

Intervention 895 805 747
Conservative 915 775 713

D/MI/ Refractory Angina RITA 3 ESC/ACC
RR 0.66 ( 0.51-0.85) P =0.001
2 X ULN 1 x ULN
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Prognostic Value of Pos. Troponin Test in ACS
Heidenreich PA, Hlatky, MA UCSF-Stanford Evid.-based Pract.Ctr
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TROPONIN I LEVELS PREDICT THE
RISK OF MORTALITY IN UA/NSTEMI

7.5

Oto <0.4 0.4to <1.0 10to<2.0 2.0to<5.0 5.0to <9.0 >9.0

Cardiac Troponin | (ng/ml)
Risk Ratio 1.0 1.8 3.5 3.9 6.2 7.8
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Wiviott et al Circ 111: 3366, 2005

RR=0.72[0.4,1.2]
P=0.23 P=NS
10.0% - A AN
7.9% Of A
HOdy % 65w
5.7%
6.0% =
4.0%
4.0% =
2.0% =
0.0%
Clop Pras 40/7.5 60/10 60/15
Treatment Group Prasugrel LD/MD
R/N 20/254 37/650 14/199 13/200 10/251




Wiviott et al Circ 111: 3366, 2005

CK-MB Fold Elevation RR(95% Cl) N

3x ULN — 0.62 (0.34, 1.14) N=52

4x ULN —@ 0.48 (0.23, 1.03) N=36

5x ULN — 0.41 (0.17, 1.01) N=26
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MI In Clinical Trials:
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RecommendationsS ..o

Provide data to allow
translation of results
to alternative
definitions of Ml

<

i *Troponin ;
preferred marker :

RCT

: Prespecify:
*Anticipated reduction in spontaneous Mis
sAnticipated reduction in procedural Mis

. slmpact on size of MI

MI Redefined EHJ 21: 1502,2000



Ml in clinical Trials:
Issues Needing Resolution

e Definition of Ml In various clinical
settings
Spontaneous
PCI
CABG

 More transparent laboratory reporting
of URL for Ml

 Incorporation of size of Ml when
Interpreting results
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