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trend toward higher bleeding risk (40% vs 10% vs 0% for CABG performed <48h vs 48-96h vs. >96h, trend
p=0.077). Bleeding was associated with CABG <96h after last dose of drug, but not anticoagulant type, use of
clopidogrel, aspirin dose, or IIb/IIIa inhibitor use.

*Excludes 52 patients in the heparin de-escalation phase
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STUDY DESIGN:

nSTE ACS — Early Catheterization Figure 1: Higher Dose rNAPc2 Reduced:
dsaiclvcoprotelnlib/li2iiiopidogeel (A) New Thrombin Generation (B) Ischemic Episodes

® Other safety outcomes, including rates of other (neither major nor minor) bleeding (9.8% vs 10%),
frequency of transfusion (6.5% vs 2.5%), average # of units transfused (2.2 vs 2.0), and serious adverse
events (30% vs 33%) were similar between rNAPc2 and placebo (all p = NS). No patients required treatment

Enoxaparin or UFH Open Label Heparin ! ! with activated FVII concentrate to reverse rNAPc2 anticoagulation.
placebo| 1.5 3 4 5 75 10
DOSE | RANGING PHASE De-escalation Phase INAPC2 dose peon2 Dose of NAPC2 (ug/kg)

® Anti-rNAPc2 antibody was detected at 42 days in 13% of patients receiving rNAPc2; no patient had an
Peos 1269 [ p-o No Pts: 40 21 21 20 21 20 20 40 26 26 215 allergic reaction or anaphylaxis; there were no differences in clinical outcome or pharmacodynamic effects
among patients who were + vs — for antibody.
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(1.5,2, 3,4, 5,7.5, 10" mcg/kg) 2) No UFH (n=26)

*3/4 major hemorrhages were CABG-related

®In the open-label heparin de-escalation phase, investigators reported 4(15%) procedure-related thromboses
(and 1 episode of recurrent ischemia prior to cath) in the no heparin group and none with half-dose heparin.
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In NSTE-ACS patients managed invasively, TF targeted inhibition of thrombin generation by rNAPc2 reduced ischemia without a significant
increase in non-CABG bleeding.
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0.04vs. placebo
05 vs. placebo 0
02 vs. placebo
vs. placebo placebo NAPc2 155 meglkg  rNAPC2 7.5-10 meglkg
for all others

<
S
T
N
£
s
s
2
5
o
£
2
o
5
e
<
s
5
S
H
£
3

* Encouraged per current practice guidelines Figure 1: (A) Change in F1+2, a marker of new thrombin generation, from baseline by

O e e oo o /g /h (max 600 U/h) treatment group and time; rNAPc2 at 10 and 7.5 mcg/kg significantly reduced new thrombin 2. rNAPc2 was associated with a moderate incidence (13%) of anti-rNAPc2 antibody at 42 days, not associated with clinical sequelae.

# Heparin de-escalation phase ONLY and Investigator reported; defined as use of open-label generation (B) Incidence of recurrent in-hospital ischemia by ST shifts on continuous ST - . . - _ - . - . .
to thromboti : segment monitoring was significantly reduced by FNAPc2 at 7.5-10 mcg/Kg - 3. Adjunctive heparin or inhibitors of the terminal portion of the coagulation cascade at PCI may reduce the risk of procedural thrombosis.

Note: The incidence of procedure-related was prosp in the open label heparin

de-escalation phase only, and not among the 203 patients in the dase-ranglngphase of the study. 4, These data Suggest favorable safety Of rNAPCZ, requiring Confi rmation in Iarger Scale Clinical trials.
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