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Coagulation
Cascade

OTAMIXABAN
Intrinsic Pathway [ Extrinsic Pathway o o
FXII, FXI, FIX, Tissue factor, FVII  Specific Factor Xa inhibitor

FVIII, PL, Ca?*
\  Small molecule, direct inhibitor

Common Pathwa — Inhibits clot-bound factor Xa,
Factor X —» Factor Xa which is inaccessible to large
molecule & indirect inhibitors

— Proximal inhib of coag cascade

« Reversible, half-life 30 min

— Wt-based IV bolus & infusion
Prothrombin 3
(F 11

— No significant renal elimination
— Rapid initiation & d/c of anticoag

Thrombin
(F lla)

|

Fibrin Formation
Platelet Aggregation



SEPIA-PCI  clinical Efficacy Composite

947 patients undergoing non-urgent PCI
Greater reduction in thrombin generation w/ OTAM vs. UFH

7.1

Death, MI, or Urg Revasc(%)

OTAM OTAM OTAM OTAM OTAM UFH
mg/kg/hr  0.035 0.065 0.120 0.160 0240]0

Cohen M et al. Circulation 2007:115:2642



Study Design &)

Mod-to-High Risk NSTE ACS (ST deviation or @ biomarker)
w/ Planned Early Invasive Strategy

Aspirin +

Clopidogrel at or before randomization R
(loading dose)
Bail-out a
PAEC Sl OTAM | OTAM OTAM [l UFH +
groups if rec. 0.035 0.070 0.175 Eptifi.
ischemia or < (n=125) (n=676) (n=671) (n=449)
thro_mbotic_:
Comp'gddu””g L Coronary angiography + PCI within 3 days

/}

OTAM / UFH until end of \ ')

ECNCIRELEERELULIDNE 1° EP: Death, MI, Urgent Revasc, Bail-out llb/llla thru 7 d
Eptifibatide until 18-24 h

after end of PCI

Follow-up at Day 30, Day 90, Day 180
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7 Major Exclusion Criteria (i

- Treatment with anticoagulant during index presentation for >24 h
prior to randomization

 Requirement for treatment with an oral anticoagulant

« Contraindications to eptifibatide:

bleeding w/in previous 30 days or known bleeding diathesis

severe hypertension (SBP >200 mmHg or DBP >110 mmHQ)

major surgery or trauma in the past 6 wks

history of stroke in the past 30 d or any history of hemorrhagic stroke
creatinine clearance <30 ml/min or dependence on renal dialysis

 Platelet count <100,000/ul;: INR >2

* Prior PCI within 30 days of randomization

« Cardiogenic shock
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196 Sites
36 countries
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”’ Baseline Characteristics

TIMI

Variable Value
Age, yrs 6l+12
Male, % 69
Hypertension, % 70
Dyslipidemia, % 50
Current smoker, % 32
Diabetes mellitus, % 29
Prior MI, % 21
Creatinine clearance, ml/min 95 * 36
ST segment deviation 2 0.1 mV, % 57
Elevated cardiac biomarker of necrosis, % 77

No clinically relevant imbalances between treatment arms
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7* Medications

TIMI

Treatment Value
Study Med Duration, median hr:min
Drug A (OTAM or pbo) & Drug B (UFH or pbo) 5 hrs
Drug C (Eptifibatide or pbo) 21 hrs
Aspirin, % 98
Clopidogrel, % 98
Dosed before angiography 95
Open label anticoag before study med*, % 65
UFH 34
LMWH 35
B-blocker, % 83
Statin, % 87

*Patients could have received more than 1 type of anticoagulant prior to study med
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Cardiac Procedures TIMI

o 99% — Coronary Treatment

70 -

60 -
20 Med RX
1 (34%)  pc
30 - (63%)
20 A
10 +

O .

Coronary Angiography (%)

3or4 Never
HospnaIDay
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W Primary Efficacy Endpoint i
Death, MI, Urg Revasc, or Bailout GP IlIb/llla -

VA4
>

RRvs UFH 1.16 0.74 0.61 0.58 0.69
(95%CI)  (0.56:238)  (0451.21) | (036-1.02) (034-0.996)  (0.42-1.15)
81 7.2 Y
RR 0.60 (95% CI 0.38-0.94)
P=0.02

3.6

Death, MI, Urg Rev, BO thru 7 d (%)
D

OTAM OTAM OTAM OTAM OTAM UFH +

mg/kg/hr  0.035 0.070 0.105 0.140 0.175 eptifi
P=0.34 for trend across OTAM Dose Arms
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Cumulative incidence

0-18

0-16

014
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& Primary Endpoint over 180 Days i

Otamixaban 0-035 mg/kg/h
Otamixaban 0-070 mg/kg/h
Otamixaban 0-105 mg/kg/h
Otamixaban 0-140 mg/kg/h
Otamixaban 0-175 mg/kg/h
UFH+eptifibatide
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» Death or Mi T

RRvs UFH 0.98 0.57 0.52 0.56 0.58
(95%Cl)  (0.41-2.36) (0.31-1.05) | (0.28-0.98) (0.30-1.03)  (0.32:1.06)

6 Y
48 RR 0.54 (95% CI 0.32-0.91) 4.9
P=0.02

Death or Ml thru 7 d (%)
w

OTAM OTAM OTAM OTAM OTAM UFH +
mg/kg/hr  0.035 0.070 0.105 0.140 0.175 eptifi

15



\A-4
2 A

@ -

” Urgent Revascularization @

Urgent Revascularization thru 7 d (%)
w

OTAM OTAM OTAM OTAM OTAM UFH +
mg/kg/hr  0.035 0.070 0.105 0.140 0.175 eptifi
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”) Bailout GP lIb/llla Inhibitor @i

RRvs UFH  2.87 1.99
(95% CIZ3 (0.78-5.44)  (0.73-5.44)

o1
|

Bailout GP lIb/llla thru 7 d (%

OTAM OTAM OTAM OTAM OTAM UFH +
mg/kg/hr  0.035 0.070 0.105 0.140 0.175 eptifi
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A Thrombotic Complications
PCI Subset, n=2032 (63%)

TIMI

kd

RRvs UFH 2.52 2.06
(95%Cl)  (0.82-7.74)  (0.89-4.78)

6.2

Thrombotic Complication (%)
o N W A~ O () BN (0]

OTAM OTAM OTAM OTAM OTAM UFH +
mg/kg/hr  0.035 0.070 0.105 0.140 0.175 eptifi
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”"* Primary Safety Endpoint i

TIMI Major or Minor Bleed unrelated to CABG

RRvs UFH 0.61 0.61 1.15 1.26 2.02
(95%Cl)  (0.14-2.70) (0.27-1.38) (0.57-2.32) (0.63-2.52) (1.07-3.85)

6 - 5.4
P=0.0001 for trend

across OTAM Dose Arms

o1
|

3.1

Primary Safety Endpoint thru 7 d (%)

OTAM OTAM OTAM OTAM OTAM UFH +
mg/kg/hr  0.035 0.070 0.105 0.140 0.175 eptifi
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TIMI Minimal Bleeding i
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OTAM OTAM OTAM OTAM OTAM UFH +
mg/kg/hr  0.035 0.070 0.105 0.140 0.175 eptifi
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Transfusion through 7 d (%)

RBC Transfusion I

OTAM OTAM OTAM OTAM OTAM UFH +
mg/kg/hr  0.035 0.070 0.105 0.140 0.175 eptifi
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Conclusions I

Otamixaban 0.105-0.140 mg/kg/h assoc w/ up to 40% 4 in
death or ischemic events compared w/ UFH + eptifibatide

Otamixaban < 0.070 mg/kg/h assoc with T need for bailout
GP lIb/llla and thrombotic complications during PCI

Otamixaban 0.175 mg/kg/h assoc with T major & minor
bleeding compared with UFH + eptifibatide; doses of 0.105-
0.140 mg/kg/h not assoc w/ signif T in major/minor bleeding

Otamixaban 0.105-0.140 mg/kg/h appears to be best range
for further study as a replacement for UFH + GP llb/llla
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