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Adjunct Antithrombotic Therapy
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Spectrum of Clinical Presentation
at Cath Lab of Patients with CAD

10-Year Experience in Deutsches Herzzentrum and Rdl
- ~20,000 patients with CAD and PCI -

TEMI

Stable AP 45%, 16% NSTEMI

24%
Unstable AP




Clinical Presentation and Mortality after PCI

Mortality
207 OR=3.00[2.56-3.51], P<0.001 for STEMI vs. IAP
04 | OR=2.58[2.20-3.04], P<0.001 for NSTEMI vs. IAP
154 STEMI
NSTEMI
10- S
5 IAP
O —
| I I | I I I I I I I I
0 1 2 3 4 5 6 7 8 10 11 12

Months after PCI

Ndrepepa et al

.,Cardiology 2009



Clinical Presentation and Peri-PCIl Events
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Balance Between Antiischemic and Pro-bleeding Effects &

ISAR-REACT, ISAR-SWEET, ISAR-SMART-2 und ISAR-REACT-2 Trials

n=5.384
Mortality Mortality
(j:' HR 2.29 (1.52-3.46), p<0.001 f/‘: HR 2.96 (1.96-4.48), p<0.001
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Adjunct Antithrombotic Therapy
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Patients with Stable Angina &
Heparin alone or with GPI

Death, MI, TVR, % ISAR-REACT n = 2951
100-
%
80+ 75.3%
74.6%
60-
UFH+Abciximab vs. UFH+Placebo
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Patients with Unstable Angina &
Heparin alone or with GPI

Death/Ml/urg. TVR, % ISAR-REACT 2
20 -
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10 -
UFH+Abciximab vs. UFH+Placebo

Troponin-Negative: RR=0.99 [0.56-1.76]
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Patients with Stable/Unstable Angina
Heparin alone or Bivalirudin

Death/MI/urgTVR ISAR-REACT 3 n=4570
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Incidence (%)

Patients with Stable/Unstable Angina &
Heparin alone or Bivalirudin

N
N
J

—
o
L

(00]
L

P=0.008

P=0.0001

9,9

Major bleeding

P=0.15

UFH 140 WW/kgy

1,3 1.8

I

Minor bleeding

Transfusion

ISAR-REACT 3, NEJM 2008



Patients with Stable/Unstable Angina &
High or Low Dose Heparin

Death,Ml,urgTVR,major Bleeding ISAR-REACT 3A n= 4786
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Incidence (%)

Patients with Stable/Unstable Angina &
High or Low Dose Heparin

HR 0.79 [0.59-1.05]; P=0.11 HR 0.87 [0.67-1.13]; P=0.29
Adjusted HR 0.71 [0.53-0.97]; P=0.03 Adjusted HR 0.82 [0.62-1.08]; P=0.15
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Adjunct Antithrombotic Therapy

ACUITY
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Patients with NSTEMI &
Heparin alone or with GPI

Death/Ml/urg. TVR, % ISAR-REACT 2
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Patients with NSTEMI
Heparin alone or with GPI

P>0.99 P=0.29 P=0.008 P=0.46

Major bleeding Minor bleeding Thrombo- Transfusion

B Heparin+Abciximab B Heparin+Placebo



Patients with NSTEMI
Heparin with GPI or Bivalirudin?

B UFH/Enoxaparin+GPI (N=4603) mBivalirudin alone (N=4612)

P, <0.0001 Py =0.011 Py, <0.0001
Psyp = 0.015 Psyp = 0.32 Ps,p <0.0001
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ISAR-REACT 4 Trial flow-chart

1,721 Pts with NSTEMI

Pre-treated with 600 mg of clopidogrel

Double-blind
(double-dummy drug)

861 pts 860 pts
Abciximab Bivalirudin

Bolus of 0.25 mg/kg Bolus of 0.75 mg/kg
Infusion of 0.125 pg/kg/min for 12h Infusion of 1.75 mg/kg/hr
Unfractionated heparin for duration of PCI

Bolus of 70 U/kg

No PCIl. 2 patients 2 patients



Primmary endpoint
Death, large MI, uTVR, major bleeding

207 Relative risk, 0.99 (95% Cl, 0.74-1.32)
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Primary endpoint analysis in various subsets

Death, large MI, uTVR, major bleeding

Subgroup

Age
>68.3 yr
<68.3 yr

Sex
Women
Men

Diabetes
Yes
No

Body Mass Index
>27.3 kg/m?
<27.3 kg/m?

Abciximab

Bivalirudin

no. of events/total no. (%)

481450 (10.7)
46/411 (11.2)

31/200 (15.5)
63/661 (9.5)

27/257 (10.5)
67/604 (11.1)

421435 (9.7)
52/426 (12.2)

Glomerular filtration rate

>83 ml/min
<83 ml/min

Troponin T
>0.12 pg/l
<0.12 ug/l

471421 (11.2)
471440 (10.7)

56/424 (13.2)
38/437 (8.7)

Relative Risk (95% CI)

P Value for
Interaction

0.94

49/443 (11.1)

46/417 (11.0)

0.27

25/199 (12.6)

70/661 (10.6)

24/243 (9.9)

0.71

71/617 (11.5)

0.51

46/426 (10.8)

49/434 (11.3)

0.41

441440 (10.0)
51/420 (12.1)

66/425 (15.5)
29/435 (6.7)

0.15

N
Cdl

0
Abciximab better

2
Bivalirudin better



Secondary efficacy endpoint - Death, any MI, uTVR &

207 Relative risk, 0.96 (95% CI, 0.74-1.25)
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Secondary safety endpoint - Major bleeding &

207 Relative risk, 1.84 (95% Cl, 1.10-3.07)
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Adjunct Antithrombotic Therapy
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Patients with STEMI &
Heparin alone or with GPI

800 Patients with STEMI
Pretreatment with 600 mg of clopidogrel

Final infarct size
Mean

40

Double-blind vy T
Abciximab Placebo
401 pts 399 pts
‘ l ‘ Abciximab Placebo
PCI

Primary endpoint: Scintigraphic final infarct size

BRAVE 3, Circulation 2009



Patients with STEM| &
Heparin alone or with GPI

P=.46 P =.48 P=.39

Death/MI Death/MI|/Stroke Death/MI|/Stroke/uTVR

B Heparin+Abciximab B Heparin+Placebo

BRAVE 3, Circulation 2009



Patients with STEMI &
Heparin and GPI or Bivalirudin
® Heparin + GPIlIb/llla inhibitor (N=1802) ® Bivalirudin monotherapy (N=1800)
RR=0.76[0.63,0.92] RR=0.60[0.46,0.77] RR=0.99[0.76, 1.30]
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Patients with STEMI
Heparin and GPI or Bivalirudin

Table 3. (Continued.)
Heparin plus a Bivalirudin
Glycoprotein llb/llla Inhibitor Alone

Outcome (N=1802) (N=1800) P Value
Patients with stents implanted
No. of patients 1553 1571
Stent thrombosis, protocol definition — no. (%) 30 (1.9) 39 (2.5) 0.30

Definite 22 (1.4) 35(2.2) 0.09

3 fOé\ 4 X . . .
Bivalirudin alone (n=1800)
Acute (<24 hr) 4(0.3) 21 (1.3) <0.001 )
Subacute (>24 hr—30 days) 76 (1” 0 (L. " == Heparin + GPIIb/llla (h=1802)

HORIZONS AMI, NEJM 2008 1.7%

5.9%

3-yr HR [95%Cl]=
3.4% 0.75[0.58, 0.97]

N W A OO N 00 ©O

1-yr HR [95%Cl]= P=0.03
0.71[0.51, 0.98]
P=0.04

All-Cause Mortality (%)

15 18 21 24 27
Months

Stone, Lancet 2010



Adjunct Antithrombotic Therapy

Bivalirudin
as effective as
UFH + Abciximab
regarding ischemic events

A 4

45% superior to
SAP NS:LT6£{‘,|’| UFH + Abciximab
. IAP regarding bleeding events

24%

A

Heparin bolus 70-100 U/Kg
ACT Monitoring for long
procedures







