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Changes/Updates Needed

Choice between Fibrinolysis or Primary PCI

Antithrombin Therapy
Antiplatelet Therapy

Routine prophylactic treatment in acute phase

Secondary prevention
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Primary PCI vs. Thrombolysis

Recommendations Class| Ila 1lb 11 Level of
Evidence
* Preferred treatment if X A
performed by experienced team
<90 min after first medical
contact /<120 min ?
e Indicated for patients in shock X C
and those with contraindications
to fibrinolytic therapy
e GP IIb/llla antagonists and
primary PCI
no stenting X A s
with stenting X Al




PCI vs. Lysis: Importance of Timing
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PCI vs. Lysis: Importance of Timing
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30-D Mortality after primary PCI vs Fibrinolysis according to

presentation (left) and PCl-related delay (right)

Presentation Number of 30-day PCl-related Numberof 30-day
delay (h) patients  death (%) delay (min) patients death (%
FL PPCI OR and 95% CI OR and 95% ClI FL PPC
0-1 747 6.0 47 = —-— 0-35 1417 82 28
»1 =2 2000 6.2 4.2 —m— = >35-50 1292 6.8 5.4
>2-3 1712 7.3 5.1 — = >50-62 1425 54 48
>3-6 1640 95 5B —.— ﬂ—— >62—-79 1280 95 6.9
>6—-12 664 12.7 8.5 = —I— >79-120 1349 9.6 6.6
All patients 6763 79 5.3 - 0.63 (0.42,0.84) - All patients 6763 79 53
PPCI better: FL better PPCI betteré FL better

Boersma, E. et al. Eur Heart J 2006 27:779-788; doi:10.1093/eurheartj/eni810



Time delays In Transfer Patients
for Primary PCI

Door of community hospital to first balloon inflation in PCI
hospital (median delay time):

In 103 patients from EHS ACS Il: 121 min
In 4278 patients from NRMI 3/4: 180 min

Pre-PCI pharmacological treatment or
facilitated PCI?
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Facilitated PCI Meta-analysis

Early Mortality

Trial Facilitated Primary MOEI%A\TF\,)ALIITY D
PCI PCI Value
[Ib/111a inhibitor 17/575 (3%) 17/573 (3%) SHE 0.94
Thrombolytic therapy 82/1466 (6%) 59/1487 (4%0) '+ 0.042
Combination therapy  7/194 (4%) 2/205 (1%0) — 044
All studies 106/2235 (5%) 78/2265 (3%) - 0.04
0.1 1 10

Facilitated better Primary PCI @%%r

%
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Facilitated PCI Meta-analysis

Early Reinfarction

RE-

Trial Facilitated Primary INEARGTION P
PCI PCI Value
[Ib/111a inhibitor 8/539 (1%) 4/535 (1%) — 0.53
Thrombolytic therapy 64/1457 (4%) 35/1483 (2%o) il 0.006
Combination therapy  2/194 (1%)  2/205 (1%) ] 0.98
All studies 7412190 (3%) 41/2223 (2%) - 0.006
0.1 1 10

Facilitated better Primary PCI @%%r

%
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Facilitated PCI Meta-analysis

Major Bleeding

Trial Facilitated Primary QAL'AI%JECE)F; D
PCI PCI Value
lIb/111a inhibitor 39/575 (7%) 31/573 (5%) 4+ 0.30
Thrombolytic therapy 96/1478 (7%) 67/1485 (5%) H— 0.17
Combination therapy 24/194 (12%) 10/205 (5%0) ] 0.006
All studies 159/2247 (7%) 108/2263 (5%0) - 0.010
0.1 1 10

Facilitated better Primary PCI @%%r
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Antiplatelet Co-Therapy Iin Acute Phase

Recommendations Class| 1la 1lb 1 Levelof
evidence
e If not already on aspirin 150-325 X A

mg chewable aspirin (no enteric-
coated tablets)

 Clopidogrel to be added?
Irrespective of age?




CLARITY: Study Design

Double-blind, randomized, placebo-controlled trial in
3491 patients, age 18-75 YI'S with STEMI < 12 hours

|
Fibrinolytic, ASA, Heparin
/ randomize \
- i
Clopidogrel
Placebo
300 mg + 75 mg qd
Study
Drug < \ / Primary endpoint:
Coronary Angiogram Occluded
. (2-8 days) artery (TIMI Flow
Open-label Grade 0/1)
clopidogr_el — l or D/MI by time
per MD In . of angio iﬁ;
both groups 30-day clinical follow-up L011/2006 %M
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Occluded Artery or Death/MI (%0)

25
20+
154

104

CLARITY: Primary Endpoint
Occluded Artery (or Death/M1I before Angio/Discharge)

36%
_Odds Reduction

|
15.0

21.7

Clopidogrel

Placebo

Odds Ratio 0.64
(95% CI 0.53-0.76)

P=0.00000036

—-

0.4 06 08 10 12 16
Clopidogrel Placebo
better better



CLARITY: Bleeding

Clopidogrel Placebo P value

Outcome %) %)
Through angiography
TIMI major (Hgb { >5 g/dL or ICH) 1.3 1.1 NS
TIMI minor (Hgb { 3-5 g/dL) 1.0 0.5 NS
Intracranial hemorrhage 0.5 0.7 NS
Through 30 days
TIMI major 1.9 1.7 NS
In those undergoing CABG 7.5 (.2 NS
CABG w/in 5 d of study med 9.1 7.9 N

TIMI minor 1.6 0.9 NS




COMMIT: Study design

 TREATMENT:  Clopidogrel 75 mg daily vs placebo
(aspirin 162mg daily in both groups)

* INCLUSION: Suspected acute MI (ST change or
LBBB) within 24 h of symptom onset

e EXCLUSION: Primary PCI or high-risk of bleeding

* 1° OUTCOMES: Death & death, re-MI or stroke up to 4
weeks In hospital (or prior discharge)

Mean treatment and follow-up: 16 days
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COMMIT: Effect of CLOPIDOGREL on
Death in Hospital

Placebo + ASA:

1846 deaths (8.1%0)
Clopidogrel +ASA:
] r’_,_.—""'_'_, 1728 deaths (7.7%)
. 7% (SE3) relative risk
Dead 5 - reduction (2P=0.03)
(%0)
ad
.
2-—
o d
0o T T T |
) 7 14 21 28




COMMIT: Major Bleed in Hospital
Type Clopidogrel Placebo
(n=22,958) (n=22,891)
o Cerebral
Fatal 39 40
Non-fatal 16 15
« Non-cerebral
Fatal 36 37
Non-fatal 46 36
« Any major bleed 134 124
(0.58%) (0.54%) £,

10/11/2006 %% ¢
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GP I1b/l111A Antagonists

Recommendations Class | lla I1b 111 Level of
Evidence
e Preferred treatment if X A

performed by experienced team
<90 min after first medical
contact

e Indicated for patients in shock X C
and those with contraindications
to fibrinolytic therapy

e GP IlIb/llla antagonists and
primary PCI
no stenting X
with stenting X?




Abciximab vs. Placebo in STEMI:
ReMI at 30 Days

ABCIXIMAB PLACEBO
ODDSRATIO [35% CTl n=12835 n=14720 p value

ADMIRAL U4 1.3% 2.6% NS
CADILLAC I B 0.8% 09% NS
RAPPORT Bl 33% 4.1% NS

ISAR-2 3l 0.5% 15% NS
ACE 14 05% 4.5%

Petronio et al 18 0 22%

Primary PCI 1.1 1.9%

ASSENT 171 049 6095 . 0.007
ENTIRE-TTMI 23 07 483  — 0.03
GUSTO V 04 16588 . <0.0001
SPEED 031 300 NS
TIMI 14 1Y 334 ) NS

Thrombalysis 23800 . «<0.0001 13%

L 28 J <0.0001 1.2%

P
f i | I i

JAMA, Ac; . g{; 1.0 1.5 2..0Pl . h?.o
Apl’l|, 2005 ciximab better acebo better




Abciximab vs. Placebo in STEMI:
6 or 12 Month Mortality

ABCIXIMAB PLACEBO
ODDS RATIO [P3% CI} n=12254 n=14229 pvalue RR

*ADMIRAL D4 3.4% 7.3% NS 3.9%

CADILLAC M B 42% 4.4% NS 02%

"RAPPORT ¥l 4.1% 4.3% NS 0.4%

ISAR-2 13 6.0% R.5% NS§ 2504

ACE [ 50% 10.5% 004 55%

* 6 Month

*Petronio et al [18] 4.5% 13.3% NS 2.8%

Primary PCI 4.4% 6.0% 0034 1.6%

ASSENT 1115]

GUSTO Vv [l

Thrombolysis

/L
I B

0.5 : 1.5 3.0

‘]AMA7 Abciximab better Placebo better 10/11/2006
April, 2005




Antiplatelet Co-Therapy

o GPIIb/llla antagonists in combination with
half-dose lytic:

* No short-term or long-term mortality
reduction

« EXxcess of bleeding complications especially
In the elderly

e Increased cost
o As a pre-PCI strategy? Wait for FINESSE

5
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Antithrombin Co-Therapy

e A reduced, weight adjusted, dose of UFH with early
(3n) aPTT monitoring

e Fondaparinux: important new data from OASIS-6

e Enoxaparin: important new data from EXTRACT

e Direct Antithrombins (eg. bivalirudin) not
recommended (cfr HERO-2)

£
: WS
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Initial Reperfusion
Therapy

None

Thrombolytic

Primary PCI

Rates of Death and reMi
INn Prespecified Subgroups at 30 Days

The OASIS-6 Trial Group*, JAMA 2006;295:1519-1530.

No. of
patients UFH or Placebo

2867 212 (15.1)

5436 372 (13.6)

3789 93 (4.9)

_ Favors Favors UFH or
Fondaparinux  Fondaparinux | Placebo

(]

178 (12.2)

293 (10.9) ——

114 (6.0) B
0.5 1.0 2.0
HR (95% CI) g:;:?%

L
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Protocol Design

STEMI <6 h
Lytic Eligible

Lytic Choice by MD
ASA (TNK, tPA, rPA, SK)

Double-blind
Double-dummy

Enoxaparin UFH
<75y :30 mg IV bolus bolus 60 U/kg
sc 1.0 mg/kg g 12 h (Hosp DC) Inf 12 U/kg/h for > 48 h

> 75y : No bolus
sc 0.75 mg/kg g 12 h (Hosp DC)

Day 30
Primary Efficacy Endpoint: Death/MI
Primary Safety Endpoint: TIMI Major Haemorrhage
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Death or Nonfatal Ml

am am Em AE A =
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Relative Risk
0.83 (0.77 to 0.90
P<0.0001




SEX

AGE (y)

INFARCT
LOCATION

DIABETES

PRIOR Mi

FIBRINOLYTIC

TIME TO Rx

OVERALL

Reduction In Risk (%)

flale . All Interaction Tests 18
Female —— P=NS 16
<75 —— 20

S= 75 -*— 6

Anterior ——— 11
No DM —ll— 17

DM | 21
No Prior MI —_—i— 17
Prior MI I 20
Streptokinase | 13
Fibrin-specific —i— 18
S = P < 0.0001 R

0.5 1
ENOX Better Relative Risk UFH Better



EXTRACT: Outcomes at 30 Days (ITT)

8% | B UFH
j : 7.5 = B ENOX
5 4 33% |
5 -
4 - 26% |
3
2
1 -
0 -

Death Nonfatal Ml Urg Revasc
RR 0.92 0.67 0.74 Fa,

P value 0.11 <0.0001



00 Events
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EXTRACT: Bleeding Endpoints (TIMI)

30 Days
B UFH
B ENOX
ARD 0.7% ARD 0.4% ARD 0.4% ARD 0.1%
RR 1.53 RR 1.84 RR 1.39 RR 1.27
P<0.0001 P =0.001 P=0.014 P=0.14
2.1
1.4 1.3
0.8
0.4 .
| |
Mayjor Bleed Fatal Nonfatal
(Total) Mayjor Bleed Mayjor Bleed




Routine Prophylactic Therapies
In Acute Phase

Recommendations Class | Ila b 11 Level of
Evidence

» Aspirin: 150-325 mg + Clopidogrel? X A

e |\VV BB If no contraindication X A

* ACELI: oral formulation on first day

- to all patients if no contraindication X A
- to high-risk patients ARB ? X A
 Nitrates X A
 Calcium antagonists X B
* Magnesium X A o

e Lidocaine X 107112896 %



COMMIT: Effects of METOPROLOL
on Death In hospital

8 =
e Placebo:
. 1798 deaths (7.8%)
99 Metoprolol:
O 1776 deaths (7.7%)
qe] 5 -
D
©
SRS
°© 1% (SE 3) relative risk
3 - reduction (2P=0.7)
2 -
1 -
0 | | | |
0 7 14 21 28

' T Jo11/2006 S087
Days since randomisation



Routine Prophylactic Therapies

IN Acute Phase

Recommendations Class | lla 1lb 11l Level of
Evidence

* Aspirin: 150-325 mg + Clopidogrel? X A

|V BB if no contraindication X A

* ACELI: oral formulation on first day

- to all patients if no contraindication X A

- to high-risk patients ...... ARB? X A

 Nitrates X A

 Calcium antagonists X B

e Magnesium X A /A

« Lidocaine X 10112896



VALIANT: 30 Day Mortality by
03 - Treatment

0.25 A -
e == \/alsartan
)
u>J 0.2 1 == Valsartan + Captopril
(Y.
o
> 0.15 -
=
._g
Q 01 7
o
| -
o
0.05 1 Valsartan vs. Captopril: HR = 1.00; P = 0.982
Valsartan + Captopril vs. Captopril: HR =0.98; P = 0.726
O I I I I I L
Months O 6 12 18 24 30 36
Valsartan 4909 4464 4272 4007 2648 1437 357
Valsartan + Cap 4885 4414 4265 3994 2648 1435 382

Pfeffer, McMurray, Velazquez, et al. N Engl J Med 2003;349



Secondary Prevention (1)

Recommendations Class | lla 1lb 1 Level of
evidence
« Stop smoking X C
» Optimal glycaemic control X B
 Blood pressure control X C
 Mediterranean-type diet X B
X B

» Supplementation with 1 g fish oll
n-3 poly-unsaturated fatty acids

* Aspirin: 75 to 160 mg daily X A
e If aspirin is not tolerated

- clopidogrel (75 mg daily) X C o
- oral anticoagulant X B :




Secondary Prevention (2)

Recommendations Class | lla  1lb 1l Level of
evidence
e Oral BB if no contraindications X JAN
» Continuation of ACEI X A
..... or ARB (valsartan)?
o Statins: if in spite of diet X A

TC >190 mg/dl and/or
LDL >115 mg/dl

* Fibrates: if HDL cholesterol < 45 mg/dl X A
and TG > 200 mg/dl
 Calcium antagonists (diltiazem or X B

verapamil) if contraindications to BB
and no heart failure

* Nitrates in the absence of angina X A é?'ﬂ?;




——

Yo

S

Patienis

50 4

40 -

30 -

20 -

10 -

Use of Reperfusion Therapy (GRACE)

—e— Primary PCl only

48 _ :
43 —&— Fibrinolytic only
A0 41 —0— No reperfusion therapy
36
0 - 33 0 35
: 36 33 - 3
7 —
e 30
26
25
19
15
13
1999 2000 2001 2002 2003 2004

Year




% of Age Group
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Reperfusion Therapy for STEMI (NRMI 2-4)

| Primary PCI
I B Lytics
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