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u Recommenaations 10r
SC 2007 Oral Antiplatelet Drugs

| 11alTo Aspirin

 Loading dose (160 - 325 mg)

 Maintenance (75 - 100 mq)
 Clopidogrel

 Loading dose 300 mg + 75 mg

12 months maintenance

Contraindication for Aspirin
600 mg LD for PCI
Postpone CABG 5 days after withdrawal
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La Grappa di Popper

Linee Guida come Distillato della Verita Scientifica
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RE-CLOSE Trial

Responders 699 (87%)

804

Pazienti
PCI - DES

ASA —CLO 300/75 No Responders 105 (13 ¢

Definizione di No Responders :
Inhibition of Platelet Aggregation

10 uM ADP > 70%
12 — 18 h dal carico di Clopidogrel 600 mg



STENT THROMBOSIS

Non - Responders Responders
9/105 (8.6 %) 16 /699 (2.3 %

Ml 3 (33%) 7 (44%
ifurcation 5 (55%) 10 (62%
lultivessel PCI 5 (55%) 10 (62%
tent length >30mm 8 (89%) 8 (50%

VEF < 30% 5 (55%) 8 (55%



Cox multivariate analysis: —

Predictors of Stent Thrombosis

HR (95% CI) pvalue
- Non-responsiveness to clopidogrel 3.08 (1.32-7.16) 0.00

- Acute myocardial infarction 2.41 (1.04-5.63) 0.04
- Total stent length (mm) 1.01 (1.00-1.02) 0.01
- LVEF per 1 % increase 0.95 (0.92-0.98) 0.00
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Definite / Probable STENT THROMB

—tolRespnonders.and. Non - Responders to

Primary end point —free survival %
(definite or probable stent thrombosis)

Clopidogrel (Kaplan-Meyer)
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Event-free survival %
(definite or probable stent thrombosis)

LONG - TERM SURVIVAL FOR PRIMARY END-HHIss
(DEFINITE OR PROBABLE STENT THROMBOSIS)

95

90
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80

Log rank p <.001

—— Responders
Non-responders

n=804 pts; median time follow-up 21 months - 1Q 18-25

Time (days)



Conclusion

Non-responsiveness to CLOPIDOGREL is a strong
Independent predictor of stent thrombosis and
mortality in patients receiving DES. Alternative
revascularization strategies (BMS or CABG), or
pharmacologic strategies using increasing dose of
clopidogrel or other antiplatelet agents should be
considered to reduce the risk of thrombotic

events.




V ariability Platelet Response With
Antiplatelet Agents

e Genetic?

* Pharmacokinetic / Bioavailability!

 Pharmacodynamict

e Environment / Concomitant disease
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34T non-carrier
plus aspirin

" 34T non-carrier
| plus clopidogrel
wax=. 1 34T carrier

plus aspirin

34T carrier

=== plus clopidogrel

Neurological Event — Free Survival (%)
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Ziegler S et al. Stroke 2005;36:1394-9

52T non-carrier
plus aspirin
52T non-carrier
plus clopidogrel
52T carrier
plus aspirin

52T carrier
plus clopidogrel

D patlents clopidogrel
_\/I or taljfyo.l.ty S, i e

res
in increased risk for
cerebrovascular events

Sequence alterations of the target
receptor gene represent one
possible mechanism for
clopidogrel failure

Genotype frequencies for mutated
heterozygous, and wild-type
alleles were

— For polymorphism 34C>T = 9%,
44%, and 47%

— For polymorphism 52G>T = 4%
27%, and 70%

In clopidogrel patients, carriers of
at least one 34T allele had a 4.02-
fold increased adjusted risk for
neurological events compared
with carriers of 34C allele
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Novel ADP P2Y ,,
Receptor Antagonist

Prasugrel

AZD 6140

Cangrelor



Healthy Volunteer
Cr.ossoverStudy.
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lInterpatient
Valialility

Clopidogrel Responder

Clopidogrel Non-respornder

Response to Response to

Prasugrel 60 mg
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Slevato non e
Necessar lamente
nigliore perchée
correlato al Rischio
—Mmorragico



Clopidogrel Responsiveness Show
—Dlormal Distribution in Patients

Individuals receiving Number of Patients
clopidogrel exhibit a 112 1
wide variability in e .
response that follows a 38
normal distribution curve 80 -
72 -
In this study (retrospective £ ) -
analysis of a dataset of 48
different type of patients) gg K
Hypo-responsive 24 - | N
patients = 4.2% 16 - rj
. 8 A d
Hyper-responsive 0 —1 —_

patients = 4.8% <=-20 [-10,0] [11,20] [31,40] [51,60] [71,80] [91,100]

Defined as to be 2 Delta 5uM ADP
standard deviation less
than and greater than
the mean respectively

Serebruany V et al. J Am Coll Cardiol 2005;45:246-51
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Are hypo-responders Are hyper-responders
112 at risk for thrombotic at risk for bleeding
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Change in Aggregation to 5uM ADP

Adapted from: Serebrauny V et al. J Am Coll Cardiol 2005;45:246-51
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<=-20 [-10,0] [11,20] [31,40] [51,60] [71,80] [91,100]
Change in Aggregation to 5uM ADP

Adapted from: Serebrauny V et al. J Am Coll Cardiol 2005;45:246-51



Il Bravo Cardiologo Tra Scilla e Cariddi

“Scilla Cariddi
Trombosi Emorragia
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(ARC Definite + Probabie)=

Any Stent at Index PCI
N= 12,844
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Net Clinical Benefit Zemeis
Bleeding Risk Subgrom

Post-hoc-analysis

. Risk (%

Prior Yes = s 37
troke / TIA o E = o 0006 16

Age 7P . 1
<75 - P. =0.18 16

Wgt <tk . 3
p={510)] kg I I:)int =0.36 -14

OVERALL S 13

05 < 1 > 2

Prasugrel Better 29



....... e se utllizzo
Clopidogrel ad alte dosi
(600 / 150 mg) aumento
| PA senza incrementare
Il rischio emorragico ?



Comparison with Hi
Dose Clopidogr

||||Illllll.m0’ HM ADP) IPA (%; 20 MM ADP)
100 [
N=201 P<0.0001 for each
) 74.8
80 cas Prasugrel 60 mgi 80
co - 69.3 .
40 - Clopidogrel 600 mg 326 40
30.8 31.8 |
20 - 20
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CURRENT Study Flow Chart{as

=

Day 1 =300 mg LD + placebo

e —— Y e D L D L9 daily + placebo
oayEsh 7o ma daly Standard dose group

~ 7000 Pts

DEVAS:

atients with

JA and NSTEMI Day 8 to 30 =clopidogrel75 mg

lanned for early

1vasive strategy _
.e., intent for PCI Day 1 =600 mg LD

s soon as possible Day 2 —Da)i 7 =150 mg daily
jithin 24 hours) Day 8-30 =75 mg

High dose group
T ~ 7000 Pts

Hospital Discharge or Day 8

Day 1 (whichever comes first)

Day 30 (+7 days)

All patientgandomized to ASA low dose (75-100 mg o.d) or high

dose (300-325 mgo.d) 32
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Domande

Claude Levi Strauss



