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* Non-Compliance
 Non-Response



Instantaneous Incidence Rate, per Parson-Day
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Incidence of Death and Acute Myocardial
Infarction Associated With Stopping
Clopidogrel After Acute Coronary Syndrome
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Increased ischemic events within 90 d after Clopido  grel stopping

Ho et al. JAMA 2008



Prevalence, Predictors, and Outcomes of Premature _...-..._
Discontinuation of Thienopyridine Therapy After -
Drug-Eluting Stent Placement
Results From the PREMIER Registry

15 =
<0.001
— Continued P
= = Discontinued
-~ 10
£
=
5—-
A ——
_____I
[
l-—.——-—-ﬂ
._r—'_'
D L] | i | 1 | | 1 | | ] 1
0 2 3 4 5 6 T 8 9 10 11 12

Months

Mortality according to 30-day Clopidogrel Status af  ter DES

Spertus et al. Circulation 2006



Airoldi F et al. Circulation 2007:;116:745-54

3.021 patients with 5.389 lesions treated with DES (2002-2004)

Patients on double

antiplatelet therapy
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How to assess Compliance?

How to assess easily? Tips and Tricks
Asking patient/ family (effective?), drug package
HR in patients with Beta-blockers
BP if anti-hypertensive therapy
LDL-chol in patients receiving Statins
Fasting Glucose and HBALc in diabetics

Platelet testing if available

Pharmacological: blood or urinary metabolites
Functional Testing: Laboratory or “Point of Care” test
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 Non<Compliance does matter

* Non-Response to Clopidogrel
— Does it exist ?
— Does it matter 1
— Can | recognize it ?
— What can be doneaboutit ?
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Variaollity In Response to Clopidogrel
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 Non<Compliance does matter

* Non-Response to Clopidogrel
— Does it exist ? YES
— Does itimatter ?



Variaollity in Response o Clopidogrel
seerms to matier clinically



Exarmple of “Poslive " PC

Assoclation siucdy

Price et al. Eur Fleart Journal 2008



Irmnpact on perl -PCl Troponin Increase
Cl -Off = 1% O/ P, Y., Innioltion

STIB Pilot, Cuisset T, Harnilos VI, Wins W. Arn J Ca rdiol 2008

pP=0.001
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 Non<Compliance does matter

* Non-Response to Clopidogrel
— Does It exist ? YES
— Does It matter, ? YES
— Can | recognize it ?



Can | Recognize rlign Residual Plaielet
Actlvity under Clopidogrel 7
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 Non+<Compliance does matter

* Non-Response to Clopidogrel
— Does it exist ? YES
— Does itimatter ? YES

— Can |l recognize it ? YES, but ...

— What can be doneaboutit ?



Whnat can oe done In Pa'ir.]@n"rs W1t
Flign Residual Platelet Actlvity



YW Y e
o5

W

Blological peneflt of nigner do:

Chronic tnerapy Loacding doses

Vor) Beckeratn et al, EFJ 2007 Montalescot et al, JACC 2006



CURRENT OASIS 7

Low High HR P
All 4.4 4.2 0.95 0.37
PCI 4.5 3.9 0.85 0.036
No PCl 4.2 4.9 1.17 0.14
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Whnat can oe done In Pa'ir.]@n"rs W1t
Flign Residual Platelet Actlvity



GRAVITAS

3 arms design, placebo controlled
Responders: standard dose 75 mg/day
Non-Responders randomized 1:1
between 150 and 75 mg/day
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 Non<Compliance does matter

* Non-Response to Clopidogrel
— Does it exist ? YES
— Does itimatter ? YES

— Can |l recognize it ? YES, but ...

— What can be doneaboutit ?
a lot, but should we . . .
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Sritn SC et al, Circulation 2006
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Consulting Fees: on my behalf go to the
Cardiovascular Research Center Aalst

Contracted Research between the Cardiovascular
Research Center Aalst and several pharmaceutical
and device companies

Ownership Interest. Cardiovascular Research
Center Aalst is co-founder of Cardio3BioSciences, a
start-up company focusing on cell-based
regeneration cardiovascular therapies



