Cyclosporine Reduces the Platelet Inhibitory Effect of Clopidogrel
in Cardiac Transplant Patients
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Introduction:

The in wiva metabolic actwvaton
of clopidogrel OcoUrE wia
cytochrome PS50 (TP 38
Atorrastatin, a CvP3Ad
substrate, has previously been
shown  to competitively  inhibit
clopidogrel activation.
Cyclosparine i= exte nsively
metabolized by CWP3A3 and is
dlso susceptible to interactons
with =substrate inhibitors  and
inducars of the CvP3Ad
izoenzyme. This ex wiwoe study
was designed to  determine
whether there is a drug-drug
interaction bebween cydosponine
and clopidogrel,

Methods:

We  identified 2  heart
tran=splant patients on
cyclosponne who were not
on  other known  CYP3284
substrates. Patients  were
administered 200 myg (r~4)

or 450 mg (n=d1 of dopidagrel.
Flatelet aggregation R
determined uszing Plateletwoks™
aggregometry and 20 ubl ADP at
baseline, 2, 4, and 6 hours after

clopidogrel administration .

Results:

The mean percent platelet
aggregations at baseline, 2,4, and
& hours after clopidagrel
ddministration  were: D52% £
7%, 930% £ FTW, 290% +
S.7%, and 87 0% £55% with 200
myg; and 95 323% £ 256%, S5.8% +
234%, 3|IWU £ 255%, and
MT% £ A% with 950 mg.
Comparisons bebueen groups at
2,4, and & hours were statistically
significant (p<0.05%. Similar results
e re obtained with light
transmission aggregometny
(Figure 17
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Conclusions:

In  long-term  survivors  of  heart
transplantation on oydosparine therapy,
clopidogrel 950 mg, but not 200 mg (or
presumably 75 mg), inhibits platelet
aggregation. When thienopyridine
therapy is required for patients taking
cyclosponne,  ficlopidine  should be
considered in place of dopidogrel
because of this drug-drug interaction.



