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Development of the blood concentration measurement system and implementation of
therapeutic drug monitoring (TDM) of a novel drug for treatment of pulmonary
hypertension.
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We developed the blood concentration measurement system of a novel drug for
treatment of pulmonary hypertension, selexipag for implementation of therapeutic drug monitoring
(TDM). Non-adhealance could be detected by selexipag TDM in one patient in clinical setting. In
addition, we also conducted a clinical drug-drug interaction study between selexipag and clopidogrel

in healthy voluntters, and showed that concomitant administration of clopidogrel with selexipag
significantly increased AUCO-co of MRE-269 ACT-333679 by 2.2-fold. When selexipag was administered
1 day after clopidogrel was discontinued, inhibitory effect of clopidogrel on CYP2C8 was reduced.
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W “Concomitant administration of UPTRAVI with clopidogrel, a moderate inhibitor of
CYP2C8, had no relevant effect on the exposure to selexipag and increased the exposure
to the active metabolite by approximately 2.7-fold [see Clinical Pharmacology (12.3)].
Reduce the dosing of UPTRAVI to once daily in patients on a moderate CYP2C8 inhibitor
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