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Each capsule contains cariprazine 1.5, 3, 4.5, or 6 mg respectively.

NNYIRN NIMINN

e For the treatment of schizophrenia in adult patients.

e Acute treatment of manic or mixed episodes associated with bipolar | disorder in adult.

e Treatment of depressive episodes associated with bipolar | disorder (bipolar
depression) in adults.
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4.3 Contraindications

Concomitant administration of strong er-mederate CYP3A4 inhibitors.

4.4 Special warnings and precautions for use

Concomitant treatment with moderate CYP3A4 inhibitors

Co-administration of cariprazine with moderate inhibitors of CYP3A4 may lead to increased total
cariprazine exposure. Monitoring of the individual response and tolerability is recommended and, if
needed, the cariprazine dose should be (temporarily) reduced to account for the potential increase in
exposure (see section 4.5).



4.5 Interaction with other medicinal products and other forms of interaction

CYP3A4 inhibitors

Due to the long half-life of the active moieties of cariprazine a further increase in plasma exposure of
total cariprazine can be expected during longer co-administration. Therefore, co-administration of
cariprazine with strong er—mederate CYP3A4 inhibitors (e.g. boceprevir, clarithromycin, cobicistat,
indinavir, itraconazole, ketoconazole, nefazodone, nelfinavir, posaconazole, ritonavir, saquinavir,

telaprevir, telithromycin, voriconazole;—ditiazem,—erythromyein,—fluconazole,—verapamil) s

contraindicated (see section 4.3).

Erythromycin (500 mg twice daily), a moderate CYP3A4 inhibitor, caused on average a 1.4-fold (range
1.03-2.32-fold) increase in plasma exposure of total cariprazine after 3 weeks of co-administration.
Therefore, during a period of co-administration of cariprazine with a moderate CYP3A4 inhibitor (e.g.,
erythromycin, fluconazole, diltiazem, verapamil), monitoring of the individual response and tolerability
is recommended and, if needed, the cariprazine dose should be (temporarily) reduced to account for the
potential increase in exposure. Because of the long half-life of cariprazine and its active metabolites,
starting or stopping a treatment with a moderate CYP3A4 inhibitor or changing the dose will not be
fully reflected in plasma drug levels until after several weeks. Patients should be monitored for adverse
reactions and treatment response for several weeks after initiating or stopping an interacting drug or
after each cariprazine dose change.
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