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Certican® Tablets 0.25mg, 0.5mg, 0.75mg _N1"%20V 1P VD NTIN
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Kidney and heart transplantation
Certican® is indicated for the prophylaxis of organ rejection in adult patients at low to moderate immunological
risk receiving an allogeneic renal or cardiac transplant. In kidney and heart transplantation, Certican should
be used in combination with ciclosporin for microemulsion and corticosteroids.

Liver transplantation
Certican® is indicated for the prophylaxis of organ rejection in adult patients receiving a hepatic transplant. In
liver transplantation, Certican should be used in combination with tacrolimus and corticosteroids.
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4.4 Special warnings and precautions for use

Interaction with strong inhibitors or inducers of CYP3A4 and/or P-glycoprotein (PgP)

Co-administration with strong inhibitors of CYP3A4 and/or the multidrug efflux pump P-glycoprotein
(PgP) (e.g. ketoconazole, itraconazole, voriconazole, clarithromycin, telithromycin, ritonavir) may increase
everolimus blood levels and is not recommended unless the benefit outweighs the risk.
Coadministration with strong inducers of CYP3A4 and/or PgP (e.g. rifampicin, rifabutin, carbamazepine,
phenytoin) is not recommended unless the benefit outweighs the risk.

If coadministration of inducers or inhibitors of CYP3A4 and/or PgP cannot be avoided, it is
recommended that everolimus whole blood trough concentrations and the clinical condition of the patient
be monitored while they whenever-inducers-or-inhibitors-of-CYP3A4 are concurrently administered with
everolimus and after their discontinuation. Dose adjustments of everolimus may be required (see section
4.5).

4.5 Interaction with other medicinal products and other forms of interaction

Moderate CYP3A4/PgP inhibitors

Erythromycin AUC 14.4-fold (range 2.0-12.6) Everolimus whole blood
Cmax 12.0-fold (range 0.9-3.5) trough concentrations should

Imatinib AUC 13.7-fold be monitored whenever
Cmax 12.2-fold inhibitors of CYP3A4/PgP

Verapamil AUC 13.5-fold (range 2.2-6.3) are concurrently administered

and after their

Cmax 12.3-fold (rangel.3-3.8) discontinuation

AUC 12.7-fold (range 1.5-4.7)
Cmax 11.8-fold (range 1.3-2.6)

Ciclosporin oral
Use caution when co-

Cannabidiol AUC 1 2.5-fold administration of moderate
(P-gp inhibitor) Cmax 1 2.5-fold CYP3A4 inhibitors or PgP
Fluconazole Not studied. Increased exposure expected. inhibitors cannot be avoided.
D%ltial‘f“." Closely monitor for side
Nicardipine effects and adjust the
Dronedarone Not studied. Increased exposure expected. everolimus dose as needed
Amprenavir, Not studied. Increased exposure expected. (see sections 4.2 and 4.4).
Fosamprenavir

Grapefruit juice or other

food affecting CYP3A4/PgP

Not studied. Increased exposure expected (the

effect varies widely).

Combination should be
avoided.
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