n"ya 7RY DP'0aXNTD 1T

12133 .7.n ,9 v 'm

P Zer 46725 XY ,NIN'O NN
972-9-9700501 :opo 972-9-9700500 :7v

2024 hanxT
,N/T201 /NN ,n/x9N

RAPAMUNE® 1 MG TABLETS -| RAPAMUNE® SOLUTION 7w |>1¥%71 X917 0'a17va 12TV 2V WrTinY mixna

TN
Each mL of solution contains 1 mg of sirolimus.
Each Tablet contains 1mg of sirolimus.

s UThh)
Rapamune is indicated for the prophylaxis of organ rejection in adult patients at low to moderate
immunological risk receiving a renal transplant.
It is recommended that Rapamune be used initially in combination with cyclosporine
microemulsion and corticosteroids for 2 to 3 months. Rapamune may be continued as
maintenance therapy with corticosteroids only if cyclosporine can be progressively discontinued.
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4.2 Posology and method of administration
Posology

Therapeutic monitoring of the medicinal product and dose adjustment

Whole blood sirolimus levels should be closely monitored in the following populations:

(1) in patients with hepatic impairment

(2) when inducers or inhibitors of CYP3A4 and/or P-glycoprotein (P-gp) are concurrently administered and
after their discontinuation (see section 4.5) and/or

(3) if ciclosporin dosing is markedly reduced or discontinued, as these populations are most likely to have
special dosing requirements.

4.4 Special warnings and precautions for use

Cytochrome P450 isozymes and P-glycoprotein

Co-administration of sirolimus with strong inhibitors of CYP3A4 and/or the multidrug efflux pump
P-glycoprotein (P-gp) (such as ketoconazole, voriconazole, itraconazole, telithromycin or clarithromycin) may
increase sirolimus blood levels and is not recommended. e

Co-administration with strong inducers of CYP3A4 and/or P-gp (such as rifampin, rifabutin) is not
recommended.

If co-administration of inducers or inhibitors of CYP3A4 and/or P-gp cannot be avoided, it is recommended
that sirolimus whole blood trough concentrations and the clinical condition of the patient be monitored while
they are concurrently administered with sirolimus and after their discontinuation. Dose adjustments of
sirolimus may be required.

4.5 Interaction with other medicinal products and other forms of interaction

Cannabidiol (P-gp inhibitor)

There have been reports of increased blood levels of sirolimus during concomitant use with cannabidiol.
Co-administration of cannabidiol with another orally administered mTOR inhibitor in a healthy volunteer study
led to an increase in exposure to the mTOR inhibitor of approximately 2.5-fold for both Cmax and AUC, due to
inhibition of intestinal P-gp efflux by cannabidiol. Caution should be used when cannabidiol and Rapamune
are co-administered, closely monitoring for side effects. Monitor sirolimus blood levels and adjust the dose as
needed.
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