) NOVARTIS

2022 %°79R

,n/T1201 n/npin ,n/x9N

,A1 DIy

2'WONN 1752 NNV IDTY (I

Rydapt 25 mg capsules soft
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Acute myeloid leukaemia (AML) :

Rydapt is indicated in combination with standard induction and consolidation chemotherapy followed by single-
agent maintenance therapy for adults with newly diagnosed acute myeloid leukaemia (AML) who have an FLT3
mutation.

Advanced systemic mastocytosis (advanced SM) :

Rydapt is indicated for the treatment of adult patients with advanced systemic mastocytosis (advanced SM)
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4.4 Special warnings and precautions for use

abrvofoetal toxicity and breast-feeding

Pregnant women should be informed of the potential risk to a foetus; females of reproductive potential should be
advised to have a pregnancy test within 7 days prior to starting treatment with Rydapt and to use effective
contraception during treatment with Rydapt and for at least 4 months after stopping treatment. Wemen-using

Because of the potential for serious adverse reactions in breast-feeding infants from Rydapt, women should
discontinue breast-feeding during treatment with Rydapt and for at least 4 months after stopping treatment (see
section 4.6).

4.5 Interaction with other medicinal products and other forms of interaction

Effect of Rydapt on other medicinal products

Substrates of CYP enzymes

In healthy subjects, co-administration of a single dose of bupropion (CYP2B6 substrate) with multiple doses of
midostaurin (50 mg twice daily) at steady state decreased bupropion AUCis and AUC s by 48% and 49%
respectively and Cax by 55% compared to administration of bupropion alone. This indicates that midostaurin is
a mild inducer of CYP2B6. Medicinal products with a narrow therapeutic range that are substrates of CYP2B6
(e.g. bupropion or efavirenz) should be used with caution when administered concomitantly with midostaurin,
and may need dose adjustment to maintain optimal exposure.

Based on in-vitro data, midostaurin and its active metabolites, CGP52421 and CGP62221, are inhibitors of
CYP1A2 and CYP2E]1 and inducers of CYP1A2. Therefore, medicinal products with a narrow therapeutic range
that are substrates of CYP1A2 (e.g. tizanidine) and CYP2E1 (e.g. chlorzoxazone) should be used with caution
when administered concomitantly with midostaurin, and may need dose adjustment to maintain optimal

€Xposure.

Substrates of transporters

In healthy subjects, co-administration of a single dose of rosuvastatin (BCRP substrate) with a single dose of

midostaurin (100 mg) increased rosuvastatin AUCinr and AUC st by 37% and 48% respectively; Cmax was
approximately doubled (2.01 times) compared to administration of rosuvastatin alone. This indicates that
midostaurin has a mild inhibitory effect on BCRP substrates. Medicinal products with a narrow therapeutic
range that are substrates of the transporter BCRP (e.g. rosuvastatin or atorvastatin) should be used with caution
when administered concomitantly with midostaurin, and may need dose adjustment to maintain optimal

€Xposure.

Hormonal contraceptives

There was no clinically significant pharmacokinetic drug-drug interaction between multiple doses of
midostaurin (50 mg twice daily) at steady state and oral contraceptives containing ethinyl estradiol and
levonorgestrel in healthy women. Therefore it is not anticipated that the contraceptive reliability of this
combination will be compromised by co-administration of midostaurin.
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4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential should be informed that animal studies show midostaurin to be harmful to the
developing foetus. Sexually active women of childbearing potential are advised to have a pregnancy test within
7 days prior to starting treatment with Rydapt and that they should use effective contraception (methods that
result in less than 1% pregnancy rates) when usmg Rydapt and for at least 4 rnonths after stopplng treatment
w1thRydapt U g wIw au Ay e-the-effectiven :

5.2 Pharmacokinetic properties

In vitro evaluation of drug-drug interaction potential

Enzyme-druo-drieinteracti
EREYHe- gt U eractions

Cytock DASO Ihibiti

Based on in vitro data, midostaurin and its active metabolites, CGP52421 and CGP62221, are considered
inhibitors of CYP1A2 and CYP2E1 and inducers of CYP2B6 (induction mediated by CAR) and CYP1A2
(induction mediated by AhR).

In vitro experiments demonstrated that midostaurin, CGP52421 and CPG62221 can potentially inhibit BCRP
and BSEP. Simulations using physiologically-based pharmacokinetic (PBPK) models predicted that midostaurin
given at a dose of 50 mg or 100 mg twice daily at steady state is unlikely to cause clinically relevant inhibition
of OATPI1B.
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