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Tibsovo in combination with azacitidine is indicated for the treatment of adult patients
with newly diagnosed acute myeloid leukaemia (AML) with an isocitrate
dehydrogenase-1 (IDH1) R132 mutation who are not eligible to receive standard
induction chemotherapy. Tibsovo monotherapy is indicated for the treatment of adult
patients with locally advanced or metastatic cholangiocarcinoma with an IDH1 R132
mutation who were previously treated by at least one prior line of systemic therapy.
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4.2 Posology and method of administration

Treatment should be initiated under the supervision of physicians experienced in the use of anti-cancer
medicinal products.

Before taking Tibsove, patients must have confirmation of an IDH1 R132 mutation using an
appropriate diagnostic test.

Posology

Acute myeloid Jeukaemin

The recommendad dose 13 500 mg fyosidenth (2 x 250 mg tablets) taken orally once daily on days 1-
28 of each cycle. Iyosidenib should be started on cSycle 1 dBav 1 in combination with azacitidine
at 75 mg/m? of body surface area, intravenously or subcutaneously, once daily on dBays 1-7 (or days
1-5 and 8-9) of each 28-day cycle. The first treatment cycle of azacitidine should be given at 100%
of the dose_ It is recommended that patients be treated for a minimum of 6 cycles.
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4.5 Interaction with other medicinal products and other forms of interaction

Effect of other medicinal products on tyozsidenib
Strong CYP344 inducers

Tyosidenth is a CYP3A4 substrate. Concomitant administration of strong CYP3A4 inducers (e.g.
carbamazepine, phenobarbital, phenytoin, rifampicin, St. John's wort (Hypericum perforatum)) 1s
expected to decreasze plasma concentrations of fyosidenib and 1s contraindicated during treatment with
Tibsovo (see section 4.3). Clinical studies evaluating the pharmacokinetics of fyosidenib in the
presence of a CYP3A4 inducer have not been conducted.

Maderate or strong CYP3A4 inhibitors

In healthy subjects, administration of a single dose of 250 mg 1yvosidenibh and 200 mg itraconazole
once daily for 18 days increased the 1ypsidenib AUC by 169% (90% CI: 145, 195) with no change in
Cuaz. Concomitant admimistration of moderate or strong CYP3A4 inhibitors increases plasma
concentrations of fyosidenib. This may increase the risk of QTc mterval prolongation and suitable
alternatives that are not moderate or strong CYP3A4 inhibitors should be considered whenever
possible during treatment with Tibsoyo. Patients should be treated with caution and closely monitored
for QTc interval prolongation if use of a surtable alternative 1s not possible. If use of moderate or
strong CYP3A4 mnhibitors cannot be avoided, the recommended dose of 1yosidenib should be reduced
to 250 mg once daily (see sections 4.2 and 4 4).

+ Moderate CYP3A4 inhibitors include: aprepitant, ciclosporin, diltiazem, erythromycin,

fluconarole, grapefrut and grapefmit juice, 1savuconazole. verapamil, atazanavir-

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents; 1socitrate dehydrogenase
(IDH) inhibitors. ether antineeplastic agents ATC code: HHSEIE2T.013XM02
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