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Treatment of adult patients with:

* Newly diagnosed Philadelphia chromosome positive (Ph+) chronic myelogenous leukaemia
(CML) in the chronic phase.

* Chronic, accelerated or blast phase CML with resistance or intolerance to prior therapy
including imatinib mesilate.

* Ph+ acute lymphoblastic leukaemia (ALL) and lymphoid blast CML with resistance or
intolerance to prior therapy.
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4.2 Posology and method of administration

Method of administration

SPRYCEL must be administered orally.

The film-coated tablets must not be crushed, er-cut or chewed in order to minimize maintain dosing
consistency and minimise the risk of dermal exposure; they must be swallowed whole. Fhey Film
coated tablets should not be dispersed as the exposure in patients receiving a dispersed tablet is lower
than in those swallowing a whole tablet. SPRYCEL can be taken with or without a meal and should
be taken consistently either in the morning or in the evening.

4.4 Special warnings and precautions for use

Fluid retention

In clinical studies in patients with advanced phase CML or Ph+ ALL receiving SPRYCEL at the
recommended dose (n=304), grade 3 or 4 fluid retention was reported in 8% of patients, including grade
3 or 4 pleural and pericardial effusion reported in 7% and 1% of patients, respectively.

4.8 Undesirable effects

Summary of the safety profile

The data described below reflect the exposure to SPRYCEL at all doses tested in clinical studies ##

(N=2,712) patientsin-echnieal-studies, including 324 patients with newly diagnosed chronic phase

CML and 2,388 patients with imatinib resistant or intolerant chronic or advanced phase CML or

Ph+ ALL. Fhemedian-duration-of-therapyin In the 2,712 SPRYCEL+reated patients with either

chronic phase CML, advanced phase CML or Ph+ ALL, the median duration of therapy was

19.2 months (range 0—to 93.2 months).

In the-phaseHH-stady a randomized trial in patients with newly diagnosed chronic phase CML with-a

mm&ma—mo%—yearsof—fol—low—up the medlan duratlon of therapy was approx1mately 60 months fer
months)an ; aths). The median

duratlon of therapy in 1 618 patlents w1th aH chromc phase CML was 29 months (range 0- to

92.9 months). ¥ The median duration of therapy in 1,094 patients with advanced-phase CML or Ph+

ALL th%medianﬂm&tteiwf—treatmem—feppa&ems was 6.2 months (range 0-to 932 93.2 months)

The majority of SPRYCEL-treated patients experienced adverse reactions at some time. In the overall
population of 2,712 SPRYCEL treated patients subjects, 520 (19%) experienced adverse reactions

leading to treatment discontinuation. Mestreactions-were-of mild-to-moderate-grade:
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Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product.
Any suspected adverse events should be reported to the Ministry of Health according to the National

https://sideeffects.health.gov.il/

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Paediatric population
Safety and efficacy of dasatinib have not yet been studied established in paediatric patients.

5.2 Pharmacokinetic properties

Absorption

Data from healthy subjects administered a single, 100 mg dose of dasatinib 30 minutes following a
high-fat meal indicated a 14% increase in the mean AUC of dasatinib. A low-fat meal 30 minutes prior
to dasatinib resulted in a 21% increase in the mean AUC of dasatinib. The observed food effects do
not represent clinically relevant changes in exposure. Dasatinib exposure variability is higher under
fasted conditions (47% CV) compared to light-fat meal (39% CV) and high-fat meal (32% CV)
conditions.

Based on the patient population PK analysis, variability in dasatinib exposure was estimated to be
mainly due to inter-occasion variability in bioavailability (44% CV) and, to a lesser extent, due to
inter-individual variability in bioavailability and inter-individual variability in clearance (30% and
32% CV, respectively). The random inter-occasion variability in exposure is not expected to affect the
cumulative exposure and efficacy or safety.

3
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https://sideeffects.health.gov.il/
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