) NOVARTIS
2023 yan
,n/T201 n/nn ,n/T201 a/NoN
,A1 DIty
2'YONnn 217Ya NNtV ADTY D pTan

Jakavi 5/10/15/20 mg
a"n 5/10/15/20 'anp'a

[27X71 x9N D117V 1TV 7V YrTING Nwpan n"ya YR 0'01an NNan
.Jakavi 5/10/15/20 mg n"'wonin v

.NLN VIIBND 1'WONY |11 0YUnN "'V 1A IDTYN

["V7 W' X' vy .T1a%2 'mintua yTnYi imn 10wn 'Yy (1T DNNNNn DITYA 009N IT AYTIina
A'WONn A

7V2% N1O "T-7Y 0'O9TIN D7ARY N1, NINNAN TIWN MNRAY NIDINNN 1AXN2 DI0NY7 IN7wW1 D1172Vn
:DIYN

1"y 7w oroNan
21X N ,7126 7.1 ,6 YIRN NXIN

LANRNNA AXIN IR 'NNN 17 DY DITX VAXA NINIoN Ni'nni Nisoin

:X9N"7 17ya padTYN
D217V 11N 0WNT7 DNIYRD DMRWYN DTN 707 ,2023 ARNa9a pTIY

4.2 Posology and method of administration

Posology

Starting dose
The recommended starting dose of Jakavi in myelofibrosis (MF) is based on platelet counts (see Table 1):

Table 1  Starting doses in myelofibrosis

Platelet count Starting dose

Greater than 200,000/mm’ 20 mg orally twice daily
100,000 to 200,000/mm’ 15 mg orally twice daily
75,000 to less than 100,000/mm’ 10 mg orally twice daily
50,000 to less than 75,000/mm’ 5 mg orally twice daily

. The recommended starting dose of Jakavi in Polycythemia Vera (PV) is 10 mg given orally twice
daily.

The recommended starting dose of Jakavi in acute and chronic graft versus host disease (GvHD) is 10 mg
given orally twice daily. Jakavi can be added to the continued use of corticosteroids and/or calcineurin
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inhibitors (CNIs).

Dose modifications
Doses may be titrated based on efficacy and safety.

Mpyelofibrosis and polycythaemia vera

If efficacy is considered insufficient and blood counts are adequate, doses may be increased by a maximum
of 5 mg twice daily, up to the maximum dose of 25 mg twice daily.

The starting dose should not be increased within the first four weeks of treatment and thereafter no more
frequently than at 2-week intervals.

Treatment should be discontinued for platelet counts less than 50,000/mm* or absolute neutrophil counts less
than 500/mm®. In PV, treatment should also be interrupted when haemoglobin is below 8 g/dl. After recovery
of blood counts above these levels, dosing may be re-started at 5 mg twice daily and gradually increased
based on careful monitoring of complete blood cell count, including a white blood cell count differential.

Dose reductions should be considered if the platelet count decreases during treatment as outlined in
Table 2, with the goal of avoiding dose interruptions for thrombocytopenia.

Table 2 Dosing recommendation for thrombocytopenia

Dose at time of platelet decline

25 mg 20 mg 15 mg 10 mg 5mg
twice daily | twice daily | twice daily | twice daily | twice daily
Platelet count New dose
100,000 to <125.000/mm’ 20_mg . 15_mg . No change | No change | No change
twice daily | twice daily
75.000 to <100,000/mm* I()_mg . I()_mg . I()_mg . No change | No change
twice daily | twice daily | twice daily
3 Smg Smg Smg Smg
20.000 to <75.000/mm twice daily | twice daily | twice daily | twice daily No change
Less than 50,000/mm’ Hold Hold Hold Hold Hold

In PV, dose reductions should also be considered if haemoglobin decreases below 12 g/dl and is

recommended if it decreases below 10 g/dl.

5.1 Pharmacodynamic properties

Myelofibrosis

Two randomised phase 3 studies (COMFORT-I and COMFORT-II) were conducted in patients
with MF (primary MF, post-polycythaemia vera MF or post-essential thrombocythaemia MF). In
both studies, patients had palpable splenomegaly at least 5 cm below the costal margin and risk
category of intermediate-2 or high risk based on the International Working Group (IWG)
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Consensus Criteria. The starting dose of Jakavi was based on platelet count. Patients with platelet
counts <100,000/mm? were not eligible for enrolment in COMFORT studies but 69 patients were
enrolled in the EXPAND study, a Phase Ib, open label, dose-finding study in patients with MF
(primary MF. post-polycythaemia vera MF or post-essential thrombocythaemia MF) and baseline
platelet counts >50,000 and <100,000/mm”.
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