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Dose adjustment with concomitant strong
CYP3A4 inhibitors or fluconazole

Avoid the concomitant use of Jakavi with
fluconazole doses of greater than 200
mg daily.

4.2 Posology
and method
of
administration

Infections

Hepatitis B viral load (HBV-DNA titre)
increases, with and without associated
elevations in alanine aminotransferase
and aspartate aminotransferase, have
been reported in patients with chronic
HBYV infections taking Jakavi. The effect
of Jakavi on viral replication in patients
with chronic HBV infection is unknown.
Patients with chronic HBV infection
should be treated and monitored
according to clinical guidelines

Non-Melanoma Skin Cancer

Non-melanoma skin cancers (NMSCs)
have been reported in patients treated with
ruxolitinib. Most of these patients had
histories of extended treatment with
hydroxyurea and prior NMSC or pre-
malignant skin lesions. A causal
relationship to ruxolitinib has not been
established. Periodic skin examination is
recommended for patients who are at
increased risk for skin cancer.

4.4 Special
warnings  and
precautions for
use

4.5 Interaction




Dual CYP2C9 and CYP3A4 inhibitors:

Avoid the concomitant use of Jakavi
with fluconazole doses of greater
than 200 mg daily.

with other
medicinal
products and
other forms of
interaction

Haematological adverse drug reactions (any
Common Terminology Criteria for Adverse
Events [CTCAE] grade) included anaemia
(82.4%), thrombocytopenia (69.8%) and
neutropenia (16.6%).

Anaemia, thrombocytopenia and
neutropenia are dose-related effects.

The three most frequent non-haematological
adverse drug reactions were bruising
(21.3%), dizziness

(15.3%) and headache (14.0%).

The three most frequent non-haematological
laboratory abnormalities were raised alanine
aminotransferase (27.2%), raised aspartate
aminotransferase (19. 9%) and
hypercholesterolaemia (16.9%). In phase 3
clinical studies in MF, neither CTCAE

grade 3 or 4 hypercholesterolaemia, raised
aspartate aminotransferase nor CTCAE
grade 4 raised alanine aminotransferase were
observed.

Long term safety: As expected with an
extended follow-up period .....

Haematological adverse drug reactions (any
Common Terminology Criteria for Adverse
Events [CTCAE)] grade) included anaemia
(82.4%), thrombocytopenia (69.8%) and
neutropenia (15.6%).

Anaemia, thrombocytopenia and neutropenia
are dose-related effects.

The three most frequent non-haematological
adverse drug reactions were bruising
(21.3%), dizziness

(15.0%) and headache (13.9%).

The three most frequent non-haematological
laboratory abnormalities were raised alanine
aminotransferase (26.9%), raised aspartate
aminotransferase (19.3%) and
hypercholesterolaemia (16.6%).

As expected with an extended follow-up

4.8 Undesirable
effects

Anaemia

In the randomised period of the pivotal
studies, anaemia was less frequent in
PV patients than in MF patients (43.6%
versus 82.4%). In the PV population,
the CTCAE grade 3 and 4 events were
reported in 1.8%, while in the MF
patients the frequency was 42.56%.

Anaemia

4.8 Undesirable
effects

Thrombocytopenia

In the randomised period of the pivotal
studies, the rate of patients experiencing
thrombocytopenia was lower in PV
(24.5%) patients compared to MF 69.8%
patients. The frequency of severe (i.e.

Thrombocytopenia

4.8 Undesirable
effects




CTCAE grade 3 and 4)
thrombocytopenia was lower in PV
(5.5%) than in MF (11.6%) patients.

Infections

In phase 3 clinical studies sepsis was
reported in 3.0% of patients. An extended
follow-up of patients treated with
ruxolitinib showed no trends towards an
increase in the rate of sepsis over time.

Infections

4.8 Undesirable
effects
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