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4.4 Special warnings and precautions for use

Lipid abnormalities/elevations

Treatment with Jakavi has been associated with increases in lipid parameters including total cholesterol,
high-density lipoprotein (HDL) cholesterol, low-density lipoprotein (LDL) cholesterol, and triglycerides.
Lipid monitoring and treatment of dyslipidaemia according to clinical guidelines is recommended.

Major adverse cardiac events (MACE)

In a large randomised active-controlled study of tofacitinib (another JAK inhibitor) in rheumatoid arthritis
patients 50 years of age and older with at least one additional cardiovascular risk factor, a higher rate of
MACE, defined as cardiovascular death, non-fatal myocardial infarction (MI) and non-fatal stroke, was
observed with tofacitinib compared to tumour necrosis factor (INF) inhibitors.

MACE have been reported in patients receiving Jakavi. Prior to initiating or continuing therapy with Jakavi,
the benefits and risks for the individual patient should be considered particularly in patients 65 years of age
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and older, patients who are current or past long-time smokers, and patients with a history of atherosclerotic
cardiovascular disease or other cardiovascular risk factors.

Thrombosis

In a large randomised active-controlled study of tofacitinib (another JAK inhibitor) in rheumatoid arthritis
patients 50 years of age and older with at least one additional cardiovascular risk factor, a dose dependent
higher rate of venous thromboembolic events (VTE) including deep venous thrombosis (DVT) and
pulmonary embolism (PE) was observed with tofacitinib compared to TNF inhibitors.

Events of deep venous thrombosis (DVT) and pulmonary embolism (PE) have been reported in patients
receiving Jakavi. In patients with MF and PV treated with Jakavi in clinical studies, the rates of
thromboembolic events were similar in Jakavi and control-treated patients.

Prior to initiating or continuing therapy with Jakavi, the benefits and risks for the individual patient should
be considered, particularly in patients with cardiovascular risk factors (see also section 4.4 “Major adverse
cardiovascular events (MACE)”).

Patients with symptoms of thrombosis should be promptly evaluated and treated appropriately.

Second primary malignancies

In a large randomised active-controlled study of tofacitinib (another JAK inhibitor) in rheumatoid arthritis
patients 50 years of age and older with at least one additional cardiovascular risk factor, a higher rate of
malignancies, particularly lung cancer, lymphoma, and non-melanoma skin cancer (NMSC) was observed
with tofacitinib compared to TNF inhibitors.

Lymphoma and other malignancies have been reported in patients receiving JAK inhibitors. including
Jakavi.

Non-melanoma skin cancers (NMSCs), including basal cell, squamous cell, and Merkel cell carcinoma, have
been reported in patients treated with ruxolitinib. Most of the MF and PV patients had histories of extended
treatment with hydroxyurea and prior NMSC or pre-malignant skin lesions. Periodic skin examination is
recommended for patients who are at increased risk for skin cancer.
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