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Monitoring recommendations and dose Monitoring recommendations and dose . . .
X X administration

adjustments adjustments

Increases in blood glucose levels have been

reported with Tasigna therapy (see Section 6

Warnings and precautions). Blood glucose

levels should be assessed prior to initiating

Tasigna therapy and as clinically indicated

during treatment.
6. Warnings
and

The presence of hypokalemia and precautions

hypomagnesemia may place patients at risk of

developing QT prolongation (see section 4

Dosage and administration).
6. Warnings
and
precautions

Cardiovascular events

Cardiovascular events were reported in a
randomized, Phase III nilotinib trial in newly
diagnosed CML patients and observed in the
post-marketing reports. With a median time
on therapy of 48 months in the clinical trial,
Grade 3 / 4 cases of cardiovascular events
included peripheral arterial occlusive disease
(1.1% and 0.4% at 300 mg and 400 mg twice
a day respectively), ischemic heart disease
(2.2% and 3.2% at 300 mg and 400 mg twice
a day respectively) and  ischemic
cerebrovascular events (0.7% and 1.4% at 300
mg and 400 mg twice a day respectively). If
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acute signs or symptoms of cardiovascular
events occur, advise patients to seek
immediate  medical attention. The
cardiovascular status of patients should be
evaluated and the cardiovascular risk factors
should be monitored and actively managed
during TASIGNA therapy according to
standard guidelines (see section 4 Dosage and
administration, Non-hematological toxicities).

Laboratory tests and monitoring

Blood glucose

In a Phase III study in newly diagnosed CML
patients, 5.8% of the patients treated with 400
mg nilotinib twice a day had a Grade 3/4
elevation in blood glucose; and 6.5% of the
patients treated with 300 mg nilotinib twice a
day had a Grade 3/4 elevation in blood
glucose. It is recommended that the glucose
levels should be assessed before initiating
treatment with Tasigna and monitored during
treatment as clinically indicated (see section 4
Dosage and administration). If test results
warrant therapy, physicians should follow
their local standards of practice and treatment
guidelines.

Laboratory tests and monitoring

6. Warnings
and
precautions
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Nervous System Disorders: Common:
dizziness, peripheral neuropathy, hypoesthesia
paraesthesia. Uncommon: intracranial
hemorrhage, migraine, loss of consciousness
(including syncope), tremor, disturbance in
attention, hyperaesthesia. Unknown frequency:
transient ischemic attack, brain edema, optic
neuritis, lethargy, dysesthesia, restless legs
syndrome.

Nervous System Disorders: Common:
dizziness, peripheral neuropathy, hypoesthesia
paraesthesia. Uncommon: intracranial
hemorrhage, migraine, loss of consciousness
(including syncope), tremor, disturbance in
attention, hyperaesthesia. Unknown frequency:
brain edema, optic neuritis, lethargy,
dysesthesia, restless legs syndrome.

7. Adverse
drug reactions

Vascular Disorders: Common: hypertension,
flushing. Uncommon: hypertensive crisis,

peripheral  arterial  occlusive  disease,
intermittent claudication, arterial stenosis
limb, hematoma, arteriosclerosis. Unknown

frequency: shock hemorrhagic, hypotension,
thrombosis.

Vascular Disorders: Common: hypertension,
flushing. Uncommon: hypertensive crisis,
peripheral  arterial  occlusive  disease,
hematoma, arteriosclerosis. Unknown
frequency: shock hemorrhagic, hypotension,
thrombosis.

7. Adverse
drug reactions

Table 7-2 Grade 3/4 Laboratory

Abnormalities

2 11H01 NN

Table 3 Grade 3/4 Laboratory

Abnormalities

1 11501 X"

7. Adverse
drug reactions

Drugs that may have their systemic
concentration altered by nilotinib

Concomitant treatment with cholesterol
lowering agents (e.g. statins), which are
metabolized via the CYP3A4 pathway, should
be administered with caution since systemic
exposure may increase (see section 6
Warnings and precautions).

Drugs that may have their systemic
concentration altered by nilotinib

8. Interactions

Women of childbearing potential

Women of childbearing potential must be
advised to use highly effective method of
contraception while receiving TASIGNA and
for 2 full weeks after ending treatment.

Women of childbearing potential

Women of childbearing potential must be
advised to use highly effective contraception
during treatment with TASIGNA.

9. Women of
child-bearing
potential,
pregnancy ,
breast-feeding
and fertility
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Table 3 Grade 3/4 Laboratory Abnormalities
Newly diagnosed Ph+ CML-CP Resistant or intolerant
Ph+
TASIGNA TASIGNA IMATINIB | CML-CP | CML-AP
300 mg 400 mg 400 mg N=321 N=137
twice daily  twice daily  once daily
N=279 N=277 N =280
Haematologic
Parameters
Myelosuppression
-Neutropenia 12% 11% 21% 31% 42%
-Thrombocytopenia 10% 12% 9% 30% 42%
-Anaemia 4% 5% 6% 11% 27%
Biochemistry
Parameters
-Elevated creatinine 0% 0% <1% 1% <1%
-Elevated lipase 9% 9% 4% 18% 18%
-Elevated SGOT 1% 3% 1% o o
(AST) 3% 2%
-Elevated SGPT 4% 9% 3% o o
(ALT) 4% 4%
-Hypophosphataemia 7% 9% 10% 17% 15%
-Elevated Bilirubin 4% 9% <1% 79, 9%
(total)
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Table 7-2 Grade 3/4 Laboratory Abnormalities
Newly diagnosed Ph+ CML-CP Resistant or intolerant
Ph+
TASIGNA TASIGNA IMATINIB | CML-CP | CML-AP
300 mg 400 mg 400 mg N=321 N=137
twice daily  twice daily  once daily
N=279 N=277 N =280
Hematologic
Parameters
Myelosuppression
-Neutropenia 12% 11% 21% 31% 42%
Thrombocytopenia 10% 12% 9% 30% 42%
-Anemia 4% 5% 6% 11% 27%
Biochemistry
Parameters
-Elevated
creatinine 0% 0% <1% 1% <1%
-Elevated lipase 9% 9% 4% 18% 18%
-Elevated SGOT
(AST) 1% 3% 1% 3% 2%
-Elevated SGPT
(ALT) 4% 9% 3% 4% 4%
Hypophosphataemia 7% 9% 10% 17% 15%
-Elevated
Bilirubin (total) 4% 9% <1% 7% 9%
-Elevated glucose 7% 6% <1% 12% 6%
-Elevated
Cholesterol (total) 0% 1% 0% o i

Percentages with one decimal precision are used and rounded to integer for presentation in

this table.

* parameter not collected
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