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— 4.8 Undesirable
Table 5 Table 5 effects
Adverse reactions reported in the integrated Adverse reactions occurring in the two
safety population of trametinib in combination | randomised phase Il combination studies
with dabrafenib (n=641) MEK115306 (n = 209) and MEK116513°
...... (n =350)
Immune system disorders: Immune system disorders:
Uncommon Hypersensitivity© Uncommon Drug hypersensitivity

“Includes drug hypersensitivity

Vascular disorders
Common: Lymphoedema®

Vascular disorders
Uncommon: Lymphoedema

Respiratory, thoracic and mediastinal
disorders
Common: Pneumonitis

Respiratory, thoracic and mediastinal
disorders
Uncommon: Pneumonitis

Skin and subcutaneous disorders
Very Common: Erythema

Skin and subcutaneous disorders
Common: Erythema

Musculoskeletal and connective tissue
disorders:
Very common: Muscle spasms

Musculoskeletal and connective tissue
disorders:
Common: Muscle spasms

Renal and urinary disorders

Renal and urinary disorders
Common: Renal failure

Uncommon: Renal failure




Description of selected adverse reactions

LVEF reduction/Left ventricular dysfunction

Trametinib has been reported to decrease LVEF
when used as monotherapy or in combination
with dabrafenib. In clinical trials, the median
time to first occurrence of left ventricular
dysfunction, cardiac failure and LVEF decrease
was between 2 to 5 months. In the integrated
safety population of trametinib in combination
with dabrafenib, decreased LVEF has been
reported in 8% (54/641) of patients with most
cases being asymptomatic and reversible.
Patients with LVEF lower than the institutional
lower limit of normal were not included in
clinical trials with trametinib. Trametinib
should be used with caution in patients with
conditions that could impair left ventricular
function (see sections 4.2 and 4.4).

Description of selected adverse reactions

LVEF reduction/Left ventricular dysfunction

Trametinib has been reported to decrease
LVEF when used as monotherapy or in
combination with dabrafenib. In clinical
trials, the median time to first occurrence of
left ventricular dysfunction, cardiac failure
and LVEF decrease was between 2 to

5 months. In 2 phase lll clinical trials
decreased LVEF has been reported in 6 to 8%
of patients treated with trametinib in
combination with dabrafenib. with most
cases being asymptomatic and reversible.
Patients with LVEF lower than the
institutional lower limit of normal were not
included in clinical trials with trametinib.
Trametinib should be used with caution in
patients with conditions that could impair
left ventricular function (see sections 4.2 and
4.4).

4.8 Undesirable
effects
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