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Onbrez Breezhaler 150mcq and Onbrez Breezhaler 300mcgq, inhalation powder hard capsules :jimn

N9'RWY npax 7w nivj nioind , 2”300 1702 Nt A"pn150 Aara Maax

NNAN NTINNY 7RY 0mivn |I'T12 D"Y'YDNN

Maintenance of bronchodilator treatment of airflow obstruction in adult patients with chronic obstructive
pulmonary disease (COPD).

Indacaterol (as maleate) 150mcg or 300mcg :'7'von 2> nn
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4.4 Special warnings and precautions for use

Cardiovascular effects

Like other beta,-adrenergic agonists, indacaterol may produce a clinically significant cardiovascular effect in
some patients as measured by increases in pulse rate, blood pressure, and/or symptoms. In case such effects
occur, treatment may need to be discontinued. In addition, beta-adrenergic agonists have been reported to
produce electrocardiogram (ECG) changes, such as flattening of the T wave, prolongation of QT interval, and
ST segment depression, although the clinical significance of these observations is unknown. Therefore, long-
acting beta,-adrenergic agonists (LABA) or LABA containing products such as Onbrez Breezhaler should be
used with caution in patients with known or suspected prolongation of the QT interval or treated with medicinal
products affecting the QT interval.

5.1 Pharmacodynamic properties
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Effects on cardiac electrophysiology

A double-blind, placebo- and active (moxifloxacin)-controlled study for 2 weeks in 404 healthy volunteers
demonstrated maximum mean (90% confidence intervals) prolongations of the QT.F interval (in
milliseconds) of 2.66 (0.55, 4.77) 2.98 (1.02, 4.93) and 3.34 (0.86, 5.82) following multiple doses of

150 mlcrogram 300 mlcrogram and 600 mlcrogram respectlvely—"Pherefef%%s—shews—ne%eﬂeem—fer—a

th&mm&mmﬂ—reeemmeﬂded—des&There was no ev1dence of a concentratlon delta QTC relatlonshlp n the
range of doses evaluated.

As demonstrated in 605 patients with COPD in a 26-week, double-blind, placebo-controlled Phase I1I study,
there was no clinically relevant difference in the development of arrhythmic events monitored over 24 hours,
at baseline and up to 3 times during the 26-week treatment period, between patients receiving recommended
doses of Onbrez Breezhaler treatment and those patients who received placebo or treatment with tiotropium.
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