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ceen e 4.5 Interaction
Drugs-known to-prolong O c-interval Drugs known to prolong QTc interval ‘r""]';zlg:::{
Mﬂbre—B#ee%hale#as—m%h—e%he#beta%- Ultlb_ro Breezhaler, as W_I'[I_‘l other bgtaz- products and
agonists,—should—be—administered—with | agonists, should be administered with other forms of
extreme-caution-to-patients-being-treated | extreme caution to patients being treated interaction
with—moneoamine—oxidase—inhibitors; | with monoamine oxidase inhibitors,
trieyehec—antidepressants—or—other—drugs | tricyclic antidepressants, or other drugs
knewn—to—prelong—the—QTe—interval | known to prolong the QTc interval because
because-the-action-of-adrenergic-agenists | the action of adrenergic agonists on the
on—the—cardiovaseular—system—may—be | cardiovascular system may be potentiated
potentiated-bythese—agents—Drugs—that | by these agents. Drugs that are known to
are—known-to—prolong—the-QTFe-interval | prolong the QTc interval may have an
may-have-an-thereased-risk-of-ventricular | increased risk of ventricular arrhythmias
arrhythmias—{see—section—4-4—Special | (see section 4.4 Special warnings and

precautions for use).




The presentation of the safety profile is
based on the experience with Ultibro
Breezhaler and the individual
components.

Summary of the safety profile

The safety experience with Ultibro
Breezhaler was comprised of exposure of
up to 15 months at the recommended
therapeutic dose.

Ultibro Breezhaler showed similar
adverse reactions to the individual
components. As it contains indacaterol
and glycopyrronium, the type and
severity of adverse reactions associated
with each of these components may be
expected in the combination.

The safety profile is characterised by
typical anticholinergic and
beta-adrenergic symptoms related to the
individual components of the
combination. Other most common
adverse reactions related to the product
(reportedin at least 3% of patients for
Ultibro Breezhaler and also greater than
placebo) were cough, nasopharyngitis

irritation} headache.

Tabulated summary of adverse reactions

The presentation of the safety profile is
based on the experience with Ultibro
Breezhaler and the individual components.

Summary of the safety profile

The safety experience with Ultibro
Breezhaler was comprised of exposure of
up to 15 months at the recommended
therapeutic dose.

Ultibro Breezhaler showed similar adverse
reactions to the individual components. As
it contains indacaterol and glycopyrronium,
the type and severity of adverse reactions
associated with each of these components
may be expected in the combination.

The safety profile is characterised by
typical anticholinergic and beta-adrenergic
symptoms related to the individual
components of the combination. Other most
common adverse reactions related to the
product (reported in at least 3% of patients
for Ultibro Breezhaler and also greater than
placebo) were cough and oropharyngeal
pain (including throat irritation).

Tabulated summary of adverse reactions

Adverse reactions detected reported
during clinical trials and from post-
marketing sources the-first six-months-of

twe-peeled-pivetal-Phase-Hi-trials-of-6

od 2 menthsdumten-fesre Bmenth
safety-database} are listed by MedDRA
system organ class (Table 1). Within

each system organ class, the adverse
reactions are ranked by frequency, with
the most frequent reactions first. Within
each frequency grouping, adverse
reactions are presented in order of
decreasing seriousness. In addition, the
corresponding frequency category for
each adverse reaction is based on the
following convention: very common
(>1/10); common (>1/100 to <1/10);
uncommon (>1/1,000 to <1/100); rare
(>1/10,000, <1/1,000); very rare
(<1/10,000); not known (cannot be
estimated from the available data).

Adverse reactions reported during the first
six months of two pooled pivotal Phase 11
trials of 6 and 12 months duration (core 6-
month safety database) are listed by
MedDRA system organ class. Within each
system organ class, the adverse reactions
are ranked by frequency, with the most
frequent reactions first. Within each
frequency grouping, adverse reactions are
presented in order of decreasing
seriousness. In addition, the corresponding
frequency category for each adverse
reaction is based on the following
convention: very common (>1/10);
common (=>1/100 to <1/10); uncommon
(>1/1,000 to <1/100); rare (=>1/10,000,
<1/1,000); very rare (<1/10,000); not
known (cannot be estimated from the
available data).

4.8
Undesirable
effects




Table 1 Adverse reactions reperted-in
the-core 6-month-safety-database

Adverse reactions

Frequency catesory

Infections and infestations

Upper respinatory tact nfetion®
Nistpharngs

Unnary et ifeion?

Sinust’

Rints*

Iinmune system disnders
Hyperensivity

Angioema’

Metabolism and nuriton disorders

Very common
Common
Common
Common
Common

DacommenCommon
Uncommon

Hyperelycaemia and diabets mellis Bigbetesmeltsand EneommaaCommon
Psychiatic disorders

Insomniz® Uncommon
Nervous system disordens

Dizzigss* Common
Headache® Conmmon
Pasesthesi Eeomoeare
Eye disorders

oo Uncommon
Candiae disonders

Ichaemic bt e Uncommon
Al Sl Uncommon
Tachyeadi Uncommon
A Uncommon
Respiratory, thoracc and mediastnaldisnders

Cong Conmon
Oropharyeal pa neluing ot o Common
Pardoxia ronchospas Uncommon
Do Uommon
Episti Uncommon
(rstuontestinal disorders

Dysepsic Common
Detel caris Common

Table 1 Adverse reactions reported
in the core 6-month safety

database
Adverse reactions Frequency category
Infections and infestations
Upper espiatorytract necton® Very common
Nasopharyngts Common
Utinary tratnfecton’ Common
Simts* Common
Rhints Common
Tmmune system disordes
Hypersenstvty Uneommon
Metaholism and nufvition disorders
Diabetes mellits and hypergivcaemie Uneommon
Psychiatric disorders
Insomng? Uncommon
Nervous system disorders
Dizzinss’ Common
Headache” Common
Panagsthesiy Uncommon
Eye disorders
Glaveoms' Uncommon
Cardiac disorders
Ischaemic Beart diense Uncommon
AfralSbrlaion? Uncommon
Tachyeardia Uncommon
Pilptaions Uncommon
Respiratory, thoracic and medastinal disorders
Coughe Common
Otopheryngeal e ncuding throt ot Common
Paradosicalbronchospsny’ Unconmon
Epistas Uncommen
Gastrointestnal disorders
Dyspepsie Conmon
Dental cris Common




Gastroenterts

Dry moud

Skin and subcutaneous issue disorders
Pruis s

Musculoskeletal and connecive tisste disorders
Musculoskeetal i

Muscle spasnr

Myalgie

Pain i exreity’

Renal and winary disordens

Blader obstucion and iy rfntion®
(eneral disorders and administration site conditions
Prexia

Chest air
Respherboecems Dot perplhenl

Fafip?

CommenUncommon
Uncommon

Uncommon

e
Uncommon
Uncommon
Uncommon

UnegmmanCommon

Common
Common
Uncommon
Uncommon

2 Reports received from post-marketing experience;
frequencies calculated, however, on the basis of clinical

trial data.

Gastoentei’ Common
Dry mouth® Uncommon
Skin and subcutaneous fissut disorders

Pruritushash Uncommon
Musculoskeletal and connective isue disorders

Musculoskeleal pa® Common
Musclespast Uncommon
Myeleiz Uncommon
Pt nextremity’ Uncommon
Renal and urinary disorders

Bladderobstructonand urinaryetention” Uncommon
General disorders and admnistration site conditions

Pytexial Common
Chestpa Common
Peripheraloedema’ Uncommon
Fatigue Ucommon

! Adverse reaction observed with Ultibro Breezhaler, but not
with the individual components.

2 Adverse reaction observed with Ultibro Breezhaler and at
least one of the individual components.

8 Adverse reaction observed with at least one of the
individual components, but not with Ultibro Breezhaler;
frequency category according to the individual components.

Adverse drug reactions from
spontaneous reports and literature cases
(frequency not known)

The following adverse drug reaction has
been reported in post-marketing experience:
angioedema (frequency not known).
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