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Patients with hepatic impairment Patients with hepatic impairment
To avoid undesired accumulation over the day, | To avoid undesired accumulation over the 2‘;;%3 Z:)I;d
special caution has to be exercised with these | day, special caution has to be exercised with . . .
. L . I . C . Y administration
patients during initial dose titration. Initially, these patients during initial dose titration.
doses of 2.5 micrograms should be Initially, doses of 2.5 micrograms should be
administered with dosing intervals of 3 - 4 administered with dosing intervals of at least
hours (corresponds to administration of max. 3 hours (corresponds to administration of
6 times per day). Thereafter, dosing intervals max. 6 times per day). Thereafter, dosing
may be shortened cautiously based on intervals may be shortened cautiously based
individual tolerability. If a further increase in on individual tolerability. If a further increase
the dose up to 5.0 micrograms is indicated, in the dose up to 5.0 micrograms is indicated,
again dosing intervals of 3-4 hours should be again dosing intervals of at least 3 hours
chosen initially and shortened according to should be chosen initially and shortened
individual tolerability. A n accumulation of according to individual tolerability. A further
iloprost following treatment over several days | undesired accumulation of the medicinal
is not likely due to the overnight break in product following treatment over several days
administration of the medicinal product. is not likely due to the overnight break in
administration of the medicinal product.

Conditions where the effects of Ventavis - Pregnancy

on platelets might increase the risk of . Lactation

hemorrhage (e.g. active peptic ulcers, - Conditions where the effects of Ventavis o

trauma, intracranial hemorrhage) Contraindications

Severe coronary heart disease or unstable
angina

Myocardial infarction within the last six
months

Decompensated cardiac failure if not under
close medical supervision

Severe arrhythmias

Suspected pulmonary congestion

Cerebrovascular events [e.g. transient
ischemic attack, stroke] within the last 3
months

Pulmonary hypertension due to venous
occlusive disease

Congenital or acquired valvular defects
with clinically relevant myocardial
function disorders not related to
pulmonary hypertension

Hypersensitivity to iloprost or to any of the
excipients

on platelets might increase the risk of
hemorrhage (e.g. active peptic ulcers,
trauma, intracranial hemorrhage)

- Severe coronary heart disease or unstable
angina

- Myocardial infarction within the last six
months

- Decompensated cardiac failure if not
under close medical supervision

- Severe arrhythmias
- Suspected pulmonary congestion

- Cerebrovascular events [e.g. transient
ischemic attack, stroke] within the last 3
months

- Pulmonary hypertension due to venous
occlusive disease

- Congenital or acquired valvular defects
with clinically relevant myocardial
function disorders not related to
pulmonary hypertension

- Hypersensitivity to iloprost or to any of
the excipients




Pregnancy and lactation

There are insufficient data from the use of
Ventavis in pregnant women. Therefore,
women of child bearing potential should use
effective contraceptive measures during
treatment with Ventavis. If a pregnancy
occurs, Ventavis should only be used
following careful risk-benefit evaluation . (see
section ‘Pregnancy and lactation.(’

-It is not known whether iloprost/metabolites
are excreted in human milk. Therefore women
should not breast-feed during treatment with
Ventavis. (see section ‘Pregnancy and
lactation.(’

Special warnings
and precautions
for use

Iloprost may increase the antihypertensive
, effect of vasodilating and
antihypertensive agents (see section
Special warnings and precautions for use).
Caution is recommended in case of co-
administration of Ventavis with
vasodilating or antihypertensive agents as
dose adjustment might be required.

Because iloprost inhibits platelet function,
its use with anticoagulants (such as
heparin, coumarin-type anticoagulants), or
other inhibitors of platelet aggregation
(such as acetylsalicylic acid, non-steroidal
anti-inflammatory drugs,
phosphodiesterase inhibitors and nitro
vasodilators) may increase the risk of
bleeding. (see section ‘Undesirable
effects’). A careful monitoring of the
taking anticoagulants or other patients
inhibitors of platelet aggregation according
to common medical practice is

lloprost may increase the
antihypertensive activity of B-receptor
blockers, calcium antagonists, ACE
inhibitors and other antihypertensive or
vasodilating agents (see section 4.4
Special warnings and precautions for
use). Because iloprost inhibits platelet
function, its use with anticoagulants (such
as heparin, coumarin-type
anticoagulants), or other inhibitors of
platelet aggregation (such as
acetylsalicylic acid, non-steroidal anti-
inflammatory drugs, phosphodiesterase
inhibitors and nitro vasodilators) may
increase the risk of bleeding.

Interaction with
other medicinal
products and other
forms of
interaction

recommended.
Iloprost must not be administered to Pregnancy and
pregnant or lactating women (see section | lactation
4.3 Contraindications).

Pregnancy Pregnancy

Women with pulmonary hypertension
(PH) must avoid pregnancy as it may lead
to life-threatening exacerbation of the
disease.

There are insufficient data from the use of
Ventavis in pregnant women. Studies in
rats with continuous intravenous iloprost
administration have shown digit anomalies
in a few fetuses/pups without dose
dependence. These effects are not regarded
as teratogenic but are most likely related to
iloprost-induced growth retardation due to

There are no adequate data from the use
of Ventavis in pregnant women. Animal
studies have shown reproductive toxicity
which is most likely related to iloprost-
induced growth retardation due to
hemodynamic alterations in the
fetoplacental unit (see section Preclinical
safety data). The potential risk for humans
is unknown.

Therefore, women of child-bearing
potential should use effective
contraceptive measures during treatment.




hemodynamic alterations in the
fetoplacental unit and have not been
observed in other species (see section
Preclinical safety data). The potential risk
for humans is unknown.

Therefore, women of child-bearing
potential should use effective
contraceptive measures during treatment
with Ventavis. If a pregnancy occurs,
Ventavis should only be used following
careful risk-benefit evaluation (see section
‘Special warnings and precautions for
use’)..

Lactation

It is not known whether
iloprost/metabolites are excreted in human
milk. There is evidence from non-clinical
data that iloprost and/or metabolites are
excreted in milk to a low extent (less than
1% of iloprost dose given intravenously).
Therefore women should not breast-feed
during treatment with Ventavis (see
section ‘Special warnings and precautions
for use’ and section ‘Preclinical safety
data’)

Lactation

It is not known whether
iloprost/metabolites are excreted in
human milk. The drug must not be
administered to nursing mothers.

In addition to local effects resulting from
administration of iloprost by inhalation
such as cough, adverse reactions with
iloprost are related to the pharmacological
properties of prostaglandins. The most
frequently observed adverse reactions (>
20 %) in clinical trials include
vasodilatation, headache and cough. The
most serious adverse reactions were
hypotension, bleeding events, and
bronchospasm.

In addition to local effects resulting from
administration of iloprost by inhalation
such as increased cough, adverse reactions
with iloprost are related to the
pharmacological properties of
prostaglandins. The most common adverse
reactions seen in clinical trials include
vasodilatation, headache and increased
cough.

System Very Common | Frequency System Very Common
not known Frequency
organ common | (= 1/100 organ common (> 1/100 to < not known
>1/10 to < 1/10 class >1/10 1/10
class | @110 ) (2 1/10) )
- Immun Hypersensit
Blood and Bleeding Thromboc P
. : . system ivity
lymphatic events*§ ytopenia disorders
System Nervous Headache | Dizziness
disorders
system
Immune Hypersens disorders
. system 1vity Vascular Vasodilation Hypotension
(klsorders T S disorders Syncope
crvous cadache 12Z10esS Respiratory | Cough Dyspnea Bronchospas
] system , thoracic increased m/
disorders and Wheezing
Vascular Vasodilation | Hypotension*® mediastinal
disorders Syncope disorders
Respiratory, | Chestpain | Dyspnea Bronchospa Gastrointe | Nausea Diarrhea Dysgeusia
thoracic and | Cough Pharyngolar | sm*/ stinal Vomiting
mediastinal yngeal Wheezing disorder Mouth and
disorders Pain 4
Throat .or}gu.e
irritations irritation

Undesirable
effects




Gastrointe | Nausea Diarrhea Dysgeusia

stinal Vomiting

disorder Mouth and
tongue
irritation
including
pain

Skin and Rash

subcutane

ous skin

disorders

Musculos | Pain in Back pain

keletal and | jaw/trismu

connective | s

tissue

disorders

* life-threatening and/or fatal cases have been
reported

¥ Bleeding events (mostly epistaxis and
hemoptysis) were very common as expected
in this patient population with a high
proportion of patients taking anticoagulant
comedication. The risk of bleeding may be
increased in patients when inhibitors of platelet
aggregation or anticoagulants are given
concomitantly (see section ‘Interaction with

Skin and Rash
subcutane
ous skin
disorders

Musculos | Pain in
keletal jaw/trism
and us
connectiv
e tissue
disorders

Back pain

Bleeding events (mostly hematoma) were
common as expected in this patient population
with a high proportion of patients taking
anticoagulant comedication. The frequency of
bleeding events did not differ between iloprost
and placebo-treated patients.

other medicinal products and other forms of

interaction’)
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