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Do not administer Tracleer to a pregnant female
because it may cause fetal harm [see Contraindications
(4.3) and Fertility, pregnancy and lactation (4.6)].

Females of reproductive potential: Exclude pregnancy
before the start of treatment, monthly during
treatment, and 1 month after stopping treatment.
Prevent pregnancy during treatment and for one month
after stopping treatment by using acceptable methods
of contraception [see Fertility, pregnancy and lactation
(4.6)].

The marketing of Tracleer is subject to a Risk Evaluation
and Mitigation Strategy (REMS) Program. Each patient
should receive a Patient alert card, emphasizing the
risks of embryo fetal toxicity.

Warning:
embryo-fetal
toxicity

Pulmonary hypertension secondary to chronic obstructive
pulmonary disease (COPD)

Safety and tolerability of bosentan was investigated in an
exploratory, uncontrolled 12-week study in 11 patients with
pulmonary hypertension secondary to severe COPD (stage |l
of GOLD classification). An increase in minute ventilation and
a decrease in oxygen saturation were observed, and the
most frequent adverse event was dyspnoea, which resolved
with discontinuation of bosentan.

Special
warnings
and
precautions
for use

Women of childbearing potential must have a negative
pregnancy test before starting treatment and each month
during Tracleer treatment and 1 month after the ending of
the treatment.

Advise patients to contact their healthcare provider if they
become pregnant or suspect they may be pregnant. Perform
a pregnancy test if pregnancy is suspected for any reason.
For positive pregnancy tests, counsel patient on the
potential risk to the foetus and patient options.

Fertility,
pregnancy,
and lactation
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Women should not take this medication if they are planning
a pregnancy.

Women of childbearing potential must use effective
contraception during treatment with Tracleer and for 1
month after ending treatment.

The prescriber must guide patients to choose one highly
effective form of contraception (intrauterine devices (IUD)
or tubal sterilization) or a combination of methods
(hormone method with a barrier method or two barrier
methods). If a partner's vasectomy is the chosen method of
contraception, a hormone or barrier method must be used
along with this method. Counsel patients on pregnancy
planning and prevention, including emergency
contraception, or designate counseling by another
healthcare provider trained in contraceptive counseling
You should recommend patients to use a reliable
contraceptive method to help them lower their risk of
problems with pulmonary arterial hypertension.

Fertility

Animal studies showed testicular effects (see section 5.3). In
a study investigating the effects of bosentan on testicular
function in male PAH patients, 8 out of 24 patients showed a
decreased sperm concentration from baseline of at least
42% after 3 or 6 months of treatment with bosentan. Based
on these findings and preclinical data, it cannot be excluded
that bosentan may have a detrimental effect on
spermatogenesis in men. In male children, a long-term
impact on fertility after treatment with bosentan cannot be
excluded.

No specific studies have been conducted to assess the direct | No studies on the effect of Effects on

effect of Tracleer on the ability to drive and use machines. Tracleer on the ability to drive ability to

However, Tracleer may induce hypotension, with symptoms | and use machines have been drive and

of dizziness or syncope that could affect the ability to drive performed. Tracleer may cause | US€ .

or use machines. dizziness, which could affect the | machines
ability to drive or use machines.

Adverse reactions observed in 20 placebo-controlled studies | Adverse reactions/undesirable | Undesirable

and post marketing experience with bosentan are ranked | effects in 20 placebo-controlled | effects

according to frequency using the following convention: very
common (>1/10); common (> 1/100 to < 1/10); uncommon
(= 1/1,000 to < 1/100); rare (>1/10,000 to < 1/1,000); very
rare (< 1/10,000); not known (cannot be estimated from
available data).

studies with bosentan are ranked
according to frequency using the
following convention:  very
common (>1/10); common (=
1/100 to < 1/10); uncommon
(=1/1,000 to < 1/100); rare
(21/10,000 to < 1/1,000); very
rare (< 1/10,000); Reports from
post-marketing experience are
included in [talics, with
frequency categories based on
adverse event reporting rates on
bosentan in the 20 placebo-
controlled studies.
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Respiratory, thoracic and mediastinal disorders:
Common: Nasal congestion

Reporting suspected adverse reactions after authorisation of
the medicinal product is important. It allows continued
monitoring of the benefit/risk balance of the medicinal
product.

Any suspected adverse events should be reported to the
Ministry of Health according to the National Regulation by
using an online form at the following link:
https://forms.gov.il/globaldata/getsequence/getsequence.a
spx? formType=AdversEffectMedic@moh.gov.il

Development of testicular tubular atrophy and impaired
fertility has been linked with chronic administration of
endothelin receptor antagonists in rodents.

Slightly increased incidence of testicular tubular atrophy was
observed in rats given bosentan orally at doses as low as 125
mg/kg/day (about 4 times the maximum recommended
human dose [MRHD] and the lowest doses tested) for two
years but not at doses as high as 1500 mg/kg/day (about 50
times the MRHD) for 6 months. In a juvenile rat toxicity
study, where rats were treated from Day 4 post partum up
to adulthood, decreased absolute weights of testes and
epididymides, and reduced number of sperm in
epididymides were observed after weaning. The NOAEL was
21 times (at Day 21 post partum) and 2.3 times (Day 69 post
partum) the human therapeutic exposure, respectively.

-— Preclinical
safety data
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