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4.4 Special
Women of Child Bearing Potential Women of Child Bearing Potential warnings
and
e Inview of the expected teratogenic e Inview of the expected teratogenic precautions
risk of Imnovid, foetal exposure risk of Imnovid, foetal exposure for use

should be avoided.

e Women of childbearing potential
(even if they have amenorrhoea) must:
o use simultaneously two
reliable methods of
contraception for 4 weeks
before therapy, during
therapy, and until 4 weeks
after Imnovid therapy
finished, and even in case of
dose interruption or
o commit to absolute and
continuous sexual abstinence
confirmed on monthly basis

If patient does not choose absolute and
continued abstinence, patient has to start
using simultaneously two reliable
contraceptive methods in due course based on
the used method and menstrual cycle.

Highly effective contraceptive methods:
- Intrauterine device (IUD)

- Hormonal (hormonal implants,
levonorgestrel-releasing intrauterine
system (1US), medroxyprogesterone
acetate depot injections, ovulation
inhibitory progesterone-only pills e.q.
desogestrel

- Tubal ligation

- Partner's vasectomy

should be avoided.

o Women of childbearing potential
(even if they have amenorrhoea)
must:

o use two effective methods

of contraception for
4 weeks before therapy,
during therapy, and until
4 weeks after Imnovid
therapy finished, and
even in case of dose
interruption or

o commit to absolute and
continuous sexual
abstinence

If patient does not choose absolute and

continued abstinence, patient has to start

using two reliable contraceptive methods
in due course based on the used method
and menstrual cycle.

Highly effective contraceptive methods:

Intrauterine device (1UD)

Hormonal {birth-centrolpills—injection;

implant)

Tubal ligation

Partner's vasectomy

Imnovid RMP - PPP
(reference Israeli RMP)




Additional effective barrier methods:
- Condom

- Diaphragm

- Cervical cap

Contraceptive methods must include:
At least 1 highly effective method AND 1
additional effective barrier method.

Additional effective methods:
- Condom
- Diaphragm

- Cervical cap and-levonergestrel-
leasing . 1us

Significant cardiac dysfunction

Patients with significant cardiac dysfunction
(congestive heart failure [NY Heart
Association Class I11 or 1VV]; myocardial
infarction within 12 months of starting study;
unstable or poorly controlled angina pectoris)
were excluded from clinical studies with
pomalidomide. Cardiac failure events,
including congestive cardiac failure and
pulmonary oedema (see section 4.8), have
been reported, mainly in patients with pre-
existing cardiac disease or cardiac risk
factors. Appropriate caution should be
exercised when considering the treatment of
such patients with pomalidomide, including
periodic monitoring for signs or symptoms
of cardiac failure.

Allergic reaction
Angioedema and severe dermatologic

reactions have been reported (see section
4.8). Patients with a prior history of serious
allergic reactions associated with thalidomide
or lenalidomide were excluded from clinical
studies. Such patients may be at higher risk of
hypersensitivity reactions and should not
receive pomalidomide. Pomalidomide
interruption or discontinuation should be
considered for Grade 2-3 skin rash.
Pomalidomide must be discontinued
permanently for angioedema, Grade 4 rash,

exfoliative or bullous rash.

Interstitial lung disease (ILD)

ILD and related events, including cases of
pneumonitis, have been observed with
pomalidomide. Careful assessment of
patients with an acute onset or unexplained

worsening of pulmonary symptoms should
be performed to exclude ILD.
Pomalidomide should be interrupted
pending investigation of these symptoms
and if ILD is confirmed, appropriate

Significant cardiac dysfunction

Patients with significant cardiac
dysfunction (congestive heart failure [NY
Heart Association Class Il or IV];
myocardial infarction within 12 months of
starting study; unstable or poorly
controlled angina pectoris) were excluded
from clinical studies with pomalidomide.
Appropriate caution should be exercised
when considering the treatment of such
patients with pomalidomide.

Allergic reaction
Patients with a prior history of serious

allergic reactions associated with
thalidomide or lenalidomide were
excluded from clinical studies. Such
patients may be at higher risk of
hypersensitivity reactions and should not
receive pomalidomide.

4.4 Special
warnings
and
precautions
for use

(reference approved
EU SPC)




treatment should be initiated.
Pomalidomide should only be resumed
after a thorough evaluation of the benefits
and risks.

Hepatic disorders

Markedly elevated levels of alanine
aminotransferase and bilirubin have been
observed in patients treated with
pomalidomide (see section 4.8). There have
also been cases of hepatitis that resulted in
discontinuation of pomalidomide. Reqular
monitoring of liver function is
recommended for the first 6 months of
treatment with pomalidomide and as
clinically indicated thereafter.

Women of childbearing potential /
Contraception in males and females

Women of childbearing potential should use
simultaneously two reliable contraception
methods (one highly effective form of
contraception and 1 additional effective
contraceptive method) for at least 4 weeks
before beginning Imnovid therapy, during
therapy, during dose interruptions and for 4
weeks following discontinuation of Imnovid
therapy unless continuous abstinence from
heterosexual sexual contact is the chosen
method. If pregnancy occurs in a woman
treated with pomalidomide, treatment must be
stopped and the patient should be referred to a
physician specialised or experienced in
teratology for evaluation and advice. If
pregnancy occurs in a partner of a male
patient taking pomalidomide, it is
recommended to refer the female partner to a
physician specialised or experienced in
teratology for evaluation and advice.
Pomalidomide is present in human semen. As
a precaution, all male patients taking
pomalidomide should use condoms
throughout treatment duration, during dose
interruption and for 4 weeks after cessation of
treatment if their partner is pregnant or of
childbearing potential and has no
contraception (see sections 4.3 and 4.4).

Women of childbearing potential /
Contraception in males and females

Women of childbearing potential should
use two effective contraception methods
for at least 4 weeks before beginning
Imnovid therapy, during therapy, during
dose interruptions and for 4 weeks
following discontinuation of Imnovid
therapy unless continuous abstinence from
heterosexual sexual contact is the chosen
method. If pregnancy occurs in a woman
treated with pomalidomide, treatment must
be stopped and the patient should be
referred to a physician specialised or
experienced in teratology for evaluation
and advice. If pregnancy occurs in a
partner of a male patient taking
pomalidomide, it is recommended to refer
the female partner to a physician
specialised or experienced in teratology for
evaluation and advice. Pomalidomide is
present in human semen. As a precaution,
all male patients taking pomalidomide
should use condoms throughout treatment
duration, during dose interruption and for
-days after cessation of treatment if their
partner is pregnant or of childbearing
potential and has no contraception (see
sections 4.3 and 4.4).

4.6  Fertility,
pregnancy and

lactation
(reference lsraeli RMP)




Hyperkalaemia
Hyponatraemia
Hyperuricaemia*

System
Organ Grade 3—4
Class/ All Adverse Adverse
Preferred Reactions Reactions
Term /Frequency /Frequency
Metabolism Very Common
and .
nutrition Decreased appetite
disorders
M Common

Hyperkalaemia
Hyponatraemia

Hyperuricaemia*

Grade 3—4

System Organ
C>I/ass/ g All Adverse Adverse
Preferred Reactions Reactions
Term [Frequency [Frequency
Metabolism . Very Common
and nutrition
disorders Decreased

appetite

Common Common

Hyperkalaemia
Hyponatraemia

Hyperkalaemia
Hyponatraemia

White blood cell
count decreased

Platelet count

Uncommon
Uncommon Decreased appetite
Tumour lysis | Tumour lysis
syndrome* syndrome*
Very Common
Respiratory, | Dyspnoea
thoracicand | Cough
mediastinal
disorders
Common Common
Pulmonary embolism Dyspnoea
Epistaxis*
Interstitial lung Uncommon
disease* -
Pulmonary
embolism
Cough
Epistaxis*
Interstitial lung
disease*
Hepatobiliary | yncommon Uncommon
disorders . i - . .
Hyperbilirubinaemia Hyperbilirubinaemia
Hepatitis*
Investigations Common Common
Neutrophil count Neutrophil count
decreased decreased

White blood cell
count decreased
Platelet count

Uncommon Uncommon
Tumour  lysis Decreased
syndrome appetite
Tumour lysis
syndrome
Very Common
Respiratory, Dyspnoea
thoracic and Cough
mediastinal
disorders
Common Common
Pulmonary D
'spnoea
embolism v
Epistaxis
Uncommon
Pulmonary
embolism
Cough
Epistaxis
Hepatobiliary Uncommon Uncommon
disorders

Hyperbilirubina
emia

Hyperbilirubina
emia

Investigations

Common

Common

Neutrophil
count decreased

White blood cell
count decreased

Platelet count
decreased

Alanine

aminotransferas
e increased

Neutrophil
count decreased

White blood cell
count decreased
Platelet count
decreased

Alanine
aminotransferas
e increased

decreased decreased
Alanine Alanine
aminotransferase aminotransferase
increased increased
Blood uric acid
increased*
Uncommon
Blood uric acid
increased*
Cardiac Common Common
disorders Cardiac failure* Cardiac failure*
Atrial fibrillation* Atrial
fibrillation*
w Common Uncommon
system — —
disorders Angioedema* Angicedema*
Urticaria* Urticaria*

* ldentified from post marketing data with frequencies
based on clinical trial data

4.8 Undesirable

effects
(reference
EU SPC)
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