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Pomalidomide (Imnovid®/Pomalyst®): New important advice to minimise the
risk of serious hepatotoxicity, interstitial lung disease and cardiac failure

Dear Healthcare Professional:

Celgene, wishes to inform you about important new safety information regarding pomalidomide. This
relates to the newly identified risks of serious hepatotoxicity, interstitial lung disease (ILD) and cardiac
failure.

Summary

Hepatotoxicity
e Serious cases of acute hepatitis due to pomalidomide have occurred that led to hospitalization and
discontinuation of treatment.

e Regular monitoring of liver function is recommended for the first 6 months of treatment with
pomalidomide and thereafter as clinically indicated.

Interstitial lung disease (ILD)
e LD and related events have been observed with pomalidomide.

e Patients with an acute onset or unexplained worsening of pulmonary symptoms should be carefully
assessed to exclude ILD. Treatment with pomalidomide should be interrupted pending investigation of
these symptoms.

e IfILD is confirmed, appropriate treatment should be initiated. Pomalidomide should only be resumed
after a thorough evaluation of the benefits and risks.

Cardiac failure
e  Cardiac failure has been reported, mainly in patients with pre-existing cardiac disease or risk factors

e Pomalidomide should be used with caution in patients with cardiac disease or risk factors and if used,
patients should be monitored for signs or symptoms of cardiac failure.

Further background information to this safety update

The proposed indication for Pomalidomide in combination with dexamethasone, in Saudi Arabia is, in the
treatment of adult patients with relapsed and refractory multiple myeloma who have received at least two
prior treatment regimens, including both lenalidomide and bortezomib, and have demonstrated disease
progression on the last therapy. The product is under registration review in Saudi Arabia.

A European review as part of regular safety monitoring concluded that pomalidomide can cause serious
hepatotoxicity (acute hepatitis), [ILD and cardiac failure. The safety review of pomalidomide was based on
data from clinical trials, reports from clinical practice as well as published case reports.
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The summary of product characteristics will be updated following product registration in Saudi Arabia to
include these newly identified risks.

Hepatotoxicity

Pomalidomide is known to cause markedly elevated levels of alanine aminotransferase and bilirubin. The
safety review identified evidence that pomalidomide can also cause serious hepatotoxicity, mainly in the
form of acute hepatitis, which has resulted in hospitalisation and discontinuation of treatment with
pomalidomide. There have also been cases of acute hepatic failure (including fatal cases) although a
causal relationship with pomalidomide has not been established. Given that pomalidomide can cause
serious hepatotoxicity, monitoring of liver function is recommended. The available data do not provide
sufficient evidence to support specific guidance on the frequency of liver function monitoring.
Nevertheless, the period during which the risk of serious hepatic events is highest appears to be in the first
6 months of treatment and therefore regular monitoring of liver function during this period is
recommended.

ILD

Onset of respiratory symptoms is usually within 6 months following start of treatment, but there have been
cases where the ILD occurred approximately 18 months after starting pomalidomide. ILD usually resolves
with steroid treatment and permanent cessation of pomalidomide. Patients on pomalidomide who present
with an acute onset or unexplained worsening of pulmonary symptoms should be carefully assessed to
exclude ILD and pomalidomide should be interrupted pending investigation of these symptoms. If ILD is
confirmed, appropriate treatment should be initiated. Pomalidomide should only be resumed after a
thorough evaluation of the benefits and the risks.

Cardiac failure

Cases of cardiac failure and related events, which include congestive cardiac failure, acute cardiac failure
and acute pulmonary oedema, were observed mainly in patients with existing cardiac disease or risk
factors such as hypertension. The majority of these events occurred within 6 months of starting treatment
with pomalidomide. Patients with cardiac disease or risk factors should be monitored for signs and
symptoms of cardiac failure. The safety review also concluded that pomalidomide can cause atrial
fibrillation, which may precipitate cardiac failure.

The information in this letter has been approved by the Saudi Food and Drug Authority.

Call for reporting
Pomalidomide is a new active substance that is subject to additional monitoring to facilitate quick
identification of new safety information. Please report suspected adverse drug reactions.

To report any undesirable effect(s):

Saudi Food and Drug Authority:

National Pharmacovigilance and Drug Safety Center (NPC)
*» Call NPC at +966-11-2038222,

Exts: 2317-2356-2353-2354-2334-2340

* Fax: +966-11-205-7662

* Toll-free: 8002490000

* Email: npc.drug@sfda.gov.sa

» Website: www.sfda.gov.sa/npc
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If you have any further questions or require further information, please contact the local agent Salehiya:

Ph. Mohammed Wagqgas
Pharmacovigilance Representative (QPPV)
Salehiya Trading Establishment

E-Mail: m.waqas(@salehiya.com

PO Box 991, Riyadh 11421

Kingdom of Saudi Arabia

Tel: +966 1 1464 6955 Ext 362

Fax: +966 1 1463 4362

Mobile: +966 591211197

Yours faithfully,

Dr Djamel Benkanoun
Medical Director, Middle East Africa
Celgene
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