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24 April 2015

Direct Healthcare Professional Communication

Dear Healthcare Professional:

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

Celgene, in agreement with the European Medicines Agency and Medicines and Healthcare products
Regulatory Agency, 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 hospitalisation 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 If ILD 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

¢ 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.
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Further background information to this safety update

Pomalidomide in combination with dexamethasone is indicated 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.

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.

The summary of product characteristics will be updated 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.

Call for reporting

Please continue to report suspected adverse drug reactions to the MHRA through the Yellow Card
Scheme. Please report:

o all suspected ADRSs that are serious or result in harm. (Serious reactions are those that are fatal, life-
threatening, disabling or incapacitating, those that cause a congenital abnormality or result in
hospitalisation, and those that are considered medically significant for any other reason.)

e all suspected ADRs associated with new drugs and vaccines identified by the black triangle ¥
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It is easiest and quickest to report ADRs online via the Yellow Cards website: www.mhra.gov.uk/yellowcard.

Alternatively, prepaid Yellow Cards for reporting are available:

e by writing to FREEPOST YELLOW CARD (no other address details necessary)

e by emailing yellowcard@mhra.gsi.gov.uk

e at the back of the British National Formulary (BNF)

o by telephoning the Commission on Human Medicines (CHM) free phone line:
0800-731-6789

e or by downloading and printing a form from the Yellow Card section of the MHRA website:
https://www.gov.uk/government/uploads/system/uploads/attachment _data/file/403710/Healthcare-
Professional-Yellow-Card-Reporting-Form_1 .pdf

When reporting please provide as much information as possible, including information about medical
history, any concomitant medication, onset, treatment dates, and product brand name.

Adverse reactions associated with the use of pomalidomide may also be reported to Celgene:

Celgene Drug Safety
Celgene Ltd

1 Longwalk Road
Stockley Park
Uxbridge, UB11 1DB

Telephone: 0808 238 9908
Fax: 0844 801 0468
Email: drugsafetyuk@celgene.com

Company Contact Point

If you have any further questions or require further medical information on pomalidomide, please contact
your local Celgene representative at:

Celgene Medical Information
Celgene Ltd

1 Longwalk Road

Stockley Park

Uxbridge, UB11 1DB

Telephone: 0844 801 0045
Fax: 0844 801 0046
Email: medinfo.uk.ire@celgene.com

Yours faithfully,

Dr Adrian Kilcoyne
Medical Director, UK and Ireland
Celgene Limited
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