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To whom it may concern,

Re: Health Canada will publish a summary safety review regarding Nexavar (sorafenib)

As an ongoing commitment to openness and transparency, Health Canada would like to
notify you that a summary safety review (SSR) regarding Nexavar (sorafenib) and the potential
risk of tumour lysis syndrome will be published (see attached document). The SSR is intended to
provide Canadians with a sufficient understanding of the safety review conducted by Health
Canada, specifically what was assessed, what was found and what action was taken. The SSR
will be posted in subsequent days.!

This advance notification is being sent for your information only. A broader
dissemination to your members would be greatly appreciated.

Any question related to the SSR process or requests for further information on the safety
review should be directed to the Marketed Health Products Directorate; e-mail:
hc.mhpdssrcoordinator-dpscreicoordinateur.sc@hc-sc.gc.ca
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Please feel free to contact us, should you require further information.

Sincerely,

E-signed by

Jason Berg

Associate Director

Office of Policy, Risk Advisory and Advertising
Marketed Health Products Directorate

Health Canada

Tel.: 613-790-8384 Fax: 613-948-7996

E-mail: jason.berg@hc-sc.gc.ca

Attachment:

Summary Safety Review - Nexavar (sorafenib) - Assessing the Potential Risk of Tumour Lysis
Syndrome
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Summary Safety Review - Nexavar (sorafenib) - Assessing the
Potential Risk of Tumour Lysis Syndrome

Product: Nexavar (sorafenib)

Potential Safety Issue: Tumour lysis syndrome (TLS), a condition that occurs when cancer cells are
killed rapidly, releasing their contents into the blood, causing blood chemical imbalance and organ
damage

Key Messages

e Health Canada’s safety review found a possible link between the use of Nexavar and the
risk of TLS.

e Health Canada reviewed the potential risk of TLS with the use of Nexavar, a prescription
drug authorized for sale in Canada to treat advanced forms of liver, kidney and thyroid
cancers. The safety review was triggered by a labelling update by the European Medicines
Agency (EMA) and international case reports published in the medical literature.

e Health Canada is working with the manufacturer to update the product safety information
in the Canadian product monograph (CPM) for Nexavar to include the risk of TLS. Health
Canada will also inform healthcare professionals about this update through a Health
Product InfoWatch communication.

Overview

Health Canada reviewed the potential risk of TLS with the use of Nexavar. The safety review was
triggered by a labelling update made by the EMA and international case reports published in the medical
literature.

Tumor lysis syndrome is a potentially life-threatening condition that can occur during cancer treatment.
When cancer cells are killed by the cancer treatment, they release their contents (salts and proteins) into
the blood. When cancer cells break down faster than the kidneys can remove these substances from the

blood, it can cause changes to the chemical balance in the blood, which may result in damage to organs,
most commonly the kidneys, heart and brain.

Use in Canada

e Nexavar is a prescription drug authorized for sale in Canada for the treatment of liver cancer
(hepatocellular carcinoma) that cannot be treated by surgery, late-stage kidney cancer (renal cell
carcinoma) and late-stage thyroid cancer (thyroid carcinoma).

e Nexavar has been marketed in Canada since 2006. It is currently available as 200 mg tablets.

e Jtis estimated that fewer than 100 patients are exposed to Nexavar yearly in Canada.

Safety Review Findings

e Health Canada reviewed information provided by the manufacturer, and from searches of the
Canada Vigilance database?, international databases and the scientific literature.

o At the time of the review, Health Canada had not received any Canadian reports of TLS in
patients taking Nexavar.

2 Canadian reports can be accessed through the Canada Vigilance Online Database.


https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/adverse-reaction-database.html

e Health Canada reviewed 9 international cases of TLS in patients taking sorafenib, including 8
from the published literature. All 9 cases were found to be possibly linked to the use of
sorafenib, although a potential contribution from spontaneous TLS (cancer cell break down in the
absence of treatment) could not be ruled out.

e The reported time to the onset of TLS ranged from 3 to 34 days after starting treatment with
sorafenib.

o Five deaths were reported among the 9 cases assessed. All 5 deaths were found to be possibly
linked to TLS from sorafenib treatment. However, other causes of death, such as cancer
progression, could not be ruled out.

e Health Canada reviewed 1 additional article published in the scientific literature?, A link between
sorafenib and TLS could not be established due to study limitations.

Conclusions and Actions

e Health Canada's review found a possible link between the use of Nexavar and the risk of TLS.

e Health Canada is working with the manufacturer to update the CPM for Nexavar to include the
risk of TLS.

e Health Canada will also inform healthcare professionals about this update through a Health
Product InfoWatch Communication.

e Health Canada encourages consumers and healthcare professionals to report any side effects
related to the use of Nexavar, and other health products, to the Canada Vigilance Program.

e Health Canada will continue to monitor safety information involving Nexavar, as it does for all
health products on the Canadian market, to identify and assess potential harms. Health Canada
will take appropriate and timely action should new health risks be identified.

Additional Information

The analysis that contributed to this safety review included scientific and medical literature, Canadian and
international information and what is known about the use of Nexavar both in Canada and internationally.

For additional information, contact the Marketed Health Products Directorate.
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