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Important additional warnings for haemorrhage and rhabdomyolysis with Cotellic"' ¥
(cobimetinib), including new dose modification recommendations

Dear Healthcare Professional,

Roche Products Ltd., in agreement with the European Medicines Agency and the Medicines Healthcare products
Regulatory Agency (MHRA) would like to inform you of two additional warnings for Cotellic, including associated
dose modification recommendations:

Severe Haemorrhage
* Severe haemorrhagic events, including intracranial and gastrointestinal tract bleeds have been reported in

patients receiving Cotellic in clinical trials and post-marketing.
* Cotellic treatment should be interrupted in the event of grade 3 or 4 bleeding events and should not be
restarted after grade 4 events or cerebral haemorrhage attributed to Cotellic. Clinical judgement should be
applied when considering restarting treatment after grade 3 bleeds. Vemurafenib dosing can be continued
if indicated when Cotellic is interrupted.
¢ Cotellic should be used with caution when given to patients with additional risk factors for bleeding, such
as brain metastases, and/or concomitant medications that increase the risk of bleeding (such as antiplatelet
and anticoagulant therapy). @

Rhabdomyolysis and Creatine Phosphokinase (CPK) Elevations

* Rhabdomyolysis and CPK elevations have been reported in patients receiving Cotellic in clinical trials and
post-marketing.

* Baseline serum CPK and creatinine levels should be measured before starting treatment, and then
monitored monthly during treatment or as clinically indicated. If serum CPK is elevated, check for signs
and symptoms of rhabdomyolysis or other causes.

* If grade <3 asymptomatic CPK elevation occurs and rhabdomyolysis has been ruled out, Cotellic dosing
does not need to be modified.

¢ Cotellic treatment should be interrupted if rhabdomyolysis, any symptomatic CPK elevation, or grade 4
asymptomatic CPK elevation occur.

0 Ifthey do not improve within 4 weeks, Cotellic should not be restarted.

0 If severity improves by at least one grade within 4 weeks, Cotellic may be restarted under close
monitoring, with the previous dose reduced by 20 mg.

0 Vemurafenib dosing can be continued during any changes to Cotellic dosing.

You are advised to discuss the risks that may be associated with Cotellic therapy with patients and their caregivers.

Background on Haemorrhage Events

Haemorrhage is a known adverse drug reaction for Cotellic. An analysis of post-marketing safety reports and
ongoing clinical trials has identified additional severe haemorrhagic events in patients receiving Cotellic. At the
time of the analysis, a total of thirty cases of severe haemorrhage have been reported from an estimated 2,817
patients exposed to Cotellic. Events include intracranial and gastrointestinal tract bleeds. In most cases of severe
haemorrhage, the patients had additional risk factors for bleeding, such as central nervous system metastasis,
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pre-existing gastrointestinal disorders, and/or concomitant medications that increase the risk of bleeding, such as
antiplatelet or anticoagulant therapy.

Background on Rhabdomyolysis and Elevated CPK Events

Rhabdomyolysis was initially reported in one patient in each treatment arm of study GO28141 (Cotellic plus
vemurafenib vs placebo plus vemurafenib). Since that time, additional cases of rhabdomyolysis have been reported
in the post-marketing setting and in other ongoing clinical trials.

Further information
Cotellic is indicated for use in combination with vemurafenib for the treatment of adult patients with unresectable
or metastatic melanoma with a BRAF V600 mutation

Call for reporting
This medicinal product is subject to additional monitoring. This will allow quick identification of new safety
information.

Please continue to report suspected adverse drug reactions to the MHRA through the Yellow Card Scheme. Please
report:
¢ all suspected ADRs 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.)
¢ all suspected ADRs associated with new drugs and vaccines identified by the black trianglev

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:

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

* by emailing yellowcard@mbhra.gsi.gov.uk

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

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

* 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.

In addition adverse events should also be reported to Roche Products Ltd. Please contact Roche Drug Safety Centre
by emailing welwyn.uk dsc@roche.com or calling +44(0)1707 367554.

Company contact point
Should you have any questions regarding the use of Cotellic, please feel free to contact Roche Medical Information
by phone on +44 (0)800 328 1629 or via e-mail medinfo.uk@roche.com.

Yours faithfully,

e

Dr Rav Seeruthun MBBS MRCGP MFPM MBA

UK Medical Director

Roche Products Ltd.
Roche Products Limited 6 Falcon Way, Shire Park Roche Medical Information
RXUKCOTE00022 Welwyn Garden City Tel +44 (0)800 328 1629
April 2017 AL7 1TW, United Kingdom Email: medinfo.uk@roche.com

Registered in England No.100674

RXUKCOTE00022.indd 2 @ 07/04/2017 14:02



