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Information on severe liver injury associated with the use of Multaq
(dronedarone).

Dear Healthcare Professional

e Summary

o Cases of liver injury, including two cases of liver failure requiring transplantation
have been reported in patients receiving dronedarone. Some of these cases have
occurred early after start of treatment.

o For patients prescribed dronedarone, liver function tests should be performed:
= prior to treatment,
= on a monthly basis for six months,
® at months 9 and 12, and periodically thereafter.

o Patients currently receiving dronedarone should be contacted within the next month
so that liver function tests could be performed and thereafter they should be tested as
listed above depending on when treatment was.initiated

o If alanine transaminase (ALT) levels are elevited to >3. upper limit of normal
(ULN), levels should be re-measured within 48 to 72 hours. If ALT levels are
confirmed to be >3 ULN after re-measurement, dronedarone treatment should be
withdrawn.

o Patients should be advised to contact health care professionals immediately in case of
signs or symptoms of liver injury.

The communication of this information has been agreed with the European Medicines
Agency (EMA) and National Competent Authorities.

e Further information on the safety concern

Dronedarone is indicated in adult clinically stable patients with a history of, or current non-
permanent atrial fibrillation (AF) to prevent recurrence of AF or to lower ventricular rate.

Since dronedarone was licensed in' 2009, there have been reports of liver function test
abnormalities and hepatocellular liver injury in patients taking dronedarone, including two
case reports of acute liver failure requiring transplantation. The two case reports of liver
transplantation occurred at 4.5 and 6 months after initiation of treatment in patients with
normal baseline liver function tests. In one case the liver injury was not reversible after
discontinuation of dronedarone. Although both patients were taking concomitant
medications, a causal relationship with dronedarone could not be excluded.

- The Section 4.4 “Warnings and Precautions for use” of the Summary of Product
Characteristics (SmPC) will be updated with these new specific recommendations:



o Liver function tests should be performed prior to initiation of treatment with
dronedarone and then repeated monthly for six months, at months 9 and 12, and
periodically thereafter.

o If ALT levels are elevated >3 upper limit of normal (ULN), ALT levels should
be re-measured within 48 to 72 hours. If ALT levels are confirmed to be >3
ULN, treatment with dronedarone should be withdrawn. Appropriate investigation
and close observation of patients should continue until normalization of ALT.

o Patients should be advised to immediately report any symptoms of potential liver
injury (such as sustained new-onset abdominal pain, anorexia, nausea, vomiting,
fever, malaise, fatigue, jaundice, dark urine or itching) to their physician.

- The Section 4.8 “Undesirable effect” of the SmPC will include hepatic adverse drug
reactions (i.e., liver function test abnormal (frequency common >1/100 to <1/10) and
hepatocellular liver injury, including life-threatening acute liver failure (frequency rare
>1/10,000 to <1/1,000).

For patients currently taking dronedarone liver function tests should be performed within the
next month and thereafter according to the recommendations in the prescribing information
taking into account when treatment with dronedarone was started. Prescribers are reminded
that dronedarone is contraindicated in patients with severe hepatic impairment.

e Call for reporting:

Healthcare professionals should report any serious adverse events suspected to be associated
with the use of Multaq to the Medicines and Healthcare products Regulatory Agency using a
Yellow Card available directly from the MHRA, CHM Freepost, London SW8 5BR, or
electronically via the MHRA website (www.yellowcard.gov.uk). In addition, this information
may be reported to the Sanoﬁ-av\,énff;;s UK Pharmacovigilance department at:

Sanofi-aventis, One Onslow Street, Guildford, Surrey, GU1 4YS, UK
Tel: 01483 554242

Fax: 01483 554806

Email: uk-drugsafety@sanofi-aventis.com.

Communication information

The product information (SmPC and patient information leaflet) will be revised to include
this information and will be distributed once it has been reviewed and approved by the EMA.

Updated educational materials will be distributed when available.

If you have any questions or require additional information, please call Medical Information
Services at Sanofi-aventis, One Onslow Street, Guildford, Surrey, GU1 4YS, UK

Tel: 01483 554919 '

Fax: 01483 535432

Email: uk-medicalinformation@sanofi-aventis.com.

Yours sincerely,

Dr Tony Whitehead
Medical Director
Sanofi-aventis




