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Background information

New safety information has been gathered during post-marketing use with Lemtrada (alemtuzumab).
This includes myocardial ischemia, myocardial infarction, autoimmune hepatitis and thrombocytopenia.
Lemtrada is also considered to be causally linked with acquired haemophilia A and hemophagocytic
lymphohistiocytosis (HLH). It has also been noted that Epstein-Barr virus (EBV) reactivation, including
severe EBV hepatitis cases, has been reported in the post-marketing setting.
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Newly identified safety information

The new safety information for Lemtrada includes post-marketing reports of myocardial ischemia,
myocardial infarction, HLH, autoimmune hepatitis, acquired haemophilia A and Epstein-Barr virus (EBV)
reactivation. As a risk minimization measure, the Lemtrada Product Information has been updated to
include these events in the "4.8 Undesirable effects” section in addition to the information on acquired
haemophilia A, autoimmune hepatitis and HLH in the "4.4 Special warnings and precautions for use” section
as shown below. Thrombocytopenia and Epstein-Barr virus (EBV) reactivation have been added as well in
the "4.4 Special warnings and precautions for use” section of the Lemtrada EU SmPC as shown below.

Autoimmunity

Treatment may result in the formation of autoantibodies and increase the risk of autoimmune mediated
conditions, which may be serious and life threatening. Reported autoimmune conditions, include thyroid
disorders, immune thrombocytopenic purpura (ITP), nephropathies (e.g., anti-glomerular basement
membrane disease), autoimmune hepatitis (AIH), and acquired haemophilia A. In the post-marketing
setting, patients developing multiple autoimmune disorders after Lemtrada treatment have been
observed. Patients who develop autoimmunity should be assessed for other autoimmune mediated
conditions. Patients and physicians should be made aware of the potential later onset of autoimmune
disorders after the 48 months monitoring period.

Acquired haemophilia A

Cases of acquired haemophilia A (anti-factor VIII antibodies) have been reported in both clinical trial and
post-marketing setting. Patients typically present with spontaneous subcutaneous haematomas and
extensive bruising although haematuria, epistaxis, gastrointestinal or other types of bleeding may occur.
A coagulopathy panel including aPTT must be obtained in all patients that present with such symptoms.
Educate patients on the signs and symptoms of acquired haemophilia A and to seek immediate medical
attention, if any of these symptoms occur.

Autoimmune hepatitis and hepatic injury

Cases of autoimmune hepatitis (including fatal cases and cases requiring liver transplantation) and
hepatic injury related to infections have been reported in patients treated with Lemtrada. Liver function
tests should be performed before initial treatment and at monthly intervals until 48 months after the last
infusion. Patients should be informed about the risk of autoimmune hepatitis, hepatic injury and related
symptoms.

Haemophagocytic lymphohistiocytosis (HLH)

During post-marketing use, HLH (including fatal cases) has been reported in patients treated with
Lemtrada. HLH is a life-threatening syndrome of pathologic immune activation characterized by clinical
signs and symptoms of extreme systemic inflammation. HLH is characterized by fever, hepatomegaly and
cytopenias. It is associated with high mortality rates if not recognized early and treated. Symptoms have
been reported to occur within a few months to four years following the initiation of treatment. Patients
should be informed about symptoms of HLH and time to onset. Patients who develop early manifestations
of pathologic immune activation should be evaluated immediately, and a diagnosis of HLH should be
considered.
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Infections

Epstein-Barr virus (EBV) reactivation, including severe EBV hepatitis cases, has been reported in
Lemtrada-treated patients.

Thrombocytopenia

The reported thrombocytopenia occurred within the first days after the infusion (unlike ITP). It was often
self-limiting and relatively mild, although severity and outcome was unknown in many cases.
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