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Gilenya is indicated for the treatment of patients with relapsing forms of multiple sclerosis (MS) to reduce
the frequency of clinical exacerbations and to delay the accumulation of physical disability.
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5. Dosage and administration
General target population

7. Warnings and precautions
7.5 Liver injury

Increased hepatic enzymes, in particular alanine aminotransaminase (ALT) but also gamma

glutamyltransferase (GGT) and aspartate transaminase (AST) have been reported in multiple
sclerosis patients treated with fingolimod. Some cases of acute liver failure requiring liver transplant
and clinically significant liver injury have also been reported. Signs of liver injury, including
markedly elevated serum hepatic enzymes and elevated total bilirubin, have occurred as early as ten
days after the first dose and have also been reported after prolonged use.
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Recent (i.e. within last 6 months) transaminase and bilirubin levels should be available before

initiation of treatment. In the absence of clinical symptoms, liver transaminases and serum bilirubin
should be monitored at months 1, 3, 6, 9 and 12 on therapy and periodically thereafter until 2 months
after Gilenya discontinuation. In the absence of clinical symptoms, if liver transaminases are greater
than 3 but less than 5 times the ULN without increase in serum bilirubin, more frequent monitoring
including serum bilirubin and alkaline phosphatase (ALP) measurement should be instituted to
determine if further increases occur and in order to discern if an alternative aetiology of hepatic
dysfunction is present. If liver transaminases are at least 5 times the ULN or at least 3 times the ULN
associated with any increase in serum bilirubin, Gilenya should be discontinued. Hepatic monitoring
should be continued. If serum levels return to normal (including if an alternative cause of the hepatic
dysfunction is discovered), Gilenya may be restarted based on a careful benefit-risk assessment of

the patient.

Patients who develop symptoms suggestive of hepatic dysfunction, such as unexplained nausea,
vomiting, abdominal pain, fatigue, anorexia, or jaundice and/or dark urine, should have liver
enzymes and bilirubin checked promptly and treatment should be discontinued if significant liver
injury is confirmed. Treatment should not be resumed unless a plausible alternative aetiology for the
signs and symptoms of liver injury can be established.
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