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eAppendix. Case Descriptions of Fatal Varicella-Zoster Virus Infections With 
Fingolimod 

 

Two fatal cases of VZV infection were reported in patients treated with fingolimod.  

Case 1. In a clinical trial (reported in May 2008) a patient who had received fingolimod 1.25 mg for 10 
months, experienced a disseminated VZV infection after 8 days of CS therapy, consisting of intravenous 
methylprednisolone (IVMP) 1 g daily for 5 days and oral MP 48 mg daily for 4 days. This case was 
diagnosed as a primary infection based on a known close exposure to varicella infection and the absence of 
a past history of varicella, although the immune status was not known. After the initial cutaneous lesions 
appeared, the infection progressed rapidly to visceral involvement and death due to hepatic failure, despite 
antiviral therapy. This case prompted the recommendation to determine VZV immune status by serologic 
testing (ELISA) in patients enrolled in all the ongoing and subsequent fingolimod clinical studies.  

Case 2: The second fatal case of VZV (reported in April 2013) occurred in a patient who was VZV 
antibody positive prior to initiating fingolimod 0.5 mg for 6 months in a postmarketing observational study 
(prior DMT was natalizumab, the washout period was approximately 3 months). This patient was VZV 
antibody positive prior to initiating fingolimod. She received 1g IVMP (daily for 3 days) and subsequently 
450 mg oral prednisone over a total 13 days period (for MS relapse) prior to the onset of erythema, severe 
abdominal pain and nausea, at which time IV acyclovir treatment was started. Symptoms progressed and 
the patient died due to multi-organ failure 4 days after symptom onset. A high VZV DNA copy number (25 
X 107copies/mL) was detected in the serum polymerase chain reaction (PCR). 

 


