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OVERVIEW

Introduction
Letermovir is an antiviral agent which targets the DNA terminal transferase complex of the cytomegalovirus 
(CMV) and which is used to prevent CMV reactivation in immunocompromised patients. Letermovir has been 
associated with mild-to-moderate serum aminotransferase elevations during therapy but has not been linked to 
cases of clinically apparent acute liver injury.

Background
Letermovir (le term' oh vir) is a potent inhibitor of the cytomegalovirus (CMV) DNA terminal transferase 
complex which is needed for the processing and packaging of the viral DNA and formation of mature virions. 
Letermovir is unique in targeting the DNA terminal transferase complex, whereas other antivirals used in the 
treatment of CMV infection target the viral polymerase (ganciclovir and valganciclovir). Letermovir has potent 
activity against CMV in vitro and in vivo and has been shown to prevent CMV reactivation in anti-CMV 
positive recipients of allogeneic hematopoietic cell transplants. Letermovir was approved for this indication in 
the United States in 2017 and is available as tablets of 240 mg and 480 mg and in solution in single dose vials of 
240 mg in 12 mL and 480 mg in 24 mL (20 mg/mL) under the brand name Prevymis. The intravenous 
formulation is recommended only for patients unable to take oral medications. A 240 mg daily dose is 
recommended for patients taking cyclosporin. Letermovir is not approved for therapy of CMV infection. Side 
effects include nausea, vomiting, diarrhea, abdominal pain, headache, fatigue, cough and edema. Unlike 
ganciclovir and valganciclovir, letermovir has minimal bone marrow and renal toxicities.

Hepatotoxicity
In large preregistration clinical trials, ALT elevations occurred in 18.5% of letermovir vs 21.9% of placebo 
recipients after hematopoietic cell transplantation, and levels rose to above 5 times ULN in 3.5% vs 1.6%. The 
ALT elevations were generally transient, mild and asymptomatic. Recurrence of serum ALT elevations on 
rechallenge has been reported. In prelicensure studies, 0.5% of subjects developed jaundice and liver injury, but 
in the setting of hematopoietic cell transplantation other more likely causes for liver injury were present in all, 
and none could be convincingly attributed to letermovir therapy. Since the approval of letermovir and its general 
availability, there have been no reported cases of clinically apparent liver injury with jaundice associated with its 
use; however, the total clinical experience with letermovir therapy has been limited.

Likelihood score: E (unlikely cause of clinically apparent liver injury).



Mechanism of Injury
The absence of hepatotoxicity from letermovir is probably related to the fact that it has minimal hepatic 
metabolism. Letermovir is taken up by the liver via OATP1B1/3, a major hepatic plasma membrane organic 
anion transporter and its major route of excretion is biliary. Letermovir appears to have only mild effects on 
cytochrome P450 activity and does not demonstrate clinically significant drug-drug interactions. Cyclosporin is 
also taken up by OATP1B1 and inhibits its activity which can lead to marked increases in letermovir plasma 
levels. For this reason, the dose of letermovir should be decreased by half in patients taking cyclosporin (which is 
frequently used in bone marrow and solid organ transplantation). Letermovir is not recommended for patients 
with severe hepatic dysfunction.

Outcome and Management
The minor aminotransferase elevations associated with letermovir therapy are usually self-limited and rarely 
require dose modification or discontinuation of therapy. In patients who develop ALT or AST elevations above 5 
times ULN during therapy, letermovir should be at least temporarily discontinued and restarted only once levels 
fall to normal or near normal levels. Patients who develop ALT or AST elevations with symptoms or jaundice 
should discontinue letermovir and restart therapy only if another cause is identified. There is no reason to 
suggest any cross sensitivity to liver injury between letermovir and the conventional antiviral nucleoside 
analogues with activity against CMV.

Drug Class: Antiviral Agents

Other Antiviral Agents for Herpes Virus Infections: Acyclovir, Cidofovir, Famciclovir, Foscarnet, Ganciclovir, 
Valacyclovir, Valganciclovir
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