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OVERVIEW

Introduction

Maribavir is an orally available, antiviral agent which inhibits the pUL97 kinase of cytomegalovirus (CMV) and
is used to treat refractory forms of post-transplant CMV infection. Maribavir has been associated with low rates
of mild-to-moderate serum aminotransferase elevations during therapy but has not been linked to cases of
clinically apparent acute liver injury.

Background

Maribavir (ma rye’ ba vir) is a small molecule inhibitor of the cytomegalovirus (CMV) pUL97 kinase which is
needed for the processing of proteins necessary for CMV replication. Maribavir has potent activity against CMV
in vitro and in vivo and has been shown to decrease CMV DNA levels in patients with otherwise refractory
CMV infection after hematopoietic stem cell transplantation. In contrast, maribavir had little or no efficacy in
prevention of CMV infection when given as prophylaxis after transplantation. Maribavir was approved as
therapy of adults and children (12 years of age or older and weighing at least 35 kilograms) with refractory CMV
infection after hematopoietic cell transplantation in the United States in 2019. Maribavir is available as tablets of
200 mg under the brand name Livtencity. The recommended dose is 400 mg (2 tablets) by mouth twice daily.
Maribavir has several drug-drug interactions and is not recommended to be used in combination with
ganciclovir or valganciclovir. Side effects include dysgeusia, nausea, vomiting, diarrhea, abdominal pain, and
fatigue.

Hepatotoxicity

In large preregistration clinical trials, ALT elevations occurred in 3.5% of maribavir vs less than 1% of standard
therapy in recipients with refractory CMV infection after hematopoietic cell transplantation. The ALT elevations
were transient, mild and asymptomatic. In prelicensure studies, there were no instances of clinically apparent
liver injury with jaundice. Since the approval of maribavir 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 maribavir therapy is limited.

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

Mechanism of Injury

The possible mechanism of hepatotoxicity from maribavir is unknown but may relate to its hepatic metabolism
or the drug-drug interactions.
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Outcome and Management

The aminotransferase elevations associated with maribavir therapy were not well characterized in the
prelicensure studies as far as timing, duration and severity, but appeared to be self-limited and did not require
dose modification or drug discontinuation. In patients who develop ALT or AST elevations above 5 times ULN
during therapy, maribavir 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 maribavir and restart therapy only if another cause is identified. There is no reason to suggest any
cross sensitivity to liver injury between maribavir and the conventional antiviral agents with activity against
CMV.

Drug Class: Antiviral Agents

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

PRODUCT INFORMATION
REPRESENTATIVE TRADE NAMES

Maribavir - Livtencity®

DRUG CLASS

Antiviral Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY NUMBER MOLECULAR FORMULA STRUCTURE
Maribavir 176161-24-3 C15-H19-Cl2-N3-04


https://www.ncbi.nlm.nih.gov/books/n/livertox/AntiviralAgents/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Acyclovir/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Cidofovir/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Famciclovir/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Foscarnet/
https://www.ncbi.nlm.nih.gov/books/n/livertox/GanciclovirValganc/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Letermovir/
https://www.ncbi.nlm.nih.gov/books/n/livertox/Valacyclovir/
https://www.ncbi.nlm.nih.gov/books/n/livertox/GanciclovirValganc/
https://dailymed.nlm.nih.gov/dailymed/search.cfm?labeltype=all&query=Maribavir
https://pubchem.ncbi.nlm.nih.gov/substance/135078600
https://pubchem.ncbi.nlm.nih.gov/substance/135078600
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(Among 156 patients with CMV reactivation after hematopoietic or solid organ transplantation treated with
maribavir [400, 800 or 1200 mg] or valganciclovir [900 mg] twice daily for up to 12 weeks, response rates were
similar with both drugs [62% vs 56%] but serious adverse events were more common with maribavir [44% vs
32%] as was dysgeusia [40% vs 2%], while neutropenia was less [4% vs 15%]; no mention of ALT elevations or
hepatotoxicity).
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(Review of the mechanism of action, history of development, pharmacology, clinical efficacy and safety of maribavir
shortly after its approval in the US; mentions common adverse events of dysgeusia, nausea, diarrhea, vomiting,
fatigue and abdominal pain, but does not mention ALT elevations or hepatotoxicity).

Avery RK, Alain S, Alexander BD, Blumberg EA, Chemaly RE, Cordonnier C, Duarte RF, et al; SOLSTICE Trial
Investigators. Maribavir for refractory cytomegalovirus infections with or without resistance post-transplant:
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34864943.

(Among 320 patients with refractory CMV infection after HCST treated with maribavir [400, 800 or 1200 mg twice
daily] or valganciclovir for up to 12 weeks, response rates were higher with maribavir [79% vs 67%] and adverse

events were mostly mild-to-moderate gastrointestinal symptoms; no mention of ALT elevations or

hepatotoxicity).
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