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OVERVIEW

Introduction
Doravirine is a nonnucleoside reverse transcriptase inhibitor used in combination with other antiretroviral 
agents in the therapy of human immunodeficiency virus (HIV) infection. Doravirine is associated with a low 
rate of transient serum aminotransferase elevations during therapy but has not been implicated in cases of 
clinically apparent acute liver injury.

Background
Doravirine (dor" a vir' een) is an antiretroviral agent that acts by noncompetitive binding to, and inhibition of, 
the HIV reverse transcriptase. Doravirine is a nonnucleoside reverse transcriptase inhibitor similar in action to 
nevirapine, efavirenz, delavirdine, etravirine and rilpivirine. In several randomized controlled trials, doravirine 
was found to have similar efficacy to efavirenz when combined with at least two nucleoside analogues (typically 
tenofovir and emtricitabine or lamivudine). Doravirine was the sixth nonnucleoside reverse transcriptase 
inhibitor approved by the FDA [2018], and current indications are for the treatment of HIV infection in 
combination with other HIV medications. Doravirine is available under the brand name Pifeltro in tablets of 100 
mg. The recommended dose is 100 mg orally once daily. Doravirine is also available in a fixed dose (100 mg), 
oral once-a-day combination with lamivudine (300 mg) and tenofovir disoproxil fumarate (300 mg) under the 
brand name Delstrigo [2018]. Antiviral resistance can occur and resistance patterns are similar to, but somewhat 
less frequent than, those due to other nonnucleoside reverse transcriptase inhibitors. Common side effects 
include fatigue, dizziness, headache, diarrhea, nausea, disturbed sleep, abnormal dreams and skin rashes. 
Uncommon, but potentially severe adverse events include hypersensitivity reactions and immune reconstitution 
syndrome.

Hepatotoxicity
Serum aminotransferase elevations were reported in 13% of patients on doravirine therapy, but elevations above 
5 times the upper limit of normal were uncommon, occurring in 1% or less of patients. The rate of serum 
aminotransferase elevations during doravirine therapy was higher in patients who were coinfected with hepatitis 
B or C, but the abnormalities were rarely severe. Doravirine has been in clinical use for a short time only, but 
unlike many other nonnucleoside reverse transcriptase inhibitors, doravirine has yet to be linked to reported 
instances of clinically apparent liver injury.

Likelihood score: E* (suspected but unproven cause of clinically apparent liver injury).



Mechanism of Injury
Clinically apparent hepatotoxicity from doravirine has not been reported, but liver injury from other 
nonnucleoside reverse transcriptase inhibitors appears to be due to hypersensitivity. Doravirine is extensively 
metabolized in the liver via the cytochrome P450 system (predominantly CYP 3A4) and is susceptible to drug-
drug interactions with modulators of CYP 3A4. Its use with strong CYP 3A4 inducers should be avoided because 
of potential decreases in doravirine plasma concentrations.

Outcome and Management
Doravirine therapy has been linked to mild and self-limited serum aminotransferase elevations which rarely 
require dose modification or discontinuation. Doravirine has not been linked to cases of acute hepatitis, acute 
liver failure, chronic hepatitis or vanishing bile duct syndrome. There is no information on cross sensitivity to 
hepatic injury between doravirine and other nonnucleoside reverse transcriptase inhibitors, although there may 
be cross reactivity in occurrence of rash.
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https://dailymed.nlm.nih.gov/dailymed/search.cfm?labeltype=all&query=Doravirine


CHEMICAL FORMULA AND STRUCTURE
DRUG CAS REGISTRY NUMBER MOLECULAR FORMULA STRUCTURE

Doravirine 1338225-97-0 C17-H11-Cl-F3-N5-O3
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