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OVERVIEW

Introduction

Benznidazole is an orally available, broad spectrum antimicrobial agent used in the treatment of Chagas disease.
Benznidazole is a nitroimidazole similar to metronidazole and is associated with serum enzyme elevations
during therapy in up to 10% of patients but has not linked to cases of clinically apparent acute liver injury.

Background

Benznidazole (benz nid' a zole) is an oral, broad spectrum nitroimidazole antimicrobial that has activity against
bacteria as well as several parasites. Like other nitroimidazoles such as metronidazole, benznidazole is activated
intracellularly by bacterial or parasitic enzymes to a radical anion, which damages large protein molecules and
DNA. Benznidazole has been found to be particularly effective against Trypanosoma cruzi, the cause of Chagas
disease. In multiple clinical studies in both children and adults, with congenital, acute and chronic Chagas
disease, a course of benznidazole has resulted in a high rate of cure. The only other drug effective in Chagas
disease is nifurtimox which is not available commercially in the United States. Chronic Chagas disease can lead
to morbidity and mortality from digestive and cardiac disease and is endemic in much of Latin America. With
increasing rates of emigration, Chagas disease has become a global problem and there are an estimated 300,000
persons with Chagas disease living in the United States. In 2017, benznidazole became the first agent to receive
FDA approval as therapy for Chagas disease. Current indications are limited to children ages 2 to 12 years.
Benznidazole is available in tablets of 12.5 and 100 mg and the recommended daily dose is 5 to 8 mg/kg orally in
two divided doses daily for 60 days. Common side effects include abdominal pain, anorexia, weight loss, nausea,
vomiting, headache, rash, urticaria and pruritus. Less common but potentially severe adverse reactions include
hypersensitivity skin reactions, DRESS syndrome, peripheral neuropathy, bone marrow suppression,
neutropenia, thrombocytopenia, anemia, carcinogenicity, genotoxicity and embryo-fetal toxicity.

Hepatotoxicity

Benznidazole therapy is associated with an appreciable rate of serum enzyme elevations, found in at least 10% of
patients. The abnormalities, however, are generally mild, transient and without accompanying symptoms or
jaundice. In clinical trials there were no reported instances of clinically apparent liver injury with jaundice
attributed to benznidazole. However, there have been case reports of drug rash with eosinophilia and systemic
symptoms (DRESS syndrome) accompanied by serum enzyme elevations associated with benznidazole therapy,
and cases of immunoallergic hepatitis have been reported with other nitroimidazoles such as metronidazole and
ornidazole, some of which have been severe. Thus, while benznidazole therapy has been linked to instances of
DRESS syndrome accompanied by serum enzyme elevations it has not been directly linked to cases of clinically
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apparent liver injury with jaundice. On the other hand, it has had limited clinical use and its structural similarity
to other nitroimidazoles suggests that it might cause rare cases of immunoallergic hepatitis.

Likelihood score: D (possible rare cause of clinically apparent liver injury, usually as a component of DRESS
syndrome).

Mechanism of Injury

The cause of the serum enzyme elevations during benznidazole therapy is unknown. Benznidazole is
metabolized in the liver where it undergoes glucuronidation but has not been found to lead to significant drug-
drug interactions.

Outcome and Management

The severity of the liver injury linked to benznidazole therapy has been invariably mild and self-limited, usually
with transient, asymptomatic serum enzyme elevations, occasionally accompanied by hypersensitivity reactions.
However, the use of benznidazole has been limited. In instances of allergic reactions or anaphylaxis, rechallenge
should be avoided. There is no information on whether there is cross sensitivity to hypersensitivity reactions or
hepatic injury between benznidazole and other nitroimidazoles.

Drug Class: Antiinfective Agents; Gastrointestinal Agents

Other Drugs in the Subclass, Nitroimidazoles: Metronidazole, Secnidazole, Tinidazole

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Benznidazole - Generic

DRUG CLASS

Antiinfective Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY NO MOLECULAR FORMULA STRUCTURE
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