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OVERVIEW

Introduction

Tafenoquine is an aminoquinoline that is used in combination with other antimalarials for the prevention of
relapse of Plasmodium vivax malaria and by itself as prophylaxis against all species of malaria. Tafenoquine has
been linked to low rates of transient and asymptomatic serum enzyme elevations during therapy but has not
been associated with instances of clinically apparent acute liver injury.

Background

Tafenoquine (ta fen' oh kwin) is a synthetic 8-aminoquinoline that acts by binding to the protozoal or parasitic
DNA and preventing DNA and RNA production and subsequent protein synthesis; it is active against several of
the stages in the development of the plasmodia including liver schizonts, hypnozoites and gametocytes and has
most activity against Plasmodium vivax. Tafenoquine was shown to decrease the risk of relapse in patients with
Plasmodium vivax malaria who were treated with chloroquine but was less effective than current regimens when
used as monotherapy for P. vivax malaria. Tafenoquine has also been shown to be effective as prophylaxis against
malaria in travelers to regions with a high risk of malaria transmission. Tafenoquine was approved for use in the
United States in 2018 for use in combination with other antimalarials such as chloroquine in prevention of
relapse of P. vivax malaria, also referred to as “radical cure”. For this indication, tafenoquine is available as tablets
of 150 mg under the brand name Krintafel and the recommended regimen is a single oral dose of 300 mg (2
tablets) given on day 1 or 2 of standard therapy of P. vivax malaria. Later in 2018, tafenoquine was approved for
use as prophylaxis against malaria in travelers to high risk areas. For malarial prophylaxis, tafenoquine is
available as 100 mg tablets under the brand name Arakoda, and the recommended regimen is a loading dose of
200 mg daily for three days before travel and maintenance dose of 200 mg once weekly to continue until one
week after return from travel. Common side effects of tafenoquine include headache, dizziness, anorexia, nausea,
pruritus and a decrease in hemoglobin. Testing for G6PD is recommended before using tafenoquine as it can
induce hemolysis and methemoglobinemia in patients with G6PD deficiency. Other potentially severe but rare
side effects include hypersensitivity reactions and severe psychiatric effects. Specific recommendations on the
therapy and prevention of malaria including regularly updated details on diagnosis, drug dosage and safety are
available at the CDC website: http://www.cdc.gov/malaria/.

Hepatotoxicity

In prelicensure clinical trials, tafenoquine was linked to a low rate of transient and mild serum aminotransferase
elevations during therapy, but not to serum enzyme elevations with jaundice or with clinically apparent acute
liver injury. It has had limited widescale use but appears to have a low risk for hepatotoxicity, and its safety
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profile has been similar to that of primaquine. Tafenoquine can cause hemolysis in patients with G6PD
deficiency, which can result in mild indirect hyperbilirubinemia and jaundice, but without significant
accompanying evidence of liver injury.

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

Mechanism of Injury

Hepatic reactions to aminoquinolines used for treatment and prevention of malaria are usually due to
hypersensitivity reactions but have been not been reported with tafenoquine. Tafenoquine has minimal hepatic
metabolism and has not been found to have clinically significant drug-drug interactions.

Outcome and Management

There is little information on the susceptibility to hepatic injury among the various antimalarial agents, but
caution should be used in switching to other aminoquinolines after clinically apparent liver injury to another
member of this class.

Drug Class: Antimalarial Agents

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Tafenoquine - Arakoda®, Krintafel®

DRUG CLASS

Antimalarial Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH
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CHEMICAL FORMULA AND STRUCTURE
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