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OVERVIEW

Introduction

Isavuconazonium is a triazole antifungal agent used primarily in the treatment of invasive aspergillosis and
mucormycosis infections. Isavuconazonium is associated with a low rate of transient and asymptomatic serum
aminotransferase elevations during therapy, but has not been linked to instances of clinically apparent acute
drug induced liver injury.

Background

Isavuconazonium (eye" sa vue koe" na zoe' nee um) is a synthetic triazole and prodrug of isavuconazole, the
active moiety. Similar to other triazoles, such as voriconazole and itraconazole, isavuconazole is believed to act
through inhibition of the fungal 14a-ergosterol demethylase that is responsible for converting lanosterol to
ergosterol, which blocks fungal cell membrane synthesis. Isavuconazonium has a broad spectrum of activity
particularly against many aspergillus, candida and mucormycosis species. Isavuconazonium was approved for
use in the United States in 2016. Current indications include treatment of invasive aspergillosis and
mucormycosis infections in adults. It is under active evaluation as therapy of invasive candida infections.
Isavuconazonium is available as capsules of 186 mg and as powder for reconstitution in single use vials of 372
mg under the brand name Cresemba. The recommended regimen is 372 mg every 8 hours for 2 days, and then
372 mg daily until cure or clearance of the fungal infection. Isavuconazonium is typically given intravenously for
the first few days and then in oral forms, the recommended total daily dose being the same. Common side effects
include nausea, diarrhea, headache, constipation, cough, dyspnea, peripheral edema and back pain. Intravenous
administration can also be accompanied by hypotension, chills, dizziness and hypesthesia.

Hepatotoxicity

Transient elevations in serum aminotransferase levels occur in 1% to 5% of patients on isavuconazonium. These
elevations are usually asymptomatic and self-limited, but occasional patients require discontinuation of
isavuconazonium because of ALT elevations. Clinically apparent hepatotoxicity has not been reported with
isavuconazonium, but it has had limited general use. Other triazoles, such as fluconazole and voriconazole that
have been available for more than a decade and have had wide scale use, have been associated with rare
instances of clinically apparent liver injury. The injury arises within the first few months of therapy and the
pattern of serum enzyme elevations has been variable from cholestatic to hepatocellular. Several cases of acute
liver failure attributed to other triazoles have been reported. Immunoallergic features and autoantibodies are
uncommon. Recovery upon stopping therapy generally takes 6 to 10 weeks but, in some cases, the time to
complete resolution may be prolonged.



2 LiverTox

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

Mechanism of Injury

The cause of clinically apparent hepatotoxicity from isavuconazonium is unknown; however, it may have some
correlation with its ability to alter human sterol synthesis. Because isavuconazonium is a substrate for several
P450 enzymes (CYP 3A4 and 3A5), it has the potential to cause significant drug-drug interactions, including
elevations in plasma levels of other medications that are metabolized by these P450 enzymes, sometimes
resulting in toxicity.

Outcome and Management

The serum enzyme elevations attributed to isavuconazonium therapy are usually mild and transient and rarely
require dose adjustment or discontinuation. Cases of clinically apparent liver injury have not been reported with
isavuconazonium, but have been observed with other structurally similar antifungal triazoles. There is no
information on cross reactivity of hepatic injury between isavuconazonium and other antifungal azoles. While a
few reports suggest that there is little cross reactivity, use of isavuconazonium in patients with a history of acute
liver injury from another azole should be started with caution and with appropriate monitoring.

Drug Class: Antifungal Agents
PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Isavuconazonium - Cresemba®

DRUG CLASS

Antifungal Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE
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