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OVERVIEW

Introduction

Aliskiren is a unique antihypertensive agent that acts by direct inhibition of renin and has only recently been
introduced into clinical practice. Aliskiren has been linked to rare instances of serum aminotransferase
elevations during therapy and rare cases of idiosyncratic, clinically apparent liver injury.

Background

Aliskiren (al' is key' ren) is a direct inhibitor of renin and acts to inhibit its ability to convert angiotensinogen to
angiotensin 1, an early step in the renin-angiotensin system pathway. By inhibiting renin and the subsequent
production of angiotensin II and aldosterone release, aliskiren results in a decrease in peripheral
vasoconstriction and increase in sodium excretion. Aliskiren is effective in lowering blood pressure and can be
used alone or in combination with other antihypertensive medications, including other inhibitors of the renin-
angiotensin system such as the angiotensin converting enzyme (ACE) inhibitors and the angiotensin receptor
blockers (ARBs). In 2007, aliskiren became the first in the class of direct renin inhibitors to be approved for use
in the United States. Aliskiren is available in under the brand name of Tekturna in tablets of 150 and 300 mg.
Fixed combinations of aliskiren with hydrochlorthiazide (Tekturna HCT), valasartan (Valturna) and amlodipine
(Amturnide) are also available. The typical initial dose of aliskiren in adults is 150 daily, which can be increased
to 300 mg daily based upon effects and tolerance. Side effects are uncommon and usually mild; they include
diarrhea, headaches, fatigue, dizziness and nasopharyngitis.

Hepatotoxicity

Serum aminotransferase elevations during aliskiren therapy are uncommon and rates of such elevations have
not been reported in the large clinical trials that demonstrated its efficacy in hypertension. An instance of serum
aminotransferase elevation with jaundice was reported in the registration trials of aliskiren and several instances
of marked serum enzyme elevations during therapy with few symptoms and without jaundice have been
reported. In most instances, the pattern of enzyme elevation was distinctly hepatocellular and recovery was
prompt once aliskiren was stopped. There have also been reports to the sponsor of severe hepatic reactions
including hepatic failure and more recently a published case report of acute liver injury attributed to this agent.
The latency to onset has ranged from 1 to 6 months and the pattern of injuryis typically cholestatic or mixed.
Most cases have been mild to moderate in severity and marked by rapid recovery once aliskiren is stopped.

Likelihood score: C (probable cause of clinically apparent liver injury).
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Mechanism of Injury

The mechanism of liver injury due to aliskiren is not known. Aliskiren is metabolized in the liver by the
cytochrome P450 (CYP 3A4) system, but has little effect on drug metabolizing activity. Concurrent use of CYP
3A4 inhibitors such as cyclosporin or itraconazole can cause an increase in aliskiren levels.

Outcome and Management

Severity ranges from asymptomatic elevations in serum aminotransferase levels to mildly symptomatic
cholestatic hepatitis with or without jaundice. There are no convincing cases of fulminant hepatic failure,
chronic hepatitis or vanishing bile duct syndrome attributable to aliskerin use in the published literature.
Patients with aliskiren induced liver injury need not avoid other antiihypertensive agents.

Drug Class: Antihypertensive Agents

CASE REPORTS SUBMITTED TO LIVERTOX

Clinical cases of drug-induced liver injury that have been submitted to LiverTox ("Submit a Case Report") are
available for review. Most of these reference cases are from the Drug-Induced Liver Injury Network, but others
are from users of LiverTox who have submitted data from an actual clinical case. All cases have been reviewed
and cleared of personal identifiers and a brief comment added by the LiverTox editors. Click on the following
link to view the submitted case reports that have been made publically available.

Submitted Cases on Aliskiren

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Aliskiren - Tekturna®

DRUG CLASS

Antihypertensive Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG  CAS REGISTRY MOLECULAR FORMULA STRUCTURE
NUMBER

Aliskiren 173334-57-1 C30-H53-N3-06
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