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OVERVIEW

Introduction

Nortriptyline is a tricyclic antidepressant that is also used in smoking cessation. Nortriptyline can cause mild
and transient serum enzyme elevations and is rare cause of clinically apparent acute and chronic cholestatic liver
injury.

Background

Nortriptyline (nor trip' ti leen) is a tricyclic antidepressant which acts by inhibition of reuptake of serotonin and
norepinephrine in synaptic clefts, thus increasing brain levels of these neurotransmitters. Nortriptyline was
approved for use in the United States in 1964 for the treatment of depression. It is also used for smoking
cessation and is commonly used in the United States, with more than 3 million prescriptions being filled yearly.
Nortriptyline is available in generic forms and under the brand names of Aventyl and Pamelor in 10, 25, 50 and
75 mg tablets. An oral solution is also available. The typical recommended dose for depression is 25 mg three or
four times daily, increasing based upon effect and tolerance to as much as 150 mg daily. The typical dose for
smoking cessation is 25 mg daily, gradually increasing to a maximum of 100 mg daily. Common side effects
include drowsiness, dizziness, restlessness, headache, blurred vision, dry mouth, constipation, and urinary
retention.

Hepatotoxicity

Liver test abnormalities have been reported to occur in up to 16% of patients being treated with tricyclic
antidepressants, but elevations are uncommonly above 3 times the upper limit of normal. The aminotransferase
abnormalities are usually mild, asymptomatic and transient, reversing even with continuation of medication.
Rare instances of clinically apparent acute liver injury have been reported due to nortriptyline. The onset of
jaundice is usually within 2 to 3 months of starting nortriptyline and the predominant enzyme pattern has been
hepatocellular. Several acute instances of nortriptyline hepatotoxicity with marked elevations in serum
aminotransferase levels and acute liver failure have been described. Signs and symptoms of hypersensitivity and
autoimmunity are usually not present.

Mechanism of Injury

The mechanism by which nortriptyline causes serum aminotransferase elevations and acute liver injury is not
known. It undergoes extensive hepatic metabolism and a possible cause of liver injury is production of a toxic
intermediate of metabolism.
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Outcome and Management

The serum aminotransferase elevations that occur on nortriptyline therapy are usually self-limited and do not
require dose modification or discontinuation of therapy. The acute hepatitis caused by nortriptyline can be
severe and lead to acute liver failure. No cases of chronic liver injury or vanishing bile duct syndrome have been
reported with nortriptyline therapy. While cross reactivity of hepatic injury with other tricyclic antidepressants
has rarely been described, amitriptyline is metabolized to nortriptyline which is its active form. Thus, switching
to amitriptyline after nortriptyline toxicity should be avoided. Switching to other forms of antidepressants such
as the selective serotonin reuptake inhibitors is likely to be safe.

Drug Class: Antidepressant Agents

Other Drugs in the Subclass, Tricyclics: Amitriptyline, Amoxapine, Clomipramine, Desipramine, Doxepin,
Imipramine, Protriptyline, Trimipramine

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Nortriptyline — Aventyl®, Pamelor®

DRUG CLASS

Antidepressant Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY NUMBER MOLECULAR FORMULA STRUCTURE

sOp

Nortriptyline 72-69-5 C19-H21-N
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