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OVERVIEW

Introduction
Guanfacine is a selective alpha-adrenergic receptor agonist used for the treatment of hypertension and attention 
deficit hyperactivity disorder (ADHD) in adults and children. Guanfacine has not been linked to serum enzyme 
elevations during treatment or to cases of acute, clinically apparent liver injury.

Background
Guanfacine (gwahn' fa seen) is a selective alpha-2A-adrenergic receptor agonist initially approved as therapy of 
hypertension and subsequently for management of attention deficit hyperactivity disorder (ADHD). It is 
currently used mostly as therapy of ADHD, both in children and adults. Therapy with extended release 
formulations of guanfacine have been shown to lead to improvements in levels of psychological functioning and 
performance in children and adolescents with suspected ADHD. Guanfacine is available in multiple 
formulations including tablets of 1 and 2 mg generically and under the brand name Tenex for treatment of 
hypertension and as extended release tablets of 1, 2, 3 and 4 mg generically and under the brand name Intuniv 
for the treatment of ADHD. The recommended initial dosage for hypertension in adults is 1 mg daily, with 
subsequent increases to a maintenance dose of up to 3 mg daily. The recommended dosage of the extended 
release formulation for treatment of ADHD is 1 mg daily, with subsequent increases to a maintenance dose of up 
to 7 mg daily. Common side effects include somnolence, sedation, headache, nausea, dizziness, bradycardia, low 
blood pressure, fatigue and dry mouth. Rare, but potentially severe adverse events include skin rash, 
bradycardia, hypotension and syncope.

Hepatotoxicity
In the multiple clinical trials of guanfacine in adolescents and children with ADHD there were no reports of 
serum enzyme elevations or in instances of clinically apparent liver injury. Furthermore, despite widescale use of 
the agent for both hypertension and ADHD, there have been no reports of clinically apparent liver injury 
attributable to guanfacine. Thus, significant liver injury from guanfacine must be quite rare, if it exists at all.

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

Mechanism of Injury
The mechanism by which guanfacine might cause liver injury is unknown. Guanfacine is metabolized in the 
liver by the cytochrome P450 system, predominantly CYP 3A4 and production of a toxic intermediate or 
immunogenic byproduct are reasonable explanations. Guanfacine is susceptible to drug-drug interactions with 



agents that modulate CYP 3A4 activity, inhibitors causing an increase and inducers causing a decrease in 
guanfacine plasma levels. The hepatic safety of guanfacine may relate to the low total daily doses used (1 to 7 mg 
daily).
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