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Response to Marcus et al. Letter

TO THE EDITOR: We thank Dr. Marcus et al. for bringing this 
error to our attention. The upper dose of aripiprazole stud-
ied for adjunctive treatment of major depressive disorder is 
20 mg/day, and the upper recommended dose is 15 mg/day. 
A correction will be made in the guideline text published on 
PsychiatryOnline.com.
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Propofol Addiction Initiated by Anesthetic Use

TO THE EDITOR: Propofol is a safe anesthetic agent, acts rap-
idly, and allows a fast recovery from anesthesia. Despite its 
abuse potential by activation of the gamma-aminobutyric acid 
receptor type A (GABA

A
), only several cases of propofol depen-

not have signifi cant peripheral eosinophilia, which suggests 
that clozapine may cause alveolitis via more than one mech-
anism in susceptible individuals. Clinicians should consider 
clozapine-induced lymphocytic alveolitis in patients who 
develop pulmonary infi ltrates while receiving clozapine 
treatment.
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 This letter (doi: 10.1176/appi.ajp.2010.10101494) was accepted 
for publication in December 2010.

Aripiprazole Adjunctive to Antidepressant Ther-
apy

TO THE EDITOR: We would like to clarify the dosing for aripip-
razole adjunctive to antidepressant therapy in patients with 
major depressive disorder as suggested in the American 
Psychiatric Association (APA) Practice Guideline for the 
Treatment of Patients With Major Depressive Disorder (1), 
published as a supplement to the October 2010 issue of the 
Journal. The medication product information states that for 
adjunctive treatment of major depressive disorder, aripipra-
zole should be initiated at 2–5 mg per day, with a target dose 
of 5–10 mg per day and a maximum dose of 15 mg/day. Dose 
adjustments of up to 5 mg/day should occur gradually, at 
intervals of no less than 1 week, and no dosage adjustments 
are needed for the current antidepressant.

The current guidelines state that adjunctive aripiprazole 
is typically initiated at 2.5–5 mg/day and titrated upward as 
tolerated to a maximum dose of 30 mg/day. In the study cited 
for this recommendation (2), adjunctive aripiprazole was ini-
tiated at 5 mg/day and, if tolerability permitted, increased to 
the target dose of 10 mg/day at the start of week 2. The dose 
could be reduced to 2 mg if necessary for tolerability. The 
maximal dose in the study was 20 mg/day. There is no recom-
mendation in the product information for a maximum dose 
of 30 mg/day for aripiprazole adjunctive to antidepressants. 
When making treatment decisions, it is important to consider 
the doses that were studied in three large, placebo-controlled, 
double-blind clinical trials for aripiprazole adjunctive to anti-
depressants in the treatment of major depressive disorder 
(2–4), and these data provide the foundation for the recom-
mended doses in the product information.
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