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Jan. 24, 2006 — Dehydroepiandrosterone (DHEA) is an effective therapy for treatment of nonmajor depression in patients with HIV/
AIDS, according to the results of a randomized trial reported in the January issue of the American Journal of Psychiatry.
"Subsyndromal major depressive disorder is common among HIV-positive adults," write Judith G. Rabkin, PhD, MPH, from the New
York State Psychiatric Institute, Columbia University College of Physicians and Surgeons in New York, and colleagues. "DHEA is of
particular interest for HIV-positive patients, because declining levels of DHEA have been associated with progression to AIDS in
both cross-sectional comparisons of HIV-positive men and women at different stages of HIV illness and in longitudinal studies,
including a previous study by our group."
In this 8-week trial, 145 patients with subsyndromal depression or dysthymia were randomized to receive either DHEA, using
flexible dosing of 100 to 400 mg/day, or placebo. Study completion rates were 90% (69/77) of the DHEA-treated patients and 94%
(64/68) of the placebo-treated patients. The primary efficacy endpoint, based on intent-to-treat analysis and completer analysis,
was a Clinical Global Impression improvement rating of 1 or 2 (much or very much improved) plus a final Hamilton Depression
Rating Scale (HAM-D) score of 8 or less. Safety outcomes included adverse effect reports and measures of CD4 cell count and HIV
RNA viral load at baseline and at week 8.
In the intent-to-treat analysis, clinicians' ratings demonstrated that DHEA was superior, with response rates of 56% (43/77) for the
DHEA group vs 31% (21/68) for the placebo group. In the completer analysis, response rates were 62% (43/69) for DHEA and 33%
(21/ 64) for placebo. Based on intent-to-treat data, the number needed-to-treat was 4 vs 3.4 on the basis of completer data. There
were few adverse events and no significant changes in CD4 cell count or HIV RNA viral load in either treatment group.
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"Nonmajor but persistent depression is common in patients with HIV/AIDS, and DHEA appears to be a useful treatment that is
superior to placebo in reducing depressive symptoms," the authors write. "The low attrition rate in this group of physically ill
patients, together with requests for extended open-label treatment, reflect high acceptance of this readily available intervention."
Study limitations include lack of generalizability to patients with major depression or those with substance use disorders, small
number of women, absence of long-term follow-up regarding maintenance of response or possible long-term endocrine or other
effects of DHEA, and restriction of the study to HIV-positive individuals.
"Given the high acceptance rate and low side effect profile for DHEA in this group of patients with HIV/AIDS, nearly all of whom
were taking multiple concurrent medications, it may be appropriate to evaluate the efficacy of DHEA in other groups of physically ill
patients in which mild depression is common," the authors conclude. "We do not recommend widespread use of DHEA in the
absence of confirmatory efficacy research and more data about longer-term use. For patients who are unwilling to take
antidepressants, who express a strong preference for an 'alternative' treatment, and who have nonmajor depression, DHEA may be
a reasonable choice."
The National Institutes of Mental Health supported this study.
Am J Psychiatry. 2006;163:59-66

Learning Objectives for This Educational Activity
Upon completion of this activity, participants will be able to:
●
●

Describe the efficacy of DHEA treatment on mood.
Compare DHEA vs placebo in the treatment of mild depression among patients with HIV infection.

Clinical Context
DHEA is a weakly active adrenal androgen that serves as a precursor to testosterone and estradiol, which are hormones that can
have a positive effect on mood when administered exogenously. In addition, the authors of the current study describe that DHEA
increases the amount of available insulin-like growth factor, which in turn can increase levels of growth hormone. Growth hormone
deficiency has also been linked with depressed mood. Finally, DHEA may modulate inflammatory cytokines, such as tumor
necrosis factor, which may be related to depressed mood.
Declines in DHEA levels may also be important in the progression to AIDS among patients infected with HIV. In their current study,
researchers compare DHEA with placebo in the treatment of mild depression among a cohort of patients with HIV.

Study Highlights
●

●

●

●

●

Study subjects were adults with HIV who met criteria for dysthymia or subsyndromal depression of at least 3 months'
duration. Patients were excluded from study participation if they had current unstable medical conditions, substance abuse,
or recent use of steroids.
Participants were randomized to receive DHEA, which was titrated to a maintenance dose of 300 to 400 mg/day depending
on patient response, or matching placebo.
The duration of the trial was 8 weeks. Study outcomes included a score of very much or much improved on the Clinical
Global Impression scale. The authors also measured scores from the HAM-D . A measure of participants' quality of life and
the Beck Depression Inventory were also assessed. Serum DHEA levels were followed to judge their relationship to study
treatment.
145 patients underwent randomization, and 92% of participants finished the 8-week trial. Baseline characteristics between
the DHEA and placebo groups were similar. The mean age of the study cohort was 44 years old, and 84% of subjects were
male. Ethnicity of the study was cohort was nearly evenly divided between black, white, and Hispanic subjects. The average
duration since the diagnosis of HIV was 8.6 years, and two thirds of the group had a diagnosis of AIDS. 80% of the study
cohort was receiving antiretroviral treatment, and 20% was receiving testosterone supplementation during the trial. 70% of
the study group reported previously receiving treatment of depression, and 10% had DHEA levels below normal at baseline.
The mean HAM-D score was 16.
On intent-to-treat analysis, the clinical response rates of much improved or very much improved were 56% vs 31% in the
DHEA and placebo groups, respectively, a significant difference. The mean endpoint HAM-D scores were 8.1 and 9.4,

file:///H|/Article%20website%20pages/DHEA%20May%20...e%20for%20Depression%20Associated%20With%20HIV.htm (2 of 5)1/26/2006 1:19:33 AM

DHEA May Be Effective for Depression Associated With HIV

●
●

●
●

●
●

respectively. This difference was not statistically significant. However, a reduction of at least 50% of the baseline HAM-D
score was achieved in 57% of the DHEA group vs 35% of the placebo group (P = .009).
Measures of quality of life and the Beck Depression Inventory did not significantly differ between treatment groups.
Mean doses of DHEA did not differ between responders and nonresponders nor did final serum levels of DHEA. Similarly,
the increase in serum DHEA during the study was not associated with improved study outcomes, and there were no sex
differences for DHEA vs placebo therapy.
Concomitant steroid therapy did not significantly affect the main study outcome.
Serum testosterone levels increased with DHEA therapy in women, but not in men. DHEA did not significantly affect CD4
counts or the HIV viral load.
Rates of adverse events were similar between the placebo and DHEA groups.
An open-label continuation phase of DHEA therapy revealed that DHEA maintained its efficacy in treating depression for 8
months.

Pearls for Practice
●

●

DHEA may improve mood by increasing levels of sex steroids, insulin-like growth factor, and growth hormone while reducing
activity of inflammatory cytokines.
In the current study, DHEA improved clinicians' assessment of mild depression vs placebo among a mostly male cohort of
patients with HIV. However, DHEA was not more effective than placebo in the outcomes of HAM-D scores, the Beck
Depression Inventory, or quality of life.

Instructions for Participation and Credit
There are no fees for participating in or receiving credit for this online educational activity. For information on applicability and
acceptance of continuing education credit for this activity, please consult your professional licensing board.
This activity is designed to be completed within the time designated on the title page; physicians should claim only those credits
that reflect the time actually spent in the activity. To successfully earn credit, participants must complete the activity online during
the valid credit period that is noted on the title page.
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1. Read the target audience, learning objectives, and author disclosures.
2. Study the educational content online or printed out.
3. Online, choose the best answer to each test question. To receive a certificate, you must receive a passing score as
designated at the top of the test. Medscape encourages you to complete the Activity Evaluation to provide feedback for
future programming.
You may now view or print the certificate from your CME/CE Tracker. You may print the certificate but you cannot alter it. Credits
will be tallied in your CME/CE Tracker and archived for 5 years; at any point within this time period you can print out the tally as well
as the certificates by accessing "Edit Your Profile" at the top of your Medscape homepage.
*The credit that you receive is based on your user profile.

Target Audience
This article is intended for primary care clinicians, psychiatrists, infectious disease specialists, and other specialists who care for
patients with mild depression, dysthymia, or HIV infection.

Goal
The goal of this activity is to provide medical news to primary care clinicians and other healthcare professionals in order to enhance
patient care.
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Medscape is accredited by the Accreditation Council for Continuing Medical Education (ACCME) to provide continuing medical
education for physicians.
Medscape designates this educational activity for 0.25 Category 1 credit(s) toward the AMA Physician's Recognition Award. Each
physician should claim only those credits that reflect the time he/she actually spent in the activity.
Medscape Medical News (MMN) has been reviewed and is acceptable for up to 150 Prescribed credits by the American Academy
of Family Physicians. AAFP accreditation begins 09/01/05. Term of approval is for 1 year from this date. This component is
approved for 0.25 Prescribed credit. Credit may be claimed for 1 year from the date of this issue.
Contact This Provider
For questions regarding the content of this activity, contact the accredited provider for this CME/CE activity: mailto:CME@webmd.
net For technical assistance, contact CME@webmd.net.
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to affect practice, as reported by the Medscape Medical News group. Send comments or questions about this program to mailto:%20cmenews@medscape.
net.
Medscape Medical News 2006. © 2006 Medscape

Legal Disclaimer
The material presented here does not necessarily reflect the views of Medscape or companies that support educational programming on www.medscape.
com. These materials may discuss therapeutic products that have not been approved by the US Food and Drug Administration and off-label uses of
approved products. A qualified healthcare professional should be consulted before using any therapeutic product discussed. Readers should verify all
information and data before treating patients or employing any therapies described in this educational activity.
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