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ESTROGEN, HRT, AND 
MOOD DISORDERS

“Minding menopause” (CURRENT

PSYCHIATRY, October 2003, p. 12-31)
provided an interesting and useful look
at how to diagnose and treat menopause-
related psychiatric symptoms.

However, Dr. Brizendine’s state-
ment that “…the Women’s Health
Initiative (WHI) trial reported that
estrogen’s health risks … exceeded potential 
benefit during 5 years of therapy” requires some
clarification.

After a mean of 5.2 years of follow-up, the
WHI reported an increased risk of major cardio-
vascular events, breast cancer, and pulmonary
emboli in the trial arm evaluating estrogen plus
progestin versus placebo.1 The reduced incidence
of hip fractures and colorectal cancers did not
outweigh the adverse events. The results of the
trial’s estrogen-versus-placebo arm (in women
without a uterus) have not yet been reported.

Hormone replacement therapy, or HRT
(estrogen plus progestin), is clearly no longer
indicated to prevent chronic diseases in healthy
postmenopausal women.2 Given the increase in
breast cancer and symptomatic gallstones in
patients taking estrogen,3 and uncertainty over
how estrogen affects cardiovascular status, most
clinicians now avoid estrogen for primary 
prevention, at least until the WHI reports its
estrogen-only trial results.

As long as the risks and benefits are careful-
ly explained, HRT can still be used to treat hot
flashes.4 Although HRT does not have a clini-
cally meaningful effect on health-related quality
of life, it does reduce moderate to severe vaso-
motor symptoms.5

For now, the risks of estrogen therapy (in
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women without a uterus) should be
presumed to be at least as serious as
those of combined estrogen/progestin
therapy. Though challenging, psychi-
atrists who treat menopause-related
hot flashes and mood symptoms need
to clearly understand the risks and
benefits of estrogen and estrogen/
progestin therapy.

Michael Rack, MD
Assistant professor of internal medicine and psychiatry

University of Mississippi School of Medicine
Jackson, MS
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Dr. Brizendine responds
Dr. Rack is right that the WHI has so far docu-
mented dangers of estrogen-progestin but not
estrogen alone.

The WHI results clearly indicate that the
risks of more than 5 years of estrogen-progestin
HRT outweigh the benefits for the average
woman. While we still don’t know the risks of
estrogen-only therapy, the WHI trial’s estrogen-
only arm—scheduled for completion in 2005—
will provide valuable information on the safety of
estrogen alone for women without a uterus.  

It is somewhat comforting that after 7 years,
predetermined risk limits have not forced termi-
nation of the estrogen-only trial. More than 6,500
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women will soon enter their eighth year in the
estrogen-only trial. Most physicians now feel they
can treat severe hot flashes for up to 5 years with: 

• estrogen in women without a uterus 
• estrogen-progestin in women with a

uterus. 
In either case, patients must have no other

contraindications to taking estrogen, including
breast cancer risk, history of blood clotting, and
gallbladder disease. 

Women who cannot or will not take estrogen
but have severe hot flashes may wish to try a
selective serotonin reuptake inhibitor (SSRI) for
hot flashes. Based on clinical experience, women
with mood symptoms and hot flashes are likely to
respond best to an SSRI.

Many women ages 40 to 60 develop mood
symptoms during their perimenopause and
menopause transitions. Familiarity with use of
estrogen and SSRIs in this patient population is
critical. Psychiatrists should be able to knowl-
edgeably discuss the risks and benefits of HRT
with patients, but HRT prescription is best left up
to the patient’s Ob/Gyn or primary practitioner.

Louann Brizendine, MD 
Clinical professor of psychiatry 

Director, Women’s Mood and Hormone Clinic
University of California-San Francisco Medical School 

LITHIUM IN BIPOLAR DISORDER
“Tips for using lithium in bipolar disorder” by
West Magnon, MD (Pearls, CURRENT PSYCHIATRY,
September 2003, p. 52) was right on track. 

I, too, have found that repeatedly measuring
lithium levels is rarely warranted. The exception
is when a manic patient is leaving the office and
feels compelled to tell a joke. To me, this is suspi-
ciously indicative of a bipolar illness and uncov-
ers the need for a new lithium level determina-
tion in a previously diagnosed bipolar individual.

Leonard R. Friedman, MD
Revere, MA  

Letters
continued

p S Y C H I A T R Y
Current

THANKS FOR SERVING IN 2003

The editors of CURRENT PSYCHIATRY wish to
acknowledge the help of psychiatrists who

reviewed manuscripts and contributed suggestions
for article topics and authors during 2003. On behalf
of our readers—the beneficiaries of these tireless
efforts—we say “thank you.”

Ross J. Baldessarini, MD, Harvard Medical School

Peter F. Buckley, MD, Medical College of Georgia

William P. Carter, MD, Harvard Medical School

John Davis, MD, University of Illinois at Chicago

Jon E. Grant, JD, MD, Brown University

Philip G. Janicak, MD, University of Illinois at Chicago

James W. Jefferson, MD, University of Wisconsin

Lois E. Krahn, MD, Mayo Clinic Scottsdale

John Luo, MD, University of California, Los Angeles

R. Bruce Lydiard, PhD, MD, University of South Carolina

Alan M. Mellow, MD, PhD, University of Michigan

Katharine A. Phillips, MD, Brown University

Sheldon H. Preskorn, MD, University of Kansas

Mark H. Rapaport, MD, University of California, Los Angeles

Phillip J. Resnick, MD, Case Western Reserve University

Anthony J. Rothschild, MD, University of Massachusetts

Floyd R. Sallee, MD, PhD, University of Cincinnati

A. Bela Sood, MD, Virginia Commonwealth University

Jeff Susman, MD, University of Cincinnati

Sumer Verma, MD, Boston University

W. Victor R. Vieweg, MD, Virginia Commonwealth University

Julia K. Warnock, MD, University of Oklahoma, Tulsa

Roger D. Weiss, MD, Harvard Medical School

Elizabeth B. Weller, MD, University of Pennsylvania

Lawson R. Wulsin, MD, University of Cincinnati

Kathryn Zerbe, MD, Oregon Health & Science University


