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The author replies: In response to the com-
ments by Raskauskas, the degree to which the 
polycystic ovary syndrome is associated with an 
increased risk of endometrial cancer is contro-
versial.1 Nonetheless, I agree that it is prudent to 
provide treatment to prevent endometrial disease.

Standard practice to prevent endometrial can-
cer in anovulatory women is either to induce 
withdrawal bleeding with a progestin every 1 to 
3 months or to provide treatment with an oral 
contraceptive pill. Treatment with metformin is 
associated with an increased frequency of ovula-
tion, resulting in at least six ovulatory menses per 
year in 55 to 85% of treated women.2 This fre-
quency of ovulatory menses is consistent with the 
current standard of care for the prevention of en-
dometrial cancer. My review emphasizes that once 
an improvement in menstrual cyclicity is achieved 
with metformin, it is important to document that 
the menses are ovulatory. If ovulation followed 
by menstrual bleeding occurs at least every 2 to 
3 months, then additional treatment with a pro-
gestin or an oral contraceptive pill should not be 
necessary. If ovulation is not satisfactorily im-
proved, I recommend treatment with periodic 
progestin or an oral contraceptive pill while treat-
ment with metformin is continued.

In response to Fisken’s comments, metformin’s 
primary action is to inhibit hepatic glucose 
production. However, using the hyperinsuline-
mic–euglycemic clamp, Diamanti-Kandarakis and 
colleagues showed that metformin increases in-
sulin-stimulated glucose disposal in normoglyce-
mic women with the polycystic ovary syndrome.3 
If we define an insulin sensitizer by its ability to 
enhance glucose disposal during treatment with 
insulin, then this observation supports the idea 

4. that metformin is an insulin-sensitizing drug, al-
beit a weak one.

Space limitations precluded a discussion of all 
coexisting conditions related to insulin resistance 
in patients with the polycystic ovary syndrome, 
including nonalcoholic fatty liver disease, dis-
cussed by Targher et al., and sleep apnea. Although 
nonalcoholic fatty liver disease is associated with 
the polycystic ovary syndrome, it is not known 
to have a role “in the development and progres-
sion” of the disorder. Many women with the poly-
cystic ovary syndrome present with mild elevations 
in serum hepatic aminotransferase levels, and it 
is my experience that these values often revert to 
the normal range during treatment with metfor-
min. This is not surprising, given the literature 
linking insulin resistance to nonalcoholic fatty 
liver disease and the reported amelioration of the 
signs and symptoms of nonalcoholic fatty liver 
disease after treatment with insulin-sensitizing 
drugs.4

Mascitelli and colleagues raise the interesting 
possibility that metformin may enhance insulin 
sensitivity by inhibiting intestinal absorption of 
iron. This is not a known effect of metformin, and 
the hypothesis warrants testing.
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Major Depressive Disorder

To the Editor: In their review article, Belmaker 
and Agam (Jan. 3 issue)1 examine several mecha-
nisms involved in depressive disorders, but they 
do not mention evidence that androgen-depriva-
tion therapy, which is frequently used in the 

management of prostate cancer, can cause major 
depression.2 The mechanisms underlying this as-
sociation may include loss of sexual potency, fa-
tigue, cognitive impairment, and changes in body 
composition, which lead to deterioration of a 
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patient’s perception of his body.3 A direct effect 
of testosterone, however, cannot be ruled out.  
A cross-sectional study of the relation between 
testosterone levels and depressive symptoms in 
856 community-dwelling older men showed that 
depression was inversely associated with bioavail-
able testosterone independently of age, weight 
change, and physical activity.4 Bioavailable estra-
diol was not associated with depressed mood.
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To the Editor: Belmaker and Agam indicate 
that a person must feel sad to be depressed. The 
American Medical Association monograph Major 
Depressive Disorder in Primary Care1 notes on page 5 
that many depressed people do not feel blue but 
instead present with symptoms such as “fatigue, 
insomnia, gastrointestinal distress or musculo-
skeletal pain.” On page 4, it is noted that depres-
sion is correctly diagnosed by primary care phy-
sicians at the time of presentation in only 22% 
of patients who present with primarily physical 
symptoms.

Thomas C. Long, M.D.
Thomas C. Long and Associates 
South Barrington, IL 60010 
tomclong@comcast.net

Major depressive disorder in primary care. Chicago: Ameri-
can Medical Association, December 2003:4-5.

4.

1.

Case 40-2007: A Man with Weakness in the Hands

To the Editor: In the Case Record involving a 
38-year-old man with multifocal motor neuropa-
thy, discussed by Triggs and Cros (Dec. 27 is-
sue),1 Triggs emphasizes that it is important to 
distinguish multifocal motor neuropathy from 
amyotrophic lateral sclerosis or other motor neu-
ron diseases because it responds favorably to im-
munotherapy. He mentions that plasma exchange, 
cyclophosphamide, and intravenous immune glob-
ulin are all beneficial. However, only treatment 
with intravenous immune globulins has been 
shown to be beneficial in randomized, controlled 
trials.2 Cyclophosphamide has been reported to 
be effective but only anecdotally, and its toxicity 
precludes long-term use, which is usually necessary 
in patients with multifocal motor neuropathy. 
Plasma exchange is a well-established therapy in 
other immune-mediated neuropathies, such as 
chronic inflammatory demyelinating neuropathy, 
but has not been shown to be effective in patients 
with multifocal motor neuropathy and may lead to 
deterioration with respect to symptoms.3-5
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The discussant replies: I agree with Cats and 
colleagues that plasma exchange has not been 
shown to be effective in multifocal motor neurop-
athy. In describing therapy for multifocal motor 
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