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LETTERS TO THE EDITOR

Milnacipran for the treatment of chronic pain

Dear Editor

Tricyclic antidepressants (TCAs) are the most com-
monly studied antidepressants in the treatment of
chronic pain. The effect of the TCAs on both norepi-
nephrine and serotonin, the two monoamines believed
to be key in the aetiology of depression, is also impor-
tant for their effect on chronic pain (Barkin and
Fawcett, 2001). The TCAs block other neuroreceptors
unrelated to the treatment of chronic pain. It is the
antagonism of these unrelated neuroreceptors that
produces the well-known adverse effects of the TCAs,
and these adverse effects compromise patient compli-
ance (Barkin and Fawcett, 2001). Milnacipran is a
selective serotonin and norepinephrine reuptake inhi-
bitor (SNRI) that has been shown in the rat hypotha-
lamus to inhibit the reuptake of both norepinephrine
and serotonin with similar potency (Moret et al.,
1985). With respect both to selectivity and absolute
affinity, milnacipran is similar to imipramine (Moret
et al., 1985). Furthermore, milnacipran does not
interact with post-synaptic receptors and this is
thought to be responsible for its favourable tolerance
profile (Kasper et al., 1996). We hypothesized
that milnacipran would prove particularly effective in
the treatment of chronic pain. There have been a
few reports on the use of milancipran for chronic
pain (Shimamoto et al., 2002; Toyofuku, 2003;
Utsunomiya et al., 2002). We add a case report
of chronic pain ameliorated by treatment with
milnacipran.

A 72-year-old housewife suffered from glossal pain
for 2 months. The pain caused difficulty in eating,
even though she had a good appetite. She consulted
an otolaryngologist, but no tongue, nose or throat
abnormality was found. Efforts to treat the pain with
a vitamin preparation and nonsteroidal antiinflamma-
tory drugs were of little effect. She was referred to our
Department of Psychiatry. The tongue pain had now
persisted for over 3 months, and she was diagnosed
with chronic glossal pain. Depressive symptoms were
not observed, but she did suffer slight insomnia. Tria-
zolam 0.25 mg/day was used to treat the insomnia, and

she achieved sound sleep. Treatment with diazepam
4 mg/day for 3 weeks did not improve the tongue pain.
The diazepam was stopped and the patient was started
on milnacipran 50 mg/day. The pain subsided mark-
edly within 2 weeks. She has felt little pain in the
month since milnacipran was started. No changes in
the medical regimen have been introduced since the
start of the milnacipran.

Milnacipran appears to have alleviated this
patient’s chronic pain, and the drug was well tolerated
despite her age. It has been suggested that the ideal
antidepressant agent for the management of chronic
pain would modulate both norepinephrine and seroto-
nin but lack the nontherapeutic synaptic effect asso-
ciated with the TCAs (Barkin and Fawcett, 2001).
Accordingly, the SNRIs may be useful alternatives
to the TCAs in the pharmacological treatment of
chronic pain. Venlafaxine, another SNRI, has already
been reported to be helpful in the treatment of chronic
pain (Songer and Schulte, 1996). Milnacipran is the
sole SNRI which available in Japan. Because milnaci-
pran is not metabolized via the cytochrome P-450 sys-
tem in the liver (Puozzo and Leonard, 1996), it has the
additional advantage of a low risk for adverse drug
interactions. Although this patient’s chronic pain
was ameliorated by the treatment with milnacipran,
no form of quantification of pain was performed
in this patient. In a further study, it may be helpful
to use some form of quantification of pain, such as a
visual analogue scale, to understand the pain level.
We suggest that milnacipran should be studied
further for its effectiveness in the treatment of chronic
pain.
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Trichotillomania: response to lithium in a person with
comorbid bipolar disorder

Dear Editor

Case Report

Ms K is a 26-year-old married mother of two young
boys, who was referred with a diagnosis of bipolar dis-
order. She had previously been diagnosed with postna-
tal depression following the births of both children.
Ms K gave a history of recurrent depressive episodes
occurring since her late childhood–early teens. This
had resulted in two suicide attempts and one brief
admission when 19 years old. These episodes occur-
red in the context of a very abusive home life, Ms K
being subjected to frequent and at times severe physi-
cal abuse from her mother. The depressive symptoms
worsened during her two pregnancies and caused sig-
nificant impairment in functioning in the postnatal
periods. The depression was characterized by persis-
tently low mood, anergia, anhedonia, difficulties
with motivation and interest in daily activities, sleep
disturbance, low appetite and poor concentration.
Suicidal ideation has been an ongoing risk, though
no further episodes of self-harm had occurred for
some years.

In addition to the depressive episodes it is clear that
Ms K has also experienced frequent episodes of hypo-
mania. These had gradually increased in frequency to
the point where cycling in mood was occurring at least
once a month. The episodes were characterized by
elevation in mood, racing thoughts, increased energy
and activities, decreased need for sleep, heightened

appetite and libido and, in the past, risky and promis-
cuous behaviour. The hypomania usually preceded
depressive episodes and lasted only a couple of days
at a time.

Ms K has suffered from trichotillomania since the
age of six, clearly predating her mood disorder. In
recent years she had modified the urge to hair-pull
to prevent larger bald patches on her scalp but has
had to keep her hair short because of the varying
lengths. The hair-pulling occurred frequently, often
when Ms K was distracted by talking on the phone
or watching TV. She denied pulling hair from sites
other than her scalp and denied any trichophagia.

There was a significant family history of psychiatric
illness. Ms K described her mother as a very impulsive
and aggressive woman who would have unpredictable
swings in mood, both up and down. She has never
been given a formal psychiatric diagnosis but it is pos-
sible that she has also suffered from bipolar disorder.
Others in the family with psychiatric problems
include her maternal grandfather and two maternal
uncles with histories of depression. Ms K’s two
younger brothers have both made suicide attempts in
the past, one of whom has an alcohol problem.

Treatment for Ms K in the past has consisted of a
combination of pharmacotherapy and cognitive-
behavioural therapy. The CBT was very useful for
managing the negative cognitions of depression but
had little impact on the TTM. She was commenced
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