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- STRACT There has been much debate about the relation of psychiatric symptoms to the menopause. Clinical and neuropsy-

chological studies in menopause showed that menopause is linked to certain psychological and behavioral changes.
Knowledge about mood and psychotic symptoms during perimenopause is quickly accumulating, more research is still needed on a wide

spectrum of mental disorders.

Introduction

In the past, menopause research has primarily focused on the
physiological and biological changes during a woman’s life. How-
ever, clinical and neuropsychological studies in menopause have
become more popular with fascinating results surfacing over the
past few years. It is now widely accepted that menopause is linked
to certain psychological and behavioral changes. It is estimated
that 80 to 85% of all women experience unpleasant psychological
symptoms at some point during their menopausal transition ™.
Although menopause-related symptoms are transitory, sympto-
matic menopausal women often suffer detriments in various as-
pects of mental health and perceived quality of life .

Epidemiology

Several studies have indicated no increase in the prevalence of
psychiatric disorders after menopause®® ,but a higher prevalence
of psychiatric morbidity among perimenopausal women, es-
pecially those seeking care in menopause clinics ' . Studies of
smaller or more specific populations have suggested that certain
individuals may be at greater risk of psychiatric morbidity dur-
ing the perimenopausal years. There was a trend for increased
risk for psychiatric morbidity in women who experience early
menopause or surgical menopause . Studies have shown that
women who have a history of mood disorder, who had severe
premenstrual mood instability and have met criteria for premen-
strual dysphoric disorder, and women who have experienced
psychiatric morbidity associated with other reproductive life
events such as postpartum depression are at high risk of devel-
oping psychiatric morbidity during perimenopausal period 1.

Etiological factors

Neurotransmitters and hormones

Female reproductive hormones do exert effect on the brain
neurotransmitter systems, particularly the serotonin and gam-
ma amino butyric acid systems. Estrogen has been reported to
modulate serotonin, to increase serotonin presynaptic reuptake,
modulate norepinephrine levels, decrease monoamine oxidase
levels, affect dopamine turnover, increase brain excitability, af-
fect endorphin levels, and possibly interact with gamma amino
butyric acid® . Progesterone has been reported to increase
monoamine oxidase levels. In high doses, progesterone has an
anesthetic effect and may decrease brain excitability by an inter-
action with the gamma amino butyric acid system. This change
in hormone levels during menopause cause women to experi-
ence subtle mood and cognitive changes.

Psychosocial factors

A number of major life stressors frequently confront women dur-
ing the years leading up to menopause. These include caring for
aging or infirm parents and/or teenage children still at home,
watching children leave home, juggling work and family respon-
sibilities, dealing with financial concerns regarding retirement,
and coping with other health issues. For some women these
years may be seen as the last chance for a pregnancy. Women
who have suffered from infertility or experienced perinatal loss

may re-experience feelings of grief.

Mood and cognitive disturbances

Mood and cognitive disturbances common during perimeno-
pause include mood swings, irritability, fatigue, a subjective
sense of loss of memory, difficulty with word retrieval, decreased
concentration, and decreased libido. These symptoms often oc-
cur in the absence of physical symptoms such as hot flushes or
vaginal dryness. Women experiencing hot flushes may have rest-
less sleep with night sweats, which will tend to worsen mood
and cognitive symptoms”. Women who have suffered from
premenstrual dysphoric disorder often experience a worsening
of their symptoms, with an increase in both the duration of the
symptomatic time and an increase in symptom intensity.

In the United States, 1.3 million women reach menopause annu-
ally and out of which 20% have depression at some point dur-
ing menopause . Community sample study of women un-
dergoing natural menopause also demonstrated an increase in
depressive symptoms during perimenopause "' . Harvard Study
of Moods and Cycles found that women who entered perimeno-
pause were twice as likely to have clinically significant depres-
sive symptoms as women who had not yet made the menopau-
sal transition!" . The Penn Ovarian Aging Study, a cohort study,
found depressive symptoms to be increased during the meno-
pausal transition and decreased after menopause!™® .

A personal or family history of major depression, postpartum de-
pression, or premenstrual dysphoric disorder seem to be a major
risk factor for depression in the perimenopausal period '’

Exacerbation of mood symptoms during menopause has been
noted in women with preexisting bipolar disorder. The frequen-
cy of depressive episodes in this population appears to be higher
than during premenopausal years ', Earlier studies suggested
an increase in rapid cycling during the menopausal transition;
however, this finding has not been reproduced™ .

Schizophrenia

Perimenopause appears to be a time of increased risk for onset of
schizophrenia. Some researchers have observed a worsening of the
course of schizophrenia in women during the menopausal transi-
tion. Estrogen serve both to protect against the onset of schizo-
phrenia, and also to mitigate positive symptoms , so that women
who develop schizophrenia peri- or post menopause are bereft of
these hormonal effects"*! .Several studies have shown that estrogen
has the capacity to delay onset of schizophrenia, diminish the se-
verity of psychotic symptoms, and/or facilitate lower effective dos-
es of neuroleptic drugs. So this holds exciting possibilities for the
treatment and prevention of schizophrenia in women " .

Panic disorder

Panic disorder is common during perimenopause. New-onset
panic disorder may occur during menopause, or preexisting pan-
ic disorder may worsen. Panic disorder may be most common in
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women with many physical symptoms of menopause!™® . These
attacks were associated with negative life events, functional im-
pairment, and medical comorbidity™ .

Obsessive-compulsive disorder

New-onset obsessive-compulsive disorder (OCD), a relapse of
OCD, or a change in OCD symptoms may occur during meno-
pause. Fluctuations in OCD have been correlated with the men-
strual cycle and with pregnancy, suggesting that hormone levels
may contribute to the disorder .

Problems with sleep

Insomnia occurs in 40-50% of women during the menopausal
transition, and problems with sleep may or may not be connect-
ed to mood disorders [*! Women with insomnia are more likely
than others to report problems such as anxiety, stress, tension,
and depressive symptoms. Sleep disturbances during meno-
pause have been associated with estrogen deficiency. Elevated
LH levels during late menopause produce poor sleep quality
through a thermoregulatory mechanism, resulting in high core
body temperatures® However, in the Medical Research Coun-
cil National Survey of Health, women who were transitioning
into menopause were more likely to report severe sleep difficulty
than women who were premenopausal . Besides undergoing
changes in estrogen and progesterone levels, postmenopausal
women experience declines in levels of melatonin and growth
hormone, both of which have effects on sleep®! .

Treatment of menopausal psychiatric morbidities

For menopausal women experiencing mild depression as well as
anxiety, insomnia and vasomotor symptoms, ovarian hormone
therapy is a first-line treatment unless there are contraindica-
tions to estrogen use®. In  women with moderate to severe
depression or anxiety, antidepressant medication is the treat-
ment of choice and the use of estrogen in such cases remains
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the antidepressants most commonly used in the treatment of
perimenopausal depression. SSRIs are thought to be generally
safe and effective. Several of these medications inhibit the cy-
tochrome P450 (CYP450) enzymes; therefore, it is prudent to
check for drug interactions.

Hormone replacement therapy

For mild depression, hormone replacement therapy alone may
be appropriate. Estrogen may also be used when traditional
antidepressants failed, when patients refuse psychotropic medi-
cations, or when patients experience other clinically significant
vasomotor symptoms'” . Women who have surgically induced
menopause have an increased risk of depression, **! and they
may be especially likely to benefit from hormone replacement
therapy. Data from several studies suggested that estrogen re-
placement therapy had antidepressant effects or that it en-
hanced the effects of antidepressant treatment in perimenopau-
sal women'® . Other studies did not show that estrogen adds
to the effects of SSRIs! *+ In general, such treatments appear to
be helpful for managing depressive symptoms in perimenopause
but not in postmenopause B!,

Treatment of hot flashes

SSRIs are sometimes used to treat hot flashes. Paroxetine, con-
trolled-release paroxetine, extended-release venlafaxine, and
escitalopram may provide some benefit [*>%*, Clonidine and
gabapentin have been shown to reduce hot flashes.

Conclusion

Although the body of knowledge about mood and psychotic
symptoms during perimenopause is quickly accumulating, more
research is still needed on a wide spectrum of mental disorders—
including anxiety disorder, obsessive-compulsive disorder, , panic
disorder, and posttraumatic stress disorder-during the meno-
pausal transition. This research should focus on evaluating preva-

controversial! *! . lence, identifying risk factors, and examining how hormonal fluc-
tuations, physiological symptoms, and stressful life events each
contribute to affective instability, as well as investigating the spe-
cific potential for estrogen therapy-alone or in combination with

other medications—to moderate symptom severity.

Antidepressant therapy
For major depression, standard antidepressants are first-line
treatments. Selective serotonin reuptake inhibitors (SSRIs) are
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