Epidemiology of Depression
Throughout the Female Life Cycle
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Women are at an increased risk for first onset of major depression from early adolescence until
their mid-50s and have a lifetime rate of major depression 1.7 to 2.7 times greater than that for men.
There is accumulating evidence that certain reproductive-related hormonal changes place women
at increased risk for depression. For example, puberty marks the beginning of increased risk for de-
pression in women. Most women report physical or emotional symptoms premenstrually, with some
severeenough to be diagnosed as premenstrual dysphoric disorder. While pregnancy does not increase
the risk’f@r-depression, women with past histories of depression are at risk for recurrent episodes
or relapse if” antidepressant medications are discontinued. Hormonal changes during the postpartum
period also incfeaserthe incidence of depression. Similarly, women transitioning through perimeno-
pause, particularly those with past psychiatric histories, report depressive symptoms. Prophylaxis and
treatment to minimize severity in cases of recurrence are discussed in the article, using reproductive

transitional events as markers,

A ccording to acomprehensive landfrark study/autho-
rized and conducted by the World Health Organiza-
tion and the Harvard School of Public Health, unipater
depression is the leading cause of medical “drsability
throughout the world.* Depression affects 51 milliow/peo:
ple worldwide and is responsible for more than 1 in every
10 years of life lived with disability. Results of the same
study reveal ed that in 1990 the leading cause of disease dis-
ability in women of childbearing age (1544 years) was
unipolar major depression.

LIFETIME RISK AND
PREVALENCE FOR MAJOR DEPRESSION

Women are at significantly increased risk for first onset
of major depression from early adolescence until their mid-
50s.2® Two large-scale community-based surveys of psychi-
atric disordersin the United States have confirmed that the
lifetime rate of major depressionis 1.7 to 2.7 times greater
for women than for men.3* According to the National
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Comorbidity Survey (NCS) of men and women aged 15 to
54 years, the lifetime prevalence of unipolar depressionin
women is 21.3% as compared with 12.7% in men.® Data
from the Epidemiologic Catchment Area study, completed
in the mid-1980s, confirmed higher prevalence ratesfor de-
pression in women in every adult age group, including the
elderly.>® The consistent elevation in lifetime rates for
depreSsion in women is also true internationally, although
the magnitude of the sex difference ranges from 1.6:1 in
Taiwan to'35:7 in Germany.>’ Nevertheless, some data sug-
gest that the inefeased prevalence of depression in women
may not Berfruefenall ethnic groups. Thus, athough the
rates of majof depression for Jewish women are similar to
those for women/in otheér-ethnic groups, the rates of major
depression in Jewish mef’are higher than in Catholic or
Protestant men and higher than imall non-Jewish men com-
bined.? As a result, the prevalencg.of major depression is
equal for Jewish men and women. Notably, the same study
found relatively low rates of alcoholkabuse/dependence in
Jewish women and an inverse associatioh between al cohol
abuse/dependence and major depression.

The data on gender-specific issues related t@"Chronicity
and recurrence of depression are conflicting. Seme stud-
ies***10 quggest no overall gender differencesin chronicity
or recurrence of depression. Others™ report that women
are at risk for chronic and recurrent depressiveillness. In a
longitudinal prospective follow-up study® of 485 subjects
(mean age = 39.6 years) with a past history of depression,
female sex was a significant predictor of recurrence. One
analysis of NCS data concluded that women between the
ages of 45 and 54 years (the upper limit of the ages studied
in the survey) were more likely than age-matched men to
have recurrent episodes of depression.” Thus, it ispossible
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Table 1. Female-Specific Characteristics of Depression in
Women

Table 2. Current Theories on Factors Contributing to the
Preponderance of Depression in Women

Women with major depression are more likely than men to
Have atypical symptoms (mood reactivity, hypersomnia,
hyperphagia, leaden paralysis, rejection sensitivity)

Report more symptoms

Have a seasonal pattern of depression

Experience comorbid anxiety

Have afamily history of psychiatric disorders

Attempt suicide

Have failed suicide attempts

Report recent stressful life events

Develop depression after a major stressor

Become depressed in response to sex-related hormonal changes

that an increased risk“ef first onset of major depression
in young and middle=aged, women and a female-specific
increased risk of recurrence contribute to the increased
prevalence of major depression’ifi women.

GENDER-SPECIFIC DIFFERENCES
IN PRESENTATION AND'COURSE
OF DEPRESSION

There are important differences infthe presentation
and symptomatology of depression in worhen ‘and men
(Table 1). Women are more likely than men to sufferfrom
atypical depression, characterized by mood reactivity?
Depressed women are more likely to report a ‘gréater
number of symptoms than depressed men.*® Furthermore,
seasonal affective disorder is 4 to 6 times more prevalent
in women than in men.**® Female outpatients with major
depression are more likely than men to have comorbid
anxiety disorders and family histories of psychiatric dis-
orders.? Whereas women are 3 times more likely than
men to attempt suicide in their lifetimes, men are more
likely to complete suicide.*

A number of exogenous stressors and hormonal trig-
gers have been postulated to more likely mediate depres-
sion in women than in men.’® Not only are women more
likely than men to report a stressful life event in the
6 months prior to a major depression,?? it may be that
women are more sensitive to developing depression after
amajor life stressor.* There is accumulating evidence that
certain reproductive-related hormonal changes place
women at increased risk for depression.? Thus, depressive
symptoms, or major depression, may be precipitated pre-
menstrually,® after delivery,”” and perimenopausally.%*

In areport on depressive symptoms in 170 outpatients
diagnosed with major depression,* depressed women were
more likely than depressed men to report appetiteincrease,
weight gain, and carbohydrate craving. Furthermore,
depressed mal e outpatients tended to report more social and
occupational disturbance than depressed female outpa-
tients. A recent prospective study by Kornstein et al.* of
635 male and femal e outpatients with chronic depression
affirmed the 2:1 prevalence ratio of depression in general
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Developmental: history of poor prepubertal attachments with
significant others

Traumatic history:
Personal history of traumatic losses and events (remote and recent)
History of traumatic events affecting significant others

Genetic loading: family history of affective disorders, other psychiatric
disorders

Temperament (eg, anxious, inhibited)

Negative self-image

Hormonal changes: effect on mood in vulnerable women
Puberty (effect of pubertal status, timing, age at puberty)
Premenstrual hormonal changes
Pregnancy (not arisk, but not protective)
Postpartum
Postmiscarriage
Perimenopause

population studies and further characterized the presenta-
tion and course of chronic unipolar depression. Women
tended to have a younger age at onset of depression, a
greater family history of affective disorder, and greater re-
porting of symptoms. Data from this study revealed that
female subjects displayed poorer social adjustment and
quality of life than male subjects. Women reported more
difficulties with marital relationships, while men reported
more impairment in their work environments. Women with
chronic depression exhibited greater sleep difficulties, psy-
chomotor retardation, and more somatic symptoms such as
somatic pain and lack of vitality. Additional prospective
studies are needed to further refine and delineate gender-
specific) differences among subjects with new-onset,
chronic, and recurrent major depression. Nevertheless, it
is clear thatmajor depressive illness has serious negative
conseguences.in:women, who tend to express their dys-
functionyith Severe mood impairment, neurovegetative
changes, somatic Symptoms, and interpersonal difficulties.

THE EMERGENCE OF THE
DEPRESSION GENDER,GAP AT PUBERTY

A number of theories have beef,suggested to explain
why thereis asudden risein the ratelof depression in girls
at puberty, eventually leading to a female-to-male ratio
of approximately 2:1 (Table 2). Kendler et’a# evaluated
risk factors for depression in a population-based sample
of female twins and concluded that the risk for major
depression may result from a complex interaction of
traumatic experiences, genetic factors, a previous history
of major depression, and temperament (“neuroticism”).
That negative life events contribute to the preponderance
of depression in women has been suggested by a number
of authors*=* Negative events assessed included distal
traumas, such as parental loss, as well as proximal events
such as divorce, separation, marital discord, severeillness
or injury, robbery or assault, loss of ajob, or death or seri-
ous illness of a close relative. Recent stressful events in
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particular appear to represent a very powerful risk factor
for female major depression.®

It has been hypothesized that other factors such as pu-
bertal status, pubertal timing, age, and hormonal mecha-
nisms may increase the depressive vulnerability of women
to negative life events.3**3® A recent prospective epi-
demiologic study by Angold et al.3* has shown that puber-
tal stage (Tanner 111) rather than chronological age is cor-
related with the increased prevalence of depression in
young adolescent girls. Stattin and Magnusson® observed
that difficulties with self-image and temperament in girls
who develop sextally earlier than their peers may provoke
the emergence of.adel escent depression.

A recent report oy/Gyranowski et a.*® proposed that it
is the interrelationship between new, hormonally driven
needs for affiliation, difficulties with the transition to ado-
lescence, and negative life eventsthat predisposes a subset
of women to the development of dépression. Pubertal hor-
monal changes, particularly increases)in oxytocin, may
drive an increase in the need for close’emotional commu-
nication, intimacy, and responsiveness in_adotescent girls.
Thus, it may be that at puberty, biologically and, socialy
mediated events and experiences prime/affiliativebehav-
ior in girls. The Cyranowski group further(postulated that
adolescent girlswho lack healthy parental attachmentstend
to have an anxious or inhibited temperament, and those that
failed to develop good coping skills are at increased risk
for depression. Therisk isparticularly great when such girts
are faced with the challenges of new and multiple attach-
ment systems in the context of hormonal fluctuations.®

In arecent prospective study*® of male and femalejuve-
nile twins, genetic loading appeared to be positively asso-
ciated with negative life events in pubertal girls. The au-
thors suggest that a combination of genetic loading and
negative life events may at least partially account for the
emergence of female depression in pubertal girls.*® They
also noted that the genetic risk for depression in adoles-
cent girls was attributable to a genetic predisposition to
experiencing negative life events as particularly stressful.

DEPRESSION AS A FUNCTION
OF REPRODUCTIVE-RELATED
TRANSITIONS IN WOMEN

Premenstrual Disorders

Whereas up to 80% of women of childbearing age
who actively menstruate affirm physical or emotional
symptoms premenstrually,”*** approximately 3% to 8%
of women experience symptoms so severe that they meet
DSM-IV criteria for premenstrual dysphoric disorder
(PMDD) (Table 3).* PMDD is characterized by recurrent
physical and emotional symptoms that occur only during
the late luteal phase of the menstrual cycle, remit within a
few days after menstruation, and must not be due solely
to an exacerbation of another disorder.*® Some form of
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premenstrual syndrome comprising emotional and somatic
symptoms has been reported across a number of cultures.
Nevertheless, it appears that women from the United States
aremorelikely to complain of premenstrual affective symp-
toms, whereas women from India and China tend to more
frequently report somatic symptoms.** The symptoms of
PMDD are so severe that patients with the disorder experi-
ence disruption in their relationships and impairment in
work productivity.** The likelihood of past major depres-
sive disorder in women with PMDD is reported to be 30%
to 70%," and 29% of PM DD patientswith children have ex-
perienced postpartum depression.*®Women with PMDD are
also at increased risk for the development of subsequent
major depression.® It isalso true that some women with pri-
mary mood disorders such as major depressive disorder or
bipolar disorder (especialy rapid-cycling bipolar disorder)
experience an exacerbation of their symptoms during the
late luteal phase.* To substantiate the diagnosis of PMDD,
symptoms must be present solely during the luteal phase as
noted by at least 2 prospective daily ratings. The high
degree of PMDD comorbidity with other psychiatric disor-
ders along with the increased risk for women with PMDD
to experience a reproductive-related psychiatric disorder
highlights the importance of careful screening and diagno-
sis of women for premenstrual depressive, angry, irritable,
or physical symptoms.

Pregnancy and Depression

Although rates of major depression are similar in preg-
Rant @nd nonpregnant women, about 20% of women affirm
depressive'symptoms during pregnancy.?”* Therisk for de-
pression idcreases during pregnancy with prior history
of depression,”“taternal youth,> maternal isolation, insuf-
ficient social support, marital discord, ambivalence about
the pregnancy,>3 and &greater number of children.> Since
depressed patients tendto-neglect themselves, a depressive
episode during pregnancynereases the risk for suicide and
poor self-care, which may cempromise the health of the de-
veloping fetus.® Depressed wonen.are at increased risk for
preterm deliveries and babies small for gestational age.>®
Uncontrolled depression during pregnangy triples the risk
for depression in the postpartum.®

As in nongravid women, premature disContinuation of
antidepressant medication during the acute, cantinuous, or
maintenance phases of treatment in pregnant wemen may
precipitate a relapse or recurrence of depression. In non-
gravid populations, although 22% or fewer of patients on
continuation medication therapy suffer relapse, 40% to 60%
of patients who have their medication discontinued over
the same time period experience relapses.>° Addressing a
similar issue in pregnant women, Cohen® found that 75%
of women with recurrent major depression who discontin-
ued their antidepressants at the time of pregnancy relapsed
during the index pregnancy, and of these, 69% relapsed
within the first trimester. General recommendations for the
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Table 3. Depression as a Function of Reproductive-Related Transitions in Women

Reproductive
Condition Transition Frequency Risks
Premenstrual Luteal phase of the Up to 80% of naturally None known
syndrome menstrual cycle menstruating women
Premenstrual Luteal phase of the 3%—8% of naturally History of major depression,

dysphoric disorder

Depression in pregnancy

Postpartum “blues’
Postpartum depression

menstrual cycle

Antepartum months

First 2 postpartum weeks
First postpartum month;

menstruating women

No altered risks for major
depression as compared with
nonchildbearing controls. 20%
of pregnant women may
have minor depressive symptoms

50%-80% of postpartum women
10%—22% of postpartum women

postpartum depression,
other affective disorders

Prior history of depression,
maternal youth, insufficient
social support, marital discord,
ambivalence about the pregnancy,
greater number of children,
premature discontinuation of
antidepressant treatment

None known

Prior personal or family history of

some suggest up to first
3,postpartum months

Postpartum psychosis First péstpartum month,

especially.first 2
postpartum yweeks
Perimenopausal 5-7 years priqr
depression to menopause

0.1% of postpartum women

Increased minor depressive symptoms;
exact frequency unknown.
No increased frequency

depression, past postpartum
depression, depression during
pregnhancy, marital dysfunction,
poor primary supports, negative
life events during pregnancy

Personal history of bipolar
disorder, prior postpartum
psychosis, family history
of bipolar disorder, primiparity,
psychosocia stressors

Past history of major depression,
lengthy and severe vasomotor
perimenopausal symptoms

of new-onset major depression.
Unspecified increased frequency of
perimenopausal major depression

in Wwomen with prior depressive histories

treatment of depression include the proviso that antidepres-
sant treatment should continuefor at least 4 to 6 months after
remission has begun in order to effectively prevent depres-
sive relapse.>*° Particular caution should be exercised in
the first 8 weeks after medication discontinuation, asit is
during this time interval that risk for relapse is highest.®
Since pregnancy does not protect against new-onset, relaps-
ing, or recurrent depression, the same recommendations may
well apply to women who are being treated for depression
with antidepressants and become pregnant. If pharmaco-
therapy is considered during pregnancy, the risk to the
mother and fetus of antidepressant discontinuation and sub-
sequent depression must be carefully weighed against the
risks of antidepressant use during pregnancy. As more reas-
suring data accumulate with regard to the safety of many
antidepressants during pregnancy, consideration should be
given to agents with an established safety profile for both
pregnant mother and fetus.

Postpartum Mood Disorders

Fifty percent to 80% of women experience “ postpartum
blues,” a condition characterized by no more than 2 weeks
of mild depressive symptoms of mood instability, tearful-
ness, anxiety, and insomnia.®** Rates of major depression
with postpartum onset (“ postpartum depression”) have been
reported to range from 10% to 22% of women.®*® The
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6-month)prevalence of postpartum depression is similar to
that in thelgeneral female population, approximately 10%.
Neverihelessthere is a 3-fold increase in the incidence of
depression withithe first 5 postpartum weeks and a 7-fold
increasein the rate.of psychiatric hospital admissionsinthe
first postpartdm month.*®®” Postpartum depression arises
within the firstpestparidm,month and has agenerally simi-
lar clinical profile to majer depressive disorder occurring
at other times, although patients with postpartum depression
typically are markedly anxious and tend to ruminate over
the health and well-being of their habies.”®

Risk factors for postpartum depression include a prior
personal or family history of depression, past postpartum
depression, depressive symptoms during €he“index preg-
nancy, marital dysfunction, inadequate primary supports,
and negative life events during pregnancy.®"* Wp to 30%
of women who experience postpartum depression have had
apast history of depression,™ and aprior postpartum depres-
sion increases the risk to 50% for a subsequent episode.™
Although it isunclear if postpartum women without a prior
history of mood disorders are at increased risk for major
depression, they do appear to have higher rates of depres-
sive symptomatol ogy.™

The etiology of postpartum depression is unknown, but
is probably associated with hormonal changes occurring
during the acute postpartum period. It has been suggested
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that the rapid and steep decline in estrogen levels after
delivery may precipitate depression in vul nerable women.™
Although an increase in postpartum hypothyroidism and
thryoiditis™"” may account for some postpartum depression,
thyroid dysfunction is not believed to explain most cases.
Postpartum psychosis, thought to be a variant of bipolar
disorder, is rare and occurs in approximately 0.1% of all
postpartum women.® Onset is typically early and rapid,
occurring within the first 3 postpartum days. In a study” of
86 cases of postpartum psychosis, amost 80% occurred fol-
lowing a fifst' childbirth and within the first 2 weeks of
delivery. Rapidlywaxing and waning mood swingsand psy-
chotic symptoms.chaxacterize the disorder. Auditory hallu-
cinations and paranBia are prominent. Patients require
aggressive treatment and/careful supervision (almost aways
in an inpatient setting), as there is a risk of suicide and a
small, but real, risk of infantigide. Important risk factors
include apersonal history of bipolardisorder or postpartum
psychosis.®® Kendell et al.®” found that_more than one third
of the 486 women admitted psychiatricallywith postpartum
psychosis in the first 3 postpartum monthshad prior diag-
noses of bipolar disorder, whereas fewer, than 5%-of hospi-
talized subjects had been diagnosed with<schizophrenia. A
family history of bipolar disorder, primiparity;and psycho-
social stressors also increase the risk for the disorder:

Postmiscarriage Depression

Spontaneous abortion or miscarriage involves the death
of afetusof up to 20 weeks' gestational age. Thirty-one pef-
cent of all pregnancies spontaneously abort in the first
trimester; most are unrecognized because the fertilized
ovum is expelled at the time of expected menstruation.” It
has been estimated that the actual miscarriage rate is still
higher, perhaps up to 50% of all pregnancies, with most
losses occurring during the 2 weeks following conception.®

Despite the high frequency of miscarriage in the general
femal e population, miscarriage is a distressing physiologic
and psychological event in awoman’slife and may be asso-
ciated with depressive symptoms, anxiety, and somatization
in the 6 months following fetal l0ss®# In a recent cohort
study,® the 6-month incidence of depression in womenwho
experienced fetal |oss prior to 28 weeks' gestation (10.9%)
was 2.5 times greater than that found in community non-
pregnant control subjects. Almost three quarters of women
who experienced a postmiscarriage episode of major depres-
sion became symptomatic during the month after their loss.
Therelative risk was higher still (5.0) for childless women
than for women with children. The same study reported that
54% of women with prior histories of major depression ex-
perienced arecurrence of depression following miscarriage.

Whether length of gestation prior to fetal lossinfluences
the likelihood of subsequent depression or other psycho-
pathology is a matter of controversy requiring further re-
search for resolution.®# One study® found that women
who experience fetal loss after 18 weeks gestation and
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become pregnant within 1 year incur an increased risk of
depression and anxiety in the third trimester of a subse-
quent pregnancy and at 1 year postpartum. WWomen who
waited at least 1 year after miscarriage, however, were no
more likely than control women to experience subsequent
negative psychological symptoms. It may be that women
who have miscarried need a year to mourn their loss, or it
may be that women who have miscarried and choose to
conceive sooner are more vulnerable to depression and
anxiety.

The accumulating epidemiologic data on postmiscar-
riage negative psychological sequelae have potential im-
plications for both prevention and treatment. Thus, it is
prudent for clinicians to offer women and their partners
who have sustained miscarriages the opportunity for coun-
seling. It is also important to screen for past psychiatric
history and provide particularly close follow-up of pa-
tients with prior depressive histories. Despite the fact that
major depression is not generally diagnosed within 2
months following the loss of aloved one, a prolonged de-
pression characterized by severe guilt, thoughts of death,
marked functional impairment, or other signs of severe
depression should be regarded as major depression.

Menopause and Depression

Natural menopause is marked by 12 consecutive months
of amenorrheain the absence of such causes as pregnancy
oOnyl actation.®* The median age for menopauseis51 years.®
While perimenopause is often described asthe 5- to 7-year
period\ of transition from regular ovulatory menstrua
cycles to gomplete anovulation,” it is sometimes extended
to incorporaté the first year after menopause.®

Although(ongitudinal studies have not found that peri-
menopausg increases the risk for new-onset major depres-
sion, perimefiopalise/has been associated with depressive
symptoms in sopfe women.®”* Furthermore, while higher
risks of recurrent depression-extend over the age range of
15 to 54 years, the risk particularly increases within the
45- to 54-year-old age span®This increased tendency
for recurrence of depression in the.45- to 54-year-old
cohort of women contributes to thelhigher prevalence of
depression in women of this age bracketas compared with
age-matched men."” In a5-year prospectivé géhort study®
of 2565 middle-aged women, depression (asdéfined by a
Center for Epidemiological Studies Depression Scale*
score greater than 15) was related to the length of peri-
menopause and resolved postmenopausally. Four cross-
sectional studies also have noted increased depressive
symptoms in association with perimenopause.®**% In
a small study®™ of women attending a menopause clinic,
those subjects with “high psychological distress’ were
more likely than those with “low psychological distress’
to have experienced prior depression requiring antidepres-
sant treatment, oral contraceptive dysphoria, premenstrual
syndrome, postpartum blues, and postpartum depression.

13



Burt and Stein

Theincrease of depressive symptomsin somewomen as
they transition through perimenopause may be secondary to
severe and disabling vasomotor symptoms and/or estrogen
depletion in response to declining ovarian function.?® In a
recent double-blind randomized study,* estradiol replace-
ment ameliorated perimenopausal depression in the absence
of vasomotor symptoms, supporting the possible role of
perimenopausal estrogen decline as a contributing factor in
the devel opment of perimenopausal depression. Age-related
changes in women can also contribute to increased vulner-
ability to depression. For example, changing interpersonal
rolesin the family;including increased caretaking responsi-
bilities, chronicheglth problems, and loss of a significant
other by death, diverGéyor separation, often coincide with
the perimenopausal years.2 "

CONCLUSION

Compared with men, women have increased 1-year and
lifetime risks for depression throughalt adulthood. Some
data suggest that women are at increased riskyof recurrent
and chronic depression, and it may be that thisis particularly
true in women aged 45 to 54 years. The) gendersspecific
increased prevalence of depression beginS/to émerge at
puberty and isduein large part to theincreased risk+or first-
onset depression from early adolescence to the/mid-50s:
Other gender-specific characteristics of depression iclude
differences in precipitants, exacerbating factors, presenta:
tion, and course. Further rigorously controlled prospective
studies are needed to refine and extend the knowledge base
with regard to these differences. These data will be useful
for the prevention of depression in vulnerable women and
will also guide clinicians as they devel op targeted treatment
protocols for new-onset and recurrent depression.
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