Gender Differences in the Presentation
and Management of Social Anxiety Disorder
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Social anxiety disorder is associated with significant impairment in social and occupational func-
tioning. Gender differences in social anxiety disorder are apparent for treatment seeking and symp-
tom clusters, and hormonal influences may affect the natural course of illness. The lifetime preva-
lencerateis 13.3%, with rates of 15.5% in women and 11.1% in men. Although most studies indicate
that more women suffer from social anxiety disorder, it appears that men are more likely to seek treat-
ment. Gender differencesin the presentation and management of socia anxiety disorder may beinflu-
enced by fluctuationsin levels of endogenous or exogenous reproductive hormones. Neurotransmitter
systems implicated in the etiology of mood and anxiety disorders may be affected by both estrogen
and progesterone. There are also issues with regard to pregnancy in women who have social anxiety
disorder. It is not known if untreated social anxiety disorder represents a significant risk to the fetus.
However, social anxiety-disorder often iscomplicated by comorbid depression, panic disorder, or sub-
stance abuse, all of which may poserisksto thefetusif |eft untreated. Treatment strategiesfor patients
with social anxiety disorder should consider gender differencesin response to pharmacotherapy, psy-
chiatric comorbidity, oral contraceptive use, pregnancy status, and the specific nature of symptomsin

the individual patient.

&cial anxiety disorder is the most common anxiety
isorder and is associated with significant impair-
ment in social and occupational functioning. As in many
mood and anxiety disorders, including major depression
and panic disorder, the prevalence of social anxiety disor-
der is higher in women than in men. However, unlike in
major depression and panic disorder, little attention has
been paid to the issue of gender differencesin social anxi-
ety disorder. The existing literature regarding gender dif-
ferences in the presentation and management of social
anxiety disorder and factors that may contribute to such
differences will be explored here.

PREVALENCE

Two epidemiologic studies have described lifetime and
12-month prevalence data for social anxiety disorder. The
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Epidemiol ogic Catchment Area (ECA) study indicated that
the lifetime prevalence of social anxiety disorder is 2.4%,
with a higher prevalence in females (3.1%) than males
(2.0%).(Figure 1).! Data from the National Comorbidity
Survey (NCS) also indicate that prevalencerates are higher
in women than in men. An overall lifetime prevalence rate
of 13.3% was reported, with a rate of 15.5% in women
compared with11.1% in men.? The large differencein life-
time prevalence rates between the 2 studiesis thought to be
due to the use of diagnostic criteriafrom the DSM-I111 (Di-
agnostic and Satistical Manual of Mental Disorders, Third
Edition) in the ECA study and DSM-III-R criteria in the
NCS study. The DSM-I11-R criteria permitted patients with
ageneralized avoidance of social situations to be included
in the diagnosis of social anxiety disorder. In DSM-III,
these patients were classified as having avoidant personal-
ity disorder and were excluded from a diagnosis of social
anxiety disorder. In addition, the NCS study used the Com-
posite International Diagnostic Interview to elicitinforma-
tion. This diagnostic instrument is more thorough than the
Diagnostic Interview Schedule used in the ECA study, par-
ticularly for social anxiety disorder.? The NCS study more
accurately describes the true prevalence of social anxiety
disorder, demonstrating that it isthe most common anxiety
disorder and the third most common psychiatric disorder,
exceeded in lifetime prevalence only by major depression
(17.1%) and alcohol dependence (14.1%).?

Itisclear that women are morelikely to have social anx-
iety disorder. However, men are more likely to seek treat-
ment. Two studies have indicated that at social anxiety dis-
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Figure 1. Prevalence of Social Anxiety Disorder by Gender in
2 Large Epidemiologic Studies®
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®Data from references 1 and 2. Abbreviations: ECA = Epidemiologic
Catchment Area study, NCS = National Comorbidity Survey.

Figure 2. Social, Parental, and Occupational Transitions in 24
Shy Versus 63 Nonshy Males®
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2Adapted from reference 6, with permission.

order clinicsthereisan equal or slightly higher preponder-
ance of males.®* This difference may bein part due to dif-
ferencesin levels of distress experienced by men and wom-
en with social anxiety disorder. Pollard and Henderson®
found that, although the ratio of women to men whofit cri-
teria for social anxiety was 3:2, when diagnostic criteria
included “significant distress,” theratio was 2:3. However,
only 2% of subjects were classified as “ distressed” ; there-
fore, this result may not be clinically significant.
Differences in gender roles and social expectations
may explain why men with social anxiety disorder tend to
seek treatment more often than women. In most Western
cultures, males have been expected to be more assertive
and outgoing in socia interactions. In contrast, women
traditionally have been encouraged to take a more passive
role. Thus, when symptoms of social anxiety disorder in-
terfere with the ability to interact with others and perform
in work, school, or social settings, these symptoms may
affect men more severely than women. Data from studies
of shyness are consistent with this theory. In one study of
life-course patterns of shy children, shy boys and girls
were followed into adulthood.® Males who were judged to
be shy in childhood appeared to suffer more social and oc-
cupational dysfunction as adults than their femal e counter-
parts. Shy males married and had their first child 3 or more
years later than nonshy males (p < .01) (Figure 2), but this
was not the case for shy females. Shy males also entered a
steady career 3 years later than nonshy males (p < .05). In
contrast, shy females were lesslikely to ever work outside
the home or reenter the workforce after marriage or child-
birth than their nonshy female counterparts (p < .05).
Other studies of childhood shyness validate a gender
effect. Bacon and Ashmore’ reported that shyness in boys
is associated with more negative feedback from parents
and peers than shyness in girls. Mills and Rubin® reported
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that sons are more likely to be admonished by parents for
shy, inhibited behavior than are daughters. Although child-
hood shyness differs from social anxiety disorder, the 2
conditions share some characteristics, including difficulty
with social interactions. Thus, the differential effect on so-
cial and occupational functioning seen between shy men
and women in adulthood may explain the increased treat-
ment-seeking seen in men with social anxiety disorder
when compared with women with the disorder.

CHARACTERISTICS OF
SOCIAL ANXIETY DISORDER

There appear to be gender differences in the situational
and performance fears associated with social anxiety dis-
order as well. Pollard ‘and Henderson® evaluated point-
prevalence rates and demographic differences for 4 com-
mon performance fears associated with social anxiety
disorder: public speaking or performing, writing in front of
others, eating in restaurants, and use of public restrooms.
The overall rate of socia anxiety disorder was higher in
women, but concerns about eating in restaurants and writ-
ing in public were more common in men. However, prob-
lemswith using public restrooms and speaking or perform-
ing in public were more common in women (Figure 3).

Response to Psychotherapy

The issue of gender differences in response to psycho-
therapy, specifically cognitive-behavioral therapy (CBT),
is anewly emerging field of study, with major depression
among the first psychiatric disorders to be studied. How-
ever, few data exist regarding gender differences in re-
sponse to CBT or other psychotherapeutic interventionsin
patientswith social anxiety disorder. Thisisan areathat re-
quires further study.
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Figure 3. Differential Rates of 4 Common Performance Fears
Among Men and Women With Generalized Social Anxiety
Disorder®
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ENDOCRINE INFLUENCES

Although existing data are from preclinical models and
must be extrapolated to clinical situations; fluctuations in
levels of endogenous reproductive hormones may contrib-
ute to gender differences in the presentation and manage-
ment of socia anxiety disorder. Both estrogen and proges-
terone have been shown to affect neurotransmitter systems
implicated in the etiology of mood and anxiety disorders.
Estrogen increases the density of dopamine receptors
when applied to striatal neurons in the rat**° and has been
shown to inhibit monoamine oxidase activity."* The effects
of estrogen on dopamine may explain the second peak of
onset of schizophreniain women, but not men, older than
40 years of age.® There are also complex interactions be-
tween estrogen and serotonin systems. Estradiol admin-
istration in female rats causes acute increases in 5-HT,,
receptor density in the cerebral cortex and nucleus accum-
bens.”? Progesterone metabolites have been shown to act
on GABA receptors in a manner similar to benzodiaze-
pines and barbiturates. >

Endogenous Hormones

There have been reports of symptom worsening in as-
sociation with normal fluctuationsin levels of endogenous
reproductive hormones during the menstrua cycle in
women with panic disorder or obsessive-compulsive dis-
order (OCD). For example, in astudy by Williamsand Ko-
ran,*® 42% of women with OCD reported premenstrual ex-
acerbation of OCD symptoms. Women with panic disorder
have also retrospectively reported worsening of symptoms
during the luteal phase of the menstrua cycle, although
prospective ratings have failed to demonstrate worsening
of panic in a number of small studies.”™™® Whether this
phenomenon also existsin women with social anxiety dis-
order is unknown.
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Exogenous Hormones

Exogenous hormones can also affect pharmacothera-
peutic response in women with social anxiety disorder.
Depression and irritability have been associated with oral
contraceptive use in women without underlying psychiat-
ric disorders.®® Both the estrogen and progestin compo-
nents of these contraceptives have been implicated as the
causal factor in mood disturbance, although most re-
searchers feel that the mood disturbances are secondary to
the synthetic progestin component.*

Oral contraceptives can interfere with both pharmaco-
kinetic and pharmacodynamic responses to psychotropic
medications. They are hepatically metabolized and can in-
crease clearance of compounds metabolized by conjuga-
tion and glucuronidation and decrease clearance of com-
pounds metabolized through oxidation.?? In addition,
drugsthat increase hepatic enzyme induction may increase
metabolism of oral contraceptives, leading to subthera-
peutic levels and contraceptive failure.®

Few data exist regarding potential interactions between
oral contraceptives and selective serotonin reuptake in-
hibitors (SSRIs), B-blockers, or monoamine oxidase in-
hibitors (MAOIs). Theoretically, estrogen-dominant oral
contraceptives can decrease serum levels of benzodiaze-
pines that undergo glucuronidation, such as lorazepam,
oxazepam, and temazepam. In addition, they can increase
serum levels of benzodiazepines that undergo oxidation,
such as alprazolam, triazolam, diazepam, and chlordiaz-
epoxide.®?® The response to diazepam may fluctuate
across the menstrual cycle in women taking oral contra-
ceptives. The estrogen component of the oral contracep-
tives may affect absorption of diazepam, leading to differ-
encesinserum levels during the 3 weeks of contraceptive
use versus the hormone-free week.?® In patients with social
anxiety disorder, attention should be paid to concomitant
use of ora contraceptives and benzodiazepines. In some
cases, an adjustment in the dosage of the benzodiazepine
may be necessary.

PREGNANCY

Women with psychiatric disorders who wish to become
pregnant are faced with difficult decisions regarding the
use of psychotropic medications. A number of different
issues must be addressed. Risks of fetal exposure to medi-
cations, including congenital anomalies, neurodevelop-
mental sequelae, and perinatal syndromes, must be
weighed against the risks of untreated maternal disorder.?’

There is no evidence to suggest that untreated social
anxiety disorder represents a significant risk to the fetus.
However, social anxiety disorder often is complicated by
comorbid depression, panic disorder, or substance abuse,
all of which may poserisksto thefetusif left untreated. In
addition, women with untreated severe social anxiety dis-
order may be hesitant to visit a physician because of anxi-
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ety associated with the interaction and therefore may not
receive adequate prenatal care. Thus, these potential risks
must be weighed against the risks associated with medica-
tion exposure during pregnancy.

B-Blockers

Although (-blockers do not have arolein the treatment
of generalized social anxiety disorder, they may be used
on an as-needed basis for patients with a fear of public
speaking. Most of the data regarding safety of 3-blockers
during pregnancy have addressed use of [3-blockersin the
treatment of hypertension, not anxiety disorders. Theoreti-
cally, B-blockers.could cause increased uterine contrac-
tions, athough this-has not been reported as a problem
when they have been used during pregnancy. One study
reported altered fetal lung development in rats exposed to
B-blockers in utero.®® However, 2 studies conducted in
women reported conflicting results. In one study of very
low birth weight infants, 7 of 19 infants born to mothers
treated with [-blockers during pregnancy died within
1lyear of birth, compared with no deaths in 16 infants
whose mothers were treated with other antihyper-
tensives.® In contrast, in a study of B-blocker usein 121
patients who had 125 high-risk pregnancies, there was
no evidence of low Apgar scores or bradycardia in the
infants.*

Benzodiazepines

Some early reports of benzodiazepine use during preg-
nancy suggested that first-trimester exposure may be asso-
ciated with an increased risk of oral clefts.*>* However,
other studies failed to exhibit such an association.** Un-
fortunately, there are a limited number of studies address-
ing this relationship, and the existing studies utilized a
number of different designs. A recent meta-analysis of
studies assessing risk of prenatal benzodiazepine exposure
suggested that if thereis an increased risk of development
of oral clefts associated with benzodiazepine use during
pregnancy, absolute risk is considered to be low at less
than 1%.% Further large-scale studies are needed to ad-
dress this issue. There have been reports of perinatal se-
guelae associated with in utero exposure to benzodiaze-
pines, including low Apgar scores, failure to feed,
neonatal apnea, muscular hypotonicity, and impaired tem-
perature regulation.®*° Limited data exist regarding
effects of in utero exposure to benzodiazepines on neuro-
development. Some studies suggest developmental de-
lays,**? whereas others do not.®

Monoamine Oxidase Inhibitors

Monoamine oxidase inhibitors are effective in the treat-
ment of social anxiety disorder.***® However, in utero ex-
posure to MAOIs has been associated with an increased
risk of congenital anomalies in humans'® and neurologic
abnormalities in animals. In addition, use of MAOQOIs is
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contraindicated with terbutaline, a medication often used
to manage premature labor.

Selective Serotonin Reuptake Inhibitors

The SSRIs have been well studied in pregnancy. A num-
ber of studies have suggested that in utero exposure to flu-
oxetine is not associated with an increased risk of major
malformations.*”* A registry containing more than 1500
cases of prenatal exposure to fluoxetine failed to show in-
creased rates of congenital anomalies® A preliminary
study of neurobehavioral functioning in children exposed
to fluoxetine in utero also failed to show adverse effects
associated with prenatal exposure to the drug.*

Dataregarding safety of the other SSRIs are similar, but
less extensive. Kulin and colleagues™ matched 267 women
who took paroxetine, sertraline, or fluvoxamine during
pregnancy with an equal number of controls. There were a
total of 222 live births, including 9 major malformations,
in women who had taken SSRIs, and 235 births and 9 ma-
jor malformations in controls (p = .91). The rates of mis-
carriage and stillbirth were similar in both groups, and
mean birth weight and gestational age were also similar.
Based on these data, paroxetine, sertraline, or fluvoxamine
did not appear to increase the risk of congenital anomalies
when used during pregnancy. However, given the low
overall number of patients followed in this study, more
data are necessary to confirm that these drugs do not harm
the developing fetus. An additional small study of 63 in-
fants exposed to paroxetine during the first trimester failed
to show evidence of congenital anomalies.®

The shorter half-lives of paroxetine, sertraline, and flu-
voxamine make these SSRIs a better choice for treating a
patient who does not wish to take medication during preg-
nancy but who isnot yet pregnant. Since fetoplacental cir-
culation is established 18 to 21 days after conception, apa-
tient who has regular menstrual cycles has a“window” of
4 to 7 days after the first day of a missed menstruation be-
fore fetoplacental circulation is established. Thus, such a
patient may elect to remain on an SSRI with a short half-
life while trying to conceive. She could discontinue the
SSRI on the day of missed menstruation, and theoretically
the medication would be cleared before fetoplacental cir-
culation was established. Thus, the different SSRIs can be
used in different scenarios depending on the severity of
psychiatric illness and the situation of the patient.

CONCLUSION

In conclusion, gender differencesin the presentation and
management of social anxiety disorder can be influenced
by both psychosocial and biological factors. Treatment strat-
egies for patients with social anxiety disorder should con-
sider gender differences in response to pharmacotherapy,
comorbidity, oral contraceptive use, pregnancy status, and
the specific nature of symptomsin the individual patient.

J Clin Psychiatry 1999;60 (suppl 9)



Drug names. aprazolam (Xanax), chlordiazepoxide (Librium and oth-
ers), diazepam (Valium and others), fluoxetine (Prozac), fluvoxamine
(Luvox), lorazepam (Ativan and others), oxazepam (Serax and others),
paroxetine (Paxil), sertraline (Zoloft), temazepam (Restoril and others),
terbutaline (Brethine), triazolam (Halcion).
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