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Abstract

Objective: Although generalized social anxiety disorder (gSAD) is more prevalent in women, the
role of female reproductive hormones in gSAD has never been investigated. Therefore our aim was
to make a first inventory of the influence of female reproductive hormones on gSAD symptoms.
Method: Female patients with gSAD who had previously participated in our research projects in
the University Medical Center Utrecht and the Leiden University Medical Center were recruited.
A self-report survey with questions on the influence of menarche, the periods of the menstrual
cycle, oral contraceptive use, pregnancy, lactation, postpartum period and menopause on gSAD
symptoms was returned by 46% of 140 women suffering from gSAD. Non-parametric statistical
tests were used to analyze the data. Results: A subgroup of patients reported an influence of female
hormonal cycle on gSAD symptoms. In this subgroup, statistical differences were found for the
menstrual cycle and pregnancy. In the premenstrual period, patients reported more severe gSAD
symptoms. During pregnancy symptoms decreased, but postpartum symptom severity returned
to the same levels as before pregnancy. Conclusions: A subgroup of women with gSAD seemed
vulnerable for the influences of gonadal hormones. Prospective research in women with gSAD, in

which the gonadal hormones are assessed, is warranted.
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Introduction

Social Anxiety Disorder (SAD) is one of the most common psychiatric disorders. In a review of
European community studies, a lifetime prevalence of 3.9 to 13.7 % for SAD according to DSM-
IV criteria was found. Moreover, the prevalence estimates were generally higher in women than
in men (Fehm et al., 2005). Two subtypes can be distinguished: specific SAD and generalized
SAD (gSAD) (DSM-IV-TR). The onset of gSAD is often in puberty and the symptoms of gSAD
might be more severe in women (Keller, 2003; Wittchen and Fehm, 2003). Taken together, these
findings might suggest that the gonadal hormones influence the onset and course of gSAD. This
hypothesis is supported by literature on gonadal hormones and anxiety. The gonadal hormones
estrogen and progesterone regulate the female hormonal cycle: menarche, menstrual cycle,
pregnancy, postpartum period, lactation, and menopause. They also affect neurotransmitter
systems that are associated with anxiety, such as the dopaminergic, serotonergic, and GABAergic
system (for a review: Weinstock, 1999). Furthermore, the female hormonal cycle affects the
course and severity of several symptoms of anxiety. Healthy women experienced an increase
in anxiety symptoms during the third trimester of pregnancy (Rofe et al., 1993). Premenstrual
increase of anxiety symptoms was reported in women with anxiety disorders, such as generalized
anxiety disorder (GAD) and panic disorder (PD) (Hsiao et al., 2004; Brambilla et al., 2003).
Finally, premenstrual dysphoric disorder and anxiety disorders are highly comorbid conditions
(Hsiao et al., 2004).

In gSAD, the influences of female gonadal hormones on anxiety symptoms have never
been investigated. The aim of the research described in this article was to explore whether there
is an influence of the gonadal hormones on social anxiety and avoidance in women with gSAD.
Therefore, we made a retrospective inventory of the course of gSAD symptoms during the
female hormonal cycle. Based on the literature in other anxiety disorders, we hypothesized that

premenstrually and in the last trimester of the pregnancy the levels of anxiety are higher.

Materials and methods

Participants and procedures

Participants were women over 18 years of age, with gSAD according to DSM-IV criteria, as
confirmed with the MINI Plus 5.0.0 (Van Vliet and De Beurs, 2007). Comorbidity, contraception,
and hormonal replacement therapy were allowed. Exclusion criterion was an endocrinological
disorder of any kind. Patients who did not have a menstruation period for the past year or more
were considered postmenopausal.

Female patients with gSAD who had previously participated in our research projects
in the University Medical Center Utrecht (UMCU) and the Leiden University Medical Center
(LUMC) were recruited.

A total of 140 patients were approached. We sent a letter to 96 UMCU female patients
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to ask their permission to call them for participation in the study. We used a directory of old
addresses, because these patients did not receive treatment in the UMCU at the time of this study.
Reminders were sent out to non-respondents. Patients who returned the permission form were
called. We explained the procedures and asked if they wanted to participate. Then the survey was
sent. In the LUMC, 44 women who participated in research or were treated for gSAD, were asked
to participate during one of their visits. The survey was either given or sent to the patients.

The study was approved by the Medical Ethical Committees of the UMCU and LUMC.

All subjects gave written informed consent prior to inclusion in the study.

Survey

Patients received a self-report survey with questions regarding demographic data and the effects
of the female hormonal cycle on social anxiety and avoidance. The phases that were studied were
menarche, the periods of the menstrual cycle, oral contraceptive (OC) use, pregnancy, lactation,
postpartum period, and menopause. For each phase the first question was on the influence of
this particular phase on symptoms of social anxiety and of social avoidance. This question could
be answered by “yes” or “no” If the answer was “yes” on this question, they were asked to score
the levels of social anxiety and avoidance retrospectively from 0 to 10 for that particular phase.
Patients were asked to fill in the questions on the menstrual cycle if they had a regular cycle of 24 to
32 days and only for the time periods in which they had a natural menstrual cycle, without the use
of oral contraceptives. Week 1 was considered the menstruation period, week 2 the late follicular
phase, week 3 the early luteal phase, and week 4 the premenstrual phase. Questions on pregnancy
and postpartum period were directed to the time before pregnancy, the first trimester, the second

trimester, the third trimester, and the postpartum period.

Statistics
Descriptive statistics were used for patient characteristics and for some outcome parameters.
Statistical analyses were performed only on data of patients who reported an influence
of the female hormonal cycle on symptoms of social anxiety and avoidance, and on current social
anxiety and avoidance scores. These were categorical data. We used non-parametric statistics to
analyse the data to avoid the normality assumption. Spearman’s Rank Order Correlation (rho) was
performed to explore the relationship between the age of menarche and age of onset of gSAD. A
Friedman Test was conducted to compare scores on social anxiety and avoidance across different
time periods per phase. The Wilcoxon Signed Ranks Test was done for the comparison of social
anxiety and avoidance as posthoc analysis for the significant outcome variables of the Friedman

Test. This test analyses the direction and the relative magnitude of the differences within pairs.
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Results

Response

We sent a letter to 96 female patients with gSAD from the UMCU with information and to ask
for permission to call them. Twenty-nine patients (30%) returned the form. They were called and
received a survey. Twenty-seven patients (93%) completed the survey. At the LUMC, 44 female
patients were asked to participate during a treatment or research visit. All patients volunteered and

37 (84%) returned the survey. Overall, 64 completed surveys (46%) were received.

Patient characteristics

The mean age of the patients was 42.0 years (+ 11.7; range 21-63 years). The mean age of onset for
gSAD was 15.1 years (+ 8.4). The delay from the age of onset until the diagnosis gSAD was 22.6
years (+ 14.0). Eighty-six percent of the patients received treatment for gSAD during their life,
and 45% are currently being treated. A positive family history for gSAD was reported in 50% of
the patients. Many patients (75%) were part-time or full-time employed. The remaining 25% were
unemployed (14%), incapable of working (3%), retired (3%), or student (5%). Level of education
was divided in 3 groups: 24% had a low educational level (10 years or less), 43% had a medium
educational level (10-14 years), and 33% had a high educational level (more than 14 years).

The mean current gSAD symptoms on a scale of 0-10 of the entire sample in each area of
work, social life, and family life were compared. It appeared that there was a statistically significant
difference in social anxiety (p < 0.001, y>= 73.2, df = 2, n = 61) as well as avoidance (p < 0.001,
X’ = 62.3, df = 2, n = 61) in these three areas. Social anxiety and avoidance are highest in social
life and lowest in family life. There was no significant difference in social anxiety and avoidance
between work situations and social life (p = 0.8; p = 0.7), but both were significantly higher than
the symptoms in family life (p < 0.001 in all cases).

Menarche and age of onset
We found no correlation between age of menarche and age of onset gSAD (r = -0.01, n =63, p =
0.9).

Influence of female hormonal phase on social anxiety and avoidance
Most patients did not report any influence of menarche, menstrual cycle, OC use, pregnancy,
and lactation. However, most patients did notice any influence of the postpartum period and

menopause on anxiety symptoms. For exact percentages see Table 1.
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Table 1 Influences of female hormonal cycle on gSAD symptoms

Influence on Menarche (n=64) Menstrual cycle (n=51) OC use (n=50) Pregnancy (n=41)
Symptoms

soc.anx. soc.avoi.  soc.anx. soc.avoi sOc.anX. $0C.avoi $OC.anx. $0C.avoi.
Yes 13% 8% 45% 35% 12% 14% 41% 41%
No 78% 81% 55% 65% 88% 86% 59% 599%
Unknown 9% 11%
Influence on Postpartum period Lactation (n=30) Menopause (n=13)
Symptoms (n=38)

soc.anx. soc.avoi  soc.anx. soc.avoi soc.anx. $0cC.avoi
Yes 56% 53% 3% 7% 69% 62%
No 44% 47% 97% 93% 31% 38%

Note: Percentages of patients who did or did not report an influence on the symptoms of social anxiety (soc.anx.)
and avoidance (soc.avoi.).
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Figure 1 The mean social anxiety and avoidance scores (0-10) during the menstrual cycle, as obtained from the
patients who reported an influence of the menstrual cycle on social anxiety and avoidance.

Table 2 Statistical differences during the 4 weeks of the menstrual cycle

Social anxiety (n=23) Social avoidance (n=18)
Week 1 Week 2 Week 3 Week 4 Week 1 Week2  Week3  Week4

Week 1 - - - - - - - -
Week 2 p=0.02* - - - p=0.010* - - -
Week 3 p=0.772  p=0.005* - - p=0.532  p=0.016* - -
Week 4 p=0.002*  p=0.000* p=0.000* - p=0.015*  p=0.001* p=0.002* -

Note: P-values of the post hoc analysis with the Wilcoxon Signed Rank Test on the retrospective social anxiety and
avoidance scores in the different weeks of the menstrual cycle. Week 1 represents the menstruation, week 2 the late
follicular phase, week 3 the early luteal phase, and week 4 the premenstrual phase.
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Table 3 Statistical differences before, during, and after the 1* and 2™ pregnancy

Social anxiety 1* pregnancy (n=12)

BP Trim 1 Trim 2 Trim 3 PPP
BP - - - -
Trim 1 p=0.022* - - - -
Trim 2 p=0.005* p=0.040* - - -
Trim 3 p=0.003* p=0.054 p=0.339 - -
PPP p=0.301 p=0.016* p=0.005* p=0.005* -

Social avoidance 1% pregnancy (n=10)

BP Trim 1 Trim 2 Trim 3 PPP
BP - - - - -
Trim 1 p=0.036* - - - -
Trim 2 p=0.011* p=0.071 - - -
Trim 3 p=0.007* p=0.099 p=0.713 - -
PPP p=0.889 p=0.167 p=0.090 p=0.056 -

Social anxiety 2" pregnancy (n=11)

BP Trim 1 Trim 2 Trim 3 PPP
BP - - -
Trim 1 p=0.070 - - -
Trim 2 p=0.016* p=0.014* - -
Trim 3 p=0.010* p=0.010* p=0.102 - -
PPP p=0.414 p=0.072 p=0.011* p=0.007*

Social avoidance 2°¢ pregnancy (n=9)

BP Trim 1 Trim 2 Trim 3 PPP
BP - - - - -
Trim 1 p=0.205 - - - -
Trim 2 p=0.026* p=0.034* - -
Trim 3 p=0.017* p=0.016* p=0.059 - -
PPP p=0.279 p=0.776 p=0.221 p=0.042* -

Note: P-values of the post hoc analysis with the Wilcoxon Signed Rank Test on the retrospective social anxiety and
avoidance scores before (BP), and during pregnancy (1% trimester = Trim 1, 2™ trimester = Trim 2, 3™ trimester =
Trim 3), and in the postpartum period (PPP) as measured in the first and second pregnancy of the patients who
reported an influence of pregnancy and postpartum period on social anxiety and avoidance.

Statistical analyses were performed only on data of patients who reported any influence

of the female hormonal cycle on symptoms of social anxiety and avoidance. We report the analyses

of the hormonal phases in which more than 10 subjects reported these influences. This was only

the case for the menstrual cycle and pregnancy with postpartum period. Seventy-one percent of

the patients who reported influences of the menstrual cycle also reported influences of pregnancy

when applicable.
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Figure 2. Means of social anxiety and avoidance scores (0-10) before (BP) and during pregnancy (1* trimester =
Trim 1, 2™ trimester = Trim 2, 3*¢ trimester = Trim 3), and in the postpartum period (PPP) as measured in the first
and second pregnancy of patients who reported an influence of pregnancy and postpartum period on social anxiety
and avoidance.

Menstrual cycle

A difference was found in social anxiety (p < 0.001, x*= 39.2, df = 3, n = 23) and avoidance (p <
0.001, y*=26.6, df = 3, n = 18) between the 4 weeks of the menstrual cycle. The symptoms of social
anxiety and avoidance were highest in week 4 of the menstrual cycle, and significantly different

from week 1, 2 and 3. For more details, see Figure 1 and Table 2.

Pregnancy and postpartum period

The group of patients that reported an influence of pregnancy on social anxiety and avoidance
was not entirely the same as the group of patients that reported an influence of the postpartum
period. We only included data of patients who reported an influence of both the pregnancy and
postpartum period in the statistical analysis. This made it possible to compare the social anxiety
and avoidance scores of the period before pregnancy, the three trimesters of pregnancy, and the
postpartum period.

We found a difference in social anxiety and social avoidance between the period before
pregnancy, all trimesters of pregnancy, and the postpartum period for the first pregnancy (p <
0.001, y*= 274, df =4, n = 12; p < 0.001, y*= 24.2, df = 4, n = 10). The same results were seen
for the second pregnancy (p = 0.003, x*= 15,8, df =4, n = 11; p = 0.002, y*=16.8, df =4, n = 9).
Social anxiety and avoidance were highest before pregnancy and in the postpartum period. During

pregnancy, patients reported less severe symptoms. For details see Figure 2 and Table 3.
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Discussion

Most respondents did not report any influence of the female hormonal cycle on gSAD symptoms.
However, the subgroup who did, reported more severe social anxiety and avoidance in the
premenstrual period and, as opposed to our hypothesis less severe symptoms during pregnancy.
In this subgroup, the vulnerability for the effects of the gonadal hormones on neurotransmitter
systems associated with anxiety may be increased. If corroborated in further studies, it would be
interesting to investigate whether this enhanced vulnerability is associated with fewer effects of
treatments aimed at these neurotransmitter systems.

The literature on the influence of gonadal hormones on the course of anxiety disorders
shows that these influences exist only in a subgroup of women. The premenstrual worsening of
symptoms in a subgroup of women as shown in this study was also found in GAD, and obsessive
compulsive disorder (OCD) (Hsiao et al., 2004; McLeod et al., 1993; Vulink et al., 2006; Labad
et al., 2005; Williams and Koran, 1997). In one study on panic disorder (PD) an exacerbation of
symptoms was also seen in the premenstrual period in some patients, whereas other studies in PD
found no differences (Hsiao et al., 2004; Pigott, 1999; Breier et al., 1986; Kaspi et al., 1994; Stein et
al., 1989; Cook et al., 1990; Cameron et al., 1988). The decrease of symptoms during pregnancy, as
we found in gSAD, had previously been described in some, but not all, studies in PD (Hertzberg
and Wahlbeck, 1999; Cohen et al., 1994; Klein et al., 1994; Altshuler et al., 1998). In OCD, the effects
of pregnancy are not clear yet, as unchanged symptoms as well as worsening and improvement of
symptoms were described (Vulink et al., 2006; Labad et al., 2005; Williams and Koran, 1997).
In line with the present study, the same studies showed a postpartum increase of symptoms in
a subgroup of OCD patients (Vulink et al., 2006; Labad et al., 2005; Williams and Koran, 1997).

There are also some limitations of the present study to discuss. As a result of the self-
report survey and the retrospective nature of this study, the results are likely to be affected by
a significant recall bias. However, in the absence of prospective studies, these retrospective data
provide a first impression of the nature and extent of the influences of gonadal hormones in
gSAD. Furthermore, no data were collected on the comorbidity between gSAD and premenstrual
syndrome and prementrual dysphoric disorder. Unfortunately, only 46% of the gSAD patients
returned the surveys. This is mainly caused by the UMCU patients of whom we did not have recent
addresses. In the LUMC group, of which we had recent addresses, the response rate was good
(84%). However, we cannot rule out the possibility of responder bias, meaning that the women
who believe in the influence of hormones on their gSAD symptoms or who experienced such an
effect were more likely to respond. Our sample was not representative for the general population
of female gSAD patients, as our respondents were prior participants in research studies in two
university clinics. They were relatively highly educated and most of them had a job. Furthermore,
we are not able to draw conclusions on differences in gSAD symptoms in OC use, lactation, and
menopause, because of the small groups that were analyzed. Also the sub-analyses were carried
out with very small sample sizes and therefore should be carefully interpreted. Other limitations

are that there are many factors that could have influenced the gSAD symptoms besides the gonadal
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hormones. For example, during pregnancy and in the post partum period life changes dramatically,
which we did not take into account in the present study.

The clinician should take into account that there probably is at least a subgroup of female
gSAD patients whose symptoms are influenced by fluctuations in female gonadal hormones:
they have more severe symptoms premenstrually and less severe symptoms during pregnancy.
Prospective studies will have to elucidate how large this proportion is and how much influence
the gonadal hormones have on symptoms and treatment effects. Ultimately, this may lead to more

tailor made treatments for gSAD patients.

Acknowledgements

The authors thank Professor H.G.M. Westenberg of the department of Psychiatry, UMC Utrecht,
The Netherlands, for his kind help in approaching the patients of the UMCU for participation in
this study.

92



Effects of female reproductive hormones

References

Altshuler, L. L., Hendrick, V., and Cohen, L. S. (1998). Course of mood and anxiety disorders during preg-
nancy and the postpartum period. J.Clin.Psychiatry, 59 Suppl 2, 29-33.

Brambilla, F, Biggio, G., Pisu, M. G., Bellodi, L., Perna, G., Bogdanovich-Djukic, V. et al. (2003). Neurosteroid
secretion in panic disorder. Psychiatry Res., 118, 107-116.

Breier, A., Charney, D. S., and Heninger, G. R. (1986). Agoraphobia with panic attacks. Development, diagnos-
tic stability, and course of illness. Arch.Gen.Psychiatry, 43, 1029-1036.

Cameron, O. G., Kuttesch, D., McPhee, K., and Curtis, G. C. (1988). Menstrual fluctuation in the symptoms of
panic anxiety. J.Affect.Disord., 15, 169-174.

Cohen, L. S,, Sichel, D. A., Dimmock, J. A., and Rosenbaum, J. E (1994). Postpartum course in women with
preexisting panic disorder. J.Clin.Psychiatry, 55, 289-292.

Cook, B. L., Noyes, R, Jr., Garvey, M. ]., Beach, V., Sobotka, J., and Chaudhry, D. (1990). Anxiety and the
menstrual cycle in panic disorder. . Affect.Disord., 19, 221-226.

Fehm, L., Pelissolo, A., Furmark, T., and Wittchen, H. U. (2005). Size and burden of social phobia in Europe.
Eur.Neuropsychopharmacol., 15, 453-462.

Hertzberg, T. and Wahlbeck, K. (1999). The impact of pregnancy and puerperium on panic disorder: a review.
J.Psychosom.Obstet.Gynaecol., 20, 59-64.

Hsiao, M. C.,, Hsiao, C. C.,, and Liu, C. Y. (2004). Premenstrual symptoms and premenstrual exacerbation in
patients with psychiatric disorders. Psychiatry Clin.Neurosci., 58, 186-190.

Kaspi, S. P, Otto, M. W, Pollack, M. H., Eppinger S., and Rosenbaum, J. F. (1994). Premenstrual exacerbation
of symptoms in women with panic disorder. J. Anxiety. Disord. 8(2), 131-138.

Keller, M. B. (2003). The lifelong course of social anxiety disorder: a clinical perspective. Acta Psychiatr.Scand.
Suppl, 85-94.

Klein, D. E, Skrobala, A. M., and Garfinkel, R. S. (1994). Preliminary look at the effects of pregnancy on the
course of panic disorder. Anxiety., I, 227-232.

Labad, J., Menchon, J. M., Alonso, P, Segalas, C., Jimenez, S., and Vallejo, J. (2005). Female reproductive cycle
and obsessive-compulsive disorder. J.Clin.Psychiatry, 66, 428-435.

McLeod, D. R., Hoehn-Saric, R., Foster, G. V., and Hipsley, P. A. (1993). The influence of premenstrual syndro-
me on ratings of anxiety in women with generalized anxiety disorder. Acta Psychiatr.Scand., 88, 248-251.

Pigott, T. A. (1999). Gender differences in the epidemiology and treatment of anxiety disorders. J.Clin.Psychi-
atry, 60 Suppl 18, 4-15.

Rofe, Y., Blittner, M., and Lewin, I. (1993). Emotional experiences during the three trimesters of pregnancy.
J.Clin.Psychol., 49, 3-12.

Stein, M. B, Schmidt, P. J., Rubinow, D. R., and Uhde, T. W. (1989). Panic disorder and the menstrual cycle: pa-
nic disorder patients, healthy control subjects, and patients with premenstrual syndrome. Am.]. Psychiatry.,
146(10), 1299-1303.

Van Vliet, I. M. and De Beurs, E. (2007). [The MINI-International Neuropsychiatric Interview. A brief struc-
tured diagnostic psychiatric interview for DSM-IV en ICD-10 psychiatric disorders]. Tijdschr.Psychiatr.,
49, 393-397.

Vulink, N. C., Denys, D., Bus, L., and Westenberg, H. G. (2006). Female hormones affect symptom severity in
obsessive-compulsive disorder. Int.Clin. Psychopharmacol., 21, 171-175.

Weinstock, L. S. (1999). Gender differences in the presentation and management of social anxiety disorder.
J.Clin.Psychiatry, 60 Suppl 9, 9-13.

Williams, K. E. and Koran, L. M. (1997). Obsessive-compulsive disorder in pregnancy, the puerperium, and
the premenstruum. J.Clin.Psychiatry, 58, 330-334.

Wittchen, H. U. and Fehm, L. (2003). Epidemiology and natural course of social fears and social phobia. Acta
Psychiatr.Scand.Suppl, 4-18.

93







