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Abstract: The purpose of this study was to determine the prevalence of lifetime anxiety disorders in bipolar I patients in
Sanliurfa, Turkey, and to assess the association between comorbidity and several demographic and clinical variables.
Seventy bipolar I patients in remission were assessed by means of the Structured Clinical Interview for DSM-IV axis I
Disorders-Clinician Version (SCID-I-CV), Anxiety Disorder Module in order to detect lifetime comorbid anxiety dis-
orders. Nineteen (27.1%) bipolar I patients were diagnosed with at least one lifetime comorbid anxiety disorder. The
most common anxiety disorders in this sample were obsessive compulsive disorder (12.8%) and specific phobia
(12.8%), followed by panic disorder (5.7%). Anxiety disorder comorbidity appears to be associated with greater num-
ber of hospitalizations, psychotic symptoms and suicide attempts in patients with bipolar I disorder. As comorbidity
has a clear impact on the course of bipolar patients, special attention to this issue should be paid when interviewing bi-
polar patients.

Introduction

Clinical and epidemiological studies have provided
convincing evidence that comorbid anxiety disor-
ders are relatively prevalent among patients with bi-
polar disorder, found in up to 65% of cases (1-5).
Comorbidity of anxiety disorders may be associated
with greater suicidality, substance abuse, resistance
to pharmacological treatment, and poor outcome (2,
6-8). Bipolar disorder patients with high level of anx-
iety symptoms may have an earlier onset of mood ill-
ness (1, 8). Comorbidity of anxiety disorders has
been claimed to be the strongest predictor of poor
compliance in bipolar patients (9).

Multiple anxiety disorder comorbidities occur in
a significant minority of bipolar disorder patients.
Tamam and Ozpoyraz (5) found lifetime multiple
anxiety disorders in 39% of bipolar disorder outpa-
tients in remission. Henry et al. (10) studied 318 in-
patients including bipolar I, and found that 24% had
at least one lifetime anxiety disorder and 11% of the
patients had more than one such disorder.

The link between bipolar disorder and panic dis-
order has been demonstrated by genetic studies (11,
12). MacKinnon et al. (13) studied 203 families of
probands with bipolar disorder and demonstrated
that family history of bipolar disorder is a risk factor

of panic disorder. Family studies also revealed an as-
sociation between bipolar disorder and obsessive-
compulsive disorder. Coryell et al. (14) diagnosed
obsessive-compulsive disorder-OCD in 2.7% and
5.3% of relatives of bipolar I and bipolar II patients,
respectively, compared to 0.8% among relatives of
non-bipolar probands.

The purpose of this study was to determine the
prevalence of lifetime anxiety disorders in bipolar I
patients and to assess the association between
comorbidity and several demographic and clinical
variables. This study provides a view of lifetime anxi-
ety disorder comobidity in bipolar I patients in
Sanliurfa, Turkey.

Methods

Participants
All patients presenting at the Bipolar Disorder Out-
patients Clinics of the Harran University, Sanliurfa,
Southeastern Turkey, between 2002 and 2004 were
considered for inclusion in the study. Patients diag-
nosed with bipolar disorder in the psychiatry clinics
of Harran University Research Hospital (a tertiary
level health institute which receives referrals from
the southeastern part of Turkey) were recruited for
the study. Among patients enrolled in this unit, those

Isr J Psychiatry Relat Sci Vol 43 No. 1 (2006) 10–15

Address for Correspondence: Dr. Abdurrahman Altindag, Harran Universitesi Tip Fakultesi, Psikiyatri AD Arastirma
Hastanesi, 63100 Sanliurfa, Turkey. E-mail: aaltindag@yahoo.com



who met the following criteria were included in the
study: 1) aged at least 18 years; 2) DSM-IV diagnosis
of bipolar I disorder; 3) clinically in remission for at
least one month before inclusion in the study as cor-
roborated by routinely administered scales during
follow-up visits (17-item Hamilton Rating Scale for
Depression score of < 7 and Young Mania Rating
Scale score of < 5 for at least one month in two con-
secutive visits were used as confirmative scores for
remission); and 4) written informed consent ob-
tained before participation in the study. The diagno-
sis of bipolar I disorder was clinically made
according to DSM-IV criteria on admission of the
patient to the follow-up routine of outpatient clinics
and later confirmed by interviews conducted by the
first and the second authors. Exclusion criteria were
1) history of seizure, head injury with loss of con-
sciousness, or other neurologic disorder; 2) concur-
rent active medical disorder; 3) unwillingness to
cooperate with investigators; and 4) contact loss.

Among the 116 cases who were enrolled in our
bipolar disorder outpatient clinic, 70 patients (30 fe-
males and 40 males), aged between 18 and 59 years,
fulfilled the inclusion criteria for the study. Our sam-
ple included 42 patients (60%) discharged from in-
patient care and 28 patients (40%) who only received
outpatient care. Out of 116 patients, 17 had other
subtypes of bipolar disorder (i.e., bipolar II disorder,
bipolar disorder not otherwise specified and
schizoaffective disorder, bipolar type), four had a
history of seizure, head injury with loss of conscious-
ness, or other neurologic disorders, two had concur-
rent active medical disorders, 19 did not wish to be
interviewed, and four were lost in follow-up. These
cases, therefore, were excluded from the study.

Measures

1. Sociodemographic and clinical variables of the
subjects including previous hospitalizations,
number and type of previous episodes, presence
of psychotic features, suicide attempts and age at
onset of the disorder were obtained from inpa-
tient and outpatient medical records of the cases,
patient interviews, and from first-degree rela-
tives when available.

2. The Structured Clinical Interview for DSM-IV
Axis I Disorders-Clinician Version (SCID-I-

CV), Anxiety Disorder Module (15, 16) was used
to diagnose lifetime comorbidities of anxiety dis-
orders. All patients were interviewed by the first
author, who was trained in the use of the SCID-I.
Individuals who were found to present at least
one lifetime anxiety disorder were included in
the group “with comorbid anxiety disorder,” and
those without any comorbid anxiety disorder, in
the group “without comorbid anxiety disorder.”

3. Hamilton Rating Scale for Depression (HAM-
D), a 17-item clinician-rated instrument (17,
18), was used to determine the level of depres-
sion.

4. Young Mania Rating Scale (YMRS) is a clinical
rating scale containing 11 items assessing manic
symptoms (19). Reliability ratings have been
high with the Turkish version (20).

Statistical Analysis

The Statistical Package for Social Sciences (SPSS
11.5, SPSS Inc., Chicago, IL) was used for all statisti-
cal analyses. Statistical methods consisted of chi
square statistic with Yates’ correction or Fisher’s
exact test for the comparison of categorical data, and
Mann-Whitney test for dimensional variables. The
2-tailed significance level was set at .05.

Results

Of the 70 patients in the sample, 19 (27.1%) were di-
agnosed with at least one lifetime comorbid anxiety
disorder. Of the 27.1% diagnosed with any anxiety
disorder, 68.4% (18.5% of total sample) were found
to have a single anxiety disorder, 31.6% (8.6% of the
total sample) had two anxiety disorders, and 5.3%
(1.4% of the total sample) had three anxiety disor-
ders. The most common anxiety disorders in this
sample, based on frequency, were OCD (12.8%, n=9)
and specific phobia (12.8%, n=9), followed by panic
disorder (5.7%, n=4), generalized anxiety disorder
(1.4%, n=1), posttraumatic stress disorder (1.4%,
n=1), social phobia (1.4%, n=1), and agoraphobia
without panic disorder (1.4%, n=1).

When patients with and without anxiety disorder
comorbidity were compared (Table 1), there were no
significant differences between them with respect to
demographic data. Neither were there significant
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differences regarding most clinical variables such as
age of onset, rapid cycling, seasonality and total
number of episodes. Number of hospitalizations
(p=0.003), psychotic symptoms (p=0.02), suicidal

ideation (p=0.001) and number of suicide attempts
(p<0.001) were associated with anxiety disorder
comorbidity in patients with bipolar I disorder.

Table 1. Comparison of bipolar I patients with and without anxiety disorder comorbidity with respect to demographic and
clinical variables

BD with anxiety disorder BD without anxiety disorder Analysis
comorbidity (n=19) comorbidity (n=51)

Mean (SD) Mean (SD) Ua p

Age 34.73 (9.09) 33.88 (9.88) -0.39 NS
Age of onset of BD 24.52 (7.80) 23.17 (7.80) -0.72 NS
Total number of episodes 6.31 (3.66) 9.15 (12.91) -0.35 NS
Number of hospitalizations 2.52 (2.63) 1.00 (1.42) -3.01 0.003

n (%) n (%) c2(df=1) p

Sex 1.01 NS
Female 10 (53) 20 (39)
Male 9 (47) 31 (61)

First episode 0.03 NS
Manic 13 (68) 33 (65)
Depressive 6 (32) 17 (35)

Rapid cycling * NS
Present 1 (5) 2 (4)
Absent 18 (95) 49 (96)

Seasonal pattern 0.08 NS
Present 6 (32) 18 (35)
Absent 13 (68) 33 (65)

Psychotic symptoms 5.09 0.02
Yes 16 (84) 28 (55)
No 3 (16) 23 (45)

Suicidal ideation 10.92 0.001
Yes 13 (68) 13 (25)
No 6 (32) 38 (75)

Suicide attempts 12.47 <0.001
Yes 11 (58) 8 (16)
No 8 (42) 43 (84)

Family history of suicide 0.04 NS
Yes 3 (16) 7 (14)
No 16 (84) 43 (86)

Affective disorder in first-degree relatives 2.91 NS
Yes 11 (58) 18 (35)
No 8 (42) 33 (65)

Treatment 0.79 NS
Mood-stabilizer monotherapy 6 (32) 22 (43)
Polymedicated 11 (58) 24 (47)

BD = Bipolar I disorder; SD = standard deviation; NS = not significant. a Mann-Whitney test; *Fisher’s exact test.
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Discussion

Our results on the rates of comorbidity (27.1% of pa-
tients had at least one comorbid diagnosis) are com-
parable to the rates reported elsewhere (10, 21).
However, our rates are clearly lower than those re-
ported in other studies (over 50%) conducted in
acutely manic or psychotic samples (22, 23). This
difference could be explained by the fact that we in-
cluded patients in remission, avoiding the risk of
mistaking acute affective symptomatology provided
by a second illness. An alternative explanation may
be that we recruited our group from an outpatient
sample, avoiding the bias of a selected population of
complicated bipolar patients in an inpatient sample.

Among anxiety disorders, OCD and specific pho-
bia were the most common comorbid anxiety disor-
ders with a lifetime comorbidity of 12.8% for each,
followed by panic disorder (5.7%). The prevalence
rates determined for OCD, specific phobia and panic
disorder were in accordance with the results of prior
studies. In the literature, comorbidity rates were 6-
38%, 5-25%, 5-26% for OCD, specific phobia and
panic disorder, respectively (1-3, 5, 22).

Chen and Dilsaver (24) analyzed data from the
ECA study, and determined that lifetime rates of
OCD among subjects with bipolar disorder was
21.0%, as compared to a lifetime rate of 12.2% in sub-
jects with unipolar depression and a lifetime rate of
2.5% in the general population. They proposed that
the clinical features defining bipolar disorder and
OCD might represent manifestations of a single un-
derlying diathesis.

Bipolar patients with psychiatric comorbidity
were found to have a greater length of hospital stay,
lower rate of recovery at discharge, and a worse re-
sponse to somatic treatment than those without
comorbidity (22, 25, 26). In parallel with these re-
ports, we found that patients with comorbid anxiety
disorders had more hospitalizations than those with-
out such comorbid conditions.

The relationship between psychotic symptoms
and anxiety disorder comorbidity among bipolar pa-
tients remains elusive. While Vieta et al. (27) re-
ported no relationship between psychotic symptoms
and comorbidity, Cassano et al. (8) found that para-
noid ideations and psychoticism were associated
with multiple anxiety comorbidity. Although our re-

sults indicate a positive relationship between
comorbidity and psychotic symptoms in bipolar pa-
tients, we cannot determine if comorbity is causing
psychotic symptoms or is resulting from psychotic
symptoms.

In the present study, we found that suicidal
ideation and suicide attempts were more common
among patients with anxiety disorder comorbidity
than those without comorbidity. It has been sug-
gested that the presence of secondary psychiatric
disorders is associated with a higher rate of past sui-
cide attempts among bipolar I patients (27). Similar
results have been reported by Vieta et al. (28) in a bi-
polar II sample. Bipolar patients with high anxiety
scores have been found to have high rates of lifetime
suicidal behaviors (29).

Little is known about the precise mechanism by
which anxiety elevates suicidality, and study of this
issue may need to precede the development of inter-
ventions specifically aimed at suicide prevention in
this population. Patients with acute anxiety may be
less capable of tolerating uncomfortable affects and
utilizing other resources, such as social supports or
cognitive strategies, to reduce suicidality. Psycholog-
ical interventions to prevent suicide should focus in
part on problem-solving skills and improved
tolerability of distress (3, 30).

The main limitation of this study lays in the retro-
spective recall of some variables, which may cer-
tainly bias some results. Another limitation is the
relatively small sample size that could limit our abil-
ity to generalize the results to bipolar patients in gen-
eral.

This study suggests that the rates of comorbidity
of anxiety disorders among bipolar I patients in
Sanliurfa, Turkey are comparable to those from
other places. Future large-scaled prospective clinical
and epidemiological studies examining the preva-
lence and clinical variables of comorbid anxiety dis-
orders in bipolar I patients and other bipolar
subtypes in Turkey are required for a more general
view on the subject.

In conclusion, anxiety disorder comorbidity is
prevalent and it appears to be associated with greater
number of hospitalizations, psychotic symptoms,
and suicide attempts in patients with bipolar I disor-
der in Sanliurfa, Turkey. As comorbidity has a clear
impact on the course of bipolar patients, special at-
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tention to this issue should be paid when interview-
ing bipolar patients. Future studies will need to
examine clinical correlates of comorbidity, and to
focus on additional or alternate intervention for bi-
polar patients with comorbid anxiety disorders.

References

1. McElroy SL, Altshuler LL, Suppes T, Keck PE Jr, Frye
MA, Denicoff KD, Nolen WA, Kupka RW, Leverich GS,
Rochussen JR, Rush AJ, Post RM. Axis I psychiatric
comorbidity and its relationship to historical illness
variables in 288 patients with bipolar disorder. Am J
Psychiatry 2001;158:420-426.

2. Boylan KR, Bieling PJ, Marriott M, Begin H, Young LT,
MacQueen GM. Impact of comorbid anxiety disorders
on outcome in a cohort of patients with bipolar disor-
der. J Clin Psychiatry 2004;65:1106-1113.

3. Simon NM, Otto MW, Wisniewski SR, Fossey M,
Sagduyu K, Frank E, Sachs GS, Nierenberg AA, Thase
ME, Pollack MH. Anxiety disorder comorbidity in bi-
polar disorder patients: Data from the first 500 partici-
pants in the Systematic Treatment Enhancement
Program for Bipolar Disorder (STEP-BD). Am J Psy-
chiatry 2004;161:2222-2229.

4. Rihmer Z, Szadoczky E, Furedi J, Kiss K, Papp Z. Anxi-
ety disorders comorbidity in bipolar I, bipolar II and
unipolar major depression: Results from a population-
based study in Hungary. J Affect Disord 2001;67:175-
179.

5. Tamam L, Ozpoyraz N. Comorbidity of anxiety disor-
der among patients with bipolar I disorder in remis-
sion. Psychopathology 2002;35:203-239.

6. Rudd MD, Dahm PF, Rajab MH. Diagnostic
comorbidity in persons with suicidal ideation and be-
havior. Am J Psychiatry 1993;150:928-934.

7. Young LT, Cooke RG, Robb JC, Levitt AJ, Joffe RT.
Anxious and non-anxious bipolar disorder. J Affect
Disord 1993;29:49-52.

8. Cassano GB, Pini S, Saettoni M, Dell’Osso L. Multiple
anxiety disorder comorbidity in patients with mood
spectrum disorders with psychotic features. Am J Psy-
chiatry 1999;156:474-476.

9. Colom F, Vieta E, Martinez-Aran A, Reinares M,
Benabarre A, Gasto C. Clinical factors associated with
treatment noncompliance in euthymic bipolar pa-
tients. J Clin Psychiatry 2000;61:549-555.

10. Henry C, Van den Bulke D, Bellivier F, Etain B,
Rouillon F, Leboyer M. Anxiety disorders in 318 bipo-
lar patients: Prevalence and impact on illness severity
and response to mood stabilizer. J Clin Psychiatry
2003;64:331-335.

11. MacKinnon DF, McMahon FJ, Simpson SG, McInnis
MG, DePaulo JR. Panic disorder with familial bipolar
disorder. Biol Psychiatry 1997;42:90-95.

12. MacKinnon DF, Xu J, McMahon FJ, Simpson SG, Stine
OC, McInnis MG, DePaulo JR. Bipolar disorder and
panic disorder in families: An analysis of chromosome
18 data. Am J Psychiatry 1998;155:829-831.

13. MacKinnon DF, Zandi PP, Cooper J, Potash JB,
Simpson SG, Gershon E, Nurnberger J, Reich T,
DePaulo JR. Comorbid bipolar disorder and panic dis-
order in families with a high prevalence of bipolar dis-
order. Am J Psychiatry 2002;159:30-35.

14. Coryell W, Endicott J, Andreasen N, Keller M. Bipolar
I, bipolar II, and nonbipolar major depression among
the relatives of affectively ill probands. Am J Psychiatry
1985;142:817-821.

15. First MB, Spitzer RL, Gibbon M, Williams JBW. User’s
Guide for the Structured Clinical Interview for DSM-
IV Axis I Disorders (SCID-I)-Clinician Version. Wash-
ington, D.C.: American Psychiatric Press, 1997.

16. Corapcioglu A, Aydemir O, Yildiz M, Esen A, Koroglu
E. Structured Clinical Interview for DSM-IV (SCID-I),
Turkish Version. Ankara: Hekimler Yayin Birligi, 1999.

17. Hamilton M. A rating scale for depression. J Neurol
Neurosurg Psychiatry 1960;23:56-62.

18. Hamilton M. Development of a rating scale for pri-
mary depressive illness. Br J Soc Clin Psychol 1967;6:
278-296.

19. Young RC, Biggs JT, Ziegler VE, Meyer DA. A rating
scale for mania: Reliability, validity and sensitivity. Br J
Psychiatry 1978;133:429-435.

20. Karadag F, Oral T, Yalcin FA, Erten E. Reliability and
validity of Turkish translation of Young Mania Rating
Scale. Turk Psikiyatri Derg 2002;13:107-114 (in Turk-
ish).

21. Pini S, Cassano GB, Simonini E, Savino M, Russo A,
Montgomery SA. Prevalence of anxiety disorders
comorbidity in bipolar depression, unipolar depression
and dysthymia. J Affect Disord 1997;42:145-153.

22. Strakowski SM, Tohen M, Stoll AL, Faedda GL,
Goodwin DC. Comorbidity in mania at first hospital-
ization. Am J Psychiatry 1992;149:554-556.

23. Cassano GB, Pini S, Saettoni M, Rucci P, Dell’Osso L.
Occurrence and clinical correlates of psychiatric
comorbidity in patients with psychotic disorders. J Clin
Psychiatry 1998;59:60-68.

24. Chen YW, Dilsaver SC. Comorbidity for obsessive-
compulsive disorder in bipolar and unipolar disorders.
Psychiatry Res 1995;59:57-64.

25. Black DW, Winokur G, Bell S, Nasrallah A, Hulbert J.
Complicated mania. Comorbidity and immediate out-
come in the treatment of mania. Arch Gen Psychiatry
1988;45:232-236.

14 THE COMORBIDITY OF ANXIETY DISORDERS IN BIPOLAR I PATIENTS



26. Black DW, Hulbert J, Nasrallah A. The effect of somatic
treatment and comorbidity on immediate outcome in
manic patients. Compr Psychiatry 1989;30:74-79.

27. Vieta E, Colom F, Corbella B, Martinez-Aran A,
Reinares M, Benabarre A, Gasto C. Clinical correlates
of psychiatric comorbidity in bipolar I patients. Bipolar
Disord 2001;3:253-258.

28. Vieta E, Colom F, Martinez-Aran A, Benabarre A,

Gasto C. Personality disorders in bipolar II patients. J
Nerv Ment Dis 1999;187:245-248.

29. Young LT, Cooke RG, Robb JC, Levitt AJ, Joffe RT.
Anxious and non-anxious bipolar disorder. J Affect
Disord 1993;29:49-52.

30. Gray SM, Otto MW. Psychosocial approaches to sui-
cide prevention: applications to patients with bipolar
disorder. J Clin Psychiatry 2001;62 Suppl:56-64.

ABDURRAHMAN ALTINDAG ET AL. 15


