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ABSTRACT

Sociodemographic and clinical features of antidepressant-induced hypomanic and manic
switch in patients with bipolar disorder
Objective: The aim of this study was to identify sociodemographic, familial, childhood and various clinical
characteristics of bipolar disorder patients in whom hypomanic/manic switches had been observed during
treatment with antidepressant drugs.
Methods: One hundred sixty-one patients diagnosed with bipolar disorder on the basis of DSM-IV-TR were
included. The study was a retrospective chart review. The sociodemographic, familial, childhood and various
clinical characteristics of patients with manic or hypomanic switches (n=41, 25.4%) observed in association with
antidepressant treatment during polyclinic or ward monitoring, or patients without switches (n=120, 74.6%)
were compared. Patient data were obtained from Psychiatric Association of Turkey Mood Disorders Branch
patient record forms.
Results: The first disease episode in the switch group was more commonly a depressive one. Cesarean birth
and enuresis nocturna were more common childhood characteristics in the switch group. No difference was
determined between the groups in terms of other characteristics.
Conclusion: Physicians should be careful in terms of hypomanic/manic switch in patients whose first episode
is a depressive one. Our other two findings, cesarian birth and enuresis nocturna, may be significant in terms
of suggesting clues for the planning of new studies illuminating the etiology.
Key words: Bipolar disorder, antidepressant treatment, switch
ÖZET

Antidepresan tedavi ile hipomanik/manik kayma gösteren bipolar bozukluk hastalarında
sosyodemografik ve klinik özellikler
Amaç: Bu çalışmanın amacı, antidepresan ilaçlarla tedavi sırasında hipomanik/manik kayma gözlenen bipolar
bozukluk hastalarının sosyodemografik, ailesel, çocukluk çağı ve bazı klinik özelliklerinin saptanmasıdır.
Yöntem: DSM-IV-TR’ye göre bipolar bozukluk tanısı konan 161 hasta çalışmaya alınmıştır. Çalışma, geriye dönük
dosya tarama çalışmasıdır. Poliklinik ya da servis takipleri sırasında, antidepresan tedaviye bağlı olarak manik
ya da hipomanik kayma gözlenen (n=41, %25.4) ve gözlenmeyen (n=120, %74.6) hastaların sosyodemografik,
ailesel, çocukluk çağı ve bazı klinik özellikleri karşılaştırılmıştır. Hasta bilgileri, bipolar polikliniğimizde kullanılmakta
olan Türkiye Psikiyatri Derneği Duygudurum Bozuklukları Çalışma Birimi’nin hasta kayıt formlarından elde
edilmiştir.
Bulgular: Kayma olan grupta hastalığın ilk dönemi daha sıklıkla depresif dönem olarak belirlendi. Kayma olan
grupta çocukluk çağı özelliklerinden sezaryen doğum ve enürezis nokturna daha sıktı. Diğer özellikler
açısından gruplar arasında fark saptanmadı.
Tartışma ve Sonuç: Klinisyenler ilk dönemi depresif dönem olan hastalarda hipomanik/manik kayma açısından
dikkatli olmalıdırlar. Diğer iki bulgumuz olan sezaryen doğum ve enürezis nokturna, etiyolojiye ışık tutabilecek
yeni çalışmaların planlanması için ipuçları taşıması açısından önemli olabilir.
Anahtar kelimeler: Bipolar bozukluk, antidepresan tedavi, kayma
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INTRODUCTION

S

witching during treatment of depressive period of
bipolar disorder is a frequently neglected fact (1). It is
not included in a specific diagnostic category. Akiskal and
colleagues (2) defines this situation as bipolar disorder
type III. Switching can be due to drugs as well as a natural
process of the disorder. Therefore, two types of switching,
spontaneous and treatment induced, are discussed. There
is no consensus on the diagnostic criteria of both types of
switch (3,4). According to Altshuler and colleagues et al.
(5), switch caused by treatment must be evident on the
first 8 weeks of treatment and it must be a change which
is not observed in the history of the disorder before.
Henry and Demotes-Mainard (6) reported that there must
not be absence of an euthymic period between depressive
and switch episodes, recovery after cessation of the drug
and excluding rapid cycling patients as additional criteria.
It has been argued that different types of switch can be
associated with various clinical features and that manic
switch phenomena may be associated with some
biological factors (7,8). Manic switch is observed in
15-49% of bipolar patients who are on antidepressant
treatment (3,9-14). All antidepressants can cause manic
switch (5,15-20). Using a mood stabilizer is protective
(3,12,13,16,21,22).
No relationship between switch phenomena and
gender (13,15,21,23,24) has been reported in most of the
previous studies. It was reported in only one study that
switch is more frequent in women (25). Results, regarding
age are contradictory (13,15,21,24). Early onset of
disorder, short duration of disorder, frequent
hospitalizations, history of manic switch, depression in
the first episode, mixed episode, agitation, psychomotor
retardation, atypical features, cyclothymic or hyperthymic
temperament, serotonin gene polymorphism and low
thyroid stimulating hormone (TSH) are found in patients
with manic switch (7,9,11-13,16,21,23-26,29,31-33).
Findings on rapid cycling, type of bipolar disorder,
comorbid substance use disorder, and number of manic
and depressive episodes before the switch are
contradictory (9,11-13,15,21,23,24,32,34,36).
In this study, our aim was to investigate
sociodemographic, familial, clinical and childhood
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features of bipolar patients who had hypomanic/manic
switch with antidepressant treatment. Our study is the
first study to investigate the association of childhood
features with this issue.
MATERIALS AND METHOD
This is a chart review study which included all bipolar
patients who were admitted to Ondokuz Mayıs University
Faculty of Medicine Department of Psychiatry Affective
Disorders Unit between January 2006 and January 2009.
Bipolar disorder diagnosis was made according to DSMIV diagnostic criteria. Sociodemographic and clinical data
of the patients who had hypomanic or manic switch at
least once during the antidepressant treatment of
depressive episode and the patients who did not have any
hypomanic or manic switch during the antidepressant
treatment of their depressive episode in the three-years
period were compared. There is no consensus on the
criteria (particularly regarding duration) for manic or
hypomanic switch induced by antidepressant treatment
in the literature. In certain studies, patients who switched
directly from depression to hypomania or mania in the
first 6, 8, or 12 weeks of the antidepressant treatment,
with no remission of the depressive episode before switch
and who did not have spontaneous switch are examined
(2,5,6,23,24). In our study, for duration of treatment, as
suggested by Althuser and associates (5), we investigated
patients who switched directly from depressive episode
to manic or hypomanic episodes in the first 8 weeks of
the antidepressant treatment. Besides, we also took Henry
and Demotes-Mainard’s (6) criteria of absence of
euthymic period between the depressive episode and the
switch period. The patients who had spontaneous
switches are excluded from the study. All patients were
diagnosed with bipolar type I or type II disorder before
the initiation of antidepressant treatment. Manic switch
was detected in 41 of 161 (25.4%) bipolar patients while
the remaining 120 (74.6%) did not switch. Forms used in
our Affective Disorder Unit are the forms of Turkish
Association of Psychiatry Mood Disorders Work Group;
these forms are for mood disorders patient recording the
first evaluation, pre and post protective treatment periods
follow-up, treatment and time algorithms.
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Sociodemographic and clinical data of the patients were
obtained by using these forms. Sociodemographic
variables such as age, gender, years of education,
employment status, socioeconomic status, and place of
residency; family variables such as number of siblings,
people living with the patient, presence of psychiatric
disorders in first and second-degree relatives, social
support; childhood variables such as pre and post-natal
features, history of childhood psychiatric disorders,
childhood academic and social functioning, childhood
abuse; and clinical variables including age of onset of the
disorder, type of first episode of the disorder, bipolar
disorder type, life events prior to the first episode, severity
of the first episode, postpartum features in the first
episode, mean number of episodes (total, manic,
hypomanic, mixed, depressive), seasonal features,
hospitalizations and suicide attempts are determined and
compared between the groups.
Statistical Analysis
Chi-square test is used to compare categorical

variables. When the expected value is lower than 5,
Fisher chi-square test is used. Kolmogorov-Simirnov
test is used to evaluate whether the variables obtained
by measuring are normally distributed or not. We used
Student t test to compare variables obtained by
measuring, as compatibility for normal distribution was
sustained. Variables obtained by counting are presented
as percentages and variables obtained by measuring are
presented as mean ± standard deviation. Logistic
regression analysis was done with variables taken as
independent variables throughout group comparisons;
such that having the first episode in which significancy
was detected in favor of the switch group, caeserean
section and enuresis nocturna. For all analysis level of
significance was accepted as 0.95 (p<0.05).
RESULTS
In our study, we detected manic switch in 41 patients
(25.4%). Name, number and dose of the antidepressants
that caused switch are as follows: Sertraline (n=10,
50 mg/day for 3, 100 mg/day for 4, 200mg/day for 3 patients),

Table 1: Comparison of sociodemographic features of the groups
Switch (-) (n=120)

Switch (+) (n=41)

Statistics Value

n

%

n

%

χ2/t

p

79
41

65.8
34.2

32
9

78.0
22.0

1.60

NS

0.04
-1.19

NS
NS

Gender
Female
Male
Mean±SD age
Mean±SD Years of Total Educattion
Employment
Working/Student
Unemployed
Disabled
Retired
Housewife
Marital status
Married
Unmarried
Number of children
Socioeconomic status
Lower
Middle
Upper
Place of residence

38.43±13.31
10.01±4.28
49

38.32±14.47
10.93±4.18
14
6
2
7
12

34.1
14.6
4.2
17.1
30.0

1.35

NS

13
36

40.8
14.2
4.2
10.8
30.0

60
60

50.0
50.0

23
18

56.1
43.9

0.24

NS

0.25

NS

2.02

NS

4.23

NS

1.37±1.67
11
104
5

1.44±1.47
9.2
86.7
4.2

1
38
2

2.4
92.7
4.9

City

80

66.7

34

82.9

Town

23

19.3

5

12.2

Village

17

14.2

2

4.9

χ2: Chi-square test, t: Student T test, NS: Not significant
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Table 2: Comparison of familial features of the groups
Switch (-) (n=120)
n
Number of siblings
People living with
Parents
Spouse, offspring
Parents, spouse, offspring
Sibling
Partner
Single
Psychiatric disorders in
first-degree relatives
No
Yes
Type of psychiatric disorders in
first-degree relatives
Bipolar

%

Switch (+) (n=41)
n

3.11±1.99

Statitical Value
%

3.44±2.02

χ2/t

p

-0.92

NS

33
53
20
6
2
6

27.5
44.2
16.7
5.0
1.7
5.0

9
23
3
3
0
3

22.0
56.1
7.3
7.3
0.0
7.3

4.42

NS

72
48

60.0
40.0

20
21

48.8
51.2

1.15

NS

30

25.0

8

19.5

0.25

NS

Unipolar

6

5.0

4

9.8

0.51

NS

Schizophrenia

4

3.3

4

9.8

1.48

NS

8

6.7

5

12.2

0.62

NS

93
27

77.5
22.5

29
12

70.7
29.3

0.44

NS

Other
Psychiatric disorders in
second-degree relatives
No
Yes
Type of psychiatric disorders in
second-degree relatives
Bipolar

11

9.2

3

7.3

<0.001

NS

Unipolar

7

5.8

3

7.3

<0.001

NS

Schizophrenia

6

5.0

3

7.3

0.03

NS

Other

3

2.5

3

7.3

0.86

NS

Social support
Present
Not present
Insufficient

108
4
8

90.0
3.3
6.7

32
5
4

78.0
12.2
9.8

5.19

NS

χ2: Chi-square test, t: Student t Test, NS: Not significant

fluoxetine (n=9, 20 mg/day for 8, 30 mg/day for 1 patient),
venlafaxine (n=6, 75mg/day for 4, 150 mg/day for 1 patient),
clomipramine (n=3, 75 mg/day for all patients),
fluvoxamine (n=3, 50 mg/day for 2, 100 mg/day for 1
patient), paroxetine (n=2, 20 mg/day for both patients),
citalopram (n=2, 20 mg/day for 1, 30 mg/day for 1
patient), mirtazapine (n=2, 15 mg/day for 1, 30 mg/day
for 1 patient), escitalopram (n=2, 10 mg/day for 1,
20 mg/day for 1 patient), mianserin (n=1, 30 mg/day),
imipramine (n=1, 25 mg/day). All but two patients were
on mood stabilizers when switch occurred (Valproic
acid [n=16], lithium [n=16], lamotrigine [n=4],
carbamazepine [n=1], valproic acid+lithium
combination [n=2]). Mean duration of antidepressant
use before the manic switch was 2.56±1.57 weeks
(minimum:0.5, maximum:6).
There were no significant differences between the
groups in terms of gender, age, years of education,
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employment status, number of children, socioeconomic
status, and place of residence (p>0.05) (Table 1). Likewise,
family variables such as number of siblings, individuals
living with the patient, presence of psychiatric disorders
in the first and second degree relatives and social support
were not significantly different between the groups
(p>0.05) (Table 2). Among the childhood features,
caeserean section (p=0.027) and enuresis nocturna
(p=0.034) were more common in the switch group.
Other childhood features, including postnatal features
(jaundice, febrile convulsions, hypoxia), history of
childhood psychiatric disorders [Attention deficit
hyperactivity disorder (ADHD), separation anxiety],
childhood academic and social functioning, and
childhood abuse were not significantly different between
the groups (p>0.05) (Table 3). First episode was more
frequently depression in the switch group (p<0.001).
Other clinical features like type of bipolar disorder, life
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Table 3: Comparison of childhood features of the groups
Switch (-) (n=120)

Switch (+) (n=41)

n

%

n

%

χ2

p

4

3.3

6

14.6

*

0.018

Delivery
Caesarean section
Post natal
Hypoxia

16

13.3

2

4.9

1.43

NS

Jaundice

15

12.5

8

19.5

0.72

NS

Febrile convulsions

14

11.7

2

4.9

0.91

NS

Childhood psychiatric
disorders
ADHD

6

5.0

0

0.0

0.96

NS

Enuresis nocturna

6

5.0

7

17.1

*

0.022

Seperation anxiety

7

5.8

2

4.9

<0.01

NS

2.23

NS

1.53

NS

Childhood academic
functioning
Poor

9

7.5

4

9.8

Moderate

57

47.5

24

58.5

Good

42

35.0

10

24.4

Very good

12

10.0

3

7.3

Childhood social functioning
Poor

6

5.0

3

7.3

Moderate

52

43.3

21

51.2

Good

47

39.2

12

29.3

Very good

15

12.5

5

12.2

Childhood abuse
Sexual

16

13.3

3

7.3

0.56

NS

Physical

36

70.0

15

36.6

0.35

NS

Emotional

39

32.5

18

43.9

1.27

NS

χ2: Chi-square test, NS: Not significant, *When the expected value is lower than 5, Fischer’s chi-square test is used

events prior to the first episode, severity of the first
episode, postpartum features in the first episode, mean
number of episodes (total, manic, hypomanic, mixed,
depressive), seasonal features, rapid cycling,
hospitalizations and suicide attempts were not different
between the groups (p>0.05) (Table 4). Logistic regression
analysis revealed that depressive first episode increased
the risk of switch 4.9 times, history of enuresis nocturna
increased the risk 5.4 times and caeserean section
increased the risk 8.1 times (p>0.05) (Table 5).
DISCUSSION
Sociodemographic features of groups
In our study, no difference was detected between
the groups with or without switch in terms of all
sociodemographic variables (age, gender, marital status,
socioeconomic level, number of children, total years of
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education, place of residency, and employment status).
There are two studies in the literature, one supporting
that the switch group was younger (24), the other one
older (21), while two other studies did not find any
difference in terms of age (13,15). Our study supported
the studies which did not find any difference. In the
literature, consistent with our study, most of the studies,
except one study which reported switch was more
common in women (25), did not determine gender
differences (13,15,21,23,24). Again, consistent with our
study, Saatçioğlu and colleagues (23) did not report any
difference regarding marital status, level of education
and socioeconomic level. In addition to the literature,
we also did not find any difference in terms of number
of children and place of residence. When all of these
results are taken into account, it can be argued that
sociodemographic features of bipolar patients who
switched or did not switch due to antidepressant
treatment are similar.
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Table 4: Comparison of the groups for some clinical features of bipolar disorder
Switch (-) (n=120)
n

Switch (+) (n=41)

%

Age of onset of disorder

n

3.11±1.99

Statistical value

%
3.44±2.02

χ2/t

p

-0.92

AD

First episode
Elevation (mania+mixed+hypomania)
Depression

87
33

72.5
27.5

17
24

41.5
58.5

11.55

<0.001

105
36

87.5
87.8

15
5

12.5
12.2

<0.01

NS

98
31

81.7
75.6

22
10

18.3
24.4

0.38

NS

8
46
66

6.7
38.3
55.0

2
20
19

4.9
48.8
46.3

1.41

NS

2
78

2.5
97.5

1
30

3.2
96.8

<0.01

NS

66
19

55.0
46.3

54
22

45.0
53.7

0.61

NS

Bipolar type
I
II
Life event in the first episode
Yes
No
Severity of first episode
Mild
Moderate
Severe
First episode postparum features (n=111)
Yes
No
First episode psychotic features
Yes
No
Pre-switch
Mean number of episodes (total)

5.56±5.24

6.39±6.48

-0.83

NS

Number of manic episodes

2.32±2.49

2.66±3.64

-0.67

NS

Number of depressive episodes

2.87±5.98

3.39±5.81

-0.48

NS

Number of hypomanic episodes

0.83±2.24

0.49±1.24

0.94

NS

Number of mixed episodes

0.02±0.16

0.06±0.25

1.00

NS

Seasonal Features
Yes
No

37
83

30.8
69.2

11
30

26.8
73.2

0.08

NS

3
117

2.5
97.5

2
39

4.9
95.1

0.06

NS

-0.32

NS

<0.01

NS

Rapid cycling
Yes
No
Hospitalization

1.10±2.15

1.22±1.72

Suicide attempt
Yes

30

25.0

11

26.8

No

90

75.0

30

73.2

χ2: Chi-square test, NS: Not significant

Table 5: Determination of the variables predicting the hypomanic/manic switch in bipolar disorder (results of
logistic regression analysis)
B

SE

Wald

df

p

Exp (B)

First episode depression

1.61

0.47

14.88

1

<0.001

5.00

Enuresis nocturna

1.66

0.65

6.49

1

0.011

5.42

Caesarean section

2.10

0.74

8.20

1

0.004

8.19

Familial features of groups
We did not detected any difference between the
groups regarding number of children, family members
living with the parents, psychiatric disorders in first and
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second degree relatives and social support. One study
argued that history of bipolar disorder was more
common in the switch group (7), while another study,
consistent with our results, did not find more frequent
history of familial bipolar disorder (24). Nasrallah and et
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al. colleagues reported that psychiatric disorders were
more common in the first degree relatives of the patients
with manic switch (26), and Saatçioğlu and associates
(23) reported more frequent major depression. Results
of our study are not consistent with these studies. In
our study, we did not find any difference in the
frequency of psychiatric disorders in general and bipolar
disorder, unipolar disorder and schizophrenia in firstdegree relatives. New studies are required to make this
issue more clear.
Childhood features of groups
To our knowledge there is not a study in the literature
which investigates the childhood features of bipolar
patients who switched due to antidepressant drugs. In
our study, we found that ceaseraen section and enuresis
nocturna were more common in the switch group.
Logistic regression analysis revealed that ceaseran
section risk increased 8.1 and enuresis nocturna risk
increased 5.4 times, respectively. However, since our
sample size was small, these results must be supported
by other studies using larger samples with calculated
effect sizes. Postnatal features such as jaundice and
febrile convulsions, other childhood disorders such as
ADHD and separation anxiety disorder, academic and
social functioning, sexual, physical and emotional
abuse were not significantly different between the
groups. Enuresis nocturna is a developmental disorder
generally seen in children (sometimes it can continue in
adulthood) with genetic liability. Lei and associates (38)
suggested maturational lag or no maturation in
prefrontal cortex circuits in this disorder, while Bosson
and colleagues (39) implied retinal-hypothalamiccortical pathway maturational problems. Hallioğlu and
associates (40), reported that in EEG, decreased left
dominant temporal and bilateral frontal cortex alpha
activity along with increased delta activity were evident
and that these findings indicated cerebral maturation
problems in the corresponding cerebral regions. Freitag
and colleagues (41), reported more pronounced central
nervous system maturational lag in enuretic children
with positive family history. It is not clear whether
ceasearen section has any deleterious effects on brain
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maturation and neurodevelopment. However, brain
maturation continues during the 37-40th weeks of
gestation, which is the ceaseraen section period. In this
period, particularly interneuronal connections and
extensions increase, dendritic differentiation and
myelinisation continues (42). It is not clear whether the
possible cerebral maturational lag due to enuresis
nocturna and ceasearean section continues into
adulthood. We did not find any study on this issue in
the literature. Salvadore and colleagues (8) argue that,
anomalies in catecholamine levels, increased
postreceptor sensitivity, upregulation of neurotropic
and neuroplastic factors, HPA axis and circadian rhythm
anomalies and sleep deprivation might be associated
with manic switch phenomena. Whether the possible
anomalies on cellular level due to cerebral maturation
lag has an impact on the mentioned systems and
possible relationship with the switch phenomena can
be an interesting point for further research.
Clinical features of groups
In our study, we found that the first episode was
more commonly depression in the group with manic
switch. Results of the logistic regression analysis
indicated that depressive first episode increases the risk
of switch 4.9 times. This finding is consistent with the
results of previous studies (21,27,28). In the literature,
it has been reported that disease onset is earlier in the
manic switch group (9,12,16,26). In our study, while
the mean age was higher in the switch group this was
not statistically significant. There are conflicting results
in the literature regarding rapid cycling (21,23,24,32)
bipolar type (9,11,13,21,24,32,34), number of preswitch manic episodes (11-13,15,21,24) and depressive
episodes (15,23). In our study, we did not find any
differences in terms of rapid cycling, bipolar type,
number of pre-switch manic episodes and depressive
episodes between the groups. Future studies with
larger samples are required to clarify these issues. In
our study we did not find any difference on seasonal
features and suicide attempts. These findings are
consistent with the literature (21,23). Truman and
associates (24), reported more hospitalizations in the
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switch group. However, we did not find any difference
between the groups regarding hospitalizations. In
addition to the literature, we did not find any differences
between the groups for life events prior to the first
episode, severity of first episode, and postpartum and
psychotic features in the first episode. When the results
reported above are taken as a whole, the two most
consistent clinical features in the bipolar patients with
manic switch appeared to be early onset of disorder
and depressive first episode.
In conclusion, clinicians must be alert for hypomanic/

manic switch in patients with depression in the first
episode. Our other two results (ceaserean section and
enuresis nocturna) may be important for future studies
which can enlighten the etiology.
There are several limitations of our study. This is not
a population based study; it was conducted on patients
who were referred to a tertiary health center. Other
important limitations included not being a prospective
study, using a relatively unreliable method for chart
review and not calculating a sample size based on
power analysis.
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