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Abstract

Introduction Polypharmacy is frequently used in the treatment of bipolar disorder. We aimed to investigate polypharmacy rates, associated factors, and the types of drugs preferred in 
treatment among outpatients with bipolar disorder. 

Materials 
and Methods

A total of 209 bipolar disorder patients attending an outpatient psychiatry clinic were included in this study. Drug types, active substances, and combination forms were 
examined. 

Results � e rate of polypharmacy among bipolar outpatients was found at 79.40%. Antipsychotics were the most frequently preferred drug for the treatment. � e most commonly 
used antipsychotic was quetiapine, whereas the mood stabilizer was sodium valproate and the antidepressant was paroxetine. � e most common form of treatment for 
bipolar disorder was the combined use of a mood stabilizer and an antipsychotic. 

Conclusion In contrast to treatment guidelines, polypharmacy has virtually become a standard in the treatment of bipolar disorder. It appears that the adoption of polypharmacy in 
treatment will persist for a variety of reasons. As such, there is a need to develop new guidelines to guide psychiatrists in determining the patient groups and types of 
combinations in which combination therapy will be preferred. Moreover, interventions are needed to minimize the possible side e� ects, and risk of drug-drug interactions 
related to the use of multiple drugs, determine the bene� t/harm ratio, and reduce unnecessary psychotropic drug use.

Keywords Bipolar Disorder; Outpatients; Polypharmacy; Drug; Treatment; Combination

Öz

Amaç Bipolar bozukluk tedavisinde polifarmasi sıklıkla kullanılmaktadır. Bu çalışmada, bipolar bozukluk tanılı ayaktan hastalarda polifarmasi oranlarını, ilişkili faktörleri ve teda-
vide tercih edilen ilaç türlerini araştırmayı amaçladık.

Yöntem ve 
Gereçler

Bu çalışmaya bir ayaktan psikiyatri kliniğine devam eden 209 bipolar bozukluk tanılı hasta dahil edildi. Tedavide tercih edilen ilaç türleri, etken maddeler ve kombinasyon 
şekilleri incelendi.

Bulgular Bipolar bozukluk tanılı ayaktan hastalarda polifarmasi oranı %79.40 bulundu. Tedavide en sık kullanılan ilaç grubu antipsikotik ilaçlardı. En fazla tercih edilen antipsikotik 
ketiapin, en sık kullanılan duygudurum dengeleyici sodyum valproat ve en sık kullanılan antidepresan paroksetin idi. Bipolar bozukluk için en yaygın tedavi şekli, bir duygu-
durum dengeleyici ve bir antipsikotik kombinasyonuydu.

Sonuç Tedavi kılavuzlarında önerilenin aksine, bipolar bozukluk tedavisinde polifarmasi standart tedavi haline gelmiştir. Bipolar bozukluk tedavisinde polifarmasi uygulaması çeşitli 
nedenlerle devam edecek gibi görünmektedir. Bu nedenle, polifarmasi tercih edilecek hasta grupları ve kombinasyon türlerinin belirlenmesinde psikiyatristlere yol gösterecek yeni 
kılavuzların geliştirilmesine ihtiyaç vardır. Ayrıca polifarmasiye bağlı olası yan etkileri ve ilaç-ilaç etkileşimi riskini en aza indirecek, kar/zarar oranını belirleyecek ve gereksiz 
psikotrop ilaç kullanımını azaltacak müdahalelere ihtiyaç vardır.

Anahtar 
Kelimeler

Bipolar Bozukluk; Ayaktan Hasta; Polifarmasi; İlaç; Tedavi; Kombinasyon
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INTRODUCTION
Bipolar disorder is characterized by manic, hypomanic, 
and depressive episodes, evolving with remissions and re-
lapses and requiring lifelong treatment, which a� ects 1 to 
2% of the adult population.1-3 � is complex nature of the 
disorder o� en renders the treatment process complicated 
and challenging for clinicians.4 � e pharmacological treat-
ment aims to keep acute episodes under control, prevent 
relapses and recurrences, maintain remission for a long 
time and increase functionality.1-3  Depending on the se-
verity of the disorder, a mono- or multi-drug therapy may 
be administered. Yet, the disorder o� en requires a long-
term, multi-drug regimen.1-3,5,6

Polypharmacy means combining two or more psycho-
tropic drugs in the treatment of bipolar disorder, which 
may involve mood stabilizers (MS), antipsychotics (AP), 
antidepressants (AD), and benzodiazepines (BDZ), at 
any period of the disease.1,7,8 Although numerous clinical 
guidelines have been developed, following these guidelines 
is not feasible in actual practice.4 

Although multi-drug use is common and there are stud-
ies examining the characteristics and drug types associ-
ated with polypharmacy in bipolar disorder in the world, 
studies in Türkiye are limited.7 In this study, we aimed to 
examine the rates of polypharmacy, psychotropic drugs 
and combination forms in bipolar patients followed up in 
a psychiatry outpatient clinic and to present the drugs pre-
ferred in the treatment of bipolar disorder in Türkiye.

MATERIALS and METHODS
Sample and design

� is study was conducted at an outpatient psychiatry clin-
ic, between Jun to December 2021. Two hundred eighty 
four patients with bipolar disorder were followed up in 
the outpatient psychiatry clinic. Patients with mental re-
tardation or neurological disease and who did not want to 
be participate to the study were excluded from the study. 
According to the inclusion and exclusion criteria, 209 pa-

tients with bipolar disorder, who were clinically stable, and 
medical treatment remained unchanged over the past 6 
months were included in the study.
 
� e diagnosis of bipolar disorder was con� rmed by a 
psychiatrist according to the Diagnostic and Statistical 
Manual of Mental Disorders 5 (DSM-5) criteria.9 Eth-
ics committee approval was obtained from the Clinical 
Research Ethics Committee of Samsun Training and Re-
search Hospital with the date of 15.05.2021 and the num-
ber GOKA/2021/10/5. Written consent was observed from 
all patients.

MATERIAL and METHOD
� e researchers created a sociodemographic data form 
that included age, gender, education level, duration of 
the disorder, and the number of hospitalizations. Also, a 
medical follow-up form was drawn up, which included the 
treatment characteristics. � is study was conducted retro-
spectively from the medical records of patients followed in 
an outpatient psychiatry center.

Data analysis
� e data were analyzed using SPSS 25.0. � e descriptive 
statistics were reported as mean±standard deviation for 
continuous numerical variables with normal distribution. 
All categorical variables were presented as the number of 
cases (n) and percentage (%). 
 

RESULTS
Sociodemographic characteristics

� e mean age of the participants was 46.6±13 years, and 
the mean duration of the disorder was 17.7±10 years. � e 
majority of the subjects were female. Over half of the pa-
tients were, at least once, hospitalized. � e mean number 
of drugs used daily was 2.3±10. � e patients’ sociodemo-
graphic characteristics are presented in Table 1.  
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Table 1: Sociodemographic and clinical characteristics of the 
patients

Number (n) Percent (%)

Sex

Male 92 44.0

Female 117 56.0

Age

24 years and under 10 4.80

25-34 29 13.90

35-44 52 24.90

45-54 59 28.20

55-64 36 17.20

65 years and older 23 11.0

Marital status

Married 108 51.70

Single 64 30.60

Widowed 36 17.20

Divorced                                                     1 0.50

Education

Illiterate 12 5.70

Literate 3 1.40

Primary school 82 39.20

Middle school 33 15.80

High school 44 21.10

University 35 16.70

Occupation

Employed 52 24.90

Unemployed 122 58.40

Retired 27 12.90

Disabled retired 8 3.80

Disease duration

0-5 years 22 10.50

6-10 years 37 17.70

10 years and over 150 71.80

Hospitalization

None 101 48.30

1-2 times 63 30.10

3-4 times 24 11.50

5 times and more 21 10.0

Hospitalization in the last 1 year

No 196 93.80

Yes 13 6.20

Total 209 100.0

� e mean age 46.6±13 (min 18, max 79 years)

� e mean age of disease onset 29.2±13 (min 14, max 69 years)

� e mean duration of illness 17.7±11 (min 1, max 57 years)

� e mean number of hospital-
ization 1.8±35 (min 0, max 20 times)

� e mean number of drugs 2.3±10 (min 1, max 6 drugs)

Treatment pattern 
� e polypharmacy rate of bipolar outpatients was 79.40%. 
� e treatment o� en consisted of two or three di� erent 
drugs (36.80% and 29.70%, respectively). 

� e widest form of polypharmacy was the combination of 
a MS and an AP, followed by the combination of an AP and 
an AD in the second, and the combination of a MS, an an-
tipsychotic, and an antidepressant in the third. � e char-
acteristics of the patients’ treatment patterns are shown in 
Figure 1.

*MS: Mood stabilizer, **AP: Antipsychotics, ***AD: Antide-
pressants, ****BDZ: Benzodiazepines 

Figure 1: Treatment pro� le

Types of drugs
� e APs were the most frequently preferred drugs in the 
treatment of bipolar disorder (78.0%), followed by the MSs 
(54.10%). � e rate of AD use was 43.50% and BDZ use 
was 3.80%. By active substance, the most preferred drug 

0,0 5,0 10,0 15,0 20,0 25,0 30,0 35,0

MS+AP
MS+AP+AD

DDD+AD
AD+AP

Two MS
Two or more AP

Two AD
AP+BDZ

Single MS
Single AP
Single AD
MS+BDZ

MS+AP+BDZ
MS+AP+AD+BDZ

%

Tr
ea

tm
en

t t
yp

e

Treatment profile



Sakarya Med J 2023;13(3):421-430  
ARAS et al, Polypharmacy in Outpatients with Bipolar Disorder: Associated Factors and Treatment Characteristics in TürkiyeWorkers 

424

was quetiapine, followed by sodium valproate and arip-
iprazole (37.30%, 27.30%, and 21.50%, respectively). Lith-
ium and olanzapine ranked fourth with an equal rate of 
use (20.60%, each). Of the patients using antipsychotics, 
92.60% were using atypical APs, and of the patients using 
ADs, 56.0% were using ADs from the SSRI. 

Mood stabilizers
� e rate of MS use was 54.10%.  � e most common pre-
ferred MS was sodium valproate (27.30%), followed by 
lithium second (20.60%). Lamotrigine or carbamazepine 
was less (9.10% and 5.70%, respectively).
 

Antipsychotics
� e rate of patients using at least one AP was 78.0%, of 
which 48.80% were using only one AP and 29.20% of 
the two or more APs. Most of the APs were atypical APs 
(77.0%). � e most preferred AP was quetiapine (37.30%), 
followed by aripiprazole and olanzapine, (21.50% and 
20.60%, respectively). 

Antidepressants
� e rate of AD use was 43.50% in bipolar disorder. Of 
38.30%, have one AD, whereas 5.30% had two di� erent 
ADs.  Patients whose treatment includes AD, 8.10% were 
not taking any MS or AP. Most of the ADs were SSRIs 
(22.50%), whereas SNRIs were 14.40%, and SSRIs+SNRIs 
were 1.40%. � e rates of TCAs and other ADs were fairly 
low (5.20%). Among SSRIs, the most preferred drug was 
paroxetine (8.60%), and duloxetine (8.10%) was in SNRIs.   

Benzodiazepines
� e use of BDZ was fairly low (3.80%). � e most frequent-
ly preferred was lorazepam (1.40%). Treatment patterns 
and types of drugs were shown in Table 2. 

Table 2: Drug categories and active substances

Number 
(n) 

Percent 
(%)

Mood Stabilizer

No 96 45.90

Yes 113 54.10

Na valproate 57 27.30

Lithium carbonate 43 20.60

Carbamazepine 12 5.70

Lamotrigine 19 9.10

Number of Mood Stabilizers

None 96 45.90

Single MS 96 45.90

Two of MSs 17 8.10

Antipsychotic

No 46 22.0

Yes 163 78.0

Risperidone 25 12.0

Olanzapine 43 20.60

Quetiapine 78 37.30

Clozapine 2 1.0

Aripiprazole 45 21.50

Paliperidone 16 7.70

Amisulpiride 13 6.20

Haloperidol 7 3.30

Others (Chlorpromazine, zuclopenthixol, 
pimozide, tri� uoperazine) 8 3.80

Number of Antipsychotic

No AP 46 22.0

Single AP 102 48.80

Two of APs 52 24.90

� ree of APs 7 3.30

Four of APs 2 1.0

AP group

No AP 46 22.0

Atypical AP 151 72.20

Typical AP 2 1.0

Atypical+Typical AP together 10 4.80

Antidepressant

No 118 56.50

Yes 91 43.50

Only SSRI 45 21.50

SSRI+Other AD 2 1.0
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Only SNRI 27 12.90

SNRI+Other AD 3 1.50

SSRI+SNRI 3 1.40

Only other ADs (TCA, mirtazapine, 
bupropion, vortioxetine, etc.)           11 5.20

Number of antidepressants

No AD 118 56.50

Single AD 80 38.30

Two of ADs 11 5.30

Type of antidepressant

No AD 118 56.60

Yes 91 43.50

SSRI

Sertraline 15 7.20

Paroxetine 18 8.60

Escitalopram 10 4.80

Citalopram 3 1.40

Fluoxetine 2 1.0

Fluvoxamine 3 1.40

SNRI

Duloxetine 17 8.10

Venlafaxine 15 7.20

Other ADs

Mirtazapine 4 1.90

Clomipramine 7 3.30

Amitriptyline 2 1.0

Bupropion 2 1.0

Vortioxetine 3 1.40

Milnacipran 1 0.50

AD use without MS or AP

No 192 91.90

Yes 17 8.10

Benzodiazepine

No BDZ 201 96.20

Yes 8 3.80

Lorazepam 3 1.40

Alprazolam 1 0.50

Diazepam 2 1.0

Clonazepam 2 1.0

Total 209 100.0

*MS: Mood stabilizer, **AP: Antipsychotic, 
***AD: Antidepressant, ****BDZ: Benzodiazepine
High rates are shown in bold style.

Variables associated with monotherapy/polypharmacy
No statistically signi� cant di� erences were found between 
the monotherapy and polypharmacy groups for age, gen-
der, marital status, education attainment, occupational sta-
tus, age of onset of the disorder, duration of the disorder, 
hospitalization, number of hospitalizations, use of extend-
ed-release antipsychotics, and benzodiazepines (p>0.05). 
Hence, the age was notably higher in the polypharmacy 
group (p=0.007). 

DISCUSSION
In this study, the polypharmacy rate of bipolar outpatients 
was 79.40%. Although not recommended in treatment 
guidelines, numerous studies have shown that polyphar-
macy is widely preferred.3,10 In addition, there are also 
studies reporting that polypharmacy may be more e� ec-
tive than monotherapy.11 � e studies on bipolar disorder 
showed that the rates of polypharmacy range from 50 to 
93.7%.1,3-5,8,11-14 � e discrepancies between the results re-
ported in similar studies may be accounted for by method-
ological aspects (e.g., classi� cation of drugs, sample size, 
drug classes, countries’ treatment policies, and physicians’ 
treatment practices).15,16 

Sociodemographic data
� e majority of patients included in the study were female 
(56.0%). In general, the prevalence of bipolar disorder is 
equal in males and females. Yet, some studies about treat-
ment patterns indicated that the disorder is more prevalent 
in females.1,4,5,8,12,17-19 It is also noted that the higher num-
ber of females may be because women are more compliant 
with the treatment.5 � e high number of female subjects 
in our study may be attributed to the women being more 
likely to adhere to the treatment as compared to men.  

In the present study, 51.70% of the patients were married 
and 39.20% had primary education. Studies on the char-
acteristics of treatment for bipolar disorder report that the 
disorder is more common among married.5,18,19 Almost 
half of the patients with bipolar disorder in Türkiye have 
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an educational background of 5 years or less.20 Our data 
are consistent with previous studies. 

Our study found that the mean age of the patients was 
46.60 years. Although bipolar disorder is expected more 
frequently at a younger age, similar studies showed that 
the mean age of patients with bipolar disorder ranges from 
40 to 43 years.4,5,10-12,19 In a study conducted in Poland, the 
mean age was reported to be 46.2 years, which is quite sim-
ilar to our data.11 

Polypharmacy is more common at younger ages in bipolar 
disorder.4 However, we found that the rate of polypharma-
cy was higher in patients aged 55 to 64 years. In our study, 
the duration of the disorder was high, and the number of 
patients with a duration of 10 years or more was high. So, 
this study involved a chronic group of patients. Bipolar dis-
order evolves more severely in chronic patients, who have 
more frequent manic episodes, the increased frequency of 
polypharmacy is not surprising.

� e mean number of drugs used daily was 2.3±10. Of the 
20-33% of bipolar patients are reported to take 4 or more 
psychotropic drugs during hospitalization.14 In parallel 
with our study, the studies conducted with outpatients 
showed that the mean number of drugs used daily varies 
between 2.4 and 3.8.1,8,12 � e clinical stability of patients 
included in this study may be the reason for decreased 
number of drugs used daily. 

Bipolar disorder and polypharmacy
We found that the rate of polypharmacy was 79.40% 
among clinically stable bipolar outpatients. According to 
the Systematic Treatment Enhancement Program for Bi-
polar Disorder (STEP-BD), a large-scale study on bipolar 
disorder, and the majority of whom are outpatients, 40% 
of the patients with bipolar disorder, use three or more 
drugs.14 Various studies investigating rates of polyphar-
macy in bipolar disorder have found that the rate of poly-
pharmacy ranges from 50% to 93.7%.1,3-5,8,11-14 � e rate of 

polypharmacy in our study is consistent with data in the 
literature. 

A variety of drugs are used in the acute period and prophy-
lactic treatment in bipolar disorder.6 Both the broad range 
of symptoms and the recurrent, episodic, and heterogene-
ous nature of the disorder require combinations in treat-
ment. As such, the likelihood of polypharmacy increas-
es.6,14-17 As well, studies suggest that no adequate response 
to monotherapy is achieved in the acute period, that 
monotherapy fails to reduce relapse rates and maintain re-
mission, and that regimens with the combination of 2 or 
3 drugs are more e� ective in achieving remission.1,7,8 � e 
present clinical practice shows that patients with bipolar 
disorder are treated on average with 3 to 4 di� erent psy-
chotropic drugs. Whilst its e� ectiveness remains largely 
unknown due to a lack of controlled studies, there is ev-
idence from the United States and Europe that polyphar-
macy is frequently used.3 

� e most prevalent cause of polypharmacy in bipolar 
disorder is the failure in achieving remission.16 � e most 
comprehensive study conducted on bipolar disorder, the 
STEP-BD, revealed that, a� er a two-year follow-up peri-
od, 42% of symptomatic patients showed no improvement 
despite treatment.14 It has recently been reported that poly-
pharmacy is more potent in prophylactic treatment.  � e 
unavailability of an ideal MS agent for bipolar disorder has 
prompted clinicians to boost the treatment with a second 
ine� ective or partially e� ective drug.11 For these reasons, 
the use of combined drugs for bipolar disorder is now rec-
ommended.15 Beyond these, polypharmacy is driven by 
many factors, such as the episodic nature of the bipolar 
disorder, high rates of recurrence in patients using only 
MS, comorbid psychiatric illnesses, attempts to control 
side e� ects, and a poor understanding of the pathophys-
iology of the disorder.1,8

� e studies on current treatment guidelines for bipolar 
disorder have revealed that these guidelines are incoher-
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ent and lacking in some respects. � e guidelines state that 
patients with di� erent clinical characteristics (e.g., with 
rapid cycles or a chronic course) are not considered, that 
psychiatric and medical comorbidities are ignored, and 
that no speci� c recommendations for particular purpos-
es are made.14 Polypharmacy is described as the treatment 
regimen that does not follow treatment guidelines but 
makes the greatest contribution to treatment for bipolar 
disorder.21 � e STEP-BD study found that the patients 
who received monotherapy were less than 20%.22 Today, 
polypharmacy is recognized as the norm rather than an 
exception in the treatment of bipolar disorder.10 Using two 
MSs or one MS with an atypical AP has now become a 
standard practice in the treatment of patients.17

Types of combinations
We found that the most preferred treatment for bipolar 
disorder was the combination of a MS and an AP drug. 
� e combinations include at least one MS and one AP with 
a rate of 41.60%. � ere is evidence from randomized con-
trolled studies that the combination of a MS and an atypical 
AP is more e� ective, especially in acute mania11.  It appears 
that combinations vary according to clinicians’ preferenc-
es or countries’ economic policies on health care.8,11,12 � e 
studies from di� erent countries reported that the most 
widely used type of polypharmacy was the combination 
of MS+AP, which is similar to our data.1,10,11,13 Our results 
con� rm previous evidence that the use of MS+AP in the 
treatment of bipolar disorder is more e� ective than the use 
of either drug alone.1,23

Types of drugs
We found that AP drugs were the most o� en preferred 
drugs in bipolar disorder, followed by MSs in the sec-
ond, and ADs in the third (78.0%, 54.10%, and 43.50%, 
respectively). BDZs were found to be preferred minimal-
ly.  � e literature shows that MS use in bipolar disorder 
ranges from 82% to 92.4%, with AP ranging from 32.0% 
to 53.8%, AD from 15% to 66.7%, and BDZ from 7.8% to 
42.5%.1,5,8,11,12

In our study, we found that the rates of MS and BDZ use 
are lower, whilst the rate of AD use is consistent with the 
literature, and the rate of AP use is higher than reported 
in the literature. � ere was a signi� cant increase in the use 
of atypical APs and a decrease in the number of patients 
treated with MS between 1998 and 2009.11 A recent study 
surveying treatment practice in bipolar disorder found 
that rates of MS use have decreased and the use of APs 
has increased in recent years.6 Besides, a study conducted 
in our country in 2014 reported that APs were used for a 
longer period in patients with manic/hypomanic episodes 
and psychotic symptoms in bipolar disorder, and the use 
of APs became more common and the duration of use was 
prolonged.19 Although our study did not consider the type 
of episode in the past and the presence of psychotic symp-
toms during the attack, the use of APs in preference to MSs 
may have been a� ected by the type of attack and the pres-
ence of psychotic symptoms. 

Use of mood stabilizers
Our study showed that sodium valproate is more preferred 
than lithium. Although there are new treatment regimens 
available, lithium is still recognized as the most e� ective 
treatment for reducing the recurrence of episodes and is 
recommended as � rst-line therapy by the National Institute 
for Health and Care Excellence (NICE).24 However, despite 
NICE recommendations, it is evident that lithium is not 
used su�  ciently in clinical practice, where other mood 
stabilizers, and especially atypical APs, are becoming more 
popular.2,6  Lithium can e� ectively prevent recurrences in 
only one-third of patients. Accordingly, many studies from 
a variety of countries con� rmed that the drugs used in the 
treatment of bipolar disorder have undergone signi� cant 
changes over time.2 It is also reported that the preference 
for lithium has decreased over the years, antiepileptic and 
AP drugs have been prescribed more, and even atypical 
antipsychotics have replaced lithium.2,25,29 On the oth-
er hand, sodium valproate is the most widely prescribed 
drug for bipolar disorder in certain countries.10,11 Hence, 
the prevalence of sodium valproate use as MS among our 
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patients supports the view that preferences in bipolar dis-
order treatment have changed.
 

Use of antipsychotics
We found that the most frequently preferred drugs for the 
treatment of bipolar disorder were APs. � e most impor-
tant development in the past was the awareness that lith-
ium, valproate, and carbamazepine have a mood-stabiliz-
ing e� ect on bipolar disorder. Yet, the proof that atypical 
APs are e� ective in the treatment of acute attacks, in the 
late 21st century, has led to these drugs being referred to as 
second-generation mood stabilizers.11 As a consequence, 
the preference for atypical APs in the treatment of bipo-
lar disorder has dramatically increased.25 Atypical APs are 
now recommended for the acute and maintenance phases 
of the disorder.5  

Quetiapine was found to be the most preferred AP drug 
in our patients, followed by olanzapine and aripiprazole, 
respectively. � e Turkish Psychiatric Association’s Guide-
lines for the Treatment of Bipolar Disorder indicate that 
quetiapine is superior to the combined or single use of lith-
ium and sodium valproate in the prophylactic treatment. 
When used alone, its antidepressant e� ect is superior to 
that of lithium, along with similar e�  cacy to lithium in 
preventing mania or hypomania.26 Unlike other atypical 
APs, quetiapine works well in all stages of bipolar disor-
der (manic/mixed episode/depression), in both acute and 
maintenance treatment. � erefore, treatment guidelines 
recommend the use of quetiapine as � rst- and second-line 
treatment for all stages of bipolar disorder.11,25 � e fact that 
quetiapine was the most frequently preferred AP drug in 
our study is consistent with treatment guidelines, which 
suggests that it may be the right choice for the treatment 
of bipolar disorder.

Use of antidepressants
In our study, the rate of AD use in bipolar disorder was 
43.50%. If AD is required in bipolar disorder, it is recom-
mended that the duration of use be kept short and tapered 

quickly once improvement is achieved.27 However, it is also 
reported that 15-20% of patients become depressed again 
a� er discontinuing AD, indicating the need for AD.1 A 
large-scale national study from Denmark reported that the 
rate of AD use ranged from 40% to 61.5% across patient 
groups.25  However, the STEP-BD study, revealed that the 
rate of AD use in bipolar disorder was 40.6%.28 Although 
the rate of AD use we obtained appears high, it is consist-
ent with the rates reported previously.
 
� e most frequently prescribed AD group was SSRIs 
(21.50%), with the most frequently preferred AD was par-
oxetine. � e rate of SSRI use was reported as about 29% by 
Holzapfel et al., and 21.6% in the STEP-BD study.1,28 � e 
guidelines for the treatment of bipolar disorder recom-
mend the use of SSRIs owing to the higher risk of rapid 
cycling or manic switch with newer antidepressants and 
tricyclic agents.25 Whereas we did not evaluate psychiat-
ric comorbidity, the reason that paroxetine was preferred 
more may be attributed to the fact that our patients with 
bipolar disorder were accompanied by anxiety disorders.
 
We � nd that the rates of use of ADs in both the SSRI and 
non-SSRI groups are close to each other. � e high rate of 
use of ADs other than SSRIs appears to be risky in terms 
of rapid cycling or manic switch. � is may imply that phy-
sicians lack su�  cient information about the risks of attack 
or are ignorant of the risk.

Use of benzodiazepines 
� e rate of BDZ use was quite low (3.80%). � e rates of 
BDZ use in bipolar disorder have reported the rates be-
tween 5% and 40%.5,11 � e use of BDZ in bipolar disorder 
stems either from the prolongation of the polypharmacy 
process or from the inability to adequately control the at-
tacks. BDZs are typically used in the acute attack period.24 
� e predominance of lorazepam use as a BDZ drug in our 
study con� rms this information. � e low rates of BDZ use 
in this study may be linked to clinically stable patients in-
cluded in the study. 
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� is study has some limitations. First, conditions such as 
comorbid psychiatric disorders that may cause polyphar-
macy have not been evaluated. Second, the severity of the 
disorder, the number and types of attacks in the past, and 
the presence of psychotic symptoms accompanying the at-
tack were not examined. A further limitation is the lack of 
assessment of drug compliance. Addressing these issues in 
future studies may help to establish a causal relationship 
in the preference for combinations and to develop more 
rational treatment protocols. Finally, this study does not 
include any hypotheses as it is a prevalence study exam-
ining the polypharmacy rates of a group of patients with 
bipolar disorder.

CONCLUSION
� is study presents an example of bipolar disorder treat-
ment practices, drug and combination preferences re� ect-
ing Turkiye. In this study, the rate of polypharmacy was 
found to be high. � erefore, psychiatrists in our country 
are advised to be careful about drug-drug interactions. In 
addition, it should be kept in mind that the use of multiple 
drugs may impair drug compliance in a disease such as bi-
polar disorder that requires regular drug treatment. Future 
studies are needed to cover the e� ect of polypharmacy on 
drug compliance and drug-drug interactions in polyphar-
macy in bipolar disorder.

Author Contributions
Study design: NA, Data collection: FÇ, Statistical eval-
uation: NA, Supervision: FÇ and NK, Writing – original 
dra� : NA Writing – review & editing: NA, FÇ, NK. 

Con� ict of Interest
� e authors have no con� icts of interest to declare.

Financial Disclosure
� e authors declared that this study has received no � nan-
cial support.



Sakarya Med J 2023;13(3):421-430  
ARAS et al, Polypharmacy in Outpatients with Bipolar Disorder: Associated Factors and Treatment Characteristics in TürkiyeWorkers 

430

1. Holzapfel EM, Szabo CP. Pharmacotherapy prescribing patterns in the treatment of bipo-
lar disorder in a South African outpatient population. Global Psychiatry. 2018;1(2):39-52. 

2. Lyall LM, Penades N, Smith DJ. Changes in prescribing for bipolar disorder between 2009 
and 2016: national-level data linkage study in Scotland. � e British Journal of Psychiatry. 
2019;215(1):415-421. 

3. Peselow ED, Naghdech L, Pizano D, IsHak WW. Polypharmacy in maintenance of bipolar 
disorder. Clinical Neuropharmacology. 2016;39(3):132-134.

4. Kim K, Yang H, Na E, Lee H, Jang OJ, Yoon HJ, ... & Park YC. Examining patterns of poly-
pharmacy in bipolar disorder: findings from the REAP-BD, Korea. Psychiatry Investigation. 
2019;16(5):397.

5. Levine J, Chengappa KR, Brar JS, Gershon S, Yablonsky E, Stapf D, Kupfer DJ. Psychotro-
pic drug prescription patterns among patients with bipolar I disorder. Bipolar Disorders. 
2000;2(2):120-130.

6. Bohlken J, Bauer M, Kostev K. Drug treatment for patients with bipolar disorders in psy-
chiatric practices in Germany in 2009 and 2018. Psychiatry Research. 2020;289:112965.

7. Golden JC, Goethe JW, Woolley SB. Complex psychotropic polypharmacy in bipolar disorder 
across varying mood polarities: a prospective cohort study of 2712 inpatients. Journal of 
A� ective Disorders. 2017;221:6-10.

8. Adli M, Whybrow PC, Grof P, Rasgon N, Gyulai L, Baethge C, ... & Bauer M. Use of polyp-
harmacy and self-reported mood in outpatients with bipolar disorder. International Journal 
of Psychiatry in Clinical Practice. 2005;9(4):251-256.

9. APA. Diagnostic and Statistical Manual of Mental Disorders, Fi� h Edition American Psyc-
hiatric Association, Washington, DC. 2013.

10. Banerjee I, Sathian B, Chakraborty PK, Banerjee I, Roy B, Jauhari AC, Saha A. Pharmaco-
therapy of bipolar a� ective disorder: a hospital based study from sub Himalayan Valley of 
Nepal. Journal of clinical and diagnostic research: JCDR. 2014;8(6):HC22.

11. Jaracz J, Tetera-Rudnicka E, Bierejszyk M, Witczyk K, Raczyńska A, Nowak W, ... & Jaracz 
K. � e pattern of pharmacological treatment of bipolar patients discharged from psychiatric 
units in Poland. Pharmacological Reports. 2018;70(4):694-698.

12. Bauer M, Glenn T, Alda M, Sagduyu K, Marsh W, Grof P, ... & Whybrow PC. Drug treat-
ment patterns in bipolar disorder: analysis of long-term self-reported data. International 
journal of bipolar disorders. 2013;1(1):1-8.

13. Hung GCL, Yang SY, Chen Y, Lin SK. Psychotropic polypharmacy for the treatment of bipo-
lar disorder in Taiwan. Psychiatric services. 2014;65(1):125-128. 

14. Goldberg JF. Complex combination pharmacotherapy for bipolar disorder: knowing when 
less is more or more is better. FOCUS, A Journal of the American Psychiatric Association. 
2019;17(3):218-231.

15. Adachi, N, Azekawa T, Edagawa K, Goto E, Hongo S, Kato M, ... & Yoshimura R. Estima-
ted model of psychotropic polypharmacy for bipolar disorder: Analysis using patients’ and 
practitioners’ parameters in the MUSUBI study. Human Psychopharmacology: Clinical and 
Experimental. 2021;36(2):e2764. 

16. Fornaro M, De Berardis D, Koshy AS, Perna G, Valchera A, Vancampfort D, Stubbs B. Pre-
valence and clinical features associated with bipolar disorder polypharmacy: a systematic 
review. Neuropsychiatric Disease and Treatment. 2016;12:719. 

17. Fung VC, Overhage LN, Sylvia LG, Reilly-Harrington NA, Kamali M, Gao K, ... & Nieren-
berg AA. Complex polypharmacy in bipolar disorder: Side e� ect burden, adherence, and 
response predictors. Journal of a� ective disorders. 2019;257:17-22. 

18. Karadağ H, Kokurcan A, Güriz SO, Atmar M, Örsel S. Assessing the treatment adherence 
and clinical correlates of low adherence among bipolar disorder outpatients: A cross-sectio-
nal study. Psychiatry and Clinical Psychopharmacology. 2019;29(4):558-564. 

19. Akkaya C, Deniz G, Cangür Ş, Kırlı S. Bipolar bozukluk hastalarının ilaç kullanım sürele-
rinin sosyodemografik ve hastalık özellikleri ile ilişkisi. Bipolar bozukluk hastalarının ilaç 
kullanım sürelerinin sosyodemografik ve hastalık özellikleri ile ilişkisi. Türk Psikiyatri Der-
gisi. 2014;25(2):94-105.

20. Gültekin BK, Kesebir S, Tamam L. Türkiye’de bipolar bozukluk. Psikiyatride Güncel Yakla-
şımlar. 2014;6(2):199-209. 

21. Baek JH, Ha K, Yatham LN, Chang JS, Ha TH, Jeon, HJ., ... & Park Y. Pattern of phar-
macotherapy by episode types for patients with bipolar disorders and its concordance with 
treatment guidelines. Journal of clinical psychopharmacology. 2014;34(5):577-587.

22. Sachs GS, Peters AT, Sylvia L, Grunze H. Polypharmacy and bipolar disorder: what’s 
personality got to do with it?. International Journal of Neuropsychopharmacology. 
2014;17(7):1053-1061.

23. Blanco C, Laje G, Olfson M, Marcus SC, Pincus HA. Trends in the treatment of bipolar di-
sorder by outpatient psychiatrists. American Journal of Psychiatry. 2002;159(6):1005-1010. 

24. Kendall T, Morriss R, Mayo-Wilson E, Marcus E. Assessment and management of bipolar 
disorder: summary of updated NICE guidance. Bmj. 2014;349. 

25. Kessing LV, Vradi E, Andersen PK. Nationwide and population‐based prescription patterns 
in bipolar disorder. Bipolar disorders. 2016;18(2), 174-182. 

26. Yazıcı O, Oral T. (2010) Koruyucu Sağaltım. In: Aydemir O, Uluşahin A, Akdeniz F, editors. 
Türkiye Psikiyatri Derneği İki Uçlu Bozukluk Sağaltım Kılavuzu. Ankara (Türkiye): Türkiye 
Psikiyatri Derneği Yayınları; 2010. p. 63-82. 

27. Vahip S, Aydemir O. Depresif Dönemin Sağaltımı, In: Aydemir O, Uluşahin A, Akdeniz F, 
editors. Türkiye Psikiyatri Derneği İki Uçlu Bozukluk Sağaltım Kılavuzu. Ankara (Türkiye): 
Türkiye Psikiyatri Derneği Yayınları; 2010. p. 41-62.

28. Ghaemi SN, Hsu DJ, � ase ME, Wisniewski SR, Nierenberg AA, Miyahara S, Sachs G. 
Pharmacological treatment patterns at study entry for the first 500 STEP-BD participants. 
Psychiatric Services. 2006;57(5):660-665.

29. Karanti A, Kardell M, Lundberg U, Landén M. Changes in mood stabilizer prescription 
patterns in bipolar disorder. Journal of A� ective Disorders. 2016;195:50-56.

References


