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Abstract
Bipolar disorder is an important psychiatric disorder with different disease phases. The pharmacological treatment is complicated, and is
updated frequently as new research evidence emerges. For the purpose of international collaboration, research, and education, the Taiwan
consensus of pharmacological treatment for bipolar disorders was initiated by the Taiwanese Society of Biological Psychiatry and Neuro-
psychopharmacology (TSBPN) e the Bipolar Chapter, which was established in August 2010 and approved as a member of International Society
of Bipolar Disorder. TSBPN is the country member of the World Federation of Societies of Biological Psychiatry (WFSBP). The development of
the Taiwan consensus for bipolar disorder was mainly based on the template of WFSBP Guidelines, with references to other international
guidelines including the Canadian Network for Mood and Anxiety Treatments, and British Association for Psychopharmacology. We have also
added Taiwanese experts’ experience, Taiwan national health insurance data, and the indications for the pharmacological treatment of bipolar
disorder given by the Taiwan Department of Health, to emphasize the balance between efficacy and safety, and to make this consensus a concise,
empirical, and important reference for clinical psychiatric practice.
Copyright � 2013 Elsevier Taiwan LLC and the Chinese Medical Association. All rights reserved.
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1. Introduction

Bipolar disorder is an important mental disorder with mood
lability. The international prevalence is 1% for type I, and
1.1% for type II.1 In Taiwan, the prevalence of bipolar disorder
* Corresponding author. Dr. Tung-Ping Su, Department of Psychiatry,

Taipei Veterans General Hospital, 201, Section 2, Shih-Pai Road, Taipei

112, Taiwan, ROC.

E-mail address: tpsu@vghtpe.gov.tw (T.-P. Su).

1726-4901/$ - see front matter Copyright � 2013 Elsevier Taiwan LLC and the C

http://dx.doi.org/10.1016/j.jcma.2013.06.013
increased from 0.06% in 1996 to 0.4% in 2003, and according
to the Taiwan National Health Insurance Research Data-
base,2e4 there are many patients who were not recognized and
treated. Bipolar disorder has different phases, and the phar-
macological treatment is complicated, and updated frequently
with new research evidence. For the purpose of international
collaboration, research, and education, the Taiwan consensus
of pharmacological treatment for bipolar disorders was initi-
ated by the Taiwanese Society of Biological Psychiatry and
Neuropsychopharmacology (TSBPN) e the Bipolar Chapter,
hinese Medical Association. All rights reserved.
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which was established in August 2010 and approved as a
member of International Society of Bipolar Disorder (ISBD).
TSBPN is the country member of the World Federation of
Societies of Biological Psychiatry (WFSBP), therefore, the
development of the Taiwan consensus for bipolar disorder was
mainly based on the template of WFSBP Guidelines,5,6 with
references to other international guidelines, including the
Canadian Network for Mood and Anxiety Treatments
(CNMAT),1 and British Association for Psychopharmacology
(BAP).7 We also added Taiwanese experts’ experience, Taiwan
national health insurance data, and the indications for the
pharmacological treatment of bipolar disorder given by the
Taiwan Department of Health (DOH) to emphasize the bal-
ance between efficacy and safety, and to make this consensus a
concise, empirical, and important reference for clinical psy-
chiatric practice. The consensus will be updated periodically
based on new findings and clinical evidence, under the opinion
and recommendation from Taiwan experts. The consensus will
not be used as a reference for legal or insurance purposes.

The Taiwan consensus of pharmacological treatment for
bipolar disorder includes three treatment phases: manic,
Table 1

Manic phase therapy.

Medication or treatment Category

of evidence

Taiwan

recommendation

grade

Monotherapy

1 Lithium A 1

2 Valproate A 1

3 Aripiprazole A 1

4 Olanzapine A 1

5 Quetiapine A 1

6 Risperidone A 1

7 Ziprasidone A 1

8 Carbamazepine A 2

9 Haloperidol A 2

10 Paliperidone B 2

11 Amisulpride B 2

12 Chlorpromazine B 3

13 Zotepine C1 3

14 Clozapine C1 3

15 Sulpiride C3 3

16 Oxcarbazepine C1 4

17 Clothiapine (Etumine) C3 4

18 Fluphenazine (Modecate) C3 4

19 Flupenthixol (Fluanxol) C3 4

20 Loxapine (Rosup) C3 4

21 Thioridazine (Melleril) C3 4

22 Trifluoperazine (Stelazine) C3 4

23 ECT C1 4

Combination/augmentation or adjunctive/add-on therapy

1 Lithium þ valproate

2 Lithium þ aripiprazole/

Olanzapine/quetiapine/

risperidone/ziprasidone

3 Valproate þ aripiprazole/

Olanzapine/quetiapine/

risperidone/ziprasidone

ECT ¼ electroconvulsive therapy.
depressive, and maintenance. Each pharmacological agent and
treatment is listed in Table 1 with four columns: Category of
evidence (CE), Taiwan recommendation grade (RG-T), DOH
application, and recommended dosage.
2. CE: six categories from AeF

A. Full evidence from controlled studies. Based on two or
more double-blind, parallel-group, randomized controlled
trials (RCTs) showing superiority to placebo; and one or
more positive RCT showing superiority to or equivalent
efficacy compared with established comparator treatment
in a three-arm study with placebo control; or in a well-
powered non-inferiority trial. In the case of existing
negative studies, these must be outweighed by at least two
more positive studies or a meta-analysis of all available
studies showing superiority to placebo and non-inferiority
to an established comparator treatment.

B. Limited positive evidence from controlled studies.
Based on one or more RCTs showing superiority to
Approved by Taiwan

Department of Health

Recommended daily dose for adults

(variations may occur due to different

approvals)

V 600e1200 mg (serum level 0.8e1.3 mg/L)

V 1200e3000 mg (loading dose 20e30 mg/kg

body weight; serum level 75e100 mg/L)

V 15e30 mg

V 10e20 mg

V 400e800 mg

V 2e6 mg

V 80e160 mg

V 600e1200 mg (serum level 4e15 mg/L)

5e20 mg

3e12 mg; only 12 mg/d achieves B level

400e1200 mg

300e1000 mg

200e400 mg

100e400 mg (reserved for treatment of

refractory mania)

400e800 mg

900e1800 mg

40e160 mg

5e40 mg

3e18 mg

20e100 mg

200e800 mg

10e60 mg
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placebo; or randomized controlled comparison with a
standard treatment without placebo control, with a
sample size sufficient for a non-inferiority trial. In the
case of existing negative studies, these must be out-
weighed by at least one more positive study or a meta-
analysis of all available studies showing superiority to
placebo or at least one more randomized controlled
comparison showing non-inferiority to an established
comparator treatment.

C. Evidence from uncontrolled studies or case reports/
expert opinion

C1 Uncontrolled studies based on one or more positive
naturalistic open studies (with a minimum of 5 evalu-
able patients), or a comparison with a reference drug
with a sample size insufficient for a non-inferiority trial,
and no negative controlled studies existed.

C2 Case report based on one or more positive case reports
and no negative controlled studies existed.

C3 Based on the opinion of experts in the field or clinical
experience, or the analysis from Taiwan national health
insurance data, and recommended by Taiwan experts.

D. Inconsistent results. Positive RCTs are outweighed by an
approximately equal number of negative studies.

E. Negative evidence. The majority of RCTs or exploratory
studies shows non-superiority to placebo (or in the case of
psychotherapy studies, superiority to a “psychological
placebo”) or inferiority to comparator treatment.

F. Lack of evidence. Adequate studies proving efficacy or
non-efficacy are lacking.

3. Taiwan recommendation grade (RG-T): from level 1 to
5, based on clinical efficacy, side effects, and DOH
indication for bipolar disorders

RG-T 1: CE of A with good riskebenefit ratio; or CE of B
or C, strongly recommended by Taiwan experts; and
approved as indication for bipolar disorders by DOH.
RG-T 2: CE of A and moderate riskebenefit ratio; or CE
of B or C, recommended by Taiwan experts.
RG-T 3: CE of B; or CE of C or D, recommended by
Taiwan experts.
RG-T 4: CE of C; or CE of D, recommended by Taiwan
experts.
RG-T 5: CE D.

4. Manic phase (Table 1)

Although < 10% of patients in acute mania receive
monotherapy and some research evidence shows better ef-
ficacy of combination of atypical antipsychotics and mood
stabilizers than monotherapy, the WFSBP guidelines still
suggest that clinicians need to try to maximize the efficacy
of monotherapy to avoid the side effects and risk of com-
bination therapy, which is reserved for patients with severe
symptoms, or as the subsequent treatment after failure of
initial therapy.5
5. Monotherapy for the manic phase

1. The classical mood stabilizers, lithium, valproate, and
carbamazepine all have CE of A and RG-T of 1. For
dysphoric or mixed mania, valproate may have better ef-
ficacy than lithium.8e10 Carbamazepine may have better
efficacy than lithium for dysphoric and mixed-type
mania.11e13 The RG-T of carbamazepine is 2, because of
its tolerability and drugedrug interactions. Genotyping
HLA-B-1502 has been suggested to reduce the risk of
StevenseJohnson syndrome.14e18 The genotyping is
reimbursed by the Taiwan national health insurance.
Oxcarbazepine has a similar chemical structure to carba-
mazepine, with better tolerance and fewer drugedrug in-
teractions, but has a higher risk of hyponatremia.19,20

Several small studies have shown inconclusive results for
its efficacy for acute mania,21 so the CE was lowered to
C1, and RG-T to level 4.

2. The atypical antipsychotic drugs (second-generation),
such as aripiprazole, olanzapine, quetiapine, risperidone,
and ziprasidone, have a CE of A and RG-T of 1, and may
have better efficacy for dysphoric/mixed/ psychotic manic
episodes than lithium has. Olanzapine has more adverse
effects such as weight gain and metabolic symptoms.22,23

A head-to-head comparison showed that haloperidol can
control manic symptoms more quickly than quetiapine.24

Some other studies have suggested higher doses of que-
tiapine may have better responses,25 but this was incon-
clusive.26,27 Taking ziprasidone with high-calorie meals
can increase its efficacy.28

3. Other atypical antipsychotic drugs. Paliperidone is the
active metabolite of risperidone. The CE of the
maximum dose of 12 mg/day is B, but the CE of lower
doses (6 and 3 mg/day) is D.29e31 Taking tolerance into
consideration, the RG-T of paliperidone is 2. Although
amisulpride is frequently used in clinical practice, only
one randomized study, with combination of amisulpride
and valproate, showed comparable efficacy of ami-
sulpride and haloperidol,32 with a CE of B and RG-T of
2. Higher doses of amisulpride may be required for acute
mania, but they have a risk of hyperprolactinemia. Clo-
zapine showed efficacy for refractory mania in several
open trials with a CE of C1,33e35 but it was limited to
patients with a poor response to other antipsychotics.
Clozapine has adverse effects of agranulocytosis, weight
gain, and metabolic syndrome, therefore, its RG-T is 3.
Several small studies showed the efficacy of zotepine for
acute mania with a CE of C1,36e38 but it had side effects
of sedation and extrapyramidal symptoms (EPSs), thus,
the RG-T is lowered to 3.

4. Conventional antipsychotic drugs (typical or first-
generation antipsychotics). Although there is a concern
with tolerance, they still have an important role for acute
mania with excitement or violence. Conventional anti-
psychotics, especially at high dose, may exacerbate
dysphoric or depressed mood.39 Haloperidol has a CE of
A, but because of EPS side effects and exacerbation of
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depressed mood, the RG-T is 2. A randomized placebo-
controlled study showed efficacy of chlorpromazine for
acute mania,40 and comparable efficacy with lithium. The
CE is B, but the RG-T is 3 due to sedative and EPS effects.
From the analysis of the Taiwan national health insurance
database, other conventional antipsychotics are frequently
prescribed, including sulpiride (Dogmatyl), clothiapine
(Etumine), fluphenazine (Modecate), flupenthixol (Fluan-
xol), loxapine (Rosup), thioridazine (Melleril), and
trifluoperazine (Stelazine). The CE is C3 and the RG-T is
4 because of the EPS side effects and possible exacerba-
tion of depressed mood. Sulpiride has remained at the
level of RG-T 3 due to its lower incidence of EPS adverse
effects.

5. Electroconvulsive therapy (ECT) can be used for patients
with poor response to other treatments, or under some
special conditions, such as pregnancy. The results from
chart review and case reports have shown comparable
efficacy of ECT and lithium and some types of antipsy-
chotics in acute mania.41,42 The response rate is up to
80%.43 The CE is C1 and RG-T is 4. The repetitive
transcranial magnetic stimulation (rTMS) may be a sub-
stitute for ECT. However, a single blind study did not
show comparable efficacy.44

6. Combination/augmentation or adjunctive/add-on
treatment for the manic phase

1. The research evidence has shown that combination therapy
with lithium and divalproex has 1.5-fold better efficacy than
Table 2

Depressive phase therapy.

Medication or treatment Category of

evidence

Monotherapy

1 Quetiapine A

2 Lamotrigine B

3 Valproate B

4 Lithium D

5 Olanzapine B

6 Carbamazepine D

Combination/augmentation or adjunctive/add-on therapy

1 Valproate þ lithium B

2 Lithium þ lamotrigine B

3 Valproate þ lamotrigine C1

4 Olanzapine þ fluoxetine B

5 Quetiapine þ SSRI C1

6 Lithium (or valproate) þ fluoxetine/sertraline/

paroxetine/bupropion

C3

7 Modafinil þ ongoing treatment B

8 Pramipexole þ ongoing treatment B

9 Lithium (or valproate) þ venlafaxine/L-thyroxine/

topiramate

C1

10 Lithium (or valproate) þ sulpiride C1

Neurostimulation

1 ECT þ ongoing treatment C1

2 rTMS þ ongoing treatment C1

ECT ¼ electroconvulsive therapy; rTMS ¼ repetitive transcranial magnetic stimul
monotherapy with either drug. Combined lithium or dival-
proex with atypical antipsychotics also has better efficacy
than monotherapy with lithium or divalproex.8e10,45

2. The research evidence has demonstrated no benefit for
combined olanzapine and carbamazepine,46 and a possible
increase in the risk of dyslipidemia and weight gain. The
combination is not recommended.

7. Depressive phase (Table 2)
7.1. Monotherapy for depressive phase
1. Only quetiapine has a CE of A. The research evidence
confirms the efficacy of quetiapine monotherapy for
depressive episodes,47e51 with better efficacy than lithium
monotherapy, paroxetine, and placebo for improvement of
depressive symptoms and remission rate.52,53 However,
the tolerability and long-term safety need to be considered.
The RG-T of quetiapine for the depressive phase is 1.

2. Lamotrigine has a CE of B,54e56 but is not approved by the
US Food and Drug Administration for the depressive phase.
However, it is approved by the Taiwan DOH for the indica-
tion of bipolar depressive phase. The RG-T is 1 after taking
into consideration prevention of depression relapse. Lamo-
trigine has side effects such as skin rash, StevenseJohnson
syndrome, and toxic epidermal necrolysis, therefore, the
administration of lamotrigine should be started with low
dose and slow titration, and requires close monitoring.

3. The CE of valproate for the depressive phase is B, but the
level of RG-T is adjusted to 1 because it is widely
Taiwan

recommendation

grade

Approved by Taiwan

Department of Health

Recommended daily

dose for adults (variations

may occur due to different

approvals)

1 V 300e600 mg

1 V 50e200 mg

1 V [C] ¼ 70e90 mg/L

2 V [C] ¼ 0.8e1.3 mg/L

3 5e20 mg

5 [C] ¼ 4e15 mg/L

2 V

2 V

2 V

3

3

3

4

4

4

4

4

4

ation; SSRI ¼ selective serotonin reuptake inhibitor.
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prescribed, and approved by the Taiwan DOH. The side
effects of weight gain, hair loss, teratogenicity57,58 and
polycystic ovarian syndrome 59e61 need to be considered.

4. The research evidence for use of lithium for depressive
episodes is inconsistent, with a CE of D for a blood con-
centration of 0.8e1.3 mg/L.52,62 There is still no Taiwan
empirical data to take into account. Considering that
lithium is widely prescribed in clinical practice in Taiwan,
and approved by Taiwan DOH, the RG-T is adjusted to 2.

5. The CE of olanzapine is B, which is primarily based on
two studies of olanzapine combined with fluoxetine.63,64

However, the efficacy of olanzapine monotherapy is still
inconclusive, and the side effects of weight gain and
metabolic symptoms lower the RG-T to 3.

6. The research evidence for the use of carbamazepine for
depressive episodes is inconclusive,65with aCEofDandRG-
T of 5.

8. Combination/augmentation or adjunctive/add-on
treatment for the depressive phase

1. Combination therapy with lithium and valproate/lamo-
trigine is the first-line approach in many treatment
guidelines for better efficacy than monotherapy. The CE is
B and RG-T is 2. Only open trials have been conducted for
combination of valproate and lamotrigine; the CE is C1
and RG-T is 2. There is a concern that more side effects
may occur with this combination therapy, especially in the
central nervous system and skin.

2. Antidepressants are frequently prescribed for depressive
episodes, but there has been a limited number of studies
with small sample sizes or short study periods. The best
evidence is for combination of olanzapine and fluoxe-
tine,63,64 with a CE of B and RG-T is 3 on account of
weight gain and metabolic side effects. Some open trials
have shown positive results for quetiapine combined with
selective serotonin reuptake inhibitor, leading to a CE of
C1 and RG-T of 3. Nonetheless, the evidence for combi-
nation of lithium (or valproate) with antidepressants (ser-
traline/paroxetine/bupropion) is inconsistent and CE is D
in the WFSBP guidelines.66,67 Due to the Taiwan national
insurance database showing that antidepressants are
widely prescribed for the depressive episodes in bipolar
disorder, the CE has been adjusted to C3 and the RG-T to
3. Some other open trials have confirmed the efficacy of
lithium (or valproate) combined with venlafaxine, L-
thyroxine, or topiramate, which has led to a CE of C1.
However, the RG-T has been adjusted to < 4 in consid-
eration of the risk of switching to manic episodes.

3. Some studies have shown the efficacy of modafinil or pra-
mipexole adjunctive/add-on therapy to ongoing treatments
for bipolar depression,68e71 leading to a CE of B, but the RG
has beenadjusted to 4 because of limited clinical use.Adverse
skin reactions may be related to high doses of modafinil.72,73

4. Analysis of the Taiwan national health insurance database
has shown that sulpiride is widely used for depressive epi-
sodes. One double-blind study showed that sulpiride has
equivalent antidepressant activity to amitriptyline, with
faster onset in thefirstweek of the trial, and fewer side effects
than amitriptyline.74 The CE of sulpiride is C1 and the RG-T
is 4 due to the side effects ofEPSs, such as tardive dyskinesia.

9. Neurostimulation for the depressive phase

1. For patients with poor response to medication and high
risk of suicide, ECT is still an important treatment of
choice,75 with a CE of C1 and RG-T of 4.

2. Research evidence has confirmed the efficacy of rTMS for
refractory depression. In Taiwan, a small randomized,
double-blind, sham-controlled trial has shown the efficacy
of rTMS for refractory unipolar and bipolar depression,76

but large studies are still limited. The CE of rTMS is C1
and RG-T is 4. The risk of switching to mania is a concern.

10. Maintenance phase (Table 3)

Maintenance and prophylactic treatment aim to prevent
recurrence of new mood episodes. The time period for continu-
ation treatment is defined as the first 6 months after an acute
episode, and the maintenance phase of treatment is for months
6e12 after remission of an acute episode. There is no interna-
tional consensus for the indication for maintenance treatment.
The indication for maintenance treatment is more liberally
defined in North America and is recommended for all patients
after the first episode and ever thereafter. Most European
guidelines recommend that maintenance treatment is indicated
only after the second episode recurred andwith an interval of< 3
years between the two episodes. The WFSBP guidelines,
following the Netherland guidelines,77 suggest that maintenance
treatment needs to be administered under the consideration of
three factors: frequency of episodes, severity of symptoms, and
first-degree relatives with psychiatric disorders. Maintenance
treatment is recommended for: (1) patients with first episode,
severe symptoms, and psychiatric family history; (2) thosewith a
second episode, with a psychiatric family history or severe
symptoms; and (3) those with a third episode.

11. How long to continue maintenance/prophylactic
treatment

There is no international consensus for how long to continue
maintenance/prophylactic treatment,78 because the natural course
of bipolar recurrence is around 16e18months. If the prophylactic
treatment only persists for 6e12 months, it is difficult to judge
whether to stop the treatment, unless the treatment would have
lasted for 2e3 years (Goodwin FK and Jamison KR: Manic-
Depressive Illness, 2nd Ed: Bipolar Disorders and Recurrent
Depression. 2007; p799-801). The duration of maintenance
treatment is still based on individual consideration.

12. Monotherapy for maintenance phase

1. All the three mood stabilizers, lithium, valproic acid, and
lamotrigine, have a CE of A and RG-T of 1. However,



Table 3

Maintenance phase therapy.

Medication or treatment Category of

evidence

Taiwan

recommendation

grade

Approved by Taiwan

Department of Health

Recommended daily dose for adults

(variations may occur due to different

approvals)

Monotherapy

1 Lithium A 1 V 600e1200 mg (serum level 0.6e1.2 mg/L)

2 Valproic acid A 1 V Serum level 50e100 mg/L

3 Lamotrigine A 1 V 50e200 mg

4 Olanzapine A 2 V 5e20 mg

5 Quetiapine A 2 300e600 mg

6 Risperidone LAI A 2 25e37.5 mg/q2wk

7 Aripiprazole A 2 15e30 mg

8 Carbamazepine B 1 V 600e1200 mg (serum level 4e15 mg/L)

Combination/augmentation or adjunctive/add-on therapy

1 Lithium or valproic acid þ quetiapine A 1 V

2 Lithium þ divalproex B 1 V

3 Lithium þ carbamazepine B 1 V

4 Lithium or valproic acid þ risperidone LAI A 2 V

5 Lithium or valproic acid þ ziprasidone A 2 V

6 Lithium or valproic acid or lamotrigine þ
aripiprazole

A 2 V

7 Lithium þ olanzapine B 2

8 Lithium þ risperidone B 2

9 Lithium þ lamotrigine B 2

10 Olanzapine þ fluoxetine B 3

11 Adjunctive clozapine C1 3

12 Adjunctive topiramate D 4

13 Adjunctive oxcarbazepine D 4

14 Adjunctive gabapentin D 4

15 Adjunctive ECT F 4

ECT ¼ electroconvulsive therapy; LAI ¼ long-acting injection.
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lithium has more side effects and a twofold risk of
discontinuation compared to the other two mood stabl-
izers. Another mood stabilizer, carbamazepine, has a CE
of B and the RG-T is elevated to 1 due to fewer side effects
of weight gain, and the issue of skin allergy is less of a
concern during the maintenance phase.

2. Four atypical antipsychotics, olanzapine, quetiapine, long-
acting risperidone injection (RLAI), and aripiprazole, all
have a CE of A, but RG-T is 2 because of the side effects
of weight gain, less efficacy in preventing depressive ep-
isodes, and no Taiwan DOH indication for monotherapy
(quetiapine or RLAI).
13. Combination/augmentation or adjunctive/add-on
therapy for the maintenance phase

1. Combination therapy with lithium/valproic acid and que-
tiapine may have better efficacy than monotherapy, with a
CE of A and RG-T of 1, but may also have more side
effects of weight gain and metabolic syndrome.

2. Combination therapy with lithium, divalproex, and car-
bamazepine is commonly seen in clinical psychiatric
practice, with a CE of B and RG-T of 1.

3. Research evidence confirms that combination therapy with
lithium/divalproex, lithium, or valproic acid and RLAI,79

ziprasidone,80 or aripiprazole,81,82 has a CE of A, but with
less efficacy forpreventingdepressive episodes, theRG-Tis 2.
4. Combinations of lithium with olanzapine, risperidone or
lamotrigine all have a CE of B and RG-T of 2, although
there is concern about the adverse effects of weight gain
and metabolic syndrome.

5. Open trials have shown that clozapine monotherapy or
combined with other agents can improve symptoms and
prevent rehospitalization83e86; the CE is C1 and RG-T is
3. The side effects of weight gain and metabolic syndrome
are of concern.

6. Adjunctive treatment with topiramate, oxcarbazepine, and
gabapentin has yielded inconsistent results; the CE is D
and RG-T is 4. Topiramate may reduce body weight.

7. Adjunctive ECT is not supported by the results of any
randomized or open trial; the CE is F and RG-T is 4. It is
only recommended for patients with a poor response to
other treatments.
14. Role of antidepressants in the maintenance phase

The role of antidepressants in maintenance phase treatment
is still debatable, although > 50% of patients have residual
depressive symptoms.83 The research evidence about the risk
of switching to mania with antidepressants is inconsistent.
Only limited evidence supports that antidepressants can pro-
long the remission period of depression. Most studies have
suggested that antidepressants can be only used in combina-
tion with mood stabilizers; otherwise, the risk of switch to
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mania is increased.84,85 In addition, the combination of anti-
depressants with mood stablizers is only suggested for patients
with type II bipolar disorder because a higher risk of switching
to mania has been reported with type I bipolar disorder.86 The
drug-induced mania switch occurs particularly in those
receiving a tricyclic antidepressant or a serotonin and
norepinephrine reuptake inhibitor.84,87

15. Pharmacotherapy combined with psychosocial
intervention improves treatment efficacy

Nonpharmacological, psychosocial intervention is impor-
tant to the success of pharmacotherapy. Psychoeducation can
improve patients’ insight, facilitate their understanding of the
impact of bipolar disorder, and improve self-monitoring, self-
regulation, and adherence to medication.7 Other treatment
modalities including group psychotherapy, cognitive behav-
ioral therapy, interpersonal and social rhythm therapy, and
family-focused therapy also reduce the relapse rate and
improve medication adherence.5e7,88

16. Treatment of bipolar disorder in women

Pregnancy is a risk period for relapse of bipolar disorders,
which occurs in up to 45e52%, or even 70% of cases. For all
women of child-bearing age, the plan of pregnancy should be
discussed, focusing on the risk of drug use during pregnancy,
contraceptive methods, possible interaction of medication and
contraceptives, supporting system, genetic inheritance, relapse
risk during pregnancy, labor, postpartum, and breast feeding.
For patients who are preparing for pregnancy, titrating to
discontinuation of medication may take 3e6 months. Medi-
cation with the potential for teratogenicity should be avoided.
Taking folic acid 5 mg/day is suggested to reduce the risk of
teratogenicity. During pregnancy, collaborative care from
psychiatrists and gynecologists is important for close moni-
toring of both the fetus and the mother. Enough sleep and rest
are important for preventing relapse of bipolar disorder.

17. Issues related to medication during pregnancy89e92

1. Valproate has increased risk of polycystic ovary syndrome.
2. Risperidone has the side effect of hyperprolactinemia.
3. Carbamazepine, topiramate and oxcarbazepine can

decrease the efficacy of oral contraceptives.
4. Oral contraceptives decrease the serum level of lamo-

trigine to 50%.
5. Lithium can cause Ebstein’s cardiovascular anomaly; val-

proate has a risk of spina bifida; carbamazepine/oxcarba-
zepine have the risk of neural tube defects; lamotrigine is a
relatively safer mood stabilizer to cause teratogenicity.

6. The first-generation antipsychotic drugs generally have
less risk of teratogenicity. There are only limited data on
the second-generation antipsychotic drugs, but there is no
evidence of increased risk of teratogenicity.

7. ECT is relatively safer than polypharmacy for patients
with severe depressive symptoms during pregnancy; rTMS
may be a choice for treatment in bipolar depression, but it
requires more studies.

18. Summary of the results

1. Clinical types: bipolar I: 47%; bipolar II: 35%; and mixed
or NOS: 18%

2. They agreed to give long-term maintenance therapy for the
first episode of bipolar disorder in patients who had a
history of suicide, significant family history of affective
disorders, or comorbid psychotic symptoms.

3. Almost all the experts have seen bipolar cases switched
from depression; most of which were related to antide-
pressant use. Sixty percent of the experts reported that they
have seen monomania, even it occurred rare.

4. The rate of bipolar cases with adherence to follow-up
schedule (50% returning to the clinic) and regularly taking
medication was around 79%, while the other 21% was not
compliant.

5. For the acute manic phase, 75% of the experts would like
to use combination therapy with mood stabilizers (valproic
acid or lithium) and atypical antipsychotics (quetiapine,
risperidone, or olanzapine). Another 25% of the experts
were inclined to use monotherapy with the first choice of
DVP, followed by lithium, and then atypical antipsychotics
in the sequence of quetiapine, risperidone and finally
olanzapine. In the cases with acute hypomania, 87%
preferred to use monotherapy (90% mood stabilizers and
10% atypical antipsychotics). The suggested dose was
reduced to a half to a third of the dose used in the acute
manic phase. Once the hypomanic symptoms disappeared,
only 11% of the experts suggested decreasing the dose,
and 89% maintained the original dose (50% suggested to
maintain for 1e3 months; 27% for 3e6 months; and 12%
for 6e12 months).

6. With regard to treatment of bipolar depression, 80% of the
experts would like to administer combination treatment and
20% monotherapy. For combination treatment, the distribu-
tion was as follows: mood stabilizers þ antidepressants
(38%); mood stabilizers þ atypical antipsychotics (25%);
atypical antipsychotics þ antidepressants (16%); and
antidepressantsþ atypical antipsychoticsþmood stabilizers
(6.2%). For monotherapy, the first choice was lamotrigine,
followed by mood stabilizers (valproic acid, lithium or que-
tiapine). Experts also suggested that the first choice for
combination treatment was (1) lamotrigine þ lithium or
quetiapine; or (2) valproic acid þ escitalopram. Professor
Sachs from Harvard Medical School reported that there was
no different treatment effect between mood stabilizers þ
antidepressants andmood stabilizersþ placebo, indicatingno
beneficial effect of antidepressants for bipolar depression.66

However, in this questionnaire survey, we found that
70e80%of the experts still used antidepressants in addition to
mood stabilizers or atypical antipsychotics to treat bipolar
depression.This observationwas similar to the recent report at
theAnnualMeeting of the ISBD in Istanbul, Turkey inMarch
2012. During combination treatment, the experts preferred to
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reduce the dose or discontinue antidepressants after symp-
toms of depression diminished or improved. It was suggested
that combination treatment be maintained for 1e3 months
(30%), 3e6 months (36%), or > 6 months (only 20%).

7. For the maintenance phase of patients with remitted bipolar
disorder, 75% of the experts would maintain combination
treatment while the remaining 25% would use monotherapy.
With respect to monotherapy, valproic acid was the first
choice, followed by lithium and then quetiapine. If mood
stabilizers were not chosen, quetiapine would be the first
priority, followed by lamotrigine and then risperidone. For
combination therapy, the priority use was valproic
acidþ quetiapine, lithiumor risperidone.Thenext choicewas
valproic acidþ olanzapine, or lithiumþ quetiapine, selective
serotonin reuptake inhibitor or olanzapine. If the bipolar
condition became stable and remitted, 35% of the experts
maintained treatment for 3e6 months and 38% for 6e12
months. For patients whowere refractory to pharmacological
treatment, 25% of the experts suggested combined
polypharmacy þ cognitive behavioral therapy, followed by
28% with polypharmacy, and 14% with polyphar-
macy þ ECT. Only 6% needed long-term hospitalization.
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The questionnaire regarding the pharmacological treatment
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