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Korean Medication Algorithm for Bipolar Disorder 2010:

Comparisons with Other Treatment Guidelines

Bo-Hyun Yoon, MD', Won-Myong Bahk, MD?, Kyung Joon Min, MD?, Won Kim, MD*,
Byungsu Kim, MDS’é,Jung Goo Lee, MD’, Yeon Ho Joo, MDS,]eong—Seok Seo, MD?,
Eun Lee, MD’, Yong Min Ahn, MD", Young Chul Shin, MD",

Young Sup Woo, MD?, Seung-Oh Bae, MD" and Duk-In Jon, MD"

INaju National Hospital, Naju,

’Department of Psychiatry, Yeouido St. Mary s Hospital, The Catholic University of Korea School of Medicine, Seoul,
’Department of Psychiatry, College of Medicine, Chung-Ang University, Seoul,

Department of Psychiatry, College of Medicine, Inje University, Seoul,

’Department of Psychiatry, University of Ulsan College of Medicine, Asan Medical Center; Seoul,

%Stress Clinic, Health Promotion Center, Asan Medical Center, Seoul,

"Department of Psychiatry, College of Medicine, Inje Universtiy Haeundae Paik Hospital and Paik Institute for Clinical Research, Busan,
*Department of Psychiatry, College of Medicine, Konkuk University, Chungju,

’Department of Psychiatry, Yonsei University College of Medicine, Seoul,

"Department of Psychiatry, College of Medicine, Seoul National University, Seoul,

"Department of Psychiatry, Kangbuk Samsung Hospital, School of Medicine, Sungkyunkwan University, Seoul,
“Department of Psychiatry, Gwangju Mirae Hospital, Gwangju,

"Department of Psychiatry, College of Medicine, Hallym University, Anyang, Korea

The Korean Medication Algorithm Project for Bipolar Disorder (KMAP-BP) was developed in 2002 and thereafter revised in
2006. It was secondly revised in 2010 (KMAP-BP 2010). The aim of this study was to compare KMAP-BP 2010 with other re-
cently published treatment algorithm and guidelines for bipolar disorder. The authors reviewed the 4 recently published guide-
lines and treatment algorithms for bipolar disorder [The British Association for Psychopharmacology Guideline for Treatment
of Bipolar Disorder, Canadian Network for Mood and Anxiety Treatments Guidelines for the Management of Patients with Bi-
polar Disorder, The World Federation Society of Biological Psychiatry Guideline for Biological Treatment of Bipolar Disorder
and National Institute for Health and Clinical Experience (NICE) Clinical Guideline] to compare the similarities and discrep-
ancies between KMAP-BP 2010 and the others. In aspects of treatment options, most treatment guidelines had some similari-
ties. But there were notable discrepancies between the recommendations of other guidelines and those of KMAP-BP in which
combination or adjunctive treatments were favored. Most guidelines advocated new atypical antipsychotics as first-line treat-
ment option in nearly all phases of bipolar disorder and lamotrigine in depressive phase and maintenance phase. Lithium and
valproic acid were still commonly used as mood stabilizers in manic phase and strongly recommended valproic acid in mixed
or psychotic mania. Mood stabilizers or atypical antipsychotics were selected as first-line treatment option in maintenance
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treatment. As the more evidences were accumulated, more use of atypical antipsychotics such as quetiapine, aripiprazole and
ziprasidone were prominent. This review suggests that the medication strategies of bipolar disorder have been reflected the
recent studies and clinical experiences, and the consultation of treatment guidelines may provide clinicians with useful infor-
mation and a rationale for making sequential treatment decisions. It also has been consistently stressed that treatment algo-
rithm or guidelines are not a substitute for clinical judgment; they may serve as a critical reference to complement of indi-

vidual clinical judgment.

Korean J Psychopharmacol 2011;22:171-182

Key Words Bipolar disorder - Pharmacotherapy - Algorithm - Treatment guideline - KMAP-BP 2010.
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tion of Medication Algorithm(®]8} TIMA),” The British As-
sociation for Psychopharmacology Guideline for Treatment of
Bipolar Disorder(¢]d} BAP),” Canadian Network for Mood
and Anxiety Treatments Guidelines for the Management of
Patients with Bipolar Disorder(¢]8} CANMAT),” Australian
and New Zealand Clinical Practice Guideline for the Treat-
ment of Bipolar Disorder(¢]3} ANz-BD),”” Expert Consen-
sus Guideline for Bipolar Disorder(¢]&} ECG-BP)” @ The
World Federation Society of Biological Psychiatry Guide-
line for Biological Treatment of Bipolar Disorder(®]3} WE-
SBP* ™ & 679 darelE % A A3t = sk
T} o] B ol A= 20061 o]l 7HgE BAP,”
CANMAT,” WFSBP"*& H|iL t4}0 & 519] onf o]e} ¢
o] AEA National Institute for Health and Clinical Ex-
cellence(°]3} NICE) Clinical Guideline 38”& F=7}3to] =
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Guidelines for Treatment of Bipolar Disorder

BAPY= ef 200210l 21718 American Psychiatric As-
sociation Practice Guideline for Bipolar Disorder-2002"&

R 3ho] WhEolF 2w, BAP 20097 2009 o] WiEeh



Table 1. Summary of recent bipolar disorder treatment guidelines
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Organization

Publication date

Audience Methodology

Korean Medication Algorithm Project 2010"
for Bipolar Disorder (KMAP-BP)

British Association for 2009*
Psychopharmacology (BAP)

Canadian Network for Mood and 2009*”
Anxiety Treatments (CANMAT)

National Institute for Health and 2006

Clinical Excellence (NICE)
World Federation of Societies of Biological
Psychiatry (WFSBP)

2010 (acute depression)

2009 (acute mania, mixed,
rapid cycling)®”
2004 (maintenance)

Psychiatrists Expert consensus

Psychiatrists Evidence-based
Primary care physicians
Psychiatrists Evidence-based
Psychiatrists Evidence-based
Primary care physicians
Psychiatrists Evidence-based

Primary care physicians
28)

32)

7§toltt. BAP 2009+ A Uro] 4 A3& &2
part 17} 19 IHEH SAE 4 58 2IER
& =0 St} BAP= =g AhR o] A2l EAof whet
A} 9] ¥ (evidence category)® HHa =], ol 7
7Rt S0 WEQl TolA SA7F 718 mlekat V74| 4
A I~V) 2 EFsho] 2 & X[ of vhegsel om, zF 9l
A PaL9] 73 % (strength of recommendation) GA] 7F4 7€

eF AL Rl AN TR W2 % DA 49 Al (A~

D)2 AlZ2} s}

IE71=2] gl (consensus) ©]F FH 3t 7 =ulS Fo}
of HFAHo2 NHE et o2 A= A=
ol A4 At E 2= DAt 7|2 JFES xgate
3 9 B ato|A ARE Alystes 2 Solgh Holgt
= Qlt

Canadian Network for Mood and Anxiety Treatments
Guidelines for the Management of Patients
with Bipolar Disorder

ZAutcholl Al g et £ nEY A4 SAES S
HFol= A 02 1997H Lo 5‘1% &2 CANMATo] 7l
= Qlk. tA] 2005 =0l 5 2 om0
& oAl A& FA (evidence) & 44 ©2 20079 =0 AN
A ? 2|3 7P 22e] )l CANMAT 2009”7} In-
ternational Society for Bipolar Disorders@}2] 3% A=
2009 =of| R E AT CANMATE =+9] 9] x| & 2| 7k
ol i o] 7 Al&shA A e = A7 AR olekal & 4= Q)
th. CANMAT= 579 2ol whet 1~47H4] 2813l
o, ‘1& 7P =3 SAE AArlske Eolth 4 A=
29l PaL9] 58 1AMLE 3xK(1st line~3rd line), 12]3 #
szom FRe0] 7 Q4

U

15}A] 2=(not recommended) 4>

Aygto] whet AAISEIL Tk CANMAT GA] 2 dAF Al
wtel duelEat gl A HA AR A, F iR 224
Al A WA 2854 MY 2e|a fAuER] L oFRES
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F2 A drste] AAlska Sl

53] 20079 7jA o A= o el mlsf X FE4
ghol W2 A& % F2ARE, 28ar 2o A7t He Als
7Y, B, B|TE A S5toll tisl Blad] AAsHA Od
S35k 9o, CANMAT 2009+ 2007 7§ Aol uiet
FaL 2o F7HE SAEol SAste] A=Y i S
F7rerglon, 53] o] oA =oJ5kA] Zeteld 113 &
/3 Zgololl tigh 7141 =9 FHlsHA 71estaL Q)
7o) EFolct.”
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National Institute for Health and Clinical Excellence
Clinical Guideline for Bipolar Disorder
ol A e g Aol tiet d¥Y A= XX 5 5t
U2 Y29 HA-2 NICE clinical guideline 38¢]t}, NICE=
Fole BALRS B ARS 2AZ ¥ APe 4
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=N Zeh al
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gk Ak 2 225 Hilshs 2] Aol £ A+
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Table 2. Treatment for acute euphoric/classic mania across practice guidelines

Guideline Ist-line treatment Next intervention Later intervention

KMAP-BP 1A: Li/Val or AAP Val+Li+AAP Li+Val+other AAP
2010 1B: Li/Val+AAP

BAP Mild: AP or Val or Li (or CBZ) (Li or Val)+AP ECT or CLZ
2009* Severe: APs or Val (if required IM: AP or BZ)

CANMAT  Li, Val, OLZ, RIS, QTP, QTPXR, ARP, ZIP,  CBZ, ECT, Li+VAL, ASP, HP, CPZ, Li or Val+HP,
2009°" Li or Val+RIS, Li or Val+QTP, Li or Li or Val+ASP, PAL Li+CBZ, CLZ, OXC,

Val+OLZ, Li or Val+ARP Tamoxifen

NICE AP, Li, Val; (Li or Val)+APs in severe mania
2006

WEFSBP Monotherapy with CE 1 and RG A such as Optimize dosage; Switch to another Add-on with 1st-line agent;
2009 Val, ARP, ZIP and RIS Ist-line agents; in severe mania, combination with two

consider combination

1st-line choice

KMAP-BP 2010: Korean Medication Algorithms for Bipolar Disorder 2010, BAP 2009: The British Association for Psychopharmacol-
ogy guidelines for treatment fo bipolar disorder 2009, CANMAT 2009: Canadian Network for Mood and Anxiety group 2009, NICE
2006: National Institue for Health and Clinical Excellence. Treatment for Bipolar Disorder, WFSBP 2009: World Federation Society
of Biological Psychiatry Guidelines for Biological Treatment of Bipolar Disorder 2009: Treatment for acute mania, Li: lithium, Val:
various kinds of valproic acids, AAP: atypical antipsychotics, AP: antipsychotics, CBZ: carbamazepine, IM: intramuscular formulation,
BZ: benzodiazepine, ECT: electroconvulsive therapy, CLZ: clozapine, OLZ: olanzapine, RIS: risperidone, QTP: quetiapine, QTPXR:
quetiapine XR, ARP: aripiprazole, ZIP: ziprasidone, ASP: asenapine, PAL; paliperidone, HP: haloperidol, CPZ: chlorpromazine,
OXC: oxcarbazepine, CE; categories of evidence, RG: recommendation of grade

Table 3. Treatment for mixed/psychotic mania across practice guidelines

Guideline 1st-Line treatment

Next intervention

Later intervention

KMAP-BP 2010"  Mixed mania: Val (Li)+AAP

Psychotic mania: Val/Li+AAP

BAP 2009”” Same for eurphoric mania;

AAP in psychotic mania
CANMAT 2009"  Not mentioned
NICE 2006™ Same for euphoric mania; Avoid AD
WESBP 2009 Val, AAPs (OLZ, ZIP, ARP)

Li+Val+AAP

Same for euphoric mania

Same for euphoric mania
RIS, CBZ

Li+Val+other AAP; Li+Val+2 AAP;
Li+Val+2 AAP (CLZ)

Same for euphoric mania

Same for euphoric mania

KMAP-BP 2010: Korean Medication Algorithms for Bipolar Disorder 2010, BAP 2009: The British Association for Psychopharmacol-
ogy guidelines for treatment fo bipolar disorder 2009, CANMAT 2009: Canadian Network for Mood and Anxiety group 2009, NICE
2006: National Institue for Health and Clinical Excellence. Treatment for Bipolar Disorder, WFSBP 2009: World Federation Society of
Biological Psychiatry Guidelines for Biological Treatment of Bipolar Disorder 2009: Treatment for acute mania, Val: various kinds
of valproic acids, Li: lithium, AAP: atypical antipsychotics, CLZ: clozapine, AD: antidepressant, OLZ: olanzapine, ZIP: ziprasidone,

ARP: aripiprazole, RIS: risperidone, CBZ: carbamazepine

A AR RS AstA] Gokou v Y AR
a1, CANMAT 2009¢]| 4+ olanzapine, risperi-
done, quetiapine, aripiprazole ¥ ziprasidoneS @ils}92
o, o] Fo] H]3] quetiapine XR& A& F=7}513ct*” Eo|5}
Al WFSBP 2009”9 A= ®| 4% g A== aripipra-
zole, ziprasidone 12| risperidone W2 14} AeloFE2 A
13} =d, olanzapine®} quetiapine> SHAA]l =
(recommendation grade)°] “B"H W {2 1&gt 7

H
= Azret,

= 1
RIS Sy
S

27] A& FA-Z WA o
2 F29] 7] | 2o B3

= A BE AR AYS OE & = ST A
YAk QIek(Table 2 and 3). KMAP-BP 2010"79] 9=
valproic acid+lithium+H]| 8 & FAAY =] 35 HIA =
£ daskar Q8= 53] AMESHAL Q= 712 dA ol o

71E2AAE F7tsks Aol A=l 7R AA 9}
H A S A orE A Rl A 2anrt s &
oF=o] WA T3k HHH) 952 A7 S =
o zlol EOIZ] OPOPour CANMAT 2009”0 A= Z7]
A gof £ 785 12} ool 23HE| A
e carbamazepme# /\]-—QO}EE B3k Qlo] E A7 A
AR = carbamazepine®] I3t A =7t ¢ =22 4 4
Atk EgE ol A= oF4] 8171 A] ¢k asenapine®] AHE-

ol [
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20099] EAo|c}®

A E 2350 7% KMAP-BP 2010904+ 7] 2284
o} )43 FHAgFEo] HHA R AT} G A ThE
7| BZARE 2718 4% 93 v A FAAHFES x|
S B2 271K10) )4 FHAYORES AT S 9
T2 Justgch? sAuk o2 A7 A oAs HAEA
z%0) AR B8] o} BHE obA) gkol A3 vjng ¥

2~ 25-27)
% 9laleh

A& A& AgE Hole 23| tieh 217 Ak 7
A& A Zupe} Ao|akoint. shAINE ti o] 2| Z] oA YRt
2 0 & BECT$} clozapine AH8-S #6193 KMAP-BP

o] CANMAT

=

—~

2010”2 CANMAT 200079 A= 3 FAAIHFEE A
AreFo & T A E] o] QT
SR LW¥ I F7] oY Q¥ (Continuation therapy and
long-term prophylaxis)(Table 4)
KMAP-BP 2010”9 A= %] ilfl'oﬂ et = o= A
5?“ o FEA RO FoAS XS ol whek &
7] A¥st 3 fAI A =l gk ;é_!T'D: == MeA TEsleH
5] oF= “Eﬂoﬂ el 8= T, =48 Aol 1

ok

) [e]

g Aol 19S Faste] A2 Aee Anst ge, =
w@ AN Aozt | RaAAt H1 Y 34
RoRE WRHIR T T BAAA GRS 13 AR Ao

Table 4. Continuation and maintenance treatment across practice guidelines

Guideline Ist-Line treatment Next intervention Additional comments
KMAP-BP BP-I after mania: MS+AAP BP-I after mania: AAP aolne, BP-I after mania: 2MS, S+AAP+LTG,
2010*" (QTP, ARP, OLZ, RIS), MS alone MS/AAP+LTG, LTG alone
BP-I in breakthrough mania: BP-I in breakthrogh mania: BP-I in breakthrough mania:
MS+AAP, Add AAP Li/Val+other MS, change MS optimize/change MS
BP-II, recently hypomanic: MS, BP-II, recently hypomanic: BP-II, recently hypomanic:
MS+AAP (QTP, ARP, OLZ, RIS) AAP, MS/AAP+LTG AAP+LTG, MS+AAP+LTG, LTG
BP-II, recently depressed: BP-II, recently depressed: BP-II, recently depressed:
MS/AAP+LTG, MS+AAP, LTG MS, AAP MS+AD, AD
BAP 2009  If mania predominates; Li, ARP, If mania predomanates; CBZ Combination therapy; CLZ
QTP, Val, OLZ. If depression predominates; Li
If depression predominates;
QTP, LTG
CANMAT Li, LTG (limited efficacy in CBZ, Li+Val, Li+CBZ, Adjunctive phenytoin, adjunctive
2009°” preventing mania), Val, OLZ, QTP, Li or Val+OLZ, Li+RIS, CLZ,
Li or Val+QTP, RIS LAI, adjunctive Li+LTG, OLZ+FX adjunctive ECT,
RIS LAI, ARP (mainly for adjunctive TP,
preventing mania), adjunctive ZIP adjunctive omega-3-fatty acid, adjunc-
tive OXC or adjunctive gabapentin
NICE 2006™  After manic episode; Switching/Adding alternative LTG (in BP-II), CBZ
Li, OLZ, Val Ist-line agent, Li+Val, Li+OLZ,
After depressive episode; stop AD Val+OLZ
Chronic, recurrent depression;
SSRI+MS, QTP, LTG,
WESBP After a manic episode: Li or
2004 antipsychotics.

After a depressive episode: AD
(SSRD+MS (Li, LTG, Val or CBZ)

KMAP-BP 2010: Korean Medication Algorithms for Bipolar Disorder 2010, BAP 2009: The British Association for Psychopharmacol-
ogy guidelines for treatment fo bipolar disorder 2009, CANMAT 2009: Canadian Network for Mood and Anxiety group 2009, NICE
2006: National Institue for Health and Clinical Excellence. Treatment for Bipolar Disorder, WFSBP 2004: World Federation Society of
Biological Psychiatry Guidelines for Biological Treatment of Bipolar Disorders: Maintenance treatment, BP-I: bipolar I disorder, MS:
mood stabilizer, AAP: atypical antipsychotics, QTP: quetiapine, ARP: aripiprazole, OLZ: olanzapine, RIS: risperidone, BP-II: bipolar
II disorder, LTG: lamotrigine, Li: lithium, Val: various kinds of valproic acids, AD: antidepressant, CBZ: carbamazepine, CLZ: clozap-
ine, RIS LALI risperidone long-acting injection, ZIP: ziprasidone, FX: fluoxetine, ECT: electroconvulsive therapy, TP: topiramate,

OXC: oxcarbazepine, SSRI: selective serotonin reuptake inhibitor
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Table 5. Treatment of bipolar depression across practice guidelines

Guideline Ist-Line treatment Next intervention
KMAP-BP Mild to moderate: MS/LTG Mild: Add LTG/AAP
2010" Severe: MS+(AAP and/or AD) Moderate to severe: Add LTG/AAP, change AD/AAP
Psychotic: AAP+(MS and/or AD) Psychotic: Add MS/change AAP (except CLZ), change AD
ECT/CLZ in refractory depression
BAP 2009%” Mild and or previous mood instability: QTP or LTG Add anti-manic agent if BP-I
Moderate: QTP or LTG, SSRI or other AD (not TCA)
Consider ECT in severe depression
CANMAT Li, LTG, QTP, QTPXR, Li or Val+SSRI, QTP+SSRI, Val, Li or Val+LTG, adjunctive MDF
2009*” OLZ+SSRI, Li+Val, Li or Val+BUP
NICE 2006™  Without AM; add AM switching to MIR or VEN, adding QTP or
With AM; optimization, adjunctive ADs, OLZ or Li, ECT
adjunctive QTP, adjujctive LTG
If psychosis; Adjunctive AAPs (OLZ, QTP, RIS), ECT
WEFSBP QTP, Adjuctive QTP, OFC, OLZ, Optimization of 1st-line treatment, QTP add CBZ, Li,
2010%? LTG, LTG+Li, Val MDF+Li/Val/ADs, ECT

KMAP-BP 2010: Korean Medication Algorithms for Bipolar Disorder 2010, BAP 2009: The British Association for Psychopharmacol-
ogy guidelines for treatment fo bipolar disorder 2009, CANMAT 2009: Canadian Network for Mood and Anxiety group 2009, NICE
2006: National Institue for Health and Clinical Excellence. Treatment for Bipolar Disorder, WFSBP 2010: World Federation Society of
Biological Psychiatry Guidelines for Biological Treatment of Bipolar Disorders: update 2010 on the treatment of acute bipolar depres-
sion, MS: mood stabilizer, LTG: lamotrigine, AAP: atypical antipsychotics, AD: antidepressant, CLZ: clozapine, ECT: electroconvul-
sive therapy, QTP: quetiapine, SSRI: selective serotonin reuptake inhibitor, TCA; tricyclic antidepressant, BP-I: bipolar I disorder, Li:
lithium, QTPXR: quetiapine XR, Val: various kinds of valproic acids, OLZ: olanzapine, BUP; bupropion, MDF: modafinil, AM: anti-
manic agents, RIS: risperidone, MIR: mirtazapine, VEN: venlafaxine, OFC: olanzapine-fluoxetine combination, CBZ: carbamazepine

tineo] 12}2 AeiE] it
2 =wollA vwE A&7 A3 7 7 22 ¥ NICE
2067 A GEFEES Mg 2 Aol S
OFEO AMEE, A FERTUES AHES Aole &%
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motrigine®] 7+ 122 0 &2 Ustar Qo EgF A A Z]
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H A S A =S F71sA, ECTY AR dalstal
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:‘]_OIH:—] 1 r;]-/\]g] o}y7 ﬁE ol ;‘qg x]x]E.J_]. Tr}\].a—]- q.]_Q.o]
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L-0] = quetiapine, lamotrigine YH=EA| 25 ?QXPE}Q‘;QU%, 7
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SSRI®| B2 =g, T12]al A%t 959 4ol ECTE
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Table 6. Treatment of rapid cycling across practice guidelines
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=g 4 Qe ARSI o= AR AYES giRE
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34 ¢&¥(Rapid cycling)(Table 6)
KMAP-BP 201001 X = 54 <2k x| go) 7]Ex2dA| <}

H g E %*Xé*“ﬁ%"%—J WA &7F 14 A7 Hefollom,
wxAAe) F7h8 neld 4 Uech? B
& &% %%%94 7d-7-oll= lamotrigine =5 ARg-0] HA A
o2 meg 4 qlolth B 4 £ BEA R ok
A valproic acid, lithium, olanzapine, quetiapine<r %]_Tl’é‘}oﬂlﬂr
e AT Asds 230 G 34 204 3
o= clozapine® |4 ECTE &5l =S Halstal )
T, O] AR Sl A= é——’&‘_ of i3] KMAP-
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Guideline 1st-Line treatment Next intervention Additional comments

KMAP-BP 2010 MS+AAP 2 MS+AAP; Change AAP to CLZ or add other AAP
Change AAP or MS or MS (including CBZ) or add thyroid

hormone

BAP 2009* No recommendation

CANMAT 2009*” Not mentioned

NICE 2006 Li+Val Li, avoid AD, Li/Val+LTG (in BP-I)  Check thyroid function

WFSBP 2009*" Not mentioned

KMAP-BP 2010: Korean Medication Algorithms for Bipolar Disorder 2010, BAP 2009: The British Association for Psychopharmacol-
ogy guidelines for treatment fo bipolar disorder 2009, CANMAT 2009: Canadian Network for Mood and Anxiety group 2009, NICE
2006: National Institue for Health and Clinical Excellence. Treatment for Bipolar Disorder, WFSBP 2009: World Federation Society of
Biological Psychiatry Guidelines for Biological Treatment of Bipolar Disorder 2009: Treatment for acute mania, MS: mood stabilizer,
AAP: atypical antipsychotics, CLZ: clozapine, CBZ: carbamazepine, Li: lithium, Val: various kinds of valproic acids, AD: antidepres-

sant, LTG: lamotrigine, BP-II: bipolar II disorder
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