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ABSTRACT

Objective: Bipolar disorder displays a spectrum of manifestations, including manic, hypomanic, depressive, mixed, psychotic, and
atypical episodes, contributing to its chronic nature and association with heightened suicide risk. Creating effective
pharmacotherapy guidelines is crucial for managing bipolar disorder and reducing its prevalence. Treatment algorithms grounded in
science have improved symptom management, but variations in recommended medications arise from research differences,
healthcare policies, and cultural nuances globally. Methods: This study compares Korea’s bipolar disorder treatment algorithm with
guidelines from the UK, Australia, and an international association. The aim is to uncover disparities in key recommended
medications and their underlying factors. Differences in CYP450 genotypes affecting drug metabolism contribute to distinct
recommended medications. Variances also stem from diverse guideline development approaches—expert consensus versus meta-
analysis results—forming the primary differences between Korea and other countries. Results: Discrepancies remain in
international guidelines relying on meta-analyses due to timing and utilized studies. Drug approval speeds further impact medication
selection. However, limited high-quality research results are the main cause of guideline variations, hampering consistent treatment
conclusions. Conclusion: Korea’s unique Delphi-based treatment algorithm stands out. To improve evidence-based recommendations,
large-scale studies assessing bipolar disorder treatments for the Korean population are necessary. This foundation will ensure future
recommendations are rooted in scientific evidence.
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Organization Publication date Audience Methodology
Korean Medication Algorithm Project for Bipolar Disorder (KMAP- 2022 Psychiatrists Expert consensus
BP)
British Association for Psychopharmacology Guidelines for 2016 Psychiatrists Evidence-based
Treatment of Bipolar Disorder (BAP) Primary care physician
Canadian Network for Mood and Anxiety Treatments Clinical 2018 Psychiatrists Evidence-based
Guidelines for the Management of Patients with Bipolar Disorder 2021(mixed)
(CANMAT)
The International College of Neuropsychopharmacology Treatment 2017 Primary and secondary Evidence-based
Guideline for Bipolar disorder (CINP-BD) care physicians
National Institute for Health and Clinical Excellence Clinical 2014 Psychiatrists Evidence-based
Guideline for Bipolar Disorder (NICE)
The Royal Australian and New Zealand College of Psychiatrists 2020 Psychiatrists Evidence-based

Clinical Practice Guidelines for Mood Disorders(RANZCP)




Table 2, Treatment for acute mania across practice guidelines
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Guidelines First-line treatment

Next-step intervention

Later intervention

KMAP-BP 2022 < Euphoric: ARL Li, OLA, QUE, Val, ¢ Euphoric: adding or replace MS or
AAP, MS+AAP, 2MSs

* Psychotic: adding or replace MS or
AAP, MS+AAP, 2AAPs, 2MSs+AAP 2AAPs, CLZ, ECT

» Hypomania: adding or replace MS or « Hypomania: 2MSs, 2AAPs, 2MSs+
AAP (OLA, RIS), MS+AAP

MS+AAP (ARI/OLA/QUE/RIS)

Psychotic: ARL, OLA, QUE, RIS,

MS+AAP (OLA/QUE/ARI/RIS)

* Hypomania: ARI, Li, QUE, Val,
MS+AAP (ARI/QUE)

 Euphoric: 2MSs+AAP, MS+2AAPs,
2MSst+2AAPs, CLZ, ECT
* Psychotic: MS+2AAPs, 2MSs+

AAP, MS+2AAPs, TAP

BAP 2016 » Without AM: HAL, OLA, RIS, QUE, « Without AM: alternative AM (ARI,
Val other AP, CBZ, LIT)

» With AM: optimization, Add HAL,
OLA, RIS, QUE, another MS

* With AM: MS+AAP

CANMAT 2018  Li, QUE, Val, ASP, ARI, PAL, RIS, = OLA, CBZ, OLA+Li (or Val), Li+Val, CBZ+Li (or Val), CPZ, CNZP, CLZ,
CAR ZIP, HAL, ECT HAL+Li (or Val), rTMS, tamoxifen,
Combination with MS: QUE, ARI, RIS, tamoxifen+Li (or Val)
ASP
CINP-BD-2017  ARI, ASP, CAR, PAL, QUE, RIS, Val, OLA, Li, CBZ, HAL, Li (or Val)+ARI ECT, OXC
Switch to other first-step monotherapy (or HAL or OLA or QUE or RIS),
Li+allopurinol, Val+TAP,
MS+medroxyprogesterone,
Val+celcoxib Alternative AP or adding
Li or Val
NICE 2014 » Without AM: HAL, OLA, QUE, RIS Alternative AP or adding Li or Val ECT
» With AM: optimization, adding HAL,
OLA, QUE, RIS
RANZCP 2020  ARI, ASP, RIS, QUE, CAR, Li, Val, CBZ, ZIP, HAL, OLA ECT
MS+AAP

AP, antipsychotic; AAP, atypical antipsychotic; ASP, asenapine; AM, anti-manic agents; ARI, aripiprazole; BAP 2016, The British Association
for Psychopharmacology Guidelines for Treatment for Bipolar Disorder 2016; CANMAT 2018, Canadian Network for Mood and Anxiety
Treatments 2018; CAR, cariprazine; CBZ, carbamazepine; CINP-BD 2017, The International College of Neuropsychopharmacology Treatment
Guidelines for Bipolar Disorder 2017; CLZ, clozapine; CNZP, clonazepam; CPZ, chlorpromazine; ECT, electroconvulsive therapy; HAL,
haloperidol; KMAP-BP 2022, Korean Medication Algorithms for Bipolar Disorder 2022; Li, lithium; MS, mood stabilizer; NICE 2014, National
Institute for Health and Clinical Excellence Treatment for Bipolar Disorder 2014; OLA, olanzapine; OXC, oxcarbazepine. PAL, paliperidone;
QUE, quetiapine; RANZCP 2020, The 2020 Royal Australian and New Zealand College of psychiatrists clinical practice guidelines for mood
disorders; RIS, risperidone; rTMS, repetitive transcranial magnetic stimulation; Val, various kinds of valproic acid; TAP, typical antipsychotics;

ZIP, ziprasidone.
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Table 3, Treatment of bipolar depression across practice guidelines

Guidelines First-line treatment Next-step intervention Later intervention
KMAP-BP 2022  « Mild to moderate: Li, Val, LMT, ARI, « Mild to moderate: adding or change Add (or change to) CLZ, Add
QUE, OLA, MS+AAP (ARI/QUE/  AAP/LMT/MS, MS+LMT, 2AAPs  buspirone or stimulant or thyroid
OLA) LMT+AAP (ARI/QUE/OLA) ¢ Non-psychotic severe: Change MS or hormone, ECT, rTMS
» Non-psychotic severe: MS+AAP AAP, MS+HLMT+AAP, MS+2AAPs,
(ARI/QUE/OLA), AAP+LMT, 2MSs+AAP, LMT+2AAPs,
MS+LMT MS+AD, AAP+AD
 Psychotic: MS+AAP (ARI/QUE/ < Psychotic: Change MS or AAP,
OLA/RIS) LMT+AAP MS+LMT, MS+LMT+AAP,
MS+2AAPs, 2MSs+AAP,
LMT+2AAPs, AAP+AD, MS+AD
BAP 2016 * Without AM: QUE, OLA, LMT, AD combination, ECT
LUR, LMT combination
* With AM: optimization, QUE, OLA,
LUR, LMT Consider ECT in severe
depression
CANMAT 2018  QUE, LUR+Li (or Val), LMT, LMT  Val, SSRI/bupropion (adj), ECT, CAR, « CBZ

(adj) OFC

* Adj: OLA, SNRI/MAOI, modafinil,
eicosapentaenoic acid, rTMS,
ketamine, light therapy/sleep
deprivation, Levothyroxine, N-
acetylcysteine, pramipexle, ARI,

armodafinil, ASP

CINP-BD-2017 QUE, LUR, OFC Val, Li, MS+(or modafinil or
pramipexole),

Li+pioglitazone, Add escitalopram or

ARI, imipramine, phenezine, Li+OXC
(or L-sulpiride)

FX
NICE 2014 » Without AM: OFC, QUE, OLA, Adding LMT
LMT
» With AM: optimization, OFC (adj),
QUE (adj), OLA (adj), LMT (adj)
RANZCP 2020  Li, LMT, Val, QUE, LUR, CAR MS+AAP, 2MSs, MS+AD, AAP+AD, CBZ, OLA, ASP (adj), Armodafinil

2MSs+AAP, 2MSs+AD,
MS+AAP+AD, 2MSs+AAPs+AD,
ECT

(adj), Levothyroxine (adj)

AAP, atypical antipsychotic; AD, antidepressant; AM, antimanic agents; ARI, aripiprazole; ASP, asenapine; BAP 2016, The British Association
for Psychopharmacology Guidelines for Treatment for Bipolar Disorder 2016; CANMAT 2018, Canadian Network for Mood and Anxiety
Treatments 2018; CAR, cariprazine; CBZ, carbamazepine; CINP-BD 2017, The International College of Neuropsychopharmacology Treatment
Guidelines for Bipolar Disorder 2017; CLZ, clozapine; ECT, electroconvulsive therapy; FX, fluoxetine; KMAP-BP 2022, Korean Medication
Algorithms for Bipolar Disorder 2022; Li, lithium; LMT, lamotrigine; LUR, lurasidone; MAOI, monoamine oxidase inhibitor; MS, mood
stabilizer; NICE 2014, National Institute for Health and Clinical Excellence Treatment for Bipolar Disorder 2014; OFC, olanzapine-fluoxetine
complex; OLA, olanzapine; OXC, oxcarbazepine; QUE, quetiapine; RANZCP 2020, The 2020 Royal Australian and New Zealand College of
psychiatrists clinical practice guidelines for mood disorders; Val, various kinds of valproic acid; RIS, risperidone; rTMS, repetitive transcranial
magnetic stimulation; adj, adjunctive; SNRI, serotonin norepinephrine reuptake inhibitor; SSRI, selective serotonin reuptake inhibitor.
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Table 4, Treatment for mixed features across practice guidelines

Guidelines First-line treatment Next-step intervention Later intervention

KMAP-BP 2022  + Mixed mania: MS+AAP, Val, Li, * Mixed mania: 2MSs, AAP+LMT, e« Mixed mania: adding AD

ARI, OLA, QUE, RIS LMT, MS+LMT, TAP, CBZ, ZIP * Mixed depression: Switching AD

» Mixed depression: MS+AAP, 2MSs+AAP, MS+2AAPs, * Mixed features without
LMT+AAP, LMT+MS, Li, Val, MS+LMT+AAP, 2AAPs predominance: MS+AD, AAP+AD
LMT, ARI, OLA, QUE * Mixed depression: 2MSs,

* Mixed features without 2MSs+AAP, MS+2AAPs,
predominance: MS+AAP, Li, Val, MS+LMT+AAP, 2AAPs, MS+AD,
LMT, AR, OLA, QUE AAP+AD, TAP

* Mixed features without
predominance: MS+LMT, 2MSs,
AAP+LMT, LMT, TAP

BAP 2016 Same as for mania Same as for mania Same as for mania
CANMAT 2021 ¢ Mixed mania: None determined * Mixed mania: ASP, CAR, Val, ARI ¢ Mixed mania: ZIP, OLA, OLA+MS,
» Mixed depression: None determined ¢ Mixed depression: CAR, LUR QUE, CBZ, ECT
» Mixed features without * Mixed features without * Mixed depression: OLA, OFC, QUE,
predominance: ASP, ARI predominance: OLA+MS, CBZ, Val, LMT, ZIP, ECT
OLA, Val * Mixed features without
predominance: ZIP, Val+CBZ, CAR,
Li+Val, ECT
CINP-BD-2017  OLA+Val (or Li) OLA, ARI, CBZ Val OFC, ZIP
NICE 2014 Same as for mania Same as for mania Same as for mania
RANZCP 2020 Li, Val, QUE * Mixed mania: adding ARI or ASP  » Mixed mania: MS+OLA
» Mixed depression: adding LUR » Mixed depression: OLA, OFC
« Mixed features without « Mixed features without
predominance: CAR, ZIP predominance: CBZ, ECT

AAP, atypical antipsychotics; AD, antidepressant; ARI, aripiprazole; ASP, asenapine; BAP 2016, The British Association for
Psychopharmacology Guidelines for Treatment for Bipolar Disorder 2016; CANMAT 2021, Canadian Network for Mood and Anxiety
Treatments recommendations for the management of patients with bipolar disorder with mixed presentations; CAR, cariprazine; CBZ,
carbamazepine; CINP-BD 2017, The International College of Neuropsychopharmacology Treatment Guidelines for Bipolar Disorder; ECT,
electroconvulsive therapy; KMAP-BP 2022, Korean Medication Algorithms for Bipolar Disorder 2022; Li, lithium; LMT, lamotrigine; LUR,
lurasidone; MS, mood stabilizer; NICE 2014, National Institute for Health and Clinical Excellence Treatment for Bipolar Disorder; OFC,
olanzapine fluoxetine complex; OLA, olanzapine; QUE, quetiapine; RANZCP 2020, The 2020 Royal Australian and New Zealand College of
psychiatrists clinical practice guidelines for mood disorders; RIS, risperidone; TAP, typical antipsychotics; Val, various kinds of valproic acids;
ZIP, ziprasidone.

3) &A1 FF A FoxMe 7 2dAe} viRE FARAE Y B
TS FolMe S8 25, TV 5, 28 ¢ AE, HIRE AU o dEX R, 7IEEREA 954
A Z3o] gle EAA Y] Al ASE Uiro] AETAl B7) 12} Aot A5EE KLJ_—. 2 lithium, valproate,
HA o] X gokEol| T3l AE3I O, Table 49} 2Tt EA]  aripiprazole, olanzapine, quetiapine®] 1T} (Table 4).9
X 2zl A3 JReaaAe WEY PaekEe) W

571 94 Asda, viRE s dEA s, 7R 4) wETSY

A dEAEs 12 Atk sk AEokES FETEY 2SS VIEREAL RIRE 3Rl
Valproate lithium, aripiprazole, olanzapine, quetiapine, H¢FE-o] HSIX|T, 718X A)| =28, v E 3kPalHek
r1sper1done°]°iﬂ- A FoME TREREALL By E OEAET) 13F dgeln) o]} A g 8%
3 galolE Mg, v1gd A RES lamotrigine  SAPIME 71E2AA|9} HIAY iR WA,
9 Bﬂb;}zle HIAE PFLkE deXs, 7182 EAet IR E ANk UEXE, 7REREA g8 £ H]
lamotrigine®] W35, 71E2HA &= X587} 12} HAgko]  AY FHAHFET} lamotrigine?] WA R, 7|24 A|9}
A} MEsl= XJeFE-2 lithium, valproate, lamotrigine, lamotrigine®] H3FX| 57} 13} Meko 2 M= Qo) F4<08

aripiprazole, olanzapine, quetiapine®|QAt). Al S2d0] gl ¥ ZFEA] o]F XFFH Yoz WA 7EZEAY
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Table 5. Treatment of rapid cycling across practice guideline

Guidelines First-line treatment Next-step intervention Later intervention
KMAP-BP 2022 Currently manic: MS+AAP, Val, Li, ¢ Currently manic: 2MSs. MS+LMT, < Currently manic: MS+AD
QUE, ARI, OLA, RIS AAP+LMT, MS+TAP, ECT * Currently depressed: AD
* Currently depressed: MS+AAP, * Currently depressed: LMT, 2MSs,
QUE, ARL Li, Val, OLA, MS+AAP+AD, MS+AD, MS+TAP,
AAP+LMT, MS+LMT ECT
BAP 2016 No recommendation
CANMAT 2018  No recommendation
CINP-BD-2017  ARI, QUE, Val OLA, Li MS+QUE (or RIS)
NICE 2014 Same as with other types of bipolar
disorder
RANZCP 2020  No recommendation

AAP, atypical antipsychotics; AD, antidepressant; ARI, aripiprazole; BAP 2016, The British Association for Psychopharmacology Guidelines for
Treatment for Bipolar Disorder 2016; CANMAT 2018, Canadian Network for Mood and Anxiety Treatments 2018; CINP-BD 2017, The
International College of Neuropsychopharmacology Treatment Guidelines for Bipolar Disorder 2017; ECT, electroconvulsive therapy; KMAP-
BP 2022, Korean Medication Algorithms for Bipolar Disorder 2022; Li, lithium; LMT, lamotrigine; MS, mood stabilizer; NICE 2014, National
Institute for Health and Clinical Excellence Treatment for Bipolar Disorder; OLA, olanzapine; QUE, quetiapine; RANZCP 2020, The 2020 Royal

Australian and New Zealand College of psychiatrists clinical practice guidelines for mood disorders; RIS,

antipsychotics; Val, various kinds of valproic acids.

W5, 71e 2 A 9 lamotrigine®] W, v A =
7} lamotrigine®] W3}, 72 A |9 R IR
Sto] AElE T 3458 e84 olF A8 Y
S 2+ lamotrigine @5AME0] H94H X8H 2714 718
ZA4) W3}, REzAR el WAY sk 81924
o W, 7exdAt A B, 7exdAet 4%
FPAE e WS IXP Ao}, 7IExdAE B3]
259 34 283 22 S0 A Hhgo] BEEa 7

=5 v TL
5 AN NP FE 212 ASH A5

o 7 Meslda, 7[RRI F71 9A] 12} Al
ot} O 7EZEA|Ze] WA, lamotrigine 7}, F3 g4l

Heks F7), A7]7HEXE  (electroconvulsive  treatment;
ECT)= o] X84 NYog HAd=glon 7414 W8S
Table 5 '3} 2},

5) HAAE
7h T4 5] ek
238 F FANEE Table 6 AAAGOD, Sl

A Sd=A7, BEY

3 =4
Aok M- G o

PR E d=XE 28a 7
oFzo] BPXEI} 12 Mgl 7]
B2AA 52 AN F=F lamotrigine®] WA
B, T 7K 7IREEREA] WA s, 7EdAe v
418 k= 3} lamotrigine ‘EEQXLJ., lamotrigine 53| &,
71Ez4A < H]ﬂaaﬂ’d% o=} A MEAIE, Hl
AP okE 52 V1EEAS} d9-2A4 HIXEE

o1F AR AARIOIRlE). 23415 F G A HEehe

risperidone; TAP, typical

PPagrERE 9SXaY i ¥ENad

aripiprazole, quetiapine, olanzapine®] 12} ¢FE-0| ]t} )

) -24te F AR s deF

ok} T fAARARo R Juadde WAY o
¢FE -2 lamotrigine X F, lamotrigine T5X| 37,
g okE TEXF, 7|1EFEA dE=EXE, B3
A OFE-3} lamotrigine X B, T 7HA] 718 227 9]
$EX 27} 14 oIk 92 4B F AR A 98
A&} Aol t3lA1= bupropion®] 12} ¢FE-0] 131, escitalopram
3} sertralineo] 7 th3-2] A5 =S BT} (Table 6).9

3

1%

5
FZ

)
. ol o
r>, 09‘4 oE

I

o
of

Lt. G=(British Association for Psychopharmacology Guidelines
for Treatment of Bipolar Disorder 2016; BAP 2016, National
Institute for Health and Clinical Excellence Clinical Guideline for
Bipolar Disorder 2014; NICE 2014)

1) 2543

7h 15

NICE 2014 & BAP 2016 7}o|=&}2l&
ZZIAE Y3 121 HIAE P4 EE  haloperidol,
olanzapine, risperidone, quetiapineS- HS}T}. o|u] F7|F o
2 oS B8l e A A T s HRslslar
WARZIE Aol A dAlel™, olelgk AollA haloperidol,

olanzapine, risperidone, quetiapineS 5718 4= glth.!?)

elole opE Bg2o] gl



Table 6. Maintenance treatment across practice guidelines

¥ ool SFEAE shol=elel vl / 161

Guidelines First-line treatment

Next-step intervention

Later intervention

KMAP-BP 2022  « Preventing mania: MS, MS+AAP,

AR, QUE, OLA

2MSs
BAP 2016 Li

* If mania predominates; Val, OLA,
QUE, RIS LAI CBZ, OXC

* Preventing mania: MS+LMT, 2MSs, * Preventing mania: MS+AAP+AD,
AAP+LMT, MS+AAP+LMT, LMT  AAP+AD, MS+AD

* Preventing depression: MS+(AAP or ¢ Preventing depression:
LMT), LMT, AAP, MS, AAP+LMT, MS+AAP+LMT

* Preventing depression:
MS+AAP+AD, MS+AD, AAP+AD

Combination therapy, AD, CLZ,
Maintenance ECT

* If depression predominates; LMT,

QUE
CANMAT 2021  Li, QUE, Val, LMT, ASP, QUE+Li (or OLA, RIS LAL RIS LAI (adj), CBZ, ARI+LMT, OFC, CLZ (adj),
Val), ARI+Li (or Val), ARI, ARIOM PAL, LUR+Li (or Val), ZIP+ Li (or Val)gabapentine (adj)
CINP-BD-2017  Li, ARIL, OLA, PAL, QUE, RIS, RIS  Add FX or Li, Li+tCBZ, QUE+Li (or Add RIS LAI or CBZ or LMT or N-
LAI Val), MS+OLA (or ARI) acetylcysteine
NICE 2014 Li Val, OLA, QUE
RANZCP 2020 * Preventing mania: ARI, Li, Val, * Preventing mania: PAL, RIS, OLA, OFC

QUE, ASP, Li+QUE, Val+QUE,

Li+ARI ZIP)

CBZ, 2MSs, MS+OLA (or RIS or

* Preventing depression: LMT, Li, Val, « Preventing depression: 2MSs,

QUE, ASP, Li+QUE, Val+QUE,
Li+ARI

MS+OLA, MS+LMT, LMT+ARI (or
OLA or QUE or FX or LUR)

AAP, atypical antipsychotics; AD, antidepressant; adj, adjunctive; ARI, aripiprazole; ARI OM, aripiprazole once-monthly; ASP, asenapine; BAP
2016, The British Association for Psychopharmacology Guidelines for Treatment for Bipolar Disorder 2016; CANMAT 2018, Canadian Network
for Mood and Anxiety Treatments 2018; CBZ, carbamazepine; CINP-BD 2017, The International College of Neuropsychopharmacology
Treatment Guidelines for Bipolar Disorder 2017; CLZ, clozapine; ECT, electroconvulsive therapy; FX, fluoxetine; KMAP-BP 2022, Korean
Medication Algorithms for Bipolar Disorder 2022; Li, lithium; LMT, lamotrigine; LUR, lurasidone; MS, mood stabilizer; NICE 2014, National
Institute for Health and Clinical Excellence Treatment for Bipolar Disorder; OFC, olanzapine-fluoxetine complex; OLA, olanzapine; OXC,
oxcarbazepine; PAL, paliperidone; QUE, quetiapine; RANZCP 2020, The 2020 Royal Australian and New Zealand College of psychiatrists
clinical practice guidelines for mood disorders; RIS, risperidone; RIS LAI, risperidone long-acting injectable; Val, various kinds of valproic acid,;

ZIP, ziprasidone.

1) 22

I g2 XFA|Z NICE 2014904 = WA LI eE=
2] A3k lithium %+ valproate®] 712 ¥ als)= ¥HH BAP
201601 4]+= aripiprazole, carbamazepine, lithium 2 7]3&#Z4

Ao} w4 Y PP ) B FoE Angck

2) 2 A4ts

7h 124

Quetiapine, olanzapine, lurasidoneg AFE3 ©% X J+=
BAP 20160114 *}-3- F 3L )31, olanzapine-fluoxetine complex
(OFC), quetiapine, olanzapine, lamotrigine> NICE 2014 7}
ol=gRlo|A = HILFHRIC}. lamotrigine 33} 7|EZH
A2} quetiapine (== OFC, lurasidone)2 BAP 2016914 -2
A= 913 13} A=ko] a1, B Z OFC, quetiapine, olanzapine
Y lamotrigine H 2R NICE 201404 A @) !?

1 224
BAP 20162 o]% X84 /doez 39-2A9F 7] A

A8s 350, NICE 2014 7}o] =291 o]
274 ez lamotrlgmeg 27515 A7) AA] 20
3 A ERe AASHA gl 1)

FHE RS

3
o

3) EAA
7P 194

BAP 20162 12} @F&Z haloperidol, olanzapine, risperidone,
lithium¥®} haloperidol,
olanzapine, risperidone, quetiapine, valproate, aripiprazole®]
Z3ke 12} Aot 1 9]9] 79 NICE 2014 7lol=gke]
ol|4}= haloperidol, olanzapine, quetiapine, risperidone®] T
=x87} 13} Aefor Andn gor], AnotE EFow
& lithium3}  haloperidol(8=
risperidone)®] MEFo37} gleh1d)

quetiapine, valproateE gl on,

olanzapine, quetiapine,

4) FrAA =
7h 157
BAP 2016 2 NICE 20147}o| =&}l M fAX2E 3]
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lithium®] GEFo]7} WA A= ck!d

) 2eHA|

BAP 20162 %5o] $Alghd  valproate, olanzapine,
quetiapine, risperidone long action injectionable (RIS LAI),
carbamazepine, oxcarbazepines A& 25| A5}
™ lamotrigine, quetiapine, lurasidoneg A& Fc}. T3k E3+
A&, §9-2A, clozapine, A A7|FHAE= FAIX 50|
A ysoll A w) ARS-E A1S ATk NICE 2014710 =
ZRle o]&F X183 7HQPCE valproate, olanzapine, quetiapine
S FHEH

Ct. FHLICH(Canadian Network for Mood and Anxiety Treatments
Clinical Guidelines for the Management of Patients with Bipolar
Disorder 2018, 2021; CANMAT 2018, 2021)

1) 2343}

7h 124

CANMAT 20182 ZZFA8E 98 12 Hgo=
quetiapine, asenapine, paliperidone, risperidone, cariprazine
@EX]F = quetiapine, risperidone, asenapine % 3PS
7Rz 9} A N gshs 2& Barskar Aok

) 29

CANMAT 20182] ©]%& x|8% 7jdolx= olanzapine,
carbamazapine, ziprasidrisone, haloperidol T=X8 &2
olanzapine®} 7|:Z28A)|, 279 72 HA| WHFA, 17173
X 57} F3E AT o] Zhol=aiRle BEgE o9 s
© 2 carbamazepine¥} 7|28, chlorpromazine, clonazepam,
clozapine, haloperidol®} 7|24 H3HEo], HIFEH HE
o2 WA Z5INA7 1445 (repetitive transcranial magnetic
stimulation; rTMS), tamoxifen, 7] A9} tamoxifen ¥ g+
T Z Ak

2) S-&4tst

7h 124

CANMAT 2018& ARE A 173} Ao
quetiapine, lamotrigine, F=+=lurasidone®] ©5-5F<], Z18] 31 7]
BEZAA9}  lurasidone $A AMESEAY HE XEE
lamotrigine®] AFE-S B} TE D)

O O =
T=0o

) 25
CANMAT 20182] t3- ©HA| A2k valproate, cariprazine,
olanzapine fluoxetine complex (OFC)9] @5x|g9} B A

B2 AZEY AES GAA(Selective serotonin reuptake
inhibitor; SSRI) B+ bupropion®] 1THTable 3).!%)

3) EAE FF

7 194

CANMAT 2021 7tel=2iRle &A1 253 EA =
SollA 12} oFEo] A E A Fdriar AFstaL vk A4 5
ol gle EA FdollA= Asenapine B aripiprazole]
12} FEE ARS-E 5 Qlek D

LN

H

h 2eHAl
CANMAT 20218 EAA ZZFS 93+ o]F X183 WY

H
= asenapine, cariprazine, valproate, aripiprazole=, & 243

250l thajAl= cariprazine, lurasidone2, 94| o] ¢l
EAd Fdoll disA= olanzapined} 71EZHA|] W3Rk
o=

o] &2 carbamazepine, olanzapine, valproate 35X 52
AP

4 1 fir o o

1) AR
7hH 194
CANMAT 20212 FAIXEE 3t 12} Ao Z lithium,
quetiapine, valproate, lamotrigine, asenapine, aripiprazole, ~L
23l 9 18] FSl=aripiprazole, 71%ZAA|¢} quetiapine,
w3t 71E2AA) laripiprazole © SFEXEE ARSI Q)

1—4_.13)

) 25|

CANMAT 20189] t}&- @A 2ol olanzapine, RIS LA,
carbamazepine, paliperidone, 2% RIS LAISS] ©5X]8 &
= 7|1%ZAA) 9} lurasidone((== ziprasidone)?] o] xg+
=%Jth. Aripiprazole®}t lamotrigine -&F<o], OFC, H%
clozapine @ X% gabapentine U5l §-4] X524 AR
S AL AuyPG

2f. &3 (The 2020 Royal Australian and New Zealand College
of Psychiatrists clinical practice guidelines for mood disorders;
RANZCP 2020)

1) 254kt

7hH 194

Aripiprazole, asenapine, cariprazine, quetiapine, risperidone,
valproate ©=-X| &, lithium @5 &, 7|22 A9} nig g
421 ko] A3 RANZCP 2020004 12} Aoz A
S}



) 24|
RANZCP  202004= carbamazepine,
haloperidol, olanzapine®] ©|% X532 7§Ye| H7|7#

287 U5] i o2 A ATK Table 2).

ziprasidone,

2) $-=Ats}

7h 194

Lithium, lamotrigine, valproate, quetiapine, lurasidone,
cariprazine® RANZCP 2020014 28 AE ek

h 224

RANZCP 20202 71 ol ¥t sloj=glelo g o]
T 234 AYS AQIYtHTable 3). o]% FAIES
carbamazepine™} olanzapine2] ™% 5 2} asenapine, armodafinil,
levothyroxineS A8t B2X| 87} A= ok !?)

3) A F

7h 124

RANZCP 2020 lithium, valproate, quetiapineS- 12} X| &
A2 Ak

) 294

RANZCP 2020 &A1 -5l theh o= & 7o
2 B X aripiprazole & asenapine, 2414 58S FI1gH R
lurasidone, -4 S40] Sl EAA S 913} cariprazine

2 ziprasidone< A|¢Hgch!®)

4) FAA &

7h 194

RANZCP 2020 7}o]=}R1e 413} owlh-e- 913 13} X852
lithium, valproate, quetiapine, asenapine, quetiapine™} 7]&3
A T+ lithiumd} aripriprazole®] W5 E duc}. 1
24} aripiprazole ZF43F & FAXEE 93k 12} A,

lamotriginee $-25418} 3 FA X 82 93 12 Agah?

) 22

RANZCP 20202 25 413
NS 2 paliperidone, risperidone, olanzapine, carbamazepine,
509 7182484, 7182249} olanzapine (B risperidone,
ziprasidone) W-8FAE, -5 4 gt 7 79 V&=
A, L 71224 A 9} olanzapine, 7|5-ZE A9} lamotrigine
3} aripiprazole (5= olanzapine, quetiapine, fluoxetine,
lurasidone) W-8515 FHIth OFCE 714 Wekdo] &
A & 7V Wil o]F Sl Y Alell W -85 A
o2 A=Ak

F HAAEE 918 o F AnA

F=7d ] FEA F TRl =2}l WAl /163

of. ZHMZA LSS (The International College of Neuro-
Psychopharmacology Treatment Guidelines for Bipolar Disorder in
Adults 2017; CINP-BD 2017)

1) 2543}

7h 194

CINP-BD 20179|4]+= aripiprazole, asenapine, cariprazine,
quetiapine, risperidone, valproate @5 X| 87} 2% 3x|= ¢
3l 12} A2Fo] AT}, paliperidoneS AHE-3F BH=X]H % CINP-
BD 20179114 12} ko 2 AnE ik

W) 2eHA

20179 CINP-BD 7pol=giRle] = WA 2Rl X&=
olanzapine, lithium, carbamazepine, haloperidol ©=X| 59}
718-Z-A|e}  aripiprazole (2= haloperidol, olanzapine,
quetiapine, risperidone)®] 23] AT} Lithium¥} allopurionol,
valproate®} FEEGLIH SFE(TAP), 71EZ24A|2} medroxy-
progesterone, valproate®} celcoxib’} ©]F& X574 Yoz
A=A A7) EX] 5.9} oxcarbazepine©] ©]F- 7] Y= ¢
& A=Ak

2) - -&4tst

7h 184

2017 CINP-BDO|A= quetiapine, lurasidone, OFC2] T
E2 871 9-2% A= 913 12 Aol QT Table 3).'Y)

U 26|

CINP-BD 2017 7}ol=gjRloA] ol& 287 7jdezs
valproate = lithium ©5X|F, 7|24 A} lurasidone (5=
= modafinil, pramipexole) B3 F4, lithium¥} pioglitazone
B35, escitalopram B fluoxetineS- 713 AS ALY
q.13)

3) A FF

7h 1€4)

20173 CINP-BDel| 4= olanzapined} 7| 224 A| o] HH5F
o7} A4 g BAE 913 13} Aol ATk

1} 29

CINP-BD 2017 7}ol=8}1¢] o]& X187 /Y-S olanzapine,
aripiprazole, carbamazepine, valproateZ 5% 7|4 Aoz
OFC ¥ ziprasidoneS g TH Table 4).'3

4 FEEBY

CINP-BD 2017 7lo]=g}RlIol|A aripiprazole, quetiapine,
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valproates 588 S 98k ARl ASHh

»O
Olanzapine¥} Lithiume ©]% X857 Yoz AFHIUL,
718-Z228A)9} quetiapine, 73%-Z2A|9} risperidoned 150l
NA&t7] 918k Ao UK Table 5).'3)

5)FAAE

7} 124

20173 CINP-BDol|X= lithium, aripiprazole, olanzapine,
paliperidone, quetiapine, risperidone, Z12] 31 RIS LAIS] ©=
27k §AA RS 98 17 Aol

) 25

CINP-BD 2017 7}ol=8lR1E fluoxetine ¥+ lithium,
lithium¥} carbamazepine, 7}#ZAA¢} quetiapine (£
olanzapine, aripiprazole)?] ¥-&FoE A|2ts}$ T} RIS LAI
carbamazepine, lamotrigine, N-acetylcysteine2 F715= A
& 20 Ao 2 AAH )

g W ol M ARE-E ul), 3924, paliperidone, valproate
2 B 8A|2A9] ziprasidone ©|%of 118 7}s% 34
© 2 FH5 UK Table 2~6).5 812)

Discussion

7t. =B34

NICE 2014 7lol=glele %= 3ix}e] 13} X8 Hegkow
lithium™=+ valproateg F33}A] ¥a13lth. 12y} KMAP-
BP 20222} RANZCP 2020 & CANMAT 2018 & 2532
X73}7] $13t 12} 7|EZAAZ lithium 2 valproateZ 53
3. o]Eg BYX= KMAP-BP 20229] 7-¢- A4l ©]8}
ok AE7F IES e R Bt A9t Akl wet
2pdslE A Hele] XEAIAES AXske Rl
NICE 2014%] 7-¢- A&t 2 2] 50] thgh AaARRS 2 o
2 geasle] Al sk 917 wEel Ao g vjetenh Y

3 BAP 20162 CINP-BD-2017914% valproateZ -+
3 12} 7)1E2EAR Baslal k. BAP 20162 717
lithium 2] E(103 ] A] 8:x}2] 10-20%01 A BHAYS= )
sh2) A1 WElE 11 o] fE Avslar ek

AripiprazoleZ} quetiapine HFFH o2 ZZ4tsl] gk 1
2t B &g 4l oFEo] AT, olanzapine®] 73-9- KMAP-
BP 2022, BAP 2016 % NICE 2014004 1z} ko=
CANMAT 2018, CINP-BD-2017 2 RANZCP 2020 o] o]
% A5 MYPez AU o] zlole 7T Al tiA}
F2Rgo do] i3 ol SHedA el d of ulsA st
A 947] W9l Ao g AkE!d

77338k wiQl, YEQ] B TS tidoz gk oFeshE o
TOIAE olanzapine®] tiAlol] Q1FH o7} gla-S BHEW
Aom, A7rEEolA 7S =Rl BT Wil HAdS o
Fog FaiE Aae FYS Aot FRIHEAT. JIFH
pol7} Qleo= IF7PHE olanzapine Bl YA Xjolrt &
A= o= 4715 Al sks diAb 72180l tigk &
B35, #3H 2old) 71913 Ao g Aeten!?)

Haloperidol®] 73-%- KMAP-BP 202204 = AR &1
o1}, BAP 2016, CANMAT 2018, CINP-BD-2017, NICE
2014, RANZCP 202094& 1x} &2 o]% A4l oF
2 AaEI ot o] oprfolF #gle] ok thA} xfo]
o 7]QIgk Ao 2 HRIt}. HaloperidolthAlell tgt & CYP
F4E CYP3A49} CYP2D6O|T} Potkin ef al-& &0 =
=3} w5 82} Alo]o]| Haloperidole] &7 ¢F&2 w5 vl
gt A7, T EAP} vl H|obAlo} SRR T 65 FoA] T
T52% Y & Haloperidol Bt 2% & 2 Hlth=
A2 B o]y 3 A3l ofx o}l SRy} HlohA]
oRIMT Gre 8RS HQ @ IJt= AMIS oJu|ic). HEdh,
o] A= A7l gk FAg-o disl ofAlofl o] wIzkET}
=25 AAFSHY Lin et al-2 haloperidol ©5 &-3-3- £
Sk & 278 B3 A AR Al 151 129, 7=t A oA
ol 119, <= EA ox]elRl 11%8)ellA HaloperidolZ}
prolactin®] FFFEFEE A8t A= #<lo] Haloperidol
o] gZokExw7} O YAl prolactin WRg-o] T Hohe AR
< dellt). olHg A ads, oFsshe g o e aql
©.=2 Q& Wi} ofAJol?] 7F FFEF L] xpo) 7} WAyt
The AR S o)u] gt 19

12} Aol th 3k HhE-918- == Bohd Wh3-2] 749 KMAP-
BP 2022 7|B2EA e nAIEGHNE o FY
FrEY e AR M8 ZS dasiHar, 71 E=2AA| +H]
G 2F=27), lithium+valproate+ R A E A
eI P 3T YT 5 A A 259 o 9l TA
ZA AASIATE A71748XF9} clozapine HlFE2] 7lo]
ZgRlelA AxE 3 931, chlorpromazine, clonazepam,
tamoxifen®& CANMAT 201845t A 15 ek

Zhol=gRRInc} Bole o]g HueHEe] xlol=, WA 7}
Ztol=gijlo] W E Axe] xfol7} 7] wiitell, 7+ A171E
2 AV HEREA A7 AT QA A A= o
27] i) Ao g AlgHr}, 3 3] - dujo] 7y
< T8 HaAR) 20| Wi, st HErieik 4
tlo|Ed Hilo] QPFAF AT oF=e gk M5 ot Al
71 R dald Aehg Wielts drddels g@5]
wfjZol| ThE Zho|=elld} AARE )| glof AHo]E Hol= A
o2 e




Lt. =43t

KMAP-BP 2022 AToA 255 9= )3t 12} A
go g VXA e vEFTHAY e dAAEE F
Ak, FHAA Y] 50X A7gE FAl SExfol s
71E2AA +u18E AN oFE, 71REEEA] +lamotrigine
2 B o +lamotrigine 23] AZEACH 2
AU} OE 7ho|=giRle -Atstel] tigh 13} d=foll A A9
TS rw DdAFet 2FAEE Ak B3 RANZCP
2020 7Fol =}l 9] 12} A2k lithium, lamotrigine, valproate,
quetiapine, lurasidone & cariprazine®] ©UX|E 3L, CINP
Zhol=eRRIE 12} HEFO 2 quetiapine, lurasidone B OFCRF
< A

olelgh zto] HA] flol] 71&=gk ti=, 2zt 7hol=2lS A%t
st oA AETt JAEVF 97ARJIA, WEeREA ZARIA|e) w
2h g Ao Helth

Aripiprazole, quetiapine % olanzapine2 KMAP-BP 2022
oA F-EAtste] tigh 12} B A S (BENA FE5E ol FAE)
rE BRExEg P9t 22y aripiprazole® CANMAT
2018 ¥ CINP-BD 2017 7lel=&lele) s 3z} Har}sle
2 BRFI o} o] Zpe]= aripiprazole FUXE7}F $JofR.
o kA the ko] wigfrel wet EAgE o=
b RS L)

Aripiprazole®] ©Ax| 52| gy[nt ol g} < aripiprazole
o] tirpr} /1F Ztell zlol7t & < Utk A7AH=C] Y
231 9J=H, aripiprazole®] A} 2 A A= T2 CYP2D6%}+
CYP3A49] 274 E45 F3) wizj gk

132 g8 1383 A5l w=, PM (poor metabolizer)
FRF2 AR F oF 7.7%E AASHAIRE oprJol]l Foll= oF
1%l E95E Aoz d#jx Ut} olF Sof, 72 i1
AR 3R B CYP2D6*102 64%-70%2] =
< RIEE 73 ok olgke dixAoE, Wijle] 7§
CYP2D6 IM (intermediate metabolizer) S8 2] QI W=
£ 0.5% v]gto]t}20

ZZ43 X3 7lol=2191 5 BAP 20163} NICE 2014%F
aripiprazole2- )% =2 A =0, ©]=CYP2D6*49] =
o HEE Qs 9= (12.1%), FHFE1(10.6%), k8l
(9.7%)1A] CYP2D6 PM f3&o] BALJAT = Ao] A=
ATAHE Bl weRlen, o2l WES Thel=akl W
Hkg 319l 7] Q) Ao wekw2D

KMAP-BP 2022914 $-24tsolA ahe-2A9] A18-o]
Z71GAI7E ofd o]%-9] XFEgAolt WA O R A|gh]
Aom, olgjgt di= thE ro|=gkle] A8 frAlst
o} F9-2A1Y ARS-S 271D} ol o]F ] Aoz
HFoE olffZ2e, A A8 TVt A PHEESES
o=go] WH 9F TRt 22, -2Asl Qo] A A}

Nl

F=7d ] FEA F Thol =2k}l WAl /165

£S5 Ee =L ke Ao g Belgh )

CANMAT 2018941+ Lithium/divalproex®& 14 &34
A oF=3 A -S4 R AREY AgT o
AA(SSRI) B bupropion)s HZZ 0 2 ARESH= A% 9]
T A5d AR Telehn ok R ARATE ned
F9-eA A7 BHE PSS ol APAR, H HE
A BT ASels Eslal -4 AR e
A3k k10

Fa2Aslet Gl s fEX|Eel
gt A= ok A, Bkl oigh B 2 X5 8l
23E 7 /= A ivk CYP2CI9 B AIZEY 54|
Az} wolo] Q] ofnl= o] ¢S] BreiA|A] el
UL}, ik £8P Y Aok w2 F A9 7418 97
S71el Tdo] = Ao & ¢#A Tk Clinical Pharmacogenetics
Implementation Consortium (CPIC) Guideline®} Nassan ef al.
(2016)2] A7A7= CYP2C19 PM 48 0] = 7R1A
+ citalopram ©|1} escitalopram¥} 720] CYP2C192.2 thAl
He Fe-Ale] A A FosHA ¢al, tijk 8%
50% 7212 21 AlrskaL ek

Modafinil®#} armodafinil>- CANMAT 2018, CINP-BD-
2017, RANZCP 20200114 ©]% &2 U5 97 22 A7y
21 ok ol A modafinild armodafinile 7| H= X EA| 2
ol glom, =737} X8A Axfel| = Hull
AT AR Z = o} ¥ uprt QoY

CANMAT 20189 9J3}H armodafinil X3 XS+ 3719 o]
ZRIE 7249 ixT A1 F 7 W AFlA 1A &
Aol i3l FAZ o] AARE, T He] A4 g He] &

1 22} Az} Ay FAAR0 23 AHE vl o2 o]

Gl w(FE7E )R ERE] Al WA 284 2Rl

o 2 AAE ATt Modafinil®} armodafinile 2ol AF3H A)
75 aeisted, Al WA gilo® Anwa gek Y

3H RANZCP 20200 W= F8 9-2=0A modafinil

of thak 3k o] AJg-e okl o] o] Q= Ao = yepgh!D

CANMAT 20189 4]= N-acetylcysteineS 32} #A|#A| =2 A%
313l i}, Berk M et al®] F2H9] 27 A+l = N-
acetylcysteine (NAC)S F5A7Zol ol A 7= Sl ek <t
Hata G99 $7 Akl Aoz Yepot %2

I3y KMAP-BP2] 739~ N-acetylcysteineol] T3t 59|
ool 91lom, o] N-acetylcysteineo] IuFH o2 =4 5
o7 AEHE 85 9 g3 NXY B Foll g
TUAT o] J&E vh glar, FLATEY I A 4
A A 37 w7 Ao = ®HT)

KMAP-BP 202294+ clozapine, buspirone, Z}MJA] 2 7+
A 2R, A71EEAE 2 rTMSY B2AMEo] 248}

9] 3z} X7 HFo| o1}, carbamazepine (== OXC), &
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<A, modafinil, eicosapentaenoic acid, rTMS, ketamine, 33|
F/4 Y, levothyroxine, N-acetylcysteine, pramipexle,
armodafinil, L-sulpiride &} 22 13- T}t X]g¥o] 1 2]
Zhol=gRlol M= 331 Ako 2 A Y

o]yg 19| 7lo]=gjRle] KMAP-BP 2022ujH] HoF+=
AL oFz B Ao v A, Tk A Al 7]
ek Ao, olggt Hs Bl IuellME 2A5AY Tl
=Rl A A E FHEAE td o= 3 teke A8
oFs B AERl gk IARY o] wie- Bagk Ao
2 Hoh

Ch =Md 24

KMAP-BP 2022 &3t 7155l tigh A7 Akato] 2354
o g BRARIT Al B 2e Asat. ol
% B U AR sllell dAE W1 4 e,
KMAP-BP 202294 &£3}7]59ll th3) aripiprazole, olanzapine
2 quetiapine 7P ASEw v oA,
g2 rleoleglRlo e £ 159l thell aripiprazole, olanzapine,
quetiapine, asenapine, cariprazine % lurasidone ¥} £-2 ]
7HA] o2 RIS A olelg A=
asenapine, cariprazine % lurasidoneS ¥ &3+ CANMAT
2021 3 RANZCP 20200014 #%sh= FeidAlelr a7
= oF=o] o} Iujel] EYEA] &2 o] S s
o girk1Y

3

ot

2t RXIH

KMAP-BP 2022 ol|X= 7| 228A|, viAYgLIN ks,
71RZAA A E ALY 25, lamotrigine, 7]EZAA|
+lamotrigine, lamotrigine+H"J A oHg L 25F-9] H]
AT o] ARgo] FAI Y X5 A WA Ao
Z AAES ™, valproate, lithium, aripiprazole, quetiapine,
olanzapine @ lamotrigineo] 714 A3 = D)

a8y 71828 A FolA valproate= BAP 2016, NICE
2014, CINP-BD-2017 7}o] =&}l A 3 A &2 o] ol
t}. Lithium3} valproate®] A& A g 37} de] AS=H A9
= B3lal 9 5, 1 AST A5, B8, 3= 22 Uyt
20l 7283 s 2 7I17] oA tigk RUERE
JPe 4z Fo Ao Fdnty

KMAP-BP 2022 2 CINP-BD-2017 7}0]=2}21 olanzapine
S FASH X5 17 FEE Augal, TE Tlo|EERle
olanzapineS ©]%- FE2 HUSIC) RisperidoneS CANMAT
2018 7Fo] =10 ATt 12} 2F=E0]1 21, BAP 2016, CANMAT
2018, RANZCP 2020141+ ©]%- oF= & 1551tk CANMAT
20180 w2 AF2 FASH= A risperidone T QW

(level 1) =X B2 QW (level 2)& ZZS oWsh= o] 37}
ASHA o, 71 IS dise dle ole AT
risperidone HZQHo| Ao JFFHP o 5L
e d A e Ao 2 g1

RANZCP 2020914 ZZd3 25 25E $2A38)

739~ carbamazepine¥} olanzapines TE QMO Z FAs}
Tk ZFo] 329 JIHARIRI 79 paliperidone} risperidone

Aerarg ot o] gk BTARFSKMAP-BP 2022 ofl&
=) =] kgt 1)

Paliperidone> CINP-BD-20170| 45 12} oF&-2 P
CANMAT 2018, RANZCP 202094 o]¥F =2 A%y
A=, FF=ol| A= paliperidoneo] Z&H x| FA4| 24t 5|7}
£ ol AREEAL et o] gt Aol Ao gE 7 =7pd
2 Aol AR 5 e Y] S7IARE 2 W]
Folgt Zlo] At URIQl Ao FAdEH, oS TEH O
2 =19l KMAP-BP7} W7 978 udst djo] 7]
o2 AVARFS Adsll7] wisel], HlEREA A A
13 ATE ZAZA AASALIE L 9] 7tol=ekla A
AR}l Qlof Afol & U= A o= A 7tH
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Conclusion

£ APdMe = =, Auch, sFAARE 3 oA
gslo A AHSE J=F9 o) X gokE AIARS HlwEk
|, )1F7F CYP450 7313 zjol2 1k =8 oF=<] At
A% zjo] & B WHERIE S0 =2 Q13| 7} slol=gleld
A Parshkes 283 X589k & A7) Ak a2y
A5 IS =317 Qs 71EA A E 3
TAAETY 7 A ARV 97 Hugdd dujol
(Delphi)7['H& AMEAAY, HlEREA Aol 7iksl= 5
o]t d Hol 7} 7ho|=gRInft QIFA 2to] -2 tjAMA =}
S slalE AaAREe] FHo|sH thE T dQloz A
I Aot Felxe dito] 7HE ARSSE FEveA
Fate] P X5E stel=ERlE AASkaL U
Ho} sl A AANE SEiME d=el
Y oFEe] frad 2 918498 I S = uiat
AE 5o 2AXE vlEo] o st Ao g weld
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