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studies.

Of the different phases of bipolar disorder, bipolar depression is more prevailing and is more diffi-
cult to treat. However, there is a deficit in systemic research on the pharmacological treatment of
acute bipolar depression. Therefore, consensuses on the pharmacological treatment strategies
of acute bipolar depression has yet to be made. Currently, there are only three drugs approved
by the Food and Drug Administration for acute bipolar depression : quetiapine, olanzapine-fluox-
etine complex, and lurasidone. In clinical practice, other drugs such as mood stabilizers (la-
motrigine, lithium, valproate) and/or the other atypical antipsychotics (aripiprazole, risperidone,
ziprasidone) are frequently prescribed. There remains controversy on the use of antidepressants
in bipolar depression. Here, we summarized the evidence of current pharmacological treatment
options and reviewed treatment guidelines of acute bipolar depression from recently published

KEY WORDS Acute bipolar depression - Treatment guideline - Atypical antipsychotics -
Mood stabilizers - Antidepressants.
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(normal or higher activity levels), 7) A=A T4,
SR} B 27} F=Ad A ofjof] TRk )14 o] =2 Zsf
et ARE AlFSHA] ok AU Boens Ay
A& olgshz AE Efo] "t ol A E g3 7]
off A (Korean Version Mood Disorder Questionnaire,
K-MDQ)7} 3#=38}=|o] de] &-85aL glom, o= 7}
FAE A5k AT W=l Sol=E &3l =& 2k
=5 7|2l AEA| 7} HEE it

Mr X oX H o
%

71EEA A& Foll SRR AR A4S oA o
AFRE WA aiestofof gt 1) 7] 29 A o] o] &

gh7], 2) FEAEY HAAE A 258 & E451=A] (ad-
herence), 3) F& BIE A5HA7|= T BT} oA
go] A, 4 7|1ES B thE ¢ e U o

) .

(F-=A, A=A 5)& ARESH=A], 5) lithium AHE-<]l
ofafl A 7)so] MIFsHA] ¢hSt=A], 6) Y-S B =2
o] QLR 7) BANEA A AT} Z7hE LR,
8) 7212l AAMYZH(daily routine)o|Ht A}3]2]E (regular
social rhythm)o] 7|F=#], 18]l siusl= EA7} Q=
724 41 TR Folof Bk 2ol okEg Freleln
S-g4rste] Walo] SR} A7 Mo BRAE] Qi
7%, o] AME- oFEO] AARE-S arestoof giet?

orm A 2o} 37 HANSIA AT AR TEL AT

k= Ak F235)t) o] B3f e S (medication adher-

= A9 gtk Al eld FE8ese g o, =
Ao B2l ofE A oA o 4
W F8oA AYsAY B oEste] oY FEE=
1-85h= 497 Ssteh o7 A= @A7IA] B A 2
IS e s §A47] S5 FEAR Ak o
3] 1 &Fs B 1A} sk
LIRS

AR A AR FES S AR a0
7R AL Qi A Ak 7 Bs e Al oF

Quetiapine

Quetiapine> 5-HTo A3A, 5-HTix FERHA|, 18
o, AYA 2 2Hg-ste] AHAFY dopamine wH1E S7HA
Zlch 3 AALYGo|A 5-HTix 8419 dx=S Z7H4]
713 a, 28-S £3) serotonin A7 AES 78HA] 71t}
3HH, quetiapine?] ¥ S/t AMA (active metabolite) 2!
norquetiapine= 5-HTyc Z3A U 7+2$t norepinephrine
TEA AAA = A-g3tr, o]ef 22 7|AIE Sl ARAFA
ol A dopamine, serotonin, norepinephrine A7 A& =7}
Ao 2N -8 GILE Kol 20 ALY

Quetiapine ¥4 9254 71 BHsHA) vt ¢)
Zy| okRo|r} T2 FAES Ao 2 3t o] &
OF t 2ot Ao A A7 G237} =5 %q.13—17) B3 22

o)

o= ofAloRlE Ao 2 3F 1 At7F HartESl=d, o
2R ANF, A2 F=99-&5 TAE i 0=43) =2 85
7 quetiapine XR 300 mg/d ©§=O.2 Fojsto] QJoF} &
TS B SEelS wf 9]l vl sl f-of5tA| g ot 2] -0k
1 92 A<4=(Montgomery-Asberg depression rating scale,
o3} MADRS)E #H4AIZTHMADRS W3} @ -12.6 vs.
-10.1).”7 =3F F=91 AN, Ay PS5 TAE A
(0=279) 2.2 3t fFARRE HAR1e] Aol A= quetiapine &
o] floftol Hlaf| f-ofgt 25t s EUTHMADRS
H3} 1 190 vs. ~162)."% ¥, quetiapine 1-§7F(600 mg)2t
A-§F(300 mg)2] A= Aate]] gk wlekEAof| A = 5 7t
o ZAte] & A Ar W-S-E(response rate), 2ol & (remis-
sion rate)®] zlol= GIE HhH, H2Rg0 2 9lgk A7
oo 85 ol A RolshAl otk o] A vigo
2 Food and Drug Administration(®]3} FDA)ol| A= #-8-aF
quetiapine(300 mg)°l| ARt =45 ARAZ 5
Isteict. H-g-a o] vk A EH, A AL, Al2d =
7Ll of| A 125 quetiapine @527} quetiapine/lamotrig-
ine W88 vk o] S FARRlA A+t At que-
tiapine¥} lamotrigines ¥-8-5l= 97} quetiapines &=
02 ARgBhe 9ol vl o] U2 -2 avkg Bolok”
au o FEAEFOlAE, 371 A A
ATE v e 2 wERREA5kE S W (n=251) quetiapine©]
Qloko] vls) $-¥3t 2| & a5 Koz FFch

old= F&dl = W, quetiapine 300 mg 4<Q!
S30lA HeoR sl & 4= Qlet. Ly AlE
A8Z, 18Y & rsFatol Gl -2 Hat
olsfjof gttt g, Th=y FA3F ) FEAE ¢
2018 : st Aol Bre-Fo e
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9L Ao R =AY E3} brain—derived neurotrophic
factor(BDNF)E %7}A]71t}. LurasidoneS W=Q W 17
I lithium ®= valproate?} o ¥o] A1y F=A4L&
50 RIgkeh v, 23As A4
Stofl thgk FDA %12 94 3t 27| Program to Eval-
uate the Antidepressant Impact of Lurasidone 1(PREVAIL
-5 ¥ WeES HSl

=

¥

SRR AR 24} ROl A quetiapines AN oF =
s 9 ggta o] (&} AE ke HASHYI
Olanzapine = 2 ZA| 2 FDA
Olanzapine-2 dopamine Ds, serotonin 5-HT2s, musca-
rinic, histamine =84 J&AdS 7 A A FZolt},
Olanzapine/fluoxetine 34| (olanzapine/fluoxetine com- 1) A0l A] lurasidoneZ 657t lithium E+= valproate2} H
bination, ©]3} OFC)&= FF4-&35 AEA H== FDA 85192 o 9Jeko] vlgl] <=3t vt
%¢1& vkt 857 OFC, olanzapine THE 8%, ¢joFS  t}” E3F PREVAIL 2 AollA] 65279 lurasidone T4
H| 13 7] Aol 4] OFC ¥ olanzapine T2 52 f]ofe] W& fJoFo] vlsl| FoJstA| =2 REe-E dsies 23
v W5 2 B8l A Fo3t ¢-9E HYon, OFC  th? 3 3495 AAA 3 12 2 YEYI vet
o] A& &I} olanzapine THER 0| B|S| ket B4 Ao A lurasidone aripiprazole, ziprasidone®] H]
0]% AR AT A& olanzapine THE = OFC7F = 8f) 9423t &7}2, 712|3L quetiapine, olanzapine TH= H]Z>
S-S0l a7t Aok 1y 2 Aol $ioF o &7tA7]E B Ih” Quetiapine, olanzapine®] ¥l A5
of vlaf FEHAl U a3p7f FHER] opom 0 g Z7F BAES Hglon, 22 $9-S quetiapine, ziprasi-
ol ATE Hudt 27] AFoAE £&590] HA FAF  doneol B3 Wbtk 2yt & TR Aol A= lurasidone
(core symptom)-> 7HAE| 2] QFhTh? $45 ArellA] A4l 5 & lithium E+= valproatedl] 571810 6527 ARS-3191S o,
“Joll %= olanzapine T Qo] §Jekol vla] &I} 1ol $IoF 7t ulE| F2gt AfolE Ko A] ket g, 4
ASEH7 = ot o), 24 o] wiet Azt det il & d10~174)S e & g Aol A% 65719 lurasidone
Aol tit olanzapine®] FIH= o2 WEERA] Qe ofA]  20~60 mg A F= §JeFof HIB| F-olEkA -S54 THAAl
oRIE O 2= 6~8F719] olanzapine THE QW I} 9JoF  Foh? RAL-L iAo Ao, Aoy A
< Bt 3709] d7F gl o] F 2709) Aol Al ot K| 3kof dfgt ke u]u]stitt” Lurasidone] F2H§-©.
L olanzapine 58] A& a3t = shd 7P 7] 2 WEAH(nausea), A FE5(akathisia), 54| &) ZE,
o] Aol A= Sk sl 9-Lst xfo] 5 Ho|x] ehottt £S5 Fol o, ndEYely uAEF, Z2etE FL 5
qhd, 67149 571 EA|(open label) 7 Aol A OFCeF o] FA-8-2 At} Lurasidone> F-2H8- SHo A9 o5 o
olanzapine ©H= Q¥ W& 895174 MADRS 47 4 & <18 OFCY lamotrigine X oF 94 A& & 7| = gt} &
=lom, 27}t 66.7%, 64.1%2] Tall&S BRI D8y TAYAIE ofF] o A= A= 9)A] otk
As 57t A5 22 QAT G 59 F2HE-
of Folstofof s, o] o|f= AR Tho|EeloA=  Aripiprazole
OFC¢} olanzapine2 12} 2| F oA A= et sh=t3 Aripiprazole dopamine D, =84 -2 a3 A| 0|, se-
FFAA ) FEA R LarElE 2018 ¢ -4t Aol A= rotonin 5-HT, 484 2283} 5-HTx 84 HEE
olanzapine FE-F5%E 24 A A SAS B @ FEE 9ok a5 9] H7ka ¥ (augmentation
SHA] ¢ko Aot -SAslo A gAY oFE TE X292 therapy) 22 FDA H-$35S FE3AAITH S47] F=4
Ae oFg, 7|2 A S Ha o 1A AEokER, &35 ARAZe SAEA Zodth AllY =8-S
A A SAE SR AT 24T A SAEE SR 9 279 857 o] Ko T
12} A ok= 2 AASIATE? AR OFC  AFAIY ol A aripiprazole THE 882 ]kl v]3| oju] Q=
O oA AlkE]R] ok glek, &3F 2jo] & Ko|x] Btk it of A HA SFE
A2 A e S8 s, Y, HSAE, 9=,
QP H A 55 (restless) 50 FAME-0 2 gl oF 50%2] &
AEo| el =], old QISR 3l 65 o]%l
= ool vlaf f-ofstA -Hstid -2 a7t A F
HA7IA] SR EA] 2819 7HsAd o] A7 E Ak H=
olFWA floF Rt AollA= FoRt AukE Al st
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A A (Symbyax, Eli Lill
Lurasidone
Lurasidone2 3% dopamine D», serotonin 5-HT7, 5-HTo
FEAE Aty E3F 5-HT), 8412 REadAz
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Ouf, AR FI) BA] Ao A B BRI E QI Ht
= A3 (1~5 mg)2] aripiprazole 72§ 0] A2% F=A4
EZolv g EREA] P T2 (bipolar de-
pression NOS)ol|A] &} o|eh= 38k ALy} Halx|o] ©
G354 aripiprazole®] & of| thafj A= oF2] =7}
At7F o Hastet AR ol A A4 85k lithium Ei=
valproate A& F¢1 A|1¥ 9 A2y §47] FF4+-25 &
A= Ao & 85 7F aripiprazoleS 715h= oW QJoF
2t A A7 X Soloh A, Rk =7l oF

7 g 2018 ¢ 9-4st AellAl aripiprazole

2
2 AE-F5E SRS PR FHS FUSH) F2
A

2

‘37:5_]_' T=4 ST 07 T
YA T 9 e 14 e okEe g
g, AA7A mare 2ASTRe tha 2fol7h gt

Cariprazine

Cariprazine A2 7erE g AIHOFE R dopamine Dy,
D; 84 FEaAA 0|, D; 8A Hsto] o Arh
Serotonin 5-HTx 584 23 AA 2% 285111 histamine
H, =840l % A3t o] 9l= ¥, muscarinic 84 %12}
22 k) FDARRE 233} G40 2543H &
A4k Ae5S Atk HE Had Al FFA8%
$-%of )3t 65:7F cariprazine THEQH o] FH 7 9JoF o=
o+ 9ol A cariprazine 1.5 mg/d- $iefol H]al 2]t &
& 25 HY2o 0.75 mg/dat 3 mg/de HeF}t Zfo]
5 Holx| oottt Bt AL (>10%) 2= JHET,
EHol HAE|Qal, o] AlF 77 k= Q). 22 N
Aol Allergen®3F Gedeon Richter™= 37]2] F=A 2=
cariprazine 3/ 9AIE IS SSto], FDA 591 9
ot 27F AR E AET AU HESHACEY oA o
A= AlHE| AL QLA] et

Ziprasidone

Ziprasidone= dopamine D, serotonin 5-HTp, 5-HTaa,
5-HToe 784 2283t 5-HTix 84 82, T8
5-HT Y norepinephrine AZ5=A A 2L 71211 9t
ZiprasidoneS 224319} T84S A A E FDA 5¢1
= Wokeh 271 9] F=d =5l ek AR fief o
Zat dtoll A ziprasidone(40~160 mg)-> ¢]2Fl| Hlsf £-9f
gt zpol & Holx| koktt® 7] g A (lithium, valproate,
lamotrigine)@t 7181 At A% 7| EIHA ds o
vl U2 G318 Ho|x] ok9ka O ohut A2y A5
gkt gt Sl A AtolA] ot Al HarEgls

290

ok Fgetd, LT Ho= AY 544
] I

Z)ol| A ziprasidone®] EI}bo| thak A= Hskx] ot} 3

N

S
A4S BRtelA) e AR oAl HAHE S4E 5
AlH] x

b AR -aateol M Al

o o

HA7IA] FZA]-L-Z0|| A] risperidone, palliperidone, ase-
AR floF 2t At HarE v
AH 559 7| EAAE B8 S 3039
OF A1 -8 $hA}o|| A risperidone, paroxetine, risperidone+
paroxetine F-AulAslo] 12527 AMRSHS wf, A &
oA folgt -4 Sxlo] TR a8y &
37| 2Fekal(modest effect size), Al «3F Aol §1%
o} ey F=A3l FEAE Yalels 2018 ¢ =4st
Aol A<= risperidones A %E-55%E =8l H4l
e FRESHA] 82 Algh -24ts) FAIH A S4S
P AIRE S-24tstoll A A TR e, 7Ex
F-2A Wetar el 22 Ag okE g ARSI

N
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Lamotrigine

Lamotrigine<> F=r/d7d) F-A2 &A= FDA %< &
AL, 254 S-S Rl thgk o &kt Qlont
At oAl tigt 717t o Aok AA] /el A la-
motrigine®] ¥=8¢-&F ARAZ G AEEH= A=
e, G471 S-S0l "tk 1oF iRt dtolA=
A7 8IS JFoHA] ZZT 5719 9o di2t WA
(clinical trial)& E%sto] HER2AFS o, lamotrigine
2 9ok H]sl] S-Ut -2 FIE Holx] Rk 1
AU B = 7 B4 oA = ekl Hlal f-2fgt Zfol7t ¢l
RATE, E 75 gH (pooled data) H41513S wofl &=
aNA7)= Ao o3k s At BEE AL &
3] Hamilton $-&2 & 244 o]ido] Agt &54& 71
Aol A BX7} o FEIBHAEY obA S & F T B
3o 93 1257 quetiapine®} lamotrigine LW
quetiapine T Q H-S v W3S 1, quetiapine™} lamotrig-
ine Wka o] g2 aio|chk? 3 folic acidS W&
19L& 7 $-oll= lamotrigine ¥e+o] A3} AlebHh o
A-toll A= lithiums 58 3¢ A1y 4 A2g d=4

)

of

fu



F7FskaL flofF 371 wtt H]
=1, lamotrigine?} lithium WE o] YoF ¥ +
vl3f f-2l5kAl MADRS A7} ZFastact” 2y
=AAFof] ZHEA] A 214} 2= (Clinical Global Impression
for Bipolar Disorders, CGI-BP)ofl+= 2}o| & Ho]z] ¢t} sV
ol A= Ahn 5°70] lamotrigine F+= quetiapines E-&3}
AL U 39 o) A m AR dF S (AHE, A2, “éhj/]
BEFER] ko k=4 of) BRrtof| A 12327F lamotrigined:
25749 3do] FYsiict.
HIE 7 24] b2 Ayt
o w22 glA|E 24

Q-&-=0]| A 8527t lamotrigineS

ETAsT s
f

quetiapineS -85+ | -
AY7AR o] TASE FE5HA,
(modest effect)7} A2 7FsA
=395l et lamotrigine®] AH= T8F5HA] gitt. o]
¥ o]%-2 The International College of Neuro—Psychopharma-
cology Treatment Guidelines for Bipolar Disorder in Adults
(]38} CINP-BD) 20179 A= lamotrigine % F+= H-E2
HeE 19 A 82 H81A] eheket 184 Canadian Net-
work for Mood and Anxiety Treatments and International
Society for Bipolar Disorders(®]8} CANMAT-ISBD) 2018
7hol|=2klof A= lamotrigines
done®t A 12} | BA| = AQbetel=d] L o]
Ztt ¢ lamotrigine®] R0 oS floF txdt A+
of| Al -5 SHFA] ZLAAIRE, HEREA o A= 9ol H]
off F-ole Akt Adeh. T3k TR o) AT ofl 4] lamo-
trigine 200 mg= 857F ARSI, AA| YA AT} 1)
W ”"41;‘4 © 2 g5Fo] A8t Avrt e3¢ A
= sk AA 2E 87200 mg)
7]71}3 25 4501] =0t 3 X 29 o]FH
Zt 753 ATto| Al lamotrigine 200 mg©] ¢]2Fo|
vlsl F-ogt -8 5IE Hom 0 oA AF =
lamotrigine} lithium ¥ ¥ F= lamotrigineX} quetiap-
ine Bk Ho| 9ok} lithium ¥ quetiapine ¥ErQHoj
H]3 G-ol5t 31-¢-& A v} 9l ik @V upz|ulo 2 lamotrig-
ine A7) Werdo] f-star, =37l f-A1 A =l of
et AZF = 7HA AL Q= fEgt Aol Aok
Lamotrigine®] &3 #2482 w|&AH, £249 55,
u o

W, 42 e wj | glom, 4 Folsjof &
=]

quetiapine, lithium, lurasi-

f oheat
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FARE-E OF 0.1%001 4 WA %= W -5 w7 2Rivks
(immune-complex hypersensitivity reaction)?l 4213t 1] 5
HFZ] = Stevens—Johnson %—?—:r%oxic epidermal necrol-
ysis)o|th. E3F 2 FDASAM = =
S0 2 F Ay Yz 22413522 (hemophagocytic lym-
phohistiocytosis, ©|5F HLH)o] WAE 4= 9158 7 115}9]
o}, HLHE= #ejAo] ojgh 2785 &

E A9} lamotrigine F-2}

OF= v-S-(uncontrolled

response by the immune system)= Z 5, XHAL
Atk A& HHEBB3T o)) W T A, #H 5 Al A
HEo] A7) o} Eto]] HZHsE EAIE Ao 4= Qlom g i)
Z zo|7} 1 g s}

Lithium
Lithium 252 G570 712 2242 AHEH
o] gtom dR HAE7} g (expert consensus) 7Fo] =221

oA FA7] FFE¢-ET9] 12 A BA R Alb=| 1 et
Tt gt olF A flof 2t A5HEMBOLDEN
DellAl lithium-2 fjefoll H]sl ¢k a3t5 Ho|A] 23
t}19 o] ¢13Lof| A lithium &%E2] FUEHE 0.61 mEq/LAL,
64% EHATFO] 0.6 mEq/L ©14} =5 5413519tk 0.8 mEq/
Lo} =& FAg Z4--ollvt lithium T2 3] lithium
I} paroxetine Q¥ F= imipramine?} 55oF A=

Bod oA A7 A3E wels| £ WS EMBOLDEN I &
ollA lithiume] B3} IS5 4] o2 A2 W lithium
5 el 7hs 4o Uck, el ARAS-eS0] e B
7} EA] Ao A= =2 lithium 5=(>0.5 mEq/L) o3 &
2 lithium &%(<0.5 mEg/L) o+ B4 G251 &5
Jo] TAEUIL 7 o 7ol Ap=7]9] Afol= AT WA,
=2 —‘LE°1]’\1 HEAE, HARARS 78, AAATH &
xl—sl HEAY o] UJ'OH:]—E HiE %0156> _1_7} ﬂ:{Lﬂ_
a5ttt ghA lithium-> =737l 2hatol| A <o) 1E
A7) 317 9-gatslel 23418 ol it o) &7t

& sl & ), B S - At 520 o
=
[e)

o>v

13

™

Ak G471 AP G825, 591 A 25
Qe £= W2 QMO ithium A2 119
4 Ut

CANMAT-ISBD 2018 7}o]=&}elof A= lithium= 1i}
2| BA 2 AAEFE I, 08~12 mEg/L 355 S48 A& A
3}gick? WA, CINP-BD-2017 7}0153}1101%1% lithium
= QS 4t A 52 A gty Aol
FEA® gae)s 2018 ¢ 243 AtolM s Ae-55
Abslol| A lithium THE E= B e WS, HAg 4 &
= EEFHA] oF2 Aleh S-2AlSlol A Bl P AE ok
= lamitrigine?}9] 322, Zé J%‘;—‘# %"c}% FHksE
ARt S-2AkSlol A Bl F g4l 1

A A w2 P

o o L o ne B H
g

i)
ot
] i% r

oM.

)

19

il
n}{o

)
T

H ox
OFI

_-—

Valproate/divalproex
R ER R E X R R
B3} BRGSO 4] 0|5 Slof v 2T AFE
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W EFEA 512 W (n=142), valproate 7] #3531} H3)&
o] §Jof ol Hlal ol ket Eat A2g FFAS-
5o H3t ©d=A= 37 EA] Ao A% divalproexs=

S-S FolatA AAAAEY T8y FFA-ES
o tigt valproate/divalproex = 71 47} £S5
ofe}, ¢Atof E3HE A e Zof obz] FHAjH
= W7 ol He) 3 -24tske] o) At wa-
% (low to moderate) A= A% FDARSE =A% o
A Q¥ A3FS GA ZT

CINP-BD-2017 7}eo] E&}Rlof| A= lurasidone, modafinil,
pramipexole 9] W¥raro] 204 A2, THEa e
3 A 22 AFE A CANMAT-ISBD 2018 7ho|=
2}elof A= lurasidone®} divalproex HEQHo| 12} A&
2, T Eao] 22 A B2 2L eh=tE =3l
OFEA|E YalEE 2018 1 24E AtollA= AEe-FT
= 2821510 A] valproate TS E= QS AAY
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© 2 uAFPA A FE} lamotrigine THE = WA
o] AS = A BYou, A7t oAS v o2 g
= Y5 Zpol7t 9l

Table 1. British Association for Psychopharmacology guideline
2016 : bipolar depression

Consider quetiapine, lurasidone or olanzapine monotherapy

Consider initial freatment with lamotrigine, -+ usually as an
addition to agents preventing recurrence of mania

Consider the use of an anfidepressant with an anti-manic drug
in bipolar | patients

Consider electroconvulsive therapy in severe or refractory
depression

Consider family-focused, cognitive behavior therapy or
interpersonal rhythm therapy as an additional treatment (not
as a primary treatment option)

Consider the strategy for long-term treatment as patient
recovers

Ade)Ted from Goodwin, et al. J Psychopharmacol 2016;30:495-
553.%

CINP L340l X|2 710|=2tI(CINP-BD-2017) : &
7| YN0

CINP =737l 2| & 7to|=ellol M= 54871 F=4
= A& YA E quetiapine T+ lurasidone ¥ A&
HARSEAT) E3 7L AFstar Hgo] 7Hsgt A4,
EX 72 Hsto] AP sA RS F71E A
Ty QI EA ' T2 FHHA] Yottt 2HA| 2=
olanzapinett OFC T, 7| 501 A9} lurasidone, modafinil,
pramipexole H-&, lithium¥} lamotrigine, pioglitazone H-&,
o|A A BEE ALSHHA escitalopram F= fluoxetine =7}
= okt Rk B9 ARE fleiAs, ol A=
o]l paroxetine, quetiapine, valproate, lurasidone2 57}5}7]
U SR &S A T AL FHsHA b A 52
ZFH15HA] &kt ¢ donepezil, paroxetine(FHEE EQHSAF 4]
B2E 9d|A= AR 715, ziprasidone, gabapentin, lithium,
HFEA SN A2 e W 7] B A9} agomelatine,

paroxetine, ziprasidone, bupropion, celecoxib, levetiracetam,

oL

O Ho

N
o
:0‘_"4
2
£

Acute bipolar depression
Ist step Quetiapine Lurasidone
2nd step ‘ Olanzapine ‘ OFC MS+Lurasidone, Li+Lamotrigine, +Escitalopram/fluoxetine
MS+Modafinil, Li+Pioglitazone to ongoing therapy
MS+Pramipexole
srd step Monotherpy : Valproate, Aripiprazole, Li+L-sulpiride
Imipramine, Phenelzine, Lamotrigine
4th step Monofheropy : VenléfcxirYeJr Armodafinil+MS, Li+Fluoxetine Carbamazepine+ LTotMS Li+
Tranycypromine, Antimanic IV Ketamine+MS$S FEWP Oxcarbazepine
Li agent
Sth st ECT Various combinations of medications according fo anecdotal knowledge
step or the personal experience of the therapist
Not recommended :
Monotherapy : Doneperzil, Paroxetine (except for comorbid anxiety), Ziprasidone, Gabapentine, and TMS
Any MS+Agomelatine, Paroxetine, Ziprasidone, Bupropion, Celecoxib, Levetiracetam, Lisdexamfetamine, Risperidone, or Pregnenolone

Fig. 1. The International College of Neuro-Psychopharmacology treatment guidelines for bipolar disorder in adults (CINP-BD-2017) : bi-
polar depression. Adapted from Fountoulakis, et al. Int J Neuropsychopharmacol 2017;20:180-195.? ECT : Electroconvulsive therapy,
FEWP : Free and easy wanderer plus, L-T, : L-thyroxine, Li : Lithium, MS : Mood stabilizer, OFC : Olanzapine-fluoxetine combination,
TMS : Transcranial magnetic stimulation.
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lisdexamfetamine, risperidone ®+= pregnenolone &2 H,
memantine} lamotrigine W W, lithium} aripiprazole,
donepezil, imipramine B3, SHHE E0FEA A 2E 9
3} risperidone®| U ziprasidone AR 1), 19HA A 2S5
AlQletiles =d G4 FEAlE dares 2018 ¢
2AITIeL AR Aol HAh dE S0, T=E I
Aol oFEX R darE]lE 2018 1 -EAEe A= 7] &2t
A2} aripiprazole WM} 7] 2 A9} risperidone
Hakafo] Zbzk 1A 2| 59| 12}, 2%} AE kR RALE
glou, CINP-BD-20170 A= S & A] & A7 = AA|
=S},

OF—L
}:_I

o o =x6)
%Fgfg-rﬁs

CANMAT-ISBD 2018 7}0|=2te! Z47|
A1E FFAA-LE50] quetiapine B=L H, lurasidone®}
lithium/divalproex ¥gF ¥, lithium, lamotrigine, lurasidone
= QW lamotrigine 278 WS 12} A& Attt
(9 2). Quetiapine¥} lithium< F712 ¥ (adjunctive treat-
ment) &2 ARESH= Aol thgt 7= o] Fo] x| X] QLA
A7} S5 717 5 8759 quetiapine®] U lithium-E AHE-
ShaL 5ol Etshal 574 A E k= -9 quetiap-
inetlithium #3-& 3833t E3 &
gk, 2} YA (hierarchy)oll U A& 28T AS HF
shoith =, A obt X m % WAL §lA]

ARRR A Z2RRE Aol gl 9A47] d578T-2Atel gt

Al A wf, o] dof| B]¥k-g-(non-response) E= WO &
A7} = 2, quetiapines 7H WA A|&Esf| Hopof g}, 71
AUt lithiume ARS-SH= Foll A7 EAeE 4 f-ol=
(breakthrough acute bipolar depressive episode), lurasidone,
lamotrigine T+ quetiapine2 5712 A8 U(add-on),
quetiapine F+= lurasidone 52 02 WH|5hH= Zlo] H
2Ag oA Y 4= Sl

A2E FTA L350l = quetiapine?to] 12} A2 E A|oHE]
Atk 22k 2|2 2= lithium(0.8~1.2 mEq/L)o] A4 = ik, =
3} sertraline, venlafaxine®] & w5H|EZAA)) F=A4$-
£59 22 2|22 AF=|SIet. o]L]of| % lamotrigine, K717
2 2] & (electroconvulsive therapy, ECT)(E3], X E4|3A] 0|
w2 So] gt F-9)7F 23k A =of 23 Sl 33
A 72oll= =X 22 divalproex =4 &, fluoxetine(5=4
OFEA 283, tranylcypromine, F+= ziprasidone($-&%
+2A)] HZRZE ZHofuh), 2712 © & agomelatine, bupro-
pion, EPA, NAC, pramipexole ®+= thyroid hormone& 1.
e 4= ik B3 WE S o] @E L 1, 22} A= &
&<l 7% ketamine AW Y FAE L&) & 4 th
CANMAT-ISBD 2018914+ Y@t o]ejo] o] At &
] o] A TS A28 4 -E5olA 11y
= 4 e AY 5 st Aljkskel=d], wistdt dx

AN
A2P FFASLFNAE B9 B 23423
ghol |13 P golel vls AN Yo, Al i

‘ Acute bipolar | depression ‘

y y

y y

SNRI/MAOQI (adj) (alphabetical order)

Ist line ‘ Quetiapine ‘ ‘ Lurasidone+Li/DVP H Li ‘ ‘ Lamotrigine ‘ ‘ Lurasidone ‘ ‘ Lamotrigine (adij) ‘
2nd line ‘ DVP ‘ ‘ SSRI/bupropion (adj) ‘ ‘ ECT ‘ ‘ Cariprazine ‘ ‘ OFC ‘

A4
3rd line

Aripiprazole (adj), Armodafinil (adj), Asenapine (adj), Carbamazepine, Eicosapentaenoic acid (adj), Ketamine (IV) (adj), Light therapy
+/- total sleep deprivation (adj), Levothyroxine (adj), Modafinil (adj), N-acetylcysteine (adj), Olanzapine, Premipexole (adj), rTMS (adj),

Not recommended :

Antidepressants monotherapy, Aripiprazole, Lamotrigine+folic acid, Miferistone (adj)

Fig. 2. Canadian Network for Mood and Anxiety Treatments and International Society for Bipolar Disorders 2018 guidelines for the
management of patients with bipolar disorder (CANMAT-ISBD 2018) : acute bipolar | depression. Adapted from Yatham, et al. Bipolar
Disord 2018;20:97-170.% adj : Adjunctive, DVP : Divalproex, ECT: Electroconvulsive therapy, Li : Lithium, MAOI : Monoamine oxidase
inhibitor, OFC : Olanzapine-fluoxetine combination, rTMS : Repetitive transcranial magnetic stimulation, SNRI : Serotonin norepineph-

rine reuptake inhibitor, SSRI : Selective serotonin reuptake inhibitor.
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l'N

Zo] P2 ehyton, ﬁc} LA Tt Holuk TCA  SHoh(¥*#), T3 lamotrigine2 %7] 2| & (initial treatment)
E+= venlafaxine & 1298 F-EA M E 25/ A 2 1HT 4= 9low 7l 250 Al wh= g 7}
3 o] Wokth= ol Ik 3, YoF it A SlA] ARRSIH(HEEE), - A= OFCE AlYsties 58

7o 23S 2A R, paroxetine> A Aotk ey 3F A5} o] R X A] QLo WHOFCY] 7ol a3t ¢

¢

A0 AN, 53] @O A oA 925 SHEMY] AN 18T de dRSoE H8etha
ATk Q= Ao ghell ARgetal Aol Aol FA=, standards of care). 2= A I, AAIHZ SA,
ot AxF A0 Y= Aol a8 AL RSkt 94l F A 254 S AEcke d%Hx ol T
g o= A71EAA RS LT, A7 AR

BAP 7t0|=2tQl 2016% wo] QUARE, SFFA o] AsHA] 9 Aol A7 ARE
BAP 7to|EelRlo A= 1, 2, 394 A=E FAX = Al 7 A lithiums Al=8l & o UTH* ™). 7Fs3t 7
BEBH= giAl 7] ol 70k Aok o AlgE & 7} 24 (family-focused), QA|HE, diolTA &

o7 g} 7to|=gfelof v|3} 7ietsic) o]E WA okt &+  (interpersonal rhythm) X 55 710 & AFR-51H 24

AollA e Ate] o|277HA] EA S B R, 1 AR 7IRbe & o & ("), Quetiapine, olanzapine,
= TR, o= (), W2 =), il ¥ lurasidone, lamotrigine TH5 = W A& WA &
& TR ksl darskyith © ARAR Feiete) A= dsirs 2A7F e+
A7) L 1A U™ oA off SRt A LeAE EShu, A7) AU RS e B S Qo) (E D).
A 7-9- quetiapine, lurasidone, olanzapineg $-41 112 7] @ 2 kOB WSl AL o Al

Table 2. Korean medication algorithm for bipolar disorder 2018 : depressive episode

Stage 1 Stage 2 Stage 3 Stage 4
Mild to moderate MS, LMT, AAP NR MS+AAP, AAP+LMT, MS+LMT
monotherapy PR MS+AAP, AAP+LMT, MS+LMT
MS+AAP NR Add LMT or another AAP,

Change to another AAP,
Change to another MS,
Change MS to LMT

PR Add LMT or another AAP,
Change to another AAP

AAP+LMT NR Add MS, Change to another AAP
PR Add MS, Add another AAP
MS+LMT NR Add AAP, Change MS to AAP or
another MS Clozapine
PR Add AAP ougmgnToTion : ECT,
Buspirone,
Non-psychotic severe  Same as mild to moderate except MS, LMT, AAP monotherapy option g chostimulant, rTMS
in stage 1 (not recommended as the first-line strategy) and Thyroid hormone
subsequent options in stage 2
Psychotic severe MS+AAP NR Add LMT or another AAP or AD,

Change to another AAP,
Change to another MS,
Change MS to LMT

PR Add LMT or another AAP,
Change to another AAP

AAP+AD NR/ Add MS, Add LMT, Add another AAP,
PR Change to another AAP
AAP+LMT NR Add MS, Change to another AAP

PR Add MS, Add another MS

ECT can be applied based on a clinician’s decision at anytime. Reproduced from Seo, et al. Mood Emot 2018;16:57-68.22 AAP :
Atypical antipsychotics, AD : Antidepressant, ECT : Elctroconvulsive therapy, LMT : Lamotrigine, MS : Mood stabilizer, NR : No re-
sponse, PR : Partial response, ITMS : Repetitive transcranial magnetic stimulation
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