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ABSTRACT

The Efficacy and Safety of Quetiapine Monotherapy in Patients with
Acute Mania : A Multi-Center, Open-Label Trial
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®Department of Psychiatry, Chonbuk National University Medical School, Jeonju,
Department of Neuropsychiatry, College of Medicine, Chung-Ang University, Seoul, Korea

Objective : Recently, the atypical antipsychotics such as quetiapine, olanzapine, risperidone, aripiprazole and
Ziprasidone are increasingly used in the management of acute manic patients as the monotherapy. But there are
only afew reports on the use of these drugs in the treatment of bipolar disorder in Korea. The aim of this study
was to evaluate the efficacy and tolerability of quetiapine monotherapy in patients with acute mania. Method :

This study is multi-center, open-label, 6-week evauation of the efficacy of quetiapine in bipolar mania. In this
study, patients with a DSM-IV diagnosis of bipolar | disorder (manic or mixed episodes) were included to
treatment with quetiapine (flexibly dosed up to 800 mg/day). Clinical improvements were rated by Young Mania
Rating Scale (YMRS), Clinical Globa Impression-Bipolar Version (CGI-BP), Brief Psychiatric Rating Scale

507 1 20064 69 129/ 4A9EE : 2006 74 8%
WAIKRE : 2k, 150713 A& Fe3ET A%s 62 7H=guistal a3 Aalztetwid
A3} 1 (02) 3779-1250, 1051 -+ ¥4 : (02) 780—6577 E—mail : wmbahk@catholic.ac kr

374



2

E[
oln

(BPRS) and Montgomery-Asberg Depression Rating Scae (MADRS). Adverse events were measured using
Simpson-Angus Rating Scale (SARS) and Barnes Akathisia Rating Scale (BARS), and subjective reports of
patients were evaluated. Global Assessment Scale (GAS) was used to evaluate the general functioning of patients.
All assessments were done at basdine and at days 7, 14, 21, and 42 except GAS (at days 21 and 42). Anayses were
focused on change from basdline to day 42. Results : Total 78 (male=30, female=48) patients were included and
59 patients (75.6%) completed the study. The mean initid dose of quetiapine was 268.0+223.2 mg/day and
mean daily dose at day 42 was 585.3+244.5 mg/day. Y MRS and CGI-BP were significantly improved &t day 7,
14, 21, and 42 as compared to baseline. Mean scores of BPRS and MADRS were also significantly decreased at
the each assessment points. Fifty-two patients (66.7%) showed response (more than 50% of decreasein YMRS
score from basdline) and 35 patients (44.6%) reached remission (YMRS score <12) at day 21. GAS showed the
improvements of patient’s globd functioning at days 21 and 42 of quetiapine monotherapy compared to basdine.
There was no significant difference between baseline and any assessment points on SARS and BARS scores.

Conclusions :

The data showed that quetiapine monotherapy has favorable effects across a broad range of mood

symptoms with minimal adverse eventsin addition to functional improvement in acute manic patients. This result
suggests that quetiapine may be preferred for patients with acute mania as one of the firgt-line agents. (Korean J

Psychopharmacol 2006517(4):374-383)

KEY WORDS : Quetiapine monotherapy - Mania - Efficacy - Safety.
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e, = 3/ (euphoric), A/ (mixed) E A1
A (psychotic) 5ol AT o= ARGE= YA 7]
HzAdAolek) e o5 okal= Aw 53} R
e, X5 &7} =5 4 vk ol opY]
wfol] A PdellM= ke FEAA ok (psychotro-
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U g9 FYAgekE (typical antipsychotics) < %%
axolq $-25 fEeAt” AR 78
XA $%EA o) (tardive dyskinesia),'” 18] oM Al
7J0)¢HH ZF (neuroleptic malignant syndrome)'”
< Fsh] witel Htolle AHge] dA3] At
o

5”2?* HekEe] JA7] 250l EHJ 3&5%‘ Eﬂrﬂ @
T GTH WA FHTol| v 9] daEE 2
EZ]’S"HH% #4471 2% quetiapine, olanzapine
4 risperidone %, B1¥ FFAPFE] T AR

A elow Amstar oY

H4E g algoks 2= risperidone ¥} olanzapine %
EQRS FA7] 2% s deR olswd v&
9 Aok 52 FackE tix A7 (double—blind, ran-
domized, placebo/active—controlled trial) & &3l &
7o} okaAde] olm] B9 oY quetiapine W
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Qo] A Follell AT HlwA] FHte] R
7] AFEIE ) o] A, A 25

ZAA9} quetiapines W3 AREE Ail= 2 7R
TFold Bag vF Qo @ F47] 23004 que-
tiapine WMl tigk A7 SASlTh °]°ﬂ AR
=Ue s e §A7] 25 el 653k
W=0 7 o3 quetiapine?] &¥Fe} oHAAS Hlst
IAF B ATE A=

2 HE R it

A0y X Y

1. aaoHy

B AT T e W A ARgae ¥
skt 107 el Algst o) A2 20059 8
2 198E 20059 122 31974 28E ) AT
ke 184 oo Yisialz s DSM-TvP o) zgt

N

134 ok Aol 1302 A 2% A3} (manic epi-
sode) &2 EA14 43Hmixed episode) 7} 310, o]
u] o]de] 13] o]ike] 25 22 A Aslel tig 1
gS 73 Sl AL ol S 2 ATE s A
72114 Young Mania Rating Scale (0]3F YMRS)?”
o] Hrt 207 oo, 4709] YMRS 83 &5 (ir-
ritability, speech, content, disruptive/aggressive be-
havior) 7}t 27 o149 dHEoll HA3 47 o)At
]l AFE tide® stk

Ao R JAl T2 Ff 2 A7} ) 2
AT AZ 171 ool cozapmei A ZHke 74
AAA Ag e A, =

AR fuE 25 Akl

Al EEE7] el o]n] 3F ol st A, =
4818 (rapid cycling) @1 %, BA= quetiapine,
clozapine®] Whgo] EFEAY 52 FEAREo] #
A%k 5 5 ALdink g vt 3 oFes
AR %1 BT A ALt & FnEWRAE &
St FHE 1L olulell So] A 2
AF, #2757 ool F9-EAE ARSE A, HE 1
W ool lorazepam 52 7FEo0E U9 4 mgs
Zsto] AEHH o7 ARESE A cytochrom P450
3A4 GAAE FHT 25 ool AREE A, TEa
FH 25 ool 7] ALY FHNPLE FAAE
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B o] AME-¥ quetiapined] Fol Axp= v}
2t AT AF 1A= 100 mg, 294= 200 mg,
3YAIE 300 mg, 4UA= 400 mgs FoIgh Fof A
S5UANEE &xke] Adelel we} 600 mglE o]
7Fsste], Al T4AFE= 800 mgZHA Fo7t 7hsst
55 Ao, ¥5008t Aol A Aduel et
gFe] x4o] FFssle gl

A7)l G7AsE Fal] AR ATTIRE B =
AE el AAA Eo n|HAGA Ao 7S 93|
P dEiE 8] Wt glo] A%
I Qe RS ATV Bt HEHAL Y] fE
Qo) el 1Y 13 3¢

Aol et 9S4
) Aol Holshms

—_
~

o7 Eof b

= 948} zolpidem 10 mge] &
= 3iek

TdEe] 28& 18l lorazepam®] AHg-o] 85
e, AFAIE 195E 49704= 6 mg/day, 5L+
Bl 797H4= 4 mg/day, 8UHE 1097F4E 2 mg/day,
11Y%E 1497M4= 1 mg/day”} 3183 oH, o]F

oo ¥

13

o= AR-S T3l Lorazepamw x“h}ﬁol 714
6AIZY o|Ulell= ARR-S Falith el okEo 24
S5 SEe] WS Aol A disic

2) 2o gt

g mvke] B7hs YMRST 2 AHE81SIT) Clinical
Global Tmpressions—Bipolar (613} CGI-BP)?® 2%
7F YMRS Q] el sl tist 2ARA FAl &
et A e Azteel FalE el FrHE $
3 = gt H7FEE2A Brief Psychiatric Rating
Scale (¢]3} BPRS)? ¥ Montgomery—Asberg Dep-
ression Rating Scale (]38} MADRS)*”o] AFg-%] 1t}
ZARkAQl 7155l et H71= Global Assessment Sc-
ale (013} GAS)™ & A8}tk GASE A9IF =
ol 3t H7l= quetiapine Fo] A Fo] T 7, 14,
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21, 28, 429 AJslloH, GASS] H7k= o F
of 703} Fo] ¥ 28, 42900] AT,

oV el the QAAR) A OB o] A3} of
% %ol ¥ 21909 YMRS 24 vlashs 2ol of
A0 2 O} ol 23} o Fol F 42209 YMRS
W5 sk goltk ol9) 37 YMRSE 37k v
S(OFETOl A A Hlal 50%01d Pt B9
BAEMRS 47} 127 olahe 1ad 49) S
Aol 7Bk
oI5} 37, 2 BN HeIA S73 CGI-BP, BPRS,
MADRS % GASS] 59} ob% Fof 41 455 247}

wlarsto] #Asigich

& oo ¢

offt

3) oA™Y Tt

g A5 (vital sign) I ATl gt Zgo] ok =
o] A3} Fol T 7,14, 21, 28, 429 A=Y} F
AL ZA Sl thet F7HE Y3l Simpson—Angus
Rating Scale (©]3} SARS)*? 7} Barnes Akathisia Ra-
ting Scale (0]} BARS) ™| oz Fof M3} ok Fo
T 7, 14, 21, 28, 4290l Sk 3 FrpAbR
afole ] BHE A mith $RRES] ARl Aol

O WaE B s

4) g2l BN

oks ol A 714A]el gt 7t e #AE
o quetiapines 13| o HL&3k50m, ik 1319
obe Fol & H7HE AlEE $ke] A= intent—to
—treatmentITT) tidrell EZFAFTE A== last
observation carried forward(LOCF) ®%ef 9J3] &
AFth SAEQA e WHESA WY (repea-
ted measures of ANOVA)E o]43I5ith SAI4S
g2 p<.05E 33t

Nz
H

1. 2SR X AYH EY

F 7899 A} Aol TG o) skl
WA= 307 (38.5%), o1AR= 48 (61.5%) ©1912.H,
Bt A 37.4+12.04 oIStk AFARES] A
o] W 57 Ad, AT A 59 (6.4%), 25

)

o
ral
oin

A3k 689 (87.2%), EAK 4Fgh 5 (6.4%) ©19.01,
YMRS®} MADRS 42 7]1302 8= Mclntyres™”
o] el oJsiM 25 sk 507 (44.9%), <A1 A
3} 2874 (35.9%) o= FEEHTE o #Ate JAFE
A 5497 944 542 1 14 2okich

6531 ATE FHIF Sl 597 (75.6%) ©]9.2H,
198 (24.4%) 0] T% €9HU. & g2 oE F
o] 3 7ef= idony, 149l 9 (47.4%) O 7}
b uekon 219 48(21.1%), T18]al 42U0f| 6
(31.5%) ©1 ek

2. 48 9

Quetiapine®] B3F Fof &= & Fol T 140
268.0£223.2 mg/day, 29l 325.6£205.6 mg/day,
3Yel= 391.0+£191.3 mg/day, 49l 448.7+188.3
mg/day, 5Uell= 516.0+204.7 mg/day, 62oll= 562.2
+227.5 mg/day, 7€ll= 584.0£230.1 mg/day©]l$)
om 14Ye= 623.0+218.1 mg/day, 21 Dell= 624.1

Table 1. Summary of baseline demographic data and
clinical characteristics (ITT, LOCF)

Characteristics N=78
Gender, N (%)

Male 30 (38.5)
Female 48 (61.5)
Age (year) 37.4+120
Weight (kg) 63.2+11.7
BMI, mean (kg/m?) 234+ 35

Bipolar | disorder, subtype, N (%) 2
Manic 50 (64.1)
Mixed 28 (35.9)
Associated psychotic features, N (%)

Yes 35 (44.9)
No 43 (55.1)
YMRS score 353+ 7.6
CGI-BP severity of illness score 48+ 1.0
MADRS score 105+ 95
BPRS score 45.3+£13.7

a : Subtypes are divided by the scores of YMRS and
MADRS (Mclntyre et al. 2005) .39

ITT : intent-to-treat, LOCF : last observation carried fo-
rward, BMI : body mass index, YMRS : Young mania rat-
ing scale, CGI-BP : clinical global impression-bipolar ve-
rsion, MADRS : Montgomery-Asberg depression rating
scale, BPRS : brief psychiatric rating scale
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+235.0 mg/day, 1]l 429k= 585.3+244.5 mg/day
o13ie.

g Fo] 252 benzodiazepine®] oFE Fof &
790l 329 (41.0%) oAl Fol=E o, 14del= 23
8(29.5%), 219°l= 179 (21.8%), 42%°l= 157
(19.2%) oA FA=E Zolpidem oF& Fo & 7
dofl 127 (15.4%), 14¥ell= 978 (11.5%), 21l
84 (10.3%), 42¥U°li= 24(2.6%) oAl FoAE o,
G k=S O Fol ¥ 790l 2% (2.6%), 144
of] 27(2.6%), 214 1'9(1.3%), 429 13(1.3%)
A Fol= Ak

3. 2 T Chgt Mg

Quetiapine Fo] A3} Fof S H7lst YMRS F
e S WS o] 83t nlwst A7, FA
Aoz Fogl BAENOH (p<.001), o1& A &
2%k Ay} oFE Fol 3 7Y 149, 21U 42U Y
FIpol|A] 7122 e vlal] BAAORZ fFolekAl a9l
th(Z2 p<.001) (78 1). &3+ CGI-BPel 23k A
o] AAEE oHE Fo] A% Wwdt Ay FAFeE
T3k Aol B (p<.001), AFF B4 A} 714
2o Hlg) oFE Fol F 7 14, 21 9 42%9] &
Ao Fo3t 34L HATH IR 2).

YMRSE] 7} &= 2 quetiapine $o] A3} 214, 42
Ao] A4E mlwdt A3 3), O Fo F 219

oflt= debA/F A% %5 (disruptive/aggressive beha-

40
35 -
30 -
25 1
20 |-
15 |
10 L

YMRS score

0 1 1 1 1 ! |
Baseline 7 14 21 28 35 42

Day

Figure 1. Changes of YMRS scores over time (ITT, LOCF).
* ! indicates statistically significant difference from ba-
seline (repeated measures of ANOVA ; p<.001). YMRS :
young mania rating scale, ITT : intent-to-treat, LOCF :
last observation carried forward.
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vior), 8 (sleep), AFF91A (irritability) & 35l A
o] T3, 50% Rk S-S el e
o]—Alagol (language) 2+ W2 (insight) ¢] 271 &-5o]
ATk 42940l HMAE ALk BE FellA 50%°]
Fe 3AE ®HGlon, ARHA/FAA F, TH, I

¥ 73 (elated mood) 8] &EellA ] Edo] 7H F4

CGI-BP severity

I L L L I

Baseline 7 12 21 28 35 42

Day

Figure 2. Changes of CGI-BP severity of illness scores
over time (ITT, LOCF). * : indicates statistically significant
difference from baseline (repeated measures of AN
OVA ; p<.001). CGI-BP : clinical global impression-bipo-
lar version, ITT : intent-to-treat, LOCF : last observation
carried forward.

i F 354
Insight g 588
Appearance 160.3
E ~154.3
Disruptive/ 171.8
Aggressive behavior [ “166.0
Content - 5\965.7
Language 33 155.5
Speech TE6S 166.5
Imitability Teo \366.2
Sleep 1 62.&68'5
Sexual Interest 577 163.7
Increased |- 161.2
Motor activity [ 4511
Elevated mood 166.8
I I 1 I 1 ] 5478 L I
9 10 20 30 40 650 60 70 80
[ Ipay42 Day 21

Figure 3. Percent change from baseline in YMRS item
scores at days 21 and 42 (ITT, LOCF). All items were si-
gnificantly different from baseline (repeated measures
of ANOVA ; p<.001). YMRS : Young mania rating scale,
ITT . intent-to-treat, LOCF : last observation carried for-
ward.

Korean J Psychopharmacol 2006;17(4):374-383



AR aw ow % - | F 219 9
5

p<. 001)
YMRSZ 3713t WkS-& (response rate) 3} JJrEHE(re-

mission rate) & ATE A3 quetiapine Fo %

dofl= 52 (66.7%) ©] 1811, 42U+ 59”5(75.6%)
80 ] Response 756
Remission
" 70 - 66.7
Q
2 L 59.0
S 60 L 299
Ny
[}
[} [
8 S0 44.9
2 a0
S
>
€ 30F
2
& 20
©
Q
5 10
X
0
Day 21 Day 42

Figure 4. YMRS response and remission rates at days 21
and 42 (ITT, LOCF). YMRS response defined as a decre-
ase from baseline score of = 50% and YMRS remission
defined as a YMRS score of <12. YMRS response and
remission rates were statistically significant different from
baseline (repeated measures of ANOVA ; p<.001).
YMRS : Young mania rating scale, ITT : intent-to-treat,
LOCF : last observation carried forward.

=] =
2 5

E[

o] & Hk-S Kol Ao7 YePton quetiapine F

of & 21%el 357 (44.9%), 8|3 42Y°l= 46

(59.0%) o] 827} Pafe Aoz Uepsth(1d 4).
BPRSQ] éx-l 1:1:6*]- ol:% Eo:] _-?‘_ Eyﬂ?ﬂOE _Prg]fﬂ-

s B oW (p<.001), AR 435k Ay}, oks %
=7 a 149, 219 9 4295 ol A ZH oz
T AAE BAT (2 p<001) (3 2). ¢k, 19
A= wSm Agkont, A A Sk W

o] wlgbr= BPRS A9 #s} SAKSE fofst
ZfolE HolA| ottt

oFE Fof 7% MADRSY £4S vlwdt 43 o
Al BARCE fogt AT BII(p<.00D), °lF
AR B A, o Fol 3 7Y, 149, 214 429
AR BpelA AR feofdt s AT
p<.001) (3% 2).

ok= ol ? 2197 429 B7lst GASE ¢
_‘f‘o:] ;ﬂjr,} ql— =2 BﬂEL,_)H__ﬁ__’ u]_u_tﬂ— @J,} Eﬂ]x%
o7 Fo3k T4 B om(p<.001), AR HAjoA
197 429 25 714 H|&]
STz p<.001) (£ 2).

ol

P J
N) mlo

4. BR8] Wi}

SARSE o|&ste] FA|9ZA 288 BF71st d3),
OFE o] Wi} oFE Fo Fo] A %7413193 e
gk 2jo)7h g1%loH, BARSE o3| Hrlst A A4
FHE5TY AE L ok Fo] ¥ FAHoR &

Table 2. Changes of BPRS, MADRS, GAS, SARS, BARS and weight over time (ITT, LOCF)

Baseline Day 7 Day 14 Day 21 Day 42 p*

BPRS 453+137 39.0+143"  340+131"  306x11.9"  286+114' <.001
MADRS 105+ 95 8.4+ 85" 6.1+ 69" 48+ 62" 47+ 607 <.001
GAS 33.7+13.0 51.1+167"  572+176" <.001
SARS 06+ 2.4 0.8+ 2.1 05+ 1.4 04+ 10 05+ 17 N.S.
BARS 04+ 1.3 04+ 1.0 0.3* 09 03+ 1.0 02+ 0.7 N.S.
Weight (kg) 63.2+11.7 63.8+11.0 63.8+10.9 64.0+10.8 64.3+105 N.S.
Male 7024116 70.4+11.2 70.3+11.0 70.3+11.0 70.2+10.3 N.S.
Female 58.9+ 9.6 59.7+ 838 59.8+ 8.9 60.1+ 8.7 60.6+ 8.8 N.S.

* . Repeated measures of ANOVA were done to examine to treatment effect over time, T

! indicates statistically sig-

nificant changes from baseline on post-hoc analysis (p<.001). BPRS : brief psychiatric rating scale, MADRS : Mont-
gomery-Asberg depression rating scale, GAS : global assessment scale, SARS : Simpson-Angus rating scale, BARS :

Barnes akathisia rating scale, ITT : intent-to-treat, LOCF

nificant

. last observation carried forward, N.S. :

statistically not sig-
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9t Ao 7t QISR 2).

oks Fof A} Fo 39 AFS vlast A7, queti-
apine §0] & H 1.0+£4.3 kg9 AFo] Z7}al90
U, BAFo R o3k A= ol Ao W=
iz sk o)) ofzlellA 1.7+£4.9 kgl AFTF7T
QNG o] gl = AF 0.0£3.0 kel AT =
717F QA ont, ko] AlFe] Aol ] FAFOE

FoISH APTHE D),

APEo] FHAH R 43 FH FALS Zeehn
=8, 10.3%), oAl (=3, 3.8%), 72 {n=3, 3.8%)

solglomn, olg 7t Aol weh e A3}, okE
ol & 7ol 1098 (12.8%), 14l 37(4.3%), 21
el 5 (7.7%), 4240 78 (11.9%) o= EFsITE

J_I_ Al
W7 258 S 2 FF 2 ogReR
Qlaf A} A B Elle] 3L % 7hsol ol )
, 223} =%

Hel Aol AT}
A 93 71R2DAG} BA FIAPoRE
_Q_?;]—]jl_ w3k ﬂj_oﬂ ] A3
247 % 3 8

do
o
e
N

7] 2% S EH“i quetlapme«l a9
A& 7R S8l AlEg A F2] sholt
Quetiapine®] &xZF &= o Fo] & TURE
fFol Aof njgl FAXNORE ol vepkon, A%
T A29ATA A&H o E FAHAL 2T T &
A YMRS? B el A 124 Yepkon,
YMRS®] 8% @5<1 47 £ (A=4w7, d-45s)
F g, Fa/2A4 FB)VelME ot 54
< =tk o]l A= floF xS o]&3t queti-
apine? 79 A9} sk, BE AT
Al quetiapine £ § 74, 22 4U% 9ok tixT
off vlsl x5 a2 Huska gk 3t qu-
etiapine Fo & 2149 YMRSe| 23 wh$-& 4 2
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oFE Fo ¥ 42
1l &S 247 75.6% % 59% = LE}
quetiapines WHEO F ARE38l 7|E£9] 9=
Ao HaE okE Fol F 2199 wHSE
(42.6 ~52.3%) 3} B3&(27.7~46.7%) ol W3l thi
=okth I8y, quetiapined 7|EFEAES WL
FaplellE FE7F QAR 2 AT dis oF
219 o 70%2] W5 Telw okE %
28%9el 73.9%2 WRET 47.0%9] dES
BE o] o]d A A o= AR Akl
o, olgfg Afoli= oHael tigk A543 whgo| QF
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NS 717t 66.7%9F 44.9%%.0H,
o WeE o

ol
W} ol

EER
R
ol ¥

risperidone®] TE QWA HHGES 2 AT Ay}
s fAstgom, P e %‘@7] 250l w9y
gAgerETte] x5 G798 vlwst WEeREA (meta—

analysis)*? oA B]= Ao Z v/l SHAE koL,
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]E el st vlw
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