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Novel Augmentation Therapy with
Cilostazol for the Geriatric Major
Depressive Disorder Patient with
Deep White Matter Hyperintensities
on T,-Weighted Brain MRI: A Case
Report
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In our search of a new augmentation therapy for geriatric
patients with intractable depression, we administered cilosta-
zol, an antiplatelet agent, in addition to conventional antide-
pressants to a patient with persistent major depressive disorder
showing deep white matter hyperintensities on a T2-weighted
magnetic resonance image and evaluated cerebral blood flow
before and after the administration of cilostazol by *™Tc-ethyl-
cysteinate dimer single photon emission computed tomography.
This patient showed improvements of depressive symptoms as
well as an increase in cerebral blood flow. These findings suggest
a potential efficacy of cilostazol as a new drug for use in aug-
mentation therapy for depressed patients with deep white mat-
ter hyperintensities.

Introduction

v

It has been reported that patients with geriatric depression
exhibit a higher percentage of cerebrovascular disorder includ-
ing asymptomatic cerebral infarction than the non-depressed
population [5]. Cerebrovascular disorder has been considered to
be deeply related to the condition of geriatric depression, and
Alexopoulus et al. [1] and Krishnan et al. [6)] proposed the con-
cept of vascular depression in 1997, Thus, the importance of cere-
brovascular lesions has been emphasized for understanding
the pathophysiology of mood disorder in the elderly. Treatment
of depressed patients with cerebrovascular lesions including
asymptomatic ones is often difficult because many patients with
this condition respond poorly to antidepressants, frequently
develop side effects, and are more susceptible to chronicity or
recurrence. Therefore, a new therapeutic approach that takes
into account cerebrovascular factors is required. Cilostazol is an
antiplatelet agent with a vasodilating effect that results in an
enhancement of cerebral blood flow [7]. The drug has mainly
been used for chronic arterial occlusion but also for preventing
recurrent cerebral infarction because its effectiveness to prevent
recurrence of cerebral infarction has been demonstrated in a
large-scale study [2]. To the best of our knowledge, however,
there has been no report yet of its efficacy in depressed patients
with asymptomatic cerebrovascular lesions. In this study, we
examined the possibility of a new augmentation therapy by con-
comitantly administering cilostazol and conventional antide-
pressants to a patient with a major depressive disorder and a
silent cerebrovascular disorder.

Case Presentation

v

The subject is a 79-year-old female patient who was diagnosed
as having recurrent major depressive disorder for 22 years on
the basis of the Diagnostic and Statistical Manual of Mental Dis-
orders, Fourth Edition, Text Revision (DSM-IV-TR); she showed
deep white matter hyperintensities on a T,-weighted magnetic
resonance image (MRI), no microhemorrhage on T,*-weighted
MRI of the brain, and presented with persistent depressive
symptoms for 3 years in the current episode. Somatic complica-
tions were excluded by regular physical examination and labo-
ratory tests at the time of admission, and the patient was free
from any other medications. Brain **™Tc-ethyl cysteinate dimer
single photon emission computed tomography (**™Tc-ECD
SPECT) images were obtained prior to cilostazol administration
and five weeks after its initiation, The Hamilton Depression Rat-
ing Scale (HDRS) (Japanese version of the Structured Interview
Guide for the HDRS (SIGH-D) [8]) was used to evaluate the
symptoms. The Institutional Review Board of Gunma University
Hospital approved this study. The subject gave her written con-
sent to participate after procedures and possible side effects
were explained to her.

In the current episode, the patient was hospitalized to our
department after a suicide attempt. Despite antidepressant and
anxiolytic medication, the patient continued to present with
hypochondriacal complaints, hypobulia, and suicidal ideation,
and adverse reactions often emerged due to abnormal activity of
the metabolic liver enzyme cytochrome P450 2D6 (CYP2D6),
which was discovered later. The drug treatment remained diffi-
cult and did not lead to remission. Although ECT relieved her
depressed condition transiently, delirium arose and worsened,
making it difficult to continue the ECT. After improvement of the
delirium, hypochondriacal complaints, anxiety, restiessness, and
diminished activity persisted. The doses of the drugs used at this
point (15mgfday, milnacipran; 250mg/day, carbamazepine;
2.5mg/day, olanzapine; and 50mg/day, tiapride) were fixed 4
weeks prior to cilostazol administration, and brain MR imaging
and *™Tc-ECD SPECT studies were conducted. T,-weighted
brain MRI showed many deep white matter hyperintensities,
and the pre-cilostazol **™Tc-ECD SPECT showed a decrease in
cerebral blood flow (© Fig. 1). The HDRS score 2 weeks prior to
cilostazol administration was 21. The concomitant treatment
with cilostazol at 50 mg/day reduced the hypochondriacal com-
plaints, improved activity, and decreased the HDRS score from
21 (at treatment initiation) to 15 (1 week later), and further to 6
(5 weeks later); thus, the patient was discharged. Mean cerebral
blood flow (mCBF: mL/100 g/min) measured by **™Tc-ECD SPECT
improved from 36.52 (2 weeks before cilostazol) to 40.14 (5
weeks after cilostazol), The plasma concentration of car-
bamazepine was 5.6 ug/mL (at treatment initiation) and 5.5 ug/
mL (5 weeks later).

Discussion

v

We report here a case with difficult-to-treat major depressive
disorder with asymptomatic deep white matter hyperintensities
on the brain T,-weighted MRI, The concomitant administration
of cilostazol was effective in this patient,

Cilostazol improves cerebral blood flow in patients with chronic
cerebral infarction, and has been reported to improve cerebral
function evaluated by P300 event-related potential [7], and the
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enhancing effect on cerebral blood flow may have led to the
improvement of depressive symptoms in this case. Moreover,
cilostazol inhibits PDE3; it has been confirmed in platelets (4]
and vascular smooth muscle cells [11] that cilostazol inhibits the
degradation of cAMP to AMP and increases the intracellular
CAMP concentration. Moreover, in the white matter of rats with
artificial chronic cerebral ischemia, increases in phosphorylated
cAMP response element binding protein (CREB), Bcl-2, and COX-
2 expression levels were reported in the cilostazol-treated group
compared with the control group [12]. Furthermore, recent stud-
ies have revealed that chronic administration of antidepressants
facilitates CREB phosphorylation [10] and transcription of target
genes such as brain-derived neurotrophic factor (BDNF) [9] in
the rat brain. Taken together, it may be postulated that the acti-
vation of these intracellular signaling molecules by cilostazol
enhances neural activity, resulting in an increased cerebral blood
flow and the eventual recovery from a depressive episode.
There is also a possibility that the plasma level of cilostazol may
be affected by drugs like carbamazepine which induce liver
enzymes, because cilostazol undergoes extensive hepatic meta-
bolism. However, this is unlikely in the present case, as the
plasma concentrations of carbamazepine were almost identical
and low (5.5-5.6 ug/mL) before and after cilostazol treatment,
and liver enzyme induction may be rather weak at this level.

In general, as in the case presented here, depressed patients
with cerebrovascular lesions including asymptomatic lesions
poorly respond to antidepressants and often develop adverse
reactions, and the depressive symptoms tend to persist or
recur [3]. For these major depressive disorder patients with
cerebrovascular lesions, cilostazol may be promising as a new
drug for augmentation therapy and merits further investiga-
tion.

Acknowledgments

Y

We thank Dr. L Ida, Dr. H, Kumano, Dr. M. Ito, Dr. M. Aihara, Dr. T.
Majima, Dr. M. Amanuma, and Dr. K. Endo for their collaboration
in this study. Funding for this study was provided by a Health
and Labor Sciences Research Grant for Research on Psychiatric

Letter... Pharmacopsychlatry 2008; 41: 37-39 — 451 -

PoTe KCD SPECT

2 weeks before S weeks alter

This case showed broad deep white matter hyperintensities on the Tyweighted brain MRIs. The HDRS score cerebral blood flow as shown by

and Neurological Diseases and Mental Health from the Japanese
Ministry of Health, Labor and Welfare (MM).

References

1 Alexopoulos GS, Meyers BS, Young RC, Campbell 5, Silbersweig D,

Charlson M. Vascular depression hypothesis. Arch Gen Psychiatry

1997; 54: 915-922

Gotoh F, Tohgi H, Hirai S, Terashi A, Fukuuchi ¥, Otomo E, Shinohara Y,

Itoh E, Matsuda T, Sawada T, Yamaguchi T, Nishimaru K, Ohashi Y.

Cilostazol Stroke prevention study: A placebo-controlled double-blind

trial for secondary prevention of cerebral infarction. | Stroke Cerebrov-

asc Dis 2000; 9: 147-157

Kales HC, Maixner DF, Mellow AM. Cerebrovascular disease and late-life

depression. Am | Geriatr Psychiatry 2005; 13: 88-98

Kimura Y, Tani T, Kanbe T, Watanabe K. Effect of cilostazol on platelet

aggregation and experimental thrombosis. Arzneimittelforschung

1985; 35: 1144-1149

Krishnan KR, Goli V, Ellinwood EH, France RD, Blazer DG, Nemeroff CB.

Leukoencephalopathy in patients diagnosed as major depressive, Biol

Psychiatry 1988; 23: 519-552

5 Krishnan KR, Hays JC, Blazer DG, MRI-defined vascular depression. Am

] Psychiatry 1997; 154: 497-501

Mochizuki Y, Oishi M, Mizutani T. Effects of cilostazol on cerebral blood

flow, P300, and serum lipid levels in the chronic stage of cerebral

infarction. | Stroke Cerebrovasc Dis 2001; 10: 63-69

Nakane Y, Williams JBW. Japanese version of structured interview

guide for the Hamilton Depression Rating Scale (SIGH-D). Jpn ] Clin

Psychopharmacol 2003; 6: 1353-1368

Nibuya M, Morinobu S, Dumnan RS, Regulation of BDNF and trkB mRNA

in rat brain by chronic electroconvulsive seizure and antidepressant

drug treatments. | Neurosci 1995; 15: 7539-7547

10 Nibuya M, Nestler EJ, Duman RS. Chronic antidepressant administra-
tion increases the expression of cAMP response element binding pro-
tein (CREB) in rat hippocampus. | Neurosci 1996; 16: 2365-2372

11 Tanaka T, Ishikawa T, Hagiwara M, Onoda K, ltoh H, Hidaka H. Effects
of cilostazol, a selective cAMP phosphodiesterase inhibitor on the
contraction of vascular smooth muscle, Pharmacology 1988; 36:
313-320

12 Watanabe T, Zhang N, Liu M, Tanaka R, Mizuno Y, Urabe T. Cilostazol
protects against brain white matter damage and cognitive impairment
in a rat model of chronic cerebral hypoperfusion. Strake 2006; 37
1539-1545

L)

W

&

v

~J

o

o

received 29,06.2007
revised 24.08.2007
accepted 03.09.2007




Bibliography

DOl 10.1055/5-2007-393208
Pharmacopsychiatry 2008;

41:37-39

© Georg Thieme Verlag KG Stuttgart - New York
ISSN 0176-3679

Correspondence

K. Takahashi, MD, PhD
3-39-22 Showa-machi
Maebashi

371-8511 Gunma

Japan

Tel.: +81/27/220 8190

Fax: +81/27/22081 87
tkeisuke@showa.gunma-u.ac.jp

wn

[ 3]

Letter

Letter... Pharmacopsychiatry 2008; 41:37-39




ERELEL - Ro0BLM2H - 2008488 60 : 171

! REROCEERYDNS EEBA (1) — BHFIAL

PukahieE GRS, 52800, 2o fh)

AR A8 - e R

AMAPAFREARFEAHRHNERLSURMERLLIMERBHERS

(R APELBMSIER)

Key words : FIW#%. IAMANE. &L%ME. WEA. WE. clozapine

i C&ic

MMBRABEIA S r— T 5544 L
PRI, BMREODTH MR s
ERERT2EPRTHL, TUHSEAED
ERICAVSh, ORPERLRYOREERS
2% - 8M, BWMEL CoBEER, B
ERFL VLS EITILERITLTOYE
EHERO. whwa B2 RO MR
KA EMRENEPT, TOEHLERERE
EHLT, SSEBEEEox2LSTL TES
M, SRUEMARE AR BHELLE
BICblaBBIIHLTHVWSATVWE,
TRAMHREOLLT L ETDEFEESIZOVTE
Bt35,

I. AMAeRROESE

AR 2000 7% & iR TR
NDT 7T REME (1917 %) (2, B
BRBE 120y 28iE BRiw
NARELZENRREN TV, RBSEST
URANE (oK -) OftEEIL, -~
HEZELTWAE,

TDEILPIZHoT, GEELLTEND

—453—

RMIE & L o 22D H 1950 12 Charpentier
HEX Lo TOR I > ThD, 2007
Qv LDE LT/ F TV RED
REPMERF I Y RELTERENRTV:
A, 77 ¥ ADOFEE Laborit #*Z v AL%
IREEFHCIEAL, 1952 EICHPHE Delay &
HronTovd ZiICHARER~NODRY D
LIEERELL, FAEMBEMICIILELE Y
ML Y FERIDEEENTVWEY,
CHGERIEE LT, MARAEOHEFIZS
R~ BEEED, DFETYH 1955 F
thrzonsovd s APmBehaZ s
oo 1950 ERBEIIRT7FO 72/ Y RED
ELTHMMHEROAL GTHRVIRERDORE
Fo2naA) F—A R Ehi, 1957 i
BAFAI YRR IN, 0% 1960 E£4£812
ELERFEMBIELY F293 > D2 EMF{ERA M
MHEHERAOFETHEETE F i3 VEY
MHIRBEh, CORODEPRMREBIZOLIN-T
Vol 2L, ZOFAI Y D2ERERD
{CIRE L TEMERONECHEIIBRGEL, &
BEVAFFITHFEL, ShoHEIKIZE
WTEEABELTWAESA, 1970 FE4R4C clo-
zapine 24 H L 72, Clozapine (2T R




EFEET - WOV W29 - 20088 A
1 —ROLANERRO N

Coa i e g | UNe 8 % SRR 1 DRER (mg)
ERANAE
2OA7O0RYy |aX b3y, A48y 100 50~450
LRAFOT S [ent+iy, LFPI S 100 25~200
I FTV
5 ] P Yty b 10 6~43
A7+ TRRY, 2 1~10
noAl) F=n tbid—2R, Vb 2 0.75~6
TFOT7x/ R | oL F—n | 4T 2 3~18
YEVF t-947 4 1~6
RoWLER AREYF F¥Xesr—n 200 150~600
AMPTYF KL RF— N 200 300 ~600
FI¥ R e oFE 66 75~150
FEBARAER
p— VAN K NANRY—n 1 2~8
(DSA) ~“DAdO =3 8 12~48
Futrey o+t 4 8~16
+3H¥Y U4V £ 5 5~20
MARTA YIFTE tosrxn 66 50~600
DSS THVEFSYy—A |x2¥Y7 7 4 4 6-~24

YINERR —ROBREB LD LR YRR

EFLLNL, BREROXECLEFSL, »
CERBVAS IV TOXBLBESNC L
»h, TORBERTHLSZEH~ORNS B
IUVED—2THB+tU b= 5-HT2 EWF{E
AYNESNBI L Lol Sh, HED
BLURAMAMBEO 7044 T 2o,
Pk, VAR F¥, #2309, 2257
EX R EORERMIPRMESN, DIEIZEVTY
KEUEENFPRLAT I TS /— A 2006
FIZ, KEFEXNBSWREL: 70+
YH20BFIZLEHEhE LY, BeLMEL
MOMIEHN o TETWE,

0. BETELSASAMBEED
JazZran

REMAEEEIBWT—RBIZEESATY
H2EWEELIZTET.

HERE{HEETHERSh TV 2o0L707
Frenun) F— LG EORMRRAELY 2R

HMAHME (8 1 BRITMBME : first gener-
ation antipsychotics, ELF [FGAJ) EFEREDIC
AL, 1990 FRLRICEERA S AN

Fr®d 7 ¥ POBDEIIESRN
AHE (B2 RIAMWME : second genera-
tion antipsychotics, ELF [SGAJ) L &#Hxh
6“

FGA 1z, £OHMIZIS U TELEEY (S
ARMOXEVYDT, 72 /FTI 0 RiZE
W) ERH Y (SEAREDISVLOT,
TFaT7x) RiIIBWV) LHTeNE, —R
BT 6 (X AME A & B AR EE R
DR, BESBEERIER RV, HLTED
Y (TR MEHR & BB R (A Atk
{, HRMERRER 2FV",

SGA 12, @ BEERD &AL &V REERIC
HLTOHLARNAOND, D—F v Y ER
BLelOBENBERDEREI DL, O ik
737 F 2 DLERD D, D EBMER

—454—




EEERE - P0BW2F -2008%8H

B2 AMRELNETD P CERETORFIZL AEEGR (IR 22

S FAIVER | RNORR i EWICX AR B
L Ul o SR PR — (40 % T LY
PR R PRNMRETFIRER | BX- SO (RTEROE(L
ZamiERE)
RARALKAE | BE-BEH IR RER
34 5 B RAETH~TEHNE E 24-EXE T

EIRGLEZVWEMC LRI ALND, &
Vo B TFGA LR ZHMERHSL 20T
wah,

SGA I, Eiz+ O b= 5-HT2A S5&S
LU R/ Y D2 2B L RKT 5 5ENHE
O b= - K2t YHE%E (serotonin dopa-
mine antagonist : SDA), 2 ¥ XF LS8kt
EE V25 LEHREMAMBAE (multi-act-
ing receptor targeted antipsychotics : MAR-
TA), FRAIYD2LEH~OBFTI=X }
TEREFRBLFIL NI Y - Y RAFLASYS
1 #— (dopamine system stabilizer : DSS) 7
EESBMENL, SCAMTOMRNEBOIE W
Iarer4apgontuiviod s
o SESTLWMEMRTHRIEAIME HhTL
60

REWETHVW LN TWAMRREO R
ik, FRAIvD2EEheENTaiticts
POREBERCESVTWEEEI AT
o BAFNIYR-a—-0r03 L, Hithi
FEDMENFENEEZONL 4 BT T2
Ate Thbb, FAIYEROIL, PRED
BADEMNIAMARD R, PHARROZ
HiZBREEROBCRONERET., K8
2EROEN LGN RERIC., BERIRD
EWI/ 705 2 F rMEICNELTHSY,
SGA HPEIRRL Y L BRELHRIY
TAREYIPLwIE, FAIYD22EkeE
BERIH~<T4O b= 5-HT2A ¥k E
AW L Eh, BEIBERE ORIk
HALLnwt €z 6 TWA, SGA IX, FGA
THELCEDONDZ LOEh o Rk E
RCRERESAF A I TOMAS AL, i

X3 NMRAMROES (UM’ 3w

1. MBHERIIHLT
w"E ®EkmiE
HE%ME B
HumRates
EEtRE
BEEXNRFRSE
BREARRE
ERM N
MRS R
Rt
Fo8 g2 4]0
=0 F T —RE
2. RE. uBi, BRECHLT
"l ReRE
B W
L F
B BPSD
3. F%&. Rk mRioH LT
4. MEOEMECHAATI S HAIRATIH. |
R
§. Gilles de la Tourette fEW#I, +- 7
6. Huntington #, /¢) X4, T2 b=TLXicH
nNEMRERCREEN
7. BEMORN, AB
8. B - MH, E

fER (EDAMPLEINOPRIELZ L) LT
YHURIBFS N L2 b, RETIRHERT
AEShINBARBOART L LD BIZEH
Twd,

M —EeCHEENTDSESR

MARHRELER L L 2 ABARG RS
LIRBIERLZIILDELTERLDRYHOZ
EnG, SEECTLMEPNTLEASNT
Vh (%3, REACEDE LTHSEREL
SloWEEFLE, sunsowd LTl [H
i, MEEIIBITATE - ¥R 5o, Bl




60 :174

BFLEE-DOLH2H -2008FE8 A

® 4 MEOFGA L SCA HRLA-KHAKERSEO—M (CR" " ra®)
ol 3 R e i T e A e i B S 1y L RE
183 EOBEXEAE. | VAXY) FrysnoaY) F— | PANSS (840 50% kL Lo # -
Emsley &, 1999 | H&AXE4#RAREORE | L. 6 MMO—HHRRR YARY K2 63%, AOARY) F—
W n56%  REFEMHEELL
160 ROES KME, |clozapine vs 7 O 707 Y | BPRS B AN S0% L LS ®L
Lieberman 5. 2003 BEEMEREEOE | >~ 52 MM KT RIE YIETIOLTOTI 7%
Dan:2 " clozapine 81% : I EHFEXE
zL
WIENEELRME, |FF oL - yvsno~) F— | PANSSPBAD 0% L 8L
Liebe 5. ops | MEXMERAE, & | v, —KEHRRH Y12 MTH T o HY L 55%,
eberman %, ﬂ'i.ﬁ“'”&“ o) F—b 46% - EHFENH E
=il
555 ROESEME, | VAN Fryus/nOAY) F— | PANSS $40 20% L E D2 :
ESEMERRE, |V, 12 AMO-EWHRIE ) ARY F > 74%, KoY F—
Schooler &, 2005 | S%EMIWREOEH N76% WM FHHRERELL (X

ML, FRI) AR FYTHE
ral)

CATIE study, 2005

1,432 2 oRiENEE
KMEDEN

T3 HE s 2 xFTE >
vs ') A~ F 7 vs ziprasidone
vERANT 2+ Yy, IBHAD
—RE R

HoRIAHBIZLIERTFN &
LT 4%ANEMPe L, E8E
FTOMMIZA T A HFE L) R
ARYForerzfFTE IZHTI
Boldt, ANTxF ¥ e -
prasidone E OFEE X2 L. #
ERNFIZ L oPMIE T Y
&L, RENBERIZL S
[ {53y B S P 5 TR A

EUFEST. 2008

498 BOMBE Y —
FHREEME ®Wax
MERRE HeLm
MR EOER

/@t F—A vs amisulpride
vst*SyHYrys FIFTE
> vs ziprasidone, 1 EM D%
{F & (et R ISR

HoWwSHAMII L LHEHPEK v
FTHhOSGA Lo~ F—iz
HREREMERHTI I -
122, ERSEWICHWTIEEN Y

Mol

PANSS : Wt - ERTREIRNE R

M, BESY, BEEICEES TVRAL LEXT
OvIrTiE [BM I2MBIATFR -8B
R, "NT 2tV TR (HH - HBOEL -
B, Az AEEEODHTV-FB®] Hos
VFEF=—ATIR M), A—5 2 7TRMRD
EMERE BHEFCEIRETHCOWMNE
#, Are) FTik [(ART) 5o8W, "
TIERRE], ALY FTR [BREORE
BIUMBHRER] 2P bHETLHET L
LToTwh,

1. MEXWE

InEBLZroREEREUET 5. SGA
TIZFCGA ML TERMEERCENRER
&, BEBERD) SRBLEXIHLTL—RED

—456—

BPRS : M5, MR ERFER X

PRMBHHEZNLHEND B,

CHZEEEBRLT, bAIEOKSLMERS
WMTALT) XLTIE, BEBERAIY Y- FIC
HLT, FF5vF¥y, 72FT7EY, ROA
oy, VARXAF—=LowifnhtHEvwaER
WL TWDY (2006 £ HAREF, TV YT/ —
MiEREBTHo7:).

F#iz, DYPELAOERT A FS4 2T
I XLZBVWTH, KEKAEOVELY
V—FIZH LTI SGA ¥ AVvaZ EAMERE
NTHEY, TA)HIMBEFESED practice
guideline® TiX, VA~ Fr», 35 »FE 2,
2 XF 7Y, ziprasidone, 7NVEF /=N
EVia/:SGA R, TFHABHT LI XA



EPLEE Wo0LW2Y -2008F8A

60 : 175

®S5 ELARMEEORER (LR f3E)

TR R BEZRPZT, A—Fv=ZL, THLIT, BREY
Ab=T, ARBTIAF V7. rabbit £, Pisa ERE.
Meige SEMREF 2 &
TR A, BER. SMWSal (WK mOE) LEE2L.
ng;}‘- E {;.;;é CPK EAPtomMNMN 24 20¢
t CRERTLS, B EZIGUL AL MR ESBEL,
WieaER WMike Y bOLBS5ERS,
I
5 ok
EamERE
HVILAR(E EHERC LSRR ILAREEE M.
) AAEEER 0ig. &M, »T28,
HiRWEESR WUEER, Wi BHREE: Y
WIRT KL+ ARER BUEEME L6023
L QTc EEE* torsades de pointes
CHFRER | ermmnm : amEaR
. w709+l ABRELLT W, TRARRE LY
NBERER SIADH &+ KR:ENamEE AT bba,
WM
1R N m &
KA 0
HFRERE
FOROMES | hERT BmkE’, SEERELL
B - BER KBEEL Y
70¥x 7 b (TMAP) @ 2006 EXETAR™ T4 FTAELEND,
B L SGAMERETRTWE, 3. A ®

LAL, 2006 FicRBENBEMELZ S
CATIE BB %2 L#, FGA & SGA T H#&L
AREHERB TR EIOFEZIW LI TR
WIBENE L (F4), SCADWRANBIER
(SGA O—HTIXmMECIERZ XORMBE D
Zw) LHERNLME (SCA IEBTHS) *
BRTAH7ZGOBRBYF 2SI RN S
LIAThHA,

2. NEEBARE (RS OW)

IREERMMEORREBI ML THOTS
Bo EENICHMAME IRMEREIZHLT
AVONAZ ENENoTA, AFoHELL
THUETS /=N, Z7ZFTE YD SGA
RABERFREED ) OFBIIH L TOYED
HEZRhTWwWa, "OA¥oii+tu b=
S-HTIA 7X=Z FMERIZE DIRH 2{ER %

—457—

M UNOMETY LIELITEAT S,
oAy K=, YARY F¥, *#5H¥ >,
PIFTEY, HBVRFTT) KRk
IhESTAIEIZLY, ABDHRLMMBAER
BIUVBREEOX%E+BONh 5, FIRERR
RADAY) F=LOENNRAEAVEC L LS
W, BENLZRAF— i [TAEDERE
1M ETHE LV,

V. ARWSRROER, TER

FuiAAHEOREREES IR T,
HEMLBERE L TIZESERE LY,
REMEE0.02~3.23%BELENTVS,
TORORMERICEMLTHRME, SRR
fE, KPBLCBIEMLZVBAD, HRE
BPIBELFTICETOVRAITR =V A




60 : 176

EFLEYE -We0BLN2F-200848H

‘o SGALLICALNIRER (LM 2X%E)

R R DR [ e R oM mom i | R L
— 7097 F LR, | RIERE, SR | KRR CREABER
HBERT FENM. ANRT
R, W) - 6E RN, WRERE.
+5 ¥V AMRE aHhENE=5) ¥ ¥
HLE, BRRATRHE,
) I RUBEQE, WK | RENCTHE.
TSN FRAT, MR
TIETSVS—N0 AN
FARETHZ, 2. MB7 FEFSVAOTALEE

SGAIZFIZZ{ AN ARERAIZOWTIE
ToICRL, RMERE (R, &im,
WIEME) XFEET<ZXBERETHY, £
FrFEYBLUFIZF TV AMREDH B\
BREROBEEDD L BE~ERBLE LT
b‘é&

T E, BREOTH--LEER (behav-
ioral and psychological symptoms of demen-
tia: BPSD) (Z& L TIXSGA MixS5shaz &
AE o7, 2005 4 4 BICKBEIRGERLE
(FDA) (& [FHER~D SCA 58I T T+ K
FEUHRLTLERLBMECORTEIEE
Doz v R EEREE ORI 5,
SCARE~DEERELTENL /-, FGA &
SGADKRLEEN G EINLVWPTCORET
Hofz, BHED BPSD T 215 C12E
ENLEEED,

V. ZOft, AHOBROBESR

1. BmECHLT

EHEOWMEIEETRESLLT, FEE
B (FCHRER) CHMBTHaILEL, B
OB BT LTSN D, ARB LU
EREOHEMERICEEL, EROBM-BV
Tid, SBHOER L EL RIS E MG+~
EZENBv, Bt ERMA, ~ozxvoy,
SIFTEY, YARY) FY, 2537y,
TIETSSUV—NORICE, 2D ELEDE
ROEED—DELINE LAk,

TRFe7I 22 (HREV) &t [BEHIHRE
BIERASTOREICEBNL, BREET2)
LW RKTHLE, TFET I AXNTALRE
&, TTRENEREBRETAZLIRRTS
Bo EMLELERBEIZIE, ) AN FYTiRA
ARSLOBANNE (ODR), +5 ¥ T
ORISR (¥4 7 ¢ A88), noA) F—
MTIEHEEE v 2RF LA O # B & B4R
L, BEICLoTR7HE (B0 d 5kl
Y 2JATEILLB L,

VI. REMRRORMARE, 7R

NARN FrBLUTZ A HFEAIZMLTIE
EFERZERZZAVBDLOPHMBESHTY
%fll, asenapine #~UAK T YORBMEHT
$ % lurasidone HMRDOEIZH 5., FLXE
THREH MR S 1/ bifeprunox 12 FrEs
D2 REAEBSMEBDETH Y, DREIFNES
NTwa", ¥k CHITORRAAREIE
FEIZIEFI Y RBICET LD THEDIC
L, EFRILY I YEEBRICEIWT
NMDA Z5&% AMPA S E&% ¥ —¥ v +
ELEHEOTHREDL ATV,

bAETOMEAPRLEESATHWEZEDD
—2 & LT clozapine #'%H h, SEEFLBEEDI{E
R % ( ERHEMEEE OBEERIIE VB
RERTIEDLL, KE~OHFIEXEV,
Clozapine X /%3 » (DI, D2, D3, D4, D5),
+ o b=> (5-HTIA, 5-HT2A, 5-HT2C), 4

~458—




E¥LUT W0BW2%-200848 8 60 :

AR (M1, M2, M3, M5), T KL+ >~
(al, a2), LA %3 (H]) SEEL E~O
MEBLEAEL, 224 ¥ (M4) ZEEkOED
ETLds, BIOERTLVT) ZLIZBWT
&, BEREFATEOR S LES LR,
MEHIVEERESROFETZBSIZ bR
ENDH, BUNIKE (0.5~1%), TVOhAR
{E (#2%) &%, EEMAMCOHE, LHE
REOERCHICHENLRIERESI&4 R
CENBBIY, MELEBSIVLELLELTH
3

' & I

AMARBE LTI EhEEL o774 0%
#HEEbeTHE), HERELL TV I RER
EER®e, F3y, kub=r, FL¥3IV
B E~OETHEDRLRME LT, SHD
SESELEEREETOHShA I EAMES
5,

RIEOMEL, FERINEZALBVY,
FER BT EERSRMER, 25
HRBEEF-A—ADHFREZAT, L2208
ROLCERBRLE LTV L FBLFETS
ALER6NE,

X ®

1

KAZIEEN : UMWBBEOMF, ppl-15, £
FiANMPYE2—2, 2000
A#HEPREFRE (NERR : HERA ®)
8 EEEMEVDRMART AT X4, ppl-
122, 2006.

LEEf REH MRREOREK HXENS
MIETFRIS 131(12) - 84, 2004.

Stahl SM, ik — HIR: MPERE L5+
MA-MENENERECH, B2 474N

2

3

4

—459—

5

6

7

8

9

10

11

12

13

14

15

—

-—

-

)

—

)

—

—

177

AT ARL 57—t at A, 2002
HAEER BRIEER  SEMBEZRDT 14—0
WEHEME, p59. PIITE, 1999,

American Psychiatric Association. practice
guidelines. schizophrenia (http://www. psych
org/mainmenu/psychiatricpractice/practice gui-
delines_l.aspx)

Moore TA. Buchanan RW. Buckley PF et al : The
Texas Medication Algorithm Project antipsy-
chotic algorithm for schizophrenia : 2006 update.
J Clin Psychiatry 68(11) : 1751-1762. 2007.
Robinson DG, Woerner MG, Delman HM et al ®
Pharmacological treatments for first-episode
schizophrenia Schizophr Bull 31 (3) : 705-722,
2005.

Lieberman JA. Stroup TS McEvoy JP et al®
Effectiveness of Antipsychotic Drugs in Patients
with Chronic Schizophrenia. N Engl ] Med 353 :
1209-1223, 2005.

Kahn RS, Fleischhacker W, Boter H et al:
Effectiveness of antipsychotic drugs in first-
episode schizophrenia and schizophreniform
disorder ' an open randomised clinical trial
Lancet 371(Issue 9618) : 1085-1097. 2008.
BEOPEREABAS (BAE: ABHRAS) &:
HAEOEREI BXREARNVELLHER
fEst 1|, RAEE, 2005

EBER RER: XENNEZ2E8 T F5
{3 YRYF 4T A, pp297-330, EEBRK,
2006.

BHART b ENEFORDSEOHMES—R
WESRRS, EES 39(1) 0 18-24, 2008,
PRAN - MBI 2008 S KMESRE - T
WMAME EETx—F 0 44(5-1) : 487492,
2008.

HEER NRMARORTOBE SiEiZN$
ESNZHMPBBRMROBE Dopamine TH A
T. HEMHEA (1343-3474)11(6) :1089-1101,
2008.




R MIERTE

2 DR

RCBHIC

IOPRAEREVCOYWEE 7 I v ESD SESHT
PREHE = L - Rl £ 58  pig o2 7
RICLZALDITELTETHLS (#1). EEWHO £~
Y=ICET3 MO 5 e RERTIE, #3803
OWEEVMELL TED, PR HSEEN L ED S
FETFLTOUIHESBONTYLS, FARBODTHIICA
R PR IOMEREL, SIS >FcEDE
RENZBINENEE LA S AMELHE. ZDXHi
ATEEHERGERTAD L, HRARERIET, 53
VIRERAOEPTHA A v FOBESEB IS, FomR
PSR YEEhB L, 2ECHDE -85 2R HR
PEHEL, EROoBELER{BAGLES, E-T, A0l
WO RO D TR B L v S0 gl
P, HRENEORHASBEDASMMIZE TSR
MERETH S, oW ITHRERAIBEO L L 2hs
£ DWW XN 2 MEERBIFTED £ = L AL B 2
n, I2WOMBILEAH U L TLAELEEZGhRTL
5.

RlIEZMIT2L, chEvoiREUAZ (DI H
MESTIHIRDALRAHESE S 7T oMY
(MAO)BH#EAH L TVE I LG E/ 7T UHETFL
AN DRELEZGRD LIk (RS 28d
/7R, LaLZofEmsEsmctrac
HEMENHREFFE T2 EHELON, 207:5H 1970
ERBECRBION I 2F0BBEREGILY B, 5HT:
RERDVMAIT S 2 LS BARE G R Y X
Nz, Lo, AoWEormrliEaEs sz m—pEOm
(/7B TIRRAEE O BE TR OB
EtTsoohe) E(RHETEY, [omiEciiifso 2
f v +O%M, TihbbRRERE OE - BPaarh
T LR OGN MRI A £ v FOMCEAINIE L Ty A gt

HE¥D DA BMATATRIGY/EEETROGTRR
BB R TS 08 B S B o b 7
BB A ST DS MR O T 1

PR BT O TR DM AP AT P R 7
BEE H0AH [

Lh fedad

0289-0585/08/ % 500,/ 8 /JCLS

1960 £ €/ PIREER
1970 F{E FRHBEUTRER

MERE & HE RMBHOA

ZHEEE L, Vb2 SRR R RN T 2 4,
EITEDFRFEORENE /T I v - 2HEDL AL
6 & D FHOHEA & LY Me TV -7, bhbho
MAEEEDHIDIRETIE cAMP ZOETHNERINS,
EFDWIZ T I DR H T T cAMP response element bind-
ing protein(CREB) ) ¥ Bt 2 {4 L 239 2WD AT
EFLTVS, ZOCREBAMEFY 3L CRE L wikH
i 2 v L THath R @ 1L J2 ] 7- BDNF (brain-derived
neurotrophic factor) DFEENE F+F L, L-T, =D
BDNF (il T X bR ROMOERICE(Mb-oTyw
HEBAGNTVEN, NHEMADRITYS Z O ER 7
REZTBEAPL AW T MEEEINBTEZ LauR X
Twa, Thbt, A FLAFICELTHGORIEH
SVitfgEn v F7—2, MENREOBMSEL, #
NHSTRN O PR TR - HFUESIEcME T 20Tl
W kEALL ZhEWRiT S L iRy EFR T,
MREREMIELSRDEL I >HBE, Lol llob
6 PTSD My Mgt i gL T 2
ZERHIAEDMAAHE F LT a L wif@EEhty
3. Thbh, HRMBAEDIET Z Lic kb MERHRE,
AFEF o b7 — 7 OIS X ) BRESEAGEE X h 51
THA LYY B (MEo R RB) LB o0 B,

1 NTWEOEWFHAEEROTE

HERERR R ME SRR RRF
T/ FIOHBROTSE
B. SHTEBHBROREY
NA RO - i) A1EF

£ f

NA-ACH TR

EESABELER EEEWEOET

1980 #£48 GABA BRI GABA EF M ORI
F—11Z R AR o hp! §

1990 . 2 XA v Py—THEERR 2AX vt Yvy— 0EE
G HEMETHNRR (ef- (=) e\ 7
BETRERE GEEFADEE

HHEAREFORN A7 H
=i 2R

2000 48 Stem cell disorder MR E

663




X2 ARLAPRIOEMIARED = 2 ~O/RELSLOEN

REEER | Treatment Effect Anirmal Authors
yazame | « BoLMIR Stress
mu.} | « EY-2E Restraint Decrease Rat Pham et al 2003

Footshock
Prenatal stress
Maternal deprivation

Decrease Rat Malberg and Duman 2003
Decrease Rhesus Coe et al 2003
Decrease  Rat Mirescu et al 2004

Antidepressant treatment
& Mood stabilizer

- « BRPE (528, RaTER.
EEZPRAMARE)
sHER = ECT
« FRBET(BONFH)

Fluoxetine Increase  Rat Malberg et al 2000 .
« i Manev et al 2001
i ‘1’ =a-av o DEHSMA FLA Imipramine Increase  Mouse  Santarelli et al 2003
. J?!‘:f ¥ ‘K 5 ECT Increase  Rat Madsen et al 2000 .
‘r:u-n'Hb s SLaaFaAFE Malberg et al 2000
= - x = ™S No effect  Rat Creh et al 2002
B 1 RHSCEIIZ1-OVRECENTIAT Lithium Increase  Mouse  Manji at al 2000

SSRI, =RFRICI 2%, ECT v s syt s
Tk X3, TMSEE2WLTRERSLWET I
fhintdh s, £, HH5-oBzMLTIE, RAFLAIZE SR

ARLR - 50mE
MREHRNAE - WM

Z O P ERRIIETE 2 A L 22 R a0 SRR & LT AR
WHRIBZGEN ShTva, RhEVRAIR L (2, OCBIREE
Flc =2 —0rP7AFOHA bR IFy Fodq
vt 7Y 7RI LoTES%LEEHT
ZokprfbAafft L @E s, GE, WfLMOREECE
VTG, IR LIRSS A BT RS R
LTwa I e hizih, 20T 2h=X L0008
MEEEH STy S, @ik Tit, WikoRk TR
(2T PREEATRINE AR L, WARCHNBLRG 12160 20> Tl - 57
kL, =a—0xFy b7—2%BRTH, —H. W%
loB T, PSS FARC S o T RiEEFERIRGD A L
rostal migratory stream % ill » THUROWIRTRHNIR i phe
Bz L Tvea, ikl a—o X R,
e hBPct>TWRL2 2L LA s TVWS,

FHR RS ORI o Tbza -0
WEAHEEERIZ LR, DHESIMNAFLAPAFL
AT MG LEY N2 — 0 ERTEES
Tk, EREGIC, WAOBPEOLEREL EOMKME
Moa—a P EeMNEIES L EDOMBNE, Fith
BB IEZER (2 &5 0T MEE O R s T A {0 2 WL L
TOEI AR aEnD (1),

1912, A F L ASH S O, AOEERO, e
Bl &I 2 IR Eic b2 2 ERIZowT, ZNET
iehTva@MERT(£2), 2P AL T,
f)di 2 b L R, footshock, prenatal stress, B} [ 2rEE%9
AR L AT, LT LGN 3 T EERII L AN =
s EMGESHTLE, i, i >HERCHML Tk,

61 Clinical Neuroscience

~461—

FRBm oMLz T 2R LH L LEGEEINATY
I, WEERIBILTIE, ) F 7 A DI o MR
SRETIEVS ZLBRBENTED, Zoffch
AR TH L0 7O in viro DRERICEWT
RS RIB D EAEE MGET 3 LA WM HH 5,

#Hkak > J 7 IUEER £ EMRE

ZOEHIE, AR LA LS ERNITO neurogene-
sis D F, 9 >#P A LE#IT L 5 neurogenesis
O{REEIHAEE X TED, AIrRE O ErL -
L < RbEROFRINE £ 17 L 7 neurogenesis DB G H5RME S 1
Tw3, M2 DR E 22BN 7+ LRIz o0
THRLEGDOTHD, FHI2BR, L=y 07 F
L)y OEHREERCHUL, ThEhoesy Fiy
'L'/."r #f+rL<CREB%Y M3 %, BDNF ik +

% » 7 B(urkB) 2% 6%/ L T MAP kmasc F Tk
itk x¥ 3 Lick ) CREBD Y »RibzdlE&Z L,
Y Rk E L7z CREB 2 EIYB{S £ o) CRE BUMICHI G
L, BONF £ 7 £ b=+ aWREFTHE Bd-2 4 L%
HOBETORBAIBET S 2 LIS Lo T rgeftilnic iy
MABEBZGHD, Mood stabilizer @Y F 7 L5230
7 afiit, Z @ MAP kinase (mitogen-activated protein
kinase) # & ¥+ /L% P1-3 kinase (phosphatidylinositol-3
kinase)=Akt BIZ(EMT 2 L HL 5T S, MAP kinase
H A — FizBuwT, 77— 7 (extracellular signal regula-
ted kinase (Erk)] 2 X =T 3 A 7 [(ribosomal S6 kinase
(Rsk)] diEtElb 2, ZHA'CREB %" ML L iGHEL

vol. 26 no, 8 (2008-8)



Frizzied —|
£ N\ '
3 a“\ Inns.ml PLC
PLC AC' Raf Pl-3K
I : ' MEK | 4 IMPase
+ GSK-38
cAMP AKT —4
; » E"‘ DAG
& i
C/CaMK A mk Bamm
|
"‘\\“ v N (
\ g / ﬂmcx—é
e e s P e ™ e T T i "_\__F"k S = W N
TBONF | 1Bck2  trophins]  Cell cycle, ste

NEUROPLASTICITY, NEUROGENESIS, CELL SURVIVAL
B2 #EERILCENIOR  AARERCLIMBAY T HVEINOEN

SHBEIET, L+ 7 AD[EHER cell survival DK X
Nna, VFILP LT, 0 Erk 2iGtE L2
AL hTwE,

PI-3 kinase-Akt %o ¥+ L id, = 21— v oL iy
CERLGHHS YL THD L BA SN, Akt 12 Bel-2
772V —THLBADHE) YBlLL, 7THAF—2 AL
FHELEHNTEZ L THRHOEEZRLTVLIEELS
nTwdH, £/, O Pl-3kinase-Akt £ld=a2—0 (2
BOTHAGEEZ LRI EVIMGLHD, Mo
FRITA LT 72O b - T 2D
TRENTHE, —4, PU74R7TFSNA /2 b—
A)ICMARITE VTR, Y F 7 412 inositol monophospha-
tase (IMPase) D Mg**' R &MfcEiira ik, &
f#i#1M1Z inositol monophosphatase #H® L, £/, 1)+
PLesnTofizS /e =L HEORBN~DRA L
M5, hsoffllick-><, IPsk, PKC(phospho-
kinase C) D7 7 #_— % —TH % diacylglycerol T > ¥
FusmflEng, £, UFT LN T ORMOEBER
512 PKCY PKCOMED --TH 3 MARCKS (myris-
tovlated alanine-rich C kinase substrate) ¢ 58 Bl % il 1§ 12
BOTHP ¥, T Lo TEEDOMRSEE S H, Al
HonMEcMboTuwa L ELoNTLE,

%7z, mood stabilizer i2, E4PREEEA M4 2k
MHRICIRE LW E R L Tvid Wt & 7 F L {586

Clinical Neuroscience

MEHLTOERTAZ EAmshTwS, it #
¥ FTH S Wit ik, 70IBEGER 220k (rizzled (2RSS
B3Ik TE N AMNMIBAICEERENS L, Dsh
(dishevelled) ¥ £ Of GSK-3 8(glycogen synthase kinase-
3P EMLCAAT=va) AL E L, 2Ok
B BAT= I LENLL THRML, BB LT Tel/
Lef 77 3V —OESHTFLUGHEBET S, pAF=
YRIT A F— A EN £, Tel/Lef-l D 7o E—
Y —2REHALT 5 2 L2 k> THEFL (axonogenesis) £
st ubhiTwd, YF74lt, AKT2LT
GSK-3 8 Z W+ 5 (£ L ifikEny iz GSK-38 MM+ 5
fFHEL, AT v oLEicE 5L Tua L Ex 5
nTwnd,

CT U

2R OME & riEE R T 4 mhES e B o 9 E O 1M
RN, BENTHYBEO—WfiE XS Lrly
v, EOAHZLNE LTHEINS 7 A RS & i
MR CHEERONMN - HEOMMERESD 2 L2l
UTHD, ZLTHOBKRTOZOPFICETL TR
L—=at LRI LETSH S

L e

1) Gage FH. Mammalian neural stem cells. Science. 2000 & 287 © 1433-8
2) Zhao C, Deng W, Gage FH. Cell. 2008 : 132 : 645-60

vol. 26 no. 8 (2008-8) 865

—462—



120 (AMBERSES, B54%, W28, FR205F 8 B158RTT)

7747 ) r7EDS OFSLRICE T 2 EEHE

a | E KRR BF WwH F OAH B

A A w AR R dEH REP O E W B

i &K B B " ¥R 2 B#E#H R
e XA ®WE EET Y

1) BRXEEFERESERNLRERBESL IS
2) REAEATRELEENADNAERELSE (BERPR)

) ARRKREEZEEREIMVIESET
{) = 7 LOBRAK

5) Mk FRIR O 0248 2 76 BTSN 47 ) 0D 2 LR 0 P R RO 5} Y

6) MAAFAFRESHEHAPME TR DT

7) REXFELDEIMEEN TR EREY 55

8) MREMAPEAYRENYRAFANMEAFIINH S - THERLNEAB RSN 5T
9) KGKPELON - BEREADBEM P BBESY

10) ERATESTAREERE
11) ERXFEFYEMDELRS

12) AMKERSRESBIRITMMEEESE

13) EMERAZESZIMNEESE

AM - AP o b7~ 2 =3 DL FL— (Kyusyu Okinawa Psychiatrist Network Depres-
sion and Anxiety ; EU'F KOPNDA) {2, AM - HS RIZH1T 39 DR PFRELHEIMT 555
EE.Eﬂ!ﬂ&zﬁbfﬁﬁbfab.ﬁﬂﬁuuﬁ%éhmeanm(Qm)@ﬁlc
AT 3L, RUBRERORPEERE LT3, ARNBORAS 64, IOROSHER
R-FHEERIKETSHH, MARNEPORARENUAO—BERNOEN (F54v) 77
E)DE%?.ﬁé&#ﬁE&ﬂ!ﬂﬁﬁ!Tbé.#ﬂKDHmAﬂ,1547077E%ﬂ
RiZ, I0BBRMTIRRSZBN L 2BFEO 2B bAD TV r— VAELRBL:, 7
FATV S TED I DRLBROFEIZONVT, EFOSKLMA TRET S,

(&3 [ & -

M - hEMEE L by =50 L Rk —
(Kyusyu Okinawa Psychiatrist Network Depres-
sion and Anxiety ; £{F KOPNDA) (£, AM - @
RMEMIZBENT, IOREVAEMEOKAES

DHEY, B - Rk - BUKIFES BT 355,

BMEZSVIIBMELAHOERREE~OZR
EUMDEREI» I L2 EXEES ) LT, it

ITFIZBT Ehi, BREBERET 528740,

BA(Z12 8% & AD quality of life (QOL) Dy
LERBT 328 RUARERORS 4 EEE
LTw 3,

TE30-1692 WM AR B8N ENT AT A 5200

AEREE 540 120-126, 2008

FaL10%F (19984) LiF, DACERERLE
M3 TAEEA SRR 2D, FRISEES B
CERNEERENRIL, FRIGECAIZE
RRanfirmEshr, LM - dficss
SEHBRERIE, FRITFEIZI 60A, FRI18E L
39S3ALHMEmIZH 2, EREFOHIF
BERTIEMCS OFMA LRI ERI-RBLT
BRMZLENnBE, SOKOFEMRR - R
BLEME LT, MBBECOEARELADC—
BEFEOEN (X342 )5 7E) OBRPHE
HERMELDEMHFER Eh T3,

P4 KOPNDAR, 734~ U 7EIZHLT,
CERTFHZ =1 TRIZEDZ SO« TREED
HWEE, QX5 OmAFEH (7LT) Xa)

—463—




T34V r7EOI >RBRIRT S RENE 121

9.3%

E1 BRRSWO7T Yy-rORM

[IOMEBBNIBEZALBRENI I Lz N Y
» 1] OEF (n=192)

FEEED IS, BRIz T LR 2HES
FLATLLAMRSLHELE, ZORREIC
BMLAETSA=)r7TERIZHLT, BRS2NR
AEZRED2EICHAD, S DORIEEICET S
Trvr—rRAELT- A XEESCHGO L L
UslT 547V 7TED > ORBROFEIZD
W, HTOoFReNL THET 5.

¥ ® & A &

.58 ®

7542 rTE (E<8¥1,3014) £ 68
ICFERITEZ A~FRI9E6 A oMMz, &
E2HE (DERFHY=2TLIZLEIDOR -
TEMFORE, QX) >RARESS) OBEE
BRE LEMREE M - & THEL -,
Flenic, FERSOBENE, ThEThoRii
BCRRED T2 T IMENEL IS Lk,
WRESIcEBNL AESHDN%BLLEIMERETS >
., BEREMBELCT Y~ MEELAETS
AT Yy TEIRINRETH - 7. BERLOEA
FEEMLTaEMc LTy — PORIFRR
N6t LA, 192807 5 — EEE
(EsF) OWM4F (BEN) oppiz, UTo
EEhThot, ARGE%, 71F10%, EMAF
7%, B#ERF - IRENE 3%, #HREFR - B
R - RESH R - AR E 2 %, EREME - B
B-UNnEYVF—2aVPNE1%ThoR, %
71928 Dk () BloRREE, KR B84
(30.2%), = #5358 (18.2%), | M@33& (17.2
%), & W29% (15.1%), * 226% (13.5%),

&

239

SEs82388

=
oo
T

BMEICEE EPEcEN

EiriaR

B2 WAgHoT r—-roRM

[P2oBERONIBFEACRYDESaREENT
BET»? | (HREFT) DEEF (n=150)

RESE (4.2%), BEIE (1.6%) TH -7,

2.5 &

FIORBERMOKEIWMLARATOT 5 — B
# (B &, BFESH (MRSSBI-THR
FAEMICERL THVE) tREESE (MR
M2~ 4EBICIEBLTIRVWE) OZEIZE-T
& - B L, TOZRY HBHRELA.

& R
1. 724U FEDI >REROBK
(1) IORMOLRER

80.7%DT 547U rTEH, 3 2RLEDA
SREERELEEERER T E ([1), &
DL aBE~ORLE (EBEEET) 2200
T, 23.9%DEM [HMEI“EET ), 51.1
%DEEL [WMEIZEIT2] LEEL, 80.6
%DENY [FREAMETS | cEFLE (E
2),

(2) 52m/IBAT 35k

S OROBEHFERIZ VTR [M-oTw3] &
EELA8.2%E [HERE -T2 3] LEF
L769.8% %A+ 5L, 88 0%DESA S 2K
DR HEL, DL HBERA-TNS
cEELE (B3),

(3) MHHEEDXME O
HRCMTARE LT ZACERL ORI




122 T4 7N rTEOSOFBRI-MT rEemE

O->T05 |
BssEE
o5 &L
BEEEF

1.6%

69.8%
B3 WRESHOTYr—rORM
(3 OKOBWHELZRUTTH 2| OEF (n=192)

[OYes ONo m%BF]

2.6%

" 4

(BEROMMELEEAL LRI ESEY» cHELR T
ZeinBnETa | OEF (n=192)

BRESHOT ¥ - tOEM

CENBHDEOELAEMIISL.HTH-4 (B
4), BEZAOEEIZOWT [HARELAE -
ERDRoAI LSS LB AALEMIFE). 3%
ThHon (F5). [58%, MAPELE ORI
BTH3) LEIEFLAEMIIN. 4% TH-7% (B
6). Y¥ERRSIZSML A0 (MEEET)
ELT, [F2FMMK] (54.2%), [$HO8
| (76.6%) &, Y oO/MERLE L LMBES
EHTI3ECROOFENREDRE (7).

2. BRSNMHOLR

BREW, 3ORLBODIIBEZARLESE
DEINHETILEZATHWAT Y r— tEHES
Tho#h, BREHICRI0%FETALERL
= (BkL),

ODEFEMD G MBS
DERERN A LT L B3

8xEF

16%

B 5 BREENO7Yr—ORM

[BEZADHETABRELIZ LMD/ AZ L YD
nEt+H?) OBF (n=192)

II:IYes 0ONo lil':E]

1.6% 2.1%

Be& BREENMO7Tyr—-r0RHA
[SEOBRTHRBHBNELOARELHEE-Bbhi T

»7) DEIF (n=192)

8

[ 766

oS BESEBIRBY

IOMICWMOE SHROMA  WETI-Rak
B 7 BFsnozrryr—-roRR

[$EORFEI-#MEh A T2 ] (HHE
F7) OEF (n=192)

BASHE D, TTIZ95. 8% DEEMH [ 52
BEBRTELIRATHAE) LS BRER-TE

465—




F34w )y 7EDSOBRBRIINT IRNEHEE 13

L e

16% 26%

B\
95.8%

KRR
IDch 0O No l*’éﬁl

L0% 0.5%

\
98.4%

H 3 BRSMBEO7T r—IORM
[OoORBERTEIKATHS] OEBOHE (n=192)

g8

319

B85LET3eR

-
o o
T

FRMHON 3 oK

HFER WRSAH

([OMHSEM & MHRHE]

175

AW

06 11
tofE

E 9y BEZWROTYr— rOER
[3o8LBLNSRFEALEDL I CEMEEVE T 7| (HEESFT) OEBOLE (n=192)

D, MRSEIZIIB BOEM 1 EROREE
F-oTwat@ELE (F8).
MRSHEE LAY >RBT IR T 2508
EDOAR (AKEET) T2, 81. 9% DEMLEH
RN 2L, 27.5%DEMIMEOM S >FE 40
Arac@FLL, MRLSHEL88 8% DRI
RN 2E, 19.3%DEMAMOIN S D540
ATsLEELAE (A9).

3. MREOBERUMASHOEAETE
BAESTEZ LI (AKEET) &L
T, N7TROEMH (B, [ER] ZBT3A
EVNEFIL o LBEELE, 261z, 48.9%D
E& [BMIEAOBFDOSA IV 7] 28T 3
AEPEZIZL -~ EERELA (FH10),

IR, IOLIUBREIZSHEEMULE L,

(%)

w -

70 F

w S

m-

40-

m -

m 3

10

4 it 153 bt BME~D

BiDs4 vy

B0 BHEEBEOT7Vr-FORM

(BRETEXIE-EZL@3ATT?» ] (REEE
) OE¥F (n=188)

B ANESL.9%TH -7 (H11),
BRE#(284. 4% DEMA [ 5 OH/OEFBIZHA
BN E o] ([12), 97.4%DEMH B0

—466—




124 77420 5 TED S OWMBRIBT 5 RERE

(% on s %@

2.1% 0.5%

Bu BRsho7r7—ORE

[Z0EILBRRLIZBSBLEUOAL 2T 0 B13 REASBROTr-tORE
B% (n=192) E&&ﬂ&mTﬁﬁﬂ%ﬂﬂﬂlﬁeﬁttJmﬂﬁ
0=192)

[DYes O No !‘*#]

[oYes ONo 8 x@% |

10%
1.0%

Bi12 RREBOTr—-FORM
[HRALH®, SOMOBBBR-MENI- Lok OEE B4 BRREOT VT - ORE
(n=192) rstzaom&&naﬁm-sasia.t')s;zmm

DEF (n=192)

ENTHIOWMEROLEMER LA EEELA

(E13). (BEZAORELR FA»rSEL A OFEEBD A1~
&I Uo7z] LBALEIEB). 3% TH -7 O5@RBeEWMS55L85
(14) BmsZu

. B 0%

BESHE (2—4A8A0NM) cB8BXAOTZ &
THMEL LS L EFCRHA S A LERELAE
Bii220.3%TH 0, [SHEMBEME 5 B
EBAAT0.3% LT B L, 90.6%DELTHMNY
MELAEIN A, 32V IHAEENSZ T
g Ehi ((15),

% 2

B15s HWRLgOo7rrry—-LOKR
FMELSRLYD, KOPNDADRRLCEML (o, sEEAO L TRMELABERN S -4

T4V rTEOD L EE—8I2, +TI2  JEXBDELRLT| OEE (a=192)
HEIBES OMLROZERY DD, MBFEL N

MLEACHERE LARRA S LT Eh, ATVIrTEANOBRELHELED SFIZZ, W
WEWRD 55, 5O/BRPMLOLNTS EEVHERCE (RBTH20H8ROLTH

—467—




T34 2N TEOS ORERICRATITERE 125

POBELD) RAVSEEEID, ZOEH,

BRELADERER (emal. 417 —F 9 b,

CD-ROM. DVD, &k ToOf) niFHEL I
FLTED T I ENLBETHE S,
IOMBIOVREBEBELT, HOoFESA

SRENARELREE, HOTHAR, EREIH,

ARBEH L T28E5L53", BREOEY
LlEA BREXTTS1 rBLUAICHEL»DS
FERETFL THRBUNOERRENEZZ2IL T
WAHLWHIHELDEI 26T, HMAERLUAD
EMAIOL ) CHBEH > TRRIZHLB2Z L
B, IDOMOFMRRCPERD VX 2BRI- %
HEZLLMFETES,
SEOWRSMOT »or— FRETIE, 3°OW
DR FES, [M-Twa] L& X -EHZH
2HEE, (HoBRBEM-TWE]| LBEXLES
BN TREEE:, BROBRZFdh, TV9—
EEEOZBL A3 OROBEECHLTEL 2D
HMEEFLTOAZEMMERETES, 5L, [

RETEFIZ AT LT T» 7 ) o,

[Rebr | LEAAEMATHICEZLAZRLAT
LTnakiic, YSBASRSEZBEORITEICRT
TEMOLOE BB TH -, Sk, HET
LZBREOHR - BRIZE ST, 734704
TERIZHLTE, 5oOMOREE, gETI<:E
BlReHT, o oMOMALHT L R{EMRROZRP

ThThOFEALONR - Xa - XA, TOM,

IOMBWICHT M4 OWMBOBBL T
LERETRETH D,

*EDT547 VI TEID, [DORIART
ELHE] VI EBIRAWTHED, SEOHE
WEKIZIE, EHIZBLLDT 54TV rT7ESN
[ 2RILERTEIH/A] LBEEL T, —
Bz, BMEREBAATIAY N rTEIZE D
TY, GERENES 5V ILBEHED 5 OFBE
GETOILRBREINTHIEEXS, 1K,
Dl LLEMLU LD OHBEIZIMOI DENE
W EERT, BHRESFIIOERDEER
BEILA2RWTHEAL TS LEN S LB
3. IDRMDERILBAREH =5 -1, O
R, QXDFE, QXIFOMBRETHH L&
3% ZOBRIRTIEENLNEL LS

SDTFTAZ) I 7TEEZREEES I ENEET
»5, '

IPRBEIIHTAINSFERMELT, 54+
Yy T7TEDDE LS 8H, 6 IRANSoxE
WHT3LELE, HARECIEBBERARD L)
BRT, >OHOERNSIBTII L35,
—HCERMEELCT 28885 5%, —F,
I-EITIsERLAD) 2 59%, MFEXED
EKEHOMBES 5505, BEZAPER
IZHLTREBABA. 7342 ) r7EICHLT
t, THEOMME (SMB#RI_LIFEFR) &
+aroBRRALEVEIICEBAT A EAERT
b5,

MI2FE, LhbiIBRM+Lo b= HER DA
HHEE (SSRI) #REF|LTIHRMO OH-
ERES{BOHOIASEAFEROUV &L DI activa-
tion syndrome (METSIE#REE) 2'b 0, HELT
EEMEERIRRTIZLNH D", MK
HWIZHEWT, BICAR - EFFIIHLTHIY 2%
BRAEBIRT 2141012, PREDEEMEL,
YEiz5®iz, EEEm (RAE 1 AMEA)
DOBMEOLHNT T, ¥ 2 » BLUARERLHSE
T& % 5. Activation syndrome 24 U 21§ &1
i1, EWEgRTVLPIELAD (TTERER
BALTWABSICRIIBEREI“EE),
BEOBEIZIINIEER (mood stabilizer) ¥
HAEEOHANELLND, £, BOAF
(NEHERE, \ARRESOTHEEORE) 4
HTH53,

SEOT - FEETHLOP IR LTI,
2Ly, IORERIBLOBATI{ 7Y
YyTEDEL I, MAFRELORIBOLEELT
TICEEL TV, FRI9FECHFIREL LB
HRELHWAMENT X, FRAFOBREMN
ETHEFWEIL, SRHIEOBALE, AFL
EDBREOZ D653 ORVEDNIBEZA
EMBAMEICBT T LERAET A H8ETL
7 £ EL DT 7470y 7TEIZS OHBERE
R4 50k e A CMARESOBMEANETT
ZEY LA IV EBRL TN TEHAET
&5,

$ED7Vr—~  AET, ZRE - THY

—468—




