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WFZE R S OMEBE (J230) : In order to grasp the actual situation of metabolic syndrome related
to novel antipsychotics, we investigated the dynamics of various adipocytokines which
is associated with the development of metabolic syndrome. Moreover, we conducted 75g oral
glucose tolerance test, and examined the association between antipsychotics and various
factors which constitute metabolic syndrome. (Result () Subjects treated with novel
antipsychotics had significantly higher leptin levels in comparison to healthy controls.
The plasma concentration of adiponectin in subjects treated with novel antipsychotics
was significantly lower than those in healthy controls. The present study indicates the
possibility that the administration of novel antipsychotics may affect adipocytokines
in the normal fasting glucose stage, excluding the impaired fasting glucose group, which
is in the transition stage into diabetes mellitus. (Result @) We found that novel
antipsychotics—treated patients with schizophrenia had higher plasma glucose levels and
serum insulin concentrations after a 75—g glucose load than did healthy subjects, even
though fasting glucose levels were significantly higher in healthy subjects and there
were no differences in fasting insulin concentrations. These findings were confirmed in
an analysis of subjects with normal fasting glucose

SRR
(BREHAT 2 1)
[ERESES iEESESN i

2010 4REEE 1, 300, 000 390, 000 1, 690, 000
2011 4REpE 1, 600, 000 480, 000 2, 080, 000

R

R

T

=6
S
>

& B 2,900, 000 870, 000 3, 770, 000




W38 - REARE

PRIV 5y F - MIE « PIRHRBEIRIES: - RbIRERIY:
%0 — F : FELTREMTIE, MO RAE, A 5K Y v 2oy Fa—h T5g0GTT, 77

RIA L, FEYT ) L

1. BFZEBRAE S M) D75 5

BOH LR M 3 @ olanzapine X
quetiapine |XMHPERERFEIC L D THI 2R
O D, R TIIMERIFEE T2
NS L 72> T FHA I E R
AOFEIR EREREELRSTWVD, AXR
Uw s« Fa—A 0T MetS) 13008 - f5E
PR SO 72 &0 S R R fE R A T
DEFELTZREETH D | BREE (LR B D%
JEIZE S TRERY AT 7D ENEL
DA TH LTSN T WS, 2 AR
JH72 E T, BARANTRCKEA & L7254
e Z 2L TRV EORELEEND, &
WITF ORI IZE NN D Z ENRE
NTEY ., AFEFOBEWIZILDY Mets HDHWN
VX 2 RUBEPRIR OB W L HENE Z LI 25 T
WHEWHIBRLH D,

PURMRIRIC L » THEE SN D ERERN
OBE < IEEACHIE T & W\ o T2 Wb B YR
EDOHFAEFLFINOEHMINTEY . T0EFE
AT —RA DI NESATERFRICE
WTEWZ ERSho Tnd, PTHHH
MR IR I Mets 80T 2 U 2R
FEFITENZ EPRRENTUWD ( DeHert et
al., Schizophr Res, 2008), F£7-. Z# %
THHPUSHIRIE L Mets D AR D IKE
INSCRE - PR CHIER T & OBLEZ G L7k
TTHFZED N DB DY, Fi— ST AR
BoH TR,

AL TIXNFMEL TIERICITDL TV
DT T4 RIA D BELNT, KD
T BT URAEFIA L, FEURE A AR
BREEF2ELTIAD =L EMRH L
Eo&Trb0ThHb, HHEMEE TR, 2
DI BFOMEITITEAEITONLTELT., 7
FARR T F RV T F ATHONTHT )
WCHENH D721 THY (Henderson et al.
Arch Gen Psychiatry, 2005). 5%. 77 4
RAA L EN LTI MR IR I X 50
JEERF ROV TAEMICHRHT S 2
ERHIFFS TV A,

Fx I3BEE CIT, FHbUEMRIEIC L S
R 2T T D B ARANKEA I B R
oy b — R OB TERET T 4
RHIA AMEEEE L, TR TH 5 HB3HHLT
FBHREIC L > THEBELZ TS L THIN
BDTT 4 RBA R OFDBE~— I —1F
fERE LTS, 5%, ZNUOBEMT T 1
RH A NN THERTRORFZE 21T\ BRBL
TIPS K DB A & O BIRIC
OWTHET D, ZHICEY ., HAKTERE

(ZR T D PENREH R 2 T 54
H~—7—%FE L, RHIZOMmEREZ
TRIT L EnTENR, ZORIKIERIE
REW,

2. WtoEHB

AWFIEO BE, OARFOKFA KIIEEE
1000 £ B XRITAZRY v 7 v Ka—A
(MetS) DFFHE 2 A L, @OMetS FiE B H [A]
FELTOREY A NI A v OBNREZE A
LT, EHICQ%FE MetS BdY A M A v
BIRFEA, Er b= s R R REER
I EERIET L ETHD, 2Ok
B BRI I A 57D &l &2 O R
FlCEbE, R LR R E RSO IR
(2 K2R SORE - IR AR & W o Tl
BETH - TR AREE 72D | A KIS
FE & T B A TURBMRSE D MEH S D ook
PR BT KT LT R YL O ML
DIRINDAIREMENH D,

MMM TR E TIc@ - @IZB LT, #r
DU AR N AR O A KT B 811 4.
o b a—)L 367 4 & x5 & L, 75g0GTT,
MAERERSE T 7 ¢ AN A >, NEEAE O,
7'a g FUEOMRECEREEIT o 2,
[AIRFICREE - BMI, U= & ME, M=K
FHAIT — & | IREBHAEIRE DS & O IEANE R EE
OfF A, FEEIRFE O BRR 7 — & B ISR
L72, M2 TCTDNA DHIHZEITV, 77 4 RA
A ¥ BB AR 1RO AR AR E G N~ o B
NDrREhTnwsto h=r - F—R3 %
7p ERFEZ RIRBR TSRO 21T > 12,

3. WD Ik

BB K E S FR AR AR B L O
PR HRRRFRE 11 fi g% 12 B o CHUR R 3K
PR H D FE & I T BB % %P 5RIZ T5g0GTT %
1T L. SFEMEAENLFEREEITY, KE -
BMI. 7= X M, MJEDHEFHMT— X
DER, BRI, IRIFENE. R oK
F—H TS, DNA ZHIH U TR A
N A CBEEELERSE R =2 - R—
PRI VR RS R IR AR T 8 & BT
T 5, ZHHDORERENSEEEH., Kyahhe
R - N ) DR RS S K
FET —H _X—2 5Bk L, BIsE®R, BRY
BB MHREKIC L TERIND Mets &
MRS 2 &I (MHPEEE - ARG,
i7eY) L ORERE RIS EER - AR
IR %, BAREIZIZLL T O B TS
HED T,



1) 7 K 7 5 o e A R BE & 7o 1 B R e
W ABE R OFEA RFERER &2 K5 L L, W5t
BEILE THHHAENAKPIEONE & +4712
ML, EEHCHREEZES,

DK & RERT — X B ANTEDLr—A R
— RZ&ERRT 5,

3) IR R B OGO E T IFBEE, (LRFAlr
DR E, 3 HRILANOIEAIER, TA| - <
SIOTEE L HioN—F Y IR LIS O G
. 72 EORM AT TERIIRAN 5,
4) 75g0GTT Z Jif 79 %, (RKHE, BMI, =& k
& MEDBARFHAIT — & | BRI, TR,
TBIENTS. FEHEROERT — 2 12z, %
T T 4RI A RORIE,E~— 7 —Z W E
L. &FIA— 2> b a—/ LR To k%
179,

5) G T RAT R ER I 24TV N B HER 72 S5 18
IZ &Y DNA ZFhH T 5,

6) TagMan EIZTT T 4 A A v BEEEF
L, Er b=r s RS UVRREDKEZR
KELFICBT B IEMNEX AT
T 5,

VAN OFEEH - HE, e, Tl ReH
TT AR A EERLETC, B b=
R VR EOEKEFEZTREKBLEFIZET
5512 e 8 A E RIS HRAT L C. Mets
FEAEBE IR -2 T 5,

4. WFERRE

(1) Olanzapine, risperidone. quetiapine
OWT DA TIRE SN TV D BARANK
BRPPERE 113 A EFay ba—LF
123 ZaxGe L Lic, T XTORRITZENEIT
MPHERNERE 2 bDODHE LT-, NIRFETIX
g bo—LBEIZH L, VT FUENE
BloEL, TT A RR 7 FURNMEZ R L
Tme AT w7 U A XERBEIFBONITED,
olanzapine WRZX T T 4 R 3 7 F L H % K
TEELETE LT, o, FbuEmhmsg
DIHHNRD LT F AMEEZIERLS T HRFE L
TENEIVRT ST,

AFER G| 22N RFIMBEE 2N EH 2~ L
TV D BRI Z I W TREID, FTRPUSHREE D
WIRICE D T T 4 R A VENREN %
TV D ATREMED RIR ST,

(2) PUSHIREEANC L > THHRESH T
% 159 40 B ARANABLHE & KFE B & 90
£ DR 2 ba—VFITxE LT Thg M AR
ARBR 2 S0 L, ZE MRS KON AL 14 30 47,
60 47, 90 4¥. 120 4> DEFSIZ I\ T IBHE,
A VAV AMEEENENRE LT, ZEERFD
A AN EIXH R TEERD o T2
D, BERRGE DA A Y BT PR SR N
REEICEB W THEBEICEWVMEZ R~ LT, %%
1E 22 MR IURE 3 O A IZBRE L CRIBE DO I
METo A bRKOER TH o=, T/
b, RO A AV A, MFEE ER

THo> THHEAMIZKT DA AT 03U
BB EBURS AR SN ARFEIC B\ T L 0 18 5
ThirlWnIfERTH T,

AAERNS | FUBMIRERIZA 2 U AP
PEFEIE~ & D720 5 MR 5% S BB & 72
HUHTO BB WNT, ME—1 AU UK
SRS A 5 2 TV D aTREME DV RIR ST,

5. FRFEEKMHmLE
(MFZERERFE . BF9E o3 K ONEHERFZEF 1T
EW)

UdEREam 3C) (Gt 16 1)

@ Sugai T, Suzuki Y, Fukui N, Watanabe J,
Ono S, Tsuneyama N, Someya T (&ZFHifH)
Excessive insulin secretion in
Japanese schizophrenic patients
treated with antipsychotics, deapite
normal fasting glucose levels. J Clin
Psychopharmacol (in press).

®@ Sugai T, Suzuki Y, Fukui N, Ono S,
Watanabe J, Tsuneyama N, Someya T (%
IO/ ) Dyzregulation  of
adipocytokines related to
second—generation antipsychotics in
normal fasting glucose patients with
schizophrenia. J Clin Psychopharmacol
32:390-393, 2012

® Suzuki Y, Fukui N, Watanabe J, Ono s,
Sugai T, Tsuneyama N, Saito M, Someya
T(#E F A ): QT prolongation of the

antipsychotic risperidone is
predominantly related to its 9-hydroxy
metabolite paliperidone. Hum

Psychopharmacol Clin Exp 27 (1) : 39-41,
2012.

(@ Watababe J, Suzuki Y, Fukui N, Ono S,
Sugai T, Tsuneyama N, Someya T(F%Hi
A ) Increased risk of
antipsychotic—related QT prolongation
during nighttime: A 24-hour Holter
electrocardiogram recording study. J
Clin Psychopharmacol 32(1): 18-22,
2012.

® Ono S, Suzuki Y, Fukui N, Sugai T,
Watanabe J, Tsuneyama N, Someya T (#t
FtAH) : Association between the GIPR
gene and the insulin level after
glucose loading in schizophrenia
patients treated with olanzapine.
Pharmacogenomics J, 2011 (epub)

® Suzuki Y, Ono s, Sugai T, Fukui N,
Watanabe J, Tsuneyama N, Sawamura K,
Someya T(# #t A ): Dose-dependent
effect of olanzapine on QT intervals
and plasma prolactin levels in
Japanese patients with stable
schizophrenia. Hum Psychopharmacol



Clin Exp, 2011 (epub).
Suzuki Y, Sugai T, Fukui N, Watanabe J,
Ono S, Inoue Y, Osdemir V, Someya T
(/e AH) CYP2D6  genotype and
smoking influence fluvoxamine
steady—state concentration in
Japanese psychiatric patients:
Lessons for genotype—phenotype
study design in
transrational pharmacogenetics. J
Psychopharmacol 25(7): 908-914, 2011.
Suzuki Y, Sugai T, Ono S, Sawamura K,
Fukui N, Watanabe J, Tsuneyama N,
Someya T: Changes in the metabolic
parameters and QTc interval after
switching from olanzapine to
aripiprazole in Japanese patients with
schizophrenia. J Clin Psychopharmacol
31(4): 526-528, 2011.
Fukui N, Suzuki Y, Sugai T, Watanabe ],
Ono S, Tsuneyama N, Someya T (&t A)
Exploring functional polymorphisms in
the dopamine receptor D2 gene using
prolactin concentration in healthy
subjects. Mol Psychiatry 16:356-358:
2011.
ERARKERER, e, HEHEBA, ik
M, NEHE, WL, QR (&
IR A RIETRR I T D IEE AT
FEAR I 3 0 BIE R IS RS9 2 WF 8. i
PRIEHE 42(3) : 197-198, 2011.
Suzuki Y, Sawamura K, Ono S, Fukui N,
Sugai T, Watanabe J, Tsuneyama N, Inoue
Y, Someya T( A %t A ): The wide
variability of perospirone metabolism
and the effect of perospirone on
prolactin in psychiatric patients.
Prog Neuropsychopharmacol Biol
Psychiatry 34(6): 830-833, 2010
Suzuki Y, Fukui N, Watanabe J, Ono S,
Sugai T, Tsuneyama N, Inoue Y, Someya
T (#£%if) Gender difference in the
relationship between the risperidone
metabolism and the plasma prolactin
levels in psychiatric patients. Prog
Neuropsychopharmacol Biol Psychiatry
34(7): 1266-1268, 2010.
Suzuki Y, Watanabe J, Ono S, Fukui N,
Sugai T, Tsuneyama N, Someya T (&3
A ) Increase in the risk of
chlorpromazine—induced QT
prolongation during nighttime: Is a
short—-period ECG during daytime
sufficient? Prog Neuropsychopharmacol
Biol Psychiatry 34(6): 1122-1123,
2010.
Endo T, Kitamura H, Tamura R, Egawa ],

association

Sugai T, Fukui N, Suzuki Y, Someya T (&
FHOA ) 5-HTTLPR  polymorphism
influences prefrontal neuralchemical
metabolites in autism spectrum
disorder. Psychiatry Res Neuroimaging
183(2) : 170-173, 2010

WG SARKERAR, e, HE
HERA. FEEE, NIPE . YRS (AT
£) : Fluvoxamine 7>% paroxetine ~j&
B LB D 9 DRBE I T 2 AR MED
EEV. FEARAhEEER 13(6) 1 11571161,
2010.
ERARRERRR, f@SFEAs, EEMUR, /NI
15, ABE#HH, FGA, RRksE (&
peiE) S EyEieIc BT 288
A Do fEa KER R IOV T
H A 8 R A S S HESE 30(2) 1 77-81,
2010.

(FaE] Gt 1214)

)

<32 a1 H AREGRSKPESS 2011, 12. 3.
AN> ZEEER, SSRIERAR, &I e,
R, /NI, WILMG AN, TR,
YRGB VURY T A FTRBURS R
HOHKY 27 L ZFO%tE.

CEF 21 (] B AN R PRORS fp ph R SR EE R
2011.10.28. HI1> AHMEA, $HKRREX
BB, fRJFEm, R, NEME, Wil
WEN, FEREEESE, YeRfEsE: A 2 U
FEAREEE & LDL/HDL kb & o BEE.

<5 31 (8] B AREFIRSEBES2 S 2010, 12. 3.
A SRARHERRR, e B, AR,
JEEMER, /NERE, WL A, RRE
S VURTV T AL A RRIEREICE
% FEE R GUR AR RE 3R O BIVE N2 B
T HHFIE.

<H 32 [l H ARAEMFHIRE A EFS
2010.10.9. dbJud> S5 ARMEKRER, f&Ft
A, ZAEYEE, MR, /NEHE, W
g A, WRBE: Y UoRV UL A
IFRIETRHEICR T B 5 2 HCHUR i 3
OEIWER THNZBEJ 5 WFZE.

<H 32 M AAREMFENEMESS
2010.10.9. JEIUIN> /NEFE, SARKER
BE, fEJriEss, AEMEA, PR, W
g N, etz A KRIEREICE
DR E & GIPR Bz TZR L
BHHIZ SV TC.

CE20 [B] H A G IR RS b o R SR B S
2010.9.17. flia> JEEMER, SHARKER
BE, /NERE, fEhEs, AEEE, Wil
AN, Y& £ 3 Olanzapine 2> &
aripiprazole ~DHAEHLIZ BT 5 E
[ QT [H @ o g,

CE 20 [B] H A G IR RS b o R SR B 2
2010.9. 17. > EIFEA, SARLER
BS, AERE, MR, /NEFHE, WL
N, YR EHEoras s Fv



WEZFIH L X2 D2 /R B
TREREZ A DRI,

CEE 20 [B] H A Bl PRORE fob o R SE O 7 2
2010.9.16. > AEHBA, AKX
AR, fEJFEAE, EEMER, NEPE, 'L
N, Gurfesz: FEEMBURE R IE DB
NEEACHBIER 12 5 % % 5228,

@ < 20 [8] B A PR ARG b o R K o
2010.9.16. flie> /NIFE, SHARMERAR,
fEIFEE, AEEM, EEMER, w8
N, YeRf23E: Olanzapine |2 & 2 BEAGHH
B & GIPR BB 728 L OBFEIZ OV
.

CEE 20 [B] H A Bl PRORE fob o R SE B o 2
2010.9.16. 5> SHARKERRS, JBAT—
g, /NEHE, fESFER, HERE, EE
fle, wILGA, R BB, YR
Perospirone @ 3K ¥ @) BE 2% o
prolactin JEE Il 5 2 5 42,

@ <27th CINP Congress 2010.6.7. Hong
Kong> Watanabe J, Suzuki Y, Fukui N,
Sugai T, Ono S, Tsuneyama N, Ozdemir V,
Someya T: Hypoglycemia associated with
second generation antipsychotic
agents.

@@ <27th CINP Congress 2010.6.7. Hong
Kong> Fukui N, Suzuki Y, Ono S,
Watanabe J, Sugai T, Tsuneyama N,
Someya T: Catechol-O-methyltrasferase
gene 1s associated with prolactin
levels in male subjects treated with
olanzapine

() o)
(PESEIA PEHE]
O R PL (G0 1)

A TR
FEEAE
MR
TS -

HH
HiFESEHA B
EWNs DR -

OBAHRIL (B0 1)

L
FHE
FERIE
TS -

Fa
BASFH B
ENA DR

(ZDfh)
R B

6. WFIEER

(1) wFgefzs

JHH fABA (Sugai Takuro)
AR - ElTFREWEEL - B
ffge 8 %5 40571914

(2) WFge s

« )
WFgeE &=
(3) H T

« )
e &5



