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WFZERE R OMEEE (Fn30) @ KM genome—wide association study (GWAS)IZ LV [RIE I 7= 2
IR PRIF-OPE AL DA 2 A U U3t bl & B3 28BN ~—h— &, 7 P i
EOFR U IR IR 3 2 B B E 5 L OYRER N2 E O ERIER & ORHE £ 7~
7o ZTHNETIZ, i )FEAMBOEA AV UILJE & glucose—dependent insulinotropic
polypeptide receptor (GIPR)E(mT-, ii)A 7 B NRELAZ O BUL B0 & GIPR 51,
iii)BMI « & & & glucose—dependent insulinotropic polypeptide (GIP) E{n¥. 72 &L
DI AT DT,

W R OMEEE (3530) : Meta—analysis of genome—wide association studies (GWAS) have
detected several genetic markers related with type 2 diabetes and insulin / glucose levels
after an oral glucose challenge. We have examined relationships between these genetic
markers and metabolic abnormalities such as the impaired glucose metabolism and obesity,
induced by olanzapine and other antipsychotics. Consequently, we found that, i) the
relationship between glucose—dependent insulinotropic polypeptide receptor (GIPR) gene
and insulin levels after an oral glucose challenge, ii) the relationship between GIPR
gene and weight gain induced by olanzapine medication, ii ) glucose—dependent
insulinotropic polypeptide (GIP) gene and BMI / waist circumference.
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PR AR X AR ERIN, &,
EA A MGE, A A T, IRE
REFES 72 EOMREMERIER X, HE KT
BEOHBEWELEVHIBANOITFEKREL
HERIND Lo, FriZ, ARERIZBW
T olanzapine EAM G 72 W R [FEIHI &
O BEME N E T RO E IR, BERIB M
N7V R—=3 A HERRTESER EOEE R
JEBI 23 S 4L, olanzapine [TBERITCE D

BFEoHBFICH L THEHER o7,
I BT, L OWE THHIUBEMRIEOH T
% clozapine & olanzapine DSHECEEE O
YA NENEEINTWEN, FORAH=K
LIERIZH ST/ > TR,

2. Mo H”

2 1L 2 E T, olanzapine 3 E 3 D4
REBEEOA D =X LR %ZHIEL T,
olanzapine WARJERI & KiRFE = b r—/L



FE6 L ORI BEATER (0GTT) ZHEdT L
TR ZHT T D, £ LT, 2RO M
oA AV E, HoAle [TARARIE= > b r—
JVRE L D72 olanzapine WNARIERI TS,
PEAMEBEDOA LAY UMER LR L TWDHE
AENRHDHEEREXILDT, Tihhbh, B
DZEMGRER MR E LV &, FEARZO A A
U oS0 B A 00 28 B D 5 ASPLE R PR AR &
HEEZLN, NG EEETSELBH~—
H—ORETDHZEEBMELTND,

Bt . WNEMEE CIX KB genome—wide
association study (GWAS)IZ XV . 2 HUpER
PR Z DA A Y AW M E &
BEE T 2 B\~ — B — 23 EE S v, BRI
DFEMIHICRESEBRL TV D, Fxid,
[ EFLo> GWAS ClRIE S 7o MR R & B
HTHBIETDIH, EO—EILHH GRS
N ER T DI CH R & L BET ) &
WORRZ 72 TRET 2R Tund, LT,
BEACHBEE GWAS 12 & W HFAmRDA R Y
VAR 2 BUMEPR IR & OBAE AN E S 4LTs
glucose—dependent insulinotropic
polypeptide receptor (GIPR)i&E{m¥ (Saxena
R et al. Nature Genetics 2010) 25 .
olanzapine WARBEIZISIT 2 FEA ML O A
VAU VIMIECBEE L TWAZ EEREL
77

GIPR JEAn 1 % & OREIRH I D Magsrt &
BE T 2B a T2 b 2 ORE)IFHL . —
REHIZBWTITE T~ AN L5 KB
Bt 7 LT LnZ OBENEE S R0
BAEDZVN, O X9 B a8 LR
RN AR & O MBI B AER (genotype
X medication interaction) WNIFIET HHE
EO IV EAIN G ISE S iEmd aet vdt O G S
DBIE T2 & PR ENER T 5
FERBIET COBEERIRETE2EELD
o,
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(1) HEKRFERTFREWHEBEREAEA
Be TR A RFRIE & 2 S LT AEB o
G, AFEONEZ +oICiil S hE
1 CREDOE LI TIER DI %2 x5 &
T 5,

(2)  Olanzapine 7zidfth O FHHUE#H
i [F]— R T 2 L ENAR L7
T, 12 FEEMER% O RZEERFZ 0GTT
2179, RRRC, —RAELFREL IO
DNA fHHHH OB M, &K - (A& - v =X
MEEHIIZR E BT, RRIE= > e —
NEEIZB W T HAERICT — X NEET
Do

(3)  STHRHRZRIC L D GWAS CTRIE Sz
2 BUPERIOBE AL DA A Y 53Uk
RMAEME & BEET A BE T EE vy 2 T
v 7T 5,

(4) FRICXvwEeyrT7ry7FShi-#
BF 122V HapMap H AN T — & _X—
AN EH TSNP i RINT 5,

(5) INA A=y ke Z AT EEE
(ABI-7900HT) % F\ i fns 1AL E 24T
Do

(6) 7/ AfEHREL OGTT /NT A —F—
(fasting glucose, fasting insulin,
HOMA-IR, AUC glucose, AUC insulin,
insulinogenic index 72 &) . ERERTE #Ht
(PERI, 4FEfn, BMI, =X R, ARk
K72 &) ZxtE s/ T —FXN—2 %
HEGL U RERIRRAT 217 O o
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(1) Olanzapine Z#7-1ZBAA L7= 32 %4
ARG E LT, Bldh S 4 B O BMI £
1k iEix L glucose—dependent
insulinotropic polypeptide receptor
(GIPR) BIn 1 & OB T LTz, £ D
FER. GIPR #fx 17 (rs10423928 T/A)
WCBITD ATV NNEEEORETIEH, AT Y
VERRRIZIRWEE & el L 4 BT O BMT
25k & (ABMI; 1.2+0.9 vs 0.5+0.6
kg/m2) N K& -o7=(p =0.016), ~X—R
TA O BML, ZERGIREMpEE, ZSHERE A
VAU MEX 2 BRI TTEN RS T,

(2) Olanzapine Z XU ® &3 2 H M
FEMIE AN AREERS L ORI = > b
— VBEZ XF421T OGTT 7 — & . BMI, W=
A NI EDBIRT — X DNEL IO
EHIE A T 21TV, T —H_— A D
WHEEIT Tz, RFEWIRFERITZLL T O®E
D Th D, PUBIHRIENIRS OR ST
JiE 147 4 (BiE 154, LtE 724,
i 38.0 £ 11.0 5%) BILOEMERER
RNAREN 72 M F E 162 4 (B 84
£, e 68 44, SEHFER 37.0 £ 10.4
%) AR, BMI, YR MERED
IR T — 2 B L OBER# T A —H—
L glucose—dependent insulinotropic
polypeptide (GIP)iEf5¥ D —1920G/A
SR L ORI A TR, TORER, A
SLFEREIC I T, AN BELT GGHGA BE L B
~BMI (24.2 vs 22.2 kg/m2, p=0.004)
B X F£(85.0 vs 80.2 cm,
p=0.012) A EIZKE o7,
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% 22 Bl H AREG R Rt iR (F2
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HEKER, PEEmE, HEWRH, @HE
B, NEHE, WG, AR, Y
Kz Zotepine WARHIZA U7=.0LFE
QTc #EE: 7S perospirone ~~ D FF B
#ekE L 14
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