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R 3t S8 Ak 4 W 2% 4 9 B (Santa Cruz Biotechnology . Inc, sc2004 Fl sc2005) . I3 184k 2 % O (ECL) i 5
(Bio-Rad Laboratories, Inc) WA I Z¢015 5. H Quantity One BRI Hri B AL(E 5. # SREBP-1,
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RS 1o S4AE R R IR BRSO 25 4 22 1 B AR AR . ISR SR ALY O T AP % 58 APDs X
FI T 3l 9 52 M2 15 O A S AR 1k ) B R i R R, SEgeh, FRATTSR T 2 R TE S NMDA 52 445 Bt 7
MKS801 7 20, # 57 BB 73 240 = F & 06 st i /N BRUBE AL, NMDA 52 (45 5070 J2& B i 76 11 115 R F 58
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PRI IR IR . RS . BERE A . & UG TG, TC 5#8HE H — &IP3 AR E A, /WA, 5 B
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E PN 8 R 5 R A5 A e DR 0 OB [ e ol a6 DR ) e SRR . b k19 SREBP 1 2l v g 5 S0 20 10 [ e L i
5 0 R AN = IR i . 2R R W AT L BECE S5 T L B G 5 AN A 41 4 SREBP R A R
T O P R DR B B SR MGG 1R I B T Y. Lauressergues 5 3R M I W S 00 7 2K % B4R E R
C57BL/6 /N EHEAT I I 0 R S5 T b 3, 2528 W7, 25 W) 18 W 3 ot A1 R A 5 5 JHFJDE LA B PN JUE O Mg Joi 444 o
117 33X 26 15 bk 5 JTF JUE P 2 5% [T+ SREBP1e M H MR Fas B35 5K P 5 8 3 I IE ARG, e . Al i K
B D5 200 i A5G 000 R 55 T T 240 1 LA R B, R BIZ 25 W) Ak B S5 1 i SREBP1c Al SREBP-2 19 25 1
ik, RPN BB RN ER L I TG B 4EY . SREBPs /£ 4 I8 B EY & Mgk B 00 1. 51
R B ROV AR R L 4 MR ARG IE e, Hh s SREBPs H B &1, 544 L rEn
SREBPs M P J5t 9 % 3z 2 i R S 52 B30 U0 T/ SREBP 599135 £ % 11 (SCAP) . £54 T SCAP LIRS
FE TN INSIGs LA K 22 52 1A B 20 43 1(PGRMCD) . 1 58 20 s R 55 B CIE BT <7 WR iR 0 960 R I 5 4 b
H 4 R SD R BURE AL, 2 B BT — oK dE Al B (mifepristone) B 336 % B APDs 24 ) 4b 38 1fi 9l 20> 11
PGRMC1/INSIG 2 ik, [A) if 342 fiff 35 b4 B9 SCAP/SREBP % [ [8] ] 1F % /K . 11 H i i 7Kk F 1 %5
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W EEAL A W T S, T2 AR T O A OR T A RN S R Y S SR . AR X R WA S BR AR R AL
i N o Sl T I (E N D o o VA R N T A TR B A L L R R e | ANl T e
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SRR, AT RET R S Ry T A A S AL AR R, IRk S TR R A . B, T RDRE R T R
FHZ . TE RG] o 8O K e A A58 AR 3 W A AN ) 88 AR 3 A RO o ) HG T R S B0 7 O I
P95 1L A T L i 99 57 4 T
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Effects of Short-Term Treatment of Haloperidol. Risperidone

or Aripiprazole on Gluco-Lipid Metabolism and behaviors in Mice

ZENG Yan-ping, HU Zhong-yi, CHEN Xiao-ying,
HU Chang-hua, LIU Xue-mei

School of Pharmaceutical Sciences, Southwest University s Chongging 400715, China

Abstract: To investigate whether different APDs affect body weight gain, food intake, gluco-lipid metabo-
lism and behaviors after the short-term treatment of haloperidol, risperidone or aripiprazole in a schizo-
phrenic animal model through administration of MK-801, sixty male Kunming mice were randomly divided
into 5 groups and treated with vehicle (n =12/group), MK801, MKS801 plus haloperidol (2.0 mg/kg) .,
MKS801 plus risperidone (1.0 mg/kg) or MK801 plus aripiprazole (4.0 mg/kg) for 7 days. MKS801 treat-
ment stimulated hyper-locomotor effects in the open field test. No conspicuous changes in body weight
gain, food intake and other gluco-lipid metabolic parameters were observed in the MK801-only treatment
group. After APD treatment, a reduction in locomotor behavior was found, which showed a significant
negative relationship with plasma triglyceride (TG) and total cholesterol (TC) concentrations. Moreover,
a significant positive correlation between plasma TG and hepatic SREBP1c levels as well as Histamine (1)
receptor (H,R) levels was observed. Especially, short-term risperidone treatment significantly elevated
dyslipidemia, which upregulated the levels of SREBP1c, SREBP-2 and H, R in the liver of mice. In conclu-
sion, aripiprazole has fewer metabolic side effects; haloperidol may cause an over sedation effect, which is
probably associated with some metabolic side effects; an increase in hepatic lipogenesis induced by risperi-
done may be one of the important factors of the metabolic side effects.

Key words: schizophrenia; antipsychotic drug; side effect; metabolic dysfunction
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