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M EZH2 (IR T0 R EZ (P > 0.05), (4) 7ErEACRE i, EZH ol ] 384 fin /) BU7E B 2E USR5
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[ Abstract] Objectives This study focused on the effect of histone lysine methyltransferase (EZH) 1
on schizophrenia and its associated behavioral disorders. Methods Seventy C57BL/6 mice were choosen to
the following four experiments. (1)Expressions of EZH1 and EZH2 in brain regions and organs of mice were
detected by real-time quantitative polymerase chain reaction (PCR) and Western Blot. (2)Mice were given an
intraperitoneal injection with 3 mg/kg quinpirole hydrochloride to establish an animal model of schizophrenia,
and the control group was given an equal volume of physiological saline. The expressions of histone modification-
related proteins in the prefrontal cortex (PFC) of mice were measured at 10 min after administration. (3)Mice were
given intraperitoneal injection with 5 mg/kg of clozapine or 0.5 mg/kg of haloperidol, and the control group was
injected with an equal volume of physiological saline. The expressions of EZH1 and EZH2 in PFC was measured
at 21 days after injection. (4) AAV-m-EZH1-shRNA was injected into the medial PFC of the mice to knock down
EZH1, and the control group was injected with interfering shRNA. The behaviors of the mice were measured at
2 weeks after injection. Results (1)EZH1 is highly expressed in the brain regions including the prefrontal
cortex, hippocampus, cerebral cortex, subcortical, cerebellum and brainstem, but is low expressed organs

including the heart, kidney, liver, lung, stomach and intestines. EZH2 was low expressed in various brain
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regions and organs except the cerebellum. (2) After acute injection of quinpirole, the expression of EZHI1 in
PFC significantly increased (P < 0.05), while the expressions of EZH2, KDM6A, KDM6B and UTY did not
significantly change (P > 0.05). (3)Compared with mice injected with saline, the expression of EZHI in PFC
of mice injected with clozapine and haloperidol significantly decreased (P < 0.05), while the expression of
EZH2 did not significantly changed (P > 0.05). (4)In the social ability test, EZHI knockdown increased the
time for mice to spend in new cages and to sniff strange mice (P < 0.05). In the forced swimming test, EZH1
knockdown reduced the immobility time of the mice and increased the swimming time in mice (P < 0.05).
Conclusions EZH1 is highly expressed in various brain regions of mice, especially in PFC of quinpirole-

induced schizophrenia mice. EZH1 is extremely sensitive to antipsychotic drugs, and its knockdown increases

the social ability and reduces behavioral despair of mice.
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FRHUE RNA , SR M-MLV S5 5% B4 )% ¢ DNA £ —
HE, SYBR Green 17 PCRY 14, XK & H
M2 KOs Al . 519 H Primer designing tool 7528 5K
PR, B R T AR TR A BR 2 F] A o
GAPDHANZ, W# 1,

7. Western Blot: % J RIPA 57 #2 B 4% 2H 21
EEH, BCARF &HTEACE. RHA10%
SDS-PAGE #E i 43 85 BB 11, 7% I s 1 5% 1) i 44
135 34 45 min, —HL T 37 CHFF 4 hii#& T4 C
R, FRAR AL AR e B (1 2 10 000) FE
EFERIEE 1 h, ECLEEE ROt RABER L RS
g Quantity One 4.6.2 A4 (35 [E Bio-Rad 2 7)) #F 7
S IgET RV T, RGN B B3 R A F
—Pil F I Abcam /A H], EZH1HTAQ = 800), EZH2
PLiRQ = 1000), KDM6AFLIA( = 1.000), KDM6B Hi {4
(1 : 600), UTY HLi&(1 : 200) F1PNZ: GAPDH(I : 5000),

8.4 ¢ RS SPSS 19.0 8 F kAT 5 Y
Bt e BT EHREIR YR £ ArifE2E R £5) R
N, ZU R ECR RN R 7 22081, LSDZH L
B, P LR K. P<0.05 HZERA S

IES-9'8

R

1. EZHAE M S HAth A ks i o347« DLIET 1, 22,
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JHFRE i . B i S R N5 . EZH2 mRNA F
H EAE/IN BRI 2 R, TE ARG DX RS
(2R TR PTG , (R AR R FAIK

2. 40 B B U AE DG B T TE R Ao R /N R
PFC H )ik LR 3, HXFIRA] e, PFCH EZHI
mRNA FIEE A (10 23k 76 SbEvE s ik ' s 1 2% 1
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IR

THE SRR R MB &bl s
T BRAEARS AR 3 SURE I 5 WL Sl s By
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