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Second Clinical Medical College of North Sichuan Medical College s Nanchong »Sichuan 637000,China)

[Abstract] Objective To investigate the neuroprotective effect of DAPT pretreatment on cerebral is-
chemia-reperfusion injury in mice and its mechanism. Methods Male C57BL/6 mice were randomly divided
into the sham operation group (sham group) ,the DAPT pretreatment+ middle cerebral artery ischemia-reper-
fusion group (DAPT pretreatment group) , the middle cerebral artery ischemia-reperfusion model group (mod-
el group). The mice in the DAPT pretreatment group were intraperitoneally injected with DAPT once a day
for 7 consecutive days before modeling,while the mice in the model group and the sham operation group were
intraperitoneally injected with the same amount of normal saline. The middle cerebral artery ischemia-reperfu-
sion model was established by the suture method. The Longa biological score was used to evaluate the neuro-
logical deficits symptoms of the mice at the time of 2 hours after cerebral ischemia and 24 hours after reperfu-
sion. TUNEL staining was used to evaluate the apoptosis of neurons cell in mice and TTC staining was used to

evaluate the cerebral infarction volume of mice. Western blot was used to detected the protein expression lev-
els of Notchl,Hesl and Hes5,and qRT-PCR was used to analyze the mRNA levels of GFAP and STAT3 in
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mice brain tissues. The levels of IL.-18 and TNF-a in the brain of mice were determined by ELISA. Results

The number of neuronal apoptosis,cerebral infarction volume,and Longa biological score were 4. 00£1. 58,0
mm®,and 0 points in the sham group.and 75.0042. 74,(42. 37+0. 85) mm® and (2. 12+0. 39) points in the
model group,33.6042.41,(19. 8741, 18) mm® and (1. 2940, 25) points in the DAPT pretreatment group,
respectively;there were statistically significant differences in the above indicators among the three groups
(P<C0. 05). The expression levels of 1L-18, TNF-a,and the relative expression levels of GFAP mRNA and
STAT3 mRNA in the model group were significantly higher than those in the sham group (P <C0. 05) ;howev-
er,the above indicators in the DAPT pretreatment group were significantly lower than those in the model
group (P<C0.05). The relative expression levels of Hesl,Hes5 and Notchl in the model group were signifi-
cantly higher than those in the sham group (P <C0. 05), while the above indexes in the DAPT pretreatment
group were significantly lower than those in the model group (P<C0. 05). Conclusion DAPT preconditioning
can inhibit the Notch signaling pathway and down-regulate the levels of Hesl and Hes5,STAT3 and GFAP,

thereby palys a neuroprotective effects on mice with cerebral ischemia-reperfusion injury.
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