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Lentivirus-downregulated NrfZ aggravates synaptic damage and cognitive
impairment in AD by downregulating GCLC

XU Yu-zhu, LUO Wei-gang, ZHANG Gui-song, LIU Cui-cui, HU Xiao-kai, JIA Ya-nan, WANG Ze-yi,
REN Hui-ling
(Department of Neurology s Hebei Medical University Third Hospital ,Shijiazhuang 050000, Hebei yChina)

[ Abstract] Objective: To explore the intrinsic mechanism of Nrf2 improving cognitive dysfunction in Alzheimer’s disease
(AD) through antioxidant effects. Methods: APP/PS1 mice were used as AD model mice,and the Nrf2 downregulated mouse
model was established by injecting lentivirus into the hippocampus. Morris water maze test was used to evaluate the learning
and memory ability of mice.and real-time quantitative polymerase chain reaction (RT-PCR) was used to detect the levels of
Nrf2 mRNA. Western blotting was used to detect the expression of Nrf2, GCLC,and AB protein. Immunohistochemistry was
used to observe the expression of Af protein in hippocampal tissue. Immunofluorescence was used to observe the expression of
MAP?2 in hippocampal tissue. Transmission electron microscopy was used to observe the structure of neural synapses. Results:
Compared with the control group mice, the levels of Nr{2, GCLC protein and MAP2 in AD model mice were decreased. AB
protein deposition increased, synaptic damage and cognitive impairment were aggravated (P < 0. 05). Lentivirus-induced Nrf2
downregulation downregulated GCLC protein expression,decreased MAP2 levels,and aggravates Af protein deposition,synaptic
damage and cognitive impairment ( P < 0. 05). Conclusion: Lentivirus-downregulated Nrf2 aggravated the oxidative stress re-
sponse by downregulating GCLC,aggravates AB protein deposition and synaptic damage,and further aggravated the cognitive
dysfunction of AD.
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195 7 (APP+ Nrf2 shRNA), /) B B e 22 44
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SEF Sk 1Y TE B % (516002, Stoelting, 26 /) ¥ 2pL
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225, I B-actin B R I K IEATARUELL

1.4.3 Western blot B2l 8UREATE & A & H
P38 TR A W 1) S B 2 0 43 BT 9% oV R 2
fb. A BCA # 1 51l 52 3 71 & (No. 23228, Ther-
mo, Waltham , Massachusetts, USA) I & & [ i ¥
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iE SN AR HE B-TE R AR A 1 (AR DU tau 25 (1
JE W W Ak S5 3 4, afF — 2B BRI AD A 95 B 2R R
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VA ¥ P A b SR JT 4 (Antioxidant Response Ele-
ment, ARE) 8K 3 (4 3 DX 35, 4 45 40 P 4510 50 it
TG, AD AR O 5 B0 2 T8 5 A
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YERR AN N LR AL RE Y L 7 BOIRAE TR Nrf2
# KEAP1(Kelch # ECH MiXEH D&/ ITFEZ R
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e,
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