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[Abstract] Objective To analyze the role of NRF2 in the regulation of HMGBI1 pathway and inflamma-
tory response in the prefrontal lobe of mice by continuous alcohol intake. Methods The intraperitoneal injec-
tion of ethanol was used to establish the continuous alcohol intake model of mice;the primary neurons were
intervened by ethanol to construct the ethanol interventional cellular model; the NRF2 pathway specific ago-
nist conducted the intervention on the model. The mRNA level of target genes in the prefrontal lobe and neu-
ron was detected by using the real time qRT-PCR. The change of protein expression was detected by Western
blot. Results Compared with the control group, the relative expression levels of TNF «(P =0. 015),1L-1 B
(P=0.017) and HMGBI1 pathway related gene HMGB1 (P =0.004), TLR3 (P = 0. 030) and TLR4 (P =
0.004)mRNA in the mice prefrontal lobe of the ethanol intervention group were increased; the transcription
and protein expression of NRF2(P =0. 014,0. 014)and HO-1(P =0. 030,0. 012) were decreased; compared
with the simple ethanol intake mice, the tBHQ intervention could reduce the mRNA levels of IL.-1 B(P =
0.003) , HMGBI1(P =0. 000)and TLR4(P =0. 015) ,and protein levels of HMGBI1 (P =0. 043) ;in the neuron
experiment,compared with the simple ethanol intervention group,the neuron HMGB1 (P =0. 001,0. 004)

transcription and protein levels after tBHQ intervention were significantly decreased. Conclusion Continuous
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ethanol intake can activate the HMGB1/TLR4 pathway,and promote its downstream IL-1j3 expression by in-

hibiting the NRF2 expression in the prefrontal lobe of mice.
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