Z % & 25 Anhui Medical and Pharmaceutical Journal 2023 Mar,27(3) + 597 -

SRS sk R, T AL F 205G F 2 38 7 dh404 X 5 G k75 T DA 0 2 i e 05 BUI I T 41 211
S [ )] 22 E 24 ,2023,27(3) :597-601.DOI : 10.3969/j.issn.1009-6469.2023.03.039. .':'-_ S
ClEREZEC [

BRI -1~ 2 B TR 1- 2 B85 dhd04 ) S dmtlit 15 S\ I Dh ek i
K b it Hy 2H 255 M)

KOS KRR, T
VRl ERLTELRR S ERRER, LA FH 266400

BWE. BH TN T 24 T 2(Nef2) B8 50 B0 Nef2 5 510 B 5 0 S5 40 Bk S A Th Ak e BRUIRG 1 5 2H 21 Y 5%
W, 773k PSR IR 2018 4F 12 H £ 2019458 H o BERETE 19 SD MEPE K B 24 L, # IR BHALEC T 3635 4 =41 - %) iR
20 SRR Ne2 S ) dhd04+F I BELL (dh404 4H) , 520 8 H . dh404 176 A S FRUERT 30 min A8 B E 5 Nef2 #4050 77 dh404
(1.5 mg/kg) , X HRAH 0 5 ook 21 0 S A5 i () /1 BER K o RIFRZS SRS 24 h ) 45 AR BRUEAT Morris 7K 28 B0 3L 5 032048 s 37 AP
AR FE R, UG I T A2 R 8 20 S 2 A 45 2 K S VA 5 4 20 Nef2 63 175 D 5 SR T 4K 19 J5i B a2k A 00 5 4 A A
LS I 48 A 1 (HO-1) Kelch BE B2 R Be M6 25 19 1 (Keap) [0 85 19 3835 5 5% JH 52 2% 6 52 10 306 s % 5% 4 Wit J2 97
(qRT-PCR) #2520 K B Nrf2 \HO-1 . Keap1l B mRNA 357K 5 SR A TBA W46 I P 1 5 >R F WST-1 326 A I 8 4 £k 4 15 Ak
i (SOD ) 5 S 143 66 BE VMG 45 B H ki AL W 1 (GSH-Px) B IA K. R S0 TRALAR L, S5 Bk 2 R Bl adk e v AR
W, 5 T 7E S BR 45 88 B[] % 28 5 YR BIOE 2D (P<0.05) 5 dh404 21 K B SE H5 R A T Bl 3% o dhd04 41K BRI 41 20 Nief2
mRNA 3£ ik /K - (6.70+0.98) 15 T~ XJ B4 (1.00+0.12) Bz 55 % ik 2H (1.16+0.15) (P<0.05) , T 5 3 Bk 2 15 X B AL AH L6, Nef2
mRNA A7k 22 RG22 L (P>0.05) o 54T IRALAH LY, 5 AUk R dhd04 20 K R ZH 2 Keap 335K W 3 T (T
TV BT RN HO-1 2 3K K B D SOD L GSH-Px I P [ A (P<0.05) 5 5 5 S B ZH A LE , dhd04 20 K il Keap 1 #35
IR /D | P T I A ORI HO-1 3 16 7K S W S 7R .SOD L GSH-Px i 1 I i 8 35 (P<0.05) . 2518 {20 Nef2 {55
TR 1T A S UK 6 h TR A B K RO I RE R 5

KR IAHIIIRERERY; Sk AETF2MCHE T 2E T, Nef2 %35 dh404; KR, Sprague-Dawley

Effect of Nuclear factor erythroid 2-related factor 2 agonist on the hippocampus of rats
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Abstract: Objective To investigate the effect of nuclear factor erythroid 2-related factor 2 (Nrf2) agonist activating Nrf2 signal
pathway on the hippocampus of rats with isoflurane induced cognitive impairment.Methods This study starts and ends from Decem-
ber 2018 to August 2019. Twenty-four male SD rats of clean grade were randomly divided into three groups according to the random
number table: control group, isoflurane group and Nrf2 agonist dh404 + isoflurane group (dh404 group), with 8 rats in each group. Nrf2
agonist dh404 (1.5 mg/kg) was intraperitoneally injected 30 minutes before isoflurane inhalation in the dh404 group, and the control
group and the isoflurane group were injected with the same amount of normal saline. Morris water maze test was performed 24 hours af-
ter anesthesia, and rats were killed immediately after the test, and the hippocampal tissue was taken. The expression of Nrf2 in hippo-
campus was detected by immunohistochemistry. Protein expression of hemeoxygenase-1(HO-1) and Kelch-like epichlorohydrin-related
protein 1 (Keap1) in brain tissues of rats in each group were detected by Western Blot. The mRNA expression of Nrf2, HO-1 and Keap
1 were detected by qRT-PCR. Malondialdehyde (MDA) was detected by TBA, superoxide dismutase (SOD) by WST-1 and glutathione
peroxidase (GSH-Px) by spectrophotometry. Results  Compared with the control group, the escape latency of rats in isoflurane group
was longer, the residence time of platform quadrant and the number of times of crossing platform were reduced, the difference was sta-
tistically significant (P<0.05). Related indexes of rats in dh404 group were improved. The mRNA expression level of Nrf2 in brain tis-
sue in the dh404 group (6.70+0.98) was higher than that in the control group (1.00+ 0.12) and the isoflurane group (1.16+0.15), the dif-
ference was statistically significant (P<0.05). Compared with the control group, the expression levels of Keapl and MDA in brain tissue
of rats in isoflurane group and dh404 group increased significantly, while the expression level of HO-1 decreased significantly, and the

activities of SOD and GSH-Px decreased significantly (P<0.05). Compared with the isoflurane group, the expression levels of Keapl
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and MDA in dh404 group decreased significantly, the expression levels of HO-1 increased significantly, and the activities of SOD and

GSH-Px increased significantly (P<0.05). Conclusion Promoting the activation of Nrf2 signaling pathway can improve the cognitive

impairment caused by isoflurane cognitive inhalation for 6h in rats.
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