. 540

Acta Universitatis Medicinalis Anhui 2022 Apr; 57(4)

12022 -04 -01 10:55

RAGE FPS-7ZM1
1
( RAGE)
FPS-ZM1 2 ( db/db)
6~8 db/db 24 2
(db/db) | db/db + FPS FPS-ZMI
1.0 mg/( kg * d) (db/db +
0il ) o 8
db/m o 12
TUNEL
RAGE. NOD 3 ( NLRP3) . 4B (IL-
1B) - ( Caspase-)
db/db FPSZM1
; db/db db/m
(P<0.01) FPSZMI db/db
(P<0.01);db/db RAGE.NLRP3.IL-
1B Caspase- db/m (P<0.01)
FPS-ZM1 RAGE.NLRP3.IL4 Caspase-
FPS-ZM1 RAGE NLRP3
. FPSZM1; ;
R 749.15
A 1000 — 1492( 2022) 04 — 0540 - 05

doi: 10. 19405 /j. enki. issn1000 — 1492.2022. 04. 007

/
1
2
2022 -01 =21
( :81701298) ;
( :17KJD310005) ;
( :2017KJ03) ;
( :KC21062)
1 ‘2
221000

E-mail:

zhouxiaoyan0201 @ xzhmu. edu. cn

*https: //kns. enki. net/kems/detail /34. 1065. R. 20220330. 1418. 007. html

db/db

1 2

A ( receptor
for advanced glycation end products RAGE)
o RAGE

= RAGE FPS—

ZM1 2 db/db
NOD 3( nod-
like receptor protein 3 NLRP3)

FPS/ZM1 db/db
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Effect and mechanism of RAGE inhibitor FPS-ZM1

on depression in db/db mice
Zhu Yandong' Li Yan' Zhou Xiaoyan’
(' Graduate School >Dept of Genetics School of Life Sciences Xuzhou Medical University Xuzhou 221000)

Abstract Objective To elucidate the molecular mechanism of receptor for advanced glycation end products
( RAGE) inhibitor FPS-ZM1 in the treatment of depression in db/db mice. Methods 24 male db/db mice aged 6
-8 weeks were randomly divided into type 2 diabetic group ( db/db group) diabetic treatment group db/db +
FPS FPS-ZMI1 1.0 mg/( kg * d) was administered intraperitoneally and diabetic solvent control group ( db/db +
Oil mice were injected intraperitoneally corn oil with the same volume) . The other 8 male db/m mice aged the
same weeks were used as normal control. After administrating drugs for 12 weeks the depression-ike behavior of
mice was detected by tail suspension and forced swimming test the apoptosis of neurons in mice hippocampus was
detected by TUNEL staining and the expression of RAGE nodike receptor protein 3 ( NLRP3) interleukind
(TL4B) and cysteinyl aspartate specific proteinase- ( Caspase-) in mice hippocampus was detected by Western
blot. Results In behavioral experiments db/db mice showed depressive symptoms which could be improved by
FPS-ZM1. Compared with db/m mice the apoptosis rate of hippocampal neurons in db/db mice was significantly
higher ( P <0.01) which could also be significantly reduced by FPSZM1( P <0.01) . The expressions of RAGE
NLRP3 IL-B and Caspase- in the hippocampus of db/db mice were significantly higher than those of db/m mice
(P <0.01) and FPS-ZM1 could still inhibit the expression of these proteins. Conclusion FPS-ZMI1 can reduce
the apoptosis of hippocampal neurons by inhibiting RAGE and its downstream NLRP3 signal pathway and eventual—
ly improve the depressive symptoms of diabetic mice.

Key words receptor for advanced glycation end products; FPS-ZM1; diabetes; depression; inflammasome



