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EPA1-ROS-NLRP1/{Z5-1E CUMS i 54014
AR U 24k

FHWE, XIS 4 98, 2RI, FH e
(ZHERXFHFHFFRBEFHAT, A 230032)

HWE BH BREHEAALEPAD-IEMEE (ROS)-NLR K% pyrin 25 #5060 5% 25 (4 L(NLRP D {55 718 AN o] 390 LA T A
B(CUMS) W SR IIARA R/ NP i k28 k. 7735 5 50 H CSTBL/6 /N BUBEHL /3 My X BEZH A CUMS 4H (n=25) , BRI 2H /1N B
F232 R 42 d (1 CUMS 55, 1A f i W8 /I BRI B f SR IR Kk S 6 B R S0 K IR S5 56 i 4 1k B SE e A o
SIS /N AT R AR AR s FRACKS AT L JE R YL (M EL I 5 CALLCA3 XA Z e 7 3 45 85 1 (Ca® ) ik &K I3 2 X Ca®* 5
5 SRRSO GATINNE Th X EPAL 5 NLRP1 3t (v &% ROS 2 (A% 1L 5 375 5 i S WL SV T i 28 TR LR 254 ; Western blot Kl /INER
T 5 DX ) ES JRHE TP AR TR 1 (Calpain-1) CHEFE G IR ERS —AZ AT PR W R S0 fL il 2(NOX2) \NLRP1 &S /MA KRR & 5
SRAAH R FIRIBKT-. R SX IR LI, CUMS 41/ BRI IARBFEAT Al T 4 28 o8t 407 s CUMS /N Ui 5 IX.
NLRP1 5 EPA1 Rk ¥ 7t H 8 L35k Filg S & o i 5 4 M 1 (P<0. 01) 5 Ca> ¥k & T} (P<0. 01) , H Calpain 1 5
NOX2 i & 12235 K F_E 8 (P<0. 01) ; ROS W32 600 B BN (P<0. 01) , ALAEBER 20 4B R 25 H 451473 ;s NLRP1 BT e 48
PR IR B/KOPR S Bl (P<0. 01) , 1 28 Ml AH DG B (1 235 7K 7 W FR (N (P<0. 01) . #5188 EPAL7E CUMS 5 S A A
ANER A D B S AR AL %R A T B ROS A i  NLRP 1 S8 RE/IMAEO K 2% oA G 25 1 F23h A B AR 6 .

EEIE IVABEE s F R AL TGS NLRP 1 485 /IMA ; S il 6 5 1 55 55+

FESES R749.4

XERER A XEHS 1000 - 1492(2026)05 - 0836 - 09

doi: 10. 19405/j. cnki. issn1000 - 1492. 2026. 05. 006

PIAISE 25 DL IR M e fiet, JB g PEph & R (chronic unpredictable mild stress, CUMS) & 44 & /s

G , SR B B S B BT N, R B A SUIMARF AL, W52 EPA1 263k J2 ROS/NLRP1 % i/
R % AR B AT 45, HOR R HLEI R B Hls R F IRME 52281k

1% 3 by NVA IJ_:; N [1]

BeA R, e SR A0 a0 e . ﬁﬁﬁ | RS EE

Al(endophilin A1, EPADVERNFE R AZKER G , £

T TRMRN , 2 52 FR st 11 ##

U BRI 45, 5 O L Bl JR ¢ T SBROAE 55 e 2 3 A A
K2 EPAAE B 8 B B SON GHd A
A5 A RR A TS 418 R A R
I BE L 7 %A (reactive oxygen species, ROS) , i &
ROS A5 NOD A2 AR G 7 pyrin Z5H 3R 1 1
(NLR family pyrin domain containing 1, NLRP1) & %iE
IMAE U RAE o (B HETSET EPALTEAIAR
i AH A 5 8 6 A IR AR T S HL R BE 5O A 2
VORI SN A 2 0 e O E = R N S AT R | D A

2026 - 03 - 06 %1k
FEETH A8 A SRR EEA T H (45 : 1908085MH270) ; A
AL B AT BERHMIEIE 400 H (4875 : 2021zhyx-C18)
FEE T A I, 2, WA A
Tt o, Wk, o, WA S B AE AE#  E-mail :

yinyanyan@ahmu. edu. cn

L1.1 S84 50 5 CSTBL/G HEME/N R, A5 &
(22+2) ¢, 7~8 JE i , W 1 T e 307 o DL 3T A= W R A
RN ), S804 AT HE S : SCXK (2 )2020-0005, 514
fift I ATHIES - SYXK (f7)2022-004 . 1] 3% 244 M i
JE (2242)°C, {2 JE (60+5) % , /5 JE M 12 ho ARSE
5595 K 19 8h ) 46 G B B R 24 2 56 sh (i S5 9
PRAG PR 51 2 HEME (L5 . LLSC20200251) .

1.1.2 & 5XA ROSKIRF & 45 &+ W
AR & (L = RAEYHRERA A7
51 P00125,S0063) ; f i EPA1 47T 44 ( 32 [# CST 24
A, 5895 :65169) 5 BRIE B-WL3h 8 17 (B-actin) i (b
S SN AR ARARA R, 585 : TA-09) ; A
NLRP1 & (F2[H Abcam 23 7], 585 : Ab36852) ;%
T IR T P it M W2 — A% T Tl 12 %A {L 8 2 (NADPH
oxidase 2, NOX2) Pr ik (It 5t 1 AR A 7], 485 < bs-
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3889R ) ; i e K A& R TR 1 if-1 (cysteine aspar-
tate protease-1, Caspase-1) . %2 I [1 40 ifd /- % -18 (in-
terleukin-1pB, IL-18) HT A4 | Ff 545 B0 Hh 4k 28 i 1
(calcium-activated neutral protease 1, Calpain-1) . T
TR % fih & (synaptophysin, SYP) A Y5 8 7= #H 5C B 55
¥ 5 H (apoptosis-associated speck-like protein con-
taining a CARD, ASC) . %t 5% fisi Y52 1 28 %8 93 X 1
(brain-derived neurotrophic factor, BDNF) P (E L
AL B85 1 22915-1-AP 10663-1-AP , 10538-1-
AP 17785-1-AP ,10500-1-AP . 28205-1-AP) ; 2 I IL-
1B YL A8 M L85 2 (microtubule-associated pro-
tein 2, MAP-2) A= KA & B H 43 (growth-associated
protein 43, GAP-43) $i ENESE] Affinity 23 H] , w5
AF5103,DF8406 ., DF7766) ; J& [X (Nissl) ¢ ¥ 4L
U IR ARG U AR S fil J5 BB W) 11 95 (post-
synaptic density protein 95, PSD9S5) HiiA (21 FE4E /K
AH]L B :GP1043 .GP1031.G1004 .GB11277).,
1.1.3 %M % ANY-maze sH417 M6 & 53 B
Z 55 ([ Stoeling A ) , 5 L Al 7 55 % A1 Sz AR
TE LA (ORI B iR A 22 ], 5169100, 788130) , 7K
RALY WL AW AL H L AL U K
Pl (18 [ Leica 2~ @ , B % : CM3050, RM2235,
EG1150.TP1020) , PowerPac™ 3 il At Jik 13 HL 8 ( 2
[€ Bio-Rad 24 ® , M 5 . 1645052) , Mini-
PROTEAN®Tetra HL YK . Chemi Doc &5 & 4t (3 [
Bio-Rad 24 H] , 55 : 1708280 . TP1020) , = i ¥4 V5 B
Lo HL(FEE Hettich 24 7], 845 : Mikro220R ) , i b5
( % Thermo Fisher Scientific 2> & , B 5 .
51119080) , vk P AfF P AR (L it 4 05 24 ), L5
JXCL-6K) , B REZH 2101 v A% o0 B & ¢ (49 2F H)
3DHISTECH 23 7], 845 . PMIDI19MO0901) .

1.2 FHi&

1.2.1 s sm NREITFRRE T &
IR 3R 1SR R BEHILYS 3 S % B2 A CUMS 4
CUMS /N 452 M 01 42 d (19 CUMS T, 28 1+
I, FHARUNF  REER 2 h 2 7T 10 min (455
R 20 h 2358 24 h KK BT & 24 h B AR 10
min ¥ % FUE 5 min 4 ‘CIK TPEK 5 min 45 ‘CK
WUk 5 min FTIRHVEL 24 h SE-BEIEIS 24 he B KB
BLES T 3 R0, %2k 42 d T-FU ], PR AN e
EESEAE ] 2 d H A b 0L R R S RO T 3
Xof BRH B8 BT AT /N BRI 6 1) 37, HL IO $ ik 32 N R
MR B . EREEE AR, 20 i O HEZH A CUMS 4

HREAIL I 12 BN BT AT O A D, Bl S T
Western blot Fll Ca> 75 1 I 22 ; % 41 BEHLIE H 4 H /)
S, FH T 953 A K —F 21 (hematoxylin-eosin, HE ) 4 {f, |
Niss] %4 €01 G e U AG I ; 4 20 BEDLBE I 4 H /B
JHF ROS #6: I 5 45 41 B AL 6 e 3 2/ BT T L B
PUE 298
1.2.2 474 5ol
1.2.2.1 {5 & FUBE 7K e 4 52 58 (sucrose prefer-
ence test, SPT) 2 JEME 1R R R R 6
Jl AR 58 R T R MR i 4 Il 2k o SETE24 hINTE 6
h BB ATIE KN 1% FEMEA BOKOR Y AL &, HERR 17
BEAREF SR . W H 45 1% B FERERS R, YN 2R/
BRI N RE T B B SR N A, ARk NI ] ) BT
PAH R AMERE MK . 24 h )5, iR 19 FERA
WTHAE & 5 S OK i (T R IR 43
1.2.2.2 53 Ui UK 52 56 (forced swim test, FST)
K /N BUBCA K 25 °C O AS 2 30 em X10 em F# [5]
FEIE KRS P A TE 2 TCRR i T BB i Uk o i
AR I 310 s /DN BROAY 8 L IR 2 (LS 30 8t A i
TFshEEh) etk H/N RIS N 3 min, FHOSREE 2L
4 min N Y BV IR
1.2.2.3 EJE 5 (tail suspension test, TST) ¢
/0N B R I PR M 1 7 e A b, B S AR B R
AL /NEUCK R B, BEHER R 6 min, k)
B SG 3 1 PR 2 min, 365 0 25 RS 185 S v i
HHZE A A0AZ L #5110 s /N B AN Bl ]
1.2.2.4 B 355255 (open field test, OFT) f/NER
BT 60 ecmx60 ecmx60 cm 372 & N, 11 HAE B
FBE 2 min J5 R, 78 3 min WA 18 5%/
FENEPSY e 2} N P LY BN 8V € O = YA
A B UNRINASE RS 75% QR
JE AR K N BE i R AR Bk B L B AR ONS S 2L B

T,
1.2.2.5 S22 B 325 (elevated plus-maze,
EPM)  TFEE H 47 (30 cm X 6 cm) Fil 14>

L XIR(6 em x 6 em) ZH A, H0s DX B 7R 5 b T
80 em =y HYZEF I, B VR (555 15 em) FIF R AH
HHES, SR TFREWEE, /MR E T
PRE v e DX S S 1] O R i RIS Bl
I FEIY , RS 2 g 5% 5 min /N BRUTE S .
A TFEHLAR A SR N R RS Sh i JF AT
S M4 (EthoVision XT8. 5) #4744 o

1.2.3 SHHhARBEAALE  NEH P



- 838 - ZEA K FFIR Acta Universitatis Medicinalis Anhui 2026 May;61(5)

BE 4 FUNR, G SRS 1% 130 e 240, R I >R
U UV S BB , B 4 ik 22 Y TE 4% 22 58 HH I [
Wb

1.2.4 ROSWKAEI R F & Ff [ 02l &
30% FEMFIA RAEA T UMK AL 2, & T 5 35 50 7Y
WG, BEE AR R R L kA7 k. %
RO LTSRS 4 wm B9V K00 7 B T 303
A TP G K FIIEE S min, K ML 10
min, FEIE T ROS B (4 , #ECHFF 30 min, HFH 5
WU KPR B T AR -, PBS(pH 7. 4) BE¥%
3, B S mine 15 1] DAPLYL 10 min, Fi 5
R w5 SRR RS R 8 i &
4; (intelligent tissue section imaging and analysis sys-
tem, ITAS) Fh AT WELFN53HT o

1.2.5 HEZ & R [E 0y 0k 2L 7T 00 (30%
FERHVE W) K, B o 20 202 A WA i v i
A AL G g AT AL B S A A i U0 R LD AR
4 pm JEEYI R o I F R i T R i
A7 e b 38, 42255 43 S 1 JE /K & B RN i oK £
ME/K S min. ZJ5 FH 75% LB /K 5 min, FEHEFTK
Ve HEJea oK uE, i i M I 3 b, e R AR
S HT IR

1.2.6 Nissl & Mgl 2] B g = K15,
T 11 Niss] Y4 ¥ 42 €4 3~5 min, £K¥EJ5 , FH 0. 1% vk
B 2 o A0 R, Ad TP R I 3 B, B SR AR o B
EEE

1.2.7 Rk [ ny I Rl oK 4
1 YRR T B E S H 3% i S8 A0 ) it BE
FIEE 10 min, PBS 1 P& 5 H i 5 PR R ' 25 Uit
1 h, W EPAT —470 (1: 100) Al NRLP1 — %t
(1:200)7E 4 CHEF K. 252K, PBSIE VRS T
WP —Hi (1:500) , % kI E 1 h, Bl T
Jn DAPL ety , & CIE E 10 min, /5 T
PNV I G AT B Fr I 1508 ITAS 2R 4 IR 4T
G307 -

1.2.8 Ca™ & 2#nl  FRIZ 20 mgifE B 2HE
s 0T S 0 W ) 3 L LA e 2H 45 R o R A
1:(5~10) W EL B A EP & N, ff FHEH U451 3% 72
G B R R RRINRE 5 ) FVE W . AR Ca™
A ) 100 I A5 A THRAE L 7E 575 nm P AL 5
FFic WG (absorbance, A) o e , HEE A5 7Y
PRfE S 25 A bR i G Ca™ & AR HEdh 2607 12, 11
FRIAE S ALRA T B TR AR S Ca™ VR

1.2.9 #4894t HGRIEWE4 CRanH 17
eI L 1~200 SR R B v S 4T
SEWR T BT 2 1 mm’, 778 2 A L FH A [ 8 T
MBS DA N o R, 38k 37 5 L 0 B 1
PHZETC , MBS L LA A SRR T4t )

1.2.10 Western blot X3 FRHL 50 mg Z2 47 17N R
WS40, PR RS SR 2 IS RO EP
B BCA W e e v B2, A8 ME S I AR A
i 283138 SDS-PAGE #E I H Uk M 6 I, 2 W 3 AT 1
h, =7 (1:1 000) 7E 4 CHEIR Fat &, ¥
(1:10 000) = HIFFH 1 h, 5 Je 1 HL B FL ) ECL B AL
f 2 6 B AR AT B 5 | Image] R HEAT 55017
3T

1.3 %itE&E  {HH GraphPad Prism 9. 0 # {f
ST B IO et B . T SER BRI LA x o+ s
F7R , R FH Shapiro-Wilk 6 56 X5 #5048 2547 1E 2 4
BT, A5G IE AR50 A7 10 1 20 18] 2 53 20 B SR FH B ST AR AR ¢
K%, P<0. 05 M 2ZE R AGIHFE L.

2 HR

2.1 ECUMSES T IMNRITAZEMEESMETH
RN FE/ARGERN |G, 82 Wil 42 d iy
CUMS JI3, Bl Jo A T AR AEA T Ry 2 AN, EL AR et (1]
HhOLIE 1AL 5500 HRA HeA, CUMS 470N LA 44 o 2
TEE 4 5 56 6 JRIFEMR (1=5. 029 .4. 087, P<0.01) , H.
WK A 22 44 R B (1=7. 369, P<0. 01) , WK 1B, 1C.,
[RH, CUMS ZH /)N BUZE FST A TST Hf A4 A sh i) B G
B (1=21.43.17. 12, P<0.01) , W& 1D, 1E. 7
OFT 1, CUMS 4 /N R 1) B B8 B #E 25 P B B %
7 PO s YR il ST B Bk 9D (1=14.76 (11, 66
22.28.15.01, P<0.01) , WL & 1F-11. 7E EPM H ,
CUMS 2 /)N B8 FF 8 B () 4, f 250870 (=12, 51, P<
0.01), WLIE 1), HE Je i 25 5 8 7R, A1 FL X RE 4,
CUMS 41 /N FLUIAE B CA1 T CA3 #fi & oo 4 il JE 25 5+
20 A% RN A A T RO, A B 4 HL g
i, WK 1K, IAh, Nissl 4 (045 5 s, A1 Fot
W ZH , CUMS 41 /)8 BLE 5 CA1 T CA3 X388 [/ MA
R AR (1=7. 062.5. 653, P<0. 01) , #8432 IR /MA
WAL S, WK 1IL-1IN, FiRg5RER, CUMS
2N R B AT R SR RO E A T A,
T RIS T CUMS S By AR R AL /N B

2.2 EPA1 5 NLRP1 RE/IMEFE CUMS 5 SHIH]
MEBNRESHPHORETN MHEX L,
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sz s BT CUMS S SMMAMRE N EHEL
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.“S’ e . _u§ %030- Fig.1 Changes of behavior and hippocampal neuron

g g § E 20k = pathological in CUMS-induced depression model mice

E L: 10f i -—: A': The scheme of establishing model and behavior test; B: The change

= é) = é or of body weight; C: The change of SPT; D: The change of FST; E: The
0 a b 0 a b change of TST; F: The change of moving distance; G: The change of mean

speed; H: The change of the number of crossings; I: The change of the number of stands up; J: The change of time in open arms; K: HE staining of the
hippocampus  x200, HE staining of the hippocampus CA1 and CA3 Xx400; L: Nissl staining of the hippocampus %200, Nissl staining of the hippo-
campus CA1 and CA3 x400; M, N: The mean density of Niss| staining in the hippocampus CA1 and CA3; a: Control group; b: CUMS group; “P<
0. 01 vs Control group.
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CUMS 4 /N BRI 55350 2 CAT Al CA3 [X 38+ 1Y
EPA1 M £ ik K FFH 5 (1=8. 55.10. 78, P<0.01) ,
[F] B NLRP1 & [ 2238 1Y 7K P B e 755 (1=12. 94
7.31,P<0.01), HMFhE AL AL T SR 20
LSBT R AR . bR 25 R B, CUMS W 3 T 15 %
T T G B X 22 0 N EPAL 5 NLRP1 ) 5 9 3%
e W2,

2.3 Ca*.Calpain-1.NOX2 ,ROS F & #i {k £ #97€
CUMS FSMMEBEE/NRBESHRHNTL  SX)
HEZH LA, CUMS 21/ U Eh 20 2 Ca™ F it f 34
Jn(¢=5. 715, P<0. 01) , W] CUMS 755 (1 #5274
RSB ING , WIEI3A. FH LT IR,
CUMS 41 /N BLiAF 55 Hp Calpain-1 A1 NOX2 & FH /K Tt
5 (1=9.319.9. 327, P<0. 01) , [A] i /) B e 15 20 41
CA1 I CA3 XY ROS 2412 ' ai B 1 25 55 (1=
17.66.21.96,P<0.01) , KB CUMS L % A J#{i5 Cal-

A a b
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<
O | NLRPI
)
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=
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g2 22
80 go 10'
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= e ’—T—‘
0 0
a b a b

pain-1/NOX2 {55 i JF- 42 #f ROS K A= A%, U &l 3B-
3F. HLBEZE R R, A XS BR 4L, CUMS 2/ U 5
P28 T R R At A L IR B S A 07, R A A4 ek i
£ 6 5T PR 200 L 25 R AR TR PR R B A [ 4
GG, HAT /D 2Ok AR 5t 23 gtk H N 45 44 i
Y, WE 3G, LU ESzseat L, CUMS 75 S (1 11
AR TR /N R M B 2 P 4, A R AR o — A B
Calpain-1 5 NOX2, it #F ROS K & A i 355 & A1k
IR O 5 &% S i EZBIveS IR L AL EAE (L v

2.4 NLRP1 % fE/ME R 18 X % fE & B £ CUMS
FENAMMEINREEPHNETL S RHEM
ROS 755 NLRP1 {6 I 5 8 95 K, CUMS 41
76 Ty v NLRP1,ASC . Caspase-1 . IL-1p il TL-18 1) &
2R 38 i B0 B2 W 4 5 (1=10. 21.9. 34.8. 94,
9.57.11.71,P<0.01) . iREHEH 7F CUMS 5%
S B IARB AL /N FRUIAE S5 o NLRP T 9 5 /)M [ B

a b
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o
<
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Fig. 2 Changes of EPA1 and NLRP1 in the hippocampus of CUMS-induced depression model mice

A': Immunofluorescence images of EPA1 and NLRP1 in the hippocampus CA1 and CA3 X400; B, C: The mean density of EPAT in the hippocam-

pus CA1 and CA3; D, E: The mean density of NLRP1 in the hippocampus CA1 and CA3; a: Control group; b: CUMS group; = P<0. 01 vs Control

group.
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Fig.3 Changes of Ca**, Calpain 1, NOX2, ROS and mitochondrial structure in the hippocampus of

CUMS-induced depression model mice

A: The content of Ca®**; B,C: The expression of Calpain-1, NOX2; D: The production of ROS in the hippocampus CA1 and CA3 x400; E, F:

The production of ROS in the hippocampus CA1 and CA3; G: Transmission electron microscopy images of hippocampal neurons %20 000; a: Con-

trol group; b: CUMS group; " P<0.01 vs Control group.

g . LA 4,

2.5 ZMIEXFERTE CUMS FSRIINERERU/NR
BOHRPRETL KM CE AN RLELT
HERWOE SR & n ek A 5 X R L,
CUMS 41 /)N B &t BDNF ., PSD95 . SYP ., GAP-43
MAP-2 i) 8 K i 25 FEAIR (1=15. 44 5. 38.10. 52,
7.91.,18.30,P<0.01)., [iR&5FFEH, CUMS i S
)RR AR 2R /N BT T (X M 0 5 i A 6 B 1 s S
o WIS

3 Wit

TAIAE & — 38 A0 ) 1z Ho s BRAIL I 52 2% 1
SRR, T E U NS B O RE . CUMS 24
FUAIARAE P18 175 PR 4 2 ML ASRY 5 s < ST AS ml
PRI R PR E 175 /0N B B AR AR 70, L 2
A AR 506 PR R B AT . AR WF SRS R R,
CUMS 21/ BRBEH Dl 47 R AR R R BE 0 1 25 IR
IR Bl S B0 £ T8 R A B AT Dy, 45 5 A S LA
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255, W] CUMS 755 A IAR /I UL A i R
HETE A uoE SR EPALEM S 2o i 55
TR 5 Z M 2R B (4 BLE AR 4 s HmT

a

b

B 5 CUMS ESHMEEENRED AP RMEXEANETL

Fig. 5 Changes of synaptic-associated proteins in the hippocampus of CUMS-induced depression model mice
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Fig. 4 The expression of NLRP1 inflammasome and associated inflammatory cytokines in the hippocampus
of CUMS-induced depression model mice
A-E: The expression of NLRP1, ASC, Caspase-1, IL-1B, 1L-18; a: Control group; b: CUMS group; ~“P<0. 01 vs Control group.
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The change of EPA1-ROS-NLRP1 signaling in

CUMS-induced depression model mice
Tian Shuxiang, Liu Mengqing, Yang Han, Niu Mingguang, Yin Yanyan
(Department of Pharmacology, School of Pharmacy, Anhui Medical University, Hefei 230032)

Abstract  Objective To investigate the expression changes of the Endophilin A1 (EPA1)-reactive oxygen spe-
cies (ROS) -NLR family pyrin domain containing 1 (NLRP1) signaling pathway in chronic unpredictable mild
stress (CUMS) -induced depression model mice. Methods 50 C57BL/6 mice were randomly divided into control
group and CUMS model group(n=25). The model mice received 42 days of CUMS stress exposure, after which be-
havioral changes were assessed through monitoring body weight, sucrose preference test, forced swim test, tail sus-
pension test, open field test, and elevated plus-maze test. Hematoxylin-Eosin and Nissl staining were used to ob-
serve neuronal damage in hippocampal CA1 and CA3 regions. Calcium ion (Ca*") assay kit was used to detect Ca*
levels in the hippocampus. Immunofluorescence was used to detect colocalization of EPA1 and NLRP1 as well as
ROS changes in the hippocampus. Transmission electron microscopy was used to observe mitochondrial structure
in hippocampal neurons. The expression levels of calcium-activated neutral protease 1 (Calpain-1), nicotinamide
adenine dinucleotide phosphate oxidase 2 (NOX2), NLRPI inflammasome, downstream inflammatory proteins,
and synapse-associated proteins in the hippocampus of mice was detected by using Western blot. Results Com-
pared with the control group, mice in the CUMS model group exhibited depressive-like behavior and hippocampal
neuronal damage. The levels of NLRP1 and EPA1 significantly increased in the hippocampus, and both were co-
expressed in the cytoplasm and membrane of hippocampal neurons in the CUMS group mice (P<0.01). Ca?* con-
centration was elevated (P<0. 01), and the protein levels of Calpain 1 and NOX2 were upregulated (P<0. 01). The
average fluorescence intensity of ROS significantly increased, accompanied by structural damage to neuronal mito-
chondria (P<0.01). The levels of NLRP1 and its downstream inflammatory proteins significantly increased (P<
0.01), while the expression levels of synapse-associated proteins significantly decreased (P<0.01). Conclusion
EPA1 exhibits abnormal expression changes in CUMS-induced depression model mice, which may be closely asso-
ciated with ROS generation, NLRP1 inflammasome activation, and the regulation of synaptic protein expression.
Key words depression; endophilin Al; reactive oxygen species; NLRP1 inflammasome; synapse-related pro-
teins; calcium ion
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