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W E BHM: HitEIARF CCAAT/HE & T 4 4% B P (CCAAT enhancer binding protein B, C/EBPB) 7&
/N B A RO B B 2% & (painful diabetic peripheral neuropathy, PDPN) # By {E ] Z#L#l. Fik:
J ] B R AL A 7 SR N BB N 4 41: XTPE 4L (Control). A£AY41 (PDPN). v 4T [ xt B8 IR AR %
# 41 (PDPN + IE-Control). 7E #F#1 #| C/EBPP #y i 1l X #% & 41 (PDPN + IE-CEBP/B), &4l 8 A, it
BEJE i St IR 1E T % (streptozotocin, STZ) # 3 /N i PDPN A A, I 3 3 o 4E A 55 KA M 8 5 1 8
IR W R, ARSI E R, ™ PDPN AN Bl B 4AE 4146 % C/EBPP shRNA H#y g4
% 7% % (adeno-associated virus, AAV), 4552 M 404 C/EBPB &k, #MAARME R % B &b, 8 %k
Ep 35 46 | 18 & f  C/EBPB K NOD # % th # 2 | 45 A5 34 < & & 3 (NOD-like receptor thermal protein
domain associated protein 3, NLRP3). #% & F «B (nuclear factor kappa-B, NF-kB). K & & B 4 5 |t i
Jot & BR - 1 K A B 1 (cysteinyl aspartate specific proteinase 1, Caspase-1). it & 2 & B v o 40 fl B T &
B D (gasdermin-D, GSDMD) Fu &1 48 ffi /% 1P (interleukin-1p, IL-1P) % & & &k K F. F|J RT-qPCR
Mg A K I B F & 4 i/ 6 (interleukin-6, TL-6). TL-1B #u #7837 3% & T o (tumor necrosis factor-o,
TNF-a) # mRNA A&-F, DUIERERER . SR 4 AAVShRNA 5, # DK+ C/EBPP %k B ¥4
i, MU % K9 B % M, NLRP3. NF-kB. Caspase-1. GSDMD #0 IL-1p # & 1 &K KT T Fe,
IL-6. IL-1B #1 TNF-a # mRNA K-F B EH D, #EKIERE. &if: C/EBPB 7 PDPN # A g Lk
Bk, BIEEKIEESRBBERWERIE, 55 PDPN K £ fn4E .
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Abstract Objective: To explore the role and mechanism of CCAAT enhancer binding protein B (C/EBPf) in
the hippocampus of painful diabetic peripheral neuropathy (PDPN). This study focused the effects of suppression
of C/EBPP expression in the hippocampus on pain behaviors in a PDPN mouse model. Methods: Mice were
divided into 4 groups using a simple random sampling method, namely Control, PDPN model, PDPN + IE-Control
(negative control adenovirus injection), and PDPN + IE-C/EBPP (adenovirus injection to inhibit C/EBPP expression),
8 mice in each group. The PDPN model was established by intraperitoneal injection of streptozotocin (STZ), and
the model's success was confirmed by elevated blood glucose levels and mechanical allodynia. Stereotaxic brain
injection was used to administrate an adeno-associated virus (AAV) carrying C/EBPP shRNA into the hippocampus
of PDPN mice in order to inhibit C/EBPP expression. Mechanical allodynia was measured to evaluate changes in
pain sensitivity. Western Blot was used to assess the expression levels of C/EBPf and key inflammatory pathway

proteins such as NOD-like receptor thermal protein domain associated protein 3 (NLRP3), nuclear factor
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kappa-B (NF-kB), cysteinyl aspartate specific proteinase 1 (Caspase-1), gasdermin-D (GSDMD), and inter-
leukin-1P (IL-1pB) in the hippocampus. Additionally, RT-qPCR was employed to quantify the mRNA levels of

inflammatory cytokines interleukin-6 (IL-6), IL-1B, and tumor necrosis factor-o (TNF-a) in the hippocampus,

thereby evaluating the inflammatory response. Results: The results demonstrated that after AAV-shRNA

injection, C/EBPP expression in the hippocampus was significantly reduced, leading to a marked alleviation of
mechanical pain in PDPN mice. Furthermore, the expression levels of NLRP3, NF-kB, Caspase-1, GSDMD,
and IL-1pB were significantly decreased in the hippocampus following AAV-shRNA treatment. A correspond-

ing reduction of the mRNA levels of IL-6, IL-1B, and TNF-a was also observed, indicating a decrease of

neuroinflammation. Conclusion: C/EBP was highly expressed in the hippocampus of a PDPN model and was

involved in the development and maintenance of PDPN by modulating inflammatory signaling pathways and

neuroinflammation.

Keywords painful diabetic peripheral neuropathy; hippocampus; CCAAT enhancer binding protein B (C/EBPP);

inflammatory signaling pathway; adeno-associated virus; neuroinflammation

I8 1 A PR 99 A [l 44 22 9% 72 (painful diabetic pe-
ripheral neuropathy, PDPN) & # JR 55 o5 N 7 i N
DL H AR EAZ FENE 0 5 KR, A2 F8 OB R 0 BB SR
995 BT 300 0L B A S 5 B A R R A A R G i
E U WATHRFEW RS, SFREEHNLE 15%
B PRI N4 B PDPN, £R4EZ14 8060 /3 A\ 3%
FI| PDPN 5200 ', PDPN J A 5 T I B AR e 1
FE RS R JIAR &5 1), B O M BB AR T A 9 & P
H #T, PDPN [1)12 W7 i@ & 4 f506 PR 993 995 A 19 1l IR
KO, AR A, HAEBNG, UL HBRE
fiby 5 DR BT S0 R AR I o A VR AE Y YR TT SRS LS
PERE ARG MBS Z90iR97 CndiiiAR 2. b
FRZG%) | 23R T (P ER IR TT L OB SCRESE)
DAR AR OLF M FRET D R, ARG
ITFBCRA R, KI5 N & i3 8 H
WM. Rk, IR ZE PDPN B A m LA,
A R 2590 B T ARAIGTTHE £, R A R R e
) I R

PDPN KHLEI R A, ¥R ZMAEDER &
HHFRERW, HRBEAEERE RS, MEE S %
TN, W o0 o i 22 41 A | A ) 1A% 1A
. LR AR, AT TR B W
fE PDPN [ R R EEAE V. g
WEFCR I, HRR /I i J5 200 PR R 2L R o 400 P )
£ PDPN it 2R, XL /e PDPN K
MR B i RS AMU A A% P R s, 5
NLRP3 4 i /M A (1) 380 25 UIAH 5G . 1% L8 350 1) 48
MR IE R ¥, WA SE R ¥ o (tumor necrosis
factor-o, TNF-) Al 411712 1B (interleukin-1B, IL-1B)
S5, BN T ARt N SR, 47X PDPN
FRK R LR R RATI SR AN &, ik 75 g — A 72 DA

RNV LB R At i . @ FHRE NE
(R ORI A2 SR, 1T BN PDPN YT $2 L5
FAR MG T TR o

CCAAT/SE 55145481 B (CCAAT enhancer bind-
ing protein B, C/EBPP) #& — Pl <8 1) 2 T R F% %
T, EZMAEBRARESRE b EEREAG, &
5 JOE SN 32 VR 1 R 28 5 R R A 1) R AR Y
CABT TR, C/EBPB 7E## 22 2 AE H H4E Fl 7T R
BT YR S0E A 5T 2RI SR RS R R 4 6 1 D RE AR
AW, HERRER AR, C/EBPB HIRHRIA
LR JORE MBI E S I O U EER,
Tt 5 3680 3o 5 DR el PR B2 P T 7 154K % T C/EBPB
TE A4 4005 B P R I EAE A i, Li g 1Y
WFFC R, BRI HEBE C/EBPR KU, AT LA
A% R RS T e A 28 o R L P R i . ST
XU R R BEE PR S RR, KT
C/EBPB fEH Xt R 48, JUH 2 HLAE PDPN ifg 5 {4
HHIVEF MARAB BRI T BhAh, XTI S ATE
PDPN 1 5] 2 FRI 4 28 98 AE ) L A4 L ) 9 A i
BTk, AW E fEE I R R ] C/EBPB R
R RIE, REIAE PDPN A (14E F R A%
B

A&

1. SR X 4

AHIEFEAE oK B b ME v S LA AR R A R A
HIRALH 6~7 JEMENE CSTBL/6T /N, 1R 18~20 g
[ BHPIYFATIES: SCXK (&) 2021-0010]. Frf /N
IR 251 1°C, B 45+15% LA M 12 h J6lE/ B g
LE AR SR, BB RYOK. SR
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AT, BT /N RISE LR IEAM A 1 A
BeiE N S IR A S I E AR P s R OR
I B 4 SR B SRR S G B A i (R EE
fit5 NSFC: NO. 2023-075) -

2. S A

1587 P 7 B T ML AE 5 VR /N R AL 20 4 4.
4 8 H: xf B4 (Control) 7E 85 -4 K &4 0 K ik
825 RME M B 557 B AT R RN 2 v A2
(PDPN) M iE4: 5 Kk (-4 REHE 0K BEEE
SHEERE # 2% (streptozotocin, STZ) %55 PDPN #27,
B 5 3N 14 K IGWLEEIA,  DURS AL b P o i it
ARV 7K PR USRS () e D A ST o 3 S B ko R
AH 9% 4 (PDPN + IE-Control) 7£ i 3 57 PDPN
BERYJS ¥ Sy Rk ST AR A7 3 S5 I M 0o R A D 5
(adeno-associated virus, AAV); ¥ 4t #l il C/EBPP )
JiRAH 5295 22 41 (PDPN + IE-CEBP/B) U 7 #5574 i T
S, IR AR AR B AL % C/EBPB shRNA
WIRRAH S BE, DARE S| C/EBPB Rk

3. #% PDPN ## 7!

NRESE R 120 )5, BT EEES STZ (So-
larbio; S8050), 4 W /N § VE 4 40 mg/kg, £ H 1
W FRBES5 R, 2 JH JE /N BBEAT AL AR R 7 Ak A
2% I If ¥ (fasting blood glucose, FBG) A& ll, H ¥
98 o 1 O % H FBG = 13.3 mmol/L (1) /) f 4% A
N PDPN i B p Ih I 7 g N AW 90 1E & X 40
/IS B DA i v S A5 R BRI TR BV 2% R (Solarbio;
C1013) fL# STZ.

4. /N RIS K F AAV A 5 9 C/EBPB shRNA
R

f# F T3t C/EBPB AAV, 528 C/EBPR 3 [Al A -
4 55 MIR155 (Cebpb) M*3, K Ik 3 AN 8 £ H3 B A4
& % CMV promoter-EGFP-MCS-WPRE-SV40 PolyA
WAk, $E5F% N CACTTCCATGGGTCTAAAG-
GC. CTTGAACAAGTTCCGCAGGGT. GCAGCTG
CTTGAACAAGTTCC. CMYV promoter-EGFP-MIR155
(Cebpb) M*3-WPRE-SV40 PolyA (J/%: 1.0X 10" vg/ml,
WARFEH L) F1 CMV promoter-EGFP-MIR155 (MCS)-
WPRE-SV40 (i . 1.0X 10" vg/ml, FAEXF )
B S WU R R A BR A A AR, A E-80C B
. EMEEES STZ 55 14 KoK AAV ZAR
3 555 380 7 5 DX Sk 38 3ok AR B PN Y B 1.2% BTk T
(14 mlkg) FRIF 5, 44 /0> SRR MO [ 78 75 3744 72 7 2%
B b fEREFLMRRYINOIG, fEAUE EAH /N
FIEHRIFL (E&E1mm) . K AAV #AALL 0.2 pwl/min
{803 RSO ¥ e )0 5 DXk AR 2 b
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PATR SZA& 8 A7 A B N T i Bk bt mT DI E 7
1.8 mm, ZAREESMI +£2.0 mm, FHf5E 2 i E 0
23 mm. MBRREFIRE S, NRBEREZE T,
VF H HIRECE A FIK
5. JIRAT MR
HRHEREAE Chaplan 25 ) (#1750 /N AT 0
AT R TE/N RS RIERE S STZ | (Day -4)
AESES 5 KJG 24K (Day 0). 3 K (Day 3). 7 K
(Day 7)~ FEHY 3 N7 i AR 58 SIS 24K (Day14).
ST AR E AR S 1 (Day 21). Sz A4 2 A v 5
J& 2 JA (Day 28). i A& E NS J 3 Ji (Day 35)
DL STAR SERLVEST G 4 & (Day 42) X N [ B 8] 5
SRS/ BROEAT AT N SR I o R U T
/NERE MR HIE M A /D 30 min, B ARRRIGENTH
Ko WRHE “up-down” J5i%, fEH 8 iR von Frey &
% (0.02. 0.04. 0.07. 0.16. 0.4. 1.0, 1.4. 2.0 g,
Stoelting, United States) | & /> f 5 & 50% AL A8 ]
¥4 /2 = 5 B {8 (mechanical withdrawal threshold,
50% MWT). H2cfifH 04 g kK2, H/hRER
IR, AN R, B N R RN
B, F—Agiez s, e g, 1252
PN IR RI . LB 1 KRG 5 8 B AR
thfa, 4keiileE 4 . gRPHIERHUFARTHE
50% MWT =10 *™/10000 (Xf /&KX von Frey £
Y 22 5 PEAE IRORT S SR BE R/ B S 7 271 F s
fH, 8=0.224) o %8 IR TN BRI S 2,
N T T /I SRR SR o B B R R R A, R
1 YR TB) e B B] 22 /0 0 2 mine B, BOWUN S 2
50% MWT [ F3MEAE AT Rkl 45 5 .
6. FEAR L L3R HL
S 2 S 1.2% Bl 36 T (14 mi/kg) Jik
ANEG B TA R A B R K S D IR EE, HEM
A0 b VRIS L O SR ZH 2T -80°C
AT o
7. VKRV
JRIR /N BRI B I 4L 2, TE RS BT 4%
S E 2 12~24 he H L 15% Fl 30% JiE
BB P K 2 e UK, DMRIER M EE. BES,
i K A g R T OCT th &4h, FF7E -80°C
BN P OA VR DR R A M . il AR DR L
K HLIRR 10~30 pm EHIVI R, RT3
I, RS
8. RT-qPCR
18 Fl Trizol (ABclonal, RM30129) % #& B i /)N
LU RNA J5, I 30~50 pl & RNA i 17K 5%
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Jit RNA, 3 43 66 BE v R ) RNA VR BE A4l B
LN RARIE G A R, 0 R & (AB-
clonal, RK20433) # mRNA i¥f # 3t 5 cDNA, #EAT
SEH % & PCR 43 4T. £ Roche 480 1% 2% % LL T
I8 2 B AT cDNA 4 38: 95°CAZME 30 72, 95°C
BK 40 K, FFEESHP, 60°CIEK 30 P BEANFES
WHEIANEL. LA 2 we T IR R IE
7K F-o {# ] Primer Premier 5 %14 (Premier, Canada)
1E B R AHEA(E S A0 (National Center for Biotech-
nology Information, NCBI) £{# 2 H [ 55 [K 4 i i 152
TSI, W& 1.

9.t H 5 B A

PN R E T PilA 1) RIPA AR % W (Epi-
zyme, PC101) 1, N 1X 25 [ By /% 2 15 4100 1) 75
1B & % (Solarbio, P1016) #E4TH 51 %, £ 4°C.
13,000 rpm & F F B0 20 min, WHESHHLEH
) _EIEW, 18 BCA W& 77 2 I e a1 o BEE
TE SDS- 58 A I Bt 1 B 12 b7y B AR A Bk i, B
B M L% (polyvinylidene fluoride, PVDF)
JEE. F 5% BSA &M 1 h 5, HEESHN—$T (C/
EBPp: Santa Cruz, sc-7962; Phospho-C/EBPf (Thr235):
Cell Signaling Technology, 3084; NLRP3: Diagbio,
db21453; Caspse-1: ABclonal, A16792; GSDMD:
Diagbio, db1103; IL-1B: ABclonal, 16288; TLR4: AB-
clonal, A5258; Myd88: Abcepta, AP71111; NF-xBp65:
Abways, CY5043; anti-B-actin: proteintech, 20536-1-
AP) 4C NI E ™. %2 REIE 5P % (ABclonal,
AS014) BiHi/ i IgG — T (ABclonal, AS003) £ =
I T E 2 he 18 M ECL X7 (Biosharp, BL520A)
F1 Amersham Imager 600 (GE Healthcare) 7] 4% {4 £&
[ %7 . {8 Tmage J ##F (NIH, Bethesda) A T
ERIT

10. Geit o

{#iF] GraphPad Prism 10.1.2 F1 IBM SPSS 24.0 #f4:
BEATEAE T FrA B LA £ FriEiR (X £SEM)
F 7N il i Kolmogorov-Smirnov £ %6 3 WK £ §5 1)
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BT, AT ALY, KA ERNET 250
(ANOVA), FFHE4T Tukey 3 J5 A0 56 bh A 4% 4H R 1) 2
5to XFF RT-qgPCR Fl Western Blot 145 5, K #
DRI 25 75 22 73 AT Al Tukey 55 o S ik AT 22 4 18] L8
P <005 AZERAHRIFER ARUELRE IR
P, AR ETZ 3R

s =R

1. 4] C/EBPP 1A m] &% PDPN /s B 1
I b 3ok

I 50% MWT A PEAG 7N BRI UBR 1 7 9%
i, @RS, SXHEAMEL, B8 ES STZ 1)
ANERER I 2 LA M R e e i LI 1A
I HAEZE 14 KRB IpE /KPS 13.3 mmol/L (LI
1B) , FHIMINEL T PDPN #iAL, #—3 RT-qPCR
5B EoR, PDPN /)R 5 &k C/EBPB K 1A B0
HEEHR (P<0.05, WEI D) . T, A5
Hof /N ERHE AR THEAT AAV-shRNA SEAKE A7y 565 L |
C/EBPB %5, 4 J&Jailid iUl F W8 Dk AAV
e B, @ i RT-qPCR I i & {& P}y C/EBPB
mRNA [JRIEKF. BHEVIFERER, AAV 7E/)
R AR R I e (L 1E) « RT-qPCR &5 R 2R,
5 PDPN + IE-Control 41 #] tt., PDPN + IE-C/EBPB
H/N R Sk T C/EBPB mRNA ()£ i5 B3 T

(P<0.01, WHE1F) o [FR, MUk 2m s
45 B %9, 5 PDPN + IE-Control 414, PDPN +
IE-C/EBPP ZH /)y B3 19 BL A 1 8 o ik i B S ok 4%
(P <0.0001, WK 2A) . Bb4b, fopEA4EAL

IR 45 B 7R, PDPN + IE-C/EBPP 415 PDPN +
IE-Control ZHAHLL, HARAMEZEZR (LHE 1B,
10)

2. $1ifi] C/EBPB K1k 7] B PDPN /) iR 48 hE (5
5 I B S KR

Western Blot 4558 o, HXHEZHAHLL, PDPN
ZH /N B 4R Fh C/EBPP (P < 0.0001) & il iz 1k

x1 5l
Table 1 Sequences of primers
FE [ Gene B 5% Forward primer (5' — 3") J&i 514 Reverse primer (5' — 3")

CCAAT/HE5RT-454 % 11 B (C/EBPP) CAACCTGGAGACGCAGCACAAG GCTTGAACAAGTTCCGCAGGGT
41 H /2 -6 (IL-6) TTTCTCTCCGCAAGAGACTTCC TGTGGGTGGTATCCTCTGTGA
EAH A 3R -1B (IL-1p) GGGATGATGACGACCTGCTA ACAGCACGAGGCATTTTTGT
JiJRE LR BE R - -0 (TNF-at) ATGGGCTCCCTCTCATCAGT GCTTGGTGGTTTGCTACGAC
B-WzhE [ (B-actin) GGAGATTACTGCCCTGGCTCCTA GACTCATCGTACTCCTGCTTG
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A —O— Control  +—=a— PDPN + |E-Control B —O0— Control +—=a— PDPN + |IE-Control
+—a— PDPN —¥— PDPN + IE-C/EBPB +—— PDPN —¥— PDPN + |IE-C/EBPp
2.5+ 30+

stk

stk

50% MWT (g)
Blood glucose (mmol/L)

0 T T T T T T T T = T 0 T T T T T T T T T
4 0 3 7 14 21 28 35 42 -4 0 3 7 14 21 28 35 42
Days after injection Days after injection
C —0— Control  —m— PDPN + IE-Control D
—a— PDPN —¥— PDPN + IE-C/EBPf
30+ T
298 4
c Q
O E
» © N
— 28 34 °
2 25- sg
£ s< olo
% stk é £ 27
; sekokok sekokok m E‘ 0
=3 Em %
R 20+ 2 o M o o
T = o°
<0
9 : :
15— . . . . . . . . Control PDPN
4 0 3 7 14 21 28 35 42
Days after injection E
E D
ks 2 3
.5 € o
n @©
33
g8 27 .
dE o
< c
z
Zg © -
Em 14 00 00
oy
25 g
3 S o0
9 : :
500 um
— PDPN + |E-Control PDPN + |IE-C/EBPS

B 1 0 PDPN i35 {& C/EBPR ik Jdi 42 PDPN /MU IE 57 % S O R (A-C: 72=8; D, F: 72 = 6, X =SEM)
(A-C) S IL AR &I 0] RAT A (A) K (B) JeAREARAL (C), ****P < 0.0001, SxfiEALAMIEL; ™P < 0.001,
##p < 0.0001, 5 PDPN + IE-Control 4L EL: (D) RT-PCR 275X B4 5 #E %14 C/EBPB 195 mRNA /K K 5E
BHES (B) WV Son/h RIS 1 AAV F U8 (F) RT-PCR RoRiER AAV JRAH S 255 %41 C/EBPB A
7% mRNA /KF g s, *P<0.05, **P<0.01, 5 PDPN + IE-Control 14tk

Fig. 1 Inhibition of PDPN hippocampal C/EBPJ expression attenuates mechanically abnormal nociceptive hypersensitivity in
PDPN mice (A-C: 72=8; D, F: 72=6, X ZSEM)
(A) Behavioral changes, (B) Blood glucose levels, and (C) Body weight fluctuations at various time points throughout
the experiment. ****P < (0.0001, compared with control group; #p <0.001, P < 0.0001, compared with PDPN + IE-Control
group; (D) RT-PCR showing the comparison of C/EBPf-associated mRNA levels and quantification between control and
model groups; (E) Frozen section showing AAV transfection in mouse hippocampus after injection; (F) RT-PCR showing
the comparison of C/EBPB-associated mRNA levels and quantification between the groups after injection of AAV
adeno-associated virus. *P < 0.05, **P < 0.01, compared with PDPN + IE-Control group.
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FE2 p-C/EBPB (P < 0.0001) )4 A Rk /K152 T+
&, [EI) p-C/EBPB 5 C/EBPP HILLAE THE:, £46%
i A5 5 IE B 1) SRy T RIE R ETH A, BLFE NF-«B
(P<0.0001) . NLRP3 (P <0.001). Caspase-1 (P <0.01)-
GSDMD (P < 0.001) #1 IL-1B (P < 0.0001). 5 PDPN +
IE-Control #HAHE:, PDPN + IE-C/EBPP 41/ i 5
A& C/EBPB (P < 0.05) MR {L = p-C/EBPB
(P <0.001) 7 A F£IL T ZFMK, 38 C/EBPB
DAl 98 JF 188 % o ¥ DG B8 4y T AL 45 NF-xB (P <
0.0001). NLRP3 (P < 0.01). Caspase-1 (P < 0.05).

GSDMD (P < 0.05) F1 IL-1B (P < 0.05) [ ikt i 3%

[J Control

1.5+

1: Control 2: PDPN
3: PDPN + |E-Control
4: PDPN + IE-C/EBPB

p-ceBPp[__ N BB ]37KD
C/EBPp[#= wmw s == | /> KD
NF-cB [ |65 KD

NLRP3[ T ™R W ™ (113 KD
Caspase-1[ 7 WS | % |20 KD
GSDMD-N[ = ™= W & [31KD
1L [ T |17 KD

B-actin [— —— -] 1) D
12 3 4

of P-C/EBPp

Relative expression level

Relative expression level
of NF-xB

——

sk

1 [ i B 2% 2 i Chinese Journal of Pain Medicine 2025, 31 (4)

(T

TR (WK 2 .

3. #li C/EBPB ik Al Yk 4% PDPN /)N il ifg & 14
FHZZ 58

RT-qPCR 5 R 7, 4 Control 444HL, PDPN
/N R AR 2R TNF-a (P < 0.0001). IL-6 (P <
0.0001). IL-1B (P < 0.0001) mRNA 7KV i3 25 % in

(WL 3) . 5 PDPN + IE-Control 41#{{Lt,, PDPN +

IE-C/EBPB 41 fi&¢ % X - TNF-a (P < 0.0001). IL-6
(P <0.0001). TL-1B (P < 0.0001) mRNA /K3 %
> (K3 o X R BIHH] C/EBPP 1A Al 2 %
%% PDPN /N R SR M2 SO0

PDPN W PDPN + |E-Control M PDPN + IE-C/EBPB

1.5

E sokokok *
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B A A 55 B R RS T 4% 4L BRI S 4K rh p-C/EBPB. C/EBPB M # Ui /N4 #H 5% 5 4 NF-xB. NLRP3. Caspase-1.

1.5
© ©
3 2
8% 1.0 S
28 ? =
[ORRY o0
5o am
&3 9
o« 0.5 o O
2° 2
k] 3
O Q
[ [v4
0_
2 ] PDPN ity 4k C/EBPP ik AJ /b 28 hEAH OCIH B iR 1 43 3R 08 (72 =3, X TSEM)
GSDMD, LK IL-1B B A RIEK T LI
*P <0.05, **P<0.01, ***P<0.001, ****P<0.0001
Fig. 2

(72=3, X £SEM)

Inhibition of PDPN hippocampal C/EBPP expression reduces inflammation-related pathway protein molecule expression

Western Blot analysis and quantitative comparison of p-C/EBPJ, C/EBPp, inflammasome-related proteins NF-kB,
NLRP3, Caspase-1, GSDMD, and IL-1p expression levels in the hippocampus of mice in each group.

*P <0.05, **P <0.01, ¥**P < 0.001, ****P < 0.0001.
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Inhibition of PDPN hippocampal C/EBPJ expression attenuates hippocampal neuroinflammation in PDPN mice (72 = 6,

RT-qPCR detection of mRNA expression of IL-6 (A), IL-1p (B), and TNF-a (C) in the hippocampus of mice in each

group, and their quantitative analysis. ****P < 0.0001.
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