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[(fHE] B8 - HITHAI THB  (translocator protein, TSPO) 14 21 7] Ro5-4864 X Bl JR Jp #2595 BRI %<9 (diabetic
neuropathic pain, DNP) & FlAEH#14: H 1§ Al Kelch £ ECH CB & 1 (Kelch-like ECH-associated protein 1, Keapl) /4% K+
E2 #12¢ A7 (nuclear factor erythroid-derived-2-like 2, Nrf2) /Ifil 21 Z Ji %A -1 (heme oxygenase-1, HO-1) i A9 52 o
Frik « AL BRI BRI EE IR P A 2 RUBE PRSI 264 TR IR ARAS DNP R 24 R BUREE e 3R B AL 2 Fo B 1R
F AL (Sham#). DNPHFUZ (DNP4 ). TSPOI#N7HI Ro5-4864 4bF4H (Ro4H) I TSPO I 57 Ro5-4864 45 i Nrf2 1l
577 ML385 kb M40 (Ro+ML3854H ) . % A up-down 321 5 K Bl 50% MUK 45 & I 5 B (paw 50% mechanical withdrawal
threshold, 50% PMWT) , KAl 538 AL FRHT (baseline) , 4FJF453 (D3). 7 (D7), 14 (D14). 21 (D21) 128
(D28) K. TEfRJG | RUCHEA B #h2s, fdi 00 6 Fl Western blotting 43 Bl 9 7 5 Ro5-4864 X DNP Bl Ak B #h 28 v | i
AHOCHE 1 Keap1/Nrf2/HO- 138 A G (10520 . 258 - 5 Sham 41AHL, DNPAIKELM 50% PMWT [ %5 3 RIFLARIR T
[, &fIuEE (450 A1 P=0.000); #4h, DNP KRR # 4 b Bel-2 41 B /E 1 (Bcl-2 interacting coiled-coil
protein 1, Beclin-1) . /&M EHE F1%584% 3-T (microtubule-associated protein light chain 3-11, LC3-11 ), HO-1 F4Z% Nrf2 &
H RS B (2P=0.000), p62 N EEHAN (P=0.000). 4 PN7F 5 Ro5-4864 i3 T LA B, KL 50% PMWT 5
DNP 4 Ml H %37 | FF (D14 P=0.039, D21 1 D28 ¥ P=0.000), H Ml Keap1/Nrf2/HO-1 il i (R 5 i 1542, £ N
Beclin-1, LC3-11 . HO-1 FI#Z Nef2 F [ & &I THE (3P=0.000) DL K p62 & HEOFEAE (P=0.001). {HJ&, Ro5-4864 (K%
B ML385 5E &Ml . 4518 - TSPO M ANH] Ro5-4864 £ T DNP, HoAE FHLE T 48538 32l % Keap 1/Nrf2/HO- 1 3 4 14 iF 11 I
TG T DNP K R AR 2 i L EAR G . 3K T BE TR YT DNP AL T — 4S8 i S mk
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Translocator protein activates autophagy in diabetic neuropathic pain rats via
regulation of the Keap1/Nrf2/HO-1 signaling

GAO Nan, HAO Gem, MA Bingijie, JIN Tian, MA Ke, LIU Xiaoming
Department of Pain Management, Xinhua Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai 200082, China

[Abstract] Objective:To study the effects of translocator protein (TSPO) agonist Ro5-4864 on autophagy and Kelch-like ECH-
associated protein 1 (Keapl)/nuclear factor erythroid-derived-2-like 2 (Nrf2)/heme oxygenase-1 (HO-1) signaling in diabetic
neuropathic pain (DNP) rats. Methods* Type 2 diabetic rats were established by high-fat diet and streptozotocin (STZ), and DNP
rats were filtered by behavioral assessment. Twenty-four rats were randomly assigned to the Sham group, DNP group, TSPO agonist
Ro05-4864 group (Ro group), and TSPO agonist Ro5-4864 combined with Nrf2 inhibitor ML385 group (Ro+ML385 group). Up-
Down method was used to measure paw 50% mechanical withdrawal threshold (50% PMWT) of the rats before high-fat diet
(baseline), and on Day 3, 7, 14, 21 and 28 after STZ. Sciatic nerves were collected on the last day to analyze the effects of Ro5-4864
on autophagy related proteins and Keapl/Nrf2/HO-1 signaling related proteins of DNP rats by using immunofluorescence and
Western blotting. Results: The 50% PMWT in the DNP group decreased from D3 to D28 (P=0.000 at all timing), and the
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expression of Bcl-2 interacting coiled-coil protein 1 (Beclin-1), microtubule-associated protein light chain 3-1I (LC3-1I), HO-1, and
nuclear Nrf2 (P=0.000) were significantly reduced in the sciatic nerves of DNP rats (all P=0.000), compared with those in the sham
group, but p62 was significantly increased (P=0.000). Administration of Ro5-4864 attenuated these changes in the rats of the Ro
group. There was a gradual increase in the 50% PMWT, compared with that of the rats in the DNP group (D14 P=0.039, both D21
and D28 P=0.000), and the impairment of autophagy and the Keap1/Nrf2/HO-1 signaling was repaired, which was demonstrated by
increases of Beclin-1, LC3- I, HO-1, and nuclear Nrf2 protein contents (all P=0.000) and a decrease in p62 content (P=0.001).
However, the beneficial effects of Ro5-4864 were totally abrogated by ML385 in rats of the Ro+ML385 group. Conclusion:TSPO
alleviates DNP in rats, of which the mechanism involves activation of autophagy via upregulation of the Keap1/Nrf2/HO-1 signaling
in sciatic nerves. This study provides a new strategy for the treatment of DNP.

[Key words] translocator protein (TSPO); neuropathic pain (NP); diabetes; autophagy; Kelch-like ECH-associated protein 1
(Keapl)/nuclear factor erythroid-derived-2-like 2 (Nrf2)/heme oxygenase-1 (HO-1) signaling (Keap1/Nrf2/HO-1 signaling)
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2R, SRR IR, BIVRE PRI o 28
PE P9  (diabetic neuropathic pain, DNP) '/, DNP
VL B &9 AR O OR B R B BRRE , R
3 L A R Y I TR R ) — s R 50%
1Y A8 O E R, DR S M R e R Y
AW E . 54h, DNPJESECRE T Lk .
ihe 2 AL AR Y E R, 45 BB A S AR R
THEAKGME P BBA RRIT B IO A R 2%
fift DNP, A A5 3 AL R0 T 3 036 7 48 a5 i A5
JEREE,

41 H W% (autophagy) & — Fl = BE AR 5F A9 41 A
PR R AR A AL, o 3 o Vil A AR I e A [
W2 A0 1 A L i B O IR AR, B A A R A R
AP it 2R E A, o Bel-2 M E
M E A
Beclin-1) . ff % #H ¢ £ H % #% 3 (microtubule-
associated protein light chain 3, LC3) Hlp62J& H I
B OB BT, T Uz A W RN Ak ) s I S 0 4
fr o Beclin-1 76 [ WG 0 By Be AR O AE T, 8
S HWER A LC3 W5 7 W57 15 J5T 1Y) 1 W K JEE A
K, TEULHT B, LC3- 184k LC3-11, SfEHEEN
pO2 45 A, JE H W A M B R O AW S £ R
AR ORI RS RAEOG, R A ARG E R
BT, JEk, AR EHAMENLRS
PR AL R B A, ARk, DNPAEE T H
W A2 AR FIUESE 7, G, HEI BT [ X DNP
AH—EmiRITEN .

Kelch # ECH X Hk # H  (Kelch-like ECH-
associated protein 1, Keapl) /#% K+ B2 i & A +

(Bcl-2 interacting coiled-coil protein 1,
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(nuclear factor erythroid-derived-2-like 2, Nrf2) /Il
2T Z N4 -1 (heme oxygenase-1, HO-1) i #2E—
SR T AR AL L UEOE B, 38 5 S A0 DR A
PR B B IR AEFF ALK EAL AR J5OF- i, IR IEBRA A &
Yy 1E H o Keapl J& Nref2 19 1 J8 45 A 1, ##
BURZEF, Keapl 3T Cullin3 f) E3 72 2 4 13 g 1) 7
$E W HE R T Nef2 36 M, o U7 Nref2 76 i % b R
BN EAL N R R, Keapl MR M, Bk
Nrf2 A #% 5 $it % fk 5L+ (antioxidant responsive
element, ARE) %54, 55— R V41 AR 47 58 N 4%
S, EBUEARNI B . HET, 56T Nef2 F 2o B
PRI TR IR AL . LIZEA Y B3, il FH Nif2
PSR R A% 10 238 3 A Ak i P 22 A5 L3 B0 R B
P B . FRIAS %5 " BT s, Nrf2 AE9% IE
) 81 S B AR R A . AN, Nef2 R
() HO-1 J& — i UKL A i, AH 2T Nref2 HoAth T i 58
b B R E AR E T, BB % 22 A 22
PEPEHR , FFRHRIE AT DAJR 2 22 Fh A i g 12
I, HE Keap1/Nrf2/HO-1 38 B& X H Wk 09 98 454 2 6
HEEMIE

18 kDa %% fii 43 F %5 1 (translocator protein,
TSPO) J&—Fl (L TLbARIME R | 155 BE AR ST 1Y B
KMEEE, 7RG H S b E R, 1
PSS RS . TSPOME R —Fh W I E 1, #
AR RAE RS, 52T & RGN %)
M S BEAERRE 1Y & B TSPO i 357 Ro5-4864
RES 22 fif T PR 2 25 FL 2 B ph 2 BRI,
GINESNESOR e e b=y v ) SR SN R
WA K. B, HED TSPO 2 GE 98 i ik 9 Y
FI W 2% fiff DNP. 5 A5 055 ' UE W] TSPO RE 6% i 1
P JE v Keapl/Nrf2/HO-1 3 B% . PR 76 i %
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Keap1/Nrf2/HO-1 i #% RE % I+ 15 [ BE B FT 42 T, 4=
TSPO 2 1A # 5 7] & 4 th Keap1/Nrf2/HO-1 3 % 34 1%
FI WG oK 22 fif DNP. A 5T B 76 U5 DNP K B AL -
25 rh Keap1/Nrf2/HO-1 38 B F1 F Wi AH SC 48 45 19 22 fL R
LU N 5 TSPO i 2 7510 5k Nrf2 410 il 571 )5 i
Hsgm .

1 HEE5EE

1.1 985Eh ¥ B sy 4l

AW 5T BT FH 52 55 80 ) A I % Sprague-Dawley K
B, MM 180 g+20 g, Fh b VA58 1 K2 I 2 g ff
JE TR BE S W s ARt . R RN 24 HOR B
MUABCH 44, Fde . BFARY [Sham4l, IEH
TR I R I T AT AR R AN 2% PR, B N T S 20% —
B P (dimethyl sulfoxide, DMSO)]. DNP 44 %I
4 (DNPAH, mIRRE IR S SR i =, 4
WE S 20% DMSO) . TSPO #4317 Ro5-4864 2H (Ro
4, w5 RR IR O E I R R A, B T A
R05-4864) . TSPO i# 57 Ro5-4864 £ FH Nrf2 1 1 571
ML38541 (Ro+ML3854, g &I M fis v Sk FIk
w2, BNTES Ro5-4864 4 FIML385) .

1.2 BEELH)

TSPO##/57| Ro5-4864 [7-chloro-5-(4-chlorophenyl)-
1-methyl-3H-1, 4-benzodiazepin-2-one ] , Nrf2 #I il 5
ML385 [N- (4- (2, 3-dihydro-1- (2-methylbenzoyl) -1H-
indol-5-yl) -5-methyl-2-thiazolyl) -1, 3-benzodioxol-5-yl-
BE MR/ T # - (streptozotocin, STZ) £l
DMSO ¥ 3% H & [F Sigma-Aldrich 28 &) . Fr & RR4N 2%
MRS F AL SRS R IR A A

BeAh, S I PR LC3 A/B (i) . p62
(4 U5) . Beclin-1 (4i) . Nrf2 (). HO-1 (4
i) ¥ SE B 3E [ Cell Signaling Technology 2y A ,
actin (4g¥) I Lamin A/C I SE 15 202 48 ok
YIRHA R

acetamide | ,

1.3 2 0 bR i 158 1 et v

o 37 2 BUOME R % (type 2 diabetes mellitus,
T2DM) HRL, XK BRRAT 1% 2% 2 JH A e DR IR B IR 5
WS R, M5, ¥ STZ# T 0.1 mol/L pH=
4.5 AT IE RN G s, WREE R 1%, & IE L 30
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mg/kg IR STA KRR, ELh2h2d . kA
MER 3K, SO MEZF R, R BB 3 ELISA
KAl&E (HaREVEARARLAF, Pl606) Hilllzs
JE TR & A, TRkl e 2 R ik -F, R R
Y JER 5 ZE HE P38 40 [homeostasis model assessment-
insulin resistance, HOMA-IR; i1 /% &5 HOMA-
IR= (JBRIE ZIKSE x MUBHIREE)/22.5] R B & U
18 %% [insulin sensitivity index, ISI; 1135 2 2K
ISI= (B By ZHeJEE < PR )" ] o 25 B I B K T
11.1 mmol/L AR BRI My T2DM AR R

1.4 45k

50% ALk 4 fE 5 5 B {E (paw 50% mechanical
withdrawal threshold, 50% PMWT) {ll#& . R FH up-
down % , W & W) £k B & OIS KO A BE A
(baseline), STZJF53 K (D3). 7K (D7), %
14X (D14) . %21 K (D21) M5 28 kX (D28).
K RECE FLHEST, FFE15SminZdlf, R
FUIE N FE A= 85 05, 49 il S TR) 9 Von Fery hair £
AT REGREEAL, HJ1{f Von Fery hair £ “S”
B OCCT OB, HRge~8s, RS R S R R
FHPE, 2 ABIPE. MG HISEE, Von Frey hair 3%
FH U K 0.40~26 ¢, 34 CHAPLAN %5 170 Ffp 4 &
(7 AT . 50% PMWT A5 (8 T [ 20% 1Y
T2DM K FU# A A DNP 3 A5 )

1.5 ®iMgdy

2% IR B HE 2 4H 40 mg/kg 28 16 I TE SR R R
HURTRML, 7R BRUIE T #0515 W el (] B S 2 7 J L
fE25 2, SR RS IR 2R L5~L6 [AIBR LA 10 L 3 ik
FERSEATHEAS 2000, DL R BB R D 2Rl s, s
T E AR T AR . RoAA TIHT
20% DMSO 1 Ro5-4864 4 wg (GRlH: R 10 pL/H), %
2L 3 d; Ro+ML385 417 43 T Ro5-4864 1Y [a] B 5 H]
20 pg ML385, [E#E% T-20% DMSO, #4710 pL/
H, #%%E3 d. Sham 4 H1 DNP 440 44 T [ /R FH ) e i
) DMSO.

1.6 RIEVN

TEAE 28 R AL B M2t . K BURREE S I Mo 2 42
L Z S JEHETE 300 mL A BEER K F1300 mL 4% 2 R H
T, ECHE A M S YRS T 2 R B v E T )
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SE, MR TE20% K 30% REME AR BZ K, i T i
£ U) # 2 & % (optimal cutting temperature
compound, OCT) G, fdi JH vk R U1 F ALK A
AR YT 15 wm BT o 28BN B S —3T
LC3 A/B (¢=1:200) FINrf2 (¢=1:100) 4 °Ci¢H
R, ZHUEOLERME | hadE R, YO R
LT EED S

1.7 Western blotting £5:ill]

TERE 28 K, JBRIE Be 28 A U B HEVE 300 mL A= B4
KGR 2, I = RAYEARF IR A A&
HER G & (P0028) 3 5l B U 2% 48 11 R0 i A% 2R
H, &% i Jl T Western blotting, % 20 wg/fL F#E,
WIE T 12.5% 5% 7.5% + I 3L m R - N
i Bk W Bt K YK (sodium dodecyl sulfate-poly-
acrylamide gel electrophoresis, SDS-PAGE) 435 H#p
RN, B S AN — 504 °CEF 1K .
p62. Beclin-1, LC3 A/B, Nrf2 fl HO-1 #% ¢=1: 1
000 HATH BE . 22 TBST #hk)a , AR i A Ak Wy b
I P E M A 1 h, actin Al Lamin A/C % ¢=1 : 10
000 HATHIFE . FFIR TBST VI UE/G 4 ECL VA WL (A 8,
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1.8 Hil* o bi

K JH SPSS 26.0 FAFHEAT 43 M7 o A i WKL L Xeks
FoR o W 50% PMWT i 516 8 T o 52 I 4 14 7 22 43 B
PEATOIHT, G HEAT 275 4 )5 22 5 TR Tukey #2500, LE
AN ) 21 590 1] — FF T30 5 A AL OSB3 o B 8 5 I A
Western blotting 45 42 /£ 77 FL[K] 3 J7 22 434 Al Tukey
K. P<0.05 %R 2 RAGIHE L.

2 &R

2.1  T2DM K U & #2890 BRYE Y 90

WE LR, ASHESE H il s e R AR
STZ 55 T2DM B RS R, 7E7ESS STZ /5% 3K, DNP
ZH ) HOMA-IR 7K ¥ #¢ Sham 41 i % 42 7+ (P=0.000,
FEI1A), i ISTH R REAK (P=0.000, & 1B). [FIHT,
%5 3 K DNP 4 K §L 50% PMWT & 3 fik T Sham £
(P=0.000, K1C), X T2DM K H ML R
B

A B C
25r 0.008 15
0 T
- T
0.006 T
o Zor
5 15+ =
S @ 0.004 | E
o o
10 X
= 2 5t ©)
0.002 D
5 L ’l‘
0 0 0
Sham DNP Sham DNP Sham DNP

Note: A/B. The levels of HOMA-IR (A) and ISI (B) of the Sham group and the DNP group 3 d after STZ injection. C. 50% PMWT of the Sham group and the
DNP group 3 d after STZ injection. ©P=0.000, compared with the Sham group.

1 2BBERRARHRMEZRE LR (n=6)
Fig1 T2DM rats showed pain hypersensitivity (n=6)

2.2 f§MITEST TSPO i 3 7 Ro5-4864 X DNP X il
PUBR I B i) 53 iy
WA 2 7%, DNP 4 78 4 A 50 5 0 22 8] 3 v
(DNP 545 J5 55 3~28 K ), H: 50% PMWT %% Sham 4]
WY B (39 P=0.000), H Gk #a# . Ro 417
STZ JG 4 4 RAFENTEST 4 weg/ H Ro5-4864, %423 d,
H 5 7 KIFR 50% PMWT B I ko, Bl ist ) 7 FH
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KR, SDNPHAMEERAALEITEEL (K
14K, P=0.039; %521, 28K, ¥ P=0.000).,

2.3 HjMTESS TSPO i 5 77 Ro5-4864 %} DNP X il
At S R G 2 1108 55 )
R WAL B M 22 v LC3 DGR EE R A8 1k, R
TRPEDNCATI k. S5 R W 3 iR, DNP4LH
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—@— Sham

—l-DNP

—&—Ro

baseline 3 4 5 6 7

Time course/d

Note:‘q:P=0.000, compared with the Sham group; :Z)P=0.039, #P=0.000, compared with the DNP group.
2 EHAMiEST TSPO #3071 Ro5-4864 X DNP A FR 50% PMWT BIZM (n=6)
Fig 2 Effects of TSPO agonist Ro5-4864 on the 50% PMWT in DNP rats (n=6)

LC3 %615 5% Sham 41 B W55 (P=0.000), #K
Sham 4111 19.9% ., Ro#1%4F Ro5-4864 5, Ak-E L

Sham DNP

20 ym

HLC3 5 S 4R (P=0.000) , & F+ % Sham 4111
108.7%.

@

0.5

Mean grey value of LC3

20/um

Sham DNP Ro

Note: A. Representative immunofluorescent pictures of single staining of LC3 in the sciatic nerves of the rats. B. Quantitative analysis of LC3 signal intensity.
©P=0.000, compared with the Sham group; 2P=0.000, compared with the DNP group.

3 $HMES TSPO #Eh 7 Ro5-4864 3f DNP X R4 FHIZ s LC3 RIZZU KM (n=3)

Fig 3 Effects of TSPO agonist Ro5-4864 on the change of LC3 expression in the sciatic nerves of DNP rats (n=3)

WE4 PR, A 2 A Western blotting £5 1]
R, 5 Sham 4 A, DNP 24+ Beclin-1 A LC3- 11
FA G R D ERFC (3P=0.000), p62 4 0 351
Jin (P=0.000) . ¥4 P E 5F Ro5-4864 J5 , Beclin-1 1
LC3-TMEH &&= (¥ P=0.000), p62 & H &=
i (P=0.001).

2.4 FPMTESS TSPO i 3h 77 Ro5-4864 %} DNP X fil
M B 22 Keap1/Nrf2/HO-1 45 -5 1% 1) 5% Wi
WS N2 565 5 AR L, FRUROGT A il 28
HEATSRPEDECHI , ZE R ANIE 5 R, DNP R FRAR B
P25 T Nrf2 2 658 B B B 55 (P=0.000) , 29K
Sham £ 19 53.2%. 1fi 4 T Ro5-4864 J5 # M 3% (P=
0.000), 3% Sham 4111 101.6%.

e
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Western blotting 25 5 W& 6 Ir v, DNP 41 A9 A 8
M4 HO-1 f#% Nrf2 55 [ 2 1A 7K F g 2 ik F Sham
¢l (¥ P=0.000) ., X —7AFfL7E Ro iy (3 P=
0.000) .

2.5 A Nrf2 37 ML385 % TSPO i 2h 7] Ro5-

4864 11 J11 ¥y 5 i

J T 1T Keapl/Nrf2/HO-1 18 % 75 Ro5-4864 i
T E R EE], X Ro 41 F1 Ro+ML385 2H Y Kk Bl itk
AT AL . 45 R B, GHIML385 5, %4 K
) 50% PMWT 4 & 4 £ 7E ARk F-, & E A B
RoH MR AAGI#EX (7K, P=0.006;
%14 KX, P=0.003; %5 21, 28 K, 1 P=0.000;
E7A) .
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A B
1.5
Sham DNP Ro
pe2 | D | 2 000 .
1.0+
Beclin-1 |— e —l 60 000 (0]

LC3-I |‘~’- i 14 000

actinl— —u —|45000

Relative expression of p62

Sham DNP Ro

—_

W
1

—_

[
1

o
T

©

0.5

o
W
T

N

Relative expression of LC3-[I

Relative expression of Beclin-1

]

0
Sham DNP Ro Sham DNP Ro

Note: A. Representative immunoblots of p62, Beclin-1 and LC3-II in the sciatic nerves of the rats. B—D. Illustration of the relative expression of p62 (B),
Beclin-1 (C), and LC3-1I (D). “P=0.000, compared with the Sham group; 2p=0.001, “P=0.000, compared with the DNP group.

4 EHNIEST TSPO H3h 7 Ro5-4864 I E DNP K RALB#Zrh HIBHXEARIENEN (n=3)

Fig4 TSPO agonist Ro5-4864 improved the changes in the expression of autophagy-related proteins in the sciatic nerves of DNP rats (n=3)

A B
Sham DNP 15
&
o 1.0
2
<
>
I @
5 051
=
<
O
=
20 pm 20 um 0

Sham DNP Ro

Note: A. Representative immunofluorescent pictures of single staining of Nrf2 in the sciatic nerves of the rats. B. Quantitative analysis of Nrf2 signal intensity.
©P=0.000, compared with the Sham group; 2p=0.000 compared with the DNP group.

5 BHMIESH TSPO MBI Ro5-4864 B2 DNP X fR 4 B #1Z2 Nrf2 FiZHI (R (n=3)
Fig 5 TSPO agonist Ro5-4864 blocked the decrease in the expression of Nrf2 in the sciatic nerves of DNP rats (n=3)

A C D
Sham DNP Ro 15 15
o T - lor @
Nrf2 100 000 o = T
[ Gy —— e 3
- G
Lamin A/C | D SRR i 74 000/68 000 s ol @ S ok
S S -
2 2
[} [}
Sham __ DNP Ro B Y g )
L @ - ®
b k=
actinl— — —|45000 S 3 0
Sham DNP Ro Sham DNP Ro

Note: A/B. Representative immunoblots of nuclear Nrf2 (A) and HO-1 (B). C/D. Illustration of the relative expression of nuclear Nrf2 (C) and HO-1 (D). Op=
0.000, compared with the Sham group; ®P=0.000, compared with the DNP group.

6 FHMIES TSPO E 317 Ro5-4864 XF DNP X FR 44 B4 f1 Keapl/Nrf2/HO-1 IR HH X E A RIEHIRM (n=3)

Fig 6 Effects of TSPO agonist Ro5-4864 on the expression of Keapl/Nrf2/HO-1 signaling-related proteins in the sciatic nerves of DNP
rats (n=3)
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Western blotting 25 R . 7, 5 Ro 4141 L, Ro+
ML385 #H H 4% Nrf2 #12¢ HO-1. Beclin-1. LC3-11 19

2023, 43(8)

HEASTREYIFEG, p62 A S UCRIER (¥ P=
0.000, K7B~H).

A F
20
-e-Ro -wRo+ML385
2
- 15+ &
= g
Z 10} é
< &
2 st E
o T s
0 : — Ro Ro+ML385
baseline 34567 14 21 28
Time course/d
B C G
Ro Ro+ML385 Ro Ro+ML385

Lamin A/C l ’ 74 000/68 000

Ro Ro+ML385

Beclin-1 El 60 000

Relative expression of Beclin-1

Ro Ro+ML385 Ro Ro+ML385
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Note: A. Effects of Nrf2 inhibitor ML385 on the 50% PMWT of the rats (#=6). B. Representative immunoblots of nuclear Nrf2 and HO-1 in the sciatic nerves
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