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[Abstract] Objective: To observe the effect of Qishao capsules on renal injury in db/db mice with diabetic kidney disease

(DKD),and explore its mechanism of protecting the kidney by inhibiting podocyte apoptosis. Methods: db/m mice (7 mice) were
used as the normal group, and db/db mice (35 mice) were randomly divided into a model group, a dapagliflozin group
(0.001 g-kg'+d"') , and low- , medium- , and high-dose groups of Qishao capsules (0.341 3, 0.682 5, and 1.365 g-kg'+d’,
respectively). Drug intervention lasted for 8 consecutive weeks. After sampling, the serum renal function indicators [ creatinine
(SCr) , and urea nitrogen (BUN) |, fasting blood glucose (FBG) , 24 h urinary protein quantification (24 h-UTP) , and other
indicators of the mice were measured. The pathological tissue morphology of the kidney was observed by periodic acid-silver
methenamine (PASM) and Masson's trichrome (Masson) staining. Immunohistochemical detection of cysteine-dependent aspartate-
specific protease (Caspase) -3 and B-cell lymphoma 2 (Bcl-2) was performed. Western blot was used to detect the protein
expression of Caspase-8, Caspase-7, Caspase-3, and other molecules. Terminal deoxynucleotidyl transferase dUTP nick End
labeling (TUNEL) staining was used to observe apoptosis in renal tissue. Immunofluorescence staining of Wilms tumor suppressor
gene-1 (WT-1) was used to observe podocyte injury. Real-time polymerase chain reaction (Real-time PCR) was employed to detect
Caspase-8 and Caspase-3 mRNA expression in the kidneys of experimental mice. Data analysis was conducted using statistical
software GraphPad Prism 10. Results: Compared with the normal group, the model group showed significantly increased 24 h-
UTP, SCr, BUN, and FBG (P<0.01). Additionally, PASM staining of renal tissue showed increased glycogen deposition,
glomerular hypertrophy, and thickening of the basement membrane. Masson staining showed collagen fiber proliferation in renal
tissue. Transmission electron microscopy showed thickening of the renal tissue basement membrane and fusion or loss of foot
processes in the model group. The immunohistochemical results showed that Caspase-3 in the kidneys of the mice in the model
group significantly increased (P<0.01) , while the Bcl-2 protein expression level decreased significantly (P<0.01). The number of
TUNEL positive cells in renal tissue significantly increased (P<0.01). The positive expression of WT-1 in podocytes was
significantly reduced (P<0.01). Western blot analysis showed significant upregulation of Caspase-8, Caspase-7, and Caspase-3
protein expression in renal tissue (P<0.01). The mRNA expression levels of Caspase-8 and Caspase-3 in the kidneys increased
significantly (P<0.01). Compared with the model group, the Qishao capsules groups can significantly reduce the levels of 24 h-
UTP, SCr, BUN, and FBG (P<0.01). The pathological damage of renal tissue and podocyte injury were improved to some extent.
Immunohistochemistry in the kidney showed a significant decrease in Caspase-3 (P<0.01) and a significant increase in Bcl-2
protein expression level (P<0.01). Additionally, there were a significant decrease in the number of TUNEL positive cells in renal
tissue (P<0.01), a significant increase in WT-1 positive expression in podocytes (P<0.01) , marked downregulation of Caspase-8,
Caspase-7, and Caspase-3 protein expression in renal tissue (P<0.05, P<0.01) , and a significant decrease in Caspase-8 and
Caspase-3 mRNA expression levels (P<0.01). Conclusion: Qishao capsules can inhibit podocyte apoptosis by regulating the
expression of Caspase-8, Caspase-7, and Caspase-3,thereby improving the diabetic renal injury in db/db mice.
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QSIN Bjj i W8 R 9 /Iy BB 458405 T2 L AL 2 — 20
W B AT 1 3% 4035 DKD AT 8%, LA R R 25 By 36
DR PO 5 s 42 AL 1 R 48 R P A4
1 ##
1.1 h¥ 8 JE A METE db/db /N B 35 H AN E 28 24 &
Mt db/m /NEL 7 W B TSR SR BE I R 2 R A
B2 A, A HIE S SCXK (75 )2020-0009, ft 4 8 4
o) % AT AL S AR A 25 5 DU = g S 56 3 4 vh oL SPF 4%
S, 3 B, 5 IR B (22+1) °C 8 B 55%~
60% , BRI A 4 12 he A shi A ARK AR .
1.2 R ASHIESE ™ 4 B SE 0 5= B i b B R
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Approval No.IACUC-4th Hos Hebmu-2023310,
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Hi 20 o B 2 21 A : B RS AT VR BE LA R AE
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BRI BE R IH IS i il E A AR
T B, 2K 0 e i HE T S ) BUAR B € 41 /N FURL
VAT 3 RN o 51 e R I o =l el = o e
Bt A2y 54 g, BLAR 0.3 g/kn, 3L 2 | 5
720051141,
1.4 3050 R R AR (b Bt A 4 1 R By
A PR H], 506 ME 20152400921) 5 JJLEF (SCr) L JR
F A (BUN) I & i 50 & (TR A A i B 4, i 5
539l i S03076,S03036) ;24 h & 1 /R & & (24 h-
UTP) 7 30 & (ot e iR A PR A AL i 5
20240307) ; B B 20 A 9 40 0 L -1 (WT-1) Bt 44
B 2 Jfd bk I 987 -2 (Bel-2) #7014 ( 38 |6 Sabbiotech 24w ,
% 5 43 Wk 48959 40639) 5 J5 {7 AR i bR D 1
(TUNEL) i 7 & 75 B 8 (PASM) L ik £ 4% | 5
(Masson) = {4 4% (0 i (I FE4E IR 2B W RH A7 BR A
H L, RS0 5  G1507 .G1059 .G1006) ; bt K 45 H i}
(Caspase) -8, Caspase-7. Caspase-3 $T & ( 3£ H
Signalway Antibody LLC A Fl , %8 %5 7 5| & 40674 .
56098.32628) ;B-IL 3l & 1 (B-actin) HL i AR T %
&Yy i (HRP) A3 i 19 3 Hi S S % Bk 1 G (1gG) —
Pr(F[E Abcam A Al , it 5 43 il & ab8227 ,ab7090) ;
= ¥ 53Rk ) & ( 22 B GeneCopeia 24 A , 17 &
QP056)
1.5 W& SD-7 AR (A 546 e A= P PR
By A BR 2N 7)) ; SOPTOP OD6 AU 3 & 1 i34 ( I ¥t
ok TR VB2 R A FR A 7] ) ; Epson Perfection V39
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Al RITE S AL HE L kg/NRA L EH A
(60 kg) 19 9.1 f% , ik 4% 51 5 4l /N B 4% 0.001 g-kg'-d”
Y], AT REFAL P R AN R ) R R
0.341 3.0.682 5.1.365 g-kg'-d' 2525 , 4 H ¥ H
1R o IE 2R BE A0 20 20 db/db /s BRUHE 15 55 1R LR
7K (0.3 mL) ., ZHWRITRFZE8 A .

2.2 FRACRAE WA HE KA 5L 5/ B R
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UTP. il FH 5 5006 W ACJRR i, 00 5 1K Jo dk 0 25 i I
B (FBG ) 7K, /N BUAR BRIBUIML 725 SR 48 1A, e £ 1 ¥
15 mLE.08 P, ZREE 1h,4°C.3000r min’
B0 15 min, 408 L2 0%, 4 °C UK A R AF K
SCr.BUN. 5255 /)N BRRR B 5Bl 5, W &8 h 4 I
HE L Mo B A A, B R R 2R
HZ, LE TV Y AR B AR K Hh T R AR BRI, O U8
2R W 25 U i 29 TED ) LV B AR R, KA Y A AR B A
THE B i 2= o 2 () AR BT 3t (@) < 100%, &6
T 12 BB RERCA S mL 9 & 048, H 4% 2 R H
BEREW4Sh; HAEFHLE T 5 mLIKEFE,
F-80 °C vKHH A7 % H o

2.3 24 h-UTP.FBG i i SCr.BUN il & %
2% S 235 (CCB) B A& /1N B 24 h-UTP 7K ; fifi
FH i A ARG I /)N Bl R Ik FBG 5 42 A 3l A 4k 73 i AX
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L UV R S o AT i R N e R (PASM) B¢ (7 il FAIsT3Y) K /op

F1 L (Masson) Ut €6, I 3 47 41 0 08 7= AF 3¢ 28 1 Caspase-8  I-if TGCTTGGACTACATCCCACAC 169
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2.5 'HZHZUTUNEL e OGN J T 00 A 0
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WUBEAA A, RE KT R BEAILIE 6 LT, {1 H Image T4
TR VLT Hh B /N BR Y TUNEL FHAE 40 g 5

2.6 WT-1 /Y 5 22O Gt (0 WL 48 2 40 g 2 13 1
B AU A WS 2K, bR AE S R i A
YR fin—4T KRB B, DAPLAE YL 4 i 4% , T K
A [ RO, B IEE SO0 R T RERIE .
2.7 BRI B ik (Western blot) K db/db /)
BB 41 21 Caspase-8 . Caspase-7 ., Caspase-3 5 [ %
n o WY A PR R A 1 BSA YR 2
AR . WG E EWE AN B, T
%ot T TR B - 3R TN s Tk v € JiE W Uk (SDS-PAGE) \#%
B AF  E AR S B 2 he BY S & T % Caspase-8.
Caspase-7 ,Caspase-3(1:1 000) ,B-actin(1:2 000)—
brh 4 cCiEE K . VRS E T S N 4
(1:8000) & &, FWIFF 1.5h, VEREET
Western Lightning™ Chemiluminescence Reagent i,
@b 30 s, 57 BP B BE JS #E1T 5 8 s A B
Jiit v il Epson Perfection V39 43443 i 47 31 il il % ,
L B-actin A PN 2 43 T 45 241 28 11 %7 10 58 B {EL L 45 )
KB G A s .

2.8 Real-time PCR & ] 52 % /N Bl ¥ JE
Caspase-8 . Caspase-3 mRNA £ ik R U 'H 4 41
50 mg, fff H TRIzol i 7 2 B & RNA, & % 5% N
cDNA, L cDNA H##z , LA B-actin /E A £, Real-
time PCR ¥ 3% mRNA , 5k ] 2“3k 43 #F Caspase-8 .
Caspase-3 mRNA fHXf & ikt . ¥ A2 Fh 95 °CHil
5 M 30 5,95 °CAE 15 s, 60 °C iR K 30 s, 1 ¥F
40, SIHA T AEY TRECLE)BRGAE R A
GG T IR 1.

29 St b 4t oF Ab B SR A GraphPad
Prism 10, Ui A SES B8 ¥ DA x + s Fon , FE AR Bl 22

T TGCAGTCTAGGAAGTTGACCA
Caspase-3 _Lif TGGTGATGAAGGGGTCATTTATG 105
T TTCGGCTTTCCAGTCAGACTC
¥ GTACCCAGGCATTGCTGACA 237

B-actin

Fif AACGCAGCTCAGTAACAGTC

Sk B &R Jr 22 48 B (One-way ANOVA) #l
Dunnett-¢, Tukey's ki % . P<0.05 FR/R 2 55 A G it 2%
3 #7
3.1 XF DKD /B T & 5 E 45 80F1 24 h-UTP Y
2 db/db /N B8 R B, 5 db/m /R HL#R, R
HTOBH S IR 18 SR B KRS A v A EE AT i
PEAR L ) B2 Y db/db /D BUMR B R IR
(P<0.01); 5 1E ¥ 4 b, BRI 2 fR i it 100 3 7 o
5 Ik 5 K 2 BRI (P<0.01) 5 45 25 40 /) BB A 45
B TREALA A2 R LS L. fE 24 h-
UTP J5 i, db/db /) B 3 /& T db/m /)N BL(P<0.01) .
25T 108 A5, S AL A, ik A B e 4 R EE AT
i 3 SN = I o2 W N W S T A 5
(P<0.01), W32,
3.2 X} DKD /) FBG FlIfiL 5 SCr . BUN 7K ¥ {) 5%
M 5 OE 4l db/m /N BB A 5L 4 db/db /) B
FBG FlIfiL# SCr .BUN /K- i 2 F 55 (P<0.01) 5 51
RUZH LA, k4% 51 ¥ 2 RN FEAT B B AIG v L ) i A
i) FBG # Ifl 7% SCr. BUN /K % ¥ & ¥ & i
(P<0.01) , H: 35 #% 51 v 41 78 [ 8 F1 SCr o 1 58 B
B, EEAT e 4 1y 7R S 2H AR BUN B 2, [0 Uy T 4
HApthsw mo 25 A . L33,
3.3 X DKD /) U5 41 819 B 2% K R B8 0 4% 1Y 5%
U0 R PASM B0 B 45 R R, IE K 41 db/m
AN BB /N Bk R N A A AR o8 A A R 5T 43 A E
L0 F G A T A A A /N B BT T R
Z B /NERAE K, I B 1S JE s Masson 2% (5 1 7 ' 41
LU IR LT He s A S BORI A LA, 4% 4 20 L /D RV
AINBRIE LB /0N Rk R U TR R G D AT A 1 A AR Y
AAFREmRE, BB ER, 5IE® 4w
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®2 KAKEXDKD/MNRERE. BIEHEHM 24 h-UTP MR (X+s,n=7)
Table 2 Effect of Qishao capsules on weight,renal index and 24 h-UTP in DKD mice (x+s,n=7)

25 /g kg T /g B HIE 6 /% 24 h-UTP/mg
IEH 40 27.90+1.62 1.35£0.13 0.55+0.07
R 4 60.73+5.22" 0.83+0.15" 3.35+0.18"
IR A B 2 0.001 51.95+4.81% 0.83+0.12 1.32+0.11Y
TEAT I HE AR 4L 0.3413 42.59+3.55 0.95+0.13 1.95+0.14%
TEAT I 58 rh R 4 0.682 5 42.43+7.67Y 0.97+0.18 1.66+0.09%
TEAT I 3 = ¥ 4 1.365 40.19+6.54" 0.94+0.09 1.31+0.15%

T 5 IE A AV P<0.01; 5B 4 Y P<0.05,% P<0.01(3% 3-3 8 [])

#®3 EAKEX DKD /R FBG # Ml 75 SCr.BUN % 18 (X+s, /NG A Caspase-3 Fll Bel-2 ik, 5 1F # 41 L %¢,
= LR 21 /N BB E P Caspase-3 2 3 T & (P<0.01)

Table 3 Effect of Qishao capsules on FBG, serum SCr and BUN
in DKD mice (x+s,n=7)

Bc1-2EE|i‘%iﬂ_<7J<¥TFR(P<0m)-'ﬁffﬁﬂéﬂtﬁi
A% B v 2 R AT IS EAR TP R o AL BB IE

15 fulk FBG SCr BUN o [
/gekg' /mmol-L' /umol-L' /mmol-L" i Caspase-3 FEAR, 22 7% BoA it 2+ & X (P<0.01) ,
EHA 3.7740.90 20.98+0.64  6.34=1.00 Bel-2 R ILK TR, 25 BA S = 8 L (P<
9 241 28.43+4.39" 29.46+2.50" 11.23+0.75" 0.01), WK 2.3%4,
1% 571 v 41 0.001  8.76+2.18" 18.20+2.62"  7.10+0.67" 3.5 X DKD /N R 'S 41 247 40 it DNA 3 155 %) 5%
FEAT MR 4L 0341 3 14.0043.66” 22.94+1.65"  5.64+2.02 W 5 0F B 4H A, KR 4 F 4 41 TUNEL [ 48

AT P2 0.682 5 13.07£1.95 21.59+3.51%  5.51+0.86 W R & 5 5 BT 22 78 Y (P<0.01) ; 5 A
HAT IR E R4 1.365  11.28+3.97% 21.14+1.69  5.44+1.48% G H e 1 M B 2L T A i B P 0
3.4 X DKD /) B 4 41 Caspase-3 Fll Bel-2 % 20 TUNEL FHYE4IAE R W 35 AT, 25+ B S FE X
IR K- g R e R Kbk S (P<0.01). MLIE3.3%5.

PASM
X400

Masson
X400

AR BRI CIA M Y i D, B AT e K7 5 41 B FEAT e 48 rh 30 i 20 5 B 624 e 8 2 700 ek 2 (11 2- 1% 5 0]
E1 EAKRENDKD/MRSALRREZRBENEZNZIME

Fig.1 Effect of Qishao capsules on renal histopathology and electron microscopy observation in DKD mice

3.6 X DKD /h B 4l 21 WT-1 & i £ ik 19 % 3.7 % DKD /) Bl B 41 41 Caspase-8. Caspase-7.
W 5 OEE A, BER AL N B WT-1 7E 2 4 Mg FH Caspase-3 K [1RIA MY Western blot 45 £ IR,
PEFRIK B FEREAN(P<0.01) . SHAIAL L, A4 51 5O R 2 L, B A A N B 4 2L rh Caspase-8 .

el EATIEAL P m AR R A Caspase-7 Fll Caspase-3 & 1 & ik W & Ft &
WT-1%35 8 & (P<0.01) ., WK 4.%6, (P<0.01) ; 5 MR 2 P g, 35 4% 51 1 21 e 16 AT i 2
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4

BT

Caspase-3 ‘

Bel-2

B2 EARKFESDKD /MR ISHL Caspase-3 71 Bel-2 & AN RiZKFEHEI (IHC, x400)

Fig. 2 Effect of Qishao capsules on immunohistochemical expression levels of Caspase-3 and Bel-2 in renal tissue of DKD mice (IHC, x400)

F4 KAKFEN DKD/NREHL Caspase-3 1 Bel-2 AN K
EKFER M (x+s,n=6)

Table 4 Effect of Qishao capsules on immunohistochemical
expression levels of Caspase-3 and Becl-2 in renal tissue of DKD

mice (Xx+s5,n=6)

2159 HH/g-kg! Caspase-3 Bel-2
14l 0.108+0.005  0.630+0.025
R 4] 0.323£0.006"  0.149+0.006"
PRHE G 2 0.001 0.147+0.002  0.417+0.007*
AT R EARFI =4 03413 0.193+0.005%  0.453+0.007*
AT EPHIEA 0.6825 0.174+0.003%  0.491+0.005%
FEAT I 3 e ) 2 1.365 0.153+0.001%  0.521+0.005%

I b v R AN U 2 2P Caspase-8 | Caspase-7
F1 Caspase-3 T [ % i5 W . F % (P<0.05, P<0.01) .
WS %7,

T O
£ '
8 EV‘ > 3-'3,@&
b © = ‘.‘J.,‘

A B é
B3 EAKEXDKD/MNREALMMDNARGH

b o 3 1.0’ j
B -y 29 T
1 ﬁ‘ =

- -’“*,‘;Z:'igg‘
s B8 \

3.8 X} DKD /) R ' 4H 4! 7 Caspase-8 ., Caspase-3
mRNA RIKK M 5 E 4 A, B2 /N
R, "B JIE P Caspase-8 . Caspase-3 mRNA %% ik /K F
TR (P<0.01) s HRERIZ LLA , 4% 25 25 41/ BRUE IE

' Caspase-8 . Caspase-3 mRNA 3 ik /K 3F I # T [
(P<0.01). WL#%S8,
4 ifig

DKD S 5 0 Bk A9 B DR 5 LI A0, ST 4F
IR AL 2 W TR AT AR
f36 7 SR W 75 19 B #1365 DKD Jr T A% 1 8 Rt
JEH K i e T & M TR YT DKD, il 5

K 2 B 4 30 1R R (ACED) LS Bk £ 1 32 4k 45
PL A (ARB ) F F T M Ik DKD £ 34 19 1f e 8 H
PRU S HA A BT SR T 7 AL S - A L i
FH 2(SGLT2) 30 il 571, 4 ik 4% 51 ¥ 2 9k i B 7T LA

221 (TUNEL, x400)

Fig.3 Effect of Qishao capsules on DNA damage in renal tissue cells of DKD mice (TUNEL, x400)

£5 KANKEMDKD/MRBAHALME DNABRGHRIM (s,
n=6)

Table 5 Effect of Qishao capsules on DNA damage in renal tissue
cells of DKD mice (x+s,n=6)

2151 Fl /g kg IFT 4 4 2%/ %
A 6.46%£0.99
R 20 26.73+2.47"
A% B A 0.001 11.32+1.01°
BEAT T A ) k2 0.3413 13.35+0.89
BEAY e 4 v ik 0.682 5 11.73£0.30"
BEAT T 7 1.365 8.02+0.66

SR PR s A 1 I R O R A 1t A T 4R X
(SN I NV S RO I ¥ N = R AR & | Wk il
T 23 DKD' BUABIF 58 R F i A% 51 i /E o BH 14
X B2 3 B IR B R OAR IS T — e kLA
X} T %E 2% DKD i % 5] ESRD #F J& 1 H bl 7 — &
M 2E . hEE 254 DKD IR YT AT IR R G5, A 2
e DKD & 1 TS A 90 5 DR 20 i 0 vh 25 52
D767 18 VR B BESR (CKD) Y BIF 557540 B A 7S, 2
N 25y Al ik £ A T i CKD A R B B, AR B
H 2 Z 80 ORI
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: ------

- ------

N ------
A B C D E F

4 EAREXNDKD/MREBALAWT-1ERRIEHEM (IF, x400)

Fig. 4 Effect of Qishao capsules on localization expression of WT-1 in renal tissue of DKD mice (IF,x400)

#6 KANKREXWDKD/MNRBEAAWT-1EMRZHZI (s,
n=6)
Table 6 Effect of Qishao capsules on localization expression of

WT-1 in renal tissue of DKD mice (x¥+s,n=6)

41531 Fl /g kg WT-1
EH A 222.07+3.94
TR 4] 72.10+4.23"
bray i R 7IREeFiEl 0.001 211.64+2.617
FEAT JE AR 1k 41 0.3413 207.38+1.06%
TEAT e 2 v ik 4 0.682'5 212.59+0.75%
FEAT I 3 i ) A 1.365 218.52+2.30%

Caspasc-3 s SN S GNP s s 55 kDa

Caspase-7 weee GHED s S SR e 34D,

Caspase-3 e GHEEED SN QUL @S s 32 kDa

practin WD SEED NN GHES GBS G (2 Do

A B C D E F
B 5 DKD /R 'S4 4 Caspase-8, Caspase-7, Caspase-3 | 5 R iX
B ik

Fig. 5 Electrophoresis of protein expression of Caspase-8,

Caspase-7,and Caspase-3 in renal tissue of DKD mice

DKD A 24 F v B 14 “ T4 18 05 B 7, J8 T A HE b
SER P L DAL PR A DAOK TR R RS R
I/ & o 17 s G R AN 1 S R
5 SR BT T L A% A . AT I H 20
Fofv e B 25 A 1, O v DAE B R 2, A AR RDK
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#®7 ENKEX DKD /MRS HL Caspase-8.Caspase-7,Caspase-3
EAREMEI (x+s,n=3)
Table 7 Effect of Qishao capsules on protein expression of

Caspase-8, Caspase-7 and Caspase-3 in renal tissue of DKD mice

(x+s,n=3)
15 & Caspase-8 Caspase-7  Caspase-3
/g kg'  /B-actin /B-actin /B-actin
i # 4l 1.00£0.15  1.00£0.34  1.00+0.19
A 2] 2.69+0.07" 2.42+0.13" 3.15+0.12"
oY i ZIREFIE] 0.001  1.69+0.09% 1.50+0.27> 1.88+0.24"

TEAT ISR R4 0.341 3 2.31+£0.087 1.73+0.24% 2.55+0.26%
AP Rl 0.6825 1.73+0.15  0.53+0.23" 1.91+0.25%

0.86+0.15% 0.88+0.22% 1.04+0.13%

#*8 EKAKEX DKD/MNREHL Caspase-8.Caspase-3 mRNA &
EKRFERRIE (X+s,n=3)
Table 8 Effect of Qishao capsules on mRNA expression levels of

Caspase-8 and Caspase-3 in renal tissue of DKD mice (x+s,n=3)

2157 /g kg'  Caspase-8 Caspase-3
EH A 1.01£0.13 1.01+0.11
TR 4] 3.2940.42"  2.49+0.76"
by R TIRE 0.001 1.58+0.16"  1.92+0.25%
FEAT I P AR 3 21 0.3413 1.91£0.18"  2.50+0.45%
PEAT e 2 v ) k4 0.682 5 1.48+0.20°  1.99+0.11%
FEAT I 3 i il a4 1.365 1.24£0.08”  1.27£0.20”

T i, BRAE 25 B~ 0T 58 B A 0005 PR 820 v ) T
T o 0 ) O AR T R B A A A A O T
B PG 25 S A R R 25 2 i 4 O B S U A i, BAT
AN A L 3 AR B9 D A%, 7R 3R Y7 DKD J7 T ]
W AR & AE PR 7 R S A K e U 47 2 AL 7R
JEE Uk /b PR A H AR DAk, AR AL AT RE S S K AN
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JIL 5 0 A AR T AR R (AT R
B4y Je AT B, B A 1 ) 2R RE 40 B AN 4R RE A
-l B AR R A5 2 i TR RT AR AN,
U/ R P AR R K B 0, A RO o AR
X Z M AR (R R T BE AR 0
MATR LGB NS 2046 G (R AE .
oA (1 e il S TR L R 4 I 1 N /) R 1
W4 R A A R AR B 3% B0 A K B
BT L B KSR P
AN B BH 5 i 2 it 25 AR BT TR M A 2 AL, A
— LIl PRAE 5 v, BEAT IS 2E A 9T 189 DKD (1 M
R I HIE ) A 55 G 1 i PR 7 2, BE B8 0 /b IR EE 1, B
b ok s AR v B RE R AR AE , HOJC I OR RO, H
IR IT AV F AL T 68 5 9805 8 0 P 7 8 i C R B AR
(hs-CRP)AHIE ™, FE ) 5256 v, BEAT e 48 1A [
Ik DKD K BUAR 8 11 B2 = 0l 3 28 L B A i g 14 7
FH B A 2L A b 1 F nT R 5 G kR A A
M5B T (Ang T )3k 0055 31 M 45 8 2k
AR,

Z TG PRAFE 58 26 W, K 400 5 1Bl 2/ 2 DKD B
JIE 22 0 453403 1) d5c DGR DR 382020 R I g Il R A
T/NEUR B N R E A B S B AR R
B DR 3 . B PR RS UE 45 2 DKD H 1 4y
fIEP i SCr A1 BUN 3 % 1 T ¥F A 5 fit 15 A9 2
FEPY . DKD R /INER 6 G 15 e a7 S5 R AZ 5, AT LA
H B BR (R ) T T H SCr Al BUN 75 &8 '
JINER U 3 FEHE A1 BT L DKD L3 nT B N
BRUE 2 R BRAK . 0 RE L E R Y R B (1 X n] N
B /NER (0 45105, 5 2 DKD B 401 AT dE
PRI, [ A DD /N BRUY I L BT 1k R 4 28 ' i &
AR . EARTIE ST, DL db/db /) FRAE i DKD £
RIS 2] TR0 db/db /N BRZ8 36 4% 51 i S AT i
FEHEE 8 A5 19 FBG .24 h-UTP Fl 1ML % SCr . BUN #F
BT PR A, LT AT M 20 75 791 ok 2 3 At ) ik v 245
AR W 5, 3 WY B AT I e H AT A AL Il B b 2R
BRI R S I RefE R . B Y) PASM e 8
Fl Masson %4 8, I 7 pEAT 1 3 21 /0N BB /BRI K L Jie
Ji 2T 2 346 A S 35 A AN TR R R 2 5 7 O PR B
b R R AL R SR B R R R
R RY AN R EEMCE LS. U B R
BT AT 4 % DKD VAT 11 .

FEAT S 4% 2l 36 db/db /)y BRUBE PR 93 B 450 1T R 2
A 2 A A0 MR T S PR Y . DKD 3 e BE K PR
SRy A0 LA 45 RN AR 58T R L /N Bk B G AR IR L[]

JT 48 4 Ak 4 HL b 2 4 A 6 40 R %R % R & DKD
FL 30 A SR R A T 40 B TR A
UL FET 7 200 iR O T — R R A0 i A
R SIS I N 7 N B 7 o i = B 1 E S e o = S
L F 22 Z P 5 Sl P . Caspase-8 J& i
AN AT R B JE 2l 38 I RS S AE T 2 AR
) % P A LA T O B RS | A M T Y R
HE {5 5 1% 52, Caspase-3 Fil Caspase-7 & 5§ T~ Y
B PAT A, A UR T 4 M v e o B T A I AR
1% . Caspase-8 il Caspase-3/7 43 7| £ Caspase 2% Bk 14
Ja s A AT PR E O AE A, 0% 1Y Caspase-8 2> fiilt
& Caspase £ [ 7K fift B9 9106 52 7, DA 17T 38006 LT Ui
A9 Caspase-3 Fll Caspase-7 LA S 40l I8 1= ——AE A
B E 95N Y Caspase 1 Caspase-7, 7 5 Caspase-3
AT IR -7 , 2 5 DNA BE A 40 i B 22 5%
SRLAR IR X — ok R A A0 MR T % A RN T
ARSIt HEE b 2 LR B,
Caspase-8 [ I 9 & # 1 4 7= 4L il th Caspase-3 Fil
Caspase-7 ) 2 15 . Bax Fll Bel-2 J2 U8 #5 P9 I E 41 Al
P8 T /9 B 22 A 5T ; Bax i #F FL I £k, Bel-2 & #2110
PEHPY . s Ak, i B AR DG Y B g8 4 0 i R AIG
Bcl-2 . 1 fiil Bax #il Caspase-3/7 3 ik % 5 ' 41 il 94
TP W ZAEHE % W, Caspase 1Y i 16 7 filt & £ Fb
MR U T R . AN, T AR B Bax 8 AT M 2k
RN BT YR LN B TR 74 A 1 % o o & )
R R L FEABIESE h, 7 DKD /) BUE 41 80 47
T 40 B 8 T 19 UE % : Caspase-8 , Caspase-7 . Caspase-3
IR IK B EH N, DKD /) BUE 4 41 mRNA #2)
Caspase-8 , Caspase-3 F ik Th i , f0 28 41 1k 45 L 0 HiE
T Caspase-3TEBAA TR ELITF S AT HFS
Bel-2 RIAREAL, 28 WA RS BE T 5, XL (R
5 7E DKD /) BB 204U 2 38 i i | SR B AT i 44 ]
P77 DKD /) B 2H 41 Caspase-8/Caspase-3 15 5 i
%410 ) 240 L 00 T S R DR 0N B R

DKD & %5 %1 W 5t A7 76 f2& 240 B 00 45 45, A2 200 L 4%
/D MR 58 B BRI S PR A 1 BORE PR R
B OF R IE A 2. WT-1 2 2 40 I 55 5 P ARl
Yy, o2 208 Ve B U 22 B B v A2 4 A 4 e R
B bR &Y, 0 L fe BE k40 A 08 T, R ] WT-1 4
DAk A0 R A 5 0 bR AR, AT TR R A i
P45 FE B R B . fEARWESE P, DKD /N B
WT-1 85 R IK BRI, M0 HEAT 2 7T T i WT-1 8
Fik. TUNEL ¥ H Gz W H T 40 M # 5 v st T
K I, 48 L DNA $ 095 B B 3 TUNEL % 4 [H
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P AR ST, BER A /N B TUNEL BH M 40 ff R
35 T, BT B T 1 f5 AT R IR TUNEL BH % 21
JHL 3, $E s B AT IS 4 P ek DKD /)y B 20 B4 475 -

Zi I ARWFFE N A db/db /N B DKD BERY , 28 1
A e HE H 8 JH, & B DKD /) BLf% 24 h-UTP,SCr,
BUN B 202U BB 25 2 4 B 88 I 25 4 5 [ A 4
JitL DNA i 13 18 &0 255 45 By e 38 M J2 4l i br 75 2R
WT-1 KK T, B UE T AT B2 ml 38 o ol 3%
DKD /) 5 4 J 45 405, o 2 PR B a0 % 44 DR A
YEF W15 B0 T BEAT I #E 1A J7 DKD (9 7] Be/E HIAL
il 2 8 1 410 i) 40 B 98 1725 5 Caspase-8 fil Caspase-3
B3R35SR A BT ANAE B ) S 0 B E T AT i
P07 DKD RYBLE] , I A 7E 1A Hh i 2 40 i 52 3, ib
iy 2 — 20 1 2 A S 5 R B E .
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