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[ Abstract]

with ovarian dysfunction and the intervention effect of modified Sanjiasan. Methods: Diabetic model mice were established by

Objective: To study the mechanism of inflammatory injury and microangiogenesis disorder in diabetic mice

high-glucose and high-fat diet combined with streptozotocin (STZ), and the model of diabetic mice with ovarian dysfunction was
established after confirming estrous cycle disorder through vaginal smear examination. Forty successfully modeled mice were
randomly assigned to five groups: a model group, high- (17.94 g-kg') , medium- (8.97 g-kg'), and low-dose (4.49 g-kg")
modified Sanjiasan groups, and a western medicine group (metformin, 0.2 g-kg"'). Eight mice from the same batch were selected
as the blank control group. After 28 days of consecutive intragastric administration, fasting blood glucose (FBG) was measured.
The serum levels of inhibin B (INHB) , estradiol (E,), follicle-stimulating hormone (FSH) , anti-Miillerian hormone (AMH) ,
luteinizing hormone (LH) , tumor necrosis factor-a (TNF-«) , interleukin-6 (IL-6) , and monocyte chemoattractant protein-1
(MCP-1) were assessed by enzyme-linked immunosorbent assay (ELISA). Ovarian histopathology and follicle count were
evaluated via hematoxylin-eosin (HE) and Masson staining. Ultrastructure was observed by transmission electron microscopy
(TEM). Apoptosis of ovarian granulosa cells was detected via terminal deoxynucleotidyl transferase dUTP nick end labeling
(TUNEL) assay. Microvascular density in ovary was quantified by immunofluorescence. The expression of vascular endothelial
growth factor (VEGF) , platelet-derived growth factor (PDGF) , Claudin-5, zonula occludens-1 (ZO-1) , 70-kDa ribosomal
protein S6 kinase 1 (p70S6K1) , myeloid differentiation primary response protein 88 (MyD88) , and nuclear factor kappa B
(NF-«B) was analyzed using immunohistochemistry and Western blot. Results: Compared with the blank control group, the
model group exhibited significantly elevated FBG, FSH, LH, TNF-«, IL-6, and MCP-1 levels (P<0.01), decreased E,, AMH,
and INHB levels (P<0.01) , poor follicular development, an increased collagen fiber area (P<0.01), impaired ultrastructure of
ovarian tissue, a decreased number of microvessels (P<0.01) , an increased TUNEL-positive rate (P<0.01) , reduced protein
expression levels of VEGF, PDGF, Claudin-5, ZO-1, and p70S6K1 (P<0.01), and increased MyD88 and NF-«B expression
(P<0.01). Compared with the model group, the high- and medium-dose modified Sanjiasan groups and the western medicine group
showed decreased levels of FBG, FSH, LH, TNF-a, IL-6, and MCP-1 (P<0.01), increased levels of E,, AMH, and INHB (P<
0.01) , improved ovarian follicular development, a reduced collagen fiber area (P<0.01) , improved ultrastructure of ovarian
tissue, an increased number of microvessels (P<0.01) , a decreased TUNEL-positive rate (P<0.01) , upregulated protein
expression levels of VEGF, PDGF, Claudin-5, ZO-1, and p70S6K1 (P<0.01), and downregulated protein expression levels of
MyD88 and NF-«B (P<0.01). None of these improvements were statistically significant in the low-dose modified Sanjiasan group.
Conclusion: Modified Sanjiasan improves ovarian reserve in diabetic mice with ovarian dysfunction by reducing blood glucose,
regulating hormones, promoting microangiogenesis, and modulating the MyD88/NF-«B signaling pathway.

[Keywords] modified Sanjiasan; type 2 diabetes mellitus; ovarian dysfunction; microangiogenesis; inflammation
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UYL LR B 2 /I B € o 0 I R T 4 T R
BEIm(P<0.01), 2 =W By T8 &4 A 244/
U120 2P0 U e D T A R Ak T R R 2
FR et 2H 0 R U i e v AR a2 (P<0.01) , i
TR ZE RGO R4 K2,

F2 Z=HEMETT X DM /MR MEE, . AMH.INHB ,LH.FSH & B8 (¥+s5,n=6)
Table 2 Effect of modified Sanjiasan on serum levels of E,, AMH, INHB, LH and FSH in DM mice (xXx+s,n=6)

21 5 Fl /g kg E,/pmol-L" FSH/U-L" AMH/ng-L"' LH/U-L" INHB/ng- L™
2 H4l 54.71+4.37 14.97+2.49 1679.08+59.25 21.31+1.34 22.3242.06
Hi 70 2 14.43+1.70" 38.91+3.82" 774.07+56.92" 34.61+2.48" 10.75+1.18"
v 2l e R L 17.94 37.32+4.63% 26.01+2.80% 1228.89+94.42% 24.95+1.71% 16.23+1.38
rp 2l i) R 41 8.97 37.35+3.81% 26.62+2.47% 1223.88+132.78% 27.21+2.19% 15.50+1.18%
rp 24 IG5 R A 4.49 14.61£1.99 38.02+3.99 840.59+82.86 33.65+2.42 10.66+0.94
ZH IR 4L 0.2 34.08+3.65% 25.61+2.56% 1195.29+86.66% 24.78+2.10% 16.56+2.13%

3.6 = H N X DM /)N B 00 5 4 4R B 25
HIREmE ST N AR N S SUR S5 1, e
i Sk F TR IE B GORLAR 2100 i 3k FOR 22 PR KL
RN, 25 120 OF 500K 20 M S RO A P Rz 28
TEAFL, M e v SRR RS M IE R B,
IR AR 43 A1 A A LA TR IR, P T D i i P
RS 255 4 75 OB T AL o A AR A4 A v 24 IR S A el A
AL B 20 R 5 RO A% S A, 2k A 5 4 A2 4
i ik T O 0 A R O O, P A R A, B ek

o AR BT YA Tk . ULE 3,

3.7 = HUECNE 7 % DM /N BLOW SR 40 i T
OS2I TUNEL S8OG ARG 5w | & 60 5¢ 6 X I,
i TUNEL 4 I 2¢ 5t A5 e 1 B 52 550k7 40 i 97 - X
B, H5a (4 A, AR TUNEL BH MR 3 2 0
m(P<0.01), SHBEAYL L AL, v 24 i b 3 41 e —
FOBUIR 2H TUNEL BH 4 3 W 25 98 2 (P<0.01) , 1 24
IG 7 5 41 TUNEL FHPE 208 /0>, H 22 5 L4 it 22 &
X WE4.FS,
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F3 ZHHMAF DM /MR ME TNF-a IL-6 MCP-1 Z 215
Mg (X+s5,n=6)
Table 3 Effect of modified Sanjiasan on serum TNF-a, IL-6 and

MCP-1 in DM mice (x£s,7=6) ng L'
*‘I =
it “Ji_l TNF-a IL-6 MCP-1
/g kg
4l 59.00+5.82  40.36+4.32  21.32+1.64
SR 153.42+7.53" 105.46+11.76" 68.57+3.96"

hZiEREA 17.94  97.15£10.417  66.23+4.89”  45.19+5.95%
iR EA 8.97 116.19£8.37”  73.48+6.03% 49.29+3.00”
PEMLAEA 449 144.1429.61
U2 0.2

97.13+£8.57  69.38+3.56

95.48+10.84” 63.96+5.10° 47.46+2.87"

3.8 = HUEL I g7 % DM /)N B2 9P 5 B it A K Y
R R TR I R £0 (5O X I CD34
FRic i B SN A . 525 Al b, AL /N B
B0 A B 22 5 W (P<0.01) . SEIRIA LA,
Hp 2l g e R A R OB A R a4 R L
£ (P<0.01), H 245 (% ) 41 S A Bt s £ 2 5 0
giitFE . WE4. k6,

R4 = BENETT X DM /R O S 48 2R i8] 5T £ 4k L PR E AR
g (x+s,n=3)
Table 4 Effect of modified Sanjiasan on ovarian stromal fibrosis

area in DM mice (Xx+s,n=3)

2H ) Fit/g kg 21 2 A PR P 1 AR %
IS E 0.251 2£0.009 0
I 26 0.684 7+0.072 9"
e 2k i R Al 17.94 0.446 5+0.029 2
e 2 v ) 2 8.97 0.506 6£0.006 3%’
r 2 (%0 4 2 4.49 0.607 90.040 1
TSI 0.2 0.404 8+0.056 5%

3.9 = HEE g X DM /)N BRUBR S I A A iR o6
A ¥ VEGF ,PDGF ., Claudin-5 ., ZO-1 & 1 3 ik B9 5%
M 528 A g BTN BUBP $ VEGF \PDGF |
Claudin-5.Z0-1 % 1 ik B FFEK(P<0.01), S
AU P A, v 2w ) 4 B — U4 VEGF .
PDGF . Claudin-5. ZO-1 & [ & ik i & J+ & (P<
0.01), PR 4 LRI e AU i, 25
TG E . WIS FRT7 RE 6.8,

TE:ABANZL B 28 4L CorP 2y g ) i 2 5 DL P 2 Pl ik 2 5 B op 25450 e 4 5 B — Y XU () 2- 1 8 [l )

El1 =BEMEG DM /NRIVEARARTH I (HE, x400)

Fig. 1 Effect of modified Sanjiasan on ovarian histomorphology in DM mice (HE, x400)

B2 =FENET 3 DM /)R BP S H 4 8 BT 4 4L B9 208 (Masson, x400)

Fig.2 Effect of modified Sanjiasan on ovarian histomorphology in DM mice (Masson, x400)

B3 =FHHmEAx DM AR IEBLBREMZN (BB, <8 000)

Fig.3 Effect of modified Sanjiasanon ovarian ultrastructure in DM mice (EM, x8 000)
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XX B XX
XXXXA4E XX J

HESSEFFFHRE
Chinese Journal of Experimental Traditional Medical Formulae

Vol. XX ,No. XX
XX, XXXX

®5 = HENETT X DM /N GR BP S 8 AL 48 AR T 1E SR R I
(x+s5,n=3)
Table 5 Effect of modified Sanjiasan on ovarian granulosa cell

apoptosis in DM mice (x+s,n=3)

xo6 =—HHEMATXDM/NRIIVEAAMMEHBHRI (x+s,
n=3)
Table 6 Effect of modified Sanjiasan on ovarian microvessel

density in DM mice (x+s,n=3)

21 5 Fl /g kg TUNEL A3 /% 21 5 g /g k! (CAIRER STV
K 0.220 4+0.034 9 K 82.67+5.51
LR 4] 0.801 3+0.044 7" LR 4] 26.00+4.58"
o 2l s ) 17.94 0.414 0+0.023 0% rh 24 v 7 17.94 62.67+6.43%
GRESL b INTe 8.97 0.578 8+0.048 9% 2l e A 8.97 63.67+3.06%
EREZR (PN 4.49 0.745 4+0.060 3 R 2R 4 4.49 32.00+2.65
BN ZH 0.2 0.401 2+0.065 17 UK ZH 0.2 62.33+4.93%

3.10 = HEOmE 7 X%F DM /)N BLBE 5§45 5 5% 4 1
MyD88 NF-«kB .p70S6K 1 5 [ £k AU Hpg 4l
1t X Western blot 45 S B/ , 525 H 4 He i, Bl 4
/N R BP B MyD88  NF-«B 3 H # ik & & JF i (P<
0.01),p70S6K 1 £ [1 ik B F AL (P<0.01) ., HHK

A B

T2 He A, b 2 i b ) i 4 K UIT4E MyDSS |
NF-«B & 13k W F K (P<0.01),p70S6K 1 & [
FEWETE(P<0.01), P2y IR 4l LR E A&
B ARG, 2R G EE L WK T &
9 N K 8. % 10,

C D E F

4 ZHHEMRFDM/MRIPEARAFMEBENHI (FAEIOL, x400)

Fig. 4 Effect of modified Sanjiasan on ovarian microvessel density in DM mice (IF, x400)

4 iTig

DM 7& ' B JH & “ 15 ¥ "{u 5 . DM B ST g i
A P L g Sy T Ve O AR I T O SR T VR A N A, R
PRINTEIC L, , RO 5L, A58 R UE . DM B
Ty E I i LAAE M AR BE 28 RE A 1 O 55 Gl il 5 0
Ry s BREE Al L JE T e AR e B RE A, A
B RIR SIS AR 2 R A LSS R AL A
G RE AT S A8 A T bR 1T i
TR IR 8 LR o AS I 9 3 R A = WY BRI ey 2
FAAFEER A H KIE A A EA A
AT CHIE CH R, RAER K BT R B L
B g K T B R A M 2 KT LA
Ko SRAS G B 4 AME A Z g AR S SR B, 2L
B g g gt 5 RZE I 2R R AP AR NI
S 2 ML) SOA T O K R AR, DA IR 4% R
ZARL o ARy v e TR I LT R 2R A 4 KU 4 e
5 H 6 R R BOEZ ), 22 AT 2 88, 4t
W 0 BRI AR B BT BH . s KR i 9 T
4% EmIREET RIS . YIH AT

A I, AR CHEAH L AR B Z %,
FAT YA F AT SR 036 i, IF 5 0 R 4 2“5
PAE AT BAR 2 LA oY R A
FEWE Y A R T R R AR A, B A R s T
AU A e R B KRR P I TR ERCR AT
i A0 1M AR ML AT BE 5 Rl 38 8 E B PR B A e
W 2 B o R 09 AR W N o R IR R AR
FHUS U AT 2 G A B A O ELA B R RO
7K 5 1 Y A ) T S 2 R I DMK BLFBG K Y
H 25 HKiEBA RIFMIR e gefb e, —
H XA Sy 22 LR W 245 ), 22 T AT 5 1 52 L T 3 i
A1 AR K A2 01 5 3 KR, ) ) B S
Hh % 25 W0 T 38 o R IR I b B B (AMPK)
P I AR M i A 0 T NF-wB {5 5 38 5 1k
T 203 DM AR A A8 2 AR F 5 e B PR XL
KA Ay B 1 25 9, DA 08 A5 97 2800 B R BIL o 483
F 55 45 R o, B R0 2 /N LA A O 5 ) B 464
V5, 2 #5228 d 45 25 T Wi e , 45 45 25 4 /N B0 i 3
Ty BE ¥4 B [R) AR B 0 B35 . 3 28 I = R 0N s
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Z RS X DM /MR IR & 842 VEGF.PDGF.Claudin-5.20-1 Z A k%

S—
e x4
Npeiaay

\;.

G (Fsdlf, x400)

Fig.5 Effect of modified Sanjiasan on ovarian VEGF, PDGF, Claudin-5, ZO-1 expression (IHC, x400)

x®7 ZHHEMEA X DM /INRINE AL VEGF.PDGF . Claudin-5.Z0-1 A4 EHHIF M (X+s,n=3)
Table 7 Effect of modified Sanjiasan on A4 value VEGF, PDGF, Claudin-5, ZO-1 in ovarian tissue of DM mice (x£s,n=3)
21 93] /g kg VEGF PDGF Claudin-5 Z0-1
A4 0.512 2+0.036 8 0.315 6+0.017 2 0.384 6+0.023 3 0.606 7+0.012 4
HER 41 0.010 1£0.002 7" 0.095 6£0.014 3" 0.024 1£0.007 2" 0.193 8+0.035 3"
o 24 e 3R k201 17.94 0.356 3+0.040 2> 0.274 5+0.019 5% 0.292 5+0.012 9% 0.475 3£0.044 17
o 24 o 3R ik 2 8.97 0.327 9£0.019 8% 0.241 8+0.008 4> 0.264 9:0.022 4% 0.438 0+£0.036 6°
r 21550 4 2 4.49 0.024 8+0.011 3 0.115 1£0.015 2 0.028 9+0.018 7 0.248 6+0.015 8
IR 0.2 0.317 1£0.026 6* 0.295 0+£0.022 7% 0.315 7£0.024 6% 0.488 4+£0.068 9%
VEDF JoT i )V RE L S PTG O S BREIR 0 0 AR B RE T 0 T
PDGE 45 4R, E, AMH . INHB .LH .FSH J& J Wt B 5 6% 5
_ R N 7P R o SCI A IR R W] B A /)N
Clandines BRI Y% FSH ., LH 7K % F} 7% , E, . AMH  INHB 7K F- %
zod {86 L 34— 5 B iE T DM R 825 R 5 5 9 5230 B £
A B c D E F . PN - . I,
6 /NI AL VEGF.PDGF.Claudin-5.20-1 F A RiX A ik B%, k% DMBAN R RL AN L, =F

Fig. 6 Electrophoresis of VEGF, PDGF, Claudin-5, ZO-1 in

mouse ovarian tissue
75 AT 035 DM /s B I 7K 7 I 3 2 98 1 3R K
S AR SR RO A A L JH 45 MyD8S/NF-«B {5 5 1 %
G firp 1% VARG B 28 RS AE LT 240 DML /DN BRUAS D 52
fitt & DI g -
B S i 45 T 8 S 48 Lo 1 O SE 7 A BT 0 R
. 8 .

(119111 e e I R R E T RO BTN E R & N S
77 % B SR 4 0 D) e EL A I B SRR T . X
Fift 2R K P 19 ks T RE S LA AL AR O, — 5T,
= WO 5 30 ae e B DL R AR BT R A R
ALK o5 o8 B9 S5 TR 200 D A 5 05 53 — T T, T
AT S O O B, B i i S SR R, S
R URL 20 0 B R S RN RET . LA, AMH UK S
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®8 ZEHHME T DM /MR I EH LR VEGF . PDGF.Claudin-5.20-1 & B RE MM (rts,n=3)
Table 8 Effect of modified Sanjiasan on protein expression of VEGF, PDGF, Claudin-5, ZO-1 in DM mice ovarian tissue (x + s,n=3)

25 Flit /g kg VEGF PDGF Claudin-5 70-1
2 HUA 0.69+0.07 0.71+0.08 0.77+0.10 0.57+0.07
H 10 2 0.060.04" 0.04+0.01" 0.04+0.01" 0.04+0.01"
o 24 i A9 e 4 17.94 0.48+0.09 0.48+0.03 0.46+0.06 0.38+0.04%
w2l v R Al 8.97 0.36+0.14” 0.42+0.10” 0.34+0.10 0.32+0.02%
rp 2 I R Al 4.49 0.18+0.11 0.14+0.04 0.10+0.03 0.09+0.01
ORI £ 0.2 0.57+0.02% 0.55+0.09% 0.52+0.01% 0.43+0.02%

MyD88
L"““‘ 't"v I’::‘?,’fl";)s«of’:’, 7
V. %
NF-xB
9;. i \'
3
mx, ’~2 s
p70S6K1

"
v,,‘f,k% g

37

E7 Z=FHEUME T X DM /B IP #4642 MyD88 NF-«B.p70S6K1 & H &R X

e
i

\‘ Bt
;_{Q- .-: N

B (rEdlfk, x400)

Fig. 7 Effect of modified Sanjiasan on MyD88, NF-«xB, p70S6K1 protein expression in DM mice ovarian tissue (THC, x400)

F9 =HBME X DM /R P& 4H 2 MyD88 . NF-xB.p70S6K1 A4 EHIZ M (X + 5,n=3)
Table 9 Effect of modified Sanjiasan on 44 value of MyD88, NF-«xB, p70S6K1 in ovarian tissue of DM mice(x + 5,7=3)

NF-«B p70S6K1

0.143 6£0.023 1
0.581 9+0.081 5"
0.223 1+0.038 9
0.306 7+0.044 8>
0.527 240.059 0

0.217 3+0.035 1?

0.321 1+0.053 7
0.021 5+0.006 4"
0.182 3+0.039 4?
0.210 2+0.070 7%
0.046 4+0.012 5
0.195 4+0.060 5%

7= ¥ (AGEs) 5 H %

21 51 Fl /g ke MyD88
sk 0.175 1+0.024 9
A2 0.538 2+0.039 8"
r 2l i ) 17.94 0.230 8+0.027 0%
r 2l g e A 8.97 0.294 9+0.040 47
LREST i E=nil 4.49 0.513 240.047 3
T RUIR 4 0.2 0.210 2+0.037 7%
MyD88 33 kDa
NF-xB 65 kDa
p70S6K1 70 kDa

ol [ A 25 W) B ok R I
PRAT W52 45 ), v W A 5 02 il i 301 ¥ i AL 2
WRAGE%%,K&E%?%N%

A B C D E F
E8 /NERIPEMAL MyD88 NF-xB.p70S6K1 E A KX B ik

Fig. 8 Electrophoresis of MyD88, NF- kB, p70S6K1 protein

expression in mouse ovarian tissue
Th e 3 7 = W RO W7 RT e H AT DR 4 T A B fk
I 2 P B S AR AR T e O % 5 X T R

NF-«B 15 5 1% 538 6 , 146 v] 380 o 38000 a0 Ji 280 0 ot e
JI VB W A% A TR W R (NADPH) 48 1k il 1 28 b7 K I
W B A1 0 1 AR B D 4 T 2 I T RO
B PLE . MyDS88/NF-xB 15 538 % 0% 5 7l 55 3)
BAE GRS, T Tl 2 P AR 4% A0 L TR, b A 1

RAEFREE L RN N T A5 0 R T T
« 0.
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Fz 10 =B # mE A 3 DM /MR 59 & 4 42 MyD88, NF-«B.
p70S6K1 EHRIXHMZM (X + 5,n=3)
Table 10 Effect of modified Sanjiasan on protein expression of

MyD88, NF-«B, p70S6K1 in DM mice ovarian tissue (X + 5,n=3)

= &
2450 /“lk . MyD88 NF-«B p70S6K 1
o
2 A4 0.04£0.01  0.04+0.08  0.72+0.06
P RLZH 0.67+0.09"  0.69+0.13"  0.05+0.03"
i RlEd 17.94  0.32+0.067  0.31£0.08”  0.53+0.04%
2 e R L 8.97  0.38+0.03%  0.38+0.01  0.42+0.11%
2 IR 4 449  0.58+0.02  0.58+0.02  0.11+0.06
R4 0.2 0.19+0.06  0.15+0.05*  0.37+0.11%

i - 30 < - B Bl 35 5 B0 SR 0RE 240 MR T 5 5K B I
o E R B2 H R TNF-a 1 S 56 6 14 42 48 200 i
PR, AT 3 Gk A 48 M S E 410 ) UK 20 BB R S
B o W IR IV O B L 0T 5 RS R ARPUE U
FAOG S IL-6 3 o il e S R Z AR B R L B 5 5
O % B A MCP-14E R CC Bk 7 (CC) W
FGEIL IR | T ZEAE BARZ AN 012 T ik B 400 it 2
W T R 40T i 25 O S 21 40 R R E B,
KOF 5 1 5 RICPUHE B2 IEAH O, SR 45 R W
7, AR 26 /N BUIAL T TNF-a \IL-6 . MCP-1 7K 3 i 2%
Tk, B0 #2441 h MyD88 NF-«B {5 54> ¥ £ ik 14
5, UE SE P8 PR 28 E & DMUIRZS R B HL 51 05 59 A% 0
FHEER AT, 1 MyD88/NF-«B {5 5 i i 76 Hovp & 4% %
BEUEH LSS e 5 2 Wt a5 R — 8. S HEL
T g7 T 10T 2l DM /N BRSO AR 2L, 2 i
i MyD88/NF-«B {55 5 i #% 1% 1k , FEAIK TNF- \ IL-6 .
MCP-1 7K -, e 2 5% fiff B 5108 Pk R AEAR S, X Fh 2
K R S A R M BH BT A% 0 ) 2% 1Y A2 2 A
PR

I A8 BV S 9 RE Ao B A% 0 PR YT I PN R 4
L D) 2 AR R S N Y EE B A b B RAE TS RN
B Hf— 2R 2 0 B AR | A 5 BN A P B Y g B
ARSI 37 NSS o <i5 Sy ) e Sl = (oSS A 7}
B £ Ak R 0 DG A R B R DS B LR &
PEA B R G A% O A E L I 68 S8 AR T 1 1Y
LA Ak 17 B SR I R R AL AR A R 1
Fif AT O S 2 BB R Y G R AL . m IR T
LR R T R B R 5 0 o R B AR AR T 3P B AT it
4K 5 Dy BE A5, X B DM AR I A 9 AR B A% 0 HIL
il Y. Masson %t {5 25 5L I R AR AU 41 /)N BRLOW R A7 7
27 YA 0] 5 375 S H e O ¢ e AR TR 2 B9 5 A A
AR R RO N2 R A N = R G N - K

. 10 .

TESE DM 51 & 11 519 55 2y il B A 55 1045 P4 Rz 48 it e 1L
SERIF B UIAE G . HE Yo 42986 5 TUNEL
o ERE SN R AN W o (IR E A o il
T 51 A& WURL A B 08 T S ik B AR, LB S5 B
A 6 T AR I A T A I A S B0 9 A B A I O 4 08
AHAFTS L = HON ey (4 AT 6 T 3 o AR
b, B 9% 0 AT a8 8 5 I Y R A5 R R E I A
BT AL LB T 2T 4 A ik A, Je APk 2 B ST g

Sy R B = FR RO e e O S i A 405 1Y
Gy FHLE AR B 28 K0 T I AE P AR A OGS ER Y
FAROKOF o LA PR HE LR R A Y I P R A0 M
W4 5H 5 1A T8 OB A= 105 I 25, DL 4 IR 2 1Y
Az BT R AR A2 A i A PR RN I A A AR
T4 . VEGFYEN H T AT M 5ok 1) 42 il
AR T B A Sk B Rk . BEgT R,
VEGF RAMUZ 50 A K & F m i, 3R A KF
W5 B L A i A % 2 O AH 56, PDGF
AE Sk 5 L1 B S R 5 8 1 PR, E O RE A0 A AN R
4 MR 35 A o A, A U TR 4R RE O U A B R
AN A PR AN R] 1 R i R G A A R T
I P 7 38 75 P A R A A RS 2 T R ) 4 21
HORY., EREREhEREAORKIMAEEA
(Occludin) F1'5 % 1% 4 8 1 X% (Claudins) | S5 4
HZBE(ZOs #1114 8 11-5(Claudin-5) 1
HNERREFEFWHN LR EEBREES T . RER
BT IR M A, ZO-11E ZOs 8 I K AL %
PERL B, T2 40 A6 T B B B A b, O B g E
SCAFAE T U0 40 5 0 B 4R . p70S6K T R
& VEGF {5 5 i % 19 I liF % 7, 2 5 VEGF 4
T I A RO (R SR S B A DG R
A SIS e R, AR 2 /N BRLOP BE 4] 4 VEGF
PDGF . Claudin-5.Z0-1 & [ % ik W 3 &AL, 2R
DM R T 51 LA P Rz 40 1) R % 3 A e 2
P, 1L A5 30 3 R A R U0 R I A
He A, R A R4 p70S6K1 R ks TR, 2
7~ DM M35 VEGF/p70S6K 1 15 5 il 57 1 il J2 B 5
fole it 5 461 05 1 B B ER YT o = O ey + 1
Jo, LR R IR A BT 0 = B O s AT
fE 8 i W 9E VEGE/M FL 2h ) & h & &R R 1
(mTOR)/p70S6K 1 15 53 [ , & & 1 & P9 5z 4h i iy
SO RS A, R A A R T 2k AT i
OSBGOSR R )RR

EAERA R, & P = RO 5 =
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B EROR A ILAE LRI AR e 25 5 . ORUIE &
B F AMPK {55 538 % 000 TR 0 2 fudrE ! ot
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JHL A T A A AR R A 1) ORI AR R e E R G AR
500 B4 2L B R O E DR, FE oy R LT
IR E AR A L

oS B N - @) | R I U I I I 1 @ [ =
B M NF-«kB %9 {5 5 il #% 55 2 #PLH , & g 4E
W RR A . ARBERAAE N T = B O
Z 8 5 2 )3 RO R R R R L W 5 B LY
A4 EL A B A 4 R0 R ROME L B R A A B AR A AL
oA, N IR R =R T SRR . Y
SR AR SEAAEAE — 5 JR BR M, A S A X A R,

CINER A O R U e o G B =i o e VA
NG NS T S U~ 312 I 1| B o

i — 2 PR = WU I 75 £E DM B 58 g i B i B
B R G, R HE B H I R e A 4R it T 5S4y
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