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B B ST A W I PR B v 43 3O A DT R
(PRK) RJ5 AR L &7 T 22 ARIEE (haze) BRI,

FiE AR AR 64 HATHIR PRK FARJG, ARG
SRR 25 AN R, BEAL ATy 4 4 B8 F R 20 14 pumol/L —
FHEE 7 AR 4H ( DMSO) | 50pmol/L 75 WA %5 % 41 . 100pmol /L
W RA, A 16 B, WA AHEN, AR5 2h R4
T FAREIRBGAYT , BER 3K, 1 IR 1, 2k 7d, 53 L
16 R A IEH XTI, AR5 5K TR 2 BT W s g
ARG, WAL G IR A S5 9 S M Ml b B i A i vl . 24
BT WM BR A R G5 R PRK RS 1.4wk I 4% 20 R
haze FIIE UG OL . #5450 M F ARG 1. 4wk SR 28 Ak %€
PALKE 8 R UM AL 20, R A7 45 . e Ak
MFEAL A K T -B1 (TCGF-B1) La—F LIS E [ (-
SMA) HLJ5T 4 J& 25 il -2 (MMP -2) i &35 7K V-, Real
Time—PCR H A K I A Wt K F -5 (ATGS) . A W H F-12
(ATG12) B ¥k B 40 i Jgd FE R -2 (Bel-2) 2 e 2 iR K 4
F R 25 i -3 ( Caspase3) ZE[F B A X R A &

SR .PRK RJFRMBAME LRI 3~4d EL2@H, 54
RIRARE A L @ AR 2R (F=0.745,P=
0.530) , FEXEIAN], 25 ARG haze $F 4wk B iz B &k,
Ll TR ZHF 14pwmol/L DMSO 2H haze iR 2155 7™ &, H
YN 50pmol/L 5 MA%EE E 4, 100mol/L F5 A1%5 % 4H haze
P PR 5 Al 4 I S %, 45 2H e HR AR 5 S [ B[R] A5 haze
TR T (¥ P<0.05) , REHLE R, R)E 1,
4wk, BT AR L 14pumol/L DMSO 4 TGF-B1 MMP -2
Hl a—SMA R, K R S0wmol/L B AR 41,
100pwmol /L B WA 85 28 41 3¢ oA 21 R 3K W W 9 55 (4 P<
0.05) . PCR &AM 7w , RS 14wk ,50 ,100pmol /L. 75 1A
T £ ATG5 ATG12 Fl Bel-2 mRNA AH XT38 1k & 45 .4l
F AR 14pmol/L DMSO £H B & 7+ (¥ P<0.05) ;50
100wmol/L FEMA%E 2 41 Caspase3 mRNA AH X 15 B4
4 F AR A 14umol/L DMSO 2H B 53 B4 (1 P<0.05) .
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Abstract

¢ AIM: To investigate the effect of modulated autophagy
activity on subepithelial haze after photorefractive
keratectomy (PRK) in rabbits.

e METHODS: Totally 64 New Zealand white rabbits were
randomly divided into 4 groups according to different
postoperative medication after PRK operation, including
simple PRK group, 14umol/L DMSO group, 50umol/L
rapamycin group and 100umol/L rapamycin group.
According to the group situation, two hours after the
operation, eye drops were given, 3 times a day for 7d.
Another 16 rabbits were selected as normal control group.
The postoperative inflammatory response and corneal
epithelial healing were slit - lamp
microscope every day. Haze formation of each group at 1
and 4wk after PRK was collected by slit-lamp microscopy
system. Eight rabbits in each group were killed by air
embolization 1 and 4wk after PRK, and corneal tissue was
extracted and frozen for later use. Immunohistochemistry
was used to detect the expression levels of transforming
growth factor-p1 (TGF-p1), a-smooth muscle actin (-
SMA) , and matrix metalloproteinase-2 (MMP-2). Real-
time PCR was used to detect the relative expression levels
of autophage - 5 ( ATGb5), autophage-12 (ATG12), B
lymphocytoma gene -2 (Bcl-2) and cysteine aspartic
proteinase-3 (Caspase3) genes.

e RESULTS. Corneal epithelium of all operative rabbits
healed completely at 3-4d and no significant difference in

observed with
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healing time between the groups after operation ( F =
0.745, P=0.530). During the observation period, haze was
the most obvious at 4wk after operation in all groups. The
haze symptoms were more serious in the simple
operation group and the 14umol/L DMSO group, followed
by the 50u mol/L rapamycin group. The haze symptoms in
the 100umol/L rapamycin group were significantly
relieved than those in other groups. There was no
significant difference in the haze grading with different
time points after operation among all groups (all P<0.05).
Immunohistochemistry showed that the expression of
TGF-B1, MMP - 2 and « - SMA was stronger in the
operation group and 14umol/L DMSO group, followed by
50umol/L rapamycin group, and weakest in 100umol/L
rapamycin group than other groups at 1 and 4wk after
operation (all P<0.05). The results of PCR showed that the
relative expression of ATG5, ATG12 and Bcl-2 mRNA in
50umol/L rapamycin group and 100umol/L rapamycin
group were significantly higher than those in simple
operation group and 14umol/L DMSO group at 1 and 4wk
after operation (all P<0.05); The relative expression of
Caspase3 mRNA in 50umol/L rapamycin group and
100p mol/L rapamycin group was significantly lower than
that in simple operation group and 14umol/L DMSO
group (all P<0.05).

¢ CONCLUSION : Rapamycin can enhance autophagy level
and inhibit apoptosis level, thus reducing haze formation
after PRK in rabbits.
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TEI 2519 30a L, 3 W0 A i 3 e 3, it #
2050 4F R — LA ZRAERY . JEEFR
A AR KM I IR T R, T HE 2r 1 O A B D) R
( photorefractive keratectomy, PRK) £& i 7 W7 3 2l B A1 5¢
e, DLHAZ A i AR5 A A ) ) 27 R R0 TG # T3 -
S AR S O 38 B RTSE T I R Y M T &
AR (haze ) & PRK AR5 i i W B IF & AE , 2351 i Ot
(CIFENZ RO N aa 3¢ A A L E ] 7 G TS
Y haze BOZSYIELHEIE 2 BOECR \PUACI 25 Ak HS AR
PUARZGEE, R 254 32 B o 5 5 PR T iR AR R A I
haze (HAFTEAR K IR 1k v IR R )2 m R AR TR R A
PR AR AR R B R A FTRES . haze S T 5L
A R T T A A 5 AR T AT 5 R S T A R A1)
LB, BT BT R B IR B R T LA ] 2H 2
HILT YA RERE ™ TR I8 & (rapamycin ) J& T KR 4 g
KPR R —Fh F RO R, A K IR R Al
DLAI A mTOR 88 %, 384 5 40 e 19 Wk o6 2, 2 0490 ) JOEE
WL AT A B AR 5 0L 3o 2 7 S iR PRK
FARRERY AR5 45T 5 A 2 3200 MRRR T, WL HE f i

haze T B SE I, HA1 2543 M F WG 7 BAR SR 13K P i
FIREDL
1 MEF i
188 SCE3h Y . £ B 2R PG 22 R H A 80 HL,
HEARBR AR 2.0 ~ 2.5kg, W T 55 /I 75 14 f S50 BB b
O, AL AT A HEBR TCHR FRB0G . 5256 8h H 1 M55 R 66
AR B 2F B sh ) B2 LSS E . AR &
2 M B 2 g B I S e A8 B B o A, 3 B
DMSO(dt W REE AR HARAF); FIME R
(MedChemExpress 23 7)) 3 /MRG58 R S WA K & 40 (b
S S EY R A RS A ) 5 BBV AL AR K N -
BL(TGF-B1) JEJi 48 & i -2(MMP-2) (o= NLIL
HEH (a-SMA) HLIAR (FEE Abcam 23 7] ) ; DAB i 4R
(LB ERREYWHARGIRAF) ; shP 42U RNA $#
BRI & (KRR AR A R AT 5 SOk il &, 50
FEH PCRIRH & (28 Roche A7) . FEALES ST
BOEAL VISX STAR S4 (3 [E AMO 2~ H)) 3 ZLBULT 8 il ss
( Bt Haag—Streit 22 ] ,BQ-900) ,
1.2 A%
1.2.1 & PRK B MFMER DA # 80 HFvi 2~ K%k
K Bt ML 7 o o IR R R IR AL gl B oR 4
14pmol/L — F K3 AR ( DMSO) 2H . 50umol/L 75 175 % 4H
F1100pwmol/L FHIAEEZ 4, 45 16 2 BB IR LR R
Mgl FARZH 14umol/L DMSO £ 50 mol/ L T3 175 2 2H
100wmol/L T A% 25 40 AR [ 3d 45T Ji 243 %% 0.3% F 5
U AR B R MR T B B G, R i B 5% i ok 1 S 5 2 43 40 3%
I 224 (30me/ ke ) FEAT 4 By BRI, J5T 2 40 4 0.4%
i AT S R PR AT IR R BRI, A FROL R & T AT
PRK AR #OE S 8. 7 7 80616 97 1 A B0 iR
( phototherapeutic keratectomy , PTK ) #=C Je B £ I I 17 | BE
I E 160m)/em’, YIHIEEE 120pum, J6 2% X Y] HI 5 72
6.0mm,, A5 -5 7K whe, B or: f B il RS
FER 3 IRFR AL 0.3% A F VD BRI B IR, iP5y,
122 EMHEZFRAMESI KA AR DMSO BhinsH
MAEE 2 BN 100mmol/L (1) TR AR Z M, THEEEAE T
FHAE B ER KA B8 K 5S0mmol/L F1 100wmol/ L 155 IH 25 7
IR ¥, DMSO £ ¥ FF N 0.1%, 14pmol/L DMSO 4 .
50 mol/L 5 MA%E ZX 20 A1 100umol/ L B3 WA %5 25 20 43 31 1 F
14pmol/L DMSO ,50pumol/L 5 A1 %5 2 Ml 100pmol/L 75 1
FHREAMR, K3 W, BRI, ELEA 2 7d, ai F R4
HA7 PRK A, IF % % BELH AT AaT ib 2
123 REARELEMARER haze % AR5 HM
LI IR TOJR e A DL R A B b i i A i 0T
AT . ARJG 1. 4wk 47 haze 438% , K JH Fantes B943
RBRUE BN 0 9 ZLBRAT T A1 40 UL5E T D £ 115 4
TR A 1 2% B WA B2 BEVRMCN 2 %5 vh BE IRk, FE i)
WL T JE5 45 4 O 3 s R R DAL, G RS IR N 25 4
4 %ﬁ“ﬂ .
124 IRARERAEIFEME AR5 1 4wk 540 54E
IR 8 HUBmI 2 KA, RS AR ELASE, b3 f5
TR S 56 HR A S, b 4 RO B T R A R 4% 2 R
F RS [, R 7K 3 A R A A0 L A A 4 pm A7
YIF 5340 4 HOl A -80°C UK R AF#E4T PCR,,
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E1 HENEMENRRSHARRARRE S haze R A lwk JFIERXTEAH ;B RJ5 Iwk B4 FRH;C. RJ5 1wk 14pmol/L

DMSO 41;D: ARJF 1wk 50pmol/L BHIAE K4 ; E: ARJ5 1wk 100pumol/L FHMAE KA F. 4wk J5 IEH XA G. RJF 4wk B4 T R4,
H. R J54wk 14pmol/L DMSO 4 ;1. RJF 4wk 50umol/L FFIIEFZ 4 ;J. RJ5 4wk 100pmol/L HINE L4,

A C
-
0. B
F‘ H
.

&1 5|¥F5
s L5 EL
ATGS 5’ ~GCTGCATACACTTGGCGATCT-3’ 5’ —ATGCTCACTCAGCCACTGGA-3’
ATG12 5’ ~GGACTTTGCGCGGAGGAATC-3’ 5’ —~CTCCTGAGCCCGTGCAATCT-3’
Bel-2 5’ =GGTCCGTGTCATTCCTCCATA-3’ 5’ =GCCTTTGAGTGTGCCAGTATC-3’
Caspase3 5’ ~AGCCACGGTGATGAAGGAGTC-3’ 5’ —~GCCTCGGCAAGCCTGAATAATG-3’
GAPDH 5’ -~CAAGTGGGGTGATGCTGGT-3’ 5’ ~TTTTGGCTCCGCCCTTC-3’

TE:ATGS : FAMEIN T=5; ATG12: FIE P 7 -12; Bel-2.: B i EL 4 MR B 9 -2 ; Caspase3 . P LR TR KA IR FIE -3,

1.2.5 EEAKXEN «—-SMA #1 TGF-p1 K& MMP-2 &)
Ri& AU R R U S ESURAE R B AR E A
30min, —HL 43l /N BT «—SMA (1:100) \ TGF -1
(1:50) \MMP-2(1:100) ,4°C 955 1 5, T 10 5 07 344 558 8L,
NG SR EEAR 1L P/ B 1gG AW, DAB B (5 (3 A
TR BEYE)  TRARRE Y 1min, 21K (5 W5 H ik
WS R, s e TSI HA IR, D i flUBE T g
BhrAS, 400 f5 58 T &5k V) A AR B H 3 S L BY 5E i
Image Pro Plus 6.0 FI{5Ab 3153 Br #1443 BT 4 41 Y4 €, IX 1)
WG (A,
1.2.6 Real Time PCR %# il ATG5 #1 ATG12 5 Bcl-2
& Caspase3 B9 mRNA FRikxKFE A B E Tk L
JE | FHsh 41205 RNA $2 UK & 20U RNA, 58t
JERE TN A R RNA 9k B2 MR 4% NCBI $2 41t 1 S A 7
1, i Takara & RGP (R 1) o WU SR & kA r
5% A 8 cDNA ; LA GAPDH SN2, $#% 2XSYBR Green
qPCR Mix §68] F5 i & PCR RN 414, id ¢ CT {H, ffi
27T AT AT

et oA R I GE i 2= Bk SPSs22.0 #4743 #r .
TE B & Shapiro—Wilk K 5 IE 4370, 48 Levene £
PTG T 22551, I xks FoR, 24110 Hug g oA N &
D5 50T, e — A W F AN LSD - K3, A6 56 K o
a=0.05,
2R
21 RERRAEAELEREREINLER RiEHX
FHF-RE BT WSS S B A 1 00, & LA R R
Ji3~4d W@ A, B4 F R4, 14pmol/L DMSO 4,
50mol/ L 75 MAFE 25 41 Fl 100 wmol/ L B A5 25 4 A J5 A B
b B ATA BT 2 5 3.44+0.51.3.50+0.52 ,3.38+0.50
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®2 PRKABAREAEAZAEhaze KB (x£s,40)

205 RIG 1wk RIF dwk
HaliFAR A 1.47+0.56 2.31+0.60
14mol/L DMSO £ 1.53£0.56 2.19+0.66
50pmol/L FHIAEE ZHH 1.09+£0.49"°  1.56+0.51%°
100pwmol/ L. 5075 25 41 0.72+0.26™°  1.1620.44*
F 9.667 15.142

P <0.01 <0.01

. "P<0.05 vs H4iFARY ; P<0.05 vs 14pumol/L DMSO 41 ;° P<
0.05 vs 50pumol/L FHIHEFE R4,

3.2520.45d, 5 LR MR AR S5 1 B8 1 B G i R be A, 225 5
TeGiit¥m L (F=0.745,P=0.530)

2.2 HEHERMAE haze FRELE  IEFH X IRLLTC haze B
W, BT AR 14pmol/L DMSO 2H 50mmol/L 175 %
ZH AN 100pmol /L FHIARE R A ARG 1wk HBUA R 2 )
haze , R )5 4wk B} haze FEMR I E, RJG 1. 4wk, B4 F R
ZH A 14pmol/L DMSO #H haze i IR 345 ™ &, Hk hy
50mol/L FEMA%EE 2 2H , 100pmol/L 55 M1 %5 % 2H haze JE 4R
AW IR (B 1) o & A [RIBT [E] 25 haze 43241
Heig, ZERWE ST R X (P<0.01) , Hih 50pmol/L 75
A% 2 4 A 100 wmol/L T %S K 2 haze 7 L R4 TF-AR
ZH 0 14pumol/L DMSO £ W & FEAIK, 100umol/L 7 1A% HR
21 haze 7325 SOwmol /L B AR R AL WAL, 22 7396/
Giit2EE L (P<0.05) 5 4l F-AR 4 A 14pmol/L DMSO 4
haze 73 WAL, 2 7 RG22 E L (P>0.05) , W3k 2,

2.3 KAHEFME TGF-B1 F1 MMP-2 X o—-SMA B R i
TEH X B4 RS rh 3R it MMP -2, JC a - SMA Fi
TGF-B1 F£ ik ,PRK R 5 1wk , & 4 ¥ W BLTGF -B 1 |
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E2 GwEAKALEERNFGES TGF-B1 &R (DAB)

A:lwk B IE# X BB R F Iwk 04 F RH; C. AJF 1wk 14pumol/L

DMSO #;D: RJ5 1wk 50pmol/L {FMFHER A E: RJ5 1wk 100umol/L FHWHTEH A ; F: 4wk J5 IE W X A ; G RJ5 4wk 4l FARH;
H: RJG4wk 14pumol/L DMSO 20 ;1. KJF 4wk 50umol/L FEMATE Z4H ;J. ARJ5 4wk 100pumol/L HIHEEH

B3 ®EALZUFERNAES MMP-2 {535 ( DAB)
DMSO 4H;D: RJ5 1wk 50pumol/L HIME LM E. RJ5 1wk 100pumol/L FHINE 24 F. 4wk Ji5 IF % % B G. ARG 4wk B4l T R4,
H: ARJF4wk 14umol/L DMSO 2H ;1. AR5 4wk 50pwmol/L B MATEZR 2 ;1. ARJ5 4wk 100pmmol/L HIATERH

MMP-2 .a-SMA A, 7E 50, 100wmol/L 55 WA %5 2 20 vh 3
IS B 7 B4l TR 4 AT 14wmol /L DMSO £ i & v
SEBHPE  PRK R 4wk, %20 TGF-B1 . MMP-2 .a—SMA %
IRBESR (K 2~4), £ 4 IR A I A 5 TGF - B,
MMP-2 . a-SMA 3 FE T F3 A {A LL#R, 22 R A Gt
B (¥ P<0.01) , H A AR5 4] 4 50, 100 wmol /1. 5 1A
T EH TGF-B1 MMP-2 .a—SMA 3 Fl[H 71 A {H 1%
AT AR 4 14pmol/L DMSO 4 B i B X ; 100 mol/L
W R4 TGF-B1 MMP-2 a—SMA 3 Fli[F 44 A {E
5 50pmol/ L IA%RE R 41 W B B AR, 25 5 39 Gi it - X
(P<0.05) ; B2l F AR 4H  14pwmol/L DMSO 2H 50pmol/L &5

A:lwk FIEFH M R4 ;B ARSE 1wk B4 FARH;C. RF 1wk 14pmol/L

MAZE 2R 41 100pumol/L B IR 41 MMP -2 K FF-1 A
HBCIE X A T 5, 22 F A G248 L (P<0.05) ; 5L
i FARAH 14pumol/L DMSO 20 TGF-B1 ., a—SMA EH A
g, Z RG22 L (P>0.05) , 1% 3 4,

2.4 RT-PCR &ML R A4l [F A E] 5 ATGS ATG12
Bel-2 Fil Caspase3 mRNA XTI RIAE A9 L, Z R A 4
R L (P<0.01) , Hid jali R 40 | 14 pmol/L DMSO
41, 50pmol/L A B 2 41 M 100pmol/L. T I 5 & 41
ATG5 (ATG12  Caspase3 mRNA A% 2 35 H 45 1F %t B8 41
FhiRr, Bel-2 mRNA AH XT3 35 B0 1E # 4 BRATFRAIR, 22 57
YA G122 L (P<0.05) ;50 wmol/ LE A5 2 20 #l

369



EfRIRRIZE 2022F38 2% E3H
B81E.029- 82245172 85263940

http://ies.ijo.cn
BB S-{=#5:1J0.2000@ 163.com

e
E4 GREAK/LEERNABIES «-SMA 1F5 (DAB)

A:lwk FIEH XA ;B RE Iwk AT ARH;C: RE Iwk 14pumol/L
DMSO 4H;D: ARJ5 1wk 50pumol/L HIMEHE LM E. RJ5 1wk 100pumol/L FH AT 24 F. 4wk J5 IF % % B G ARG 4wk S gl T R4
H: RJG4wk 14pmol/L DMSO 4 ;1. RJ5 4wk 50pumol/L TRMATE E 4 ;J. RJF 4wk 100wmol/L FIATE A,

*3 FHHERBRAREAERELBEFR TGF-B1 1 a-SMA FiZHIELE x+ts

g TGF-B1 a-SMA

KJG 1wk KJG dwk KJG 1wk KIG 4wk
HaiFARA 0.121+0.003 0.165+0.002 0.121+0.001 0.166+0.001
14pmol/L DMSO 4 0.122+0.004 0.164+0.002 0.123+0.002 0.167+0.003
50pmol/L TE AR R 4 0.079+0.002*¢ 0.130+0.003*° 0.081+0.002*¢ 0.132+0.001*¢
100pwmol/L. &I 75 25 41 0.040+0.001"° 0.082+0.002"° 0.041+0.001"° 0.082+0.001"°
F 1367.389 1387.188 2394.295 5423.772
P <0.01 <0.01 <0.01 <0.01

1 :°P<0.05 vs FRAETF R4 ;°P<0.05 vs 14pmol/L DMSO £ ;°P<0.05 vs 50umol/L THMATEE 4,

R4 BARMRRBERRER ERFHES MMP-2 RiZH LB

xXxs
21 531 ARJE 1wk RIF 4wk
IEH X IR 0.041+0.001 0.051+0.002
HaliFARH 0.124+0.002" 0.164+0.002°
14pumol/L DMSO #1 0.126+0.002* 0.162+0.001*
50pmol/L HIATEZE A 0.083£0.014>°  0.132+0.002"°
100pmol/L FEMAEEEL  0.05120.036*¢ 0.090+0.002* "
F 2631.940 3468.087
P <0.01 <0.01

1 :°P<0.05 vs IEH X IEZH ;°P<0.05 vs B4l F AR ;°P<0.05 vs
14pumol/L DMSO 4 ;5P<0.05 vs 50pmol/L FFIHEE 24 ,

100wmol/L F AT E 41 ATG5 (ATG12 Bel-2 mRNA A %}
FEIK AR A4 TF R4 A 14pmol/L DMSO £ W] & T &5,
Caspase3 mRNA A X & 35 £ 0 80400 T AR 4H A 14 pmol/L
DMSO 21 W] W B AR, 22 5 A Gt % 3 L (P<0.05) ;
100pmol/L T MATE K 4H ATG5 ,ATG12 Bel-2 mRNA A %}
REER 50pmol/L Wh %5 25 4H W W T &, Caspase3
mRNA X5 A 50wmol/L 55 WA %S 2 4 B IR AKX, 2%

370

S G E X (P<0.05) ; B4 F AR 4 Al 14pmol/L
DMSO 4 ATG5 ,ATG12 ,Bcl-2 I Caspase3 mRNA FAXT %
N, 2 R THGIEE L (P>0.05) , IL#E 5,
3itig

PRK J&i haze J& B A0 o B2 il & — 1~ A B 40 0ok 2 o
F IR, X — o B IR T A IR S0 A0 M A i R S
AR IR, AN 1 R A 5 A B R I 40 e A R T
FF ) 5 408 AT 4N A B A R AT BB S 3k B AN M 7
TGF-B 155 P 745 F T e Ak b i1 5 2T 2 40 L, 716k £
LT e 40, TGF-B 1 J& 4R AL A S R 7 LA
CT A5 20 I TT R AE PR b 35 o —SMA |, S5 BRI 2 2 HE B 25
BiLo MMPs 2 IV B35 J5 26 1 7K it il , B 9 figp 226 o o /) 32 82
A, FEIE TS R R A A A T (ECM) 1T LA
VEWURCET 2 40 B ) A B, 77 A R K DR AT 4 3 [ i 5
AR R 2 A S O IR AR 4k HE S X RL, TR R T
haze' "', Milani 21" BIF 57 26 W ) & A 25 K 5 7] LA
il «—SMA Fl TGF-B1 1) 33k ; 7 AW 52 o & B, PRK A
JE B H 2 BT BB T WA S0wmol/L 7R M2 2 41 AN
100wmol/L & MHEE Z 2H haze /™ 5 F2 & 45 HA F AR LB
W ARG 1. 4wk TGF-B1 MMP-2 a—SMA 35 5%
4 haze 7™ 5 FE A A], U B AR J5 1 75 00 25 2 AT LADS R



Int Eye Sci, Vol.22, No.3 Mar. 2022 http .//ies.ijo.cn
Tel.029-82245172 85263940 Email.1J0.2000@163.com

x5 HAARFRMIES ATG5,ATG12, Bel-2,Caspase3 mRNA 83t RiAE x*s

13 ATG5 ATG12

RJF 1wk AR5 4wk ARJF 1wk AR5 4wk
N opiEtil 1.0020.07 1.00=0.01 1.00+0.12 1.00+0.04
AT ARH 1.30+0.13" 1.510.01° 1.23+0.03" 1.55+0.01°
14pmol/L DMSO 41 1.40+0.08" 1.54+0.01° 1.21+0.07° 1.54+0.01°
50pmol/L AR Z 4 1.55+0.03" 1.82+0.02% 1.6020.02"° 1.8620.04"°
100pmol /1. F IAFE R 41 1.8620.05"# 2.10£0.04" 1.7420.13% 2.22+0.06™ "
F 45.985 1153.265 34.639 414.765
P <0.01 <0.01 <0.01 <0.01

Bel-2 Caspase3

215 ; ; ; ;

KJG 1wk ARG 4wk KRG 1wk KRG 4wk
N eopiti| 1.00+0.04 1.00+0.05 1.00£0.09 1.00+0.05
HaliFAR 0.32+0.00" 0.61+0.03" 1.70+0.01° 1.41+0.01°
14mol/L DMSO £ 0.31%0.00* 0.62+0.02° 1.71+0.01° 1.42+0.01°
50pumol/L THIAZEFE 4 0.39=0.02" 0.7320.02" 1.62+0.02° 1.29+0.01°°
100pmol/T. F IfFE R 41 0.4620.02% 0.9020.06™ ¢ 1.48+0.02% 1.14£0.01%
F 633.930 53.879 150.279 168.788
P <0.01 <0.01 <0.01 <0.01

1" P<0.05 vs TEH X BREH ; ©P<0.05 vs BAAETF AR ;°P<0.05 vs 14umol/L DMSO #H ;#P<0.05 vs SOpmol/L EMAEE K4,

TGF-B1 MMP-2 a—-SMA 33k, #1 haze HTE K,

F1 W5 (autophagy ) J2&— Ff 3 18 ¥5 -4 ) 240 Jifd 5t 2 14
AR AR HEA RGO HE | B R T 20 L PN R A AL R BE AR
VFZHF5E 2200 A WX 40 i A0 1 Fa s A fd R Th RE = ¢
F AR B P KA S 4 TR, 45 mTOR K
i B FNAE mTOR ARS8 B, FLrp AT 2 2238 #% . mTOR
1 FEPRSF 1Y) Ser/Thr 2 F I 2 A9, VA i A K |
TR AR, A, mTOR AT LA 9E 25 19 B4 a3 461
BRI, I8 1 WA E T K kARt
MK ERSR, S5 AR IER R [ 1A%
F(ATGs) , HETE & H 12 4~ ATGs, ATGs i % iA 7K F
AT LA B Bl [ Y T P, O3 5 ATG12 ~ ATGS Fil ATGS
(LC3) -PE (W Bt £ BERe ) 22 567 P8 A W R A9 T2
WHIHEE R AT LS mTOR Z K5 G, ] mTOR A HE1E,
S — PR Y mTOR 388 BP0 ) 7], 12 [ Wik 7, Lin
A B g B I N R AR G AT LUt i S R R
LA K TEAWF 5T h & B, 5S0mol/ L F5 WA 25 2 4H Al
100wmol/L E1H%E % 4H i ATGS Fll ATG12 mRNA i X} &
KB PR TR 4H A 14pwmol/L DMSO 4H B i@ b, #2715
F Wb, B LT A A0 R B A B 4T R A1 R 14 wmol/L
DMSO 21 B s, i R r g stT, 2N
4 ) RE 2 4 B 32 451 40 0 A PG FRY . Caspase % S
P AN T B SRR DR, A R B S S A g T
I Bel=2 P Caspase MIHLE . Lin 257 B 58 £ BN FH 5
WA 225 1T LA R ARG 40 R 0 T2 K P 5 ZE AR 5T T 2 B, 50
100pmol/L FE WA Z 41 1Y Bel—2 mRNA Y AHXF 22 3k 5 5%
BaliF R 2H A1 14umol/L DMSO 2H HH & I 1, Caspase3
mRNA (A X] IR R Al F AR 41 F 14pumol /L. DMSO 41
WY VR R T K52 B0, L AR R 2T oAb A
4T AR 14pumol/L DMSO 2 B W%, EAFIY 45
R & B 100wmol/ L FIA%E 2 4H H WG M 5 T 50umol /L
I RLL, H XS haze MOPD I FE B 5k, 3278 55 025 R X

PRK AR5 haze B0 H2 B2 AT BE A7 7E W BEMOBME

TEE R OU T A EZH 2 i 4 M 13 R T K P Ak T
BT AR, 2452 B QI BB GL AS [R5 1Y 3
T BE T8 o T A T R A R AR N PN B Y AR
E S AT WK, SR PRK AR S N
A ACES N, JA T ACE 52 B haze T2 AL AZ B
f s T A 25 2% T REE I VAT 8 W T PR SR S ] haze OTE
o B TRARE 3R A 25 29k I IR B — 20 i S R
Friah , FeN T e g TR SLE b ATt — B0
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