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[ Abstract] Objective To investigate the role of bone morphogenetic protein ( BMP) 7 peptidomimetics
THR123 in the regulation of proliferative vitreoretinopathy ( PVR) and epithelial-mesenchymal transition ( EMT) in
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retinal pigment epithelial (RPE) cells. Methods Primary human RPE cells were isolated from donor eyes. The
RPE cells was cultured for 48 hours with conventional medium, medium containing 10 ng/ml transforming growth
factor-B2 (TGF-B2) ,medium containing 10 ng/ml TGF-B2 and 5 pwg/ml THR123 , respectively,serving as negative
control group, TGF-B2 stimulation group and THR123-treated group. The relative protein expression levels of E-
cadherin , a-smooth muscle actin (a-SMA ) , fibronectin ( FN') activin receptor-like kinase-2 ( ALK2) and Snail family
zinc finger transcription factor 1,Snaill) were detected by Western blot analysis in each group. RPE cell contractile
function was detected by collagen gel contraction assay. RPE cell migration function was detected by transwell assay.
RPE cell polarity was detected by transepithelial resistance. For the in vivo model, the rabbit PVR model was
established by intravitreal injection of RPE cells and cytokine platelet-derived growth factor. The PVR rabbits were
randomly divide into PVR group, 0.5 wg/ml THR123 group and 5 pg/ml THR123 group, and were intravitreally
injected with corresponding concentration of THR123 on the day of modelling and 7 days after modelling. The fundus
conditions of rabbits were observed every 7 days. Retinal detachment was checked by B-scan ultrasonography every 7
days,and PVR grading was performed on 14 and 28 days after modelling. On day 28 after modelling, the rabbit was
sacrificed by air embolism and the eyeball was enucleated. Hematoxylin-eosin ( HE ) staining and «-SMA
immunofluorescence staining were performed to compare the differences in PVR progression among groups. In the LDN
inhibition group, BMP receptor inhibitor LDN193189 was added to primary RPE cells and the expression of EMT
markers and cell functional differences of RPE cells were compared between negative control group and LDN
inhibition group. Small interfering RNA of control and Snaill was transfected into RPE cells of siNC+TGF-B2 group
and siSnaill + TGF-B2 group, respectively, and the differences in EMT markers and function of RPE cells were
compares. The protocol involving human specimens, cells and animals in this study was opproved by the Medical
Ethics Committee of Shanghai General Hospital ( No. 2021SQ057).  Results There were statistically significant
differences in gel contraction ratio, transepithelial resistance and relative expressions of E-Cadherin, FN and o-SMA
proteins among the negative control group, TGF-B2 stimulation group and THR123-treated group ( F'=28.38,136. 30,
38.50,2.53,53.54; all P<0.01). Compared with the negative control group and THR123-treated group, the gel
contraction ratio, transepithelial resistance, and relative expression of E-cadherin in the TGF-B2 stimulation group
decreased, and the relative expression of a-SMA and FN increased, with statistically significant differences (all P<
0.01). On day 28 after modeling,the PVR grades in the PVR group,5 pg/ml THR123 group and 5 pg/ml THR123
group were 4. 00+0.45,2.80+0.37,1. 80+0. 37, respectively, with a statistically significant difference among groups
(F=7.583,P=0.007).The PVR grade of rabbit eyes was significantly lower in the 5 pwg/ml THR123 group than in
the PVR group (P<0.05). HE staining showed that the number of preretinal proliferative membranes was less in the
5 pg/ml THR123 group than in the PVR group and the 0.5 pg/ml THR123 group, and no retinal detachment was
found. Immunofluorescence staining showed that the expression of «-SMA in vitreous cavity and retina was
significantly lower in the 5 pg/ml THR123 group than in the PVR group and the 0.5 pg/ml THR123 group.
Compared with the negative control group and THR123-treated group, the relative expression of ALK2 protein in the
TGF-B2 stimulation group was significantly decreased, and the relative expression of Snaill protein was significantly
increased (all P<0.01). Compared with the negative control group,the gel contraction ratio, transepithelial resistance
and relative expression of E-cadherin protein in the LDN inhibition group were significantly reduced, and the relative
expression of FN,a-SMA and Snaill proteins were significantly increased (all P<0.01). Compared with the siNC+
TGF-B2 group,the gel contraction ratio and the relative expression of E-cadherin protein in the siSnaill+TGF-B2
group were significantly increased, and the relative expression of FN, a-SMA and Snaill proteins were significantly
decreased (all P<0.05). Conclusions THR123 can activate the BMP pathway to inhibit Snaill, thereby
inhibiting the EMT process in RPE cells and PVR occurrence. It is expected to provide potential targets for PVR drug
therapy.
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2, THR123 577 20 BE S W 4 FE BE A I 0di 42 B: Transwell SZ 86 (45 5 % x40, 4R =10 um)  C: Western blot &l EMT 45 & 4 8 11 % 1k K F
TGF-B2 Ji# 20 E-Cadherin TE [ 4571 58 & 55 T B 44 % IR 20 Al THR123 {97 20, FN Hl o-SMA 7 [ 4540 38 58 T B P % BR 40 R THR123 3397 4
TCF-R2: AL A K BH 7--B2; E-Cadherin: E-F5:H 3 ; PN 2T HE 8 1 5 o -SMA o - UL B0 2 1 5 GAPDH « 1 il /% -3 192 1t 0 1l

Figure 2 Effect of exogenous addition of THR123 on TGF-B2-induced RPE cell fibrosis A : Results of collagen gel contraction assay ~Compared with
the negative control group,gel contraction was obvious in TGF-B2 group, and the contraction was reduced in THR123-treated group B:Transwell assay
(crystal violet x40,scale bar=10 pm) C:Expression of EMT marker proteins detected by Western blot  Compared with the negative control group and
THR123-treated group,the intensity of E-Cadherin protein bands was decreased and the intensities of FN and a-SMA protein bands were increased in TGF-

B2 group TGF-B2:transforming growth factor-B2;FN:fibronectin;a-SMA : a-smooth muscle actin; GAPDH : glyceraldehyde-3-phosphate dehydrogenase

%1 %4 RPE 4 EMT iR EMRiEZRINAEISIREL 8 (x2s)

Table 1 Comparison of EMT marker expression and functional parameters of RPE cells among three groups (xzs)

g - U 1 W 4 2Hﬂﬁiﬂ%& 5 1 e A BEAH E-Cadherin FN «-SMA
L8 (%) (A~/ 18 (Q-em’) (48 h) M 2Rk AR 2 3k HAXH ik

I 4 ot A 4 3 95.667+2. 848  34.000+3. 215 193.700+2. 402 1. 000£0. 000 1..000£0. 000 1. 0000. 000

TGF-B2 #ill ¥4l 3 53.667+4. 096" 85.667+3.930" 52.500+3. 180™ 0.337+0. 041" 5.700+0. 586"  2.933£0.296"

THR123 39741 3 88.000+5.292  44.667+2. 404 140. 700+ 1. 877 0.82320. 030 1.500+0. 173 1.330£0. 145

F A 28. 38 0.13 136. 30 138. 50 22.53 53.54

Py <0. 001 <0.001 <0. 001 <0.001 0.002 0.001

T < 5 B AL AL, P<0. 015 55 THR123 37 41 2, " P<0. O (BRI )7 2253 7, Tukey #086)  RPERURIBE( % F % EMT: b g i) 58 I 5%
e TCF-B2 Fe b A K T B2 FN 7 EHE H 5 -SMA o EH LU I A
Note ;: Compared with negative control group,“P <0.01; compared with THR123-treated group, "P<0.01 ( One-way ANOVA, Tukey test) RPE; retinal

pigment epithelium ; EMT ; epithelial-mesenchymal transition ; TGF-B2 : transforming growth factor-B2; FN:fibronectin; a-SMA : a-smooth muscle actin
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2.2 #HA%HIE PVR 4729 HL K

S 28 d,PVR PR BR L £ R A G it
S (F=17.583,P=0.007), s 5 pg/ml THR123 4%
iR PVR 3% B MK T PVR 4, Z R A %% E X
(P<0.05) (#£2), RIKEZE R PVR 4] Gl 0 i
AW Es, B AL s A R e SF RS 55 e/ ml
THR123 4 G AR AT 000 9 J5E iy 20 o 34 A s, R LA
I B 158 5 50. 5 g/ ml THR123 4 4 R A UL 08 9] FEE 77 34
A T A8 LA AL I PR o IR ARORE - AL £ R
PVR 2 A R A 190 ST A 45 498 A= 8, 18 A 2 i 400 o .
SHCI I S 55 e/ ml THR123 25 G IR 00 190 5 iy 14
A PR D B R DL 95 0.5 wg/ml THR123 2
A DR P B T A S fH DL R D R 5 (1B 3A~C)
G PE DY 0 R, PVR 4 5 BRI B3 A 400 0o J5E % iy A
I+ «-SMA Fik B, 5 we/ml THR123 41 Bf 385 {4 Jps %
PR I o-SMA |1 £35,0.5 wg/ml THR123 404
a-SMA 3Rk (K 3D) .
2.3 %4 ALK & Snaill & A X R I8 1 HL L

FF A% B 41 TGF-B2 A1 3 41 Al THR123 3597 41
ALK2 1 Snaill & [ #H X} 335 & SR LA, 2 70 %
T2 S (F=142.40.69. 55,1 P<0.001) . 5 BH %t
M4 THR123 3397 41 th %%, TGF-B2 Hl ¥ 41 ALK2 &
P AR 2 35 1 WY I BTG, Smail 1 2R 11 AR X 3856 1 W] 1
FhE, Z5 WA S E L (¥ P<0.01) (K 4A,
#£3),
2.4 BAMEXTBEZH A1 LDN 9190 il 41 20 i Snaill 3R 3K
EMT Fr i ¥ 3235 K D) g 46 b HL AL

5B BE ZH AR E, LDN 300 76 20 58 J5 Ui 45 L 1]
¥ b Bz WL BH (B A E-Cadherin 25 [ A0 X 3% 5k &t B W [
ik, FN .«-SMA Fil Snaill 2 [ AH XS 2 35 = 0 B T, 2%
S Gl X (1=8.277 .30. 410 2. 443 | 16. 410,
8.518.4.572,1P<0.01) (& 4B .C, % 4) .

®2 SATFERESPVR ERILE (xs)
Table 2 Comparison of PVR grades at different time

points among different groups (x:s)

151 BAR EUS 144 EUE 28 d
PVR 4] 8 2.67+0.42 4.00=0. 45
0.5 wg/ml THRI23 J47741 8 1.83+0.31 2.80=0. 37
5 wg/ml THR123 345740 8 1.50+0. 34 1.80+0. 37°
F i 1.163 7.583
P i 0.378 0. 007

TE: 45 PVR 414, P<0. OL (LR R J7 22 70 # , Tukey K2 45)  PVR:
A e 0 A O I 5 2
Note; Compared with PVR group,”P < 0.01 ( One-way ANOVA, Tukey

test) PVR:proliferative vitreoretinopathy

PVR 41 0.5 pg/ml THR12341 5 pg/ml THR123 4

10 10 wm 10 pm
— (o]

B3 &A% PVRERBERILE A FAEHE)T 28 d RIRIRIKA
& PVR ] UL [ B4 56 255 0. 5 weg/ml THR123 26 nf Wl B 48 39 A=
%55 we/ml THR123 Z1{ ] WAL I 2 G A 3 AR IR B &5 AL s
28 d R B AU 75K A IR PVR 41 40 M9 % 2 U S BB R
0.5 pg/ml THR123 347740 n] WAL I I AT 42 51 55 we/ml THR123 JR97
AR DU RS 25 C. 4521 PVR 55 7 R 21 2895 3L e 5 (HE % 200,
FRR =10 wm)  PVR LA P B AT AT UL K e 09 A IR ( = ), 3 A IR 42
o1 o - SR O B 5 ( 25 ) 50. 5 g/ml THR123 3557 2H WL 4L I
NET3 A B (=) 55 pug/ml THR123 3677 2 00 190 [l i 3 A 420, 9L 1R
BER LR D454l PVR BRI o-SMA #8966 Y 4 WL 5% (X630,
FRR=10 wm)  PVR 21 Jid 25 i 0L 190 1 B i 1 | -SMA 3% 35 FH 445
0.5 wg/ml THR123 JAJ7 4 A] DL W]t o-SMA PHPE 235, (B A W W) 8 40
PRI 15 % B 5 we/ml THRI123 36 97 20 Bl 55 (A i K A ) i f A
a-SMA i, SOTEER o-SMA, 15 B3 E R MMAE  PVR. AL
P51 PL ) JE 5 72 5 ERM. - 4L 199 158 i 65 IN - A A )25 ON: M A2 5
RPE - L 0 5% b

Figure 3  Comparison of PVR progression in rabbit eyes among
groups A :Fundus images of rabbits 28 days after modeling Total retinal
detachment was observed in PVR group. The proliferative membrane was
obvious in 0.5 wg /ml THR123 group. Small amount of proliferative
membrane was seen in the 5 pg/ml THR123 group B: B-scan
ultrasonography images of rabbits 28 days after modeling Funnel-shaped
detachment was observed in PVR group. Retinal anterior traction was seen
in 0.5 pg /ml THR123-treated group. No retinal detachment was observed
in the 5 pwg/ml THRI123-treated group  C: Histopathological staining
observation of different groups ( HE X200, scale bar=10 pm) In the
PVR group,a large number of proliferative membranes ( triangle) in front
of the retina were seen, which resulted in retinal detachment ( asterisk).
Proliferative  membrane was observed in 0.5 pg/ml THRI123-treated
group. Less retinal hyperplasia was seen in the 5 wg/ml THR123-treated
group D:a-SMA immunofluorescence staining of different PVR groups
(%630, scale bar=10 um)  Positive a-SMA expression was seen in
detached retina and epiretinal membrane in PVR group. Obviously positive
a-SMA expression was seen, and no obvious retinal detachment was
observed in the 0.5 pg /ml THR123 group. a-SMA was rarely expressed
in vitreous cavity and retina in the 5 wg/ml THR123-treated group. Green
fluorescence showed a-SMA and blue fluorescence showed the nucleus
PVR : proliferative vitroretinopathy ; ERM ; epiretinal membrane; IN; inner

nuclear layer; ON ;outer nuclear layer; RPE :retinal pigment epithelium
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2.5 K AHMEE G MY Snaill 3K EMT 45 59 3R
ik S DI REFE bR H#K

5 sINC+TGF-B2 HAH L %, siSnail |+ TGF-B2 £H 41
it 556 J Wi 46 L i) E-Cadherin 25 [ AH X} 35 35 & B & 7
&, FN  o-SMA FlI Snaill 2 [ AR 235 1 W 1 I, 22
S Gt L (1= 4.205.3.415 14,620 .3. 715,
2.608.16.150,3P<0.05) (& 4D .E, % 5) .

3 itig

PO ARD)EF AR IZIRYY " E PVR ) £ 7 |
IR P S I i 2 & AR AN AT A M S B R S
L) IS foge ) 245 A 52 A7, B8 I AL 0 D BEATS AN RE A B A
RO o A BIESE 7 , ask 3 5 4 U0 R T R A A0 ) g
B ZALE PVR 5 i CH AN B 50% 14 5 1E 3 4>
F 0 Bl V5 b e AR IE L ) 35 B 20740 DL b M Y

Bt %F B ZH LDN 41l 2H

E-Cadherin eo—  ————
Bt TGF-B2 THR123
XA ZH R AT FN —_——
ALK el e s
-SMA  —— o
Snaill e — — .
Snail] cs——
CAPDH e e e (1) GAPDH <o emm—

siNC+TGF-B2 41
siNC+ siSnail 1+
TGF-R24L  TGF-R24
E-Cadherin | —

FN — -
0-SMA ——— —
Snail] ——

CAPDH e e (D)

PVR % 1] o 52 42 i 3 52 10 14 B8 % R B 409%™ A
I, %F PVR B B0 25 9 T B — B J2 BT 90 10 45 5 A
Y 5

BMP J&—2 8 T TCF-B R MM EKK T, 5
ROk E MK, I 2 5 PR & IE RS LT 2 AL
RO ARG A IR A BMPT B e £
Bk AN B B, 1 3k BMPT A 0 ) A 5 4T 4
Ao g 15 L, AT G B4 5 A — 2 IR TP AR o Shu
2 2 AR A T 4 BMPT S A SR IR b R A e
KB TGF-B2 i 1y EMT i B4 . 53 4, BMP7
4 /R S TGF-B2 40 g P4 5 4 1 1 1-Smad7, &
E AR /IN G A1 TGF-B2 1 S 1Y 4 A1 R 4R
FIII#RIE 7Y L AR BFSY 45 S % 0, BMPT K1 ik
AT TGF-B2 5 5 19 RPE 40 il EMT, 3 A5 %4 4 f1
HIR PVR IR

B4t f 2

LDN il 28

40

4 THRI23 %54 BMP Z{k ALK2 Xt Snaill RiX B9 #I4EMA  A: Western blot & I B 7k X 16 20 \ TGF-B2 il #% 41 Al THR123 i J7 41 ALK2 J¢
Snaill ZFRE  FEIHEX B L, TCF-B2 J 4 Al THR123 JRY7 240 ALK2 28 9 A% H 5 B 2 9855 , Snail | 28 [ 4% 17 5k B2 3 19 3 ; THR 123 3R Y7 4
B TGF-B2 Jl e ALK2 28 1 2675 30 2 5%, Snail | 25 257 30 S5 B : Western blot A8 il B 4 Xof i 2 #1 LDN il i 41 EMT #5 & 9 & e R A 7
Snaill KL GEIMEX BALAA L, LDN M H] 20 FN  «-SMA Snaill 8 [ 45 5 B2 35, E-Cadherin 25 [ 257 3R B2 FRAR . B ML XS LA A0 LDN
70 2E i e A S B 2 R 55 A M X BRZ A [E, LDN #1240 RPE 40 i i 45 58 J1 H458 D Western blot £ siNC+TGF-B2 21 #l siSnaill+TGF-B2 4]
EMT brE® 25 1 ik 5 siNC+TGF-B2 ZHAH kb , siSnail |+ TGF-B2 4 E-Cadherin # [ 45747 50 1 31, FN  o-SMA 5 [ 447 90 R {E E.siNC+
TGF-B2 4l siSnail [ +TGF-B2 £ HE R A ST 45 R 55 siNC+TGF-B2 440 1L , siSnail 1 +TGF-B2 4] RPE LUK 4 BE JJ 9855 TGF-B2. 5L K
T-B2; ALK2 : % 3 52 (AL WG -2 5 Snail L FR 45 2R (4% 3¢ P T 15 GAPDH il 8 -3- W AR JUE 0B s E-Cadherin : E-F5 K 3 FN £ JE 8 1 5 -SMA s o
1 WUNLBH R 1 5 siNC: B HEXS BN T4 RNA

Figure 4 THR123 binding to BMP receptor ALK2 to inhibit Snaill expression A : Expression of ALK2 and Snaill proteins in different groups
detected by Western blot Compared with the negative control group,the intensity of ALK2 protein bands were decreased,and the intensity of Snaill protein
band were enhanced in TGF-B2 stimulation group and THR123-treated group. The intensity of ALK2 protein band was enhanced, and the intensity of Snaill
protein band was decreased in THR123-treated group compared with TGF-B2 stimulation group B: Expression of EMT markers and transcription factor
Snaill proteins in negative control group and LDN inhibition group detected by Western blot Compared with the negative control group, the intensity of FN,
«-SMA and Snaill protein bands were enhanced and E-Cadherin protein band intensity was decreased in LDN inhibition group C:Results of collagen gel
contraction assay in negative control group and LDN inhibition group Compared with negative control group, RPE cell contraction was enhanced in LDN
inhibition group D :Expression of EMT marker proteins in siNC+TGF-B2 group and siSnaill+TGF-B2 group detected by Western blot  Compared with
siNC+TGF-B2 group,the E-Cadherin protein band intensity was enhanced and the intensities of FN and «-SMA protein bands were decreased in siSnaill+
TGF-B2 group E:Results of collagen gel contraction assay in siNC+TGF-B2 group and siSnaill+TGF-B2 group Compared with siNC+TGF-B2 group,
RPE cell contraction was reduced in siSnaill+TGF-B2 group TGF-B2: transforming growth factor-g2; ALK2: activin receptor-like kinase-2; Snaill ; zinc
finger protein transcription factor 1; GAPDH: glyceraldehyde-3-phosphate dehydrogenase; FN: fibronectin; a-SMA ; a-smooth muscle actin; siNC : negative

control small interfering RNA
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3 % ALK2 0 Snaill &S Rk B (xxs)
Table 3 Comparison of ALK2 and Snaill

proteins expression among different groups (xzs)

2157 FEAGE  ALK2 X k& Snaill A%} 223k it
[P XS AR 20 3 1..000+0. 000 1. 000+0. 000
TGF-p2 Jilal 3 0.357+0. 026™ 5.033+0.393"
THRI123 iy74H 3 0.757£0. 039 1. 833+0. 203

F 142. 40 69.55

P <0. 001 <0. 001

T <5 1 X IR 4 A, P<0.015 5 THR123 397 41 4" P<0. 01
(H R T7 2200 B, Tukey K2 30)  ALK2: 30305 3 2 (AL W AG-2; Snail 1 ;
BRI E AR RN T 1;TCE-B2. F (b A K I 7 B2

Note; Compared with negative control group, “P< 0.01; compared with
THR123-treated group,hP<0. 01 (One-way ANOVA, Tukey test) ALK2.
activin receptor-like kinase-2; Snaill ; zinc finger protein transcription factor
1; TGF-B2: transforming growth factor-B2

G 1PE BMP A5 7 A2 ez B2, 25 7 A2 e 20 1R A
B — AR R A TE I i, A A TE
&5, BMP [ 7-2F BE & B 45 3 A — 4> 3D
SERIE PR X, f A AR R X LB KRR AR X 20 i
% BMP 35 P B 0L BK A9 B9 &2 B MCIZ 36 P IX s A T, DLk
HAE M kB, Sugimoto 2577 MR #% BMP7 [ C-3f 3D
TG PE A A B TR 22 Ik THR 123, 3 i # ik 7
SHT bR 9 THR123, 3iF 92 J 3 1% BMP7 (i 32 14
ALK3 F T I 35 038 /N B2/ 02 1 B e A5 7R 1 Y Ok &F

Aifk ., SOARBFZE L THR123 /E )y BMP7 B4k, #R &
HAE RPE 40 EMT 33 72 f % PVR &A= vh i1 A

WF5E s EAESE, TGF-B2 15 A T, RPE 41 it 1 Jiz
PR& W E-Cadherin 235 T ¥, [ i bR & 49 «-SMA I
FN ik B, bR & EMT i & £ i BT &
RPE #fi g EMT [ 5 %2 Dl fig i 48, 5 b Kz Fi BE D) o] A5 2%
J2 e B2 A 6 B 35 R R v R R G S Y L AR
9T B, TGF-B2 W] 45 84175 5 & 4h 85 3% 1) /8 RPE
21 i 45 75 0 DA S 58 I M 4 L FEL BEL I /) s BMIPT7 B LK
THR123 W] 47 % 40 # TGF-p2 5| & 1y RPE 41 i E-
Cadherin \FN o-SMA 1 2048 | DA S &8 B i 4 i 75 L 85
b R B A

Snaill 2% 5t A F 5% Snail i) — 51, 2 5
EMT, A#F 5% B Snaill 5 E-Cadherin 8 3 T X [
DNA F B E-box 254, 10 ] E-Cadherin B 335318 3l
EMT . AHF5E 458 %W, THR123 3435 BMP Jf i 2
] F 3% Snaill 23k, /N> T4 % %) LDN193189 2
BMP 5@ % T %087 (& ALK2 (40 1 50 . A B 5% 4%
S8, 3@ F LDN193189 Hjih] BMP i & <=3 4l Snaill
ik, HE 8 EMT, AWFFE 4 Rk 38 & siRNA i)
il Snaill ek H EMT (% 25 . SR 1, BMP7 £
UK THR123 1% BMP {553 J% J5 40 fa] X T i 4% 5%
Kl Snaill AT A7 — 20 BF5R .

x4 MPHEEBALS LDN MF A M Snaill 71 EMT iREW AT REER P REFRIRILE (x5)

Table 4 Comparison of expression of Snaill and EMT markers and functional parameters between negative control

and LDN inhibition groups (x=s)

415 BEAR BERORCHILHI(%) B mBLE(Q - em®)  E-Cadherin AR FNADMRER o SMA FIXIRER  Snaill M5
B A 3 1 21 3 95.667+2. 848 193.700+2. 402 1..0000. 000 1..0000. 000 1..000+0. 000 1..0000. 000
LDN 411l 41 3 60.333+3. 180 72.500+3. 180 0.3500. 064 5.3670.296 3.267+0.393 2.217£0.192
| 8.277 30.410 2.443 16. 410 8.518 4.572

P 0.001 <0.001 <0.001 <0.001 0.005 0.003

o (M A K80 Snaill: BRI AR R T 1;EMT: | Bz -0 FE % AL E-Cadherin : E-F5 R 3 PN 2T B H 5 o-SMA o SIS 2

Note: ( Independent samples t-test)  Snaill ; zinc finger protein transcription factor 1; EMT: epithelial-mesenchymal transition; FN: fibronectin; a-SMA : a-

smooth muscle actin

R5 SHLAMH Snaill F1 EMT #REMHE 3 R & 2 I BEIEIRELER (x£5)

Table 5 Comparison of expression of Snaill and EMT markers and functional parameters in cells

between two transfection groups (xzs)

ikl BEAR  BERRCAR LG (%)  Snaill #IXFERAR E-Cadherin HIXF 3R IA FN X R ik & a-SMA R K k=
siNC+TGF-B2 4 3 81.667x1. 667 1..0000. 000 1..0000. 000 1..000+0. 000 1..000+0. 000
siSnail 1 +TGF-B2 41 3 94.667+2. 603 0.393+0.038 3.597+0. 346 0. 340=0. 060 0.537+0. 038
tff 4.205 3.415 14. 620 3.715 2. 608

P i 0.010 <0.001 0. 002 <0.001 <0.001

W (FSZAEA K25 )  Snaill: BFHEE E 7 A F 1, EMT: b ¢ —[8] 78 0 4% {6 ; E-Cadherin: E-45 45 3 ; FN: £F j% 5 [ ; o-SMA . o “FHF LML SN & A 5
SiNC : [ % R/ T4 RNA; TGF-B2 . # fp A= K Al F-B2
Note: ( Independent samples t-test)  Snaill ; zinc finger protein transcription factor 1; EMT: epithelial-mesenchymal transition; FN: fibronectin; a-SMA : a-

smooth muscle actin;siNC:negative control small interfering RNA ; TGF-B2 : transforming growth factor-g2



.26 - AR SE I IR B 2 Ak 2025 4F 1 HEE 43 %5 1 ) Chin J Exp Ophthalmol , January 2025, Vol. 43, No. 1

£ b, BMP7 #EHULJIK THR123 A 8 i BMP 52 {&
ALK2 A 0% 5~ Snaill, T 4% RPE 4i g EMT
Jo PVR i€ . THR123 FE35 (4 A 945 AL A 5 ik —
WG AR AR PVR 25913697 #E 5 & % Ve 45
2475 304 AT B2 AR AR WY BE 527 1)
PR AT A4 475 WA A6 i 4 o e
PEE TR i i« s 9550 SR 5 R S MG L 4
BE SR/ MR 2 S0 5 7« R BT S AR B
8 SCRE 0 AL PR AV D5 O PR 9% S
SR B SEHE R0 S0 B AL A 2 A R B %

&% ik
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