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[ ZE] a5 RG108 X A AE/NH A filifE (non-small cell lung cancer, NSCLC) A549 A1 H 1299 £ i 54 5 4 T (1) 5 0 J He
TTRERIE ML . 2 ik - PRANEE IR AS49 T H1299 4L , 28 AN R 2 RG 108 AbFILF SR Y MTT ¥ - Ut G2 LA 23 1 st 4 e 1
2 TR T2 7K SF ;s qPCR Al Western blotting (WB)D {244 I 4 i N TFPI-2 mRNA Fl & [ #1314 ) TMPRSS4 [f1#& ik &, DL
B SV PCRORILE (23246 I 48 i o TFPI-2 J3 3l X380 540 RPIRZS FIFE FE ; 43 501K H siRNA-TFPI-2 #1 pcDNA3.0-TMPRSS4
JSURE RS TFPI-2 B i #¢35 TMPRSS4 , SR J5 A U 240 A 5 7 % S A T2 i A Al . 48 & : RG108 AbHTJ5  A549 il H1299 41 i ) 14
2005 PR (35 P<0.05) 41 L JE IR T G 1/S H1 (35 P<0.05) i T2 23 522 25 39 i (35 P<0.0 1) , 1 ffd 1 TFPI-2 mRNA % 25 |4 %A 7K
P52 T (P<0.01 AT P<0.05) , [F] I 2 i 7 TFPI-2 Ji5 21T X 45 F B A0 2 B 2 35 B 1K (38 P<0.05) \TMPRSS4 [1 2 1A 1 B B s /b
(P<0.05). JLER TFPI-2 %Kik )5 , AS49 FTH1299 20 g I3 A /K 1 5 25 38 i1 (13 P<0.05) , 1 54 4 pcDNA3.0-TMPRSS4 J5i iz M| 5. 2% %
RN AP TR () P<0.05) . £& 4 : RG108 HE WS i3 #f1] TFPI-2 H 364k 67 [ 1 3% TMPRSS4 2 74 1 i 4101 1) A549 1 H1299 41 ity
SR S Cei 8 R
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RG108 affects the proliferation and apoptosis of NSCLC cells by regulating TFPI-2
methylation and TMPRSS4 expression

HU Jun, LUO Yi, XIE Yong, GAO Wenkui (Department of Cardiothoracic Surgery, the Second Hospital Affiliated to University of
South China, Hengyang 421001, Hunan, China)

[Abstract] Objective: To investigate the effect of RG108 on the proliferation and apoptosis of human non-small cell lung cancer
(NSCLC) cell lines (A549, H1299) and explore its molecular mechanism. Methods: A549 and H1299 cells were cultured in vitro and
treated with different concentrations of RG108. The cell proliferation, cell cycle and apoptosis were detected by MTT assay and Flow
cytometry, respectively. gQPCR and Western blotting (WB) were used to detect the TFPI-2 mRNA and protein expressions as well as the
expression of TMPRSS4 in cells. Meanwhile, the methylation status and degree of TFPI-2 promoter in cells were detected with
Methylation-specific PCR (MSP) and colorimetry. Finally, siRNA-TFPI-2 and pcDNA3.0-TMPRSS4 plasmids were used to silence
TFPI-2 or overexpress TMPRSS4, and then the changes in cell proliferation and apoptosis were detected. Results: After treatment with
RG108, the proliferation rate of A549 and H1299 cells were significantly decreased (all P<0.05), while the apoptosis rate were
significantly increased(P<0.05), the cell cycle were arrested in G1/S phase (P<0.05), and the intracellular mRNA and protein
expressions of TFPI-2 were significantly increased (P<0.01 or P<0.05). Meanwhile, the methylase degree in TFPI-2 promoter region
and the expression of TMPRSS4 in cells were all significanly decreased ( all P<0.05). After TFPI-2 silence, the proliferation levels of
A549 and H1299 cells were significantly increased(all P<0.05); however, the apoptosis rate of A549 and H1299 cells were significantly
reduced after transfection with pcDNA3.0-TMPRSS4(all P<0.05). Conclusion: RG108 can inhibit proliferation of A549 and H1299
cells and promote apoptosis by inhibiting the methylation of TFPI-2 and negatively regulates the expression of TMPRSS4.
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N 45 e 5 1 s R 7

o JI6E 22 3 TR K 1 ¥ 4 (transmembrane protease
serine 4, TMPRSS4) J& T 11 B 7 JIé 22 IR B (A g 5% Ik
BB, O B 7Rl L A cDNA A3 B 471 i 3% 1 90 451
NSCLC & MFARTIBRH LA, i TMPRSS4 &
—ANHAR) 2R TT IR . AN AR i
Z N #-2 (tissue factor pathway inhibitor-2, TFPI-2)
VE Sy — Ph 22 S I B 1 W41 1) 551000 B 2 1 I L B B
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FZ 1R TMPRSS4 RIAH % 5 Kl . 2% FE % TFPI-2.
TMPRSS4 5 NSCLC W R AL R JESBIMEEEVI R R, A
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1.1 fmfeths £ %X

NI /I 200 i i e 400 JH Ak AS49.H1299 1 5 &L
Bt 41 H E , DNA HY K& 5% 7% g 400 1 771) RG108 11 [
CSNpharm 2 7] , TRIzol i 71l & ¥ % 5% 1 771 5 35 )
H 3¢ [# Invitrogen /A & , pcDNA3.0-TMPRSS4 Jii %
Al siRNA-TFPI-2 b i A= ) TR PR A & f
W R B IR 15 3 K pGL4.10-TMPRSS4 1 3UE E W)
BIHEARA T E, MTT I H b KRR
AR A A, R UE I TFPI2 — Bt Fi 4K o i U5 7
TMPRSS4 —Hi Hi 44 « B-actin Pr & H Cell Signaling
A, HRP AR iC B A3 % Pkl B £ B CST 2
7], Annexin V -FITC T2k A & B LilgE ~ KA
Y ARG BR A ], Epiquik FF 348 43 BT CLE 83 il 71
& 5 AL KR 5 P PCR (methylation-specific PCR,
MSPOR A &I H AL 5 B B R A R A .
1.2 @miadib5a2

£ A549.H1299 20 g i N & 10% fif 2 L& 1
RPMI 1640 55775, B /5 ¥ 4H 1 & T 37 °C.5% CO,

R e fE 85 9% 24 h, e AR AR KIE A FE R 80% e 4
i, K FH 9 B 0420440 umol/L RG108 43 5 &b
AS549 FITH1299 41 L, 48 h J5 AL 4R B4R

1.3 MTT &40 A549 . H1299 4m fien 69 38 74 A& /)

W 4E RG108 AL F /5 (1) A549 H 1299 41 S , 43 5l in
N2 96 FLAR H (48 i %5 FE2h 5%10%/ml, 5541 100 pb) o
Pl F IR 26 LA RG108 Kb EE 41 Ml , % B 3 AN AL,
4 i 4k 252 85 97 24 he Bl 5 76 % FL A 20 Bl 10 pl
MTT i 7] , 4k 8235 5% 4 h J5 II A 150 pl DMSO, f7 H
78082 FBEAR AT 490 nm K A0 4% 2H 41 i
(6% BE (DA, Hrt A Mg g 2, A 08 48
Hﬁiﬁﬁ%:[(D wans D %‘Eléﬂ)/(D s~ D %*Eliﬂ)]x 100%.
1.4 qPCR 7% £ M A549 1 H1299 4 i # TFPI-2.
TMPRSS4 mRNA [k

HY A3 5 ) AS49 H1299 2, $2HX 41 AL RNA,
FF TaqMan 30 % 5% 377 F FW % 5% 4 ¢DNA, B i
17514918 . PCR RBZ6AF:95 °C 5 min 95 °C 30 s+
55 °C 20 5.72°C 208,40 M. 591140 : TFPI-2
EF 51 ¥ A 5'-GGGCAACGCCAACAATTTC-3'
5-TTTCTTTGGTGCGCAGAAGC-3', TMPRSS4 |- T
Wi 51 ¥ N 5-CCGATGTGTTCAACTGGAAG-3' . 5'-
CCCATCCAAT GATCCAGAGT-3', GAPDH | R 5]
¥ N 5-GAAGGTGAAGGTCGGAGTC-3' | 5'-GAA
GATGGTGATGGGATTTC-3'. ¥ 858 ¥ , K 244¢
5 TFPI-2 Al TMPRSS4 mRNA [{JH %} 1A & o
1.5 WB i 4 Ml A549 #= H1299 %m it & TFPI-2 4=
TMPRSS4 & & 6§ & ik

W52 RG108 Kb FE Ji5 ) AS549 . H1299 4H il I 47 HY
g S B, F BCAVERL I B (IR B . TR AREAR
Hoin N B FE R M JE HE 4T SDS-PAGE. B J5 HE AT #%
JBL, FFR BB T 5% NG Wk Hh &1 2 he N TFPI-2
— PR LA 2 TMPRSS4 — HLHi 4K (LA 121 000
Wik 4 °CHE & 13 K, F 0 HRP 45 i 3 H1 % = it
(1:5 000 B Ja iR A 2 ho A 1EE 3 i ECL
KOG G E T R A0h ks B 5, Jh@ it Image 12X
BAFHEAT I FEAE A4, JF % B AR R IE &
1.6 siRNA s A549 . H1299 4@ & ¥ TFPI-2 % &

W 06 B KUK A549 H1299 40 i in A\ 42 6 FLR
i 9% B IS B 5 B 4 1) siRNA-TFPI-2 J% siRNA-
control 73 A M ZE 6 FLAR 1, i & 20 h J5 57 % L,
AT ) 58 A5 IR FE Ak 4 55 9% 72 h il AT 440, T
Pt 5€ B 38 1 WB A I 41 M P9 TFPI-2 [ 34 7K
F, LLEEAS RNA THRCR .

1.7 R fe KA AS49 . H1299 4@ it JAl #7 5 A ==

WEE 23 RG108 AP 5 1) AS49.H1299 41l it , FH
PBS B Ve aniE 2~3 IR, it J5 800xg B5.0» 5 min, 77
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351 H 100 pl Binding 23 S5 2 IR 21400 Bl
10 ul Annexin-V FITC £ 10 pl f) PTVZVR CZHARIRE T4
TDEHIAN2 ul RNAFEEAT 10 pl PTIATR C4HAE D ,
37 °Cik#t = . 20 min J& T =R4R A4 AT Rl .
1.8 MSP x40 A549 .H1299 @ ft A TEPI-2 /& ) F
X 3% F AR S

PR 1R 20 il DNA Jf F 4 R 0 Ab 22, DNA
alifh J5 F AR & U LA 10 pl OBk RIEAT Y4
(5 ul PCR Mix~2 ul 54,2 ul DNA.1 pl ddH,0) , )%
N2 AE TR : 95 °C 10 min, Fifi J5 BA 95 °C 30 s.56 °C
225,58 °C 325,72 °C 30 s Jx . 40 MG . 4 PCR ™
YIAE 2% B IE BE&E IR b gk AT H ik, FHIR A Z 48 Gt
HEIE AR R R BRI T
1.9 b &4 A549.H1299 @ i TFPI-2 J& 3 F
X3 F A AL

ICEE RG108 A Ji5 Y AS49 H1299 41 i , L Hi
L HH BCAVERN B R . f# FH Epiquik H 2%
A3 AR AT LR A K 15 png 4SRN
N E 5 A B s e DNA FIFE S LA, 2 B & 1) il
Bt Ja I SR 5 670, J B R A T 450 nm
WK AL FLI % B (D) . 4i g+ TFPI-2 5
Bl X 38 A R = (A B 20 D B/ BR4H D fED x
100%.
1.10 % & & B8 £ 3 4 W AS49, HI1299 @ fa
TMPRSS4 9 4% F & M

K FH % 3 k554 #4424 (1) pGL4.10-TMPRSS4
Dé I JTURL 23 ) Y 2 A549 FTH1299 41 i o, 3 L
pGLA4.10 56 R AE Jyxt B, 4k 4% 7% 48 ho B 5 1E
IR N R, EWFEE 15 min, F H 56K
J& 9 000xg &0 10 min, B I3 #F 47 TMPRSS4 7%
B M PRI E 25 B DA A O A7 (relative light
units, RLU TR 1HHE A : RLU=% K HUR O 2 i
PR/ N Sl B R BR IRBL
1.11 %its e

B B4 Y BB 3 YRS SRS . SR SPSS 18.0
GUit F A AT . PRI DL E R RN, B
2 8] 2 {0 LR 2 e 56 5 1R 7S 23 AR 1 1E & 50 A
ks TN 5 A IS ) bR U e 6, 22 2H 1)
P LC 3R FH B R 3R T 22 43 A )G AT LSD-eA 56 o
PL P<0.05 5 P<0.01 R/ Z A Gtk 5 o

2 % B

2.1 RG108 4 1 At J& 2m i, 69 38 78 A= i 5 JB) 2 FEL 3% 5
Pt oA

% FH 10.20.40 pmol/L RG108 b3 A549 B H1299
YHHEJE , MTT VA 45 3R (B 1A) B8, RG108 7E —5E

FEFE L3040 B4 4 , o 40 umol/L RG108 A J5 41
it 140 2 A A R B R 5 2 Sl i B2 7 (58+2.35) %
F1C65+1.67)%(H) P<0.05) . it 240 M AAS I 45 5 (P
1B, 1 7~ , RG108 A Ji5 515 3 AS49.H1299 il
SRR, 3= EFRI 9 G1 A S BIAHE £ , A1 40 pmol/
L RG108 4b ¥ A549.H1299 41 il J5 G1.S 31 4 g
(80.81+1.64)% A1 (14.14+£0.97)% + (78.97+2.13)% Al
(19.45+1.17)%(¥) P<0.05) . 141, RG108 9 AEAE 3
AS549 H1299 40 T, HL B RG108 ¥ 5 11438 ,
TR T = (B 1C) , H A 40 pmol/L RG108 Ab 2 17
TR ATA (34.35+2.41)%A11(36.78+3.07) % (3] P<0.05)
22 RGI08 £ % + 8 A549,HI1299 @ 2 ¥ TFPI-2
mRNA Fo & G 69 & &

qPCR Al 45 5 (I 2A) S , A549 5 H1299 4l g
H TFPI-2 mRNA ik 7K~ 84K 5 1 2R F A [F) ik
RG108 4t ¥ 5 , TFPI-2 mRNA 2 32 7K - 32 ¥ 4 5 .
WB 6l 25 5 (& 2B) 1 27 , RG108 AL # 5 v] ¥ 3%
AR N TFPI-2 & A IR IE KT .
2.3 RGI108 B 2 #7#] A549.H1299 %@ fie. J TFPI-2 j3
HF R F AL

MSP LA 25 3 (B 3A) B, AR RG108
AL PR A S 5 BE A 250k 2b TFPI-2 ) H JE A4k, 1y R 3
fLF TFPI-2 B 6 % . b e ik i 45 3R (9 3B) &
7N, AN R FE RG108 A HE J5 , A549 81 H1299 41 il Py
TFPI-2 2 {k 72 B2 35 7 Bt B AR, L 40 pmol/L
RG108 4t P J5 , A549 Al H1299 48 fitl b HY 3 4k 75 JiF
B 0E FRCZH 25 B AR T (44.622.78)% AT (53.4+£3.01)%
(#) P<0.05).

2.4 RG108 47 4] fifi % 2m i, # TMPRSS4 % i&

K F 10,2040 umol/L RG108 4b ¥ A549 F1 H1299
Y 5 , WB R I 45 5 (& 4A) SR, IS Y TMPRSS4 &
HRIEKFBEE RG0S IR FE I G PR . IR
TR SIRRIMZE (B 4B) BoR , 4 RG108 4bH 5 , A549
FTH1299 21 P TMPRSS4 $ 1 3 PR 176 4 5 35 B A (3
P<0.05). DL ISEERZERARIR, RG108 fg A KSR i 553y
PEFI R A RIA /KF L Mi TMPRSS4 &4 .

2.5 ¥ 2K TFPI-2 & i % X TMPRSS4 £ # » %
RG108 3+ A549 A= H1299 4m it & 35 74 4p 4| VF B H 44K
VRS

K H siRNA YL ER TFPI-2 215 Ji5 , i 40 pmol/L
RG108 4bFH 48 h, MMT v £ I 45 2R (] 5A VB 27w, UL
BR TFPI-2 33k J& 1] i 35 4% RG 108 X A549 A1 H1299
A B L AP0 4 F (24) P<0.05) o[]S, qPCR 24611
S50 (K 5C) BoR , Ik TEPI-2 t A8 W 2 1155 RG108 %
TMPRSS4 mRNA FiAFI1EH (P<0.05) . It4h, WB
VERGIN 45 A B R , 9% pcDNA3.0-TMPRSS4 Jii #i i
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21 g A TMPRSS4 25 H IR IA /K23 FTH(E 5D,
AS49 FTH1299 41 f I 172 F ¥ B 2 FF A% (35 P<0.05,

Kl 5E).

DL 45 42~ , RG108 i i TFPI-2/TMPRSS4
AT RS0 A 549 A1 H 1299 41 o ) 36 5 A T

A B
~ 07 - A549 A '
Q 06 pg 2 OFER . : i A549
g 0.5 w; K .
.S - . ’ 3
g 04 I 8 |- - . = AN D
& 03 —g ) o - .‘ e s e e ’
c 02 Z ( '
= 0.1 : :
3 o ' H1299
0 10 20 40 N
RG108 [c,/(wmol-L)] | S e et S e
c Channels (FL3 area-PE-Texas red) -
0 umol/L 10 pmol/L 20 pmol/L 40 pmol/L
“ Wiyt 2% | egeen san | e ron e ‘ 1w 50
, o : 5 < W A549
; 1 ';&"' 1 W . g fﬁ" —_ O HI299 sk
’ ’ oy ’ g |y | AS49 X 40 *%
g g i g i
U A g
* = - . 3 * Y - v -y * Vv - v v 'Y - ,' vy ~£
E N o w . v w W . v w ’ - w » § 20 *
.0 ons [ 1N (RN (EEN MO [=% * *
s ; I & .
- 28 | A | @1 i 210}
R ANTN & A R -t
5 { ) » ! PR ey
“» o j'j‘r’ﬁ‘i\ % e jj"’} laon 0 10 20 40
- e RG108 [c,/(wmol - L1)]

Annexin V-FITC

"P<0.05,7P<0.01 vs 0 pmol/L group
El1 RERE RG108 XF A549 55 H1299 #AAEE5E (A) B EA(B) FUA T (C) RIS
Fig.1 Effects of different concentrations of RG108 on proliferation (A), cell cycle (B) and apoptosis (C) of A549 or H1299 cells

1 RG108 3t A549 5% H1299 40A8 E HARISZME (%)
Tab.1 Effect of RG108 on cell cycle of A549 or H1299 cells (%)

RF108 A549 H1299
(cy/umol L Gl G2 S Gl G2 S
0 59.954+2.12 10.16£1.08 29.9+1.32 56.89+2.05 11.31+0.76 31.80+1.65
10 67.15+0.83 5.38+1.22 27.47+0.72 64.16+1.63 7.47+£0.56 28.37+1.07
20 74.25+1.54 7.48+1.45  1827+0.25  72.79+1.18 6.37+1.04 20.84+1.98
40 80.81+0.89 5.05+0.23 14.144+0.79 78.97+1.76 1.58+0.21 19.45+1.88
F 4.71 3.62 5.71 4.58 6.12 3.92
P <0.05 <0.05 <0.05 <0.05 <0.05 <0.05
A B
< 5 £
A549 - 2
% . ; H129 X RG108 [c,/(umol-L1)] %
q N 0 10 20 40 S
E 3 * _ - .- E
E . TFPI-2 - - &
k) * Actin S S > e
2 1 g
S 3 § o
g LM 020 40 TFPI-Z — HI299 & 0"MTN5 20 40
& Actin A ——— ) 9 10 20 10
s RG108 [c,/(umol-L )] 5 RG108 [c,/(umol-L1)]

"P<0.05,"7P<0.01 vs 0 umol/L group
&2 RG108 xF A549 5% H1299 A+ TFPI-2 mRNA(A) LA K & H (B) RiAHIF M
Fig.2 Effect of RG108 on TFPI-2 mRNA (A) and protein (B) expressions in A549 or H1299 cells
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A RG108 [c,/(umol L] H Hi NSCLC 8 U1 A& o HL il 1 AN 4, vl fe 5 24205 7
T T o T R B BB R RS, YN, RG108
e - D e - AT RASSF1A FE [ & 87 X 38 25 B S84k, 8 1 #4001
JilidiE AS49 4HBREEHE . AT 5K F RG108 AbHE A549,
B H1299 i J5 , i3t — 2P HIE S RG 108 B % 4171l fifi e 41 i
3 s B IR T . A H HE AT RS R BT RG108 B
g % I 7 S A R S ) 8 B e
g 60 n n L I £ R 5K P 1 R 400 g8 1 2
g 30 h TFPI-2 /& — P 22 Z BR 25 (I B 77, |z A7 AE
E o B e ] T KA A AS T, TS5 R TFPI-2 [ 4

55 il TR I A 2R R B S VAR O 5 L aT R I 410 ] R
il £ V5 il 5 22 b Il F) 3 128 T A 4% {1 3B e 400
FT-MVERT . £ T8 20 L 3854 TFPI-2 w2 2% 41

RG108 [c,/(umol L]

"P<0.05 vs 0 umol/L group
&3 RG108 xt4HAE T TFPI-2 /& 5hF X1 R B LR A (A)

FEZEE (B) U ) e 4 B 48 5, 2 W TFPI-2 R] A Ny — B i e 3
Fig.3 Effects of RG108 on methylation status (A) R AN A R SE e BT TR I, RG108 Ak B i
and degree (B) of TFPI-2 promoter region in cells Je 4 0 BE 0% i 12E TFPI-2 2= 128 138 1 00 1) 20 A 384 5, T

K F siRNA 3T Bk TFPI-2 3 i WU £ 98 # RG108 X
3 W@ AS549.H1299 21 i 34 58 #0415 B TFPI-2 2
5577 RG108 i i 422 20 Jifd 1 1 4 /6 A, RG 108 7] g i
NSCLC 2 5 Jr A7 JifiJ 2R Y 1) 80% , S /N Mg 3k TFPT-2 Sk 00 sl il e 490 i m 5 8 i B 19 ity DA S V5

FHEE, oI A M A2 K RS, § B R AR e o AT I, AT 4001 e 4 B A

w

= A549
1 H1299

0.4 - AS549
= H1299

RG108 [cy/(umol-L1)]
0 10 20 40

Actin - - 549

TMPRSSA e s s s
Actin e —

90
60
30

H1299

0 10 20 40
RG108 [c,/(umol-L)]

0770 10 20 40
RG108 [c,/(umol-L)]

Expression of TMPRSS4 protein
)
¥
Luciferase activity (RLU)

"P<0.05 vs 0 umol/L group
4 RG108 %} TMPRSS4 T A %RiA (A) R HEFE R EM(B) 20
Fig.4 Effects of RG108 on TMPRSS4 protein expression (A) and gene transcriptional activity (B)

AR RS I AL SR BUR B R R E R R ERE . BT
gl TFPI-2 £k K BT e 52 T TFPI-2 B2 795 5, TMPRSS4 75 45 e b 2 i 338, T T He4n
THEM SRR . HIEHFFRIESE, fENSCLC g TMPRSS4 F) 33 ] 5 2 300 ) Jie 40 Jifa f) 3 7 5
BF AR TFPL-2 (1) H AL R S R R e B RS IER8 . BhAh, TMPRSS4 2 (A v] A &4 40 i N 7L ik e
ERAIK . RFFF P, ZRGI08 AHfF Itk a0 T, JF 2 20 40 38 7507, ASHIF 55 76 RG108
fl iR TFPI-2 J5 2 F X 30 H e A0 72 B B 35 i . AbEER AS49 . H1299 41 i & 3 TMPRSS4 (1) 3214 7K
RG108 4L H A549 H1299 40 i J= Re e | 4 O3 5l 1 %6 35 PR AIC, 170 % %% pcDNA3.0-TMPRSS4 i K7 )=
A E Al A 3 L PR TFPL-2 Y FF ALK SFHE T R 45 AE - AS49. HI1299 411 g 98 T2 K 0 Bl T B K, 7R
o ARSI —PIESL T TFPI2 g2 5 RG108 % TMPRSS4 5 il 1 K B R B MAAEE Y X R BT
itides AS549H1299 41 jf 14 5 5 8 T (1) PR 45 TMPRSS4 1] 5 HAth K] A0 FLAF FH 0 AH OC 2 e

TMPRSS4 £y —Fh 2 2 AR B 1B, oA 22 i 2 30F T o8 &40 it 349 4, PR bt R F 72 RG108 4 2
AREAMRTEWE, %S 52 MM ERT  AS49.H1299 41 )5 , 3= B0 i i #% TMPRSS4 % ik
T, 0T 40 0 & 40 IG5 R T A0S, 4 TMPRSS4 %6 Sk A 34 400 e 41 L 5 P V6 P o
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siRNA ~ —  Control  TFPI-2 £
s
TEPI2 S - & I—'—l ﬂ
o
Actin s g,
e :
o
siRNA = Control TFPI2
0
c < RG108 [cB/(umol~L")]
19 . - A549
: ) H1299
3 N
8 09t S°
& 9 I\
) A
E 06 o Qﬁb 9$P3’
5 03} Ll :
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"P<0.05 vs 0 umol/L group; “P<0.05 vs Control group or pcDNA3.0 group
A, B: Effect of silencing TFPI-2 on cell proliferation; C: Effect of silencing TFPI-2 on intracellular expression of TMPRSS4; D: The level
of intracellular TMPRSS4 after transfection with pcDNA3.0-TMPRSS4 plasmid; E: Effect of TMPRSS4 overexpression on the apoptosis
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Fig.5 Effects of TFPI-2 silencing or TMPRSS4 overexpression on cell proliferation and apoptosis
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