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ME: B BT ECHENERA T R/N RNA(miR) - 218 - 5p/SRY - box %3¢l
F 5(SOX5 ) X 1 Ji bR 240 Ff g 200 P 385 78 4= 28 A0 b 2 [R] B 3% 1k (EMT) (152 0
Fi3E 5 CAL 27 405 W28 141 CROBLIB R ) L300 MR 4 (15 pmol « L'
ZEOE NS HE) (20 JEPITE + inhibitor NC 41 (15 pwmol - L™ 25,0058 N g + 7%
Yt inhibitor NC Zb31) \ZE.002E NS + miR - 218 — 5p inhibitor 20 (15 pmol « L™' %
DENTEE + 55 Y% miR - 218 - 5p inhibitor £b3) | ZE.OFEN S + miR - 218 - 5p in-
hibitor + si — NC ZH.(15 wmol + L™" ZE.00 3 PG + 4% 4 miR - 218 - 5p inhibitor
Flsi — NC b F) 128 0 ¥ M g + miR - 218 — Sp inhibitor + si — SOX5 #H
(15 wmol - L™" 280 3E N G + JL%% Yt miR - 218 - 5p inhibitor F1 si — SOXS5 4b
) o JHE ¥ 5 R G BEEE SV (qRT — PCR) Al miR - 218 - 5p 5 SOXS
mRNA AN FIKKT 5 5 - SpdE - 2" — AR TE (EdU ) JEA I 200 f 14 58 R
77, Transwell 545 4 A2 2268 7 , 8K 1 BT ER 20 vk A5 T EMT AH G819 4H
MBI, BRI AFREHEATG , 25 B4 550 5% N4 250 3% N g
+ inhibitor NC 41 FIZE.0 3£ PG + miR — 218 - Sp inhibitor 4171 miR - 218 - 5p #f
FF B KAk 1.00 0. 11,276 +0.48 2. 69 +0.50 F11.19 £0. 17, S0X5
mRNA [ 46 X 2 3% /K F 43 3 4 1.00 £ 0.09,0.36 + 0.07.0.35 + 0.05 #l
0.93 0. 18, 5 HAME, GO NERALAY miR - 218 - 5p X Rk KT8 3E
134,S0X5 mRNA FEXJ KB WE T IR (¥ P <0.05) , 25 HAL 50 3% N Bd
20 950 FE TG + inhibitor NC 2\ ZF.0 3 N i + miR — 218 - 5p inhibitor 2, 5F 0>
EPNBE + miR - 218 - 5p inhibitor + si — NC 20 #1550 3 N8 + miR - 218 - 5p in-
hibitor + si — SOX5 £ [t 3 5 R 4> 51 4 (62.76 +8.14)% . (23.58 +2.87)% .
(25.12 +3.64)% (51.29 £9.12) % . (50.76 £8.29) % H1(34.18 +6.83) % , {3
ZEA KAy B R (154,23 = 17.24) , (67.13 + 9.37), (72.81 = 11.28)
(125.36 +18.74) . (118.15 £ 19.80) F1(80.44 = 12. 13) I, E - 455 &E 1 (E -
cadherin) A X} ik K FE 4 H K 1.00 + 0.12,2.62 + 0.43.2.56 + 0.47,
1.47 £0.27 1.51 0. 23 F12.24 £0. 43, # L4555 1 (N - cadherin ) A%t 3235
K44 1.00 £ 0. 11.,0. 41 +£0.08.0.39 £0.06.0.83 £0.17.0.86 +0. 15 F
0.51 + 0.10, ¥ J& & [ ( Vimentin ) £ % 3% 3% /K F 4+ 51 2 1.00 + 0.08,
0.49 £0.07.0.46 +0.09.0. 85 +0.16 .0. 88 0. 17 F10.55 0. 11, 525 (414
Fb, B0 SE N ER AL (B R R 284 E0% N - cadherin 15 Vimentin A% 2 35 7K P
Y0 E K, E - cadherin AHXFRIAACE W2 THE (B P <0.05) , 48 O3
PRI AT 10 DR AN e A3 (228 R EMT, AL T G845 138 miR - 218 - 5p
AT [ 3] SOXS By ZRBA 5,
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Abstract; Objective - 218 - 5p/RY box

transcription factor 5 (SOX5) on the proliferation, invasion and epithelial mesenchymal transformation ( EMT) of oral

To investigate the effects of andrographolide on microRNA ( miR)
squamous cell carcinoma cells. Methods CAL - 27 cells were divided into the following groups: blank group
(conventional culture) , andrographolide group ( treated with 15 pmol + L™ andrographolide ) , andrographolide +
inhibitor NC group ( treated with 15 pumol + L™ andrographolide and transfected with inhibitor NC) , andrographolide +
miR - 218 - 5p inhibitor group ( treated with 15 pmol + L' andrographolide and transfected with miR - 218 - 5p
inhibitor) , andrographolide + miR —218 —5p inhibitor + si — NC group ( treated with 15 wmol + L' andrographolide
and co — transfected with miR —218 —5p inhibitor and si — NC) , and andrographolide + miR —218 —5p inhibitor +
si —SOXS5 group ( treated with 15 pmol + L™ andrographolide and co — transfected with miR —218 — 5p inhibitor and
si —SOXS5). The relative expression levels of miR —218 —5p and SOX5 mRNA were detected by quantitative reverse
transcription polymerase chain reaction (qRT — PCR) , cell proliferation ability was measured using the 5 — ethynyl —
2" — deoxyuridine ( EAU) assay, cell invasion ability was assessed by Transwell assay, and the relative expression levels
of EMT - related proteins were determined by Western blotting. Results  After different treatment periods, the relative
expression levels of miR =218 —5p in blank group, andrographolide group, andrographolide + inhibitor NC group and
andrographolide + miR —218 - 5p inhibitor group were 1.00 +0. 11, 2.76 +0.48, 2.69 +0.50 and 1.19 =0. 17,
respectively ; the relative expression levels of SOX5 mRNA were 1.00 = 0.09, 0.36 +0.07, 0.35 +0.05 and
0.93 £0. 18, respectively. Compared with the blank group, the andrographolide group showed statistically significantly
upregulated miR — 218 — 5p relative expression levels and statistically significantly reduced SOX5 mRNA relative
expression levels (all P <0.05). The proliferation rates in blank group, andrographolide group, andrographolide +
inhibitor NC group, andrographolide + miR —218 —5p inhibitor group, andrographolide + miR —218 —5p inhibitor +
si— NC group and andrographolide + miR - 218 — 5p inhibitor + si — SOX5 group were (62.76 +8.14)% ,
(23.58 £2.87)% , (25.12 +3.64)%, (51.29 £9.12)%, (50.76 + 8.29)% and (34.18 = 6.83)% ,
respectively; the number of invasive cells were (154.23 + 17.24), (67.13 £ 9.37), (72.81 + 11.28),
(125.36 £18.74), (118.15+19.80) and (80.44 +12.13), respectively; the relative expression levels of E —
cadherin were 1. 00 £0. 12, 2. 62 +0.43, 2.56 £0.47, 1.47 £0.27, 1.51 £0. 23 and 2.24 +£0. 43, respectively;
the relative expression levels of N — cadherin were 1.00 = 0.11, 0.41 +0.08, 0.39 +0.06, 0.83 + 0.17,
0.86 £0.15 and 0.51 =+ 0.10, respectively; the relative expression levels of Vimentin were 1.00 + 0.08,
0.49 £0.07, 0.46 £0.09, 0.85 £0. 16, 0.88 £0. 17 and 0. 55 +0. 11, respectively. Compared with blank group,
andrographolide group showed statistically significantly decreased proliferation rate, number of invasive cells and
relative expression levels of N — cadherin and Vimentin, while demonstrating statistically significantly increased relative
expression levels of E — cadherin (all P <0.05). Conclusion Andrographolide inhibits the proliferation, invasion,
and EMT in oral squamous cell carcinoma, potentially through upregulating miR —218 —5p and subsequently targeting
the suppression of SOX5 expression.

Key words: andrographolide ; oral squamous cell carcinoma; proliferation; invade and attack; epithelial mesenchymal

transformation
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SRY - box #:5%[K 7 5(SRY - box transcription factor 5,
SOXS ) Xy 171 i fuf AR 968 20 e 15 5 L f=2 28 70 EMIT 1) 52
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1 ##

gAE N AR HOEC, AR 40 i &
203T, M w2 40 i /2 HSC -4 \CAL -27,SCC -9
FISCC - 15, 390 B _EIRHE AR RHECA IR A

GmEIRA  FOENER, WA B 100 mg, 4
B >98.50% ,4lt5: GN107181 -1,y H 3¢ [# GlpBio
N AT - 8 (cell counting kit —8,CCK —8) (X}
Y FR WA 5 L RS I 45X 50) & Triton X — 100 351
£ \Lipo6000™ # YL i3] i 4% ikl 65 .5 - Sk -
2" — B R T (5 - ethynyl =2’ — deoxyuridine , EAU ) 1
BRI 55 €5 A Transwell /Nas, ¥y R38R AEW)
FORM Ay A7 BR 2 B A 77 5 BRI S A Bl A 10 B AR
SOX5 \E - 5% & H (E - cadherin) | #2255 % 25 H
(N = cadherin) K& [ ( Vimentin ) Hi4A, 34 B 2
Abcam S E| A2

{%28 QuanStudio 6 ZZ Y E £ R Gl ( quantita-
tive reverse transcription polymerase chain reaction,
qRT - PCR) [z )W 1% . Multiskan Sky High [ #r{%, 54
ZE[H Thermo /]2 s Nikon Eclipse TS100 {3 & g i |
Eclipse Ti — SR &G RA0EE , Y0 HAJE AR =i o
2 R
2.1 HpEsR"

#t HOEC \HSC -4 ,CAL -27.SCC -9.SCC - 15
Je 293T AUMLRE 35 T %A 10% Ha 2k i B 3R 5 h ik
A 37 C 5% CO, R FRA P IER Wi ff . BeUeIrik:
A KRB RAF ¥ CAL - 27 4, LLAEFL 5 x 107441
ML FlF 6 FL A, FF 2 80% 41 M W BE J5, 4R 4
Liopfectamie3000%% YL 15t B 5 31755 4%, F§ qRT - PCR
FIHE H R BN (Western blotting, WB ) 346 I 5% e 4%
B QLI i AN T IR 22525
2.2 MRS AESRERE

B s Al QEF IR AL PE) (%
O IENFERAL(1S pmol + L™ 2.0 ERAL I ) | 20003
N + inhibitor NC 41 (15 wmol - L "ZE 0 NS + 5%
Y% inhibitor NC ZbPf) | Z¢.00 3 I fE + miR - 218 - 5p
inhibitor 20 (15 wmol - L' 0 NS + Y4 miR -
218 - 5p inhibitor £bBH)  ZE.0ENES + miR —218 - 5p

inhibitor + si — NC 2 (15 pmol - L "0 N + 4t
¥ YL miR — 218 — 5p inhibitor £ si — NC Zb3# , si — NC
F%)4 5" — GCUAUGACCAACCUAGAGAAATT -3') |
ZEOTE N BE + miR — 218 - 5p inhibitor + si — SOX5 4]
(15 pmol - L' 2205 e + dh#E Y miR - 218 - S5p
inhibitor il si — SOX5 A4b i, si — SOX5 5 H 5" -
UUUCUCUAGGUUGGUCAUAGCTT -3") .,

2.3 qRT -PCR %4l miR -218 —5p F1 SOXS #8
Xt ik sk F!

Fi¢ TRizol 12050 10 W] - H2 AN LS RNA, i B 5%
R &R B RNA e 5% O oAb DNA L, 73 51 L)L U6 Al
GAPDH JNZit{T PCR §1 . FI2 35 EHM
SR A XS R GE Ko 51 HIANT , miR - 218 -
5p: LiiF 5’ = GGCCTTGTGCTTGATCTAACC - 3", T ijif
5" — CCAGTGCAGGGTCCGAGGT - 3’; U6: I Jif
5" — CTCGCTTCGGCAGCACA -3’ , % 5’ - AACGCT-
TCACGAATTTGCGT - 3";SOX5: [JiF 5’ — AACAAG-
CACAGATCCCCATTG -3', T ii# 5’ = ACACCGTAAGT-
GCTCTGGATA -3'"; GAPDH ;. I-3i# 5’ — TTTAACTCTG-
GTAAAGTGGATAT -3’ Fii# 5’ — GGTGGAATCATAT-
TGGAACA -3',

2.4 EYEEESWENMNNRAZHBEERSTER
FEIGF miR - 218 —Sp #1 SOX5 £ &

FH TargetScan B Y W miR - 218 - 5p 5
SOXS Z [AE S AFEAE HAML AL o BTN ) &5 A miR -
218 - 5p G5B SOXS 1 B LA K 572 P 31 v Bed)™
B8 vobE 2 pGL3 TR Hh AL BT A Y A58 A48 B 3 (K
WT/MUT - SOX5, Ffif5H4i0if (3 x10°) $:54 F 24 L
M, 0 EE G 2 mimics NC il miR - 218 —5p mimics
t,48 b J ARG A0 Hh 8 O FR W 1
2.5 CCK -8 ILIG%#iM CAL - 27 A7
L

WO F X B0 K CAL =27 4, LA%EAL 1 x
L0* AL HERR T 96 LA H: 37, 43511 05,10 15,20
F125 pmol + L™ [ %50 ¥ N BR AL B CAL - 27 4 i
48 hj5, /| CCK -8 i G b ¥ CAL -27 4iffd 1 h, i
FEEAR SRS U G 2 AL, TR AR AT =
2.6 WB i%#ill SOX5 K EMT 48 % & B3 Rk
K

HeAb PR 20 M55 2 400 WL LI 4R A
HE, MU UK B BE L BT, I A —$T ( Vimentin |
SOX5 .E - cadherin fil N — cadherin,1:1 000) , 7 4 C
TR R YRS, AR R A =41 (125 000) ,
RIFE 1 h, IHUEE B 6, ] Image J AT 4000 K
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FES T
2.7 EdU L% 4Rt sEss

MM AAEFL 1 x 10° 250 T 96 LR, I BE 5 , #%
WU 1L B AL A EdU ¥ (A Hk B 25
pmol « L") 37 CHFHE 2 h, YkMi/5H 40 ¢ - L' £ R
PP S 2 30 [ 52 40 10 min, 3 ¥EJS A 5 mL + L™
Triton X — 100, G E 10 min, FEEG 4,6 - ik
F -2 - ZRELM|E (47,6 — Diamidino — 2 — Phenylin-
dole , DAPT) YL 4 {2 , 7250 WAl T , X B AL B T
EdU FHPEZ M5
2.8 Transwell EI6 %O AREZEEEH"

1 x10° - mL ™" A BT E 200 L A E 4
AP EE RN Transwell |38, 3555 24 h J5 LBR G
L, 2l e TS = IR T, 7R AR R
TR R 2 A R
3 ZitEaE

JH SPSS 25. 0 ¥ AF #4748 3t 40 e IR R L
x x5, A A S AEAS ¢« K50 .

# R

1 miR-218 -5p #1 SOX5 ZA OB LEAKRSENO
e e A 2 i 22 200 L P B9 4B 3 SRR UK R

25 A AL AU AN ST ] Ak B, 5000 32 P 1 4L 40 M
15 pmol « L' ZE0ME N ERAL ], 2503 N S + inhibitor
NC 1AM 15 pmol + L™ 2.0 3 A TG A% Y4 inhibi-
tor NC 40P, Z5.0 B P + miR - 218 - 5p inhibitor £
AHF 15 mol + L' 20038 P iR A% Y miR - 218 -
5p inhibitor XbFE, 2503 NS + miR - 218 - Sp inhibi-
tor +si - NC {40 g A 15 pmol - L 250 35 P g A At
FEYL miR —218 — 5p inhibitor £ si — NC ZbBH, 5.0 3%
IS + miR — 218 - 5p inhibitor + si — SOX5 4 4 fifi /i
15 wmol + L™" %05 3% P i A H 5% ¢ miR - 218 - 5p
inhibitorfil si — SOX5 4bFE

HOEC \HSC -4, CAL - 27 .SCC -9 f1 SCC - 15
M miR - 218 - 5p A0 X} & ik K F 43 5 K
1.00 £0.10.0. 62 0. 12.,0. 27 +0. 04 0. 45 +0. 07 F
0.38 + 0.06, SOX5 mRNA #H X} & ik 7K F 4 5
1.00 0. 08 .1.79 +0.21 3. 87 +0.46 2. 91 +0.39 Fl
3.12 £0.42, 5 HOEC 4 g #f kb, miR - 218 - 5p 7E
HSC -4 ,CAL -27 .SCC -9 F1 SCC - 15 4l fitg v iy A %F
Feik K15 5 B A, SOX5 mRNA 7 HSC -4 CAL
-27 .SCC -9 F1 SCC - 15 Z1 ity v iy A X 22 1k 7K -3
WFEJhE ($ P <0.001); CAL - 27 41 g Y

miR —218 = 5pH1 SOX5 mRNA %t 35 ik /K 22 H 5 i
= WSS, CAL =27 447525
2 miR -218 -5p 5 SOXS5 #l[5 % &K IAHT

F TargetScan (4 22 100 B 4M7 45, & 3 miR -
218 —5p 5 SOX5 Z [Alf£7E B AMEC XS 7 5], #1125 B4l
W] ,S0X5 J& miR - 218 - 5p Ay fe e #E i, W IR 1,
mimics NC I miR -218 —5p mimics 5 WT - SOX5 &
Uy ud ot 2RO AH XTI M 1,00 = 0.11 AN
0.57 £0. 08,55 Mut — SOX5 HAEYL {5 K BEAHXHE
PEA1.00 0. 10 F10. 98 £0. 12, 5 mimics NC AL,
WT —SOX5 5 miR - 218 - 5p mimics FLHE Y}, 9556
RS M B E PR (P <0.001 ), [fif Mut — SOX5 5
miR - 218 — 5p mimics L5 YL, 28 B E PETE S8
e LR TG #E L (P >0.05), mimics NC Fl
miR —218 - 5p mimics [ miR - 218 - 5p FH X F k7K
SEAY R 1,00 £0. 09 F1 3. 21 +0. 62,S0X5 mRNA ¥
AN 35K 43 3124 1..00 0. 11 F10. 28 +0. 05,S0X5
AR K4 1.00 £0. 12 F10. 34 +0.06, 5
mimics NC Ak, miR - 218 - 5p mimics ) miR — 218 —
S5p AHXTFIRKF- 2 T 5, SOXS mRNA FlEE AR XS &
RIKF- R IR (4P <0.001)

SOX5 3'UTR 5'...UCCUUACCAGUGGCCAAGCACAU... 3'

hsa-miR-218-5p UGUACCAAUCUAGUUCGUGUU 5

1 miR -218 -5p 5 SOX5 [ [ 2
Figure 1
SOX5

Targeting relationship between miR - 218 — 5p and

3 FOEMESEEHE miR - 218 - 5p #)l§] SOX5
mRNA f1E B FRIE

0.5.10.15.20 F125 pmol » L™ ¥ 2500 38 PN g Ab
P CAL -27 4fijfd 48 h J5 , CAL - 27 4HeA73E 55051k
(99.56 +6.85)% . (91.39 +7.08)% . (74.61 +7.52)% .
(54.78 +7.47) % (46.23 +6.62)% F1(41.87 +5.08)% ,
BN e BF (half — maximal inhibitory concentration
ICs)) Jy 18.71 pmol - L', A, ¥4 15 wmol - L'
M2 N BRI TR 225580 . 5 AL, 280 3%
WRRZH Y miR - 218 — 5p AHXF R IB K 8% T+,
SOXS mRNA Fl & [ A XF & 35 7K 7 24 1 25 B AR (1
P <0.001); 52800 3% N BE AL AH L, 280 S N TR +
inhibitor NC 411 miR - 218 —5p % SOX5 mRNA f1%&
FAEX RIBAKPTESE T L 22 R B TG 2 (3
P>0.05) ; 52503 g + inhibitor NC 4140 He, 250
FE Mg + miR —218 - 5p inhibitor 41 miR - 218 - 5p
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AR BRI 2 A, SOXS mRNA HI H AR X 3%
B T (3 P <0.001) o S55R I 1,
4 FOEREREIIEE miR - 218 - 5p/SOXS %
Wie) O Bz K 2 AR R OSB3R (R R e L R 1B e 1

52 HAAAEL, 50 3 N TR 4 A A I S AR AR

si — NC ZHAHE, Z 0 FE WS + miR — 218 — 5p inhibitor
+si — SOX5 2H F 40 it 35 7 >R 4= 28140 . N - cadherin
Je Vimentin £ FIAHXT R 5K P2 B EFEAL, E - cad-
herin 2 [ FH X 2 35 7K F 2.3 T (1 P < 0.001),
L2 MK 2,

2B N — cadherin M Vimentin 85 [ #H %} 7% ik 7K
0 F KL E — cadherin 25 AN FRGA K & THE

(4 P <0.001) 3 550N RS L, 5 D IE P G + o710
inhibitor NC ZH () 4 fl 3t &R 228 %4 .E - cadherin . it 00 kD
N — cadherin F1 Vimentin & [ A1 X 2% 34 7K SE ¥ 7E 21

2 FEFTGIEE (P P>0.05) ; 520N S Vimentin 54kDa
+inhibitor NC AR [E, %70 3 A R + miR - 218 - 5p - o

inhibitor ZH [1%) 20 Jf 38 58 &R 1228 %0 N - cadherin

Vimentin & [ A% 3214 7K F- 45 5 2 F} 25 E — cadherin 2 PR BT A T A2 A0 e EMIT A DG 28R (A X 3%

. - e o KA
BRI R IE KT B ERRAL (3 P <0.001) 3 550 =
FUS K IR )i SFL Figure 2 The relative expression levels of EMT - related pro-

YEWNTE + miR - 218 - 5p inhibitor ZHAH FG , 5.0 3 N g
+miR —218 - 5p inhibitor + si — NC £ 1% 41 Jitd 18 5 K |
122848 .E — cadherin \N — cadherin 1 Vimentin & [
AHXS B PITES 7 B2 R BTG (2
P>0.05); 520 NS + miR — 218 - 5p inhibitor +

teins in cells from each group were detected by Western blotting

A :Blank group; B: Andrographolide group; C: Andrographolide + inhibitor
NC group; D: Andrographolide + miR — 218 - 5p inhibitor group; E: An-
drographolide + miR — 218 - 5p inhibitor + si — NC; F: Andrographolide +
miR =218 - 5p inhibitor + si — SOXS.

F1 HAMMEH miR -218 - 5p Jz SOX5 mRNA FI FIAHXTFik K19 b3 (x = 5)
Table 1 Comparison of the relative expression levels of miR =218 —5p, SOX5 mRNA and SOXS5 protein in different groups(x £s)

Group n miR - 218 - 5p SOX5 mRNA SOX5 protein
Blank 8 1.00 +0. 11 1.00 =0. 09 1.00 £0. 15
Andrographolide 8 2.76£0.48* * * 0.36 £0.07** * 0.41+0.08* **
Andrographolide + inhibitor NC 8 2.69 £0. 50 0.35 0. 05 0.43 0. 09
Andrographolide + miR —218 - 5p inhibitor 8 1.19 £0. 17## 0.93 0. 18" 0.87 +0. 16"

Blank group:; Normal culture; Andrographolide group: Treatment with 15 pmol + L~! andrographolide; Andrographolide + inhibitor NC group: Co — treatment
with 15 wmol + L~" andrographolide and inhibitor NC; Andrographolide + miR —218 —5p inhibitor group: Co — treatment with 15 wmol + L =" andrographolide
and miR - 218 - 5p inhibitor; Compared with blank group, * * * P <0. 001 ; Compared with andrographolide + inhibitor NC group , *#P <0. 001.

K2 HUAMMRE IR (R8T K bR AL (epithelial — mesenchymal transition, EMT ) AHIGHE A 8K (9 FLAZ (v £ 5)
Table 2 Comparison of cell proliferation rates, invasion capabilities and relative expression levels of epithelial — mesenchymal transition

(EMT) - related proteins in each group(x +s)

Rate of increase  Invasion number

Group E - cadherin N - cadherin Vimentin
(%) (pes)

Blank 8 62.76 +8.14 154.23 +17.24 1.00 £0. 12 1.00 £0. 11 1.00 =0. 08
Andrographolide 8 23.58+2.87*** 67.13£9.37*** 2.62+0.43"** 0.41+0.08**" 0.49+0.07"**
Andrographolide + inhibitor NC 8 25.12+3.64 72.81 £11.28 2.56 £0.47 0.39 £0. 06 0.46 £0. 09
Andrographolide + miR —218 —5p inhibitor 8 51.29 +9. 127 125.36 +18. 74"  1.47 £0. 27" 0.83 =0. 17" 0.85 £0. 16™*
Andrographolide + miR =218 —5p inhibitor +si — NC 8 50.76 +8.29 118.15 +19. 80 1.51+£0.23 0.86 +0. 15 0.88 £0. 17
Andrographolide +miR —218 —5p inhibitor +si —~SOX5 8  34.18 +6.83244 80.44 £12. 13444 2,24 +0.43%2%4  0.51 £0. 10222 0.55 0. 112442

Andrographolide + miR —218 —5p inhibitor + si — NC: Co — treatment of 15 wmol + L. =" andrographolide and co — transfection with miR - 218 - 5p inhibitor
and si — NC; Andrographolide + miR =218 —5p inhibitor + si — SOX5; Co — treatment of 15 pmol + L=! andrographolide and co — transfection with miR —218
— 5p inhibitor and si — SOX5 ; Compared with blank group, * * * P <0. 001 ; Compared with andrographolide + inhibitor NC group, ** P < 0. 001 ; Compared with
andrographolide + miR —218 —5p inhibitor + si — NC group, ©“% P <0. 001.
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