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i T TS ALIC S UBH X Lewis i 53 Y52
/I BRI S NI AR IR A% TR 1 52 Wi

IR, REAE, FEA, PEW, Hmk'S

LM EZ RS IR ERE, 7 ARE)MNTHPLIZE 165, 510405; 2. ) M A B 25 K58 — I IR B= 24 Bt

[(HE] BH WA HEMREAE TR ERBAERIE . Tk ME Lewis BB R DR, FHEL
S H AR 3t BB | WAL . IR AA+ B AR A S BRI+ B R S H M A 12 R, SRR T
FRI4K, £HFH0R, H3K. HTXR. H10K., % 14 XM ZTHBAIKR, FNBAREKFNL, H15KGR
DR BARALR, RBUER TR Rsa4 . R4+ B S A ZAN R, B LR INLK, KA
AR BB AR A M LB SRR M AEAE B (miIRNA) Rk 27, HlBd T mHy oM. AU
B8F £ AT . miRNA-¥e 2k B R 3% W & 5 ATIR 70 506 34 AL ey B EAE M AALH) . R 52 aF 32k € 8 PCR A& it
TG 4822 F miRNA-615-3p %9 & ik, #]JA Kaplan-Meier plotter (kmplot. com) # 4% & £ #7 miRNA-615-3p 5 A & &
A GH AR, R OSEMARALE, MAAEFE 10K, N4s+5E A ARA T A RIR 40+ 534 5
FMBAFTR, H 10K, % 14 XA BARHA R LD (P<0.053% P<0.01); LIRsazarbix, IR4h+H 4
LEARF] LA BN Ah+ S5 I B F T 10K, 5§ 14 RMBARYIA R %D (P<0.05), miRNA & ik # %,
DM A, RETIRLLE miRNA 69 FGA A I 2 2 %, AR 20 5 sa40 2 8] £ A7 21 /A~ £ 57 & 3& 69 miRNA,
AEAD 3T BB L5 )R Ao+ 5 A2 & AL Z 08 2R 50 /S £ S+ A GA 69 miRNA, R4 5040+ B4 & 242
B 3EA 6/ £ R XM mIRNA, AHARE ESIEN, £2FEEMmRNA T RAL5RES mpigE. o1,
ArE S AWM E DAL 5B, miRNA-Je A R MA R T T AR Fe R AT 2009 L B, LBk a4 SAkiE
%695 AR AR X miRNA Z R B, 7R A EAAFFRANIZIE AL 69 miRNA, 5 AR A B 4L YL AR | IR 48 40 BOIR 46+ 3
Jili #8252 ) 2 4898 R 48 22 F miRNA-615-3p é9 48t X 29 2 T % (P<<0.053 P<<0.01), miRNA-615-3p#9
FERFEMEBEGEAFZAAE (P<0.05). Z5i®  IR4AATRA 5 M4 4 JU T A 8304 Lewis M & It 75
¥ah, EAriEaR5AY A miRNA, 452 FHAmiRNA-615-3p ey KA A %,
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PP IR R GA | ARSI . Ak R A O I
WEIIEH, JFEZF MRS 2 i ki
FEAER 7 AU i E o X B 7 25 BRI
TRYT IR TR FR A I3 AT T R W SN A AT
FWI 25 SR IE J7 AT REXT miRNA HEATIH Y, (A%
HE—LAFFEUESE ™, ARG B AR ST IR & 25 il
RS AN Lewis Ml 1957 250 S 6 il 3R A MIMA miRN A
FISEIA ,  DASREE TR M B 25 I T2 LA 7 il 1)
YEFAMLAL, AT A LI R PP (I S 36 TE I . AAIT
FOMA M B2 RS e B 51 S o A it
e, 5 20200510002,

1 ##

1.1 ZhhFetmie

SPF i CSTBL/6) /N 70 K, W H T HRA
SRS oLy, AP TIES S SCXK (J8)
2018-0002, zh#)49~62 H%, RFiH 16~22 ¢ HA
RS0 b (AR I S AN M 1 300 P 5 4R I 119 £20%
B A /N B 1) 35 T 2500 20~26 °C . A 40%~
70% . &I 12 h/12 h BRGSO =15
W, JFHBEE, A RRALREK.

/INER Lewis i 20 B 0 1 a0 1 98 A6 e BHEL
FBRAF, BT DMEM B #3, 5% —H bk,
37 CHIE T .

1.2 %4

T AR AL 1 M e s 24 R A 5 — s B e
(A= P24t 5 20200401) , R S8 | Kb R4 |
MR, ARG WiDLRE, kR R TS
1.3 =25 5E

AR T4 (DDP) (k%5 : 9M0646B02, FF
EHZ5AFRAF ) ; Dulbecco’s modified Eagle’s me-
dium (DMEM) ¥33%3 (b5 : 8120013, Gibceo);
GAIMTE (5. 7-3401-A, FRAYRHLAF);
miRcute miRNA $#& 053 20 & (L5 DP501),
miRcute 54 78 % miRNA ¢DNA %5 — 4% & ik 7 &
(£S5 . KR211), miRcute 58 % miRNA 9¢ )6 E &
Kl & (S . FPa11), dbat KAR A LR
AIRAF,; HHE. #HRL ({5 : PB180120,
I Procell A ] ) o

FEAASUFE MR R (S . Thermo
3111) . st (445 NanoDrop2000)
SCHF PG PCR (A5 QuantStudio 3), 32 [H
ThermoFisher Scientific 23 &) ;5 40 A shi 8L (Y
51 TC20, FE[E Bio-rad A F]); syl w4 (3

7 ¢ HiSeqTM 2500, 3£ [ Mlumina A H)); A¥455
Bri (#45 . 2200 TapeStation, JE[E Agilent Tech-
nologies /A H); TorZ—HFRF (B4 BS223S,
TERWR A A RAR); Bz —mTFRF
[#155 TP1102, PHERALHES (dbnt) ABRAWE ]
UATAHES (K15, ESCO, FmykESCO); Hh
EEKE (8% . HVE-50, HZK HIRAYAMA 2
A]); —80 ‘CHIILIRIKAR (B15: DW-86L726), /K
NFED) s BRI HL(Universal 32R, 75 [ Hettich) .
2 FHik

2.1 BEAVH &

Lewis [ifi 5 4 M AZ AQHE 95 22— B, Wioak i
TR B KT Lewis g 4m i, FH A= #RER ZKOB: 21
Ji e J3E £ 3 5. 0x107/ml, B 10 H C57BL/6J /) i
A O 83 e 1 B Lewis Il ga 402 0. 2 ml, il 45 A%
farJiE /NEL o R R/ B R A K B 1~1. 5 em’ BT
WBE/INERIERI B MR 2, B HIBASAEER.
HEFEZ 100 U/ml A AEBRER K b o S0 155 e o il 285 4
HAVRIIRSEL LY, WU A K IR 2, RS A S)
WIrFE MR i (o) SAHEHK (m) 1: 4 HBA)
] SR A LR R S 1 e 2 AR R I
HAr 60 H C57BL/6) /NRATMIME 85 K R o B Had sk
INEUIRAS, HEFh G 5~9 Ktz /NEREERIIRAL, ani
IR B Sk g 85 R AT WA AT . 60 HUN
BRI EB N, KRUEIRAET> 150 mm®, I8 1K
<50 mm® BRI ZE W /N, B 48 L far s/
R Ry =Eoao .18
2.2 HMELEHRELE

5 I HIEE AL 24557 44 BN A shig ik AT
BN H ERGR R 7.2 g/kg/d 1, 0.5 54
RO R 3.6 - (kgrd) ™o KRN EES ALTRRF A A
Iy RIFRELA. 4 ¢} 2.2 ¢, HRAEF KL E AT 220 mg/ml
J 110 mg/ml (1455 . ARG 520 25 Itk 4h 25 T
2.3 o5 T E

HE 1AL T 1) 48 H/IN R4 SRR AR IR L I
B . A+ g i S 25 IR A L 0 + 2 il i 4%
A, T ZRENLE GRIE RN /N R
172, a0 12)2, BE4 DR, RIEHEZ/N
RBEVL A EC B4 ) AT d, BA 12 5, 25 hifi
B AL R HIVE E 52y, S 25IRBUN K 0. 33 ml-
20¢" (7.2 glkg+d), BH2WK, %L 14 K; DDP
FKHMEBREENSZ, BRI 0.2 ml-20 ¢
(6 mg/kg-d), TSEHRES 1 KA 8 Kornlzash , 22k,
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2.4 BB AKRE ALK

THAFEOR (FHYR) . IR, HBTX.
B10K . 55 14 KI5 A5 AL/ BRUM R R KAz
TR AT
2.5 miRNA M 5 AR & 45 B 5 57

T 15 RO IR . R 2 LA R A+
fa gl g RRIE AT Y , SR R4 AL
FIEAL) /NI E i 54T miRNA U7 5087 42
BN BRI A A9 miRNA, i Agilent 2200 429 43
FHCPEAL RNA 52 8k . AR ERVE R, AR HE
i RNA 75 =200 ng, FEAHKE =1 ng/pl, HEHL
FEA Y B RNA S04l 10 )5 (19 sSRNA B, Jofm i d% 3
Ui A5 B4 Sk, ROEE SR L cDNA, FREEFT PCR Y™
W, RS DI RN E 0 R BSOS T . miRNA
4 2% 15 1% H0 05 FH Tlumina HiSeq™ 2500 - £ 1] ¢ 3K
1%, WP TAEZHEBU A YR A PR B 58 .

i =440 M (PCA) & A [a] -+ Hi 20 1)
miRNA Fk Bl /31 . DESeq2 0 T 24 5% miRNA
O3H, B2 A% R [log2 (FoldChange) | F4 1
BOE N 1S K [-loglo (Qvalue) | Y1
EE N 1.3, i AN A T B2 0 1 22 5 miRNA .
725 57 3K ) miRNA 8 3L [ i TargetScan., miRDB,
miRTarBase DA & miRWalk #4770, DA miRTarBase
T 25 5 5 % [A]BF8E miRDB ., miRWalk, TargetScan
AN ERAE T I A SRR R miRNA B e RS A
221 miRNA-$E L PR 45 I 2% o 05 1 o I 56 R 3
Tt R 5 B4 F R4 45 (Kyoto encyclopedia
of genes and genomes, KEGG) A4y % & % 70 Hr
FHER AR (Gene Ontology, GO) IIHEE T,
2.6 SRRSO F PCR AW Y% 4L 28 % mmu-miR-
615-3p # Kk £ 57

T 15 KNI AL L VRALL LA KA + 25
it EBC 22 v 79 ek 2L A% AL 5 3 /)N BRIBOIR A 4 4Lk
17 miRNA 23k 2 55001 . mmu-miR-615-3p 5| ¥ ¥
Gt AEY TR (1) BhAaRAR S (miR-
615-3p, 1EM: ACACTCCAGCTGGGTCCGAGCCTG-
GGTCTC, 30 bp, JZ [ : TGGTGTCGTGGAGTCG,
16 bp; WZ KA U6, 1EIM: CTCGCTTCGGCAGC-
ACATATACT, 23 bp, JIil: ACGCTTCACGAATT-
TGCGTGTC, 22 bp). KH miRcute miRNA #2153
B A PN M RNA, e BR300 & 16 Il e e
32N H RNA I 430006 B THIU E 44 i RNA Y
JE R AEEE, RNAFE ST A -80 CUKAE TR FE. R
JH miRcute 458 7 miRNA ¢DNA 5 —4% & il 5 &

A2 )8 miRNA X1 ) cDNA 55— o >R H] miRcute 3
58 T miRNA 28 f A a0 @ 1T miRNA 29
SE A, AEYE: 95 °C, 15 ming EAEMKENE Hix
miRNA: 94 °C20s, 63 °C30sec, 72 °C 34 sec, it
573 ; PCRAGH PRI AL : 94 °C, 20 sec, 40
TE¥; Bk, FEMH. 60 °C 34 sec, 407, 7E
RN ZEHGE , B E qtPCR A4 3 i 2 Fngs g ith £
W AE B AR B R 2015 5 Cofl, T 27 M X &
SRR T O R B AREE D AR XS 38K
2.7 #| A Kaplan-Meier plotter (kmplot. com) #k#%
JE o miRNA-615-3p 5 % ¥ A A6 X &

F| H Kaplan-Meier plotter (kmplot. com) %5 4}
JE, PAmiR-615 1Rkt A, LS A
(overall survival, OS) hy [A 2% & 43 # fili 6 2 21
miR-615-3p KL SMlifE B H EAN LR, HEHRNA
(gene) R A miR-615, Fikig (expression)
T B [ 2R 5> e AR ABTE (Auto select best cut-
off), E4F (survival) TIBEHE 0S, FHFERA! (pa-
thology) AR YK 6 6 Jili % 9 . Wil o, 43 i vk
(analysis) HilEFE Cox Z FH FE [FIH 53T .
2.8 HitFFik

& H PSS 22. 0 FEAT S o M, R IRAR AR
miR-615-3p YAHXS ik i AR +hiifE 22 (x2s) %
N, MR 225087 (One-way ANOVA) Hi 55
2 ) RS, M5 UEFT Dunnett’s 2 LK 56
K A4S L 4 S AR RN R AL (25 5% miR-615-3p
2235 5 R A7 B AH M 20 R Y Cox Z2 R R 1A 43
Bro P<<0.05 2R HAGIH 2R

3 BR

3.1 B0 AT BRI

25 LR/ UM R B SR 22 S A G2
(P<<0.05). R 175, SEAIX A [A] )] b4
I LR 56 10 K . U + 25 i 1 48 A0 5] ek 2 DA
F+is B ELEE m A 7 K BB 10K . 45 14 KA
JEARFRI R B 45 /N (P<<0. 058K P<<0.01); 54
2 R [8) L5, R + 2 il 0 285 10 391 o 20 LA
B+ 25 B B2 e R LA 10 K L 5 14 K g (AR
K0 W45/ (P<0.05) . 271 46 Il 5 25 % ) 5
o AR A i R T A 8K
3.2 miRNA Rk Mmoo 4& R

Bl 1R, AL REZ | A0 L5 R + 25 il 6
48 R A A5 R B bl X ok 345, 4R 3 FB
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Table 1  Comparison of tumor volume of mice in each group at different time points (mm®, ¥+s)
45 LR EHIPN Hi3 K ETNPN 10K ESVER
TR Xof B 12 97.2+27.1  317.3+72.4 1033, 7+483. 3 1744. 12400. 4 3042. 3+858. 5
JEEAZH 12 100. 4+26.4  261.2+141.9 541.7+354. 6 782. 0+728. 5" 1329. 2+1346. 3
B+ 35 Tl 55235 A1 591 e 2 12 107. 1£32. 1 221.8+122.3 423.9+116. 0 408.4+167. 8" 647. 8+389. 0
MU+ o s 2 v 70 k281 12 92.4+27.7  258.9+51.0 257. 5+165. 6" 323.9+134. 1" ¢ 470. 0+229. 2" )

e oa) SEEIGIRAIE:, P<<0.05; b) SERNEAILE, P<0.01; ¢) S4A41LE , P<<0.05.

AN () T RS il X Lewis filifi /s BRA M6 i) 22 3
A T ORRI R
3.3 miRNA #) £+ KA AT 4R

PERERUS BEZH | UEAZH LA KWUEA + 2 il B 45 5
70 e 2 2Z [B] PP FEEAT miRNA 19 22 5 3838 70 17 o
SRR, WA 5 RE AR th g, AT 21
225 AR E miRNA, 4245 134 miRNA - (mmu-miR-
98-5p. mmu-miR-467e-5p, mmu-miR-7653-5p. mmu-
miR-9769-3p. mmu-miR-193b-5p. mmu-miR-672-5p .
mmu-miR-204-3p, mmu-miR-344d-3p, mmu-miR-365-
1-5p. mmu-miR-3473h-5p, mmu-miR-7213-5p, mmu-
miR-363-5p.mmu-miR-541-5p) F&ik FIFI8 P miRNA
(mmu-miR-3969, mmu-miR-130a-3p, mmu-miR-1971,
mmu-miR-324-5p ., mmu-miR-425-5p, mmu-miR-361-
5p.mmu-miR-6970-5p., mmu-miR-3102-3p) ik

VA5 U+ 2 i ARG oo 7R i S R o IR A LA
A 50 A miRNA 22 57 %05, A 4% 36 1~ miRNA
(mmu-miR-142a-3p, mmu-miR-3473h-5p, mmu-miR-
9769-3p. mmu-miR-1968-3p. mmu-miR-144-3p, mmu-
miR-3061-3p, mmu-miR-193b-3p, mmu-miR-144-5p,
mmu-miR-374¢-5p. mmu-miR-499-5p. mmu-miR-5123,
mmu-miR-3473-3p, mmu-miR-8118, mmu-miR-363-3p.
mmu-miR-363-5p, mmu-miR-200-5p, mmu-miR-1895,
mmu-miR-6897-5p, mmu-let-7d-5p. mmu-let-7a-5p .
mmu-let-7¢-5p. mmu-miR-7683-5p., mmu-let-7f-5p .
mmu-miR-98-5p, mmu-miR-26b-5p. mmu-miR-106a-
S5p. mmu-miR-193b-5p, mmu-miR-3474, mmu-miR-
3444-3p, mmu-miR-467e-5p, mmu-miR-3473b, mmu-
miR-467e-3p, mmu-miR-204-3p, mmu-miR-467¢-5p.
mmu-miR-669m-5p, mmu-miR-466m-5p) ik I,

20

JiEriZE 1
L]

@}
JIFE12H2

= W43
< BRI L Y
Ko
=
H
I G+ S s 4% v ) L1
& RO 2 P
10 RRLXTIR L3
NG+ i il 2 v ) 2412
NG+ 2 il 4% g 1) 23
-20 . . T
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Figure 1  Principal component analysis results of microRNA expression profiles in the model control group,

cisplatin group, and cisplatin + YSP high-dose group



+ 2036 - ‘? B A & 2024 4F 10 A% 65 565 19 B Journal of Traditional Chinese Medicine, 2024, Vol. 65,No. 19

14 > miRNA (mmu-miR-146b-5p. mmu-miR-1943-
3p.mmu-miR-3102-3p . mmu-miR-7655-3p . mmu-miR-
877-3p. mmu-miR-5104, mmu-miR-1943-5p. mmu-
miR-615-3p, mmu-miR-6933-5p, mmu-miR-10b-5p.
mmu-miR-425-5p, mmu-miR-669h-5p, mmu-miR-
3102-3p.2-3p. mmu-miR-6970-5p) ik ¥ ; i
B+ 35 IS MR A S A L e, 36 6422
SERIRM miRNA, A5 44> miRNA (mmu-miR-106a-
5p. mmu-miR-466i-5p, mmu-miR-5099, mmu-miR-
3470a) ik i, 2 miRNA (mmu-miR-615-3p .
mmu-miR-455-5p) ik T,
3.4 AUk EHIER
3.4.1 KEGG#B#'g &4 4 KEGGH M E L1
T 1T 30 4% miRNA $ESEPH 5 3% & SR M5 il . 25
Ros, SWENAL g, T+ 35 i s e 75 a4l
PE 1) 22 5 miRNA $EJL R i 38 s 4R 7 14 2% 5 il
FHOC I B, AHE RIG-TAEZ AR (5 3@ % . Wt fi
S RRRE Y SRR . TR E R 2K
55 . A5 7R AC 538 B% . MAPK {5 53 % |
Th17 20504k . B ACIE B . AGE-RAGE 5%
W . cGMP-PKG {5538 1% . Apelin il i . 5 5E AH
& PD-L1 335 1 PD-1 K £ »5008 B% . 1L/ 3% fb
B . JRRRE T % B 1 SR VA T

SRR L, A ZH 1 1T A miRNA #3E [R]
B2 AR 10 45 5 Ml AH DG 3E %, AR IE /N
L A DG B . B A DGR E . TCF-B R
W . mTOR {55l % . Ras{5 5 @M. W55
TE L JERAE TP R AR SR A DG % . Hippo {5 5
B% . cAMP {5 Sl % . Hippo {55 @& . H 4k, I
FHZ T B miRNA S R I 1 25 & SR 7 T IR
L AN . S5 B . SEICHI NI . B A
5P EAE 25 VAR DG Y SE i L

SRR BT b, A + 25 Al il 2 v 75 4
A7 1Y miRNA 5L DR I 35 o A 7E 13 4% 55 g AH O
(38 6 b, AL FE A bR AR 3R OME O Y A
mTOR i % . Hippo i [ . Wntili % . JAK-STAT i
P& . cAMP i@ %, MicroRNAs 15 i % . MAPK {5
53 B AR /DN 2 i R PP R B S R 4 A %
Ras {5 5l % . Hedgehog {55 i . HIF-11{5 % il
B AT T A etk AE s . DAk, s+
T i FBC 4G e 7R 2EL 9 9 A miRINA B3 PR W 3 e
RAEIENRE . ATS BRI . LR . TR .
JRANME . E . AR . A5 E . B AN
O FiIEEAE 25 VI AH OC A 38 % I

SRR IR LB, TR A KU + 25 i Bl 4
v 77 5 20 e [ 98 Y 5 R A OC AYJE A 10 4%
AL A5 AE /I 20 A e A SR B R0 R 3 4 A O 38
TCF-B 5 5 . mTOR{5 Z i M . Ras{5 518 %
Wt {5538 6 e A 1 R BEE % . Hippo {5
I cAMP{E S A Hippo {5 58 #% . A+
it IS v ) 2 A e e AT ) 5 M A G 1
A 7%, {45 JAK-STAT i@ #% . MicroRNAs ¥ 75l
% . MAPK {5 53 . 98 0 v A B S5 o) 45 g
Hedgehog 15 518 i . HIF-1 155 18 &A1 57+ 40 i
ZRETERY TR I .
3.4.2 GOAEMIARE KoM ZAFRIBMmIRNA
LN BEAT GO B s b, A& B FREHT 10
APt AR, i o LA S e T IfE . SRR,
IGUEF 25 MG + i i HAC 23S v 77 ek 4L 18] A9 22 5% miRNA
ML 0 25w AR A b A MG SR R L ORG EE
0B R 7S AR PR A A i B . BB R S A
2 [A] 19 22 57 miRNA $E L PR R 25 AR TR A0 S 200 i
H. SRS TER RO Y S, A
Xof W2 5 MGEH + i Ji HAC 23S v 70 k4L 1) A9 22 5% miRNA
PO 2 3w SRR LA LUK . DNA S5 3 5%
WO RETEYE, RNA REHE IR 5 A g 7
3.5 miRNA-¥e ik R4 M %

miRNA-HE 3 A ] 2 ) 45 F T Bz miRNA 554
LN Z (B A 22 LR &R, A BB BT 20 Y
BRSNS

GER R, UEAZH 5 IUR + 45 iR v R 20
] /Y 22 57 miRNA 9 55 9 2% vh 4 40 5% 5> miRNA,
41 9l & mmu-miR-3470a, mmu-miR-466i-5p . mmu-
miR-106a-5p. mmu-miR-615-3p. mmu-miR-5099,
Arid4b # #2 T A mmu-miR-3470a A1 mmu-miR-106a-
Sp FAZ LTI miRNA FHE LS (FFE 1, A
SCHERSARIO) .

FERD XS HR 2H 55 T80 2H 22 18] B 22 57 miRNA J 4%
P 2% ey el 2 4 PR 4R B D Ol 2810474019RIK . Abeel |
Acbd5. Acvrlb., Ahcyl2, Amigol. Ank2., Atp2b2,
Cts8, ¥EHZ T Phmmu-miR-363-5p. mmu-miR-541-5p,
mmu-miR-98-5p. mmu-miR-344d-3p. mmu-miR-425-
S5p.mmu-miR-132-3p HAZ O 6 miRNA 548 X 4%
(PTEL 2, FHHAS S ZERSARI0) .

AL R ZH 55 U+ 4t it 30 23 o 79 20 ) 1) 2
St miRNA I F58 ) 2% o 52 52 A 3 45k [ O Cis8.
Acol  Cedel27., C5ar2,4930519G04Rik . 2810474019
Rik, #4% T A mmu-miR-363-5p .mmu-miR-10b-5p .
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mmu-let-7f-5p, mmu-let-7d-5p, mmu-miR-98-5p.
mmu-let-7¢-5p. mmu-let-7a-5p 4% L1 79 miRNA
PHPEM 2 (BHEL 3, A SC 4R AR .
3.6 miRNA-615-3p 89 ik B 5 FUE 49 % & 4 #7

R LI 57 fi PCRASI g ZH 2 miRNA-
615-3p BRIk . 5 20 ] [} 6 20 21 miRNA-615-3p
MFRIB T REAME L ER AR E X (P<0.01).
T2, SRR HRAL R, AL R+ 25 Al
45 F AU AR 4 20 miRNA-615-3p B AR 15
PR T (P<0.058 P<0.01), $&/~ miRNA-
615-3p A REJE gt Il B4 ALVE FH I 2 miRNA

Cox Z R Z BIH T 45 R i 7R, miRNA-615-3p
L R L T Y R A R R A OG . AR
miRNA-615-3p F ik & i AE AL — 5325, FEfi iR
FE, 5 miRNA-615-3p X&KL L3, miRNA-615-
3p AN HR M 1,34, P=0.048; 7 Jili g 485 1
5 miRNA-615-3p K #35 L#, miRNA-615-3p &
KM HR A 1,38, P=0.037. #2278 miRNA-615-3p 1]
A T B 1 R AL % DGR A

F2 o BURIGTRRLL . B . OUEA+ 5 A s A 2

miRNA-615-3p AHXF 2k it Fh A

Table 2 Comparison of relative expression of miRNA-615-3p

in model control group, cisplatin group, and cisplatin + YSP

high-dose group (x+s)
25 AL AN ek
FE IR ) R 2 12 1. 000£0. 036
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Effect of Yifei Sanjie Pills ( #fififit453.) Combined with Cisplatin on Plasma Exosomal miRNAs in Lewis
Lung Cancer Tumor-derived Mice
SUN Lingling', QI Xiangjun®, LI Yanlong’, HU Leihao’, LIN Lizhu'
1. The First Affiliated Hospital of Guangzhou University of Chinese medicine, Guangzhou, 510405; 2. The First Clinical Medical
School of Guangzhou University of Chinese medicine
ABSTRACT Objective To investigate the tumor inhibition effect and mechanism of Yifei Sanjie Pills ( %5 i 5 &%
J, YSP) on lung cancer. Methods Lewis lung cancer tumor-derived mice were established and divided into four
groups including model control group, cisplatin group, cisplatin + YSP low-dose group and cisplatin + YSP high-dose
group, with 12 mice in each group. The corresponding interventions were given for 14 days. The tumor volume was
measured on the Oth, 3rd, 7th, 10th and 14th days of administration to evaluate the tumor growth. The plasma and
tumor tissue were collected on the 15th day. Plasma from the model group, the cisplatin group and the cisplatin+YSP
high-dose group were selected , and plasma exosomes were extracted ; the differences in miRNA expression among
the groups were detected and analyzed by second-generation sequencing technology, and the potential mechanism of
action of YSP was investigated by principal component analysis, biofunctional enrichment analysis and miRNA-target
gene regulatory network analysis. Quantitative real-time PCR was used to detect the expression of miRNA-615-3p in
tumor tissues, and the relationship between miRNA-615-3p and overall survival of lung cancer were analyzed using
the Kaplan-Meier plotter (kmplot. com) database. Results Compared to that of the model control group, the tumor
volume of the cisplatin group on day 10, and the cisplatin + YSP low- and high-dose groups on day 7, 10, and 14
were significantly reduced (P<<0. 05 or P<<0.01). Compared to that of the cisplatin group, the tumor volume of the
cisplatin + YSP low- and high-dose groups on day 10 and 14 was significantly reduced (P<<0. 05). The principal com-
ponent analysis of miRNA expression profiles showed significant differences in miRNA expression between different
intervention groups. There were 21 differentially expressed miRNAs between the model control group and the cisplatin
group, 50 differentially expressed miRNAs between the model control group and the cisplatin+ YSP high-dose group,
and 6 differentially expressed miRNAs between the cisplatin group and the cisplatin+ YSP high-dose group. Biological
function enrichment analysis showed that the differentially expressed miRNAs were mainly involved in the regulation
of signaling pathways related to cell growth, proliferation, differentiation, autophagy and other biological activities.
The miRNA-target gene regulatory network showed the top 20 genes that were targeted, among which there were proven
miRNAs and genes related to lung cancer, and miRNAs that needed further investigation. The expression of miRNA-
615-3p in tumor tissues decreased significantly in the cisplatin group and cisplatin+YSP high-dose group compared to
that of the model group (P<<0. 05 or P<<0.01). The miRNA-615-3p was negatively correlated with the survival prog-
nosis of lung cancer (P<<0.05). Conclusion Cisplatin combined with YSP can effectively inhibit the proliferation
of Lewis lung cancer tumors, and the tumor-suppressive effect is related to the regulation of multiple miRNAs, espe-
cially the downregulation of miRNA-615-3p expression.
Keywords lung cancer; microRNA ; Yifei Sanjie Pills (#5ifii454L) ; cisplatiny MiRNA-615-3p
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