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 E.HA #FiteF miR-29b.miR-371 5 P e e (HCC) & F#8hE T e 1 & /458004 T
e 2 A (Thl/Th2) F#5 06 RmBAFIER TG X R, Ak KA FEREETEPCR &4 5542018 1 A
£ 20194 2 A TR % 3k ed 908l el HCC &% (HCC 40) 52 4 AF Ik Bt sk 9% B % CRB T B4 |
60 4] 4 B AR 08 1 B A R & (3T IR 40) o 7% miR-29b.miR-371 K- #4746 Ml , 5K A B B %, 9% R X % (ELISA)
B2 Thl/Th2 Bam B -FKF, Wi 3 48 27 miR-29b.miR-371,.Thl/Th2 & @ e B F K F, 547
A 7 miR-29b . miR-371 K -F 5 P ey HCC & # 16 KRB EAF /LS X 2, KA Kaplan-Meier #% % #7 miR-29b,
miR-371 &k b P ep ) HCC BFAAME N Hm ., LR EAA LB X COX @AM FHm Pl HCC &4 e
HRE, ER LSiamARARNRAmL, HCC A& # £ iF miR-29b.y F# % (IFN-v) . & @ je i~ % (1L)-2
K P EAK, miR-371.,1L-4 . 1L-10 K F & F, £ FH A %t F EXL(P<T0.05), Py HCC & # & F miR-29b
5 IFN-v.IL-2 %% 2 EA % (P<0.05),5 IL-4.1L-10 £ fi 48 % (P<{0.05) ; 27 miR-371 5 IFN-v.IL-2 &
X 2 RABE(P<C0.05).%5 1L-4.1L-10 2 EAg X (P<C0.05), R FA 24t Child-Pugh % %& . ¥ 5 & K 12 A % 4
Ay HCC & # o id miR-29b , miR-371 A& KT £ F A %5 E L (P<0.05), miR-29b 1k & ik 20 % F
R ARG A S FICT miR-29b H A XA (P<<0.05 ,miR-371 kA X AE LW BEREKREAREFH T miR-371
BARZXMAM(P<0.05), BHEAK=2 A MHHBERXZE>S cm . miR-29b & & 2 . miR-371 & & & 2 %% HCC &
FREMREL AR A, &% TwMFEEF 2F miR-29b B, miR-371 #FH,. —F REKFLERRIK
FHI A FER Thl/Th2 F#A £, THEA Pt HCC 4TS HI e A Mr i,
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Abstract: Objective To investigate the relationship between serum miR-29b, miR-371 and Th1/Th2 bal-
ance, clinicopathological features and prognosis in patients with intermediate and advanced hepatocellular car-
cinoma (HCC). Methods Serum miR-29b and miR-371 levels of 98 patients with advanced HCC (HCC
group),52 patients with benign liver disease (disease control group),and 60 healthy volunteers (control
group) in this hospital from January 2018 to February 2019 were detected by real-time quantitative PCR. Ser-
um Thl/Th2 cytokines in each group were detected by enzyme-linked immunosorbent assay (ELISA). The
serum levels of miR-29b,miR-371 and Thl/Th2 cytokines were compared among the three groups. The rela-
tionship between the serum levels of miR-29b and miR-371 and clinicopathologic characteristics of patients
with intermediate and advanced HCC was analyzed. Kaplan-Meier method was used to analyze the effects of
miR-29b and miR-371 expression on the survival and prognosis of patients with intermediate and advanced

HCC. Moreover, univariate and multivariate COX regression analysis was conducted to analyze the factors af-
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fecting the prognosis of patients with intermediate and advanced HCC. Results Compared with the disease
control group and control group,serum miR-29b 7v,interferon (IFN-Y) ,interleukin (IL)-2 in the HCC group
were significantly lower, miR-371,11.-4,11.-10 were significantly higher.and the differences were statistically
significant (P<C0. 05). Serum miR-29b positively correlated with IFN-y and I1.-2 expression in patients with
intermediate and advanced HCC (P <C0. 05), but negatively correlated with IL.-4 and IL.-10 expression (P <C
0.05). Serum miR-371 negatively correlated with IFN-Y and IL.-2 (P <C0. 05). ,and positively correlated with
I1L-4 and IL-10 (P<C0. 05). There were significant differences in the serum miR-29b and miR-371 expression
in HCC patients with different Child-Pugh grade of liver function, maximum tumor diameter and number of
lesions (P<C0. 05). The cumulative overall survival rate of patients with low miR-29b expression was lower
than that of patients with high miR-29b expression (P <C0. 05) ,and the cumulative overall survival rate of pa-
tients with low miR-371 expression was higher than that of patients with high miR-371 expression (P <<
0. 05). The number of lesions =2, maximum tumor diameter > 5 cm,low expression of miR-29b and high ex-
pression of miR-371 were independent risk factors affecting the prognosis of HCC patients. Conclusion Ser-
um miR-29b decreases and miR-371 increases in patients with intermediate and advanced HCC. Their expres-

sion levels are associated with adverse clinicopathological features and Th1/Th2 balance.which may be used as

biomarkers for prognosis of patients with intermediate and advanced HCC.

Key words: hepatocellular carcinomas;
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FEH miRNAYY, — g Al HCC i 8 3 26 55 v 4
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JEHI HCC L% miR-29b, miR-371 33k 7K 3, 2 Hr
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1 #ER5HE
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BOH >3 A o Iz am A RS L R AR R A (KPS)
WE4r<<70 2 B AE <3 DM A (OB IF MK RS
Y. HCC 4155 63 B, ¢ 35 fil; 4R % 33~78 %,
SH4(55. 147, 8) % 5 Child-Pugh 43 %% : A %% 58 f4].B
2% 40 1 ; KPS $F43: >>90 43 70 #il,70~90 43 28 il ;
AR AT G E EH (AFP) . <<400 pg/L 67 fi], =400 pg/L
31 615 CT m MRIT A6 I 2 i 987 B K A% (22 AL I ke
B 5 R 2 N b 9 e K A2) <<5 em 38 1. =5 cm 60
B s kA1 A 54 B =2 A 44 B, 53 3k BUIR]
TEAR B 12 SR A 1 52 1) JF IE B 992 08 B R R
X B, 60 i) f B A K 35 S X B . 958 s X R4 5
32 B, 4 20 ] s AF S 33~78 & 1 (54.8+7.6) % ;
Pt 2 R R 25 F, RS R I 13 i, g B 14
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1.2.1 [fil% miR-29b.miR-371 ¥l SRAEBFIEX 4
MK MY) 5 mL,3 000 r/min B> 5 min 78
JZIME, —80 C KA PR AE. FH Trizol ¥ #2 B % &
RNA . Narodrop1000 ( 3 [E F€ Bk &t /- BE 47 23 =) A6 )
RNA 4l Aysy /Avey 15 1.9~2.1 HFFEER, R
RNA ¥ 5 s i & [ RAR A AL B (A 50O A R 7
B RNA #5558 cDNA, KW &40 42 °C 30 min,
IR G HEAT S92 O E i PCR(RT-qPCR), miR-29b
B IE 51 8 o 5'-GCGTAGCACCATTT-
GAAATC-3". & Ia 55 H 5'-AGTGCAGGGTC-
CGAGGTATT-3"; miR-371 1F [n] 51 ® & %) Jy 5'-
GCAGTGGCTGAACCAAGGAGAC-3', )z [0 51 ¥ )%
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5% 5'-GCCGTGAGCTGTGCAGGTG-3'; 1§ % Us
f)IF 18 51 9 % 51 A 5'-AATGGTGAAGGTCGGT-
GTGAACG-3", J 1 51 91 ¥ %1k 5'-TCGCTCCTG-
GAAGATGGTGATGG-3', PCR B W1k & K 10
pL:cDNA 1 pL, iE i 54 1 pL.SYBR Green
Premix 5 pL, WFEK 2 pl, JR4cAF 95 CHlAEH: 5
min; 95 ‘CAEPE 15 5,60 CiB K 60 5,72 CHEff 15 s,
40 MERH, R 2% %3 miR-29b, miR-371
B AT 238 7K, AR P miR-29b. miR-371 A % % ik
TKF- - 248, % HCC 40 miR-29b R KA 4 .55
FIRA VAN miR-371 {RFK IR Rk,

1.2.2 Th1/Th2 B40H 5 FRM SR FH EEEX G0 5 I
BRI (ELTSA) & U i % v T 48 2 (IFN-v) | 1 4 jfg
MZE (L) -2, 114 F 1L-10 k¥, iF & [t w &R
HERE AR AR, S50 A H R & vl B
HAT .

1.2.3 BV A B B S TGS AT R U7, DL
WL T2 E A AT RE VT L BTN R B AR
B HBEE S 1R 3 A BT 1 IR ER 2~ 3 AR R
AEBEVT 1 . BEDF I A E 2022 4E 3 H 1 HER#H

T,

1.3 Siitegabs ] SPSS22. 0 # Ak k47 B i 4y
Br. tHE R EIEAT IES SR L, A5 & 1IE S 76 i L
xEs Fon, ZH BRI KR 258 i SNK¢
fr o, PRAL LR ¢ R I sl AR IF ¢« K. THE0E R
VLRl A B b R 7R, AL ) HE R X R . AH OGPk
MK i Pearson #H3& 507 . % H Kaplan-Meier 4= 7
M4k M Log-rank #3543 #7 A [A] miR-29b . miR-371 %
X HCC & MEMZm, RHBKNELZHNER
COX H 1] RS 45 70 43 B s i HCC R s I %,
DL P<<0.05 AESAGITEE X,

2 % R

2.1 3 417 miR-29b, miR-371 /KF 5 Thl/Th2
TUAN LR 7 Ho g 590 o IR 21 Kot IR 4 A He  HCC
ZH 1M 75 miR-29b, IFN-v, IL-2 7K °F B & % ik , miR-
371.IL-4.IL-10 /KI5, 22 R WA Gt % X
(P<C0.05) , M %9 Xof FR A 55 % B 401 (] 0fi ¥ miR-29b,
miR-371 . IFN-y.1L-2 . 1L-4 .1L-10 /K F 2 F ¥ L 5 1
FRN(P>0.05), WEI1,

*®1 3 ¢A 1% miR-29b.miR-371 K5 Thl/Th2 B E FLLH (= +5)

IFN-y 1L.-2 114 1L-10

251 n miR-29b miR-371

(pg/mL) (pg/mL) (pg/mL) (pg/mL)
Xt B8 41 60 2.03+0.19° 1.1340. 18" 27.4746. 25" 32.054+7.11° 9.16+3.09" 8.32+2.14°
5 % IR 4 52 1.97+0.18" 1.204+0.17° 25.64+5.87" 30.17+6. 87" 9.78+2.78" 8.56+2.05"
HCC 41 98 1.174+0. 21 2.14+0. 20 13.26+5.22 20.6346.69 14.12+3.70 12.81+2.75
F 466. 044 713.376 145. 452 62. 889 52.154 85. 280
P <0. 001 <0. 001 <0. 001 <20. 001 <0. 001 <20. 001

.5 HCC @ #f b ,*P<<C0. 05,

2.2 P HCC B # MiE miR-29b, miR-371 5
Thl/Th2 B FAIA EPE Pearson AH K 4 #7
W HCC B I miR-29b 5 IFN-v.1L-2
FIFE A K (P<<0.001), 5 IL-4.1L-10 & /¢
(P<C0.00D); I ¥ miR-371 5 IFN-v.IL-2 £k &1
MH(P<<0.00D), 5 IL-4.1L-10 2L IFMX, W2,
=2 g H HCC &M% miR-29b.miR-371 5§
Th1/Th2 2 40 i B F B9 8 K 1

miR-29b miR-371
WA
r P r P
IFN-y 0. 504 <0. 001 —0.377 <0. 001
11.-2 0. 470 <20.001 —0.408 <20.001
114 —0. 389 <20. 001 0.510 <20. 001
11.-10 —0.410 <20. 001 0.579 <20. 001

2.3 I3 miR-29b. miR-371 K F 5 rhig B HCC &
FG R BRI R AR BFUI6E Child-Pugh 43

MR di K AR O AR A B0 HCC B LT miR-
29b . miR-371 RILEF A GHIFH¥E L (P<<0.05) , A&~
AP 50 L AR % L KPS 37 45 R AT H G 8 1 CAFP) /9
HCC # & M miR-29b.miR-371 ik B L5 it
BY(P>0.05), W#3,

2.4 I3 miR-29b.miR-371 7K % g HCC H
HAAL WG R 98 il HCC 41 i35 Rl s i 18] 7~
36 MHLEE (23,243, DA A BV i ARk 2
i), B BE U7 W N BE TS 44 Bl MR PR miR-29b, miR-
371 AR RIRIK P YA, e 2 miR-29b Rk 4
50 i, Ik 48 1], miR-371 IR FIA4H 47 1], 5 %
ik#H 51 B, miR-29b LK B A m RIBH B EL
W14y (18. 143, 2).(28. 2+ 3. 14~ A » Log-rank
K 35 45 K R . miR-29b (R R ik 4 BB H 19 BSR4
7R EMT miR-29b & £ ik 4 (Logrank P <<
0.05), miR-371 K k4l . & ik 4 F 35 4 77 1 4%
G (19.043.9),(27. 544, DA H, miR-371 {k
BRI RO AR ES T miR-371 =&
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A (Log-rank P<C0.05),

2.5 R ERLZHEZE COX [l H 4 Hr 5% b i 1]
HCC BEWRF MR E P K HCC BEWE N
RS B B (0 =B A7, 1 =3B 1=, t= A 77 ) 3 #d <7
COX e i JAURS: o] 9 A5 7Y, [m] 05 5 72 ok H % 2 )5 iR
P LAHEAT B AR B AR . B E ay, = 0. 10,
@ =0.05, BN IRME.0=8,1=2)  F ik R
f.0=<60 ¥ ,1=">60 %) ,Child-Pugh 4> 2% (&K .
0=A%.1=B %) KPS 4 (R {H.0=<90 4r.1=
=90 40 AR AFPURKE : 0=<C400 pg/L,1=2>400

pg/L) g R KA (RAE . 0=<<5 cm, 1=">5 cm) ik
B ORME:0=1 1. 1==2 1) . miR-29b (& {H :
0=Tm A, 1 ={KF£iX) . miR-371 JR{H . 0={K % ik,
1=/ RO BIA MR, 45 5 WoR kA% i
K42 miR-29b, miR-371 &2 HCC B # 4= 17 T
JER R (P<C0. 05), WL 4. K Lk 5K & 5 Hr &b
R Pp<o.10 4 PMHFEMENAL R ZHER COX
(15 4347 285 5 s i kAN B =2 A O B KR > 5
em. miR-29b L #£ ik . miR-371 &5 #3532 HCC &
R B ST GRS R E (P<0.05), WL 5,

=3 1% miR-29b miR-371 K E 5 I K FIBEFMFHIE R (z+5)
i H n miR-29b t P miR-371 t P
P 1.851 0. 067 1.599 0.116
5 63 1.14+0.19 L0740.19
z 35 1.2240.23 .1540. 26
() 0. 898 0. 372 0.906 0. 368
<55 50 1.194+0. 20 .1240.18
>55 48 1.1520. 24 .164:0. 25
Child-Pugh 43>%% 15. 877 <<0. 001 13.401 <<0. 001
A% 58 1.4440. 26 90+0. 17
B % 40 0.7840.15 4970, 24
KPS #¥-45 (43) 1.189 0. 242 0.711 0.482
>90 70 1.19+0.18 1340.16
<90 28 1.1240. 29 1740. 28
AHf AFP(pg/L) 1. 654 0.106 1.254 0.216
<400 67 1.2040.17 1240.17
=400 31 1.11+0.28 1840, 24
Jib 988 fe K A% Cem) 12. 462 <<0. 001 14,092 <0. 001
<5 38 1.5240. 25 7340. 26
>5 60 0.9540. 20 40-+0.17
I kA H 12. 839 <0. 001 27,477 <20.001
1 54 1.4140.22 6440.18
=2 44 0.8740.19 7540. 22
X HCC EEMENEREE
H&E B SE Wald X* P HR 95%CI
P 0.189 0.199 0.903 0.403 1.168 0.818~1.784
R 0. 269 0.168 2.564 0.342 1.208 0.941~1.819
Child-Pugh 43 %% 0.252 0.162 2. 428 0. 109 1.309 0.937~1.766
KPS {43 0. 270 0.167 2.610 0.119 1.287 0.944~1.818
AHT AFP 0.567 0.154 13.471 0.106 1.310 1.302~2. 386
Jib 968 e K AR 0.642 0.162 15.743 <<0. 001 1.763 1.384~2. 609
9 kAN %L 0.455 0.130 12.164 <<0. 001 1. 900 1.221~2.035
miR-29b 0.718 0.175 16. 871 <£0. 001 1.576 1.456~2. 888
miR-371 0. 237 0. 085 7.733 <0. 001 2. 050 1.072~1. 498
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x5 ZHEZE COX @IFSHFI HCC BEMEHRESE

K= B SE Wald X* P HR 95%CI
Jibded e KA 0. 466 0.163 8. 144 <20.001 2. 640 1.157~2.195
I kA% 0. 620 0.160 15. 080 0. 004 1.593 1.359~2.542
miR-29b 0.593 0.166 12.736 <<0. 001 1.859 1.306~2.506
miR-371 0.270 0.167 2. 608 <0.001 1. 809 0.944~1. 818
3 i i miR-371 L T ARG @A 19q13. 42, HAFh—Fh

HCC 2 5 & P JF 9 v i O i 2 0, 3% ) 2, A
9 BB SR i HOC XRS5 i o BHAF &0 B 4 2 16
Ti 0 BET- B Ly 14 J7 B 7 EE L AT Y B A ik
FEH L R HCC il % al i it F AR o 1736 B v AT
AT HCC 3%, Bl 2 B TACE 45454
W R MR AR E kR, SR EE AR LR
Wi . W, AT HCC Mg & A & R B HLHl,
SHRfeag Wb I HCC B WS AR Wb 59,
HAT FE IR R AN

miR-29b i F AN Y 1k 7q32. 3, HAE b —Ff
miRNA, 8 9 45 & 2 F Ui 8 3% B A 33k 4 % X
(3"UTR) , B A HE 3E PHA  RNA e o, 10 T Ui
HH L, FEPE &M, miR-29b 75 TR K il 98
S g v S H R0 T v R AR, 38 i R Wnt
AKT (55l S 5 MM kL RRY . Ao
Ll HCC 3% M5 miR-29b ik B W B A%, I
H 5 Y)68 Child-Pugh 439 | il fie R A8 K i 988 A~ 5k
S5 PR LR AE A 56, #8 HCC W miR-29b (% % 3k
THATRES 542t HCC M Mg #F & . miR-29b Y%
TN RES B K EEIE 415 RNA (IncRNA) [ 3
KA X, WP R, IncRNA HCP5 BB 454 )
P miR-29b By Ik, 4k e i DNA H 5L 3
2R IR BOE N iE AKT 5 53l 8%, {2 #F HCC B35 b
MM I T R R B ST & B, miR-29b By
A RE S I 3 0 4 R R A 9 (MMP-9) 19 2 15 . miR-
29b [R5 T H 5 2O 40 i MMP-9 (1) 3 15 I 3 3
T A b R A M Y 1R 28 A G A2 L R . HCC
miR-29b AT BEE Ky — Fl 90988 D 7, 2% 4% Bl Jeg 00 i 1
e, AHFSE 45 FAE 52, miR-29b R 23k 1 HCC %
AWK ZE REEARARTGHMIHNE., A%H
SR T 40 MR miR-29b #2835 T JEAE 3E [ W AH 56
FEH LC3B MY FRIA 175 5 s 20 M X Ak 7 245 40 B HE 1)
2y R P AR e T 25 MO . R iR WK
miR-29b (9335 Tt =1 G 0% 14 B 1R 983 4n i Xk T 24
Yy (0 R L B s Ak Y . e, HCC A miR-
29b 1Y 22 1K B A T R I A AIG iiJe A i o Ak T 25 0 1Y
AIT B BURE , R EURE AN R TG . 16 R AT AR 4 1
i miR-29b KX HCC £ Ay I IR BUS 217 374l
FER R B A 697 R R 7 7 58 5 DL Bk fB A B AR A I
= RAE .

miRNA, Z 537 QIG5 b DR TR 2 Y
IR, WFSE R, miR-371 78 B i K i R g 25 A
MR RA R E S, HoE e e E Y G, /S W
FR 2 A AR O b R 400 B ) O S A AR ST S R &
MLOHCC B #F M5 miR-371 EX B EFE,.IFHE
Child-Pugh 43 %, M98 B K AR e i Jg A 80 ¢, R W
miR-371 W FRIATH =S 503 Pl HCC B3 iy
JEVERE . A DL B miR-371 ik EiH S Yt
RFEHA G, R R, 19q13. 4 Y o A & HE 1Y e
i RNA BA I A BER BN, 33 miR-371
BRI B LY . e Ah , miR-371 B8 4% 3 s 0 il
s ik DRl T Il R i ) 1 [) R 0 1 3R G L AR 0 T i e
20t ) 38 A S RS B RS RE Y. IR, HCC P miR-
371 NI HEAE N — B iR 4 aF PR 7, & A2 F HCC i
R RVER . A5 &I, miR-371 & &KiE M HCC
BE AT TG B 25, 08 BOE R KBS (0l ST 5 K R
LRI R B AR T AR BB I miR-371 K AF- Xt R
H B RS UE AT IR L 38 SR RIA T .

HETHFIE A, HCC 19 % 4 % JR 5 b g 1 38 85
1) AR 2% D AH 6, R I R B% e Thl/The 4 40 i [
TV 45 P A AN B AR BE HCC (1 g oF 2 3F R il
ik 410 T A B P G 8 40 1 TE R DR L & bR A
PERM . TL-2 F1 IFN-y 2 bR iR 55 o Th A1 40 i
PRI, BB A% 30 Ao 194 5% s 2R 405 T ok B0 40 ) o g R A
it , K AEH MR SN, 1L-4 F1 1L-10 J@ T Th2 % 41
J R - L BB 6% 38 ok 4 0 A ) M2 AU ER Ak, A T
i Jeg 240 1 S 38 kR L R AR Ak R L A BF 5
L HCC B ML IEN-y 1L-2 K REAK . 1 114,
IL-10 7K °F B & &, 42 R P B 1 HCC &8 35 A7 7¢
Th1/Th2 BIZ0 R F =R A LA . B ML Ak T fo
PR . A A T & B, LT miR-29b, miR-
371 ik 5 Thl/Th2 R4 PR35 A AH G, % B
miR-29b . miR-371 A i i 5207 Thl/Th2 &1 40 fg A
FERE. S50 HCC #t R, MR, IFN-y &ik
% miR-29b B FRIE WS, M b miR-29b F ik LT
FH CDAT T Wk EL 40 DNA Y & 54k, ) TFN-y
25 Thl RUA0 N 1 19 32 0K I o ). A W98 & BE
miR-371 B35 T+ = BE 96 2 #F CD4 ™ T ik 4 40 i
Runt #HCH A F 3 AUFR KL M H Thl #4908 FH -+
(43 o FR) I AIE F Th2 R 40 B K7 1 7= 48, The 7Y
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£ D] 3 o A1 S AL A4S T e 5 T R n A ] kv
At T Wk T 20 MR i R O3 D Be, 42 B T
R,

28 F AR, g i HCC B 1M1 miR-29b 7K F
B, miR-371 /K P Fh i, = #3855 Ui 6E Child-
Pugh 434 IR fe K AR B a4 Thl/Th2 A4
M R F KA 5%, 3 Al REE a5 i HCC B R 50 5
R 5 b Thl/Th2 A4 jE B+ 19 F A R 25 42 i
HCC #kJ@, HARMR MAENRZL  HEARREAR,
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