I 75 miR-382-5p7E A 2 98 75 B AH K
P41 P e BB 3 A i Rk S Holm RN B

EAA, GOA, FREES, R4, RIS, A=k (1L RE T AREERE &A% sei =, Wk f/E 071000;
2. RE TN REE B AR, L fR5E 0710005 3. fR5E 45 — BBl keieAt, Ak M 072750)

WBE: BH HiT MiEmiR-382-5pE AT 4955 (hepatitis C virus, HCV) < T4
Ji (hepatocellular carcinoma, HCC) 3 H 3Rk KBS F AR 2L (alpha fetoprotein,

AFP) | R ELMEE)R- 11 (protein induced by vitamin K antagonist-I[, PIVKA-I[) X%}
HCCZWi N E . F33% EEN20194E 1 H 2202243 A 1€ 7 A\ RE B UE 11026 HC VAR
KHCCHEH (HCCHAD) . SSGIFFE LB E (L4l F4SElKIE s & O iR4l)

FRFFA S, HE &2 M 7EmiR-382-5p. AFP &PIVKA- I /K, L&A R REEHCC
BB I EmMIR-382-5pHIFRIA /Ko N2k # TAERFE (receiver operator characteristic,

ROC) £/ HT M5 miR-382-5p. AFP 2 PIVKA- 11 K EXTHCCHIZ WM . % HPearson
AR HTHCC 3 175 miR-382-5pR 1A /KT 5 AFP X PIVKA- I [, £558R HCCA
IM7EmiR-382-5p (6.83 +2.5113.15 + 1.0811.82 + 0.76) . AFP [ (527.10 + 73.26) pg/L
. (22.84 £9.25) pg/LEL (3.17 = 0.36) pg/L] &PIVKA-II [ (352.64 + 69.12) mAU/ml
Ee (21.73 + 6.90) mAU/mltl (18.30 + 4.27) mAU/ml] /K-35 55 2 i T A A 4E F0 oo HRE
H (PH<0.05) . TNMZHIII~IVE] (8.70 + 3.51145.06 + 1.80) . Child-Pugh/)Z&C%
(8.14 £ 2.9015.62 + 1.91) . K44k (7.68 £ 2.70Ek6.11 +2.08) . [ 1¥kiEte (7.74 +
2.73E66.04 £ 2.01) Mimhb#EFs (8.06 +2.84115.71 + 1.95) AUHCC 3 MiEmiR-382-5pF
KK RETE (PY<0.05) . miR-382-5p, AFPPIVKA- Il =WiE4 2 KHCCHIROC
M2k R AR A (0.980, 95%CI: 0.918~0.997) , HABUKEHE (98.5%) . AHFEAMHT
S, HCCHZ MEmIR-382-5p/KF5AFP (= 0.795, P < 0.001) FIPIVKA-I[ (r=
0.866, P <<0.001) HJEIEAFR. L5 MiEmiR-382-5p/K F-AEHCVAHRHCCH ¥ h B 2 T+
&, A AFP KPIVKA- TT il v] $2 s HCC 2 Wi -

KgEIR): HFAME: miR-382-5p; FF#iEE, WAL, HGEE: R sy - 10

Expression and clinical value of serum miR-382-5p in patients with hepatitis C virus-
related hepatocellular carcinoma

Wang Kaixiang', Cao Ming', Chen Hui’, Zhao Juan®, Zhang Mingyue', Qi Erying' (1. Laboratory
of Molecular Biology, Baoding People s Hospital, Hebei Baoding 071000, China, 2. Department
of Hepatology, Baoding People’s Hospital, Hebei Baoding 071000, China; 3. Department of
Clinical Laboratory, Baoding Central Blood Station, Hebei Baoding 071051, China)

Abstract: Objective To investigate the expression of miR-382-5p in patients with hepatitis
C virus (HCV)-related hepatocellular carcinoma (HCC) and the value of its combination with
alpha fetoprotein (AFP) and protein induced by vitamin K antagonist- II (PIVKA-II) on
the diagnosis of HCC. Methods Total of 102 patients with HCV-related HCC (HCC group),
55 patients with liver cirrhosis (liver cirrhosis group) and 45 patients with normal physical
examination (control group) in Baoding People’s Hospital from January 2019 to March 2022
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were selected. The levels of serum miR-382-5p, AFP and PIVKA-1I of patients in each group
were compared. The expression level of serum miR-382-5p of HCC patients with different
clinical characteristics were compared. Receiver operating characteristic (ROC) curve was
used to analyze the diagnostic value of serum miR-382-5p, AFP and PIVKA-II levels for
HCC. The correlation between miR-382-5p expression level and AFP and PIVKA-II in HCC
patients was analyzed by Pearson correlation analysis. Results The levels of serum miR-382-
5p (6.83 £2.51 vs. 3.15+ 1.08 vs. 1.82 + 0.76), AFP [(527.10 & 73.26) pg/L vs. (22.84 + 9.25) pg/L vs.
(3.17 £ 0.36) pg/L] and PIVKA-II [(352.64 + 69.12) mAU/ml vs. (21.73 = 6.90) mAU/ml vs.
(18.30 £ 4.27) mAU/ml] of patients in HCC group were significantly higher than those in liver
cirrhosis group and control group (all P << 0.05). The expression level of serum miR-382-5p
in patients with stage [II~1IV (8.70 = 3.51 vs. 5.06 = 1.80), Child-Pugh grade C (8.14 £ 2.90 vs.
5.62 £ 1.91), poorly differentiation (7.68 £+ 2.70 vs. 6.11 + 2.08), portal vein tumor thrombus
(7.74 £ 2.73 vs. 6.04 = 2.01) and distant metastasis (8.06 £ 2.84 vs. 5.71 £ 1.95) of HCC
increased significantly (all P << 0.05). The area under ROC curve of miR-382-5p + AFP +
PIVKA-II on the diagnosis of HCC was 0.980 (95% CI: 0.918~0.997), and the sensitivity
was 98.5%. Pearson correlation analysis showed that the level of serum miR-382-5p in
patients with HCC were positively correlated with AFP (= 0.795, P < 0.001) and PIVKA- I
(r=0.866, P << 0.001). Conclusions The serum miR-382-5p level was significantly increased
in patients with HCV-associated HCC, and the combination of AFP and PIVKA-II detection
could improve the diagnostic value of HCC.

Keywords: Hepatocellular carcinoma; miR-382-5p; Hepatitis C virus; Alpha fetoprotein;
Protein induced by vitamin K antagonist- II

Fr4HffisE (hepatocellular carcinoma, HCC) &
—FOERMERE R A R G R, I R
(hepatitis C virus, HCV) EYEHCCR AR B
FEGRKFZEZ ", HCVHHCCH 153k bk
WL, EfEE B NGRS, FIRHCV
FHRHCCH BN AV FAr EM BAF TN EE . TN
W2 (micro RNA, miRNA) 225K R20~251
AR ARG IDRNA, 25 1 45 6 40 M 1 18 58
S VT R RS, (EHCVAHISKHCC R AE K T
RIEEEEACY, GHF LRI, miR-382-5pfEHCC
LR AE S Rk, HL a1 ) A 5 ] ) R A A
WAMERHCCIBEfE, IR NHCCIRYT A Hr{a 48
AP, HIHGE [ (alpha fetoprotein, AFP) & Hillk
KRB B2 FIHCCRR bR 54, EHCCHI4H B
2 W RN 0 0 R B A R T S
Ji-1I (protein induced by vitamin K antagonist- I ,
PIVKA- 1) J& 3= %t M40 i & I BT AR 22 1
R THa 5 AR AR 5%, EHCCH R 2 W
J TS5 F W 5 T A 2 i v B w0 H R
miR-382-5pEHC VA = HCC i 5 F A8 1 oK B
B, AHFFEE R NHCV A SHCC # 3 i miR-

382-5p. AFPKPIVKA-II /K, A HIHCCHIZ
Wi g, CAHAAHCCHIZYT #RA4tfe 5.

1 BERERE*®

1.1 AFRat % JEHN20194E1 H 2202243 H R E A
P BEUSCia Y 102 HCVAH RHCC B35 AT 75t
PN HE: OFF & 5 R M2 620194
Ji) FFHCCAHI SRS WitrE" ", R NHCV G,
Q&AM FTHCC B & YR B 2R I7 . HEBR bR
e OF FFHAEEMIE o KRG mE: @l
IRFE R E . ANBCEWTTTE - 3 BRI R N
HCV G Ak £ 38 SSIE N PR AL 2E, BTk
s ibrdE A (PR LA TRR (2019) ) 1,
IR HLASH AR IEH H AR R IR . B 2B it
A=

1.2 W R FEAHIC SR USCEE P A7 I 98 0 R R 4 Bt
B, BN FEH . MRS (platelet
count, PLT) . NRMRAEFLFEF (alanine
aminotransferase, ALT) . KIJXRWREALEH
fif (aspartate aminotransferase, AST) K MHAHZ &K
(total bilirubin, TBil) %%,

1.3 ZBEAETMEFF % a7 5853 E



Frlk S ml, BOEEIME, B F-80 CukH i
%o KM SR 2R A M X B2 (polymerase
chain reaction, PCR) i ARKMImiR-382-5p/K-F,

15 F 94X 28 A b5 % 47 SLAN9G6 P ¢ ;5 FEPCR
1 RN 95 CHAEYEA10 min, 94 CARME
15, 55 ‘CiBk 30's, 70 ‘CIEMH30 s, 40MIEHR,

GER L2 RSO R S BRI i AFPAI
PIVKA- T /KF, A8 F BIACES 4 H 3l ik o 6 e
X ERF & CE LA ADbaizgvk s
FEAFD o BT I RR A PR A R A AR i B
THATEAE

1.4 %it$ 43 KASPSS 22.0% i+ #4347
B b, FHESHATFEZRE (F.

PLT. ALT. AST. TBil. miR-382-5p. AFP}
PIVKA-TI) PLx+ sRx, 2 4 HHCK A
KI5, N R SNK-g e 46 7 25 [H)
FL B K SRS RE AR A 56 o BB CES) . WA
SRR D DL gk oR, LR LR
FlPearson y#d% . K HZi# TAERSE (receiver
operator characteristic, ROC) Hi %4> #T I {5 miR-
382-5p. AFP}PIVKA-II /KFi2 WHCVAHHCCH)
B IMiEmiR-382-5p/K-F-5 AFP X PIVKA- I [
KR HPearsontH K40 #r. VAP < 0.05 8% RA LR
HES-9'E

i . 57

2 &

2.1 &2R& RF5ARILER HCCHLIMiEmiR-382-5p.

AFP JPIVKA- 11 7K P35 55 3 i 1 FF A 10 2H it
H, H AL I EmiR-382-5p S AFP/K - & 3%
ETAHRA (PH)<< 0.05) o HCCZH AT A% Ak 20 1t
JHALT. AST KA TBil/K & E & T4 (P<
0.05) . &1,

2.2 REVE RAFAEHCC & # A miR-382-5p7K-F
[M~1VH. Child-Pugh7r 2L CZ. K40 Tk
S 1 FIZE AL 6 B2 [FTHCC B 2 1 JE miR-382-5p &K ik /K
SEREFE (PH<0.05) , LE2.

2.3 M miR-382-5p. AFPAPIVKA- Il /K-F3tHCCHY
LA M7EmiR-382-5p. AFP K PIVKA-II /K
ZWHCCH) f BT E 7371 95.26 428.70 pg/L.

191.52 mAU/ml, =IiEA2WHCCHROCHIZE T
A (0.980) &3 T HIImiR-382-5p (0.884;

z=17.542, P <0.001) . AFP (0.796; z = 8.673,

P < 0.001) KPIVKA-II (0.845; z=28.105, P <
0.001) , =TELA HIBUKEE N98.5%, FiFEN
84.7%, W3, K1,

2.4 HCC # # fn FmiR-382-5p7K-F 5 AFPAPIVKA- Il
#9Aa K Pearsontfl K MES T RN, HCCEH Ik
miR-382-5p/K~F 5 AFPHIPIVKA- [[ ¥ £ 1IEAHE (r =
0.802, P < 0.001; »=0.871, P<0.001) , WK?2.

F1 X8, FFEELETF HCC A B HIRKIEIR
R E R (45%)) FFARARLE (554 ) HCCL (10241 ) st 21h PiA
Bk (4] (%) ] 28 (62.2) 37 (67.3) 67 (65.7) 7 =0251 0.628
i (xxs5, #) 57.24 +7.60 56.68 + 8.47 57.10 £ 8.53 F=0.894 0.527
BIR L [H] (%) ] 11 (24.4) 18 (32.7) 31 (30.4) 2 =0.406 0.563
RIS B (%) ] 17 (37.8) 24 (43.6) 42 (41.2) 7 =0.542 0.470
PLT (x+s, x10°L) 202.73 +£24.15 172.86 +20.15 179.35 + 18.73 F=1.531 0.196
ALT (x+s, UL) 18.20 +5.93 93.74 +26.35 89.27 +25.42 F=9.237 < 0.001
AST (x%s, U/L) 26.53 +7.42 86.37 +23.68 83.47+21.62 F=8245 < 0.001
TBil (x+s, pmol/L) 20.79 £ 6.25 37.14 £ 17.96 30.08+13.15 F=6.703 < 0.001
miR-382-5p (x+s) 1.82+0.76 3.15+1.08 6.83£2.51 F=26.790 < 0.001
AFP (x+s, pg/L) 3.17+0.36 22.84+925 527.10 £ 73.26 F=19.728 < 0.001
PIVKA-TI ( x%s, mAU/ml) 18.30 = 4.27 21.73 £6.90 352,64+ 69.12 F=21417 < 0.001

Vi IRA S LA L, miR-382-5p ¢ = 16.392, P < 0.001, AFPq=29.841, P < 0.001, PIVKA- Il ¢=3.746, P=0.391, ALT
q=42.966, P < 0.001, AST g=31.484, P < 0.001, TBil ¢ =13.209, P < 0.001; XfH#HY5 HCC ZHLLH, miR-382-5p ¢ =39.293, P <
0.001, AFP¢g=123.152, P <<0.001, PIVKA- Il ¢=96.066, P <<0.001, ALT g=50.406, P <0.001, ASTg=47.978, P <<0.001, TBilg
=10.595, P=0.008; AFifitb4l5 HCC ZHLb%:, miR-382-5p ¢ =27.208, P << 0.001, AFP¢g=116.979, P < 0.001, PIVKA- II ¢ =95.306,
P < 0.001, ALT ¢=6.499, P <<0.001, AST¢=0.755, P <<0.001, TBil g=5.846, P < 0.001.
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& R AFAE I miR-382-5p HA Pla
hEX
5 67 6.85+2.52
0.513 0.665
+ 35 6.79 £ 2.46
b
<55% 40 6.75 £2.40
0.924 0.407
> 55% 62 6.92 +2.58
g P
& BT 60 6.90 +2.56
0.871 0.448
Vs 42 6.77+2.42
TNM %48
[~ 66 5.06+ 1.80
20316 < 0.001
I~V 36 8.70 +3.51
Child-Pugh/»%&
A% ~B% 81 5.62+1.91
15.270 < 0.001
C% 21 8.14 £2.90
AR E
=i 69 6.11+2.08
9.983 < 0.001
&K 33 7.68 £2.70
B IE IR K B4R
<5cm 63 6.70 £2.35
1.305 0.319
=5cm 39 6.96 £2.63
igi i)
EZ 4 48 6.94 +2.60
1.182 0.341
L33 54 6.72+2.37
Ik A
H 19 7.74+£2.73
10.272 < 0.001
% 83 6.04 £2.01
AL EEFS
b 25 8.06 +2.84
14.348 < 0.001
x 77 5.71+1.95
%3 M5 miR-382-5p. AFP & PIVKA- |l 7KFExf HCC RIS
! . Y A FEn P T A [GREX DL
R % B 4 2 (959
7B RAEBETE WK T @R (95%CI) (%) (%) (%) (%)
miR-382-5p 5.26 0.884 (0.825~0.941) 84.0 87.5 89.2 81.6
AFP (ug/L) 428.70 0.796 (0.742~0.855) 75.0 773 80.4 72.0
PIVKA-II (mAU/ml) 191.52 0.845 (0.785~0.906) 81.4 82.6 79.5 84.6
Z RS - 0.980 (0.918~0.997) 98.5 84.7 88.5 94.8
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HCC & 5 WA R 2 —, 5 R b i
Yixt FHCCHI RS W B EEAE ", AFPE
AR RS, HESWHCCHBUREA S,
Gt IR, A — & RRED. PIVKA-II & —
Rl M R bR &Y, STHCCZ Wi Bl i U T,
A1 AFPRA M & 3 B e K D FE AR DAAE o 1
FAaH, PIVKA- I nl i it i75 5 e 4 i 1 3 5
I3 B L A AR 3 I e e, T AR R R B
B DL T PTG A 45 ks, miRNAZ—3K
gL/ PRNAS+, BA &R R, 5
R A B B R SRR O, TR K
AR R R P R B AT, miR-382-5pfE
Z P RAEAE i 2, HIE T AN [ S 3 A
SCWEAE R, fERAE IS W AP S h B EE NS
FAER AR TR, miR-382-5prE i 4l
Zirh Rk B, wliE IS B i PTENBEUE PISK/AKE
S SIEE, EEHCCYN IR 2,

AHFFHHCCH MIBEmMiR-382-5p. AFP %
PIVKA- I /K~F 2 3 & T AL A AT X B A, 4R
miR-382-5p AR A, Hm&IAn RS 5HCC
KA. MI~IVIA. Child-Pugh4rZ5C%% . 1545314
M H 2k 1T KO i A a5 72 HCC &
F M {EmiR-382-5pFR ik /KP4 B A+, $27~miR-
382-5Sp Al BEAEHEHCCHI & A K JE . DuZE I 5tk
9, miR-382-5pn] i i T4 MG A . LR AR 28
S5 R REE R, ARSI RIZ B G T $e 4t
—ANHTIE A

AW FEROCHIZE B 7R, miR-382-5p/EHCCZ
R RIFFINE, HEERE (87.5%) &, &
— MR A RS MHCCIZ W 7 T AW hr £ . miR-
382-5pHk & AFP K PIVKA- 11 #:i2 WiHCC I ROC i
2 R A N0.980, BUBEE R1A98.5%, —INEK G IR
m VIZWHCCH &R, Mo/ frth 2 7x, HCC
B MIEmIR-382-5p/K-F- 5 AFPHIPIVKA- [ ¥ & 1
FHOC, BLBH =TS n] fe 212 WTHCCI B FE 2 & o
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