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Abstract

AIM: To investigate the correlation between
serum levels of Golgi protein 73 (GP73) and
antiviral efficacy of entecavir (ETV) in patients
with chronic hepatitis B (CHB) to evaluate the
value of GP73 in monitoring the progression
and outcome of CHB.

METHODS: A total of 483 CHB patients
were included, and 63 healthy persons were
used as controls. Serum levels of GP73 were
detected by ELISA, and liver tissues were
collected from 51 CHB patients for detecting
GP73 expression by immunohistochemical
staining. The correlation between serum
GP73 concentrations and GP73 expression
in liver tissues was examined. One hundred
and eighty-three CHB patients received ETV
antiviral treatment for more than 1 year, and
serum GP73 concentrations were determined
before treatment and 1, 3, 6, 9, and 12 after
treatment.

RESULTS: In patients with chronic HBV
infection, serum GP73 level was significantly
higher than that of the healthy control group (F =
191.60, P = 0.000). With the progression of the
disease, serum GP73 concentration continued
to significantly rise (P = 0.000). Serum GP73
levels were positively correlated with severity
of chronic HBV infection (r = 0.576, P = 0.000).
With the increase of GP73 expression in
liver tissue, serum GP73 concentrations also
increased simultaneously (F = 7.285, P = 0.01).
Serum GP73 concentration was positively
correlated with the expression of GP73 in
liver tissues (r = 0.592, P = 0.00). In 186 CHB
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patients treated with ETV for more than 1
years, with the recovery of the disease, serum
GP73 concentrations significantly decreased,
and there was a significant difference between
before and after treatment (P = 0.005).

CONCLUSION: Serum GP73 levels are closely
related to the disease progression of chronic
HBYV infection. The decrease of serum GP73
concentration in the course of ETV antiviral
therapy suggests that the liver inflammatory
injury is relieved. Serum GP73 can be used to
monitor the prognosis of patients with chronic
liver disease.

© The Author(s) 2016. Published by Baishideng
Publishing Group Inc. All rights reserved.
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Hi: @3B RIAFEEERETS
R EARE G 73(Golgi protein 73, GP73)K-F
Tl BAF F k97 R X AT R, ;|
it f FHGP73x 1% LA £ (chronic viral
hepatitis B, CHB) % 5 Ja 5 Z AL 49 16 AR ANAL.

FiE: #B2013-01/2015-06./2 K, 2372 4 %
TN E 1% 5 55 4 2 364 49 CHB & %4831 . ik 5
) A1 B AR A4S #6350 4 A 3t . R AELISA
A £ A GP73E, Fl B x+4834CHB &
FAFFAR e H AP T R E D 1834
CHB & # 4% B# - F (entecavir, ETV)4i5A
FBFIEA L MEEHF AT B 3.
6+ 9. 12 mo#y fniFGP73k E T L.

LR B HCHBE 4 hiFGPT3KFHES
T AT BAR(F = 191.60, P = 0.000), LI &
BHomiEdtk, fFGPT3IKT B EITE,
i I8 A £ 5+ it F & L 1R HCHBE%
HP AN MALGPTI AL 3%, ik P
GP73RE T B It &, LL18 *F bk £ 7+ A 4
&P =0.01); CHBE#F, ZETVit
T AR EGPTIRE R FIKT A
B IT L, & TR AT AL, 4R At £
FHGITFELP =0.01); MAERSILERE
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27: CHBEF i ¥ GP73RE 5 TR
GP734ik K-F 2 EARE; BETVHIE AL
I A2 2 §i 48 £ (P<0.05).

it FGPT3IKF 5 IRMECHBR 34 %
TRt pka k&, TR AR MECHBE & A
FB T s R IT RORAE W S AR
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LI 98995 5 (hepatitis B virus, HBV)E Y (E
NS 2 B BT % (chronic viral hepatitis B,
CHB). ZTUAT# AFi#{L(liver cirrhosis, LC)
IR R BT 4 e (hepatocellular carcinoma,
HCOWEIRIF 2R, Tt S (i 5 il .
IRILARTE H73(Golgi protein 73, GP73)/& —Fi
I1 20 g R S A4 B AW 2 1, R e VR B,
KAEHCCH MIFGP735E H R3# THaE, GPT3H
IR — T AE T HCC IS AR £ 4, GP73
A & Bl S RS M A 2 0 vh o B2 R A,
FLIMTE GP73U B 518 M JHH9 119 15 2 Jee AH K.
AT FU R FH K G5 W 038 (enzy me linked
immunosorbent assay, ELISA)F ILi5GP73¥
JEZ, BN,

1 SRIASEA

1.1 A4 EHL2013-01/2015-067F I Z W4
A B 32 24 73 B4 12 [FICHB 483191, fk FEAAAS:
HOIBIE KT IRAL. IAFRER: ()T H B
3% R 28 4 B R 1 P (hepatitis B surface
antigen, HBsAg)¥ NP, HHBsAgPHPE&H
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6 mo; (2)IMLiEHBYV DNA>1.0X 10* copies/mL;
) RAEEHILCH# Child-Pughi¥-4r NBELCZL,
REEIALC % Child-Pughit /> NAZ; (9)HCC
B F R A S EHB VI 5 DA i
6% H (a-fetoprotein, AFP)F %5 = KA K.
HBV-C. CHBAILCHIZWiFF & CHBIZ Wikrifk,
MHCCIZ W& iR M 12 B br D). HE
BRbRiE: ()AUEYR. 56 RO MBI SO fl
BRSO, (2)F 14188 LLR; 3)IfERT6 mo
IR () . TP 2R B A G2
WA ()& A FHABIT 5 XG5 (5
5 S5 6 [ A AR 5 6381/ ki B4
Horp B v36, o274, Fi#832.45% +10.87
%, A AN GEEMERED. BE RS
(entecavir, ETV)Z¥I [H 36 it 5% = 1 24
HIRAT]; H—PUAR(GPT3 5 55w B HTAR) I H
L A FEM R R A A, 5 PR (GP73
HRPFRIC 1 E 40 R PTIA)  H A8 MG 8 A=
AIFRARAE; DABW H AL h 2 &4
BHEE R AT Elivision Plusfd& 20 24k 241
PG AR M AR AR A F $2 4. [IEGPT3
AW & b b AR AR E ARG IR A B 4
B, A1 5K 860 AR 31 H 25 .

1.2 7%

1.2.1 #&95: fFFAPUREHATTIENIE M CHBEH,
HRAHE £ 3 S 15 [F) S S BRE T VIUR EE9R YT, 0.5
mg, 11/d, 75 WA (A& 1T 5 REA] B 22202 h).
1.2.2 #ml: MiEGP73& &K IY: Fr i 7t
XFPRIERITRIANGIT L. 3. 6. 9AI12 mo
ZJEHIMS mL, 2 5 M3, -80 ‘CHRAF. IMLih
GP73 4 & R HELISAVEAG. {2 Z b 3R un T
BFALIIAN20 pLIfiEFRAFISO uLAERER, 42
PR, B E37 CHLE60 min, &fLIN
N FEARFRI100 uL, FH% 5 B 37 “Cil &30 min,
P9 7840 ek Sl J5 401 LI S 55
A. Bifi#%50 uL, 37 C# R 15 min, F5L
50 pL& IR, 10 minpy EEEFRSCRI. AT
S A G g% A AN A Gt B A S B 1 S s
Y Ak 3% I Elivision Plus 3 iEiE4T. B
PODER: #1453 umPFFHZI R, 5 2K
Jeue, 38 o B FR B K AR SR R R R N A
EDTASEHR, 7ETris-NaCIZE R (pHIET7.6)
M JE, VIR R AE 3% H, 0,3 R LA RH 7 Py
Yk S A S I PBSHE S, FEV) v B
WINEE — Pk, %R T E 60 min. PBSHE/E,
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VIR BRI —hiik, EIE T E30 min.
PBSHE G, TEV) A L s S D AB &
R, HRAKMRZIEE A, FARRT YL
PBS B AL —PiisAE s EIR .

1.2.3 a7 B LWL Qe e mn .
JFHZAG P73 IABH 4 M : 40 A o A H BLA:
WL, AR S s U S et P4
ZAGPT3RIE N € BTN 7 N4 O 1)
HFHRHE) (P RERHTE) HRPE ). S5FH
PR AR VAR, Hh B2 FE A KRR (R ROk
SRPAPE: IRER R R PUIR R LAGP73RIEK
FEE R W7 FLBH PR BE . 12 W7 55 B 2 1 B A N
fE°557.00 ng/mL, H EEFHAPE73.00 ng/mL,
BH 1 °A194.00 ng/mL".

Siit# 43 X H GraphPad Prism5.03E47
Gt dr, tHEEE Plmean = SDFE IR, KA
ZE o MO Ak 36 A7 b 3, SR F SNK-g 16 56
BEAT 410 22 3 1 LU, I RR AN 45 1) 7 22 40 M
AT 2H1R] 22 5 1 B A A8 8 [R] R AH SR 1 20 Ak
FAPearsontl e & Hur S 28 14 18] 135 #1 SR 3E-A7
P<0.05 9% 5 BA G55 L

2 R

2.1 fFGPT3IR AR EHBV A F 4 o9 T AL
W4 R, B YECHBRYLE MIEGPT3IKE
B3 T FEARAS  IRZL(F = 191.60, 2 = 0.000),
HBEEECHBIRIERRE, MiEGP73W IR RFEL Tt
. PRI, MIEGP73MK E /EHB V-C(46.88
ng/mL+16.84 ng/mL). CHB(100.77 ng/mL*
65.93 ng/mL). HCC(193.016 ng/mL+103.55 ng/
mL). LC(224.87 ng/mL+98.93 ng/mL)&# HHEf
7t SARILE, MiEGPT3HEZER G5
T P = 0.000)(F1). L M3 #r, 13
GP73 % & 5B MHBVE YL E i 15 1 B R 2
1EFFE (@ = 0.576, P = 0.000). JACEEHALC 3 1
JHGP73¥E M(236.78 ng/mL+97.15 ng/mL), &
Fm TAREIALCHE# 1(166.075 ng/mL+93.38
ng/mL)(® = 0.006).

2.2 fFGPT3K-F 5 I 40 LG P73 & ik 4948 %
M GP73F AR MR N KL, FEFHLN
BIEN SRR AN A 4ERE IRk, 51ICHB
FFR bR A, FFLZIGPT3RIE 2 55 BH 1
HHREE SH AR 5 SE 1 ) 23 R 114 (21.57%) 27
51(52.94%) F1134511(25.49%), H il iEGP73HE
43 HN(67.03 ng/mL=+22.97 ng/mL). (103.02
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P =0.000~ = 0.006

500
P =0.000P, = 0.000
| I E—
400 2
o
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E
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HBV-C  CHB
TEPEHBVEGY

Control HCC LC

1 [EGP73/K EAEISIEHBVERZE thEYAR K. Control:
NHBZH; HBV-C: 1&MHBVIE &, CHB: 180 RIIT %,
HCC: JFAMERFiaE; LC: k. GP73: S/ RIMAE R
73.

180

= —

N (9]

o o
T T

GP73(ng/mL)
O
o

60 -

30 +
0 Il Il Il Il Il Il
01 3 6 9 12
t/mo
3 BMCERRBERBFHIURS B RIGIE

GP73REMZY. GP73: S/ KIAEH73.

ng/mL+36.01 ng/mL)#(138.99 ng/mL+41.16
ng/mL). & P ZAGPT3 LA ggratE. s
BH 4 2158 BH A4 b =, 3L 5 G P73k B 71 [F)
HTHE(F = 7.285, P = 0.005). 3 M1,
MiEGP73KE 5 HLGP7IRIEMFEE 2 1F
I = 0.592, P = 0.000)(E2).

2.3 ETV#Ik 374 77 71 JG e F GP73 R E o AL
#4835 CHB B BEHL 70 NET VHUR R IR IT +
FEGARIFIRIT . ARG RV IT A, SRS
HRZH = 21 (84T GP73/K~F I 2H 1) bl e, FRATTAE
WETVIRITHI RIT /(1. 3+ 6. 9112 mo)
MiEGP73WRE IRk, B4 R, bEE
CHBJF 15 (119K 5., IML3EGPT3W FELEETV IR 55
HBIF1. 3. 64 9FI12 mo/FiEWE F I, 49N
(96.98 ng/mL +41.82 ng/mL). (67.89 ng/mL+
32.95 ng/mL). (58.63 ng/mL+29.49 ng/mL).
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r=0.592, P =0.000

200 -
°
150 + LY
3
£
S
£100 - V'S 4
Ia) .. [
& L K
(G]
50 - £ o0
L 2
0 Il Il Il
+ ++ +++
HLHAGP73FIA

2 [MEGP73RE SHFALAGP73RIARVERME. T4
ZAGP73RIMERE: +: F9PHIE; ++: HEERHEE; +++: 58FHME.
GP73: By/REMAERT3.

(51.83 ng/mL+25.50 ng/mL)F1(53.53 ng/mL =+
21.77 ng/mL), S5i6I7 AT MIEGP73KE(113.09
ng/mL+4891 ng/mL)LbL#s, B EF BEMER
(P<0.01). MIEGP73KEELAET VIR FFIRYT3
moJi I FEIRBE oK, 50 1h SRl S N 2 BR 2
RGN IR W ARG, 25 MIEGPT3W EYE
FRAEBUIN DX 18] A s B (F13).

3 e
GP737E IE % NMAR Z A4 Rk, lid %k
UL 2T VRN E R ILGPT3 & e AR 45
W WA B ATFIRSE b R gE e b R,
FEIEH FFIEZHZY, GP73 FERIE TR b 24
Jfa, E FFF 20 R SRR B, T A 4 4
R R IE A B B, A RAT R TYR B, GPT3
FEHCC B AT A i b R0k B 2 B, 1y
GP73R B i 3 TF iy 1) B HC C R A 1 e s 1
BEmTMEGPTIRRM B, Kk, GP734#;
WA TSI HCCLE bR B, 3 Raf e
R, GPT3EEAMUSHCCEYIA K, i 5
R 5058 25 DI AH 9. GP73TE & Fh 2 Fi g
PEFFIE B h A — e R RIA, M5GP73
(IR 5 e P A ) PR AR U,

B4, AR 5T W S C H B S &
AR BB GP7348 4k, 45 FR M, BEE 12 M
CHBE G By i it fe, 1fLiE G P73k FE &

. AN ECE H S g MEHB VIR L3 1R 50

HE R AL

AR JE 0, PRI AR 2 PR JFR I 98 RE SR 8
YT “EhrifE” , A REE HENfH S BT
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