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Abstract Objective: To evaluate the effect of antiviral therapy on HBV reactivation and liver function after liver resection in patients
with hepatocellular carcinoma (HCC). Methods: A total of 174 HBV-DNA(-) HCC patients were recruited into two groups: antiviral ther-
apy group (66 cases) and control group (108 cases). In the antiviral group, patients were given entecavir dispersible tablet, whereas no
antiviral therapies were given in the control group. The HBV reactivation and liver function index rates were statistically analyzed. Re-
sults: Rates of HBV reactivation after hepatectomy were 3.0% and 27.8% in the antiviral therapy group and control group, respectively.
Multivariate analysis revealed that minor hepatectomy (HR, 4.695; 95% CI, 1.257-17.537, P=0.021) and no antiviral therapy (HR, 8.164;
95%Cl, 1.831-36.397, P=0.006) were independent risk factors for HBV reactivation. The levels of ALT, TBil, ALB, and PT within 7 days af-
ter liver resection were similar between the antiviral therapy group and the control group and between the reactivation group and no-
reactivation group. However, the ALT and ALB levels were significantly better in the antiviral group compared with that in the control
group after 30 days. Conclusion: HBV reactivation can occur after liver resection for HBV-DNA(-) HCC patients. Preoperative antiviral
therapy can reduce the risk of HBV reactivation, thus protecting liver function in patients undergoing liver resection.

Keywords: HBV-DNA, hepatocellular carcinoma, reactivation, antiviral therapy, liver resection

YEF B DT B ERIKZHEMEERATREEER MY (BT 530021) ; QI BATEISIT TEBAMEHL; QN BERAZE+HEERSES
AR O AR T E-AREREERE

*A IR ZE R ERX TR (45 :20122X10002010001009) EHK B AR FE £ (455 :81462988,81160262) .J A S K RIFH AR
T H (45 :KY2015LX056) .J ik BiaX DAETHRIE (45 :GZPT1240,GZZC15-34,Z22015601,22015621) . AER K FHERFE
£ A (45 :GXMUYSF201517) .J BRIEM R SHAF ZiT% (R 14124003-4) E B

BIE1EE B RE  lilequn_gwf@163.com



& B b 16 R 2016 -5 43 .55 1541 Chin J Clin Oncol 2016. Vol. 43. No. 15

WWW.cjco.cn 669

LIV R 9% 7 (hepatitis B virus, HBV ) B4 J2&: fiF
20 Mo PE 982 (hepatocellular carcinoma, HCC) fi E 2 )
Bow N £, & E 95% L4 L HCC 3 & I HBV Ji
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Table 1 Baseline characteristics of all included patients

ERFEDIANH . WA RL TAATHORERIT,
WA S5 HBV BUE HATSPUW EEbRME N 245 THUm #E0
37 BT BB ARFTAIN 2 B2 N PR &
fit AFIhfie BEIMTIAE . HBV-DNA FFHEREE CT . H iR
B, Rl TR A i i | iR
KN A TFARBIEAE, RJF1,3,5,7,30 R4
A FIBE BE T BE . HBV-DNA, W4 & % H T
ARIARIEZATAT B R PERIT
1.2.2  HBV AJ5FHEGEIRAE" AHTHBV-DNA B
P, R J5 HBV-DNA B, W %E XA HBV PR
1.3 Seite#ahr

I FH SPSS 17.0 84 Ab FRE , 4070 1 DU ves 6
7N R B HEA T AT THECRE RER A 20 R, X8
Fisher’s 1 5 #4743 47 , 5k logistic mH M ikt £
HZE 1. P<0.05 h257H A G FE L,
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366 4] HBV-DNA BH: A4 HCC & 2 Pk %
1RYT, 108 il HCC RIZZPURERIRTT . PRALATT H 8
F HR (40.24+5.19 vs. 42.57+4.61,P=0.032) , 2= 7 H.
HEit2EE Lo WAV A (P=0.041) 25 B
St E o MG IREdE b W3k 1,
2.2 HBVIEiGR L

HBV 25 F ARG d1 S 8 61, d3 3 16 441, dS 3%
15 S, d7 G 2 1], d9 3G 1491, d30 3G 0 4l P EE
ZH HBV #4035 2K 3.0% (2/64) , K PUIk 1: 41 HBV 15 %
27.8%(30/108) , 2= 55 BA G755 X (P<0.001)

MR R OHr, RFTAAEFEL AR A N
JHDIAR LA R AR A0S BTG 7 A2 HBV 330 i XU R &=
(F2) ;2K H logistic [B11H Z P Z 4341 , /NGB 43 B AR
FARPRGRERIT R HBV I AU R R (%3
2.3 HBV &% D RE B 510

RJ5 d3,d5,d7, ik e 4] Kot BEZH 78 ALT Bl |
ALB . PTJ7 It 25 3 Tose 124 L (P>0.05) . K
Ji 30 K EL#E, ALT J ALB B8, 2 R A G it X
(P<0.05, 1),

ARJ5 d3,d5,d7, HBV 3G 4 KRS 4H7E ALT
TBil  ALB.PTJ7 M [ # . 22 R TGIH4 L(P>
0.05). ARJ530KHHE,ALT % ALB HA, 2546501
2 L (P<0.05,/F2).

Clinical variable Antiviral group (n=66) Control group (n=108) P

Gender (M/F) 58/8 92/16 0.617
Age (years) 49.9749.71 49.67+12.22 0.904
BCLC-stage (A/B/C) 42/12/12 60/20/28 0.466




670

o 8 16 R 2016 45 43 55 15

Chin J Clin Oncol 2016. Vol. 43. No.15

WWw.cjco.cn

®1 BEMIGKFE (ZRD

Table 1 Baseline characteristics of all included patients

Clinical variable Antiviral group (n=66) Control group (n=108) P
Tumor numbers*
<3 56 98 0.237
=3 10 10
Tumor size (cm)
>5 34 62 0.448
<5 32 46
Preoperative tumor rupture (yes/no) 4/62 6/102 1.000*
Blood loss (mL) 348.42+303.73 359.26+219.74 0.848
Blood transfusion (yes/no) 2/64 8/100 0.322*
Operative time (min) 202.58+69.41 195.50+53.65 0.595
Tumor capsule (complete vs. absent+incomplete) 44/22 64/44 0.329
Anatomical hepatectomy (yes/no) 12/54 34/74 0.054
Inflow blood occlusion time (min) 28.03+25.40 24.98+38.88 0.690
Liver cirrhosis (present/absent) 54/12 87/21 0.837
AFP =400 (ng/mL)** 32 50 0.779
PT (s)** 12.82+1.29 12.77+1.41 0.857
Total bilirubin (umol/L)** 10.50%3.85 20.17#53.37 0.303
Albumin (g/L)** 40.24+5.19 42.57+4.61 0.032
ALT (IU/L)* 31.97+25.08 34.39+19.61 0.617
Ascites**
Present 2 2 0.635
Absent 64 106
Types of hepatectomy
Major hepatectomy >3 liver segments 4 18 0.041
Minor hepatectomy <3 liver segments 62 90
Hepatitis B virus Pre-S1 antigen**
Positive 46 60 0.064
Negative 20 48

*. Fisher's exact tests (2-tailed); **. Preoperative indicators
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Figure 1  Comparison of liver func-
tion between patients in the antivi-

ral group and control group
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Table 2 Univariate analysis of factors related to HBV reactivation during the perioperative period

Clinical variable Reactivation group (n=32) Non-reactivation group (n=142) P
Gender (M/F) 28/4 122/20 1.000*
Age (years) 50.25+11.01 49.68+11.41 0.855
BCLC-stage (A/B/C) 2016/10/6 86/22/34 0.115
Tumorous numbers**
<3 28 126 0.766*
=3 4 16
Tumor size (cm)
>5 16 80 0.515
<5 16 62
Preoperative tumor rupture (yes/no) 2/30 8/134 1.000*
Blood loss (mL) 323.13+238.38 362.37+257.49 0.578
Blood transfusion (yes/no) 3/29 7/135 0.394*
Operative time(min) 194.38+53.26 199.04461.52 0.780
Tumor capsule (complete vs. absent+incomplete) 20/12 88/54 0.956
Anatomical hepatectomy (yes/no) 8/24 38/104 0.838
Inflow blood occlusion time (min) 21.00+14.72 25.04+23.61 0.514
Liver cirrhosis (present/absent) 30/2 111/31 0.042
AFP (ng/mL) (=400)** 12 70 0.227
PT (s)** 12.95+1.95 12.75+1.20 0.599
Total bilirubin (wmol/L)** 13.98+6.43 17.08+46.70 0.792
Albumin (g/L)** 44.68+2.12 41.01+5.15 0.007
ALT (IU/L)** 34.38+14.35 33.27+23.16 0.855
Ascites**
Present 1 3 0.560*
Absent 31 139
Types of hepatectomy
Major hepatectomy >3 liver segments 24 128 0.020
Minor hepatectomy <3 liver segments 8 14
Hepatitis B virus Pre-S1 antigen**
Positive 20 86 0.839
Negative 12 56
Antiviral therapy (yes/no) 2/30 64/78 <0.001

*. Fisher's exact tests (2-tailed); **. Preoperative indicators.

#*3 EFAHIHBY BAUE logistic BPAZEZR N

Table 3 Multivariate analysis using logistic regression analyses of factors related to HBV reactivation during the perioperative period

Variable HR 95% Cl P

Liver cirrhoisis (present) 5.804 0.888-37.945 0.066
ALB <35g/L* 0.452 0.045-4.569 0.501
Minor hepatectomy <3 liver segments 4.695 1.257-17.537 0.021
Without antiviral therapy 8.164 1.831-36.397 0.006

HR: hazard ratio; *. Preoperative indicators
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» A. The postoperative liver function
change of ALT for patients in reactiva-
tion group and non-reactivation group;
B. The postoperative liver function
change of Tbil for patients in reactiva-
tion group and non-reactivation group;

B c. The postoperative liver function

change of ALB for patients in reactiva-
tion group and non-reactivation group;
D. The postoperative liver function
change of PT for patients in reactivation
group and non-reactivation group
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Wt AU RIRITEE S I R B
PR EEZG W , SR ENARMER KT A HBV , 225 A
= 20 R N A FE 2R A B G PR IR DNA (covalently
closed circular DNA, cccDNA) o cceDNA FE R ik 8 Yy
ORI 1 S AR I U7 T HBV 1Y
Az, A MRIEER 1 40 N Y cccDNA, 4
RERIICTHBR HBV . SR, H HTA RESE RIS R &
Ml cccDNA 259 . RS n] B 2 i R Js
HBV & il S PR30, o T U R S s 4w 1 o
RO 75 RE ) SRR 24508 , [ P Ahge g g7 gt
WAE BT HBY i —2307 12y . BF5eRM, DI BR
AR T SR Rl Sl KA T R 2R ALY ST
FEIRYT AR ECEE HE R 45 B HBY B2 ) B
WO

ARHETHURFEIRIT BEA RLTIH HBV %5 75 FH500
ok BT D REA5 403 I B AR AR 5 52 2 XU, ol S A
Ja R 2013 AR H AR BE AR 3 I 5 03 23 TR o 4L
SE IR AU I B 4 5 R HIT HBV-DNA B
N 45 TPUR EEIRYT L X T HCC & IF HBV-DNA B 1
&L RETHUREER YT RE I8/ HBY PR , HATHLZ
5 SF GRS o JE A4 T HBV-DNA B PE HCC
BE R 2 FE AR ZE TR T e B
Y7, 0% Y1 W HBV-DNA , %5 HBV-DNA B,
N 25 T HUREEIRIT o (18P S B R B iR 46 7 (2015
AERR) )RR Y AEHEZARYT A IR RN IA YT R AR
TGS HBsAg #8717 4% IRYT BT NPURTERYTY o SR,
IR LA AR BB PIF HCC 59 HBV-DNA
B AR A T TR EER YT o

Kubo 25" WF 58 8 T HCC & IF YR J5 HBV
T 50 28% M 34% 155 R AT R o — DR REMERE
HUXH ARG BT TF HBV-DNA=1.0x10* copies/mL
(1 HCC /B3 IR G R BT REGYT HBV PRG0S 2
FEETHURTEHS (31.8% vs. 2.5%,P<0.001) , A W5
HOE T ARFT HBV-DNA<2 000 IU/mL % , FARTH
Al 'F2 19.19% /) HBV F#0E , HBV-DNA<2000 1U/mL
K HBV PR & HCC B35 oI A A7 B s R A A7 ]
(AR ST RS PR 2R o ok ST 5 2% BH 10 AR A 1 B R
PR REIRIT o SR, X F HBV-DNA B HCC
O TARTG THUR IR IT IS . AR A
174 ) HBV-DNA BHM: A HCC H 3, I8 45 1 Bow
RETARYUREEIAIT FECHBY RGOS R0 8 /T AR
U (27.8% vs. 3.0%,P<0.001) .

AT FE KIS VAR (<3 T BE) SR T A Bt
JREFIRIT ARG HBV FRETE RS 2 . RETADT
95 B VA T BN R 5 HBV FE IS XU (HR=8.164,
95% C1:1.831 ~36.397, P=0.006) , /N5 FFHIAR 5
KEBHFDIAR (53 J1F B ) B 5 51 e HBV i i% (HR=
4.695,95% CI:1.257 ~17.537,P=0.021) , REXLT
ANEB 3 VI AR 5 5P 06 i BT 1 AS B A, SR 1T LS
b KA IR S0 I (1) HBYV T2 N RS Bk
Tl 235 HBV FEE KRB /), a0 65 1] 22 PR T 400 L
ARSI TR, 52 HBV JE G40 i bl 2 e/, PR it 3 op
BEXERTI 1 HBV . SR, /NER 43 HF DI AR 5 | ke SRR
VD ASHH R VR N HBV R84 R HRF 20 i 4= i
ek, R, HBV 2 AR I 40 B 6 ) 5 , AT Bl
FARII NS K H HBV . ASHFSE Hho O i
FE I B IR AR S ~ 10 em B HCC B FHATATIIAR



o B 8 16 R 2016 45 43 %% 1581 Chin J Clin Oncol 2016. Vol. 43. No. 15

WWW.cjco.cn 673

& HBV PR By AU R 2R
HATA ARG HBV HR30E AT A0 2 a4 3 o

AW RPN T ARATE B PR EERYT USRS HBV

R WARAERTVIBRA S 1 J 0 IS Re 284k o i 2

Wi, SR, FEAAR ST 30 RATFIIRE A B, PR B4 SR

PO LHARDOT TR U 25 2H S B0G 47 ALT A2 ALB 5

T 22 5 B et 2 S R B AR AR . X R4

FRERIR S 55 1 F NP Eh BB A6 br 32 2232 B TR 55 I

PRI ZE 5200, T HBV PRI 3 800 I 35 02—

PP LE AR, P, RS 1R Eh REE AR A UL A

W25 ARG 30 KRB ALT M2 ALB 125 5%

AW HGE HCCATIFIIBR ARG S AN K 5
iK75% , M — B K TR AR SR Z IR TR sk

TS 7 R FE SFHTOH Rl BT S 2B LR BIRYT X

IR YT T B R R BUHBY BRSO T RE R

Ho U, BT A 0 %5 U1 I HBV-DNA /K-, —

B HBV FRE0E T R 4G T IUR TR o AWTIE My

BERAEAS B BT i RIS IR S

EE B

[1] Ye SL, Qin SK, Wu MC, et al. Expert consensus on standardization
of the management of primary liver cancer[J]. Zhongliu, 2009, 194
(4):295-304. [k, Z8 Bz, 2 o, 5 e 2 M A2 IR 1Y
L7 R )] I8, 2009,194(4):295-304.]

[2] Huang G, Lai EC, Lau WY, et al. Posthepatectomy HBV reactivation
in hepatitis B-related hepatocellular carcinoma influences postop-
erative survival in patients with preoperative low HBV-DNA levels
[J]. Ann Surg, 2013, 257(3):490-505.

[3] Lao XM, Luo G, Ye LT, et al. Effects of antiviral therapy on hepatitis B
virus reactivation and liver function after resection or chemoembo-
lization for hepatocellular carcinomal[J]. Liver Int, 2013, 33(4):595-604.

[4] European Association For The Study Of The Liver. EASL clinical prac-
tice guidelines: Management of chronic hepatitis B virus infection
[J].J Hepatol, 2012, 57(1):167-185.

[5] Perrillo RP, Gish R, Falck-Ytter YT. American Gastroenterological As-
sociation Institute technical review on prevention and treatment
of hepatitis B virus reactivation during immunosuppressive drug
therapy[J]. Gastroenterology, 2015, 148(1):221-244.e3.

[6] Liaw YF, Kao JH, Piratvisuth T, et al. Asian-Pacific consensus state-
ment on the management of chronic hepatitis B: a 2012 update[J].
Hepatol Int, 2012, 6(3):531-561.

[7]1 Lok AS, McMahon BJ. Chronic hepatitis B: update 2009[J]. Hepatol-
ogy, 2009, 50(3):661-662.

[8] Liver Cancer Study Group, Chinese Society of Hepatology, Chinese
Medical Association. Recommendation on antiviral therapy of hep-
atitis B/C virus-related hepatocellular carcinomalJ]. Zhongliu, 2013,
33(1):1-7.[ AR BE 2% 23 T 2% 43 23 P86 23 2H. HBV/HCV A DG PE T
YU D IR PR YT B A AL ). M. 2013,33(1):1-7.]

[9] Huang W, Zhang W, Fan M, et al. Risk factors for hepatitis B virus re-

activation after conformal radiotherapy in patients with hepatocel-
lular carcinomal[J]. Cancer Sci, 2014,105(6):697-703.

[10] Jang JW, Kim YW, Lee SW, et al. Reactivation of hepatitis B virus in
HBsAg-negative patients with hepatocellular carcinomalJ]. PLoS One,
2015, 10(3):e0122041.

[11] Yeo W, Johnson PJ. Diagnosis, prevention and management of hepa-
titis B virus reactivation during anticancer therapy[J]. Hepatology,
2006, 43(2):209-220.

[12] Zhang. Role of antiviral therapy using lamivudin in treatment of pri-
mary liver cancer complicated by hepatitis B virus[J]. Zhongliufang-
zhiyanjiu, 2010, 37(9):1064-1066. [ 7K T 7 >k K g 7E & 2
TUAF 52 AR J5 ¥R 97 P 9 15 ). b 97 B 34 BF 9¢,2010,37(9):1064-
1066.]

[13] Chinese Society of Hepatology and Chinese Society of Infectious.
Diseases, Chinese Medical Association. The guideline of prevention
and treatment for chronic hepatitis B: a 2015 update[J]. Zhongguo-
ganzangbingzazhi, 2015, 7(3):1-18.[ 4R & 25 2 IR 24 0 25 18 Pk
ZIURFHE B i1 B (2015 4FAR) ). I I 2 35 (L1 Hi), 2015,
7(3):1-18.]

[14] Kubo S, Nishiguchi S, Hamba H, et al. Reactivation of viral replica-
tion after liver resection in patients infected with hepatitis B virus
[J]. Ann Surg, 2001, 233(1):139-145.

[15] Huang L, Li J, Lau WY, et al. Perioperative reactivation of hepatitis B
virus replication in patients undergoing partial hepatectomy for he-
patocellular carcinomalJ]. J Gastroenterol Hepatol, 2012, 27(1):158-
164.

[16] Kang W, Xiang BD, Huang S, et al. Changes in perioperative of hepa-
titic B virus DNA in patients with hepatecellular and their influences
[)]. Zhonghuagandanwaikezazhi, 2013, 19(9):681-685.[F¢ 3, [a]
L H I, A PR R SR T AR 2 TR 42 995 1 DNA (1978
A B WA A 2 0] A AR AT RRARE A4 7, 2013,19(9):681-685.]

[17]. Zhong JH, Ke Y, Gong WF, et al. Hepatic resection associated with
good survival for selected patients with intermediate and advanced-
stage hepatocellular carcinomal[J]. Ann Surg, 2014, 260(2):329-340.

[18] Kim JH, Park JW, Kim TH, et al. Hepatitis B virus reactivation after
three-dimensional conformal radiotherapy in patients with hepati-
tis B virus-related hepatocellular carcinomalJ]. Int J Radiat Oncol Bi-
ol Phys, 2007, 69(3):813-819.

[19] Dan JQ, Zhang YJ, Huang JT, et al. Hepatitis B virus reactivation after
radiofrequency ablation or hepatic resection for HBV-related small
hepatocellular carcinoma: a retrospective study[J]. Eur J Surg Oncol,
2013, 39(8):865-872.

(2016-04-13 i)
(2016-07-12 f&[11)
(G AHELTR BT K5
fEE &
JBSCEE Ly A PRI P TRB AR
i s S5 0 Al T IR 112 IR T S IRl

W
\ 2yl .
3 -/ E—mail: gwf0771@163.com



	15期_Print_部分26
	15期_Print_部分27
	15期_Print_部分28
	15期_Print_部分29
	15期_Print_部分30
	15期_Print_部分31

