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[ Abstract] Hepatocellular carcinoma ( HCC) is a common malignant tumor, which seriously endangers people’ s health.
Because evidences in and values of authoritative clinical

[WFSHEA] 2019-03-22 [{EEIH#A] 2019-10-14 guidelines are different, it is necessary to compare the
[ELTE]  0UIE DA EES R SR WHES (F ST backgrounds, research into and cognition in representative

guidelines worldwide. American Association for the Study of

Liver Diseases (AASLD) , European Association for the Study

WRB(ELAPIRUE ) (%' :17ZD049) ; )ERTTRHL W B (4
5:2018-YF05-01368-SN)

[BIAMEE] “ FE,E-mail: wangxiaogz@ 163. com;
J, E-mail ; zfsong2 @ sina. com;

bR

of the Liver (EASL) , Japan Society of Hepatology guidelines
and Chinese guidelines for diagnosis and treatment of HCC are

representative and influential guidelines for the diagnosis and
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treatment of HCC worldwide. There are some similarities and differences in the diagnosis and treatment of HCC. In this pa-

per, AASLD, EASL, JSH and Chinese Guidelines for Diagnosis and Treatment of HCC are compared and analyzed from four

aspects ; staging, screening & monitoring, diagnosis and treatment, so as to play a guiding role in the standardized diagnosis

and treatment of HCC in China.
[ Key words |

diagnosis and treatment of HCC

BV T 9 2 4 BR R AL A S R 2 —
Globocan 2018 H{4fs i , 9 14 42 BR K06 % 8 BT A
SENERRREEE 7 B, SETRIEAS 4 0 SRRk T
Hh AR BT AR 1] 46. 6 T3, 2 5 BRI 50% 5 h
[ B4R R i & 1 B9 SE T 44 4 T3, 2 5 2 BRI
45% ", DRI, D P O T TR IR T A ER LR
A frflRE . SR EIIRTREZ¥RINES S,k
ok, Z AR A AT IR T R T a0
WFFE I 2 0 J , (H R IR 7 1 ST 80T
RAFEIIH B AR o N, B AR AT B R 12
IPAT R A AT e A R MRS Y 7 3 6
T R TR T ROR DL OGS (A 1 A i BT
EHARENE

R T D P B9 P S 4 2 4T
I, AR e R TR 22 18 AT A e . B T2
TR I ST U rp  AE AR AV 2 B K AR RRT]
PLR B pop o AT B S W P HE B . SRR T
JRBT 5% 2% 2> ( American Association for the study of
Liver Diseases, AASLD) 7 2005 4 & 45 T T 40 Mg 9%
TAYTERTIR A — R, 2010 4F SR AS TN, 75 2018
HERATHYBORT MUY AASLD 51 , /2 H i 7E 43K H
P2 R P A I R 92 e H ™ 0 2018 47 IR
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Table 1. Comparison of Tumor Stages in AASLD, EASL, JSH and Chinese Guidelines for Diagnosis and Treatment of

HCC

AASLD Guideline EASL Guideline

JSH Guideline

Chinese guidelines for diagnosis and treatment of HCC

Stage O ( earliest stage) Stage 0
Stage A (early stage) Stage A

Al Al I

A2 A2 I

A3 A3 I

A4 A4 I -1
Stage B ( metaphase) Stage B I -1
Stage C (advanced stage) Stage C I -1
Stage D ( end-stage) Stage D 1

la

la

la

Ib

Ib, lla, IIb
[lla

b, IV

2 FHENRESEN

Xof e A AR 17 A ) 5 95 A Ay B e LR i
7% 5 SR Y B ST B, S IR TR R S AR %
BT i6 BA R E L,

AASLD 5 e 4 77 988 07 A A HE g« L9 40 %
DL ESYEEL S0 % DL E Aot AR AR SR 2
B SO B TR BAT 4 )5
M NE T 1 AT A B8t 1% 1 i, €2 9 01 T A AL B
PO 1 Pl dofe = A SRS A DA R At Dt PR ) TR A 28
o EASL 45w #1709 JH 9 0 & N RE b i 2 B
Child-Pugh A 1 B 2™ LA K % F¢ HF RS R Child-
Pugh C 2R A JIFRE A AR A7 7E TR w2 XU 7 TG T
T SR 98 3 TCFREAL Y F3 018 % . JSH 45
R A R fE NG B ST 989 2 (hepatitis B
viruos , HBV') I/ 5% 4 B4 T 4% 5 2% ( hepatitis C virus,
HCV) gy AL i . R ENRZ Y IYE 4R i, 3
€40 % D) 5 HA HBV Fil/sk HCV &gy K
PN RTS8 R | B P g e it
ESEE S g7/ IVYSEENIRTP Y L E PN N iR

T e ARE, ML T JSH 4555 S E2 Y 51
AASLD $5 5 EASL 45 5§ Y948 th 5 2 S 18 T &
A4 H 3 PEAT WY 5 T AASLD 45 75 5 EASL 1
FAAH E , B AN X Ak T 2 75 IF B A 1Y Child-Pugh
C A IFREfL 8 R4 T W ™) . T AASLD EA-
SL.JSH $5 g M v E12 97 B0 0 A 5 Wy 8 He K
ZERILFE 2,

13 B 16 & [ (alpha-fetoprotein, AFP) F1 AT JIiF
7 (ultrasonography , US ) 4 5 2 [ b _b T8 0 2 fi%
WOLR) T-BE L 3 JLAE, 3RANBR 35 4 4R Y AFP
A Ry i A FE A AT 22 BB IR S BTG A i) A, KR
15 B A 1 E ol W HE2 T 18 B TR AN PR AFP
R OB R AR Y (X 3¢ D O S =S N
T, AASLD 5 5 #7081 F 8 75 B 6 A A i A
WA EOREES AFP, X F B AR < lem 257, R
US Kt blivi, BB~ 3 1~ H o EASL $8 Rt X) &
s NAEAUASE PR 7 R B 6 > H A7 i 2 Wi i, [a) B
YT HEA<lem 4577, 2k H US KA Bl V5, 8] Ff 25K
FANH o HERERFRRE, HEFH AR E I
etz AFP FE by JFF96 Wi (%) 85 248 bR . JSH 45 R 1
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1R RS AN ERRR 6 S H A US Hi& AFP iR
FI 5 5 R LU 3 (AFP-13% ) i1 57 5 55 Il il it ( des-
gamma-carboxy prothrombin, DCP/PIVKA- I ) #47 i
AW kA G £ AT (JSH 45 7 b 24
HBV Fl/ 8 HCV &G 5 AL ) , VTRl 3 ~ 4
A IR 6 ~ 12 /4 F I R 3 A
CT 8105 4R 151% ( magnetic resonance imaging, MRI)
PEATR A o TS TR AR X s A A4 B 6

AHZAER US B AFP BEFT I A i i —

3 BHERNS

B

IR A2 W £ 2 L = 2 W AR 2 WL
Lo Bep i W as 28005 3o Herr, oy B2 A A5 O T
FRIZW bR, T AASLD (EASL,JSH 451 [
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Table 2. Comparison of Screening and Monitoring Schemes in AASLD, EASL, JSH and Chinese Guidelines for Diagnosis

and Treatment of HCC

Screening method

Name of guideline High risk group Monitoring interval
AFP Us of high-risk group
AASLD Guidelines Asian men over 40 or women over 50, African and African A-  No use us Once every 6 months
mericans with hepatitis B, chronic hepatitis B carriers ; hepa-
titis C caused cirrhosis patients, patients with primary biliary
cirrhosis (stage 4) , paitents with hereditary hemochromatosis
and cirrhosis, patients with alpha 1 antitryptase deficiency
cirrhosis, patients with cirrhosis due to other causes
EASL Guidelines Class A and B ( Child-Pugh ) cirrhosis patients, Class C  No use Us Once every 6 months
(Child-Pugh) cirrhosis patients waiting for liver transplanta-
tion, hepatitis B patients with high risk of liver cancer
(without cirrhosis) , patients without cirrhosis (F3)
JSH Guidelines Patients with HBV and/or HCV or cirrhosis AFP, US is .usually used. Once every 6 months,
AFP- Dynamic contrast-en-  once every 3 - 4
13%, hanced CT or MRI months with dynamic
DCP can be used in the enhanced CT or MRI
very high risk group. (once every 6 to 12
months ) for the very
high risk group
Chinese guidelines for ~ Chinese males over 40 years old with HBV and/or HCV, AFP Us Once every 6 months

diagnosis and treat-
ment of HCC

chronic alcoholism, non-alcoholic steatohepatitis, cirrhosis,
aflatoxin-contaminated diet or family history of liver cancer

AASLD: American Association for the Study of Liver Diseases; EASL: European Association for the Study of the Liver; JSH: Japan Society of Hepatolo-
gy; HCC: Hepatocellular carcinoma; HBV: Hepatitis B virus; HCV : Hepatitis C virus; AFP: Alpha — fetoprotein; US: Ultrasonography; DCP; Des —
gamma — carboxy prothrombin; CT: Computed tomography; MRI: Magnetic resonance imaging.

%3 BF#E AASLD.EASL.JSH $5EB K H E ST MBS B A LR

Table 3. Comparison of Diagnosis and Treatment in AASLD, EASL, JSH and Chinese Guidelines for Diagnosis and Treat-
ment of HCC

Name of guidelines AFP Imaging techniques Pathological

diagnosis

Gold standard

AASLD Guidelines It is not recommended to use AFP alone as a diagnostic marker, but

Enhanced CT, dynamic MRI
it can be used with other methods in the diagnosis of HCC.

EASL Guidelines AFP is recommended as the main laboratory diagnostic index for Gold standard
HCC.

AFP combined with AFP-L3% and DCP are recommended as spe- MRI; SPIO-MRI, CEUS or CT
cific markers for the diagnosis of HCC.

Enhanced CT, dynamic MRI

JSH Guidelines Gold standard
angiography may be used if neces-
sary.
AFP combined with AFP-L3% and DCP are recommended as spe- CEUS, enhanced CT, dynamic
diagnosis and treat-  cific markers for the diagnosis of HCC. Gd-DTPA enhanced MRI, EOB-
ment of HCC MRI

Gold standard

Chinese guidelines for

AASLD: American Association for the Study of Liver Diseases; EASL: European Association for the Study of the Liver; JSH: Japan Society of Hepatolo-
gy; HCC: Hepatocellular carcinoma; HBV: Hepatitis B virus; HCV: Hepatitis C virus; AFP: Alpha-fetoprotein; CT: Computed tomography; MRI:
Magnetic resonance imaging; DCP: Des-gamma-carboxy prothrombin; SPIO: Superparamagnetic iron oxide; CEUS: Contrast-enhanced ultrasound; Gd-

DTPA : gadolinium-diethylenetriamine penta-acetic acid; EOB-MRI: Gadoxetic acid-enhanced MRI.
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70 R BT R TR A TR
4.4 BEMHRLETT

JryEBIH BTG YT R A R/ CT 5] 3 K F A
B ARG, S0 A= RE 1 IR Jm i A8 45 e Uik
T, B AT bR B J] L 2H 2B [ IR SR IR T
Ttk BRI R ST 07 S0A REA OB R
( microwave ablation, MWA ) & JC /K 2, B 1 9 16 97
%[37-38] )

AASLD RNy RFA F1 MWA 58 5 I i
HARNT 3em B IRYT , [F) I G AT 4 S A4
RIAT VRN BT RS A8 R PR YT T-BL. EASL 455
i 0 TR AR /N T Sem (RS TH ARG YT
W% TG YT T 2, B B B S 5 2
R AR <2 om W, ATHETE CBE T ANAYT . JSH 48
P B B RFA 7R SE A5 50T AT B AT ARIBR
XHFIRE Child-Pugh A F1 B 2% Mg H o 2 8L
3AHERKRER<3 em (EE, FARUIBRE RFA X

2 BOSERIA AR S B IR T R . RIEZT iR R
TEHA MR AR <Sem, BN Z AR 3 A K
R EE EAR <3em, JOILE IS RIS AT 5 B 1R AE LA
LA EE R (1 8 R HE R I RlR T o
4.5 SFHEEEST

UTILAF, B N AN 506 2 TR R YT B AR AT
AT o FRALARE AR FDA i A
TGRS IR 259, ORI A 51 AEH o AASLD
1 EASL 575 /0, X ik 25 D e 5E 45 ( Child-Pugh
A %) Wyt SR ( BCLC-C 1) 0, DA I 28 TA-
CE G745 Rl R i TP /3 St Rk e
VER— LI IR YT 259 5 3 T 25 n-R I e |
AR e (AN aC T AE, AASLD K EASL 45 g L 4R
SR AR A HERE . JSH 5 g v, X TR EE R AT A
FHPA PR TACE | JRy i 8 Bl 45367, BT g
Child-Pugh A ZiY %, i UCRE &AL AR Je A #E 1)
B E LG e ESY T I E—HfErE R AR
JEAE I 2 T RS G T 25, Z 0 Tl
THFEfE Child-Pugh A i A o

5 N 2

% TR, AASLD (EASL JSH #5715 L &% 3 [H€15
T HLTE A E 53 e, 26 T i BTG Ak a2 i i 1
A TS F MR B 22 (1 PR DA A B BT o T G S
HEZEG2IT KA 214 &, DA S 2 R 3t
A2 5 50T 103% K, 3 B R JF I ML e Ak 16 v
ffs S, AASLD \EASL.JSH 55 & FR #1277 M
TE I E H7 LA 2 s [ 15 Ao LA 3807 T k4 o
itk 7T 7 ), SAAR ] (BT SRAFAE— B I 2557 . 3R
[ (SRR PEIFHE 2 TT BLIE ) (2017 4ERR) AR 48 36 [ L
A A R PR 52 B ) , 1o 3 1) JHH 988 1297 B i e
b, 7454 T TR 88 014 i e, 0 T MR8 7 (B 9
JR R BRI 4 S T R B A

EEFRH A XML TH RMET L
SCH I E 3 AT A AR A B S R AR R IS U
By R 4a B Fr Bl TR C g A R A R, T

FRR A SN F RS KA L
I % W ( CNKI) BB T 22 A 3 SOk AR 1 & 46 By
FART AR

BT 2 RATE XN Eohw, K2 Fl K &

FIZE SR BT A 1E# 3 7 A AR 5 o R



Mg TR 51897 2019 42 11 A %5 32 4856 11 )] J Cancer Control Treat, November 2019, Vol. 32, No. 11

- 1037 -

NERMM: ASTHRA D 5 2k EHEE T

XA o

[10]

[11]

[12]

[13]

[14]

[16]

[ &% 30ik]

Zou Y, Guo CG, Zhang MM. Inhibition of human hepatocellular
carcinoma tumor angiogenesis by siRNA silencing of VEGF via he-
patic artery perfusion[ J]. Eur Rev Med Pharmacol Sci, 2015, 19
(24) :47514761.

Maucort-Boulch D, de MC C, Franceschi S, et al. Fraction and
incidence of liver cancer attributable to hepatitis B and C viruses
worldwide[ J]. Int J Cancer, 2018, 142(12) :2471-2477.

Vo IR B0, BR DGR, M R 55 I R A JFT 988 A A S A BF 9 B
[J]. BUREZ) TLA:,2016,32(5) :720-722.

Hokuto D, Nomi T, Yamato I, et al. The prognosis of liver resec-
tion for patients with four or more colorectal liver metastases has
not improved in the era of modern chemotherapy[J]. J Surg On-
col, 2016, 114(8) :959-965.

Li J, Zhang F, Yang J, et al. Combination of individualized local
control and target-specific agent to improve unresectable liver
cancer managements: a matched case-control study[J]. Target
Oncol, 2015, 10(2) :287-295.

LuJ, Xia Y, Chen K, et al. Oncogenic role of the Notch pathway
in primary liver cancer[ J]. Oncol Lett, 2016, 12(5) :4278.
Bruix J, Sherman M. Management of hepatocellular carcinomal J].
Hepatology,2005,42 (5) :1208-1236.

Heimbach JK,Kulik LM, Finn RS, et al. AASLD guidelines for the
treatment of hepatocellular carcinoma [ J ]. Hepatology, 2018, 67
(1) :358-380.

European Association For The Study Of The Liver, European Or-
ganisation For Research And Treatment Of Cancer. EASL-EORTC
Clinical Practice Guidelines: Management of hepatocellular carci-
noma [J]. J Hepatol ,2012,56(4) :908-943.

European Association for the Study of the Liver. EASL clinical
practice guidelines ; Management of hepatocellular carcinomal J].J
Hepatol ,2018 ,69(1) :182-236.

Kokudo N, Hasegawa K, Akahane M, et al. Evidence-based clin-
ical practice guidelines for hepatocellular carcinoma: The Japan
society of hepatology 2013 update (3rd JSH-HCC Guidelines )
[J]. Hepatol Res, 2015, 45(2) :123-127.

B R LA A T AT ROR PR 1297 LTS (2017 4R RR)
[J]. EEHSMEZE,2017,37(7) :705-720.

EAE, . DAEBAR PR B E AR (T]. HFE
HhEFRER 2014 ,22(4) 1241-242.

Llovet JM,Bra C,Bruix J. Prognosis of hepatocellular carcinoma:
The BCLC staging classification [ J]. Semin Liver Dis, 1999, 19
(3) :329-338.

Sohn JH,Duran R,Zhao Y, et al. Validation of the Hong Kong liv-
er cancer staging system in determining prognosis of the north a-
merican patients following intra-arterial therapy[ J]. Clin Gastroen-
terol Hepatol ,2017,15(5) :746-755.

Shin JH, Kim K, Nam HJ. Influence of combined therapy with

conventional and herbal medicines on liver function in 138 inpa-

(17

[18

[19

(20

[21

(22

[23

(24

(25

[26

[27

[28

[29

[30

[31

[32

]

]

[

]

]

]

]

]

]

]

]

]

[

]

]

[an

tients with abnormal liver transaminase levels[ J]. BMC Comple-
ment Altern Med, 2016, 16(1) :496.
Subramaniam S, Kelley RK, Venook AP. A review of hepatocellu-
lar carcinoma ( HCC) staging systems [ J ]. Chin Clin Oncol,
2013,2(4) :33.
&R R E BN, 5. BCLC 23] C AT 2 Mo A 1R) 3677
TR BOR R WG R m R e B (] e R T I 2%
2018,34(9) :1905-1910.
EE, M XIFR, . CFR MRS L (2017 42550 )
SRR AR ()], B AR R AR, 2017,38(9) £ 1085-
1091.

Albers I, Hartmann H, Bircher J, et al. Superiority of the child-
pugh classification to quantitative liver function tests for assessing
prognosis of liver cirthosis[ J]. Scand J Gastroenterol , 1989, 24
(3) :269-276.

Capussotti L, Ferrero A, Vigano L, et al. Liver resection for HCC
with cirrhosis : Surgical perspectives out of EASL/AASLD guide-
lines[ J]. Eur J Surg Oncol ,2009,35(1) :11-15.

Kulik L, Heimbach JK,Zaiem F,et al. Therapies for patients with
hepatocellular carcinoma awaiting liver transplantation : A system-
atic review and meta-analysis[ J]. Hepatology,2017,67(1) :381-
400.

Holmes E, Wijeyesekera A, Taylor-Robinson SD, et al. The prom-
ise of metabolic phenotyping in gastroenterology and hepatology
[J]. Nat Rev Gastroenterol Hepatol, 2015, 12(8) :458-471.

Li JY, Song JY, Wang JF. Value of combined detection of AFP,
CA19-9, and CEA in early diagnosis of primary liver cancer[ J]. J
Clin Transl Hepatol, 2017,33(7) :1291-1295.

Lim TS, Kim DY, Han KH, et al. Combined use of AFP, PIV-
KA-II, and AFP-L3 as tumor markers enhances diagnostic accura-
cy for hepatocellular carcinoma in cirrhotic patients[ J]. Scand J
Gastroenterol, 2016, 51(3) :344-353.

Kong S, Yue X, Kong S, et al. Application of contrast-enhanced
ultrasound and enhanced CT in diagnosis of liver cancer and evalu-
ation of radiofrequency ablation[ J]. Oncol Lett, 2018, 16(2) :
2434-2438.

JIRCT VR, HOPERL S RS SR CT R A2 i)
T2 em SRARMUE X LEBEFEL ] b EREAE B iR 2k, 2014 ,6
(2) :159-163.

Manini MA , Sangiovanni A, Fornari F et al. Clinical and economi-
cal impact of 2010 AASLD guidelines for the diagnosis of hepato-
cellular carcinomal J].J Hepatol ,2014,60(5) :995-1001.

Nishie A, Goshima S, Haradome H, et al. Cost-effectiveness of
EOB-MRI for hepatocellular carcinoma in Japan[J]. Clin Ther,
2017,39(4) :738-750.

Yue J, Mauxion T, Reyes DK, et al. Comparison of quantitative
Y-90 SPECT and non-time-of-flight PET imaging in post-therapy
radioembolization of liver cancer[ J]. Med Phys, 2016, 43(10) :
5779.

Della Corte C, Cristina C, Triolo M, et al. Early diagnosis of liver
cancer; An appraisal of international recommendations and future

perspectives[ J]. Liver Int, 2016, 36(2) :166-176.
Aok, TR, B, 55, FF A K 22 bR UCSF frifi f L1



. 1038 - MR RG 5 9697 2019 4F 11 H 25 32 4855 11 #] J Cancer Control Treat, November 2019, Vol. 32, No. 11

S ELRRE N B0 R RS A 52 5 I T L. — TUJE T SEER (Baltimore) , 2016, 95(20) : e3754.
B e [ R oE ()], A E e ,2018,27(8) :613-618. [37] Korkusuz Y, Groner D, Raczynski N, et al. Thermal ablation of
[33] Aucejo F, Kim R. Can Milan criteria be expanded effectively for thyroid nodules; Are radiofrequency ablation, microwave ablation
liver transplantation in patients with HCC? [J]. Transl Gastroint- and high intensity focused ultrasound equally safe and effective
est Cancer,2015, 4(4) :313-315. methods? [J]. Eur Radiol, 2018, 28(3) :929-935.
[34] Ye D, Li H, Wang Y, et al. Circulating fibroblast growth factor [38] Chinnaratha MA, Chuang MY, Fraser RJ, et al. Percutaneous
21 is a sensitive biomarker for severe ischemia/reperfusion injury thermal ablation for primary hepatocellular carcinoma: A systemat-
in patients with liver transplantation [ J]. Sci Rep, 2016, 6 : ic review and meta-analysis[ J]. J Gastroenterol Hepatol, 2016,
19776. 31(2) :294-301.
[35] ™f3tRg, Bt 5. NSRS AE 90 ARRUERT 78 PR S R [ T ]. [39] Kudo M. Molecular targeted therapy for hepatocellular carcinoma:
o ] 3 A RERE 5l R 2% ,2014,21 (4) :399405. Where are we now? [J]. Liver Cancer, 2015, 4(3) : I-VIL
[36] Tang C,Shen J, Feng W, et al. Combination therapy of radiofre- [40] BEfil. AP MDT H A g 7 f 2 AR IE 9T a0 T R AR
quency ablation and transarterial chemoembolization for unresect- [J]. B 1445 ,2014 ,1(3) :4-20.

able hepatocellular carcinoma: A retrospective study[ J]. Medicine

AHIE A H R A AR R e RO T &

ﬁﬁ#ﬁ%%%ﬂ%*%ﬁﬁ%ﬁﬂﬁﬁﬁﬁ%ﬁ ARICHR AR E R AT A AR MR AIA AT A4
FIFOE, FTPIE A B R 22 AR R S8y e & o

%%ﬁ%wﬁmﬁiafEffmﬁﬁmmﬁmmTﬂ%i%%k% VEE A RIS R AR @ 1 Ak
o, SAR A RLAE SO T IR BIF T 2R, Rl A" o R (I e 2, 28 AR 38 B S8 R 1 B AL
] LA IS A 2

URRAE TR ST AR T S T3 T BRI £ R A ] 2 AR T OB W2 5 F2 0 9 A [
07 (k- www. enki. net) b RUORSERCT R, I AT 24 7 42 BRI B N 6 T2 S0 15 18 R0 28 4 4R AL 4L
TSI P AL AT BHEFEAL, 35 T A TR (www. zlyfyzl. en) 5 50 R 8007 R 8314
Tl ArE

AT 2 S



