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Area Seres of standards Publishing
Europe BSG Gudelines British Society of Gastroenterology
EASL Guidelines European Association for the Study of the Liver
Amernca ASCO Consensus Amernican Society of Clinical Oncology
AASLD Guidelines American Association for the Study of Liver Disease
Asia Korean Guidelines Korean Liver Cancer Study Group and the National Cancer Center
J-HCC Guidelines Japanese Ministry of Health. Labor, and Welfare
APASL Guidelines Asian-Pacific Association for the Study of the Liver
Chinese Consensus Chinese Anti-Cancer Association Society of Liver Cancer.

Chinese Society of Clinical Oncology.
Chinese Society of Hepatology Liver Cancer Study Group

Song P, Tang W, Kokudo N 2010 BioScience Trends 4:283-
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HCC guidelines/recommendations
(2001 to present day)

Organisation Country Year Evidence base

NCCN! uUs 2009 Mainly level 2A evidence (phase II, cohort/case
studies & experience)

HUG? UK 2009 All study types™®

Spanish consensus® Spain 2009 All study types*

Austrian consensus* Austria 2008 All study types* & expert opinion/experience

AFEF Prodige® France 2008 Expert opinion/experience

| 3-HCCs Japan 2008 All study types* 1l
RASLD ’ 00 Al study types™ & expert opinion/experience,
Update in development
BASL’ UK 2004 Superseded by HUG guidelines (2009)
BSG® UK 2003' All study types* & expert opinion/experience
EASL!0 EU 2001 All study types*, Update in development
together with EORTC
Italian guidelines*! Italy 2001 -

*Data from randomized controlled trials, controlled trials without randomization, cohort/case studies, uncontrolled retrospective studies,
meta-analysis; t Data from randomized controlled trials, controlled trials without randomization, cohort/case studies, controlled
retrospective studies, meta-analysis

Abbreviations: AASLD, American association for the study of liver diseases; BASL, Brtish association for study of the liver; BSG, British socety of
gastroenterology. EASL, European association for the study of the fiver; EORTC, European organization of Research on cancer Treatment; NCCN,
National comprehensive cancer network

1. NCCN practice guideines version 2 2003 2. Ryder 2, 2% HUG meeting 2009 hitp.'www medcainewstoday comiarticles/ 143445 php. 3. Gémez Senent 8, Mead Clin (Barc) 2007132272~
87. 4. Wien et al. MFR, et al. 5. Boige V, Gastroenterciogle Cinique et Biclogique 2005; 32: 37 6. Brulx J. et
Beig. 2004,67:14-25. 8. Ryder 23D. Gut 2003;S2:011—-82. 9. Brulx J, Sherman M, et al. J Hepatol 2001;35:421-30. 10. Livraghi T, et al. Eur J URrasound. 2001;13:167-76.



[reatment algorithm according to BCLC staging

]

Stage 0 Stage A-C Stage D

PST 0, Child-Pugh A Okuda 1-2, PST 0-2, Child-Pugh A-B PST =2,

l | Child-Pugh

+ + < 1
Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) End stage ( ‘
Single <2 cm 1-3 nodules <3 cm, Multinodular, Portal invasion, |
carcinoma in situ PSO PSO N1, M1, PS 1-2
Single 3 nodules €3 cm
Portal pressure/bilirubin 1

Increased — Associated diseases
1

<+ 3
Normal No Yes

-

RFA = radiofrequency ablation; PEl = percutaneous ethanol injection_; E—
e Liovet JM, et al. JCNI 2008:100:698-711.

(20%)
BSC
Survival <3 mo.




Japanese guidelines

HCC:
I
Degree of l l
Liver camage A, B C
I |
+ + + ' +
Number of )
Tumors Single 2or3 4 or more lto3 4 ormore
T S |
umor )
Diameter <3cm >3 cam £3cmt
v v v
Ireatment Kesection | Resection Kesection Emboi 1zatiun Tansplantagon || Paliative
Ablation® | Ablation | Embolization || Flpatic asterilal care
ilusien
Juawllszpy

a. Presence of vascular invasion or extrahepatic metastasis to be indicated separately
b. Selected when the severity of liver damage is Child-Pugh class B and the tumour diameter is <2 cm
c. Tumour diameter =5 cm, when there is only one tumour

Makuuchi M, et al. Hepatology Res 2008. 35; 421-430.
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Overall survival

- REREIRR 1

(n=156)

S N A O © M

P=0.01

0 1 2 3 4 5 6 7 8
(Years)

Hasegawa, Kokudo, Makuuchi 2005 Ann Surg
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100 tRE2:33.6%
80

T3 : 0.8% (‘02-'03)

Total 27,062 cases
0 12 24 36 48 60 72 84 96 108 120 132 144

AHERRSE I7RE2EHFE LD (2006)
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Imamura, Makuuchi 2003 J Hepatol 38:200-
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c 8 8 & 38

Cumulative incidence of HCC (%)
o

IZHITAHAHCCEEZTIERTIHES

Control

IFN-cx

1 2 3 4 5 6 7
Follow-up (years)

Nishiguchi 1995 Lancet 346:1051-



Recurrence Rate, %

100

A7 =7 T OVKSIE
FYIBRDO B ZNEIT 2H 7

XFHEEE ¢ 1541

Time after Surgery, y

Kubo S. Nishiguchi S. Ann Int Med 2001, 134:963-
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WmEH fiE 51 34 JOoka—)L T
lkeda(’ 00) | 10/10 | RFUIBR/PEIf2/IFN B (36 A)vs. kiR E B FEAN]
Kubo(’ 02) | 15/15 IR /IFN a (105:8) vs. FE & BN

S*(‘ifg;‘)’” 49/25 PEI#/IFN o (48:8) vs.EIR 5 ﬁ%%ﬂ( )8 %’%
Y 11/9/1 TAEET- IS EEES E A/
Lin * ("04) 0 IFN o -2b(24 A )vs JE & Al
Mazgaloro* | 76/74 |  BFEIBR/IFN o -20(4858) vs.3E1R 5 Hﬁé?éffé% o
: 118/11 , . n EFICERE
Sun * (’ 06) g IR /IFN o —1b(7258 ) vs. JEIR 5 ey
Lo * (“07) 40/640/ FFUIER/IFN 2 -2b(16:38) vs. I 5 ﬁﬁfﬁgfg%%
: Bk orRFA# /IFN o (24 A LL L )vs.
Ikeda(’ 10) | 77/379 ey BN
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ASCE

American Society of Clinical Oncology

Making a world of difference in cancer care

MExperts—=21—2X HE—W~ C
2011.1.25

NLF /A 2O filREBHRAGIR R Child-Pughs?
FADDEBEE20mmEKH TELWV [ASCO GI 2011])

1L 98

4 &t | ™

Child-Pughs @D ADB A, XL F /41 2600maEfD1 FHBELEFEILT77.4%, 25 #
BHREETFEIE52.6%, IFEFMBAETRIZ47.4%, —HDO 77 RBEO1FERBRALEFER
64.2%. 2FEMBALEFH(L38.2%, IFMBHALEGFERF288%EHLD, N\Y—FH
0.60 (95%{E#HXME : 0.41-0.89, p=0.01) THEINL F /1 ~600mgsf DHFEDHIZ
RNEBEnice & 5ICChild-Pugh | AN DEFEI20mmEBOB K, LF/
4 V600maEf D1 FEMBALETFEIL88.4%, 2FHBRAAEFEII64.5%, SFRBRAEFE
1360.9%., 77RO 1EMBAETRIL69.7%, 2FEMBAEFHIL36.6%, IFEMHBH
HHFEEE25.7% D, \Y—K10.38 (95%EHEXM : 0.20-0.71, p=0.0021) T&LD
BRIENRLF /A4 v600mgdf THEDFIHESEE S NI,
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~ TACE
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“ Radiation
ST

~ Others

University of Tokyo (1994-2008)
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Overall
Survival 100

3yrs survival: 78.5%
5yrs survival: 58.0%

50

yrs

Pts. atrisk 200 110 46 8



A EIF YRR vs. BITFYIRR

P FFUIER | B UIER
(n=722) (n=200)

= 77 B R (min) 357 (77-1035)* 350 (140-780)  0.350
H 1N & (ml) 673 (0-6700) 645 (0-3600) 0.0432
& N (yes/no) 38/684 19/181 0.310
TR 1E R B 2% 17 (7-395) 15 (6-191) <0.001
(days)

FHTSE T 2/720 0/200 0.430
RO-1/R2 700/22 195/5 0.770

R KFERFRBRZ SV L (1994-2008)



AT HA’94-"02(n=390) vs.1& HH’03-" 08 n-389))

N\
\\\
N
H\*-_x
OO | | | | | | | | | | | | | | OO I I I I I I I I I I I I I
01 2 3 456 7 8 9101112131415 O 1 2 3 45 6 7 8 910111213 14
F&yrs B¥yrs
3yr:72.4%, 5yr:56.1%, 10yr 30.1%, Median survival:6.0yr 3yr37.2%, 5yr24.5%, 10yr 15.1%, Median survival:1.9yr
3yr:80.2%, 5yr:66.7%, , Median survival:6.5yr 3yr37.1%, 5yr:27.7%, , Median survival:1.8yr

RRAKZATAEREAR  1994-2008
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Frls (2,7224))

50%

Arii S et al. Hepatology 2000;32:1224



H

3ELLT, 3cmBlA
THHEEODR WHHREREZRRE L,
HOIfR & 5 DA RBERE
BIEIZCDOWTEMET S




Head to Head RCT
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surgery vs. RFA

W SURF

Efficacy of SUrgery vs. Radio-Frequency ablation (RFA) on
primary hepatocellular carcinoma: a multicenter clinical trial

REZERPHITHE (H21-DIAERR-—H-015)

AARIFm. HARBF=. HAFHEfRASHE
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1.00—

0.75-

0.50-

Probability of Survival

0.25-

0.00

SHARP trial

IREREEHL) 231151 (38%)
A5V EZEH Y3095 (51%)

Sorafenib

Placebo

1. T T T T T T T T T T T 1
4 5 6 7 8 9 10 11 12 13 14 15 16 17

Months since Randomization

« MSTDERIEIF 42.84H(10.7 mo. Vs. 7.9 mo.)
e SorafenibMDPRIF2% . CRIF0%

Llovet M, et al. 2008 N Engl ] Med 359:378-



SHARP trial: subgroup analysis

Subgroup Hazard Ratio (95% Cl)
ECOG score
0 . — 0.68 (0.50-0.95)
1-2 —_— 0.71 (0.52-0.96)
Extrahepatic spread
No s 0.55 (0.39-0.77)
Yes —_— 0.85 (0.64-1.14)
Macroscopic vascular invasion
No S —— 0.74 (0.54-1.00)
Yes —_— 0.68 (0.49-0.93)

Macroscopic vascular invasion,
extrahepatic spread, or both

No —— 0.52 (0.32—0.85)
Yes S 0.77 (0.60—-0.99)
| | |
0.0 0.5 1.0 1.5
-t |
Sorafenib Placebo
Better Better

Llovet |M, et al. 2008 N Engl ] Med 359:378-



BCLC Staging & Treatment Approach

.

Advanced stage (C)
Portal invasion, N1, M1, PS 1-2

Resection Liver transplantation PEI/RF TACE Sorafenib
(CLT/LDLT)

Curative treatments (30%) Randomised trials (50%)

5-year survival: 50-70% 3-year survival: 10-40%

StageD l
PS>2 or Child-PughA-B

-

v

Bruix J, Llovet JM. 2009 Lancet 373:314-



Combined Intraarterial 5-Fluorouracil and
Subcutaneous Interferon-a Therapy for Advanced
Hepatocellular Carcinoma with Tumor Thrombi in the
Major Portal Branches

Masato Sakon, mp.
Hiroaki Nagano, m.p.
Keizo Dono, mo.”
Shoji Nakamori, mp.!
Koji Umeshita, mo.’
Akira Yamada, mpn.2
Sumio Kawata, mp2
Yasuharu Imai, mo>
Shohei lijima, mo*
Morito Monden, mo.!

1

BACKGROUND. The prognosis of hepatocellular carcinoma (HCC) invading into the
major branches of the portal vein (Vp3) is extremely poor.

METHODS. Eleven consecutive patients with HCC and Vp3 were treated with 2-6
cycles of a “basic” combination therapy consisting of continuous arterial infusion
of 5-fluorouracil (450-500 mg/day, for the initial 2 weeks) and subcutaneous
injection of interferon-a (5 million international units, 3 times/week, 4 weeks). In
the first 3 patients, methotrexate (90 mg/day 1 of every week), cisplatin (10
mg/day), and leucovorin (30 mg/days 2 and 3 of every week) also were adminis-
tered for the initial 2 weeks (“full” regimen).

RESULTS. In 8 (73%) of 11 patients, an objective response (complete response [CR]
or partial response [PRI} was observed with marked reeression of tumor and

Sakon M, Monden M 2002 Cancer 94:435-
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PEELING OFF TECHNIQUE

Inoue Y, Hasegawa K, Ishizawa T, Aoki T, Sano K, Beck Y, et al. Is there any difference in survival according to the
portal tumor thrombectomy method in patients with hepatocellular carcinoma? Surgery. 2009 Jan;145(1):9-19.



PVTTIEET=L % (Peeling off) ) A

FPeeling off - + Peeling off

Enbloc 107 En bloc

3yr-survival
43%

L ..:442% ' 2804 (p=0. 32)

(pzo_so) Jyr-rec free survival

I | 0
10 11 0
(years) (years)

Peelingoff 25 20 12 4 2 2 2 Peelingoff 25 10 6 4 4 2 2 2

En bloc 30 16 11 3 3 3 1 En bloc 30 9 7 2 2 2 1
(Patients at risk) (Patients at risk)

Inoue Y, Kokudo N 2009 Surgery 145:9-
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S ETTREBII 2% A% (2011/57)

Open-labeled, interventional, single-arm, single-center, prospective study

——————————————————————

- Adequate organ

Surgery for HCC 2 o
. Q| =
with tumor Qo
thrombosis in > 8_—3
portal vein, hepatic 'g S ol
vein, biliary tract E 2 ﬁ:
e -
. 4to 8 wks

-CP =7
- PS 01

function
-w/o EHS

° Primary endpoint

For Child Pugh A(N=6)

*Primary endpoint:
Safety (for3 months)

400 mqg bid

*Secondary endpoint:

_ Safety (long term)
For Child Pugh 7(N=6) Preliminary efficacy

400 mg od->400mgq bid info.

Sorafenib treatment
until PD/at least 1yr

* Incidence of intolerable Drug-Related AEs for 1 months after initiation of Sorafenibt

e Secondary endpoint

* |Incidence of intolerable DRAEs for 12 months after initiation of Sorafenib

* Laboratory test including hepatic function (T-Bil, ALT, AST, T-Chol, ICGR-15)

 Tumor evaluation in order to obtain preliminary efficacy information (e.g., PFS, TTP, OS)
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EASL-EORTC Clinical Practice Guidelines
FBREIC DN TOEB I NETEC

» UIBRARECI D/ EENERICIIAFBENE—
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Journal of Hepatology 2012 vol. 56 | 908-943
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~ LDLT 488

Number of LDLT in Japan

- Tokyo-U

~ DDLT 14

Total

6,097
: LJ I | | cases

1989199019911992199319941995199619971998199920002001200220032004200520062007200820092010

The Japan Liver Transplantation Society
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Which is better,
resection or transplantation?

<3 nodules, <3 cm



_ British Journal of Surgery 2011; 98: 1292-1300

Outcome after partial hepatectomy for hepatocellular cancer
within the Milan criteria

S. T. Fan, R. T. P. Poon, C. Yeung, C. M. Lam, C. M. Lo, W. K. Yuen, K. K. C. Ng, C. L. Liu
and S. C. Chan
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Time after surgery (years)
No. at risk
Hepatectomy 287 264 230 193 169 140

LDLT 50 46 42 36 28 26



Patients

1996~2007 in Univ. of Tokyo
* Primary curative resection - 607/ cases
* LDLT for HCC - 84 cases

*Tumor number <3
*Tumor size <3 cm

* Primary curative resection - 240 cases
* LDLT - 58 cases
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Disease-free Survival
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OS after liver resection: within Milan
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