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Table 1. Child-Pugh S&

1 2 3

Albumun (g/dL) > 35 28 -35 <28
Bilirubin (mg/dL) <20 20-30 > 3.0
Prothrombin time

Second prolonged 0-4 4-6 > 6

INR <17 1.7-23 >23
Ascites None Easily controlled Poorly controlled
Hepatic encephalopathy None Grade 1-2 Grade 3-4

Child A: 5-6, Child B: 7-9, Child C: 10 or above.

Grade ECOG

0 Fully active, able to carry on all pre-disease performance without restriction

1 Restricted in physically strenuous activity but ambulatory and able to carry out work of a light or
sedentary nature, e.g., light house work, office work

Ambulatory and capable of all selfcare but unable to carry out any work activities. Up and about
more than 50% of waking hours

Capable of only limited selfcare, confined to bed or chair more than 50% of waking hours
Completely disabled. Cannot carry on any selfcare. Totally confined to bed or chair

Dead

u b~ Ww No

Table 3. Okuda £5H

Tumor size >50% Ascites Albumin (<3 g/dL) Bilirubin (>3 mg/dL)
Stage ) ) +) ) +) ) ) )
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Table 4. Cancer of the Liver Italian Program (CLIP) E5H

Scores
Variables

0 1 2
Child-Pugh stage A B C
Tumor moroholo uninodular and extension multinodular and extension massive or extension

phology <50% <50% >50%

AFP (ng/dL) <400 >400
Portal vein thrombosis no yes
Table 5. NM stage by liver cancer study group of Japan criteria
Factors I. Single II. Size <2 ¢m IIl. No vessel invasion
T Fulfilling three factors
T2 Fulfilling two factors
T3 Fulfilling one factor
T4 Fulfilling 0 factors
Stage | T1 NO MO
Stage |l T2 NO MO
Stage Il T3 NO MO
Stage IV-A T4 NO MO or T1-4 N1 MO
Stage IV-B T1-4, NO-1, M1

HCC
v i
Stage 0 Stage A-C Stage D
PS 0, Child-Pugh A PS 0-2, Child-Pugh A-8 PS >2. Chilg-Pugh C
!
Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal
Single< 2cm Single or 3 nodules < 3cm, PS 0 Multinodular, PS 0 Portal invasion, N1 M1, PS 1-2 stage (D)
" |
| 1
Si noie 3 nodules <3cm
PO"&I pressure/ bilirubin I
Increased —* Associated diseases
i
Normal No Yes
leer Transplantation T Sorafenib
Resecuon P! RFA ACE Symptomatic
- treatment
Curative treatments ‘ [ Palliative treatments ]

Fig. 1. Barcelona Clinic Liver Cancer (BCLC) £%; M, metastasis classification; N, node classification; PS,
performance status; RFA, radiofrequency ablation; TACE, transarterial chemoembolization.
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Table 6. Japan Integrated Staging (JIS) £

Scores

Variables

Child-Pugh grade A B C
TNM stage by LCSG)J | [l I

Table 7. American Joint Committee on Cancer (AJCC) TNM staging for liver tumors (7" ed., 2010)

Primary tumor (T) Anatomical stage/prognostic groups
TX  Cannot be assessed Stage | T1 NO MO
TO  No evidence of primary tumor Stage |l T2 NO MO
T1  Solitary without vascular invasion Stage IlIA T3a NO MO
T2  Solitary with vascular, or multiple < 5cm Stage 1lIB T3b NO MO
T3a  Multiple = 5cm Stage IlIC T4 NO MO
T3b  Single or multiple of any size involving major PV or HV Stage VA Any T N1 MO0

Direct invasion to adjacent organ, or visceral peritoneum Stage IVB Any T Any N M1
perforation
Regional lymph node (N) Histologic grade (G)
NX  Cannot be assessed G1  Well differentiated
NO  No regional LN metastasis G2 Moderately differentiated
N1  Regional LN metastasis G3  Poorly differentiated
Distant metastasis (M) G4  Undifferentiated
MO No distant metastasis Fibrosis score (F) by Ishak scoring
M1  Distant metastasis FO  Fibrosis score 0-4

F1  Fibrosis score 5-6

$le] ERuY g2 A5HeR THAEY AAe] HIYIE ERSHE ASE American Joint Committee
on Cancer (AJCC) tumor node metastasis (TNM) ®7|7} o™ 2010d 73o] LE AT o] Wy EFH

o BCLCSH Tho] ole] eiTolA W) ASET Qow] 63 ofF Aast Aust Tgsle] gl 4ol gk
(Table 7). Sl febolites thaigrapetaloly 2000 A9E Selel AEeE 2 sol=iele w
Batgon o7)oa felvele] 7HAE WrHoz R 71erelts|e] modified UICC W7|E 2183kt
BHTH®) (Table 5).
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Extrahepatic spread No Yes
Child-Pugh A/B Child-Pugh C Child-Pugh B/C  Child-Pugh A
| T E
1,2
Single 1-3 =4 '
= 9 l Within Milan® || Exceeding
e:r‘i)?\r/iacsé? ar /——‘ﬁ criteria and Milan criteria
l =3cm >3cm age <65 orage >65
l l v l l v v v
-Intensive ||-Resection|| «Resection . TACES « Sorafenib . Transplantation || Palliative care Sorafenib
follow-up ||+ Ablation || « TACE «HAICS (Vp3,4)8 - TACE/ablation
- Ablation +TACE + «Resection® || «HAIC (vp3,4)8 || for Child-Pugh C
ablation® « Ablation® «TACE (Vp1,2)? || patients'®
« Resection
Sorafenibs (vp1,2)¢
(TACE and HAIC refractory,
Child A)

Fig. 3. Consensus-based treatment algorithm for hepatocellular carcinoma proposed by the Japan Society of Hepatology
in 2010. 1: Treatment should be performed as if extrahepatic spread were negative, when extrahepatic spread is
not regarded as a prognostic factor. 2: Sorafenib is the first choice of treatment in this setting as a standard of
care. 3: Intensive follow-up observation is recommended for hypovascular nodules by the Japanese Evidence-Based
Clinical Practice Guidelines. However, local ablation therapy is frequently performed in the following cases: (1) when
the nodule is diagnosed pathologically as early HCC, (2) when the nodules show decreased uptake on Gd-EOB-MRI,
or (3) when the nodules show decreased portal flow by CTAP, since these nodules are known to frequently progress
to the typical advanced HCC. 4: Even for HCC nodules >3 cm in diameter, combination therapy of TACE and ablation
is frequently performed when resection is not indicated. 5: TACE is the first choice of treatment in this setting.
HAIC using an implanted port is also recommended for TACE refractory patients. The regimen for this treatment
is usually low-dose FP (5-FU+CDDP) or intra-arterial 5-FU infusion combined with systemic interferon therapy. Sorafenib
is also recommended for TACE refractory patients. 6: Resection is sometimes performed even when there are >4
nodules. Furthermore, ablation is sometimes performed in combination with TACE. 7: Milan criteria: tumor size <3
cm and tumor numbers <3; or a solitary tumor <5 cm. Even when liver function is good (Child-Pugh A/B), transplantation
is sometimes considered for frequently recurring HCC patients. 8: Sorafenib and HAIC are recommended for HCC
patients with Vp3 (portal invasion at the first portal branch) or Vp4 (portal invasion at the main portal branch).
9: Resection and TACE is frequently performed when portal invasion is minimal such as Vp1 (portal invasion at
the third or more peripheral portal branch) or Vp2 (portal invasion at the second portal branch). 10: Local ablation
therapy or subsegmental TACE is performed even for Child-Pugh C patients when transplantation is not indicated
as there is no hepatic encephalopathy, no uncontrollable ascites, and a low bilirubin level (<3.0 mg/dl). However,
it is regarded as an experimental treatment since there is no evidence of its survival benefit in Child-Pugh C patients.
A prospective study is necessary to clarify this issue.
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