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Tumor Staging

Staging systems assess and describe the extent of tumor burden in the originally primary organ
and its spread throughout the body.

» Estimate a patient’s prognosis

» Allows for appropriate therapy to be selected




Staging systems for HCC

Hepatic
Staging System function Tumor staging

Tumorsize, No. of nodules
BCLC CTP and PVT

Ascites Tumorgreateror less
Okuda Albumin than 50% of cross-sectional
Bilirubin area of liver

No. of nodules, tumorsize,
No presence of PVT and
metastasis

No. of nodules, tumor
greateror less than 50%
areaof liver, PVT

<400o0r
2400 ng/mL

Ascites <35000r

Bilirubin, AP 2500ng/mL SYmPtoms e

CUPI

JIS CTP No No TNM

Bilirubin <350r

GRETCH AP > 35 pg/mL Yes PVT

AFP: alpha fetoprotein; AP: alcaline phosphatase; CTP: Child-Turcotte-Pugh; PS: performance status; PVT: portal vein thrombosis
Marrero JA et al. Hepatology 2005; 41: 707-716




BCLC Staging System

Hepatocellular carcinoma
Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
Single <2 cm Single or 3 nodules <3 cm Large multinodular Portal invasion Child-Pugh C
Child-Pugh A, PS O Child-Pugh A-B, PS 0 Child-Pugh A-B, PS 0 Extrahepatic spread PS3-4
| I Child-Pugh A-B, PS 1-2

Potential candidate for —P| Single Three nodules <3 cm
liver transplantation

A 4 l
No Yes Portal pressure, bilirubin

‘ ; A 4
Normal Increased P| Associated diseases
No Yes
v v v v v v
Ablation Resection Liver transplantation Ablation Chemoembolisation Sorafenib Best supportive care
I | | I
Curative treatments Palliative treatments
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Intermediate stage (B)

Intermediate stage it

Child-Pugh A-B, PS 0 o

Highly heterogeneous population with respect to:

- Tumor burden
- Liver function

- Cause of underlying liver disease

v

Chemoembolisation




Table 1. The Bolondi et al. substaging system and treatment indications for intermediate and “quasi advanced” stages [13]

Intermediate substage B1 B2 B3 B4 Quasi C

Child-Pugh score 5-7 5-6 7 8-9° A

Beyond Milan criteria and within in out out any any

the up-to-7 criteria

ECOG performance status 0 0 0 0-1 0

(tumour-related)

Portal vein tumour thrombosis  no no no no yes (segmental or
subsegmental)

1st option TACE TACE or TARE  researchtrial LT sorafenib

Alternative LT sorafenib TACE TACE or TARE

TACE + ablation sorafenib
Median survival time, months 41.0 22.1 14.1 17.2

(from Ha et al. [20])

ECOG, Eastern Cooperative Group Performance Status; LT, liver transplantation; SOR, sorafenib; TACE, transarterial
chemoembolization; TARE, transarterial radioembolization. * With severe/refractory ascites and/or jaundice. ® Only if “up-to-7
IN" and PS 0.




Table 4. Subclassification and treatment strategy of intermediate-stage HCC according to the Kinki criteria of the BCLC B

substage [27]
BCLC substage B1 B2 B3
_ Child-Pugh score 5-7 5-7 8-9 I
Beyond Milan and in out any
within up-to-7
in out

Substage B3 A B3 B
Concept of treatment curative intent non-curative, curative intent if palliative, no
strategy palliative within up-to-7 treatment
Treatment option resection DEB-TACE! transplantation HAIC

ablation HAIC? ablation selective

superselective cTACE sorafenib? superselective cTACE DEB-TACE
Alternative DEB-TACE (large, Child-Pugh cTACE DEB-TACE BSC

score 7) B-TACE, HAIC

B-TACE*

TACE, transarterial chemoembolizatin; DEB-TACE, TACE with drug-eluting beads; cTACE, conventional TACE; BSC, best
supportive care. ! DEB-TACE is recommended for very large tumours of >6 cm. 2 HAIC (hepatic arterial infusion chemotherapy)
is recommended for multiple tumours of >6 cm. ? Sorafenib is recommended for patients having liver function with a Child-Pugh
score of 5 and 6. * B-TACE (balloon-occluded TACE) is recommended when there are fewer tumours.
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Ad Va n Ce d Sta ge Advanced stage (C)

Portal invasion
Extrahepatic spread
Child-Pugh A-B, PS 1-2

Patients with PS 1 and no portal invasion of extra-hepatic
spreas

\ 4
Sorafenib




Modified BCLC

In 2018, the European Association for the Study of Liver Diseases (EASL) proposed a modified
BCLC staging system in which Child-Pugh A without any ascites is regarded as essential for all
stages except stage D




HCC in cirrhotic liver
|

Y v v Y ¥
Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
' Single <2 cm Single or 2-3 nodules <3 cm Multinodular, Portal invasion/ Not transplantable HCC
Ilosmggnaesnc Preserved liver function’,  Preserved liver function', PS 0 unresectable extrahepatic spread End-stage liver function
PS0O Preserved liver function’, Preserved liver function’, PS 34
PSO PS 1.2
v R’
2-3 nodules
Soi;afy <3 cm
Optimal surgical
candidate’
Transplant
Yes No. ™ candidate
|
v v
Yes No
v Yy v v B B . v
Treatment* Ablation Resection Transplant Ablation Chemoembolization Systemic therapy*



Limitations of BCLC

» Does not consider tumor location

» It’s based on variables measured at diagnosis, which might change overtime

» Does not consider treatment sequence or combination therapies

» Includes a very heterogeneous population in the intermediate stage

» Does not consider other therapies than Sorafenib in selected pateints with advanced stage C

» Does not consider possibility of liver transplantation for patient with child C cirrhosis and HCC
within Milan criteria



