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Summary

Unlike other solid tumours, the prognosis of patients with advanced hepatocellular
carcinoma (HCC) is dually influenced by tumour progression and liver dysfunction.
Accumulating evidence suggests that clinically evident hepatic decompensating
events impact on the prognosis of patients with HCC more profoundly than tumour
progression. This observation is particularly relevant in the new era of highly
effective immunotherapy, which can also be administered to patients with impaired
hepatic function (i.e. higher albumin-bilirubin [ALBI] grade) and/or with clinical
signs of portal hypertension, both indicating a high risk of hepatic decompensation.
Thus, it is of the utmost clinical importance to develop practical strategies for
prevention and management of decompensation in patients with HCC, which include
a rigorous diagnostic workup and treatment of the underlying disease aetiology —
which may allow for cirrhosis recompensation — and the use of non-selective beta
blockers in those with portal hypertension. We propose that future trials should
incorporate hepatic decompensation as a clinically meaningful and prognostically
relevant intermediate endpoint to investigate the competing effects of decompensation
and tumour progression on overall survival — the gold standard endpoint for the
regulatory approval of systemic HCC therapy. Clinical practice should adopt an
integrated and multifaceted treatment approach that addresses both the underlying
liver disease and the superimposed cancer to optimise overall patient outcomes in the
context of expanding therapeutic options.
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Xyoho: [pokertan yuo éva apBpo Expert opinion 10 omoio vrootnpilel 0TL 6TOVG
acBeveic pe nrarokvtropikd kapkivo (HKK) mov Aappdvovv cuotnuatiky| Oepomreia,
N PNEN ™S avTppdTNoNG amoteLel KOOOPIGTIKOTEPO TPOYVAOGTIKO TAPAYOVTOL
emPBioong amd v o1 v €EEMEN Tov OYKOL. XNV Moy TG avocobepameiag, dmov
EMTVYYAVETOL LEYOAVTEPOS EAEYYOG TNG VOGOL KOl TOpaTETANEVT EMPiwo,

N St pnon TG NTATIKNG Agttovpyiog kobicToTon Kpioiun yio T cuVEYIoN Kol
aAnAovyia tov Bepaneldv.

Ot ovyypageig vroypappilovy OTL 1| GTATIKN EKTIUNON TG NTATIKNG Asttovpyiag (..
Child-Pugh, ALBI) dev enapkei kot mpoteivouv duvapukn mapakoAohinon kot
gykapn TpOANY™N TG PRENS TNG aVTIPPOTNONG LEGH OVTILETMOTIONG TNG VITOKEILEVNG
nrotondOenC, TG TLANING LITEPTUGNC KO EPOUPLOYNG CTPATNYIKMOV
«recompensation». Tekunpudvovv eniong 6t n Tpodn prén avtippomnong oyetileton
pe moAd avénuévo Kivovvo Bavartov.

Téhog, Tpoteivetal | EVEOUATMOOTN TS PENS TNG OVTIPPOTNONG O KAVIKA
OTUOVTIKOV KATOANKTIKOD onpeiov otig peAloviikég kKAvikég peréteg otov HKK,
(MOTE VO ATOTVITAOVETOL KOADTEPO 1) OAANAETIOpOaoT HETAED NTATIKNG VOGOV Kot
KoPKivov kot va BEATIGTOTO00VTOL T BEPATEVTIKA ATOTELECLLATO.
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