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Abstract

In recent years, systemic treatment options for hepatocellular carcinoma (HCC)
have expanded significantly, with pivotal phase 3 trials reporting unprecedented
survival and response outcomes. However, these advancements have largely
focused on first-line strategies, thereby challenging existing treatment
sequences and raising questions about the optimal approach following disease
progression. Several therapeutic options are available in second and further line
including immunotherapies, tyrosine kinase inhibitors, and local therapies —
but so far comprehensive head- to-head comparisons to establish the ideal
treatment sequence are lacking. Consequently, most evidence guiding second-
line therapy has been derived from post-hoc analyses, real-world data,

and select prospective studies, primarily based on phase 2 designs. In clinical
practice, treatment decisions integrate this evolving evidence base with patient-
specific factors such as prior treatment response, liver function, and
performance status, often within the constraints of regulatory and accessibility
considerations. Ongoing research is investigating novel approaches,

including the continuation of immunotherapy post-progression, the application
of CAR T-cells, and targeted treatments against specific markers like FGF19 and
glypican-3. This review provides an overview of the current evidence for second-
line and subsequent therapies, explores key considerations in treatment
sequencing, and highlights emerging strategies that may further refine the
therapeutic landscape for HCC.
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Navigating second-line therapy after immunotherapy in
advanced HCCs

» Optimal sequencing after progression is not yet defined

+ Evidence stems mainly from RW cohorts and phase-2 studies

* Individualized treatment choice according to prior response,
liver function, performance status, comorbidities
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Xyo6ho: Ta televtaio ypdvia, 1 E10AYOYT GLVIVAGUOV 0TS To atezolizumab +
bevacizumab £yet aArael prlikd to Bepanevtikd tomio Tov HCC, aAla n BéATiom
EMAOYN 0EVTEPNG YPOLLUNG TOPAUEVEL AGOPTG. ZOUPOVA LE T Oedopéva,

nepinov 50-60% tov acbevav propovv va Lafovv enduevn Oepaneio, 1060610 TOL
etvat ELaQPOS YOUUNAOTEPO OTIG TPAYLATIKEG GUVOTKEG.

Kevtpikd poro ot 0e0TtEpT] YpOUU KATEXOVY Ol AVAGTOAELG TUPOGIVIKNG KIVAIOTG
(TKIs), 6nwg sorafenib, lenvatinib, regorafenib kot cabozantinib, ot omoiot éyovv
amodetyfel amotedecpatikol akodun Kot HeTd amd amotvyia avocobepaneiag. To
lenvatinib kot to sorafenib, av kot apykd eykekpipéveg Bepameieg Yo v TpOTN
ypapun, £xovv 0gt&et 6pehog ot devTEPN, LE HECT GLVOMKY| emPBimon nepimov 11—
12 pnveg ko éleyyo vocov cg v and 60% tov acOevov.

Ta cabozantinib kot regorafenib eniong mapovsialovy onuovtiky
OMOTEAECUOTIKOTNTA, EVM TO ramucirumab gvoeikvutal oe acOeveig pe AFP >400
ng/mL.

INo tepmtdcelg 0Ayompodd0ov, TPOTEIVETOL GUVIVAGHOG TOTIKMY Bgpameidv (6mwg
SBRT, TACE, SIRT) pe cuveytlOpevn GUGTNUATIKTY 0y®YT), GTPATNYIKT] TOV QOiVETOL
va apoteivel v emiPioon oe emheypévous aoBevels.

[TapdAAnia, diepevvmdvTol 0voso0EPUTEVTIKEG TPOCEYYIGELS OEVTEPNG YPOUUNG, OTIMG
n ovvéyon g PD-1/PD-L1 avactoAng pe mposhnkn dAiov avocopudpictikon
mopdyovta 1 n otoéxevon tov CTLA-4 pe cuvdvacuovg dnwg nivolumab +
ipilimumab 7 durvalumab + tremelimumab. Av kot T TpOLLO dedOpEVE dETYVOLY
pétpra arotedespotikotno (ORR ~15-20%), ta oynuota ovtd @aivetor va
TPOCPEPOLY KAVIKO OPELOG G€ VTTOONADES AGOEVDV, e AVEKTO TPOPIA AGPAAELNS.



H épevva emekteiveton kot o véa BepamentiKd popio, OmTmc:

e Avootoieig tov dEova FGF19-FGFR4 (m.y. irpagratinib),

o Ztoyevpéva edppoka Evavtt s GPC3 (avtioopata, eppfoiia, CAR-T/NK
Oepamneiec),

e AvootoAeig g 0000 Wnt/B-catenin (m.y. E7386, ALN-BCAT),

e Néa ymueobepamevtikd Tpoedpuoka 6mmg To fostrox, Tov evepyomoteital 6To
Nnap Ko cvvovaletar pe lenvatinib.

2uvolKa, N epyacio Tovilel 0Tt 1 OepamevtiKn Olayeipton ot OeVTEPT YPAUUY LETA
and avocobepoameio eivat TOAOTAOKN Kot EEATOLKEVUEVT), EEOPTDOUEVT OO TN
Aertovpyio TOL NTOTOC, TNV KOTAGTOGN TOV AcHEVOLS Kot TV avTOTOKPIoT) OTNV
npotn ypouun. [Hapdtt ot TKIs kot ot avocobepamentikoi GuVILOGHOT ATOTEAOVV TIG
Bacikég emhoyég, n EMAenyn mpoPAenTIKOV Prodeiktdv meplopilet v opBoroyikn
emhoyn Bepomeioc. H peAlovtikn mpdodog Ba e&aptnOel amd kodldtepn Katavonon
TOV UNYOVIGLOV 0VTOYNG, CTOXEVUEVT] OVATTTUEN POPUAK®Y KOl TPOOTTIKES

neAéteg mov Ba kabopicovv capmg TV Waviky akolovdio Oepameidv.
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