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E D I T O R I A L

May we actually help clinicians select the best systemic 
treatment for patients with intermediate-stage hepatocellular 
carcinoma?

 Systemic treatment of patients with hepatocellular carcinoma
(HCC)hasshiftedfrombeingindicatedalmostexclusively inthose
withadvancedstagetoencompassalsopatientswithintermediate
stage,accordingtotheBarcelonacliniclivercancer(BCLC)staging
system.1This treatmentmigration towardsanearlier stageofdis-
ease ismainlyaconsequenceof theencouraging results reported
in registration trials of newer treatments, including lenvatinib and
atezolizumab/bevacizumab, where median objective response
ratesof24.1%and30.0%,andmedianoverallsurvivalof13.6and
19.2 months, respectively, were observed.2,3 These results stimu-
lated an interest in treating also patientswith intermediate-stage
HCCwhowereunlikely to respond to trans-catheter arterial che-
mo-embolization (TACE), the ‘conventional’ treatment suggested
forthisstage.4Asafact, lenvatinibdemonstratedhigherobjective
responserateandlongeroverallsurvival,ascomparedtoTACE,in
patients with intermediate-stage HCC who were beyond the up-
to-seven criteria.5Furthermore,both lenvatinibandatezolizumab/
bevacizumabhavebeenusedinpatientsunsuitableforTACE,alsoin
anattempttodownstagethecancerandeventuallyenablecurative
treatments.6,7

Asboth lenvatinibandatezolizumab/bevacizumabareused in
clinicalpracticeasfirst-linesystemictherapiesforpatientswithun-
resectableHCC,inthecurrentissueofLiverInternationalTadaetal.
reporttheresultsofalarge,multicentre,retrospectivestudyaimed
atevaluatingsomeoncologicallandmarkssuchasprogression-free
survival,overallsurvivalandradiologicalresponseinpatientswith
intermediate-stage HCC who were deemed unsuitable for TACE
andreceivedeitherlenvatiniboratezolizumab/bevacizumab.8Their
aimwas toprovidephysiciansan initialpieceofevidencetosup-
port clinical decisions in this setting, considering the absence of
directcomparative studiesbetween the two treatment regimens.
Theyshowedsimilaroverallsurvivalandobjectiveresponserates
inpatientstreatedwithlenvatinibandatezolizumab/bevacizumab.
This latter group showed increased progression-free survival as
compared to the group treatedwith lenvatinib, considering both
unselected and propensity score-matched patients.8 Adverse
events,andsevereadverseevents,werepresentinbothtwotreat-
mentgroups,segregatingasexpectedfromtheregistrationclinical
trials.2,3,8

Retrospectivecomparisonoftwotreatmentregimenscannotbe
regardedasthehighestevidencetosupportaclinicaldecision,and
althoughTadaetal.performedapropensityscore-matchedcompar-
ison toaccount fordifferences in the twopopulations,propensity
scorescannotaccountforunmeasuredconfoundingthatmighthave
influenced treatment decisions, thus biasing the study results.8,9 
However, from a practical point of view, this study provides indi-
rect information ina futurescenariowhere thesemedicationswill
be increasingly used.10,11 In fact, patientswithBCLC intermediate
stage represent almost one out of seven patients with HCC, and
little evidence is available to guide the overall management with
systemic therapyof this large share of patients.12 Basing their as-
sumptionontheresultsofastudythat identifiedacorrelationbe-
tween progression-free survival and overall survival in patients
withHCCtreatedwithsystemictherapies,theauthorssupportthe
use of atezolizumab/bevacizumab rather than lenvatinib as initial
approach inpatientswith intermediate-stageHCC, inparticular in
thosewhoaredeemedunsuitableforTACE.8,13Theauthorsneedto
becommendedforexplicitlystatingcriteriacontraindicatingTACE
in the intermediate-stagepatients studied. Interestingly, the latest
AmericanAssociation for theStudyofLiverDiseasesguidanceon
HCCmanagementalsodefinesanumberoffactorsthatcontributeto
unsuitability for trans-arterial treatments.14Unfortunately,however,
theauthorsdidnotreportoverallsurvivalfiguresinthesubsetsof
intermediate-stagepatientswheresystemictreatment,ratherthan
TACE,maymakethedifferencesuchasChild-PughclassBpatients
andthosewithanalbumin-bilirubingrade ≥2,whereprogression-free
survivalwasnotdifferentbetweenthetwotreatments,andwhere
overallsurvivalwithsystemictreatmentisparticularlygrim.15,16

Fromthepatientperspective,whendealingwiththerapyofan
advancedcancerwithalowlikelihoodofdefinitecure,asthepop-
ulation included in thisstudy, themainquestionsarewhether the
proposedtreatmentwillhelpthemlivelongerandwhetherthiswill
becompatiblewithagoodqualityoflife.16Thefirstpieceofinfor-
mationwecangleanfromthereal-worldstudyofTadaetal.isthat,
even in patients with unfavourable liver-related and oncological
features, treatmentwith either lenvatinibor atezolizumab/bevaci-
zumabisassociatedwithoverallsurvivalfiguresthataremeaning-
fully longer than those reported inwell-selectedpatientsenrolled
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inregistrationtrials(lenvatinib20.6vs.13.6 months;atezolizumab/
bevacizumab24.0vs.19.2 months).2,3,8Likewise,despitethelimita-
tionsrelatedtotheabsenceofcentralized,maskedassessmentofra-
diologicalresponse,itseemsthatalsotherateofobjectiveresponse
washigherinthisstudythaninregistrationtrialsinbothlenvatinib-
(47.2% vs. 24.1%) and atezolizumab/bevacizumab-treated patients
(49.4% vs. 30.0%). Unfortunately, besides reporting the rates of
adverseevents, thisstudydoesnotprovideadefinite information
regardingbothpatients' qualityof life andpreferenceon the two
regimens,thusleavingthisrelevantquestionunanswered.

Insummary,patientsselectedtoundergotreatmentwithatezoli-
zumab/bevacizumab show a better progression-free survival than
those selected for treatment with lenvatinib, a finding confirmed
alsobypropensity scorematching.However, these results should
be interpreted with caution due to conceptual and practical rea-
sons.Firstly,progression-freesurvivalratetakesintoaccountboth
progressionanddeathasacombinedendpoint,andwhiletherele-
vanceofthisendpointisquestionablefromtheoncologicalpointof
view,thecriticismisevenmorecogentinpatientswithHCCwhere
deathmayoccurfromliverfailureindependentlyofoncologicalpro-
gression.17–20 Unfortunately, in the study by Tada et al. causes of
deathwerenotreported.8Moreover,wearealsounabletoassess
whether the similar overall survival rates of patients treatedwith
either regimenwere supported by second-line treatments follow-
ingprogression,orconversely toashift tomoreefficacioustreat-
mentsinpatientsshowingexcellentresponsetoeitherlenvatinibor
atezolizumab/bevacizumabasalso thesedatawerenot reported.8 
In theabsenceof thesedata, the lackofdifference inoverall sur-
vivalinfrontofclearlybetterprogression-freesurvivalremainspuz-
zling, and therefore—lacking direct comparisons—the selection of
systemic treatment for patientswith intermediate-stageHCCwill
likelydependmoreontheperceptionbytreatingphysiciansofsub-
tleclinicaldifferences inpatientsprofiles,andonpatients'prefer-
ence,whilewaitingforadequatelypoweredstudiesthatwillshow
uswhich treatment regimen is actually associatedwithprolonged
overallsurvivalandimprovedpatients'qualityoflife.
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