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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) has shifted from being indicated almost exclusively in those
with advanced stage to encompass also patients with intermediate
stage, according to the Barcelona clinic liver cancer (BCLC) staging
system.! This treatment migration towards an earlier stage of dis-
ease is mainly a consequence of the encouraging results reported
in registration trials of newer treatments, including lenvatinib and
atezolizumab/bevacizumab, where median objective response
rates of 24.1% and 30.0%, and median overall survival of 13.6 and
19.2months, respectively, were observed.?® These results stimu-
lated an interest in treating also patients with intermediate-stage
HCC who were unlikely to respond to trans-catheter arterial che-
mo-embolization (TACE), the ‘conventional’ treatment suggested
for this stage.* As a fact, lenvatinib demonstrated higher objective
response rate and longer overall survival, as compared to TACE, in
patients with intermediate-stage HCC who were beyond the up-
to-seven criteria.> Furthermore, both lenvatinib and atezolizumab/
bevacizumab have been used in patients unsuitable for TACE, also in
an attempt to downstage the cancer and eventually enable curative
treatments.®’

As both lenvatinib and atezolizumab/bevacizumab are used in
clinical practice as first-line systemic therapies for patients with un-
resectable HCC, in the current issue of Liver International Tada et al.
report the results of a large, multicentre, retrospective study aimed
at evaluating some oncological landmarks such as progression-free
survival, overall survival and radiological response in patients with
intermediate-stage HCC who were deemed unsuitable for TACE
and received either lenvatinib or atezolizumab/bevacizumab.® Their
aim was to provide physicians an initial piece of evidence to sup-
port clinical decisions in this setting, considering the absence of
direct comparative studies between the two treatment regimens.
They showed similar overall survival and objective response rates
in patients treated with lenvatinib and atezolizumab/bevacizumab.
This latter group showed increased progression-free survival as
compared to the group treated with lenvatinib, considering both

8

unselected and propensity score-matched patients.® Adverse

events, and severe adverse events, were present in both two treat-
ment groups, segregating as expected from the registration clinical

trials. 238
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Retrospective comparison of two treatment regimens cannot be
regarded as the highest evidence to support a clinical decision, and
although Tada et al. performed a propensity score-matched compar-
ison to account for differences in the two populations, propensity
scores cannot account for unmeasured confounding that might have
influenced treatment decisions, thus biasing the study results.®?
However, from a practical point of view, this study provides indi-
rect information in a future scenario where these medications will
be increasingly used.’®™ |n fact, patients with BCLC intermediate
stage represent almost one out of seven patients with HCC, and
little evidence is available to guide the overall management with
systemic therapy of this large share of patients.*? Basing their as-
sumption on the results of a study that identified a correlation be-
tween progression-free survival and overall survival in patients
with HCC treated with systemic therapies, the authors support the
use of atezolizumab/bevacizumab rather than lenvatinib as initial
approach in patients with intermediate-stage HCC, in particular in
those who are deemed unsuitable for TACE.®*3 The authors need to
be commended for explicitly stating criteria contraindicating TACE
in the intermediate-stage patients studied. Interestingly, the latest
American Association for the Study of Liver Diseases guidance on
HCC management also defines a number of factors that contribute to
unsuitability for trans-arterial treatments.* Unfortunately, however,
the authors did not report overall survival figures in the subsets of
intermediate-stage patients where systemic treatment, rather than
TACE, may make the difference such as Child-Pugh class B patients
and those with an albumin-bilirubin grade 22, where progression-free
survival was not different between the two treatments, and where
overall survival with systemic treatment is particularly grim.>*¢

From the patient perspective, when dealing with therapy of an
advanced cancer with a low likelihood of definite cure, as the pop-
ulation included in this study, the main questions are whether the
proposed treatment will help them live longer and whether this will
be compatible with a good quality of life.X® The first piece of infor-
mation we can glean from the real-world study of Tada et al. is that,
even in patients with unfavourable liver-related and oncological
features, treatment with either lenvatinib or atezolizumab/bevaci-
zumab is associated with overall survival figures that are meaning-

fully longer than those reported in well-selected patients enrolled
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in registration trials (lenvatinib 20.6 vs. 13.6 months; atezolizumab/
bevacizumab 24.0 vs. 19.2 months).2'3’8 Likewise, despite the limita-
tions related to the absence of centralized, masked assessment of ra-
diological response, it seems that also the rate of objective response
was higher in this study than in registration trials in both lenvatinib-
(47.2% vs. 24.1%) and atezolizumab/bevacizumab-treated patients
(49.4% vs. 30.0%). Unfortunately, besides reporting the rates of
adverse events, this study does not provide a definite information
regarding both patients' quality of life and preference on the two
regimens, thus leaving this relevant question unanswered.

In summary, patients selected to undergo treatment with atezoli-
zumab/bevacizumab show a better progression-free survival than
those selected for treatment with lenvatinib, a finding confirmed
also by propensity score matching. However, these results should
be interpreted with caution due to conceptual and practical rea-
sons. Firstly, progression-free survival rate takes into account both
progression and death as a combined end point, and while the rele-
vance of this end point is questionable from the oncological point of
view, the criticism is even more cogent in patients with HCC where
death may occur from liver failure independently of oncological pro-
gression.”"20 Unfortunately, in the study by Tada et al. causes of
death were not reported.8 Moreover, we are also unable to assess
whether the similar overall survival rates of patients treated with
either regimen were supported by second-line treatments follow-
ing progression, or conversely to a shift to more efficacious treat-
ments in patients showing excellent response to either lenvatinib or
atezolizumab/bevacizumab as also these data were not reported.8
In the absence of these data, the lack of difference in overall sur-
vival in front of clearly better progression-free survival remains puz-
zling, and therefore—lacking direct comparisons—the selection of
systemic treatment for patients with intermediate-stage HCC will
likely depend more on the perception by treating physicians of sub-
tle clinical differences in patients profiles, and on patients' prefer-
ence, while waiting for adequately powered studies that will show
us which treatment regimen is actually associated with prolonged
overall survival and improved patients' quality of life.
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