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Conventional transarterial chemoembolization (¢ TACE)
and sorafenib are the standard monotherapy for patients
with hepatocellular carcinoma (HCC) in Barcelona Clinic
Liver Cancer (BCLC) stage B or C by Western official
guidelines (1,2). Many large randomized controlled
trials have shown these two monotherapies to extend
median overall survival over the best supportive care in
such patients. cTACE would induce the upregulation of
angiogenic factors by ischemic liver injury. Therefore,
anti-angiogenic agent therapy concurrents cTACE, such
as sorafenib plus cTACE, may complementarily inhibit
angiogenic factors and tumor growth. Just under such a
background, the STAH trial, which was published in a
recent issue of Fournal of Hepatology, was designed to assess
the efficacy and safety of sorafenib concurrents ¢TACE in
patients with advanced HCC (3).

The STAH trial included patients with stages III, IVa,
or IVb HCC according to the mUICC TNM staging
criteria. Advanced HCC that progressed despite prior local
treatment would be included. Patients with advanced HCC
progression after three ¢TACE sessions within the first 6
months (cCTACE refractoriness) are also included. Sorafenib
was started within 3 days and ¢TACE within 7-21 days of
randomization. After median follow-up duration of 14 and
18.7 months for combination and sorafenib alone groups,
they found sorafenib combined with concurrent cTACE did
not improve overall survival. However, combination therapy
significantly improved time to progression, progression-free
survival, and tumor response rate.

We applaud Park and colleagues (3) for providing a large
study so far that evaluates the efficacy of sorafenib with or
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without concurrent ¢ TACE for advanced HCC. At the same
time, their conclusions should be interpreted with caution
in light of some concerns which was not discussed in their
study. It is reported that the efficacy of ¢TACE is superior
to sorafenib alone. Following concerns may be the reasons
of their negative findings for sorafenib concurrent cTACE.

The first concern is the type of previous therapies before
involved in the present study. Of the total population,
18% were underwent hepatic resection, 21.8% underwent
radiofrequency ablation or percutaneous ethanol injection,
17.1% underwent radiotherapy, and 72.3 underwent
c¢TACE. Twenty-five percentage patients were with BCLC
stage A/B HCC. Based on the addition of percentage, all
patients were underwent one or more previous therapies
and then had progressed or recurrent tumors. Namely,
many of the included patients were with far-advanced
HCCs. The main question is that more than 70% patients
were being ¢TACE refractoriness before involved in the
present study. For such patients, investigating the efficacy
of addition ¢TACE seems pointless. It is not strange that
71% patients were with disease progression after one
section of ¢cTACE. In addition, 35% included patients were
with extrahepatic spread. cTACE is useless for extrahepatic
spread tumors. Therefore, the finding about similar overall
survival between with and without cTACE groups seems
reasonable.

The second concern is also related to the type of
previous therapies before involved in the present study.
Liver (re-)resection is an effective therapy for patients with
recurrent tumors after liver resection or radiofrequency
ablation or percutaneous ethanol injection (4,5). One fourth
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of patients belonged to BCLC stage A or B in the STAH
trial. The reasons why those patients in BCLC stage A
did not receive liver resection or transplantation was not
explained. Importantly, any HCC treatments after stopping
sorafenib therapy might affect clinical outcomes and should
be reported in the trial; for example, the 2nd-line systemic
therapies. On the other hand, how many patients in the
BCLC stage B were down-staged and received curative
treatments during the study period should also be reported.
Downstaging with localized therapies, such as ¢TACE,
could be an effective tool for identifying optimal candidates
for liver resection with favorable tumor biology (6). More
than 70% included patients were without vascular invasion
or only with Vpl-2 vascular invasion, liver (re-)resection
may be the best option for them, but not sorafenib with or
without concurrent cTACE.

In conclusion, the efficacy and safety of sorafenib with or
without concurrent TACE in HCC is not well illuminated.
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