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Intermediate-stage hepatocellular carcinoma (HCC), corresponding to Barcelona Clinic Liver Cancer
(BCLC) stage B, represents a highly heterogeneous patient population. The traditional treatment strategy based
primarily on transarterial chemoembolization (TACE) has reached important limitations. In patients with a high
tumor burden, aggressive tumor characteristics, or a low likelihood of achieving an adequate response to TACE,
repeated TACE may provide limited benefit and may increase the risk of hepatic functional deterioration. In recent
years, the combination of systemic immunotherapy, such as immune checkpoint inhibitors, with targeted or
antiangiogenic agents and locoregional therapy has led to major advances in the management of intermediate-
stage HCC. Locoregional treatment can induce immunogenic cell death and remodel the tumor microenvironment,
while antiangiogenic agents may promote vascular normalization, providing a strong rationale for synergistic
interactions with immunotherapy. Recent phase Il clinical trials, including EMERALD-1, LEAP-012, TALENTACE,
and EMERALD-3, have demonstrated improvements in progression-free survival and objective response rates
with combinations of TACE and immunotherapy-based systemic treatment. The high response rates achieved with
these strategies have also promoted the development of downstaging and conversion therapy, providing selected
patients who were previously unsuitable for curative treatment with an opportunity to undergo potentially curative
procedures and achieve a drug-free, cancer-free status. Furthermore, the development of predictive biomarkers
based on molecular characteristics, liver fibrosis, the gut microbiome, and artificial intelligence-assisted multi-
omics approaches is facilitating personalized treatment strategies. Future clinical decision-making should
integrate multidisciplinary expertise and individualize treatment according to hepatic functional reserve, tumor
characteristics, treatment-related risks, and patient preferences.



