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We appreciate the comments made on our review paper focused on possible predictive factors for
responses to PD-1/PD-L1 checkpoint inhibitors in the field of hepatocellular carcinoma [1]. We fully
agree that the statement “Certainly, high tumor mutational burden and neoantigen load have been
noted to predict the response to immunotherapies, including anti-PD-1 therapy (higher objective
response rate and/or prolonged survival) in melanoma, non-small-cell lung carcinoma” is not supported
by the given reference of Topalian et al. for the year 2012 [2]. As mentioned in the comment, the correct
reference is Goodman et al.’s work from 2017 [3], cited in our original review as reference number 60,
where the authors demonstrated a linear correlation between higher tumor mutational burden and
better outcome parameters based on 151 immunotherapy-treated patients. In addition, our statement
can be supported by a recent meta-analysis from Kim et al. 2019 [4], which focused on the tumor
mutational burden and efficacy of immune checkpoint inhibitors in more than 5000 patients with
various advanced cancer types. The authors showed that the patients with high tumor mutational
burden have significantly higher objective response rates and prolonged survival as compared to
patients with low tumor mutational burden undergoing immune checkpoint inhibitor treatment.

Nonetheless, we completely agree that randomized controlled clinical trials are needed to
determine the ability of tumor mutational burden to predict responses to PD-1/PD-L1 checkpoint
inhibitors, mainly in different tumor types.
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