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Title: On the Prognostic Role of HDAC10 in Colorectal Cancer: Strengths and Gaps
Overview and general recommendation:

This letter provides a comprehensive and constructive critique of the study by Nie et al
on HDACI10 in colorectal cancer (CRC). The authors commend the strengths of the
original study, particularly its multi-omics approach and the integration of functional
assays, but highlight key limitations such as the lack of in vivo validation and the
incomplete understanding of HDAC10's role in the tumor immune microenvironment.
They emphasize the need for further research to explore how HDAC10 affects immune
cell subsets like CD8+T cells and regulatory T cells and its potential impact on immune
checkpoint blockade efficacy. This letter also suggests that isoform-selective HDAC10
inhibitors such as DKFZ-748 may offer improved specificity and reduced off-target
toxicity compared to pan-HDAC inhibitors and highlights the need to further investigate
the HDAC10-p53-PD-L1 axis in order to better understand its role in immune evasion
and tumor progression. Overall, this letter offers valuable insights for future research,
suggesting directions such as in vivo validation and targeted HDAC10 inhibition, and it
makes a meaningful contribution to the ongoing discussion of HDACI10 as a potential
therapeutic target and biomarker in CRC and is well-suited for publication. However,
there are still some issues that need to be addressed:

1.The letter could briefly comment on whether HDAC10-selective inhibitors might have
clinical advantages in MSS or MSI-H CRC subtypes which can enhance the practical
clinical relevance of the commentary.

2.While Figure 1 is helpful, the inclusion of question marks as placeholders (e.g., for Treg
activation or MDSCs) might benefit from clearer labelling such as “hypothetical role” or
“requires validation.”

3.The authors may consider briefly elaborating on the potential advantages of

isoform-selective inhibitors such as DKFZ-748, particularly in terms of improved
4
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specificity and reduced off-target toxicity compared to pan-HDAC inhibitors. This
addition would help underscore the therapeutic rationale and translational relevance of

targeting HDAC1O0 specifically in colorectal cancer.
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The authors suggested that further functional in vivo validation will strengthen the

tindings of this study. They commend that the authors have acknowledged that the lack

of animal models limits a comprehensive understanding of immunological dynamics in

the TME. Future investigations should focus to explore how HDACI10 suppression
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influences CD8+ T cell activation and checkpoint blockade efficacy in vivo. Similarly,
investigating specific immune cell subsets such as T-regulatory cells or myeloid-derived
suppressor cells could clarify its impact on the TME. The suggestion is reasonable, with
that the reader could better understand the HDAC10 functions in the TME.Secondly,
the authors suggested to investigate the direct pharmacological inhibition of HDAC10
using selective inhibitors such as DKFZ-748 and subsequent biological response
assessments would elucidate role of HDAC10 in chemoresistance and strengthen the
therapeutic rationale for its selective targeting in CRC.because of the transcriptional and
immune-modulatory effects compared to pan-HDAC inhibition. Therefore, it's
reasonable that validating the oncogenic function of HDAC10 and evaluate its potential
as a therapeutic target in vivo studies, which would provide critical mechanistic insights
into its role in tumor progression and therapy resistance.Thirdly, the authors
suggested to investigate the HDAC10-p53-PD-L1 axis, which could clarify how
HDAC10 modulates both tumor proliferation and immune escape, particularly through
transcriptional and epigenetic regulation of PDL1. Since HDAC-mediated regulation of
PD-L1 via p53 and STAT1/IRF1 has been described in multiple cancer types which
suggests a broader transcriptional control mechanism beyond direct promoter binding.
Therefore, assessing whether REG1A and CLDNI18 expression correlates with specific
CRC subtypes in clinical samples would strengthen the link between HDAC10-driven
transcriptional changes and tumor heterogeneity. In conclusion, this letter to editor is
comprehensive and reasonable, as the authors said the future studies will build upon
this work by incorporating in vivo models, targeted HDAC10 inhibition as suggested,

and deeper mechanistic insights into how HDAC10 regulates tumor immunity.



