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SPECIFIC COMMENTS TO AUTHORS

Pancreatic ductal adenocarcinoma (PDAC) is a global health challenge and remains one
of the most lethal malignancies with an few therapeutics options. Although, The
significant efforts have mostly defined major genetic factors driving progression and
pathogenesis of PDAC.However, the research and application of molecular target
therapies and immunotherapies have rapidly increased and achieved substantial
outcomes in many malignant tumors, Additional targeted therapies and immunotherapy
based on next generation sequencing provide new opportunities for the diagnosis and
treatment of pancreatic tumor. Immune-checkpoint inhibitors (ICI) are also now being
incorporated into the PADC therapeutic armamentarium and combinations of
molecularly targeted therapies with immunotherapies are emerging as tools to boost the
immune response.Investigating on biomarkers of a response or primary resistance to
immuno-therapies are also advancing. Herein, we further discuss the recent
technological advances that continue to expand our understanding of PDAC complexity.
We discuss the advancements expected in the near future, including biomarker driven
treatments and immunotherapies.We presume that the clinical translation of these

research efforts will enhance the currently dismal survival outcomes of this challenging
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disease. I would like to thank the editor for choosing me to review this interesting
manuscript.This review described the importance of precision medicine for the
treatment of pancreatic ductal adenocarcinoma, and summarized the progress of
molecular therapy for pancreatic ductal adenocarcinoma in a more comprehensive
manner, which is innovative and practical. However, there are some issues to be
addressed before acceptance in our journal 1. The style of all references in the
manuscript need recognized according to journal standard . 2. Some of the bolded words
in the manuscript should not have been bolded, so please revise them carefully. 3. The
Introduction should include descriptions related to molecularly targeted therapies and
immuno-therapy already explained well. I think the paper very knowedgable and clear,

Finally I suggests authors continue their effort with future paper. Thank you
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SPECIFIC COMMENTS TO AUTHORS

1. General Strengths Scope and Relevance: The review effectively consolidates recent
advances in PDAC biology, molecular subtyping, immunotherapy, and targeted
therapies. The inclusion of clinical trial data (e.g.,, NAPOLI-3, POLO) and emerging
technologies (e.g., liquid biopsy, Al) adds translational relevance. Structure: The division
into molecular characterization, transcriptomic subtypes, therapeutic strategies, and
future directions is logical. Tables summarizing clinical trials and targeted therapies are
particularly useful. 2. Major Concerns 2.1 Lack of Novelty and Critical Analysis The
review reads as a compilation of existing studies without offering novel insights or
critical synthesis. For instance, while KRAS inhibition is discussed, the manuscript does
not address controversies, such as the limited efficacy of KRAS G12C inhibitors (e.g.,
sotorasib) in PDAC compared to other cancers. Similarly, the challenges of translating
transcriptomic subtypes into clinical practice (e.g., inter-tumoral heterogeneity, dynamic
plasticity) are mentioned but not deeply analyzed. Recommendation: Strengthen the
discussion by evaluating why certain strategies (e.g., immunotherapy) have
underperformed in PDAC compared to other cancers. Highlight unresolved debates (e.g.,

stromal reprogramming vs. stromal depletion) and propose hypotheses for future
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research. 2.2 Inconsistent Terminology and Data Presentation Subtype Classification:
The description of PDAC subtypes (e.g., Collisson vs. Moffitt classifications) is
fragmented, and the clinical implications of these classifications are not clearly
differentiated. A comparative table or figure contrasting subtype definitions, prognostic
relevance, and therapeutic vulnerabilities would enhance clarity. Tables and Figures:
Table 1: The phase II/III trials lack uniformity in data presentation (e.g., inconsistent
OS/PFS metrics, missing hazard ratios). Include statistical significance (p-values) and
confidence intervals where available. Figures: The figure legends are incomplete (e.g.,
Figure 1 and 2 references are missing from the main text). Ensure all figures are cited
and described in the text. 2.3 Overemphasis on Preclinical Data While preclinical models
(e.g., TME interactions, macrophage polarization) are discussed, their relevance to
clinical translation is not adequately contextualized. For example, the role of tertiary
lymphoid structures (TLS) in PDAC prognosis is mentioned, but their predictive value
for immunotherapy response remains unclear. Recommendation: Prioritize clinically
actionable findings and link preclinical mechanisms to ongoing trials (e.g., NCT05218889
for NASCA regimen). 2.4 Superficial Treatment of Emerging Technologies Liquid Biopsy
and Al: These sections are underdeveloped. For liquid biopsy, specify which biomarkers
(e.g., ctDNA, exosomes) show the most promise for early detection or monitoring. For Al,
clarify how predictive models (e.g., LN metastasis prediction) could integrate into
clinical workflows. Recommendation: Include recent studies validating AI tools in
prospective cohorts (e.g., PMID: 37647576) and discuss limitations (e.g., dataset bias,
generalizability). 3. Conclusion The manuscript provides a timely review of PDAC
biology and therapeutics but requires significant revisions to elevate its impact.
Prioritize critical analysis over descriptive summaries, address inconsistencies in data
presentation, and emphasize clinical translation. With these revisions, the review will

serve as a valuable resource for researchers and clinicians in the field.
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This study has mentioned many claims that they may not have concern to the objectives
of the study or explained such aspect of the study. The report needs to be more concise
in term of define the term and describing or exploring of the keywords. 1. In the abstract,
highlight what makes this review unique compared to existing literature. Conclude with
sentences about the potential impact of combinations of molecularly targeted therapies
with immunotherapies. 2. Please clearly state in the abstract whether the topic discussed
in this article is technological progress or prospects for the future. 3. Where is the

correlation and logic between the evolution of the clinical trial pattern of PDAC in the
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past decade and the complexity of the pancreatic tumor microenvironment. The authors
need to clarify the relationship between different sections, which may require diagrams
or images to present. 4. The methodology section is missing. The authors did not define
the design of the study and they have to address the reason why systematic review and
meta-analysis have not been carry out in this research. 5. Together, the molecular
characterization of cancer and subtyping of the disease is providing a unique
opportunity to identify new prognostic and predictive biomarkers to improve patient
selection for treatments that target larger subgroups. However, in the article the authors
do not indicate how these elements are reflected in PDAC's current treatment strategies
and future directions. 6. Transcriptomic Classifications Subtypes of PADC may provide
clinically relevant information to assist with strategies related to treatment. The concept
has not been cleared, all pathway and mechanism remain ambiguity regarding the
relevance of tumor heterogeneity to these classifications. The author needs to provide
detailed information about this issue. 7. In the section “first-line treatments”, there is no
connection between these treatment strategies and the content presented earlier. For
example, how are these treatment strategies related to transcriptomic classifications
subtypes of PADC, or how are they related to mutational and molecular characterization
of PDAC. The author needs to clearly explain the relationship between these contents in
order to give this study a clear logical structure. 8. Predictive biomarkers of
immunotherapeutic response do not indicate how it relates to the previous statement,
please add this part. 9. Emphasize how these findings could translate into clinical
applications 10. In Conclusion, provide a brief overview of biomarker driven treatments
and immunotherapies for clinical guidance. Also, clearly state what is currently

unknown or underexplored in the field, which this review aims to address.
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SPECIFIC COMMENTS TO AUTHORS

The manuscript titled "Importance of landscape exploration and progress in molecular
therapies and precision medicine for pancreatic ductal adenocarcinoma" presents a
comprehensive review of the current understanding and recent advances in the
molecular characterization, therapeutic strategies, and future directions for pancreatic
ductal adenocarcinoma (PDAC). The authors have compiled a substantial amount of
information from various sources, including recent clinical trials and preclinical studies,
to provide an overview of the field. However, several areas require further clarification,
critical analysis, and revision to enhance the manuscript's impact and readability.
Strengths 1. The review effectively consolidates recent advances in PDAC biology,

molecular subtyping, immunotherapy, and targeted therapies. 2. The inclusion of clinical
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trial data (e.g., NAPOLI-3, POLO) and emerging technologies (e.g., liquid biopsy, Al)
adds translational relevance. 3. The division into molecular characterization,
transcriptomic subtypes, therapeutic strategies, and future directions is logical. 4. Tables
summarizing clinical trials and targeted therapies are particularly useful. Major
Concerns Lack of Novelty and Critical Analysis The review reads as a compilation of
existing studies without offering novel insights or critical synthesis. For instance: While
KRAS inhibition is discussed, the manuscript does not address controversies, such as the
limited efficacy of KRAS G12C inhibitors (e.g., sotorasib) in PDAC compared to other
cancers. The challenges of translating transcriptomic subtypes into clinical practice (e.g.,
inter-tumoral heterogeneity, dynamic plasticity) are mentioned but not deeply analyzed.
Recommendation: Strengthen the discussion by evaluating why certain strategies (e.g.,
immunotherapy) have underperformed in PDAC compared to other cancers. Highlight
unresolved debates (e.g., stromal reprogramming vs. stromal depletion) and propose
hypotheses for future research. Inconsistent Terminology and Data Presentation Subtype
Classification: The description of PDAC subtypes (e.g., Collisson vs. Moffitt
classifications) is fragmented, and the clinical implications of these classifications are not
clearly differentiated. A comparative table or figure contrasting subtype definitions,
prognostic relevance, and therapeutic vulnerabilities would enhance clarity. Tables and
Figures: Table 1: The phase II/III trials lack uniformity in data presentation (e.g.,
inconsistent OS/PFS metrics, missing hazard ratios). Include statistical significance
(p-values) and confidence intervals where available. Figures: The figure legends are
incomplete (e.g., Figure 1 and 2 references are missing from the main text). Ensure all
tigures are cited and described in the text. Overemphasis on Preclinical Data While
preclinical models (e.g., TME interactions, macrophage polarization) are discussed, their
relevance to clinical translation is not adequately contextualized. For example: The role

of tertiary lymphoid structures (TLS) in PDAC prognosis is mentioned, but their
14
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predictive value for immunotherapy response remains unclear. Recommendation:
Prioritize clinically actionable findings and link preclinical mechanisms to ongoing trials
(e.g., NCT05218889 for NASCA regimen). Superficial Treatment of Emerging
Technologies Liquid Biopsy and Al: These sections are underdeveloped. For liquid
biopsy, specify which biomarkers (e.g., ctDNA, exosomes) show the most promise for
early detection or monitoring. For Al, clarify how predictive models (e.g., LN metastasis
prediction) could integrate into clinical workflows. Recommendation: Include recent
studies validating Al tools in prospective cohorts (e.g., PMID: 37647576) and discuss
limitations (e.g., dataset bias, generalizability). Detailed Comments Abstract Highlight
what makes this review unique compared to existing literature. Conclude with sentences
about the potential impact of combinations of molecularly targeted therapies with
immunotherapies. Clearly state in the abstract whether the topic discussed is
technological progress or prospects for the future. Introduction The Introduction should
include descriptions related to molecularly targeted therapies and immunotherapy
already explained well. The current Introduction is well-written but could benefit from a
more explicit connection to the review's objectives and structure. Methods The
methodology section is missing. The authors need to define the design of the study and
address why systematic review and meta-analysis have not been carried out in this
research. Results Molecular Characterization of Cancer and Subtyping of the Disease:
This section provides a unique opportunity to identify new prognostic and predictive
biomarkers to improve patient selection for treatments that target larger subgroups.
However, the authors do not indicate how these elements are reflected in PDAC's
current treatment strategies and future directions. Transcriptomic Classifications
Subtypes of PADC may provide clinically relevant information to assist with strategies
related to treatment. The concept has not been cleared, and all pathway and mechanism

remain ambiguity regarding the relevance of tumor heterogeneity to these classifications.
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The author needs to provide detailed information about this issue. Discussion In the
section “first-line treatments”, there is no connection between these treatment strategies
and the content presented earlier. For example, how are these treatment strategies
related to transcriptomic classifications subtypes of PADC, or how are they related to
mutational and molecular characterization of PDAC. The author needs to clearly explain
the relationship between these contents in order to give this study a clear logical
structure. Predictive biomarkers of immunotherapeutic response do not indicate how it
relates to the previous statement, please add this part. Emphasize how these findings
could translate into clinical applications. Conclusion Provide a brief overview of
biomarker driven treatments and immunotherapies for clinical guidance. Also, clearly
state what is currently unknown or underexplored in the field, which this review aims to
address. Minor Comments Language and Style: The manuscript is generally well-written,
but there are instances where the language could be improved for clarity and
conciseness. For example, some sentences are overly complex and could be simplified.
References: Ensure that all references are correctly formatted and cited within the text.
Some references appear to be missing or incorrectly cited. Figures and Tables: Some
figures and tables need to be improved for clarity and consistency. For example, Figure 1
and Figure 2 need to be cited and described in the main text. Table 1 and Table 2 need to
be formatted consistently. Summary The manuscript provides a timely review of PDAC
biology and therapeutics but requires significant revisions to elevate its impact. The
authors should focus on critical analysis over descriptive summaries, address
inconsistencies in data presentation, and emphasize clinical translation. With these
revisions, the review will serve as a valuable resource for researchers and clinicians in

the field.



