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[bookmark: _Toc2]Article summary:
1. Tumors that are immune-excluded, such as pancreatic ductal adenocarcinoma (PDAC), breast cancer, and ovarian cancer, are particularly resistant to multiple types of treatment.
2. Immunotherapy including immune-checkpoint blockade (ICB) has not yet been successful in treating these tumors due to the lack of infiltration by cytotoxic T lymphocytes (CTLs).
3. A dual-mechanism based strategy is proposed to enhance CTLs infiltration in these tumors by using a natural small molecule and an immune-enhanced cytokine.
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May be slightly imbalanced: The article presents the information in a generally reliable way, but there are minor points of consideration that could be explored further or claims that are not fully backed by appropriate evidence. Some perspectives may also be omitted, and you are encouraged to use the research topics section to explore the topic further.
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The article provides a comprehensive overview of the challenges posed by immune-excluded tumors and the potential strategies for enhancing CTLs infiltration in order to improve immunotherapy outcomes. The article is well written and provides a clear explanation of the mechanisms behind the obstacles that prevent CTLs from infiltrating these tumors, as well as two strategies for promoting their infiltration. The authors also provide evidence from clinical trials and research studies to support their claims. 
However, there are some potential biases in the article that should be noted. For example, while the authors discuss two strategies for promoting CTLs infiltration – direct modulation and indirect stimulation – they focus primarily on direct modulation without providing much detail about indirect stimulation or exploring any possible counterarguments or risks associated with this approach. Additionally, while the authors provide evidence from clinical trials and research studies to support their claims, they do not explore any potential risks associated with these treatments or present both sides of the argument equally. Furthermore, there is no discussion of any other possible treatments or therapies that could be used to treat these tumors. 
In conclusion, while this article provides a comprehensive overview of the challenges posed by immune-excluded tumors and potential strategies for enhancing CTLs infiltration in order to improve immunotherapy outcomes, it does have some potential biases that should be noted when considering its trustworthiness and reliability.
[bookmark: _Toc5]Topics for further research:
· Indirect stimulation of CTLs infiltration
· Risks associated with direct modulation of CTLs infiltration
· Alternative treatments for immune-excluded tumors
· Counterarguments to direct modulation of CTLs infiltration
· Clinical trials for immunotherapy outcomes
· Research studies on CTLs infiltration
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