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	Please write a few sentences regarding the importance of this manuscript for the scientific community. A minimum of 3-4 sentences may be required for this part.


	· This manuscript provides significant value to the scientific community by identifying Dipeptidyl Peptidase 3 (DPP3) as a promising and underexplored therapeutic target for heart failure. 
· By integrating molecular docking, molecular dynamics simulations, and ADMET profiling, the study offers a comprehensive in silico evaluation of two novel small-molecule inhibitors with strong potential for further drug development. 
· The work not only enhances current understanding of DPP3’s mechanistic role in cardiovascular dysfunction but also establishes a computational framework that can accelerate the discovery of selective DPP3 inhibitors. 
· These findings serve as a foundation for future experimental validation and may ultimately contribute to the development of targeted therapies for heart failure, a condition with significant global morbidity and mortality.
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J Biol Chem article on DPP3 impact on RAS peptide profiles
European Heart Journal commentary on DPP3 & shock
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	Optional/General comments


	1. Is there experimental (in vitro/in vivo) evidence that supports DPP3 as a heart-failure target?
2. Were the ligands energy-minimized before docking? If so, which method/force field?
3. Why was AutoDock Vina 1.1.2 used instead of more recent or advanced docking tools?
4. Is a 100 ns simulation sufficiently long to evaluate stability for DPP3?
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