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Theoretical and Computational Physiology / Mathematical Neuroscience

To evaluate the theoretical integrity, mathematical consistency, and scholarly
contribution of a non-empirical, formal physiological framework integrating
dose-response modelling, oxidative stress, endorphin dynamics, and

cardiovascular strain.

The paper demonstrates outstanding theoretical craftsmanship and
conceptual integration across biological systems. It employs rigorous
mathematical formalism consistent with computational physiology and
provides a strong logical explanation of the paradox where beneficial
exercise becomes physiologically harmful. The absence of empirical data is

epistemologically coherent given the paper's theoretical scope.

1. Originality: Unified theoretical model combining oxidative stress,
endorphin release, and cardiovascular strain.

2. Mathematical Rigor: Clear variable definition, well-constructed dose-
response and decay models.

3. Scholarly Coherence: Strong alignment with recent literature (2010-2025)
and British academic writing style.

4. Figures & Legends: Conceptually precise, visually clear; effectively

illustrate nonlinear transitions and critical thresholds.

1. Minor typographical inconsistencies in equation formatting.

2. Axes In Figures 2-4 would benefit from explicit units or “AU".

3. Add one-sentence clarification on the theoretical (non-empirical) scope.
4. Optional summarising table of age-adjusted thresholds to enhance

applied readabillity.

The work is theoretical, not empirical. It stands as a formal lattice for
subsequent validation, aligning with computational neuroscience traditions.
Including an explicit statement clarifying this stance will prevent empirical

misinterpretation by general readers.

Outstanding theoretical contribution within its domain. The article bridges
physiological systems through mathematics, aligning with the epistemic
standards of theoretical biomedicine. It would be suitable for publication In
journals such as Mathematical Biosciences and Engineering, Frontiers in

Computational Physiology, or BMC Theoretical Biology.
Accept with Minor Revisions

» Add short note acknowledging theoretical scope.
 Specify units or “AU" in figures.

« Optionally include a practical threshold table for clarity.
« Verify typographic consistency in equations.

* No empirical additions required.

This manuscript exemplifies advanced theoretical physiology, merging
computational neuroscience, mathematical modelling, and biomedical logic
into a coherent and elegant whole. It transcends empirical reductionism by
providing a formal architecture through which future empirical studies may be

rationally interpreted.



