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Detailed Reviewer! s Report

1. Strengths

1. Comprehensive Historical Integration:

The paper effectively traces the development of proton-dependent theories
from Mitchell (chemiosmotic hypothesis) to Lane (proton gradient in

evolution).

It shows excellent scholarly command in integrating decades of biochemical
research into one comparative framework.

2. Conceptual Innovation:

The introduction of the Ambaga Closed 9-Stepped Cycle of Proton
Conductance (C9SCPC) is highly original.
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It transforms the fragmented understanding of proton flow into a closed
systemic model encompassing molecular, cellular, and organismal levels.

3. Systemic and Quantum Perspective:

The paper connects bioenergetics with quantum biology and clinical
physiology, providing a unique multidisciplinary approach.

The systemic closure proposed bridges gaps between biochemistry, redox
physiology, and medicine, which is rarely attempted in theoretical biology.

4. Clear Comparative Framework:

The inclusion of tables and structured comparisons (e.g., “With vs. Without
Ambaga”) enhances readability and analytical clarity.

The paper succeeds in showing how prior models addressed isolated
processes while lacking full proton—electron bookkeeping.

5. Philosophical and Unifying Insight:

Presents life as a proton—electron continuum, elevating biochemical
regulation to a systemic natural law.

This holistic approach adds depth to both biological and philosophical
discourse on energy conservation and metabolic unity.
2. Weaknesses

1. Lack of Experimental Validation:
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The entire argument is theoretical, with no experimental or computational
data supporting the 9-step cycle.

There are no measurable parameters or predictive equations that can be
empirically tested.

2. Terminological Ambiguity:
Terms like “Membrane Redox Potential Three-State Line (a, f, 7)” or
“Quantum-Biological Continuum?” are not standard scientific nomenclature,

which may confuse readers unfamiliar with Ambaga’s prior work.

The paper would benefit from clear operational definitions and diagrams
that connect these concepts to measurable phenomena.

3. Limited Connection to Mainstream Literature:

The Ambaga model is largely self-referential, citing primarily Ambaga’s
earlier works.

Engagement with mainstream peer-reviewed biochemical literature (e.g.,

Nature, Science, JBC) is minimal, limiting external validation and
acceptance.

4. Overextension of Theoretical Claims:

While philosophically rich, the paper occasionally exceeds empirical
grounding, blending metaphysical interpretations with biophysical theory.
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Statements about “life’s proton—electron unity” and “quantum coherence
restoration” lack quantitative evidence or citation from recognized quantum-
biological research.

5. Formatting and Linguistic Issues:
Dense text and inconsistent formatting reduce readability.

Some long paragraphs could be divided into sections such as “Background,”
“Methodological Limitation,” “Theoretical Implications,” and “Future
Work.”

3. Significance

1. Scientific Significance:

The paper contributes a novel systemic model aiming to unify all classical
proton theories into a closed energy—mass balance.

It challenges the linear biochemical paradigm, proposing a cyclic, self-
sustaining proton—electron circuit that could redefine bioenergetic
understanding.

2. Clinical and Biomedical Relevance:

The closed cycle theoretically connects mitochondrial function, blood
buffering, and respiration, implying possible relevance to diseases involving
proton conductance imbalance (e.g., ischemia, acidosis, cancer).

It provides a potential framework for redox pharmacology and soft-drug
activation mechanisms.
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3. Philosophical and Educational Value:
Encourages viewing life processes as energy-conserving closed systems.

Provides a conceptual bridge between physical chemistry, physiology, and
integrative medicine, suitable for theoretical biology curricula or
interdisciplinary discussions.

4. Key Points / Highlights
Aspect  Summary

Core Focus Evaluates historical proton-regulation theories before
Ambaga’s model.

Main Argument Classical models (Mitchell-Lane) are fragmentary and
open-ended; Ambaga provides the missing closed systemic continuity.
Scientific Gap Lack of full proton bookkeeping, electrophile—nucleophile
complementarity, and cross-system integration.

Ambaga’s Contribution  Defines a 9-step proton—electron circuit linking
molecular redox reactions to organismal respiration and buffering.
Systemic ImpactEnsures energy—mass conservation and connects quantum
biology to clinical medicine.

Theoretical Consequences Without Ambaga Fragmented bioenergetics;
no universal linkage between food oxidation, ATP generation, CO: release,
and O: uptake.

Novel Concept Introduced The Membrane Redox Potential Three-State Line
System (a, fB, ) as dynamic regulator of metabolism.
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