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The proposition we defend

A normal baseline is not proof of adequate reserve. We argue that some patients have developing physiological

failure visible primarily when a system is challenged, while resting laboratory values remain within population

reference limits. The disease process may already exist as lost capacity to adapt, not yet as an abnormal static

measurement.

A resting measurement can be normal even when the system has little capacity to respond to perturbation. This

paper asks whether dynamic reserve markers—recovery after exertion, orthostatic response or time required to

return toward baseline—can improve interpretation of patients with persistent symptoms.

Why the mechanism deserves to be taken seriously

Homeostatic variables are often actively controlled, hiding compensatory effort. Heart rate and blood pressure may

remain normal at rest while autonomic, cardiovascular or metabolic reserve is impaired. Longitudinal aging studies

demonstrate that recovery dynamics can carry information beyond snapshot values. The right stressor and outcome

must be selected for the organ under investigation.

The causal argument

Homeostatic systems defend blood concentrations by adjusting transport, secretion, tissue stores and organ work. A

stable serum glucose can require unusually high insulin output; ordinary oxygen saturation can coexist with poor

extraction under exertion; normal creatinine at rest does not measure every dimension of renal adaptation.

Compensation can preserve the reported result while consuming available reserve. The diagnostic mistake is to

read the defended variable as evidence of low physiological strain. A challenge test, where validated and safe, can

uncover an abnormal response curve that precedes clinical failure.

Causal architecture under closer examination

Static concentration and dynamic reserve are different physiological dimensions. A normal blood glucose value may

be maintained by unusually high insulin secretion; a normal oxygen saturation may coexist with poor muscle oxygen

extraction during exercise; a resting cardiovascular measure may be adequate even though maximal cardiac output

is reduced. In each case the system has preserved the reported variable by increasing the effort or reducing the

margin required to sustain it. The diagnostic thesis is that compensation can hide disease until a demand exposes

the bottleneck. Yet dynamic testing carries its own hazards and false-positive rates. Every proposed reserve marker

should be validated for repeatability, normative distribution and clinical prediction. A speculative abnormal response

curve cannot justify telling a patient that normal tests are meaningless. The persuasive argument is to ask which

reserve is relevant to the symptom, then choose an established or carefully investigated test that measures it. An

exercise-tolerance complaint suggests a different dynamic system than a post-meal glycemic complaint or a

fluid-handling problem.

A concrete physiological case
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Imagine two people with the same fasting glucose. One maintains it with modest insulin secretion; the other requires

substantial compensatory hyperinsulinemia. Their baseline values match but their metabolic margin differs. Similar

logic applies to appropriately interpreted cardiopulmonary exercise testing. Dynamic tests are not automatically

better, however; an unvalidated challenge can create false positives and harm.

Original conceptual illustration

Suppose resting vital signs and blood count are unremarkable, but a patient develops symptoms during ordinary

postural change. A standardized and clinically appropriate orthostatic assessment could reveal information missing

at rest. That does not imply every unexplained symptom is dysautonomia, nor does it endorse exertion testing in

individuals at risk from post-exertional deterioration. The test must fit the history and risks.

What established physiology already supports

Reserve assessment is familiar in cardiology, pulmonology and endocrinology. The provocative cross-cutting

proposal is that preclinical disease may be defined by the narrowing distance to failure rather than by a static

threshold crossed on the day of measurement.

The strongest counterargument—and the answer

The strongest objection is that normal test variability and nonspecific exercise intolerance can be overinterpreted. A

reserve model must have reproducible protocols, age-appropriate reference ranges and demonstrated predictive

benefit. Otherwise it invites endless testing of well people and labels normal variation as hidden disease.

Poor exercise tolerance may arise from severe cardiac, pulmonary or neurological disease and must not be reduced

to vague terrain depletion. Dynamic tests are not universally safe, especially in patients with post-exertional

symptom exacerbation. A normal lab panel is not proof of pathology either.

The discriminating experiment

Follow patients with normal resting measures but differing validated stress-response trajectories. Quantify functional

response, recovery time and reproducibility, then test prediction of future disease beyond standard risk measures. A

reserve deficit is clinically meaningful only if it forecasts outcomes or changes management in a demonstrated way.

The model requires reproducible test-retest reliability, comparison against established workups and prospective

prediction of functional outcomes. If reserve metrics add no value over diagnosis and conventional measurements,

the proposed diagnostic innovation is not justified.

Decisive comparisons and limits of inference

The strongest prospective research starts with people whose routine baseline values are within clinical norms and

observes whether a specific dynamic deficit predicts later dysfunction. For metabolism, repeated responses to a

standardized meal or an appropriately indicated challenge may reveal altered insulin dynamics. For circulatory

reserve, monitored exercise studies can assess performance and recovery while accounting for pulmonary and

muscle factors. The test is whether the dynamic variable adds predictive accuracy above conventional risk markers

and changes decisions beneficially. A common failure of alternative medicine is to relabel every symptom “hidden

reserve loss” after normal tests. The model should be falsifiable and sometimes produce the conclusion that reserve

is normal and another explanation is needed. The most provocative intellectual claim is that a homeostatic system

can appear stable while the price of maintaining stability rises. That price might be measured as increased secretion,

reduced functional range, slower recovery after challenge or vulnerability to a second hit. If proven clinically useful,

such measures could identify a disease process before its defended resting variable crosses a conventional

threshold.
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A second prediction from the original model

An effective dynamic-reserve marker should predict outcome when measured safely and reproducibly. It must

outperform an ordinary history, examination and indicated diagnostic tests enough to justify its use.

Why the hypothesis matters if correct

This paper asks clinicians to distinguish defended baseline values from the effort and remaining margin required to

maintain them. A normal measurement may coexist with high compensatory secretion, limited exercise reserve or

slow recovery after challenge. Such changes can be meaningful, but only when the dynamic test is validated,

repeatable and predictive. The hypothesis therefore cannot be used to dismiss all normal tests or to diagnose

hidden disease from nonspecific symptoms. Its practical payoff would be earlier recognition of a defined loss of

reserve in people who have not yet crossed diagnostic thresholds. The decisive evidence would show that an

abnormal response curve predicts later disease or guides treatment beyond the resting value alone. The central

challenge to conventional measurement is simple: stability at rest is not identical to capacity under stress. A

biological system can hold the target while spending down its ability to respond to the next demand.

The clinical and conceptual consequence

The bold message is that disease can begin as inability to respond rather than inability to hold a resting value. That

justifies better dynamic physiology, not disregard for normal results or speculative diagnosis without validated tests.

A responsible application would integrate safe, indicated assessments into medical care, not replace

evidence-based testing with proprietary numerical scores that have not been validated.

A responsible application would integrate safe, indicated assessments into medical care, not replace

evidence-based testing with proprietary numerical scores that have not been validated.
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Editorial and clinical boundaries

This paper advances a causal thesis and identifies observations that would support or defeat it. It does not establish

a new diagnosis or treatment, and it should not be used to discontinue medically indicated care. Bibliographic entries

inherited from the original edition have not all been independently verified.
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