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The proposition we defend

A nutrient has no single biological meaning independent of the state processing it. We argue that some adverse
metabolic responses arise from mismatches between substrate exposure and current enzymatic, hormonal or
excretory capacity. This challenges diet arguments built entirely on labeling molecules universally beneficial or
harmful.

Nutrients cannot always be evaluated independently of the organism receiving them. Calcium, iron, potassium,
vitamin A and oxalate illustrate that absorption, storage and excretion shape physiological effects. The innovative
question is which host states convert a normally tolerable intake into a pathological exposure.

Why the mechanism deserves to be taken seriously

Fat malabsorption increases intestinal oxalate availability by reducing calcium binding in the gut; impaired kidney
function changes potassium and phosphate handling; hemochromatosis changes iron storage; specific genetic
disorders alter metabolism of amino acids or vitamins. These are concrete host-by-exposure interactions, not
evidence that a healthy food is generally toxic.

The causal argument

Potassium, iron, protein and glucose illustrate distinct forms of state dependence. Potassium supports normal
excitability but can become dangerous when renal excretion is severely compromised; iron is essential yet excess
free iron can contribute to oxidative injury; a glucose challenge behaves differently under differing insulin sensitivity.
These are not one mechanism. Each requires specifying absorption, distribution, storage, target tissue and
clearance. The novel general claim is that risk belongs to a nutrient x physiological state interaction, not the
chemical alone. A reductionist nutrient ranking that ignores that state is incomplete.

Causal architecture under closer examination

State-dependent nutrient effects can be grouped by their limiting mechanism. One category involves failed
elimination, as when advanced renal dysfunction constrains potassium handling. Another involves inadequate
metabolic processing, such as impaired glucose regulation under insulin resistance. A third involves storage or
binding saturation, where normal molecules can become harmful in excess, and a fourth involves interaction with
medication or genetic metabolic defects. These categories are not interchangeable, and claiming a universal nutrient
paradox would be too vague. The dose, form, food matrix and timing of intake can all change exposure. An ordinary
potassium-rich meal in a healthy person cannot be interpreted through the same risk framework as potassium
administration to someone with severe kidney impairment. Similarly, iron status and iron regulation must be known
before discussing potential oxidative stress from excess iron. The serious causal question concerns a defined state
that turns otherwise tolerable exposure into a risk at a biologically plausible concentration.

A concrete physiological case
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Imagine the same potassium-containing meal in two people, one with normal renal function and one with advanced
renal impairment on a medication affecting potassium handling. Their risk profiles can differ sharply. That example
supports state dependence without suggesting potassium-rich foods are generally psychiatric toxins. Similarly, a
protein load may have different implications in healthy training, malnutrition and specific metabolic disorders.

Original conceptual illustration

An individual with significant fat malabsorption may absorb more oxalate from the same meal than someone with
ordinary intestinal fat handling. That is a specific interaction between diet and host state. It still does not establish
that dietary oxalate causes mental illness. The additional psychiatric claim would need evidence of sufficient
systemic exposure, a credible neural mechanism and comparative clinical outcomes.

What established physiology already supports

Homeostasis, nutrient absorption and organ-dependent clearance are established. The provocative extension is to
make dynamic state classification central to nutritional decisions and clinical research rather than simply adjusting
population intake recommendations after adverse outcomes.

The strongest counterargument—and the answer

The strongest objection is that most healthy organisms buffer ordinary dietary variation. A theoretical interaction
must therefore have a plausible magnitude and a demonstrably constrained processing pathway. Food components
also come in matrices affecting absorption, so isolated doses may not predict whole-meal effects.

Dose matters, and the mere existence of rare susceptibilities cannot establish risk for ordinary people. Some dietary
concerns are confounded by low overall nutrient adequacy, restriction or other disease. A patient-specific
mechanism requires documentation of the actual susceptibility.

The discriminating experiment

Specify the nutrient, state variable and mechanism before collecting outcomes. Use controlled, ethically appropriate
exposure comparisons stratified by renal, metabolic or endocrine function. Measure the predicted
intermediate—serum potassium handling, iron regulation, glucose kinetics—not merely symptoms. A robust state
interaction should recur and outperform models using intake alone.

One must show abnormal absorption or metabolism, relevant exposure, tissue effect and clinical consequence, then
demonstrate consistency with known disease-specific physiology. If normal renal handling and no excess exposure
are present, attributing psychiatric symptoms to oxalate would be unsupported.

Decisive comparisons and limits of inference

The best studies use factorial comparisons rather than one-size-fits-all nutrition rankings. Stratify participants or
model systems by a verified processing constraint, vary exposure safely and record the relevant intermediate. A true
interaction means that a dose-response curve changes with physiological state in a predictable way. It is not enough
to find that people with chronic disease report worse outcomes after eating a particular food; medications, illness
severity and overall diet can explain the association. For some nutrients the state variable may be transient, such as
fasting or infection; for others it is chronic, such as loss of renal function. These different time scales affect clinical
recommendations. The thesis’s provocative value is that nutrition is not a static list of moralized foods. The same
molecule can be essential, neutral or dangerous depending on how much enters, where it travels and whether the
body can process it. That argument calls for better physiological phenotyping and a rigorous approach to dose,
rather than broad restrictions derived from anecdotes.

A second prediction from the original model
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The mechanism requires a defined susceptibility. High dietary oxalate without hyperoxaluria or significant renal
consequence is not automatically a plausible explanation for neuropsychiatric symptoms.

Why the hypothesis matters if correct

A nutrient’s consequences depend on a body’s ability to absorb, use, store and eliminate it. Potassium is essential,
but impaired renal handling can make its intake dangerous; glucose is a normal substrate whose response differs
with insulin sensitivity; iron is necessary yet regulated because excess exposure has different effects. These
examples should not be conflated into a single universal toxicity theory. The paper’s testable claim is a
dose-by-state interaction involving a named processing limit. If the effect disappears after controlling the state
variable, the hypothesized mechanism weakens. The broader challenge to dietary ideology is significant: foods
cannot be ranked biologically apart from the organism receiving them, particularly in disease. But state-specific
evidence does not justify broad restriction of essential nutrients in healthy people. Precision requires a measured
bottleneck, a plausible exposure and a clinically meaningful response.

The clinical and conceptual consequence

The thesis is controversial because it replaces universal dietary slogans with physiological conditionality. A useful
diet is not just a list of intrinsically good substances; it is a supply pattern matched to an organism’s present capacity
to process them.

The concept supports individualized medical nutrition in defined disorders, not indiscriminate elimination of nutritious
foods or unproven claims about dietary treatment of psychosis.

The concept supports individualized medical nutrition in defined disorders, not indiscriminate elimination of nutritious
foods or unproven claims about dietary treatment of psychosis.
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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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