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Abstract

Psychiatric symptoms can, in principle, be caused by pathological oxalate handling rather than merely coincide
with it. The hypothesis advanced here is that some patients occupy an oxalate-sensitive physiological state in
which abnormal intestinal uptake, endogenous production, renal handling, or tissue response contributes to
altered cognition, affect, or behavior. This is a claim about a potentially identifiable subgroup, not an assertion
that every psychiatric syndrome is dietary poisoning. The argument is strongest where exposure, measurable
intermediate injury, and symptom trajectory converge. Documented enteric hyperoxaluria, crystal-driven
inflammation, and occasional central nervous system deposits establish components of the proposed causal
architecture; the unproven step is whether clinically significant psychiatric dysfunction can arise through these
mechanisms before obvious renal failure. That step should be investigated aggressively and explicitly.

The case the thesis must win

The conventional division between nephrology and psychiatry encourages an avoidable blind spot. A
metabolite may be studied exhaustively where its crystals form, yet scarcely considered where its systemic
consequences are expressed. This paper argues against that compartmental habit. The clinically useful theory
is not 'spinach causes madness'; it is that an unusually high absorbed or internally produced oxalate burden,
acting in a host with insufficient disposal or heightened inflammatory sensitivity, can help initiate a
recognizable syndrome. Three causal routes should be modeled separately: renal damage followed by
metabolic encephalopathy; extra-renal inflammatory signaling without severe renal failure; and a direct
cellular effect, the latter requiring measurements of concentrations actually achievable in humans. A patient
with high urinary oxalate and normal cognition is not a contradiction unless the theory predicts universal
susceptibility. A patient with fluctuating neuropsychiatric symptoms, verified hyperoxaluria or hyperoxalemia,
and a reproducible biological intermediate would be substantially more informative than an unmeasured
dietary anecdote.

The bolder prediction is that at least one reproducible neuropsychiatric subgroup will show an
exposure-intermediate-outcome relationship not explained by generic chronic illness. The first decisive
experiment is therefore not an uncontrolled food-elimination success story. It is a longitudinal, independently
adjudicated study in which oxalate concentrations, kidney function, mineral status, sleep, medication
exposure, inflammatory markers and standardized cognitive or affective outcomes are measured concurrently.
The model succeeds if the relevant intermediaries temporally precede symptoms and the association survives
competing explanations; it fails if the oxalate signal vanishes when these variables are measured properly.
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A metabolite is not a diagnosis

The first conceptual error would be to speak of “oxalate toxicity” as though every concentration, exposure,
and tissue distribution meant the same thing. Oxalic acid is the final product of several metabolic routes.
Dietary oxalate can be absorbed in the intestine, whereas hepatic glyoxylate metabolism supplies another
source. The kidneys excrete much of the circulating burden. Urinary oxalate, plasma oxalate, calcium oxalate
supersaturation, actual crystal deposition, kidney filtration and cerebral function are different measurements
with different meanings. A person with modestly increased urinary oxalate and normal kidney function cannot
be equated with a person with primary hyperoxaluria, renal failure, and systemic oxalosis.

A hierarchy of possible mechanisms

The most defensible indirect chain begins with a susceptible host: fat malabsorption, particular genetic
disorders, unusually concentrated dietary exposure, or diminished renal clearance. Excess freely absorbable
oxalate can increase urinary supersaturation; crystallization can injure renal tissue, sometimes with
inflammatory amplification. If kidney function deteriorates, metabolic disturbances and retained solutes can
produce encephalopathy, impaired attention, and behavioral changes. In that scenario, oxalate may be an
initiating renal stressor, but it is not necessarily the immediate neuroactive molecule. A second, rarer
mechanism concerns systemic oxalosis in advanced disease, where tissue deposition has been documented
beyond the kidneys. A third mechanism—direct low-level oxalate neurotoxicity in individuals without renal
impairment—remains insufficiently demonstrated in humans.

The psychiatric leap

Psychosis, severe depression, mania and delirium are clinically and biologically heterogeneous. Their
occurrence after ingestion of an oxalate-rich meal would not establish a cause. Anxiety may follow pain, poor
sleep, a frightening kidney-stone episode, or the physiological stress of severe illness. Fatigue and
concentration problems may accompany chronic kidney disease, restrictive dieting, iron deficiency, insomnia
or medications. Each of these explanations may be more probable than direct cerebral oxalate injury. An
unusual exposure history is useful only when it changes the probability of a defined medical pathway.

What the hypothesis predicts

If OANVH has clinical content, psychiatric or cognitive findings should cluster preferentially in objectively
characterized hyperoxaluric patients with appropriate biological intermediates rather than in everyone
consuming spinach or almonds. Findings should relate to renal status, measurable oxalate handling, metabolic
disturbance or credible tissue injury; effects should differ between primary hyperoxaluria, enteric
hyperoxaluria and ordinary dietary exposure. A carefully documented negative result in otherwise healthy
high-oxalate consumers would weaken the broad dietary hypothesis without refuting severe systemic oxalosis.

Critical interpretation: direct toxicity versus downstream illness

A useful causal diagram should not hide the asymmetry in the evidence. The arrows from fat malabsorption to
hyperoxaluria, from severe hyperoxaluria to renal damage, and from major renal dysfunction to
encephalopathy each have clinical support. The proposed arrow from ordinary oxalate exposure to a specific
psychiatric syndrome lacks comparable evidence. The distinction prevents three unrelated findings—high
dietary intake, urine crystallization and a psychiatric diagnosis—from being treated as a single demonstrated
chain.
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An explanatory model should therefore rank mechanisms by a priori likelihood and by the availability of
intervening evidence. In a person with acute hallucinations and no kidney history, normal renal function and no
other systemic signs, a primary psychiatric or neurological condition is generally more plausible than oxalate
nephropathy. In a patient with childhood kidney stones, progressive renal failure and unusual multisystem
deposits, the oxalate hypothesis moves upward because it has a real biological setting. That shifting likelihood
is what makes the model clinically useful rather than ideological.

The theory also predicts different outcomes depending on the phenotype. If reduction in oxalate production
protects kidneys but leaves an established psychiatric disorder unchanged, the kidney contribution may have
been real while the psychiatric theory was wrong. Such divergence should not be labeled treatment resistance;
it is discriminating causal information.

The proposed causal architecture

The central proposition of this paper is affirmative but conditional: biologically significant oxalate dysregulation
may contribute causally to psychiatric manifestations in certain susceptible individuals. This is not a claim that
every patient with depression, psychosis or autism has oxalate toxicity. It is a claim that a chemical species
capable of causing well-characterized human disease should not be assumed irrelevant to the nervous system
merely because its best-established clinical manifestations occur in the kidney. The relevant scientific question
is which exposures, concentrations, tissue states and intermediary mechanisms permit a psychiatric effect,
and how such an effect could be recognized in a mixed clinical population.

At least four distinguishable causal models warrant study. In a renal-mediated model, excessive oxalate load
produces stones, tubular inflammation or impaired filtration; ensuing uremic and electrolyte disturbances
modify cognition and behavior. In a systemic inflammatory model, crystal-associated tissue injury generates
immune mediators that affect brain function remotely. In a mineral-metabolic model, disturbances coexisting
with oxalate disease influence calcium physiology, acid-base balance or neuronal excitability. Finally, a direct
neural model proposes that oxalate or related metabolites change central cellular function at concentrations
achievable in living humans. The first model has the clearest path through recognized clinical disease. The
final model is the most radical and bears the greatest burden of experimental proof.

What the autism observation actually contributes

The case-control investigation by Konstantynowicz and colleagues is important not because it proves a
nutritional cure or a universal cause of autism, but because it identifies a measurable biochemical difference in
an actual neurodevelopmental population. Thirty-six children with autism spectrum disorder were compared
with sixty matched controls. Plasma oxalate was reported to be approximately three times higher, and urinary
oxalate approximately two and one-half times higher, in the autistic group. Such an observation cannot be
dismissed as a mere theory. However, a single cross-sectional association does not establish whether oxalate
exposure preceded neurodevelopmental differences, arose from dietary selection or gastrointestinal function,
tracked an unrelated metabolic feature, or contributed to symptoms in a subgroup. The observation justifies
replication with better phenotyping and prospective measurements, not a declaration that autism is oxalate
poisoning.

A particularly useful improvement would be to measure plasma and urine concurrently, because each answers
a different question. Urine reflects excretion over a defined time, while plasma reflects circulating
concentration at sampling. When glomerular filtration changes, the relationship between the two can reverse
or become difficult to interpret. Investigators should record renal filtration, creatinine handling, gastrointestinal
diagnoses, diet, calcium intake, hydration, medication exposure, and analytical methods. Without these
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variables, even a correctly measured difference is vulnerable to several explanations.

A discriminating program rather than a catch-all theory

The most informative prospective study would recruit defined groups rather than a miscellaneous collection of
psychiatric diagnoses. One group might have proven enteric hyperoxaluria with normal renal filtration; another
might have primary hyperoxaluria with known genotype and varying renal function; a third might have high
dietary oxalate exposure but normal oxalate handling. Carefully chosen psychiatric or cognitive outcomes
could then be assessed alongside changes in biological intermediates. A meaningful effect would need to
exceed ordinary fluctuation, observer expectation and regression to the mean. Where oxalate exposure is
modified for established renal indications, psychiatric assessments could be collected prospectively without
presenting the dietary change as psychiatric treatment.

Negative findings have to retain their power. If circulating oxalate fails to track symptoms after accounting for
renal disease, sleep and medication, a direct concentration-dependent theory weakens. If severe kidney
disease explains every observed cognitive effect, an indirect pathway may remain plausible while the direct
neural model loses ground. If one narrowly defined subgroup shows a repeatable exposure-response
association that survives adequate adjustment, the hypothesis becomes stronger even though its relevance to
everyone else remains limited.

A terrain model is useful only if its explanatory vocabulary names measurable variables. The biological terrain
here includes the intestinal lumen, bile and pancreatic function, soluble calcium, transporters, circulating
oxalate, renal clearance, tissue crystal deposition and inflammatory signaling. None can substitute for another.
Respecting those distinctions turns an adventurous etiological thesis into a researchable medical proposition.

Conclusion

Oxalate-associated psychiatric illness is an investigable causal proposition, not merely a provocative phrase.
The discipline required is to find the susceptible host, quantify the exposure, trace the intermediary and show
that symptoms follow the mechanism. The absence of definitive human psychiatric proof is a reason to design
this research, not a reason to suppress the hypothesis or declare it established.

Selected readings

* Witting et al., Pathophysiology and Treatment of Enteric Hyperoxaluria (2021):
https://pmc.ncbi.nim.nih.gov/articles/PMC8011014/

e Mulay et al., Calcium oxalate crystals induce renal inflammation by NLRP3-mediated IL-1B secretion (2013):
https://doi.org/10.1172/)CI63679

* Konstantynowicz et al., A potential pathogenic role of oxalate in autism (2012):
https://pubmed.ncbi.nim.nih.gov/21911305/

ABSURD HEALTH INSTITUTE / THE BIOLOGICAL ORIGINS OF MENTAL ILLNESS



