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Abstract

A controversial medical hypothesis becomes serious when its advocates specify the findings that would make
them abandon or narrow it. The oxalate-psychiatry thesis should be tested as several causal propositions
rather than one unkillable narrative: kidney-mediated effects, peripheral inflammatory mediation,
mineral-metabolic disturbance and proposed direct neural toxicity. Each can survive or fail independently. A
program that treats every negative study as evidence of an unmeasured hidden burden would not be
scientific.

The falsification ledger should be public

For an indirect renal pathway, the decisive experiment must establish both oxalate-related renal injury and a
corresponding brain-relevant disorder; if psychiatric outcomes are no different from matched non-oxalate
kidney disease, oxalate may remain an upstream cause of renal illness without being a distinctive psychiatric
agent. For a crystal-inflammatory route, demonstrable exposure and pathway activity must precede
symptoms; nonspecific cytokine elevation is not enough. For a direct neural route, concentrations achievable
in human plasma or tissue must modify appropriate neural endpoints without artifacts from acidity, calcium
precipitation or general cell death.

An independent consortium could preregister cohorts spanning primary hyperoxaluria, enteric hyperoxaluria,
ordinary dietary exposure and healthy controls. It should specify primary neuropsychiatric endpoints in
advance and publish null findings. Genuine support would consist of converging observations: exposure
precedes a measurable mediator, the mediator predicts a defined outcome, and an intervention acting on the
exposure changes the mediator and eventually the outcome in a controlled setting. If repeated well-designed
studies find no such relationship outside severe kidney disease, the general psychiatric hypothesis must shrink
accordingly. A strong argument gains credibility by naming the result that would defeat it.

Separate the causal graphs

Model A is the established renal route: increased oxalate burden leads to renal deposition and injury, which in
severe cases contributes to systemic metabolic disturbance and altered cerebral function. Model B is a rare
systemic-deposition route. Model C proposes a direct or partly independent neural effect at concentrations
encountered in common diets. These models predict different exposure thresholds, biomarker patterns and
clinical presentations. A study finding no direct effect cannot refute Model A, while observing kidney injury
does not validate Model C.
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Design around competing causes

A good observational analysis would characterize habitual diet, 24-hour oxalate excretion where relevant,
renal filtration, stone history, malabsorption, calcium intake, vitamin C use, medications, sleep, psychiatric
history and objective outcomes. Samples should distinguish inherited hyperoxaluria, enteric hyperoxaluria and
healthy controls. Because diet and mental health can influence one another, longitudinal measurements are
preferable to single snapshots. Autistic participants require assessment of dietary selectivity and
gastrointestinal comorbidity rather than assumptions about developmental causation.

Strong disconfirming observations

Repeatedly normal oxalate biomarkers during psychiatric episodes would undermine the hypothesis of a
circulating burden in those episodes. Lack of any association after adjusting for renal impairment, nutritional
status and medication exposure would weaken broad claims. An intervention that reduces urinary oxalate
without changing psychiatric outcomes would specifically undermine an oxalate-mediated symptom pathway,
though not the intervention's value for stones. A clinically important psychiatric effect only in end-stage kidney
disease would favor indirect systemic illness rather than a common dietary syndrome.

Ethics and communication

Provocative research should not expose susceptible people to deliberate nephrotoxic oxalate challenges or
deny psychiatric treatment while searching for a dietary cause. Publication must explicitly reject using oxalate
theories to infer guilt, innocence or moral responsibility in specific tragedies. The Institute should present
estimated plausibility in proportion to data, avoid unverified numerical predictions and correct its preferred
theory if evidence fails.

Publication standard and falsifiability ledger

Every strong claim should have a paired rival explanation. “High urinary oxalate correlates with anxiety”
competes with changes in hydration, diet, kidney function, sleep, pain and selection bias. “A reduction diet
improved behavior” competes with caloric normalization, medication adjustments, attention effects,
regression to the mean and symptom fluctuation. “Oxalate causes autism” competes with reverse causality
through dietary selectivity and other downstream physiological differences.

The hypothesis should be stratified into tiers. Tier one: established intestinal, metabolic and renal oxalate
mechanisms. Tier two: neurological consequences of advanced systemic disease or kidney-mediated
encephalopathy. Tier three: direct or independent psychiatric effects at everyday dietary exposure. A result
supporting one tier cannot be quietly counted as evidence for the others. Publishing this ledger beside the
theory makes the Institute's stance auditable: uncertainty is a feature of the work, not a defect to conceal.

ABSURD HEALTH INSTITUTE / THE BIOLOGICAL ORIGINS OF MENTAL ILLNESS



What a hypothesis must risk to count as an explanation

A theory that oxalates can contribute causally to psychiatric illness should be framed so that research could
show it is wrong, partially correct or restricted to a definable clinical subgroup. Otherwise every positive
anecdote becomes supporting evidence and every negative result can be blamed on an unmeasured “terrain
factor.” The first obligation is to state the exposure. Dietary oxalate, urinary oxalate, plasma oxalate, kidney
crystal deposition, renal failure and central tissue exposure represent different variables. The outcome must
likewise be specific: measured cognitive performance, clinically diagnosed psychosis, validated anxiety scores
or delirium are not interchangeable. A worthwhile study chooses which combination it predicts before
examining the results.

One possible strong claim is that elevated plasma oxalate predicts a specific neurological impairment even
when renal function, dietary pattern and other metabolic ililness are comparable. That claim can fail. Another is
that correcting objectively established enteric hyperoxaluria improves a reproducible psychiatric phenotype
independently of relief from pain, sleep disturbance or gastrointestinal iliness. That claim can also fail. A more
modest claim is that severe oxalate-associated renal dysfunction can contribute to encephalopathy; this is
more consistent with established systemic disease but less novel. There is no need to pretend that the novel
and established claims have equal evidentiary support.

The counterfactual that matters

Suppose a patient with anxiety and kidney stones reduces high-oxalate foods, drinks more water, increases
dietary calcium, improves sleep and feels better. The story is encouraging but scientifically ambiguous. Which
change mattered? Was anxiety driven by stone pain? Did better hydration improve fatigue? Was there a
measurable change in oxalate burden? The persuasive counterfactual is not whether the patient felt worse
before and better afterward; it is what would have happened had oxalate handling remained unchanged while
the other improvements occurred. That cannot be observed directly for an individual, but careful comparative
designs can approximate the question.

Conversely, if biochemical oxalate is markedly reduced and the psychiatric outcome does not improve,
investigators must accept that finding for the tested population and endpoint. They should not declare that
more aggressive restriction is necessarily required. A null result could leave other subgroups or pathways
open, but it narrows the specific claim. Strong theories become more precise under negative evidence; weak
theories become vaguer.

What the ideal sequence of experiments looks like

First, replicate the reported plasma and urine differences in independent neuropsychiatric populations with
standardized laboratory handling. Second, test temporality by following at-risk groups before symptom
development or exacerbation where feasible. Third, measure candidate mediators such as kidney function,
inflammatory activity and mineral physiology. Fourth, explore direct neural effects at concentrations
representative of documented human disease, ideally using multiple cellular models and blinded endpoints.
Fifth, only after meaningful biochemical target engagement is established, evaluate interventions in
appropriate patient groups with clinical outcomes specified in advance.

Some diseases or syndromes will likely prove unrelated to oxalate; others may reveal indirect effects shared
with systemic renal illness; a narrower subgroup could conceivably show a distinctive mechanism. This
diversity would not invalidate the overarching observation that metabolism matters in psychiatry. It would
clarify the place of oxalate within it. The ambition of an oxalate-psychiatry research program is not to make
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every outcome fit a fixed answer but to discover when a chemical exposure becomes an actual contributor to
disease.

Falsification must be matched to the exact claim

A study finding no relation between dietary oxalate and mood in otherwise healthy adults would undermine a
broad population-level dietary claim. It would not automatically refute a theory about people with genetically
defined overproduction or severe enteric hyperoxaluria. Conversely, a small positive association in a rare renal
disease population cannot be generalized to all people with anxiety or autism. The model should therefore
state its intended population and mechanism clearly enough that negative findings actually count. Allowing
the population to shift after every result is not a robust research strategy.

A particularly strong research design could include negative-control exposures or outcomes. If nearly every
self-reported symptom tracks an oxalate-related dietary score, common reporting bias or broad lifestyle
changes may be more likely than a distinct neurobiological mechanism. If a prespecified neurological measure
changes while unrelated outcomes do not, specificity improves. The point is not to make the hypothesis
artificially easy to disprove; it is to make the evidence interpretable. A theory that survives genuine
opportunities to fail is far more credible than one sustained entirely by favorable anecdotes.

Conclusion

The Institute should argue for the oxalate thesis energetically while insisting that its strongest claims carry the
greatest empirical risk. That combination—conviction followed by exposure to disproof—makes controversial
research worth reading.

Selected readings

* Witting et al., Enteric Hyperoxaluria: https://pmc.ncbi.nIm.nih.gov/articles/PMC8011014/
* Konstantynowicz et al., Oxalate and autism association: https://pubmed.ncbi.nim.nih.gov/21911305/

e Mulay et al., Oxalate and NLRP3: https://doi.org/10.1172/)CI63679
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