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Abstract
Psychosis describes disturbances in perception, belief or thought; it does not by itself establish
etiology. This paper proposes an etiologically layered differential that includes primary psychiatric
disorders alongside endocrine crises, delirium, autoimmune encephalitis, medication effects,
intoxication, neurologic disease and rare inborn metabolic defects. The point is clinical precision, not
dismissal of the reality or severity of psychiatric illness.

The medical causes hidden inside psychiatric labels
A first episode of psychosis should trigger an etiological question, not automatically settle it: immune,
endocrine, infectious, toxic and metabolic illness can produce similar behavior.

The first distinction is between acute delirium with fluctuating attention and a primarily psychiatric
psychosis with relatively preserved awareness. Fever, seizures, autonomic instability, new focal signs
and rapid cognitive decline create a different workup from slowly progressive isolated symptoms.
Thyroid disease, severe glycemic disturbances, electrolyte disorders, vitamin deficiencies and
medication effects may contribute in selected patients. Autoimmune encephalitis is especially
important when psychiatric change clusters with seizures, dyskinesias or abnormal consciousness.

A terrain perspective can be operational if it asks about exposures, time course, neurologic
examination and objective organ dysfunction rather than attributing the experience to an undefined
“toxic burden.” A structured approach maps syndrome, onset, medication chronology, accompanying
neurological features, laboratory abnormalities and imaging/EEG relevance. Each proposed
explanation should account for the observed pattern more successfully than alternatives.

A hierarchy of physiological mimics
The critical distinction is between a thorough initial medical assessment and indiscriminate “root
cause” testing. For an acutely altered person, orientation, attention, vital signs, substance exposure,
medication chronology and neurological findings may be more urgent than an elaborate micronutrient
panel. Autoimmune encephalitis enters the differential when the syndrome includes characteristic
temporal progression and neurological phenomena, but isolated anxiety or depressive symptoms do
not justify labeling a patient with encephalitis. Rare metabolic disorders become more plausible when
symptoms cluster with systemic findings. This is a probabilistic process, not a hunt for one universal
overlooked toxin.
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Psychosis is a clinical syndrome involving altered interpretation of reality; it is not itself proof of a
single underlying biological process. Medical causes may include delirium, medication toxicity,
endocrine disease, autoimmune encephalitis, severe electrolyte abnormalities, infectious conditions
and specific inherited metabolic disorders. A patient who develops hallucinations alongside
fluctuating alertness, fever, seizures or autonomic instability presents a different diagnostic problem
from a patient with a stable, previously characterized primary psychotic illness. Temporal course and
associated signs should direct the investigation.

The question is not whether metabolism matters—it plainly does—but when a particular metabolic
abnormality is a cause, an effect of illness, or an incidental laboratory finding. Severe hyponatremia
may directly impair brain function through osmotic mechanisms; a mildly altered bile-acid profile has
no equivalent established explanatory status. A systems differential should rank mechanisms by
plausibility and urgency instead of collecting a list of possible biochemical influences without
priorities.

The paper's challenge is that mental status is a functional output of the whole organism. Encephalitis,
thyroid disturbances, drug toxicity, severe electrolyte derangement and metabolic failure can disrupt
cognition and perception through very different biological pathways. But a broad differential becomes
useless unless it is prioritized by onset, neurological findings, fever, medications, autonomic changes
and objective laboratory evidence. The central proposition is a staged medical diagnostic
architecture, not endless indiscriminate panels.

A diagnostic pathway that can be validated
The research frontier concerns those patients who remain diagnostically unexplained after
appropriate standard evaluation. Targeted metabolomics might identify a reproducible subgroup, but
any candidate marker must be tested against healthy controls and against other psychiatric and
neurologic illnesses. Metabolites altered by antipsychotic medications or recent fasting are especially
prone to reverse causation. Clinical evaluation of acute psychosis must not be postponed while a
speculative metabolic hypothesis is explored.

Why biological mimicry matters. A first episode of psychosis and a recurrence in someone with a
longstanding psychiatric diagnosis may require different investigative priorities. Both can coexist
with medical disease, but red flags such as altered consciousness, new seizures, fever, profound
autonomic instability and rapidly progressive cognitive dysfunction can signal urgent organic illness.
Early recognition of treatable causes is consequential because delayed diagnosis of encephalitis or
severe metabolic disturbance may produce irreversible harm.

What an oxalate screen would need to justify itself. A history of severe enteric malabsorption,
recurrent oxalate stones or renal disease might justify an oxalate-focused research question in
selected patients. A urine oxalate value by itself cannot show direct brain toxicity, however, and renal
dysfunction can both elevate exposure and independently produce neuropsychiatric symptoms. The
proposed pathway therefore requires distinguishing mediator from confounder. An unusual analyte
does not outrank life-threatening, well-established causes simply because it is intriguing.
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A phenotype-first methodology. Define the symptom cluster, onset pattern and associated objective
abnormalities before ordering broad exploratory assays. Then compare candidate biomarkers across
carefully matched psychiatric and medical control groups. This approach may discover a small
metabolically defined subgroup while keeping false causal attribution manageable. It also protects
patients from unsupported elimination diets or supplements offered in lieu of evidence-based acute
evaluation.

Test a red-flag triage rule against current standard pathways for detecting actionable medical causes
of apparent psychiatric disease. Record time to diagnosis, unnecessary investigations and patient
outcomes. A framework that expands testing without improving correct identification and treatment
would fail its intended purpose.

The model would improve clinical practice if it increased recognition of treatable organic conditions
without postponing appropriate psychiatric care. Its failure modes are equally important: overtesting,
incidental abnormalities, false diagnoses and delay of treatment for mania, psychosis or suicidal risk.
The integrity of the framework is measured by what it helps rule out as well as what it helps discover.

The red flags cannot be an afterthought
New psychosis accompanied by fever, fluctuating consciousness, autonomic instability, focal
neurological findings or recent medication changes belongs to a different evidentiary category from a
gradual, otherwise uncomplicated presentation. In the first group autoimmune encephalitis,
intoxication, infection or metabolic illness may require rapid assessment. In the second,
indiscriminate rare-disease panels can produce false positives that confuse care. A mechanistic
diagnostic paper should specify when evidence crosses the threshold for lumbar puncture,
neuroimaging, electroencephalography or targeted laboratory investigation, in accordance with
recognized clinical evaluation. The proposed model also needs to count failures: cases in which a
physiological anomaly was found but did not cause the psychiatric state; cases where the psychiatric
condition was correctly identified; and cases where a treatable medical disease was missed. Only by
measuring both diagnostic yield and downstream harm can a bold biological differential escape the
trap of making every patient a presumed metabolic mystery. The central conclusion is not skepticism
toward psychiatry, but precision about etiology.
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Neither reflex labeling nor indiscriminate testing
The term “biological psychiatric mimic” should be used carefully because a person can have both a
psychiatric disorder and a concurrent medical illness. Treating the presence of one condition as proof
that the other was never real may lead to missed care. Emergency symptoms such as rapidly
fluctuating awareness, new seizures, severe fever or autonomic instability require their own clinical
priority. In more stable presentations, the diagnostic yield of extensive metabolic tests depends on
pretest probability and the presence of relevant neurological or systemic clues. The Institute's more
ambitious argument could be tested through a phenotype-first registry of atypical psychiatric
presentations with independent clinical adjudication and targeted metabolic measures. A discovery
that a small subgroup has a treatable biochemical cause would be valuable even if most participants
did not. The integrity of a causal investigation lies in finding the actual proportion, not in assuming
the proposed explanation must dominate.

Overtesting every patient can create false-positive findings, delay appropriate psychiatric treatment
and increase cost. The reverse error is premature closure after assigning a psychiatric label. Neither
all psychoses nor all psychiatric medications are manifestations of hidden metabolic failure; evidence
supports multiple causal pathways and meaningful benefit from established psychiatric treatments.

The question for publication is how to preserve urgent psychiatric care while recognizing biologically
specific exceptions. Clinicians require red-flag algorithms and referral thresholds, not a new universal
diagnostic panel. When self-harm, dangerous behavior, catatonia or impaired self-care occurs,
emergency assessment takes precedence over speculative root-cause exploration.
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