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Abstract

Cortisol is neither simply beneficial nor simply toxic. Its timing, magnitude and receptor context can change
the relation between stress physiology and cognition. The thesis is that some persistent psychiatric symptoms
reflect disordered regulation rather than a fixed concentration outside a normal range, making dynamic
endocrine patterns potentially more informative than isolated laboratory values.

Why a daily rhythm can be the phenotype

The hypothalamic-pituitary-adrenal axis operates in pulses and across day-night cycles. Sleep deprivation,
medication, chronic illness and traumatic stress can alter observed measures. A sample collected at the wrong
time may create a false abnormality or obscure a clinically relevant one. The proposed causal investigation
should therefore test temporal features—awakening response, diurnal decline or reactivity—against carefully
defined symptom trajectories, not simply compare average cortisol in depressed and nondepressed groups.

Cortisol may amplify the effects of pain, inflammation or gastrointestinal illness without having initiated them.
That mediating role is causally meaningful but different from claiming cortisol caused an entire psychiatric
disorder. The Institute's broader argument gains force when it recognizes such distinctions: a physiological
system can maintain symptoms after their original trigger has disappeared.

Endocrine exposure has magnitude and duration

Cortisol participates in adaptive responses to challenge, and its release changes across the day. Chronic
pathologically elevated glucocorticoid exposure differs from transient stress responses. Patients with Cushing
syndrome may experience depression, anxiety, irritability, cognitive changes and occasionally psychosis or
mania. Exogenous glucocorticoid medications can also cause affective and behavioral side effects. Context
and dose are essential to causal interpretation.

Why stress rhetoric becomes misleading

A patient under chronic psychosocial stress may have disrupted sleep, autonomic arousal and health behavior
changes without having Cushing syndrome. The term “high cortisol” is commonly used as a shorthand for
distress even when no endocrine disorder has been measured. Single random cortisol results are frequently
hard to interpret because timing and physiological context matter. True endocrine evaluation uses
condition-specific tests, not blanket wellness panels.
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The brain's adaptation may persist

Psychiatric symptoms in Cushing syndrome may precede diagnosis and sometimes remain after biochemical
remission. This illustrates a key systems principle: removing a hormonal excess does not instantly erase
accumulated neural, metabolic or social consequences. Nevertheless, persistent symptoms do not prove
irreversible brain injury in a particular person; clinical course and competing disorders require assessment.
Treatment of the endocrine disease and attention to psychiatric needs may both be appropriate.

Clinical discrimination

Rapid behavioral change after starting high-dose corticosteroids, physical features of hypercortisolism,
unusual metabolic derangements or severe muscle weakness should raise condition-specific suspicion.
Ordinary depression alone usually does not warrant indiscriminate cortisol testing. Identifying genuine
endocrine disease is valuable because its treatment differs materially from psychotherapy or antidepressant
management alone.

From immediate protection to costly persistence

The hypothalamic-pituitary-adrenal system coordinates responses to challenge through regulated cortisol
signaling. Short-term activation can help mobilize energy and adapt cardiovascular and immune function.
Prolonged or poorly timed activation may be associated with disturbed sleep, metabolic effects and changes in
cognitive or emotional function. Yet cortisol is not simply a chemical measure of distress. Its secretion varies
by time of day, sleep, illness, medications and the type of test used; a value that appears unusual without this
context can be misleading. A single salivary or serum reading generally does not explain a psychiatric
condition.

The deeper systems question concerns feedback and adaptation. A physiological response may initially be
beneficial, but chronic activation can alter the conditions under which it was originally useful. This resembles
the adaptation-cost hypotheses explored in the later Absurd volumes: the organism may be maintaining a
high-alert state because of continuing stressors or altered regulation, at the expense of long-term stability.
However, calling every depression or anxiety syndrome “adrenal dysregulation” is not a diagnosis. Established
endocrine disorders such as Cushing syndrome or adrenal insufficiency require their own formal evaluation,
with different implications from ordinary stress physiology.

Brain effects are regional and context-dependent

Glucocorticoid receptors are distributed through neural systems important for memory, emotion and circadian
regulation. The effects of signaling depend on concentration, exposure duration and interactions with other
hormones and neurotransmitters. Sleep disturbance is particularly important because it can both influence
cortisol rhythms and directly impair cognition. Metabolic disease, chronic pain and psychiatric symptoms may
likewise affect the feedback system. Thus altered cortisol in a symptomatic patient could be a cause, a
consequence or an accompaniment of the condition. Untangling these possibilities requires temporal data
rather than a simple biomarker threshold.

A carefully constructed study could combine repeated diurnal measurements, sleep tracking, clinical
symptoms and appropriate endocrine evaluation. It should distinguish individuals with confirmed endocrine
disease from those showing nonspecific stress-associated variation. If normalization of an abnormal cortisol
rhythm precedes improved function, that is interesting, but changes in sleep, activity or therapy may be the
actual mediators. Causal claims require comparison groups or more targeted interventions, not interpretation
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of a time series alone.

Integrating other terrain exposures

Oxalate-associated renal illness, chronic inflammation and gastrointestinal symptoms could, hypothetically,
increase physiological stress and contribute indirectly to HPA-axis changes. In such a model, cortisol is a
downstream marker or mediator rather than evidence that oxalate reaches the brain. To claim that dietary
oxalate itself causes cortisol-driven psychiatric illness would require connecting the measured exposure,
systemic consequences, endocrine response and neurological outcome. The parts of that chain already
established should be distinguished from those still proposed.

This paper therefore treats cortisol as a dynamic coordinating signal, not a universal explanation. The best
terrain medicine uses adaptive physiology to generate sharper clinical questions while refusing to substitute
speculative endocrine narratives for validated medical diagnosis.

A normal rhythm can become distorted without a new endocrine disease

Cortisol normally varies across the day and responds to sleep, stress and acute illness. Repeated late-night
wakefulness may shift the timing of sampling and change observed hormone patterns even when the
hypothalamic-pituitary-adrenal system is functioning adaptively. An investigator examining only morning
values may conclude that two patients have the same cortisol state despite markedly different sleep and
circadian schedules. Conversely, a single high measurement obtained during illness or anxiety does not prove
sustained pathological activation. The relevant research questions concern timing, feedback sensitivity and
the relationship of trajectories to clinical function.

A useful project might follow people across recovery from an acute illness and measure sleep, diurnal
endocrine variation and cognitive symptoms. If the restoration of sleep explains the apparent cortisol-mood
association, the causal account should give sleep a central role. If endocrine regulation changes before sleep
and mood, a different interpretation becomes plausible. These possibilities can be tested through prospective
design, but the order of events alone is not conclusive because hidden common causes remain. Rigorous
terrain medicine asks what extra observation would discriminate the pathways.

A hard boundary around speculative upstream causes

An oxalate-related renal or inflammatory burden might conceivably alter the physiological stress response.
However, no verified evidence presented here demonstrates a specific cortisol syndrome caused by ordinary
dietary oxalate. To argue for one, investigators would have to link measured oxalate exposure with an
endocrine response in an appropriate clinical phenotype and distinguish direct from downstream effects.
Otherwise the argument becomes a chain of individually plausible ideas without a demonstrated connection.
That can guide future inquiry, but it should not be published as an established psychiatric mechanism.

The laboratory method also shapes what can legitimately be inferred. Hair cortisol, salivary diurnal measures
and serum cortisol obtained during a clinical evaluation reflect different biological windows and have different
limitations. One cannot treat them as interchangeable measures of a universal stress burden. Their usefulness
depends on the question being asked. A clinical endocrine disorder is assessed through validated diagnostic
pathways; a research hypothesis about chronic adaptive signaling requires its own carefully defined measures.
Replacing this distinction with the word “adrenal fatigue” creates false explanatory certainty and can distract
from actual endocrine disease or other causes of symptoms.
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The proposed model also predicts that acute and chronic exposures should not be treated as equivalent. A
brief rise in cortisol during a challenge has a different physiological meaning from disruption of its normal daily
rhythm. If a study combines these measures indiscriminately, it may confuse effective short-term adaptation
with maladaptive persistence. Research questions should therefore specify the time scale, assay and expected
consequence before psychiatric interpretations are offered.

Conclusion

A dynamic cortisol theory challenges the habit of equating normal-range measurements with normal
regulation. It becomes clinically useful only when the measured pattern improves prediction or treatment
decisions beyond symptom history alone.

Selected readings

* Psychiatric Symptoms in Cushing's Syndrome: A Systematic Review: https://pmc.ncbi.nIm.nih.gov/articles/PMC7239565/
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