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Abstract

Neurosteroid and sex-hormone changes can modify neural inhibition, arousal and mood in ways that help
explain striking differences in individual sensitivity to similar hormonal transitions. This paper advances a
receptor-adaptation hypothesis: vulnerability may depend less on an absolute hormone concentration than on
how rapidly neural circuits accommodate its change.

Response to change can dominate the size of change

A reproductive hormone transition may be physiologically common yet produce severe symptoms only in a
susceptible minority. That difference invites investigation of receptor expression, neurosteroid modulation of
GABA-related signaling, circadian stress and prior mood history. It does not justify interpreting all affective
disturbance as an endocrine deficiency. The same hormone concentration may act differently against distinct
neural adaptation states, which is a mechanistically precise explanation for heterogeneous outcomes.

Prospective designs should measure symptoms before and after naturally occurring transitions, incorporate
endocrine profiles and test whether changes in neurosteroid pathways precede clinical deterioration. Oxalate
burden or fat absorption may be studied as possible interacting covariates where justified, but there is no
direct evidence that oxalate routinely blocks neurosteroid production. A strong integrated model must not
manufacture a connection merely because both topics involve metabolism.

Circuits and changing sensitivity

Estrogen interacts with neurotransmitter systems, plasticity and sleep regulation. Progesterone-derived
allopregnanolone can modulate GABAergic inhibition. During menstrual, peripartum and perimenopausal
transitions, absolute hormone concentrations and neural sensitivity to change may both matter. A person may
experience symptoms during a rapid shift without having concentrations outside population reference ranges.
Stable hormone values may likewise coexist with severe psychiatric illness.

From mechanism to syndromes

Premenstrual dysphoric disorder, postpartum depression and perimenopausal affective complaints each
demonstrate different patterns of temporal association. Neurosteroid-related therapies provide additional
evidence that a hormone-related pathway can be therapeutically relevant in selected populations. But a
treatment response does not establish that the entire disorder is a single-hormone deficiency, nor that the
same agent will help all depressive syndromes.



ABSURD HEALTH INSTITUTE  /  THE BIOLOGICAL ORIGINS OF MENTAL ILLNESS 2

The diagnostic problem

A clinician must distinguish reproductive-stage symptoms from bipolar disorder, thyroid disease, medication
effects, sleep deprivation, substance use and primary psychiatric illness. Symptom tracking across time may
be more informative than broad one-time hormone panels. Conversely, the presence of cyclical timing should
not be used to dismiss severe symptoms as “merely hormonal.” Biological explanation and clinical seriousness
are fully compatible.

Relevance to the broader systems model

Hormonal states may alter a patient's response to stress, sleep disruption and medications. This is a plausible
interaction between timing, regulatory capacity and psychiatric vulnerability. It remains necessary to define
which mechanisms are measurable and which remain analogies. No evidence presently establishes that
oxalate exposure is an essential mediator of these sex-hormone effects.

Endocrine concentrations and neural sensitivity are different variables

Sex steroids and their neuroactive metabolites interact with neural signaling throughout development and
adulthood. Estradiol, progesterone and certain progesterone-derived neurosteroids can influence receptor
activity, plasticity and affective regulation. Yet a measured blood concentration does not reveal the full central
effect. The timing of change, receptor expression, local metabolism and a person's prior sensitivity may matter
as much as the absolute value. This helps explain why some people experience predictable mood symptoms
around reproductive transitions while others do not despite similar broad hormonal trajectories.

An especially important distinction concerns neurosteroids that modulate GABA-A receptor signaling. Shifts in
their concentrations may affect inhibitory regulation, but their relationship with mood is not reducible to “more
inhibition equals better mental health.” Receptor adaptation and network context can alter responses, and the
effects of rapid change may differ from those of stable exposure. Research into peripartum depressive states
has demonstrated the clinical relevance of this signaling system, while leaving many questions about
individual susceptibility unanswered. A successful treatment in one defined condition should not be
generalized to all psychiatric diagnoses.

Why hormones cannot be read in isolation

Sleep, thyroid function, inflammatory illness, medication, nutritional status and life events can modify
psychiatric symptoms during reproductive transitions. Symptoms can also influence behavior and thus
biological measurements. A cross-sectional blood test often misses the most informative dynamic: the change
from an individual's earlier physiological state. Longitudinal approaches might better capture the relationship
between endocrine transitions and symptom onset, but they still require careful outcome definitions and
adjustment for confounding. The existence of a plausible hormone mechanism should not make a complex life
event disappear from the causal model.

The oxalate hypothesis belongs in this discussion only as a possible additional metabolic vulnerability, not as a
replacement for known endocrine science. For an interaction to be persuasive, investigators would need to
show that oxalate burden is independently abnormal, that it varies meaningfully with the period of
vulnerability, and that it predicts symptoms beyond hormone trajectories and sleep. A person with postpartum
mood symptoms and no evidence of hyperoxaluria cannot be assumed to have an oxalate-driven process
simply because the timing is biologically dramatic.
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Defining the outcome and the comparison

Prospective research could measure symptom trajectories alongside reproductive state, relevant hormone
measurements and sleep. The analysis might distinguish patients with prominent anxiety from those with
depressive symptoms, mania or frank psychosis. These outcomes have different risks and causal
architectures. Researchers should avoid selecting a post hoc subgroup that appears responsive to a dietary or
hormonal intervention and then treating that subgroup as validated. Replication in independent samples is the
meaningful test.

The broad thesis is that the psychiatric effects of endocrine physiology emerge from coordinated signaling
over time, not from one laboratory value. Terrain medicine can contribute by exploring the interaction of
endocrine state with nutrition, inflammation and metabolic clearance while maintaining the distinction
between an intriguing interaction and demonstrated causation. Severe new psychiatric symptoms during
reproductive transitions still warrant immediate appropriate clinical evaluation.

The biology of individual sensitivity

Two people may undergo a broadly similar hormonal transition and experience very different mental states.
One explanation is that receptor sensitivity, local steroid metabolism and prior neural adaptation differ. The
hypothesis predicts that concentrations alone may not identify vulnerability; change in concentration relative
to personal baseline and a measure of response may be more informative. This does not mean that subjective
symptoms can be converted into a unique hormone-receptor defect. The idea is a starting point for better
longitudinal measurement, not an invitation to market broad hormone panels as definitive psychiatric
diagnostics.

Research might compare symptom trajectories across menstrual or postpartum transitions while recording
sleep, medication exposure and appropriate hormonal context. The most interesting finding would be a
reproducible relationship between a physiological transition and a specific symptom pattern that remains after
obvious confounders are considered. Treatment implications would need separate trials. A correlation between
low mood and one hormone measurement is weaker evidence than repeated observation of symptoms in
relation to a predefined biological process. The same caution applies to any proposed interaction with oxalate
burden.

An integrated but not indiscriminate model

Endocrine influences, chronic illness, interpersonal stress and sleep can interact without making all problems
identical. A person might have a hormone-sensitive mood disorder and a separate renal condition, with both
affecting daily functioning. The existence of one cannot be used to explain the other automatically. If
oxalate-associated inflammation or mineral disturbance is suspected as a modifier, it should first be
demonstrated objectively. The research program then asks whether that modifier predicts a difference in
symptoms or treatment response. This formulation preserves the central scientific opportunity—interactions
among physiological systems—without erasing the evidence specific to each system.

The distinction between current hormone level and sensitivity to change may also explain why interventions
have different effects depending on timing. A mechanism involving receptor adaptation predicts that the same
concentration could produce different responses before and after a major transition. That is a researchable
proposal, but it would need direct supporting evidence rather than interpretation from symptom patterns
alone. In clinical care, mood destabilization, especially mania or psychosis, requires appropriate assessment
irrespective of whether the proposed trigger is hormonal or metabolic. Biological hypotheses should expand
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understanding without becoming reasons to postpone effective treatment.

A rigorous design could follow individuals across repeated comparable transitions rather than relying on one
retrospective episode. If a symptom consistently appears during the same physiological window, the temporal
specificity is informative but remains compatible with several mechanisms. Hormones, sleep, expectations and
contextual stress can all change together. The next task is to isolate which of those variables adds predictive
power, and whether intervention on that variable improves function without creating other harms.

Conclusion

The controversial proposition is that some psychiatric vulnerability is a failure of adaptation to normal
hormonal transitions, not simply abnormal hormones. Testing adaptation directly offers a better path than
broad hormone correction claims.
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