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Abstract

Sex hormones influence brain circuits through genomic and rapid signaling effects, while
neurosteroids derived from progesterone can modulate GABA-A receptors. Reproductive transitions
therefore provide windows into the physiological regulation of mood and anxiety. Yet hormonal
involvement does not imply simple deficiency or excess, and symptom timing may matter more than
a single hormone concentration.

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.

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.
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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.

Conclusion

Neurosteroid psychiatry demonstrates that the brain is sensitive to physiological transitions, not only
static abnormalities. The challenge is to identify real temporal phenotypes without translating every
complex psychiatric syndrome into one hormonal correction.
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