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Practice 6.5 (2025): 03-04. For most of human history, few women lived long enough to reach the decades in which the ova-

ries slow and the endocrine landscape of the body is remade. Only in the last century and a half has

average female life-expectancy climbed past age forty on a large scale—and with that demographic
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clinicians, and made more complicated by an environment that increasingly tampers with human

work is properly cited. Perimenopause is not simply “the lead-up to menopause.” It is a unique physiological state in which
the carefully balanced dance of FSH, LH, estradiol and progesterone becomes erratic. Early on, as
ovarian follicle reserve diminishes, the pituitary compensates by producing more follicle-stimulating
hormone. That rise in FSH can intermittently stimulate multiple follicles out of their normal sequence,
producing surges of estradiol that are both higher and more unstable than the woman has previously
experienced. When ovulation fails to occur as reliably, progesterone production in the luteal phase
can be inadequate; when it does occur, the subsequent fall in estrogen and progesterone can be pre-
cipitous. For some women the result is only a few hot flashes and a change in sleep; for others it is a
collapse of emotional resilience—a flattening or fracturing of affect so profound that relationships,

careers, and the will to carry on are imperiled.

Part of the problem lies in expectations. Contemporary medicine too often treats perimenopause
as a single checkbox—"“hormone replacement?”—rather than as a complex life transition that calls
for individualized assessment and multi-dimensional care. The lingering shadow of the 2002 Wom-
en’s Health Initiative has contributed to a climate of fear around hormone therapy. Headlines about
relative risks—e.g., an approximate 26% relative increase in certain breast cancer outcomes in one
WHI arm—muted a far more nuanced reality: the absolute excess risk in that study was small on an
individual level, and later reanalysis and subgroup work showed that age, timing of initiation, and
choice of hormone regimen materially change the balance of benefits and harms. Today’s guidance is
more refined: for symptomatic women under roughly sixty years of age, or within ten years of meno-
pause onset, thoughtfully tailored hormone therapy—using the lowest effective dose for the shortest
duration compatible with quality of life—remains a reasonable option. Yet far too many practitioners

remain uncertain about when and how to apply these subtleties.

PriMera Scientific Surgical Research and Practice https://primerascientific.com/pssrp


https://primerascientific.com/pssrp
https://primerascientific.com/pssrp
https://doi.org/10.56831/PSSRP-06-218
https://primerascientific.com/

Taking the Pause out of Perimenopause 04

Beyond the clinical hesitancy, an urgent environmental story complicates perimenopause. Modern women are exposed to a growing
burden of endocrine-disrupting chemicals—phthalates, bisphenols, microplastics and certain agricultural residues—that can blunt
progesterone synthesis, mimic or interfere with estrogenic signaling, and perturb metabolic and thyroid function. The result is both
clinical and social: rising rates of infertility, more severe premenstrual syndromes, and in midlife, an endocrine milieu more prone to
the extremes of perimenopause. These exposures are not evenly distributed by geography or social status; they are layered on top of

nutritional deficits, chronic infections, and toxic burdens that many clinicians seldom screen for.

This is why perimenopause should be framed first as a moment for comprehensive self-care and diagnostic clarity—not merely an
occasion for reflexive prescribing. A thoughtful evaluation in midlife asks broader questions: Are there unresolved metabolic issues—
insulin resistance, non-alcoholic fatty liver disease—contributing to hormonal dysregulation? Are there environmental or occupa-
tional exposures worth addressing? Might heavy metals, persistent organic pollutants, or chronic parasitic infections be part of the
picture? Are nutritional insufficiencies—vitamin D, methylfolate in the presence of MTHFR variants, omega-3 status—compounding
the vulnerability? These are not theoretical niceties: for a woman whose brain chemistry, mitochondrial resilience and immune bal-

ance are being taxed simultaneously, a simplistic one-size-fits-all intervention is likely to fail.

When it comes to therapeutic options, nuance matters. Micronutrient repletion, sleep hygiene, tailored exercise, stress-reduction
practices and attention to gut health form the bedrock of symptom mitigation. For many women, judicious, evidence-based hormone
therapy—often including bioidentical progesterone for luteal support—brings life back into balance when used appropriately; for
many others, bioidentical oxytocin replacement is needed but continues to be a completely overlooked therapy. The clinician’s task is
to partner with the patient: to explain probable mechanisms, to weigh risks and personal priorities, and to monitor outcomes carefully

rather than issuing categorical mandates.

Perimenopause is also a social issue. The women most likely to fall through the cracks are those whose symptoms are coded as
“stress” or “mood disorder” without linkages to hormonal fluctuation; whose marriages or jobs are blamed for what are, in fact,
physiologic tides; or who lack access to clinicians versed in midlife hormone physiology. Couples and families need education so they
understand that emotional withdrawal, rage, or dissociation can have a hormonal substrate—and that treatment and compassion, not

blame, will often restore relational equilibrium.

Finally, we must recognize a public-health imperative: to reduce environmental exposures that exacerbate endocrine fragility, to
improve nutrition and social supports that sustain immune and metabolic resilience, and to invest in clinical training so that obste-
tricians, internists and family physicians can competently guide women through this phase of life. We should demand research that
moves past polarizing narratives—“hormones good” or “hormones bad”"—and toward pragmatic trials and long-term observational
cohorts that answer the questions women actually ask: how can I feel like myself again, preserve my health for the decades ahead, and

keep the relationships I depend on intact?

Perimenopause has always been part of the human condition; it is only our modern longevity and our modern maladies that make
it a front-line clinical problem. The remedy is not fear or oversimplification, but a richer approach: one that blends endocrine science
with environmental medicine, psychosocial care with informed use of hormone therapy, and patient empowerment with a health sys-
tem willing to listen. If we can reframe perimenopause this way—Iless as an adversary to be stoically borne and more as a transition
that calls for vigilance, investigation, and tailored care—then the middle years can once again be a time of reinvention and mature

flourishing, rather than a battleground of misunderstood suffering.
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