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Abstract

Despite the authoritative framework for hormone therapy provided by the 2025 European Society of Endocrinology Clinical
Practice Guidelines for the Assessment and Management of Menopause and Perimenopause, there remains a notable
absence of diagnostic and therapeutic protocols for sleep disorders. Given that sleep disorders affect 50%-55% of the
perimenopausal population, they constitute an independent risk factor for severe adverse health outcomes. Leveraging
landmark data from the 2024 Study of Women’s Health Across the Nation (SWAN), persistent insomnia symptoms are
associated with a 71% increased incidence of cardiovascular events, independent of vasomotor symptoms. Furthermore,
the unique female phenotype of obstructive sleep apnea frequently leads to misdiagnosis in endocrine clinical practice.
The “tipping point” of late perimenopause presents a critical window for intervention. A more comprehensive approach
—combining mandatory screening with tiered sleep interventions—can enhance daytime functioning, prevent
misdiagnosis, and reduce long-term cardiovascular disease incidence. Future guidelines should explicitly address this

intersection to support more personalized care for middle-aged women.
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Dear Editor,

We read with great interest the recently released “European
Society of Endocrinology Clinical Practice Guidelines for the
Assessment and Management of Menopause and Perimenopause
2025.” While the guidelines provide a comprehensive overview
of hormonal and non-hormonal therapies for menopause, they un-
fortunately omit recommendations for evaluating and managing
sleep disorders. This is a significant oversight, as up to 50%-55%
of menopausal women experience sleep disturbances,”* which in-
dependently increase cardiovascular risk.’

Menopausal sleep disorders represent an under-recognized
public health issue rather than a mere accompaniment to meno-
pause. Sleep complaints are among the most common symp-
toms during perimenopause and postmenopause, yet their
prevalence and severity are frequently underestimated in clinical
practice. A landmark 2024 prospective study from the Study of
Women’s Health Across the Nation (SWAN), following 2964 mid-
life women over 22 years, demonstrated clear longitudinal pat-
terns of sleep and linked persistent insomnia symptoms to a
71% higher risk of cardiovascular disease (CVD) events (including

myocardial infarction, stroke, and heart failure; hazard ratio [HR]
1.71, 95% confidence interval [Cl]: 1.19-2.46).° Women with per-
sistent insomnia plus short sleep duration (<5 h) faced an even
greater 75% increased risk (HR 1.75, 95% Cl: 1.03-2.98).°
Additional large-scale data confirm rising insomnia symptoms
and abnormal sleep duration with advancing age in postmeno-
pausal women.* A systematic review and meta-analysis of over
40 global studies reported overall prevalence of sleep disorders
in postmenopausal women ranging from 51.6% (95% ClI:
44.6%-58.5%) to 54.7% (95% Cl: 47.2%-62.1%), varying by assess-
ment tool (eg, Menopause Rating Scale, Pittsburgh Sleep Quality
Index [PSQI], Insomnia Severity Index [ISI]) and region.3 A 2025
meta-analysis of 11928 perimenopausal women estimated
prevalence at 50%-55%, with a 1.3-1.6-fold higher risk compared
to premenopausal women.>® Given this high burden, sleep dis-
turbance constitutes a primary, not secondary, health concern
affecting more than half of menopausal women worldwide and
warrants routine evaluation.

The relationship between sleep disorders and menopause is
bidirectional and multifaceted. While vasomotor symptoms
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(hot flashes, night sweats) and mood disturbances contribute,
SWAN data show that associations between sleep disorders
and CVD persist after adjustment for these factors, snoring,
and depression—indicating sleep disturbance as an independent
CVD risk factor.? Other contributors include depression (OR 2.73),
hot flashes (OR 2.70), and chronic diseases (OR 1.39).” Notably,
postmenopausal women face elevated risk of obstructive sleep
apnea (OSA), with surgically menopausal women showing 26%
higher risk than naturally menopausal counterparts.” Female
OSA often presents atypically (insomnia, fatigue, mood changes
rather than snoring), leading to misdiagnosis as anxiety or meno-
pausal syndrome, underdiagnosis, and undertreatment.®'°
Failure to address distinct mechanisms—such as hormonal fluc-
tuations directly affecting sleep-regulatory centers and height-
ened primary sleep apnea risk—misses a modifiable target.
Sleep-disordered breathing fragments sleep, impairs daytime
function, and independently elevates risks for CVD and metabolic
syndrome,™'? compounding menopause-related chronic dis-
ease burden.

Sleep quality changes dynamically across reproductive aging.
Problems do not emerge abruptly at menopause but worsen pro-
gressively. A 4.9-year longitudinal study of 3305 midlife Korean
women showed significant declines in PSQI scores—including
subjective sleep quality, latency, disturbances, and daytime dys-
function—starting in late perimenopause, independent of
chronological age.'® This identifies a critical “inflection point”
in late perimenopause as a prime window for prevention and
early intervention.

We urge that future guideline revisions incorporate structured,
actionable sleep management rather than a cursory mention.
Key recommendations include:

1. Mandatory screening and differential diagnosis at initial
menopause visits using validated tools (PSQI, ISI, STOP-
Bang Questionnaire) to distinguish vasomotor-related sleep
issues, primary insomnia, OSA, and restless legs syndrome.
Prioritize OSA referral for patients with obesity, uncontrolled
hypertension, or unexplained daytime fatigue/sleepiness.

2. Tiered management: Prioritize first-line behavioral interven-
tions (Cognitive Behavioral Therapy for Insomnia, sleep hy-
giene) and menopause-tailored lifestyle adjustments.** For
second-line, include evidence-based pharmacotherapy, such
as dual orexin receptor antagonists like daridorexant, which
Phase llI trials (including subgroup analyses in women aged
47-55) demonstrated efficacy in improving sleep onset, main-
tenance, daytime function, and safety.™®

3. Multidisciplinary pathways: Establish clear referral and col-
laboration between endocrinology/gynecology, sleep medi-
cine, and psychiatry to ensure sleep disorders are properly
addressed rather than dismissed as “normal” menopausal
symptoms.

4. Clinician education on differential diagnosis, treatment, and
referral to bridge knowledge gaps.

5. Long-term follow-up studies to evaluate sleep interventions’
impact on menopausal health and update guidelines
accordingly.

The high prevalence of sleep disorders in menopausal women
and their established status as an independent CVD risk

factor, demand urgent integration into menopause guidelines.
Formalizing screening, diagnosis, and evidence-based treatment
pathways will enhance patient-centered, comprehensive care
and improve long-term health outcomes.
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