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The management of menopausal symptoms frequently involves hormone therapy (HT), with the FDA recently
reaffirming its position on its use. While the primary indications for HT relate to vasomotor symptoms and
genitourinary syndrome of menopause, clinicians must also consider the evidence regarding its effects on skin
integrity, acommon patient concern during this life stage.

The Pivot: The FDA's consistent stance on hormone therapy for menopausal symptoms prompts a
re-evaluation of its ancillary effects, particularly on skin.

The Data: Estrogen therapy has been shown to increase dermal collagen content by 6.5% to 15% and
improve skin hydration by 9% to 12%.

The Action: When discussing HT, clinicians should accurately present the evidence on skin benefits as a
secondary effect, not a primary indication, ensuring patient expectations are managed.

Menopauseischaracterised by adeclinein estrogen level s, which has systemic effects, including changesin skin structure
and function. Estrogen receptors are present in keratinocytes, fibroblasts, and melanocytes, indicating a direct role for
estrogen in maintaining skin health.1 The reduction in estrogen is associated with decreased collagen synthesis, reduced
skin elasticity, and diminished hydration, contributing to the visible signs of aging such as wrinkles and thinning skin.2
This physiologica processtypically beginsin the perimenopausal period, with noticeable dermatological changes often
accelerating in the early postmenopausal years. The impact on skin quality can significantly affect awoman's quality of
life and self-perception, making it acommon concernin clinical practice.

The FDA's regulatory framework for hormone therapy primarily focuses on its efficacy and safety for the treatment

of moderate to severe vasomotor symptoms and prevention of postmenopausal osteoporosis. While skin agingisa
significant concern for many women, it is not an approved indication for HT. However, the established physiological
role of estrogen in skin maintenance means that HT, when prescribed for approved indications, may confer secondary
dermatological benefits.

Evidence on Hormone Therapy and Skin
Multiple observational studiesand randomised controlled trials have investigated the effects of systemic estrogen therapy

on skin parameters. These studies consistently demonstrate that estrogen replacement can mitigate some of the adverse
skin changes associated with menopause. For instance, estrogen therapy has been shown to increase dermal collagen
content. Studies utilising skin biopsies have reported increasesin collagen by 6.5% to 15% in women receiving estrogen
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compared to placebo groups.3 Thisincrease in collagen is critical for maintaining skin firmness and reducing the
appearance of fine lines and wrinkles. The methodol ogies often involve quantitative analysis of collagen fibresin skin
punch biopsies, comparing treated groups to control groups over several months of therapy.

Skin hydration is another parameter positively influenced by estrogen. Estrogen contributes to the production of
hyaluronic acid and mucopolysaccharidesin the dermis, which are essential for water retention. Clinical measurements
using corneometry have indicated that estrogen therapy can improve skin hydration by 9% to 12%.4 This enhanced
hydration contributes to a smoother skin texture and a reduction in dryness, a common complaint during menopause.
These measurements are typically performed on standardised skin sites, such as the forearm or face, under controlled
environmental conditions to ensure reproducibility.

Furthermore, estrogen therapy has been linked to improvements in skin elasticity. Elastin fibres, along with collagen,
providethe skinwith its elastic properties. While the effects on el astin are | ess pronounced than on collagen, some studies
have reported modest improvementsin skin elasticity, measured by cutometry, in women on HT.5 Skin thickness, which
tends to decrease post-menopause, has also been shown to increase with estrogen therapy, with reported increases of
up to 7% in dermal thickness.6 These studies often recruit postmenopausal women who are otherwise healthy and free
from confounding skin conditions, allowing for a clearer assessment of estrogen's direct effects.

It isimportant to note that the magnitude of these dermatological benefits can vary depending on the type of estrogen,
the dose, the duration of therapy, and the route of administration. Transdermal estrogen, for example, may have different
systemic and local effects compared to oral formulations. The benefits are generally observed with systemic estrogen
therapy rather than topical, non-prescription estrogen creams, which typically contain lower concentrations and have
limited systemic absorption.7 The patient population in these studies typically includes women experiencing natural or
surgical menopause, often within afew years of their last menstrual period, to capture the effects during the early stages
of estrogen deficiency. Longer-term studies are less common, making it challenging to fully understand the sustained
dermatological impact over many years.

Despite these observed benefits, the decision to initiate or continue HT must be based on a comprehensive assessment
of theindividual patient's symptoms, risk factors, and overall health profile, in accordance with established guidelines
for menopausal hormone therapy. The potential dermatological benefits are considered secondary and should not be
the primary driver for prescribing HT, especially given the known risks associated with long-term systemic hormone
use, such asincreased risk of venous thromboembolism, stroke, and certain cancers in specific patient populations.8
The limitations of current research include the heterogeneity of study designs and the focus on surrogate markers rather
than patient-reported cosmetic outcomes. Further research is needed to delineate the precise mechanisms and optimal
therapeutic strategies for leveraging estrogen's dermatological benefits within a safe and evidence-based framework.
To delve deeper into the complexities of skin conditions and their evidence-based management, readers might find the
Oxford Handbook of Medical Dermatology invaluable.

CLINICAL IMPLICATIONS
The FDA's consistent stance on hormone therapy for menopausal symptoms provides a clear framework for its
primary indications. However, the ancillary effects on skin, while not a primary indication, are a frequent patient
query. Clinicians should be prepared to discuss the evidence for these secondary benefits with precision. It is
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not sufficient to dismiss patient concerns about skin aging; rather, the data on collagen synthesis, hydration,
and elasticity should be presented accurately, ensuring patients understand these are not the approved
reasons for prescribing HT.

The industry, particularly pharmaceutical companies marketing HT, must continue to focus their messaging
on the approved indications. Any implication that HT is a primary anti-aging skin treatment would be a
misrepresentation of the regulatory position and the evidence base. While the cosmetic market capitalises
on anti-aging narratives, medical professionals must maintain a clear distinction. The evidence, while present,
does not support HT as a first-line intervention for dermatological aging alone, especially when considering
the established risks.

Patients, often exposed to broad claims about anti-aging solutions, need clear, evidence-based
communication. When a patient is a candidate for HT based on approved indications, the discussion can
include the potential for improved skin parameters as a secondary, welcome effect. However, for those not
indicated for HT, alternative dermatological interventions, which carry different risk profiles and are specifically
designed for skin aging, should be recommended. This nuanced approach respects both the scientific
evidence and patient autonomy, ensuring that therapeutic decisions are made on sound medical grounds,
not aspirational cosmetic outcomes.

EDITORIAL & Al STANDARDS
Al tools are used solely to structure and summarise evidence from peer-reviewed primary sources. No Al-generated conclusions appear in The
Life Science Feed without editor verification against the primary source.
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MEDICAL DISCLAIMER

This content is intended for healthcare professionals only and does not constitute medical advice. Clinical decisions must be made by qualified
practitioners based on individual patient circumstances.
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