Module WB2841

Objectives

Describe the historical
development and major
milestones in menopausal
hormone therapy practice

Understand the historical
context and rationale for the
FDA’s removal of the black box
warning on menopausal
hormone therapy

Evaluate the updated evidence
on the benefits and risks of
menopausal hormone therapy

Apply personalized, evidence-
based approaches to
menopause management

Analyze the cardiovascular risks
and benefits associated with
different types, formulations,
and timing of hormone therapy
in postmenopausal women

Identify current gaps in research
and clinical practice regarding
hormone therapy for menopause
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Menopause Hormone Therapy

Content Outline

Introduction and Historical Background

A. Purpose and significance of the Black Box Warning in 2003
B. Impact of the Women’s Health Initiative (WHI) study

C. Decline in MHT use and public perception

Controversy and Reassessment

A. Historical Context

B. Limitations and misinterpretations of the WHI study
C. Generalization of risks across all MHT formulations

FDA Review and Regulatory Changes

A. Comprehensive review process (expert panel, public
comment)

B. Key findings leading to removal of the Black Box Warning
(2025)

Key Clinical Trials and Evidence

A. Re-evaluation of risks and confounding factors

B. Evidence supporting safety and benefits of MHT when
initiated at the appropriate time

C. Pre-WHI trials (PEPI, HERS, EPAT, WELL-HART)

D. The Women'’s Health Initiative (WHI): design, findings, and
controversies

E. Post-WHI research and re-evaluation of MHT safety and
efficacy

F. The Timing Hypothesis

Types and Forms of Hormone Therapy

Estrogen-only vs. combined estrogen-progesterone therapy
Forms and routes of administration (oral, transdermal, etc.)
Dosage considerations

Mechanisms of estrogen’s cardiovascular effects
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Guidance on Timing and Patient Selection
A. Optimal timing for MHT initiation
B. Individualized benefit-risk assessment

Clinical Implications and Future Directions
A. Correction of misconceptions and improved patient care
B. Gaps in knowledge and future research needs
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Reading Material Resources

Module WB2841.: Menopause Hormone Therapy is based on the
resources listed below. A copy of each resource is included with the
module.

Elimination of the Black Box Warning on Menopausal Hormone Therapy,
Sriprasert, et al., Obstetrics & Gynecology, Vol. 147, No. 5, May 2026,
652-656

From discovery to debate: The history of menopausal hormone therapy
and its impact on cardiovascular health, Schwab, et al., Autonomic
Neuroscience: Basic and Clinical, 261 (2025), 1-10
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