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Int J Gynaecol Obstet. 2024 Mar 12. doi: 10.1002/ijgo.15461. Online ahead of print. 

Relationship between menopausal hormone therapy and breast cancer: A 

nationwide population-based cohort study 
Jin-Sung Yuk 1 

Objective: To explore the risk of breast cancer associated with menopausal hormone therapy (MHT), including the 

various progestogens used today. Methods: The study included postmenopausal women over 40 years from the 

National Health Insurance Database in South Korea (2011-2014) who either used MHT for over 6 months (MHT 

group) or never used MHT (non-MHT group) and were matched 1:1 based on several variables using propensity score 

matching. Both groups were followed until 2020. Results: The non-MHT and MHT groups comprised 153 736 women 

each. In Cox proportional hazard analysis with time-dependent covariates, MHT was associated with an increased risk 

of breast cancer (hazard ratio [HR] 1.22, 95% confidence interval [CI] 1.15-1.3). Tibolone, estradiol valerate 

(EV)/medroxyprogesterone acetate (MPA), EV/norethisterone acetate (NETA), conjugated equine estrogen (CEE), 

EV, estradiol hemihydrate (EH), CEE/micronized progesterone (MP), CEE/MPA, EV/MP, EV/MPA, and EH/MP did 

not increase the risk of breast cancer compared with the non-MHT group. However, EH/drospirenone (DRSP) (HR 

1.51, 95% CI 1.38-1.66), EH/NETA (HR 1.66, 95% CI 1.34-2.06), EH/dydrogesterone (DYD) (HR 1.37, 95% CI 1.12-

1.68), and EV/cyproterone acetate (CPA) (HR 1.74, 95% CI 1.54-1.96) increased the risk of breast cancer compared 

with the non-MHT group. Conclusions: MHT was linked to increased breast cancer risk, but not all MHTs. Specific 

combined therapies (EH/DRSP, EH/DYD, EH/NETA, and EV/CPA) were associated with higher risk, whereas 

estrogen alone and tibolone were not. 

 

 

Gynecol Endocrinol. 2024 Mar 5;40(1):2317268. doi: 10.1080/09513590.2024.2317268. Epub 2024 Mar 12. 

Prospective, multicenter, uncontrolled study on the effectiveness and safety of a 

hyaluronic acid water-based vaginal lubricant in alleviating vaginal dryness 

and dyspareunia 
Manuel Sánchez-Prieto 1, Carmen Pingarrón 2, Luciana Bergamaschi 3, Juan Carlos Bermúdez 4, et al. 

Background: Vaginal dryness (VD) represents a significant concern affecting women across diverse life stages, 

encompassing both pre-and postmenopausal women at any age. Dyspareunia, defined by genital pain that can be 

experienced before, during, or after intercourse, is often associated with vaginal dryness.Aim: This study aimed to 

evaluate the effectiveness and safety of a water-based vaginal lubricant with hyaluronic acid to reduce sexual 

discomfort associated with vaginal dryness. Methods: A prospective, multicenter, uncontrolled clinical investigation 

was conducted over a three-month period in women aged 18 years or older experiencing pain or difficulty during 

sexual intercourse for whom the use of a vaginal lubricant was recommended. Results: Significant improvements were 

observed in the FSFI scores, indicating enhanced sexual function (p < .001). Vaginal dryness symptoms, including 

irritation, dryness, itching, and dyspareunia, significantly decreased after product use (p < .001). Clinical implications: 

This study contributes to the limited scientific knowledge on the application of lubricants in the context of symptoms 

associated with VD. Strengths & limitations: In addition to the short study period, inherent limitations of the study 

design, and lack of placebo control, it is pertinent to acknowledge that some of the pros used in this study were not 

based on validated questionnaires. However, as far as we know, this study is the only one that analyzes well-being and 

sexual pleasure as results using a lubricant formulated with hyaluronic acid. Conclusion: This tested vaginal lubricant 

with hyaluronic acid has demonstrated efficacy in improving vaginal dryness and female sexual function, particularly 

in reducing pain and improving lubrication during sexual intercourse, and showed a favorable safety profile, with 

minimal and transient adverse events. 
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Long-Term Effect of Randomization to Calcium and Vitamin D 

Supplementation on Health in Older Women : Postintervention Follow-up of a 

Randomized Clinical Trial 
Cynthia A Thomson 1, Aaron K Aragaki 2, Ross L Prentice 2, Marcia L Stefanick 3, JoAnn E Manson 4, et al. 

Background: Although calcium and vitamin D (CaD) supplementation may affect chronic disease in older women, 

evidence of long-term effects on health outcomes is limited. Objective: To evaluate long-term health outcomes among 

postmenopausal women in the Women's Health Initiative CaD trial. Design: Post hoc analysis of long-term 

postintervention follow-up of the 7-year randomized intervention trial of CaD. Setting: A multicenter (n = 40) trial 

across the United States. Participants: 36 282 postmenopausal women with no history of breast or colorectal 

cancer.Intervention: Random 1:1 assignment to 1000 mg of calcium carbonate (400 mg of elemental calcium) with 

400 IU of vitamin D3 daily or placebo. Measurements: Incidence of colorectal, invasive breast, and total cancer; 

disease-specific and all-cause mortality; total cardiovascular disease (CVD); and hip fracture by randomization 

assignment (through December 2020). Analyses were stratified on personal supplement use. Results: For women 

randomly assigned to CaD versus placebo, a 7% reduction in cancer mortality was observed after a median cumulative 

follow-up of 22.3 years (1817 vs. 1943 deaths; hazard ratio [HR], 0.93 [95% CI, 0.87 to 0.99]), along with a 6% 

increase in CVD mortality (2621 vs. 2420 deaths; HR, 1.06 [CI, 1.01 to 1.12]). There was no overall effect on other 

measures, including all-cause mortality (7834 vs. 7748 deaths; HR, 1.00 [CI, 0.97 to 1.03]). Estimates for cancer 

incidence varied widely when stratified by whether participants reported supplement use before randomization, 

whereas estimates on mortality did not vary, except for CVD mortality. Limitation: Hip fracture and CVD outcomes 

were available on only a subset of participants, and effects of calcium versus vitamin D versus joint supplementation 

could not be disentangled. Conclusion: Calcium and vitamin D supplements seemed to reduce cancer mortality and 

increase CVD mortality after more than 20 years of follow-up among postmenopausal women, with no effect on all-

cause mortality. 

 

 

BJOG. 2024 Mar 11. doi: 10.1111/1471-0528.17803. Online ahead of print. 

Effect of menopausal hormonal therapy on cardiovascular risks in Korean 

postmenopausal women: A nationwide cohort study 
Jin-Sung Yuk 1, Gwang Sil Kim 2, Young Sup Byun 2, Seung-Woo Yang 1, Myoung-Hwan Kim 1, et al. 

Objective: To evaluate the association between menopausal hormonal therapy (MHT) and the risk of cardiovascular 

disease (CVD), according to various regimens, dosages, routes of administration and starting ages of MHT. Design: A 

population-based cohort study using the Korean National Health Insurance Services database.Setting: Nationwide 

health insurance database. Population: Women who reported entering menopause at an age of ≥40 years with no history 

of CVD in the national health examination. Methods: The study population comprised 1.120.705 subjects enrolled 

between 2002 and 2019, categorised according to MHT status (MHT group, n = 319 007; non-MHT group, n = 801 

698). Main outcome measures: Incidence of CVD (a composite of myocardial infarction and stroke). Results: The 

incidence of CVD was 59 266 (7.4%) in the non-MHT group and 17 674 (5.5%) in the MHT group. After adjusting 

for confounding factors, an increased risk of CVD was observed with the administration of tibolone (hazard ratio, HR 

1.143, 95% CI 1.117-1.170), oral estrogen (HR 1.246, 95% CI 1.198-1.295) or transdermal estrogen (HR 1.289, 95% 

CI 1.066-1.558), compared with the non-MHT group; the risk was based on an increased risk of stroke. The risk trends 

were consistent regardless of the age of starting MHT or the physicians' specialty. Among tibolone users, a longer 

period from entering menopause to taking tibolone and the use of any dosage (1.25 or 2.5 mg) were linked with a 

higher risk of CVD, compared with non-MHT users. Conclusions: This nationwide cohort study demonstrated an 

increased risk of CVD, driven mainly by an increased risk of stroke, among tibolone and oral or transdermal estrogen 

users, compared with that of non-MHT users. 

 

 

J Sex Med. 2024 Mar 8:qdae032. doi: 10.1093/jsxmed/qdae032. Online ahead of print. 

Testosterone therapy in females is not associated with increased cardiovascular 

or breast cancer risk: a claims database analysis 
Pranjal Agrawal 1, Sajya M Singh 1, Jessica Hsueh 2, Aurora Grutman 1, Clemens An 3, Corey Able 4, et al. 

Background: Testosterone therapy (TTh) has been shown to improve libido in women with sexual dysfunction, but its 

utilization has been limited due to concern for cardiovascular events and past studies reporting highly variable results. 
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Aim: To assess the association of TTh in women with major adverse cardiac events (MACEs), including heart attack, 

stroke, or death, using a large database. Methods: The TriNetX Diamond Network was queried from 2009 to 2022. 

Our study cohort included adult females with ≥3 systemic testosterone prescriptions within a year. Our control cohort 

excluded females with any testosterone prescriptions, polycystic ovary syndrome, or androgen excess. Both cohorts 

excluded females with prior heart failure, unstable angina, intersex surgery (female to male), personal history of sex 

reassignment, or gender identity disorders. Propensity matching between the cohorts was performed. A subanalysis by 

age was conducted (18-55 and >55 years). Outcomes: We evaluated the association of TTh to the following: MACE, 

upper or lower emboli or deep vein thrombosis (DVT), pulmonary embolism (PE), breast neoplasm, and hirsutism 

within 3 years of TTh. Results: When compared with propensity-matched controls, adult females with TTh had a lower 

risk of MACE (risk ratio [RR], 0.64; 95% CI, 0.51-0.81), DVT (RR, 0.61; 95% CI, 0.42-0.90), PE (RR, 0.48; 95% CI, 

0.28-0.82), and malignant breast neoplasm (RR, 0.48; 95% CI, 0.37-0.62). Similarly, females aged 18 to 55 years with 

TTh had a lower risk of MACE (RR, 0.49; 95% CI, 0.28-0.85) and DVT (RR, 0.48; 95% CI, 0.25-0.93) and a similar 

risk of malignant breast neoplasm (RR, 0.62; 95% CI, 0.34-1.12). Females aged ≥56 years with TTh had a similar risk 

of MACE (RR, 0.84; 95% CI, 0.64-1.10), DVT (RR, 0.82; 95% CI, 0.50-1.36), and PE (RR, 0.52; 95% CI, 0.26-1.05) 

and a significantly lower risk of malignant breast neoplasm (RR, 0.51; 95% CI, 0.38-0.68). Risk of hirsutism was 

consistently higher in those with TTh as compared with propensity-matched controls. Clinical implications: Our results 

contribute to safety data on TTh, a therapy for sexual dysfunction in women.  Conclusions: We found a decreased risk 

of MACE among women with TTh as compared with matched controls and a similar risk of MACE in postmenopausal 

women while demonstrating a similar or significantly lower risk of breast cancer on age-based subanalysis. 

 

 

J Sex Med. 2024 Mar 5:qdae013. doi: 10.1093/jsxmed/qdae013. Online ahead of print. 

Characteristics of systemic testosterone therapy for female hypoactive sexual 

desire disorder-a claims database analysis 
Pranjal Agrawal 1, Yeonsoo Sara Lee 2, Aurora J Grutman 1, Kathryn Dumas 3, Taylor Kohn 4, et al. 

Background: Testosterone therapy (TTh) is recommended for postmenopausal women with hypoactive sexual desire 

disorder (HSDD); however, there remain insufficient data to support use of TTh in premenopausal women with sexual 

dysfunction. Aim: In this study, we used a large national database to evaluate prescribing trends of TTh for women 

with HSDD. Methods: We conducted a cohort analysis of information from electronic health records acquired from 

the data network TriNetX Diamond. The study cohort consisted of women 18-70 years of age with a diagnosis of 

HSDD. We analyzed trends of testosterone prescriptions, routes of testosterone administration, and coadministration 

of testosterone with estrogen. Outcomes: Despite an increase in rates of testosterone prescriptions for HSDD, there 

remains a high degree of variability in the duration of treatment, route of administration, and coadministration of 

estrogen with significant underprescription of testosterone. Results: Our query of the TriNetX database led to the 

identification of 33 418 women diagnosed with HSDD at a mean age of 44.2 ± 10.8 years, among whom 850 (2.54%) 

women received a testosterone prescription. The testosterone prescriptions were highly variable with regard to duration 

and route of administration and coadministration with estrogen. For all patients until 2015, the prevalence of 

testosterone prescriptions for HSDD showed a positive quadratic relation was observed. Since 2015 a linear increase 

in prevalence was observed, with the highest rate of increase for patients aged 41-55 years. Clinical implications: The 

findings of this study reveal a significant need for further research investigating the optimal use of TTh to enhance the 

sexual health of women with HSDD, and further studies on the long-term effects of testosterone use must be undertaken 

to ensure that patients have access to safe and effective treatment. Strengths and limitations: Limitations to this study 

include patient de-identification and lack of availability of testosterone dosage data. However, this study also has many 

strengths, including being the first, to our knowledge, to characterize the prescribing trends of testosterone for women 

with HSDD. Conclusion: Testosterone therapy should be considered as a potential therapy for premenopausal female 

patients with HSDD. Further studies on the long-term effects of testosterone use must be undertaken to address 

disparities in the management of HSDD and to ensure patients can access treatment. 

 

 

 

 

 

 


