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J Sex Med. 2022 Jul 19;S1743-6095(22)01489-8. doi: 10.1016/j.jsxm.2022.06.007. Online ahead of print. -15 
Sexual Dysfunction as a Harbinger of Cardiovascular Disease in 
Postmenopausal Women: How Far Are We? 
Sarah Cipriani 1, James A Simon 2 
Background: Female sexual dysfunction (FSD) affects 40-50% of women in the general population, resulting from the 
interaction among organic, psychological, sociocultural and relational factors; differently from men, in women 
definitive clinical evidence suggesting a connection between cardiovascular (CV) diseases (CVDs) and female sexual 
function is still lacking. Aim: To focus on the current scientific support for an association between CV diseases and/or 
risk factors and FSD, focused primarily on postmenopausal women. Methods: This is a narrative review based on an 
extensive literature search of peer-reviewed publications on the associations between CV diseases and/or risk factors 
and FSD and their underlying mechanisms, which was performed using the PubMed database. Outcomes: We present 
a summary of the evidence from clinical and preclinical studies and discuss the possible mechanisms providing the 
pathophysiologic bases of vasculogenic FSD. Results: Growing evidence shows that female sexual function, especially 
arousal, is significantly affected by genital vascular impairment, which can lead to FSD. For many cardiometabolic risk 
factors and diseases, such as hypertension, diabetes, dyslipidemia and metabolic syndrome, an adverse impact on 
endothelial function as well as an association with FSD have been recognized. In this scenario, similarly to penile 
Doppler blood flow studies in men, clitoral Doppler ultrasound can represent an innovative and useful tool to early 
reveal the presence of CV risk factors and sexual dysfunction. Notably, although the prevalence of CVDs as well as of 
FSD increases as a function of menopause and aging, middle-aged women have shown a higher prevalence of 
distressing sexual problems than older and younger women. Clinical implications: It becomes clinically relevant to 
assess particularly postmenopausal women for FSD and CVDs, since both disorders still remain underdiagnosed and 
sub-optimally untreated. Clitoral Doppler ultrasound could represent a useful technique to diagnose the presence of 
underlying CVD, which along with risk factors could predict sexual dysfunction in women. Strengths & limitations: 
This review focuses on a very important and innovative topic, providing a context for describing, elaborating and 
evaluating the relevant theory that sexual dysfunction could be a harbinger for CVDs also in women. However, its 
narrative nature as well as the lack of specifically designed studies to assess a definitive association between FSD and 
CVDs represent the principle limitations of this paper. Conclusion: Postmenopausal women, particularly those in the 
middle-age range, should be assessed for CV risk factors and FSD, so that both CVDs and sexual problems do not 
persist unnoticed. 
 
 
Arch Womens Ment Health. 2022 Jul 22. doi: 10.1007/s00737-022-01246-4. Online ahead of print. 
Premenstrual exacerbation of mental health disorders: a systematic review of 
prospective studies 
Louise Nora Nolan 1, Liz Hughes 2 
Mental health disorders can be exacerbated during periods of hormonal fluctuation (e.g. pregnancy, menopause), and 
the risk factors for sensitivity to these fluctuations are similar to those of mental disorders (e.g. trauma). However, the 
extent to which hormonal fluctuations during the menstrual cycle impact symptoms of preexisting mental disorders 
remains unclear. Prospective methodology is considered the gold standard for measuring symptoms across the 
menstrual cycle. Thus, the aim of the review was to address this knowledge gap by summarising all available studies 
prospectively measuring symptoms of mental disorders across the menstrual cycle. A systematic review with narrative 
synthesis was conducted; meta-analysis was precluded due to methodological heterogeneity of included studies. 
Electronic databases MEDLINE, Embase, PyschINFO and CINAHL were systematically searched from inception. Risk 
of bias for individual studies was assessed using a modified version of the Newcastle-Ottawa Scale. The search 
identified 629 studies from which 35 met inclusion criteria. There was clear evidence of symptom exacerbation during 
the perimenstrual phase for psychotic disorders, panic disorder, eating disorders, depression and borderline personality 
disorder. Less consistent evidence was found for anxiety, and a different pattern of symptom exacerbation was observed 
in bipolar disorder. Sample size and methodology varied considerably amongst studies. Overall, there was mixed 
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evidence for perimenstrual exacerbation across mental disorders, which could be partly explained by methodological 
limitations of the studies. However, hormonal fluctuations during the menstrual cycle may exacerbate psychiatric 
symptoms in a subgroup of individuals who are hormone sensitive. 
 
 
JBMR Plus. 2022 Jun 11;6(7):e10651. doi: 10.1002/jbm4.10651. eCollection 2022 Jul. 

Pregnancy Vitamin D Supplementation and Childhood Bone Mass at 
Age 4 Years: Findings From the Maternal Vitamin D Osteoporosis Study 
(MAVIDOS) Randomized Controlled Trial 
Elizabeth M Curtis 1, Rebecca J Moon 1 2, Stefania D'Angelo 1, Sarah R Crozier 1, Nicholas J Bishop 3, et al. 
In the Maternal Vitamin D Osteoporosis Study (MAVIDOS) randomized trial, vitamin D supplementation in pregnancy 
did not lead to greater neonatal bone mass across the trial as a whole, but, in a prespecified secondary analysis by season 
of birth, led to greater neonatal bone mass among winter-born babies. Demonstrating persistence of this effect into 
childhood would increase confidence in a long-term benefit of this intervention. We investigated whether antenatal 
vitamin D supplementation increases offspring bone mineralization in early childhood in a prespecified, single-center 
follow-up of a double-blinded, multicenter, randomized controlled clinical trial based in the UK (MAVIDOS). A total 
of 1123 women in early pregnancy with a baseline 25-hydroxyvitamin D level 25-100 nmol/L from three research 
centers (2008-2014) were randomized to 1000 IU/d cholecalciferol or matched placebo from 14 weeks of gestation to 
delivery. Offspring born at the Southampton, UK research center were assessed at age 4 years (2013-2018). 
Anthropometry and dual-energy X-ray absorptiometry (DXA) were performed (yielding whole body less head [WBLH] 
bone mineral content [BMC], areal bone mineral density [aBMD], bone area [BA], and body composition). Of 723 
children, 564 (78.0%) children attended the 4-year visit, 452 of whom had a useable DXA. Maternal vitamin D 
supplementation led to greater WBLH aBMD in the children compared with placebo (mean [95% confidence interval 
{CI}]: supplemented group: 0.477 (95% CI, 0.472-0.481) g/cm2; placebo group: 0.470 (95% CI, 0.466-0.475) g/cm2, 
p = 0.048). Associations were consistent for BMC and lean mass, and in age- and sex-adjusted models. Effects were 
observed across the whole cohort irrespective of season of birth. Maternal-child interactions were observed, with a 
greater effect size among children with low milk intake and low levels of physical activity. Child weight, height, and 
body mass index (BMI) were similar by maternal randomization group. These findings suggest a sustained beneficial 
effect of maternal vitamin D supplementation in pregnancy on offspring aBMD at age 4 years, but will require 
replication in other trials. 
 
 
Int J Womens Health. 2022 Jul 15;14:913-929. doi: 10.2147/IJWH.S288070. eCollection 2022. 
Contraception During Perimenopause: Practical Guidance 
Giovanni Grandi 1, Pierluigi Di Vinci 2, Alice Sgandurra 1, Lia Feliciello 1, Francesca Monari 1, Fabio Facchinetti 1 
Climacteric is by no means in itself a contraindication to safe contraception. On the contrary, there are several conditions 
related to the perimenopause that could benefit from the use of modern contraceptives, mainly hormonal, with the goals 
of avoiding unintended pregnancies and giving further possible benefits beyond contraception (menstrual cycle control, 
a reduction of vasomotor symptoms and menstrual migraines, a protection against bone loss, a positive oncological 
risk/benefit balance). This narrative review aims to provide practical guidance on their possible use in this particular 
life stage, both short- and long-acting reversible contraceptives, and to assist clinicians for women transitioning from 
contraception to their menopausal years, including the possible initiation of postmenopausal hormone therapy. 
Comprehensive contraceptive counselling is an essential aspect of the overall health and wellbeing of women and 
should be addressed with each such patient irrespective of age. 
 
 
Rev Med Chil. 2022 Jan;150(1):46-53. doi: 10.4067/S0034-98872022000100046. 
Risk factors for the development of osteoarthritis in middle-aged women 
Juan E Blümel 1, Sócrates Aedo 2, Eugenio Arteaga 3, María S Vallejo 4, Peter Chedraui 5 
Background: Osteoarthritis (OA) is a health problem affecting millions of individuals worldwide. Aim: To evaluate 
risk factors for hip and knee osteoarthritis (OA) in women aged 40 to 59 years. Material and methods: Analysis of a 
prospective cohort of 1159 women attending preventive health care programs and followed during 28 years. They 
underwent a clinical and laboratory evaluation from 1990 to 1993. The diagnosis of OA was retrieved from registries 
of a special program for osteoarthritis in 2020. Results: Twenty four percent of participants developed osteoarthritis 
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during the follow-up. At the beginning of the study and compared with women without OA, they were older (median 
[interquartile range or IQR]: 49.6 [8.5] and 47.2 [8.2] years respectively), had a higher body mass index (26.3 [5.3] and 
25.1 [5.3] respectively), and a higher frequency of jobs with low qualification (76 and 62% respectively). The presence 
of type 2 diabetes mellitus, chronic hypertension, a previous history of alcohol or cigarette consumption, 
postmenopausal status and lipid and glucose blood levels did not differ between women with or without OA. Cox 
regression showed a final model that incorporates body mass index (hazard ratio (HR): 1.04; 95% confidence intervals 
(CI): 1.01-1.07), age (HR: 1.05; 95% CI: 1.03-1.08) and having an unqualified job (HR: 1.88; 95% CI: 1.43-2.47) as 
risk factors for OA. Conclusions: Obesity and the type of job are the most relevant risk factors found for OD: both may 
be modified with proper care. 
 
 
J Natl Cancer Inst. 2022 Jul 20;djac112. doi: 10.1093/jnci/djac112. Online ahead of print. 
Systemic or Vaginal Hormone Therapy After Early Breast Cancer: A Danish 
Observational Cohort Study 
Søren Cold 1, Frederik Cold 1, Maj-Britt Jensen 2, Deirdre Cronin-Fenton 3, Peer Christiansen 4, Bent Ejlertsen 2 5 
Background: Women treated for breast cancer (BC) often suffer genitourinary syndrome of menopause. These 
symptoms may be alleviated by vaginal estrogen therapy (VET) or menopausal hormone therapy (MHT). However, 
there are concerns of risks of recurrence of BC and death following treatment. Methods: Our study included longitudinal 
data from a national cohort of postmenopausal women, diagnosed 1997-2004 with early-stage invasive estrogen 
receptor-positive nonmetastatic BC, who received no treatment or 5 years of adjuvant endocrine therapy. We 
ascertained prescription data on hormone therapy, VET or MHT, from a national prescription registry. We evaluated 
mortality and risk of recurrence associated with use of VET and MHT vs non-use using multivariable models adjusted 
for potential confounders. Results: Among 8461 women who had not received VET or MHT before BC diagnosis, 1957 
and 133 used VET and MHT, respectively, after diagnosis. Median follow-up was 9.8 years for recurrence and 15.2 
years for mortality. The adjusted relative risk of recurrence was 1.08 (95% confidence interval [CI] = 0.89 to 1.32) for 
VET (1.39 [95% CI = 1.04 to 1.85 in the subgroup receiving adjuvant aromatase inhibitors]) and 1.05 (95% CI = 0.62 
to 1.78) for MHT. The adjusted hazard ratios for overall mortality were 0.78 (95% CI = 0.71 to 0.87) and 0.94 (95% 
CI = 0.70 to 1.26) for VET and MHT, respectively. Conclusions: In postmenopausal women treated for early-stage 
estrogen receptor-positive BC, neither VET nor MHT was associated with increased risk of recurrence or mortality. A 
subgroup analysis revealed an increased risk of recurrence, but not mortality, in patients receiving VET with adjuvant 
aromatase inhibitors. 
 
 
Int J Older People Nurs. 2022 Jul 17;e12492. doi: 10.1111/opn.12492. Online ahead of print. 
What is the impact of daily oral supplementation of vitamin D3 (cholecalciferol) 
plus calcium on the incidence of hip fracture in older people? A systematic 
review and meta-analysis 
Preethy Manoj 1 2, Rosemarie Derwin 1, Sherly George 1 
Introduction: Hip fractures have a huge impact in reducing the quality of life and increasing mortality. This review aims 
to assess the impact of daily oral supplementation of vitamin D3 plus calcium on the incidence of hip fracture in people 
over 65 years. Methods: PRISMA guidelines were followed and RCTs that evaluated the effectiveness of daily oral 
supplementation of vitamin D3 plus calcium in preventing hip fracture in adults over 65 years were included in the 
study. The databases such  as Cochrane Library, Embase, Medline, PubMed, CINAHL, Web of Science and Scopus 
were searched from October 2019- January 2020.The Cochrane risk of bias tool was used to check the quality of the 
included studies. A meta-analysis with fixed effect model using Review Manager (Revman 5.3) was used to analyse 
the data. Results: The meta-analysis of seven RCTs on vitamin D3 plus calcium supplementation and hip fracture (n = 
12,620) identified odds ratio (OR) of 0.75; 95% Confidence interval (CI): 0.64, 0.87; p = .0003. Daily oral 
supplementation of 800 IU of Vitamin D3 plus 1200 mg of calcium was found more effective (n = 5676 participants; 
OR = 0.69; 95% CI: 0.58, 0.82; p < .0001) than daily oral supplementation of 800 IU of Vitamin D3 plus 1000 mg of 
calcium (n = 6555, OR = 1.08; 95% CI: 0.74, 1.56; p = .70) in reducing hip fracture. A meta-analysis of the seven RCTs 
to identify the incidence of non-vertebral fracture gave the OR of 0.80; 95% CI: 0.72, 0.89; p < .0001. A meta-analysis 
of three RCTs on femoral neck bone mineral density (BMD) (n = 483) gave a mean difference of 1.21; 95% CI: -0.79, 
3.20; p = .24. Conclusion: Daily oral supplementation 800 IU of vitamin D3 plus 1200 mg of calcium reduces hip 
fracture and non-vertebral fracture in older people. Administering vitamin D3 and calcium supplements had no effect 
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in increasing the femoral neck BMD. Implications for practice: Even though it is evident from the review that optimal 
daily intake of vitamin D3 plus calcium supplementation help in the prevention of fracture, it is only one essential 
element in fracture prevention. Also, people who are on dietary supplements should be compliant with same for better 
result. Efforts to prevent bone loss and osteoporosis should begin from an early age. It includes maintaining a healthy 
lifestyle, optimal intake of calcium and vitamin D3, proper nutrition, adequate exposure to sunlight, exercise etc. Proper 
education on healthy lifestyle, avoiding risk factors like smoking, caffeine, alcohol and awareness of bone health should 
continue throughout life with emphasis during menopause when increased bone loss is expected. 


