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Int J Cardiol. 2016 Apr 15;215:232-237. doi: 10.1016/j.ijcard.2016.04.088. [Epub ahead of print] 

Adverse cardiovascular effects of nitrogen-containing bisphosphonates in patients 

with osteoporosis: A nationwide population-based retrospective study. 
Wang JC, Chien WC, Chung CH, Liao WI, Tsai SH. 

BACKGROUND: Bisphosphonates (BPs) are a class of medications used for the treatment of osteoporosis. Nitrogen-

containing BPs (N-BPs) are more potent than non-nitrogenous BPs in terms of their effects on osteoporosis. We examined 

the effects of N-BPs on osteoporosis in patients included in a large population-based cohort study. METHODS: Based on 

the National Health Insurance Research Database of Taiwan, we identified 1258 patients with osteoporosis who had 

received N-BP treatment from 2005 through 2010. RESULTS: During the retrospective observation period, N-BP users had 

significantly higher incidence rates of hypertension, acute ischemic stroke, atrial fibrillation (Af), and congestive heart 

failure (CHF), and lower rates of hyperlipidemia than patients who did not use N-BPs. Overall, N-BP users had a higher 

incidence of cardiovascular events at the end of the follow-up period. After adjustment for age, sex, and comorbidities, the 

risk of developing cardiovascular events was significantly high for patients using N-BPs. Patients who received N-BP 

therapy also had a higher risk of Af and CHF than those who did not during the five-year follow-up period. CONCLUSION: 

We provide evidence that patients with osteoporosis using N-BP therapy have an increased risk of CHF and Af. This 

potential risk should be weighed against the reduction in the risk of osteoporotic fractures. 

Nota: Bifosfonatos nitrogenados: Alendronato, risedronato, pamidronato, ibandronato y zolendronato. 

 

 

PLoS One. 2016 Apr 28;11(4):e0152765. doi: 10.1371/journal.pone.0152765. eCollection 2016. 

Association of Baseline Depressive Symptoms with Prevalent and Incident Pre-

Hypertension and Hypertension in Postmenopausal Hispanic Women: Results from 

the Women's Health Initiative. 
Zambrana RE, López L, Dinwiddie GY, Ray RM, Eaton CB, Phillips LS, Wassertheil-Smoller S. 

BACKGROUND: Depression and depressive symptoms are risk factors for hypertension (HTN) and cardiovascular disease 

(CVD). Hispanic women have higher rates of depressive symptoms compared to other racial/ethnic groups yet few studies 

have investigated its association with incident prehypertension and hypertension among postmenopausal Hispanic women. 

This study aims to assess if an association exists between baseline depression and incident hypertension at 3 years follow-up 

among postmenopausal Hispanic women. METHODS: Prospective cohort study, Women's Health Initiative (WHI), 

included 4,680 Hispanic women who participated in the observational and clinical trial studies at baseline and at third-year 

follow-up. Baseline current depressive symptoms and past depression history were measured as well as important correlates 

of depression-social support, optimism, life events and caregiving. Multinomial logistic regression was used to estimate 

prevalent and incident prehypertension and hypertension in relation to depressive symptoms. RESULTS: Prevalence of 

current baseline depression ranged from 26% to 28% by hypertension category and education moderated these rates. In age-

adjusted models, women with depression were more likely to be hypertensive (OR = 1.25; 95% CI 1.04-1.51), although 

results were attenuated when adjusting for covariates. Depression at baseline in normotensive Hispanic women was 

associated with incident hypertension at year 3 follow-up (OR = 1.74; 95% CI 1.10-2.74) after adjustment for insurance and 

behavioral factors. However, further adjustment for clinical covariates attenuated the association. Analyses of psychosocial 

variables correlated with depression but did not alter findings. Low rates of antidepressant medication usage were also 

reported. CONCLUSIONS: In the largest longitudinal study to date of older Hispanic women which included physiologic, 

behavioral and psychosocial moderators of depression, there was no association between baseline depressive symptoms and 

prevalent nor incident pre-hypertension and hypertension. We found low rates of antidepressant medication usage among 

Hispanic women suggesting a possible point for clinical intervention. 

 

 

Oncotarget. 2016 Apr 22. doi: 10.18632/oncotarget.8940. [Epub ahead of print] 

Dietary fat intake and ovarian cancer risk: a meta-analysis of epidemiological 

studies. 
Qiu W, Lu H, Qi Y, Wang X. 
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Observational studies assessing the association of dietary fat and risk of ovarian cancer yield discrepant results. Pertinent 

prospective cohort studies were identified by a PubMed search from inception to December 2015. Sixteen independent case-

control and nine cohort studies on dietary fat intake were included, with approximately 900,000 subjects in total. Relative 

risks (RRs) with 95% confidence intervals were pooled using a random effects model. Heterogeneity, sensitivity analysis 

and publication bias were assessed; subgroup analysis and analysis stratified by EOC histology were conducted. The 

reported studies showed a significant increase of ovarian cancer risk with high consumption of total-, saturated-, and trans-

fats, while serous ovarian cancer was more susceptible to dietary fat consumption than other pathological subtypes. No 

evidence of positive association between dietary fat intake and ovarian cancer risk was provided by cohort studies. 

Menopausal status, hormone replacement therapy, body mass index (BMI), and pregnancy times, modified the objective 

associations. In conclusion, the meta-analysis findings indicate that high consumption of total, saturated and trans-fats 

increase ovarian cancer risk, and different histological subtypes have different susceptibility to dietary fat. 

 

 

Biopsychosoc Med. 2016 Apr 26;10:12. doi: 10.1186/s13030-016-0066-4. eCollection 2016. 

Depressive symptoms are associated with oxidative stress in middle-aged women: a 

cross-sectional study. 
Hirose A, Terauchi M, Akiyoshi M, Owa Y, Kato K, Kubota T. 

BACKGROUND: Oxidative stress is known to be a factor in various diseases. In this study, we investigated whether 

physical and psychological symptoms of menopause, cardiovascular parameters, body composition, and lifestyle factors are 

associated with oxidative stress in middle-aged women. METHODS: This cross-sectional study used baseline data collected 

in a previous study that examined the effects of a dietary supplement on a variety of health parameters in 95 women aged 40 

to 60 years. Participants had been assessed for age, menopausal status, body composition, cardiovascular parameters, 

physical and psychological symptoms of menopause, and lifestyle factors. Urinary 8-hydroxy-2'-deoxyguanosine (8-OHdG) 

level, an oxidative stress marker, had also been measured. Dichotomizing 8-OHdG levels as low (≤25 ng/mg creatinine) and 

high (>25 ng/mg creatinine), we sought to identify the health parameters that are associated with high 8-OHdG level. 

RESULTS: Women with a high 8-OHdG level had lower body weight, lower body mass index, lower body fat mass, higher 

body temperature, scored higher for both anxiety and depression on the Hospital Anxiety and Depression Scale (HADS), 

and consumed more alcohol. Multiple logistic regression analysis revealed that the HADS-depression subscale (HADS-D) 

score was the sole independent contributor to high 8-OHdG level (adjusted odds ratio, 1.23 per point increase in HADS-D 

score; 95 % confidence interval, 1.06-1.45). CONCLUSION: Depressive symptom score was shown to be independently 

associated with high 8-OHdG level in middle-aged women, suggesting a link between mood disorder and oxidative stress. 

 

 

Gynecol Endocrinol. 2016 Apr 27:1-4. [Epub ahead of print] 

Safety and comfort of long-term continuous combined transdermal estrogen and 

intrauterine levonorgestrel administration for postmenopausal hormone 

substitution - a review. 
Wildemeersch D. 

OBJECTIVE: To review the endometrial safety and patient acceptability of long-term use of continuous transdermal 

estrogen substitution combined with intrauterine release of levonorgestrel (LNG) in postmenopausal women. DESIGN: 

One-hundred and fifty-three women who utilized the regimen for 2 IUD cycles were followed-up for a period of 10 years. 

Histology of the endometrium was evaluated at the end of this period to assess endometrial safety and the acceptability of 

the method was assessed based on the replacement rate of the LNG-IUS and continuation of ET. RESULTS: The regimen, 

administered over a 10-year period, was very well tolerated and the IUD was retained well and no expulsions occurred. The 

dominant endometrial histologic picture was that of inactive endometrium characterized by glandular atrophy and stroma 

decidualization (Kurman classification 5b). No cases of endometrial hyperplasia were found. CONCLUSION: The low 

systemic absorption of LNG could be desirable, thus allowing for maximization of the beneficial effects of ET on organ 

tissues (e.g. cardiovascular tissues and breast). Repeat LNG-IUS is associated with high patient satisfaction. If started 

before the age of 60, this regimen could be advised for lifelong prevention of cardiovascular disease and other prevention 

measures. The LNG-IUS was shown to effectively oppose the secondary effects of systemic estrogen on the endometrium 

tissue resulting in strong suppression during the entire period of EPT. 

 

 

Menopause. 2016 Apr 13. [Epub ahead of print] 

Efficacy of vaginally applied estrogen, testosterone, or polyacrylic acid on vaginal 

atrophy: a randomized controlled trial. 
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Fernandes T, Costa-Paiva LH, Pedro AO, Baccaro LF, Pinto-Neto AM. 

OBJECTIVE: Vaginal atrophy is a common chronic condition among postmenopausal women that can affect their quality 

of life. Recent studies have evaluated new treatment alternatives for vaginal atrophy; however, few therapeutic options have 

been thoroughly evaluated. This study aimed to compare the effectiveness and adverse effects of estrogen, testosterone, 

polyacrylic acid, and placebo lubricant for the treatment of postmenopausal women with vaginal atrophy. METHODS: We 

conducted a randomized clinical trial with 80 postmenopausal women aged between 40 and 70 years who were being 

followed up at the Menopause Clinic of CAISM UNICAMP between November 2011 and January 2013. Women were 

randomly assigned to topical vaginal treatment with estrogen, testosterone, polyacrylic acid, and placebo lubricant, three 

times a week for 12 weeks. We used the vaginal maturation index, pH, vaginal health score, vaginal flora, laboratory tests, 

and ultrasound to evaluate changes of vaginal atrophy at baseline and after 6 and 12 weeks of treatment. RESULTS: After a 

12-week treatment with topical estrogen and testosterone compared with the lubricant, an increased percentage of 

participants had vaginal pH less than 5, increased vaginal score, and an increase in the number of lactobacilli. Treatment 

with topical estrogen improved the vaginal maturation index and showed increased levels of estradiol in three women. No 

changes were observed in the endometrial evaluation of all treatment groups. CONCLUSIONS: After a 12-week treatment 

with testosterone and estrogen compared with placebo lubrication, there was a significant improvement in vaginal trophism 

in postmenopausal women with vaginal atrophy. 

 

 

Kardiol Pol. 2016 Apr 26. doi: 10.5603/KP.a2016.0053. [Epub ahead of print] 

Thickening of the epicardial adipose tissue can be alleviated by thyroid hormone 

replacement therapy in patients with subclinical hypothyroidism. 
Sayin I, Erkan AF, Ekici B, Kutuk U, Corakci A, Tore HF. 

BACKGROUND AND AIM: Subclinical hypothyroidism (SCH) is a common disorder which has adverse cardiovascular 

effects. Epicardial adipose tissue (EAT), a novel marker of cardiovascular risk, is increased in SCH. We aimed to 

investigate whether L- thyroxine treatment can reverse the thickening of EAT in SCH. METHODS: Forty-four patients with 

SCH and 42 euthyroid control subjects were included. EAT thickness was measured using transthoracic echocardiography 

at baseline and after restoration of the euthyroid status with 3 months of L-thyroxine treatment. RESULTS: At baseline, 

mean EAT thickness was significantly greater in the SCH group when compared to the control group (6.3±1.7 mm vs. 

4.1±0.9 mm, respectively, p<0.001). There was a significant positive correlation between baseline serum TSH level and 

EAT thickness in the SCH group. There was a significant reduction in mean EAT thickness in response to L-thyroxine 

treatment (6.3±1.7 mm vs. 5.1±1.4 mm, p<0.001). The decrease in EAT thickness after L-thyroxine treatment when 

compared to baseline (ΔEAT) significantly correlated to the difference in TSH levels before and after treatment (ΔTSH) 

(r=0.323, p=0.032). CONCLUSIONS: EAT thickness is increased in patients with SCH. This thickening was alleviated with 

restoration of the euthyroid status with L-thyroxine treatment in our study population of predominantly male, relatively 

older subjects with greater baseline EAT thickness.  


