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§ Cardiovascular Diseases are the primary cause of mortality in women.

§ Women with Ischemic Heart Disease have a persistent suboptimal treatment 
pattern, higher mortality and poorer CVD outcomes compared to men. 

Circ Res. 2016 April 15; 118(8): 1273–1293. 



Very high-Risk High-Risk Moderate-Risk Low-Risk

• Documented CVD
• DM with target organ damage
• Severe CKD
• Score > 10%

• Markedly elavated single risk factors
• DM
• Moderate CKD
• Score <10% - >5%

Score <5% - >1% Score <1%

European Hearth Journal (2016); 37: 2315–81
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Woman is better



Average years-free-of-cardiovascular
disease gained per 1 mmol/L (40 mg/dL) 
LDL cholesterol reduction in apparently
healthy persons. 







Woman is better



Woman is better?







There is evidence that a higher proportion of women, compared
to men, have a low awareness of their CVD risk and the need for 
therapeutic interventions. 
This warrants efforts to improve awareness, risk assessment, and 
treatment in women.







World Health Organization (WHO)

• Sex refers to the different biological and physiological characteristics of 
females, males, and intersex persons, such as chromosomes, hormones
and reproductive organs.

• Gender refers to the characteristics of women, men, girls and boys that are 
socially constructed. This includes norms, behaviours and roles associated
with being a woman, man, girl or boy, as well as relationships with each
other. As a social construct, gender varies from society to society and can 
change over time



Endocr Connect. 2022 Apr 22;11(4):e210537.



Higher prevalence of CVD risk factors, such as central adiposity, atherogenic dyslipidemia, 
glucose intolerance, arterial hypertension (AH) and non-alcoholic fatty liver disease
(NAFLD).
Body fat redistribution toward the male pattern of visceral adiposity. 36% more thoracic fat and 49% greater
intra-abdominal fat area. Hypertrophy of adipocyte cells, as well as increased inflammation and fibrosis. 
Upregulation of adipose tissue lipoprotein lipase activity and a lower degree of lipolysis,. Loss of 17β-estradiol
activation of estrogen receptor in neurons of the nucleus of the hypothalamus, which regulates adipose tissue
distribution.
Increased insulin resistance (up to 50%) . Estrogen acts on the liver and reduces gluconeogenesis, increases
glucose uptake in fatty tissue and muscles,. Pancreatic insulin secretion is also reduced by 50%. ERα and ER type
β promote β-cell survival. The estimated annual incidence of IGT after menopause is 6%, 
Increase of BP. The contribution of other factors, such as obesity, smoking and low physical activity should be 
taken under consideration . higher sympathetic activity Increase in the risk of AH in women with EM compared
with those with an age at menopause >45 years .Production of vasoconstrictive factors, such as endothelin and 
angiotensinogen.
Increase in total cholesterol (TC), low-density lipoprotein cholesterol (LDL-C), triglycerides (TG), and a decrease
in high-density lipoprotein cholesterol (HDL-C) . changes in apolipoprotein concentrations and their ratios
increased influx of FFA to the liver and enhance the development of NAFLD. Two-fold increased risk of NAFLD.  
In cases of obesity, it rises to 48.4%. More than 50% of postmenopausal women with T2DM suffer from NAFLD . 
The prevalence of non-alcoholic steatohepatitis is higher in those with obesity and NAFLD (14.9%).

Endocr Connect. 2022 Apr 22;11(4):e210537.



MENOPAUSE CHARACTERISTICS RELEVANT TO CVD RISK 
age at menopause 
type of menopause 
menopause stages
endogenous estradiol
menopause-related symptoms



Hypotheses
- I -

Early loss of the ovarian function: pro-
atherogenic risk profile including
activation of the RAS

-II -
Shared risk factors: age at onset of 
menopause is asssociated with a number
of loci, including the ones relevant to CVD 
(inflammatory response and oxidative
stress)

- III -
Bidirectional association:  higher total
cholesterol, blood pressure and other
cardiovascular risk factors before
menopause are associated with earlier
menopause, (Circulation. 2020;142:e506–e532.)

JAMA Cardiol. doi:10.1001/jamacardio.2016.2415





Both natural premature menopause and surgical premature menopause are 
independently associated with incident CV.







- 1 -
Il rischio cardiovascolare della donna 
è sotto-valutato, sotto-diagnosticato 
e sotto-trattato.

- 2 -
La menopausa (precoce, iatrogena) e 
le cure ormonali antineoplastiche in 
generale, aumentano il rischio 
cardiovascolare.

Quale delle due situazioni ha maggiore rilevanza clinica?
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Oxidative Medicine and Cellular Longevity Volume 2022, Article ID 5104351,
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IPERCOLESTEROLEMIA:   Indicazione all’inizio del trattamento  
e definizione dell’obiettivo terapeutico per grado di rischio
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Know Your Numbers !


