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Obesità

Linee guida 2015-2016



Chirurgia bariatrica

Linee guida 2016



Compared to normal weight women, obese women have a different

pill pharmacokinetics associated to a  greater activity of the 

hypotalamic-pituitary-ovarian axis.

Obesità e farmacocinetica



Obesità ed efficacia



59,510 women observed between 2000 and 2005 in Europe

Obesità ed efficacia (EURAS-

OC)



Efficacy of oral contraceptives (EPs or Ps) is similar in obese women 

when the recommended regimen is followed.

Obesità ed efficacia 

Systematic Review 2016



Although obese women had lower EE levels during vaginal ring use, they had excellent

suppression of ovarian follicle development, similar to normal weight women. This

predicts that ring effectiveness will be similar in women with a BMI up to 39.9. The

lower serum EE levels in the obese women may explain the greater reported bleeding

or spotting days.

Anello vaginale



Patch



Grandi G, Cagnacci A & Volpe A. 

Exp Opinion Drug Metab Toxicol 2014;10:1-10

Impianto ETN



• I criteri NCEP: ATP III (National Cholesterol Education Program: Adult Treatment Panel III) 2005 per la sindrome metabolica 

sono i seguenti: presenza di 3 o più dei seguenti criteri:

- Obesità addominale (circonferenza vita: uomini >102 cm, donne >88 cm)

- Ipertrigliceridemia (>150 mg/dl), oppure trattamento farmacologico in atto per ipertrigliceridemia

- Basso colesterolo HDL (uomini <40 mg/dl, donne <50 mg/dl), o terapia farmacologica specifica

- Iperglicemia (a digiuno >100 mg/dl) o terapia farmacologica specifica, o precedente diagnosi di diabete mellito di tipo 

2

- Ipertensione arteriosa (>130 mmHg di sistolica e >85 mmHg di diastolica), oppure trattamento farmacologico in atto

Sindrome metabolica



Grandi G, Cagnacci A & Volpe A. 
Exp Opinion Drug Metab Toxicol 
2014;10:1-10

Come sono cambiati i 

contraccettivi ormonali



Problema senza risoluzione in 

contraccezione combinata?

Estrogeno Progestinico

Potenza 

estrogenica

Potenza 

androgenica

Rischio tromboembolico

Rischio arterioso

Metabolismo glico-lipidico



L’estradiolo in contraccezione ormonale



Fruzzetti F et Bitzer J. 

Review of clinical experience with estradiol  in 

combined oral contracepives. 

Contraception 2010;81:8-15

Estradiolo ed estradiolo valerato



Relative potency of estrogens

Estrogen FSH SHBG CBG Angiotensinogen

17-E2 1 1 1 1

EE 120 600 500 350
Fruzzetti F & Bitzer J. 

Review of clinical experience with estradiol  in 

combined oral contracepives.

Contraception 2010;81:8-15

Impatto epatico



Endrikat J et al. Contraception 2008; 78: 218-25 

Wiegratz I et al. Contraception 2004; 70: 97-106

Biological effect E2V effect versus EE effect

Suppression of FSH and 
ovulation inhibition

E2V 2mg = EE 20 μg 

Endometrial stimulation E2V 2mg = EE 20 μg 

Maturation of vaginal
epithelium cells

E2V 2mg slightly > EE 20 μg

Effetto biologico di EE vs E2



Ipertrigliceridemia

Basso HDL

Iperglicemia



COC e metabolismo glico-lipidico

- The effect of a COC on lipid metabolism depends upon the relative 

balance between the estrogen and androgen activity of the compound. 

Estrogen-balanced COCs tend to decrease LDL-cholesterol and to increase 

HDL-cholesterol and triglycerides. The opposite occurs with androgen-

balanced COCs. 

- COCs with androgenic progestins are also believed to reduce insulin 

sensitivity (SI).

Wahl P et al.

Effects of estrogen/progestin potency on lipid/lipoprotein cholesterol. 

N Engl J Med 1983; 308:862-7



Attività anti-androgenica dei 

progestinici



E2V-DNG vs EE/LNG e metabolismo lipidico

Junge et al, Clin Drug Investig 2011;31:573-84



Gynecol Endocrinol 2014;30:676-80

E2V/DNG vs EE/CMA e metabolismo lipidico



Metabolic and of Estradiol, Open-Label, 

Wolfgang Junge

,

De Leo V et al,
Contraception 2013:88;364-368

HOMA-IR

E2V/DNG e metabolismo glucidico
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Grandi G et al, 
Gynecol Endocrinol 2014;30:676-80



Ipertensione

https://www.google.it/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjG4Mu-h83TAhUKsxQKHYNwDekQjRwIBw&url=http%3A%2F%2Fwww.medicalnewstoday.com%2Farticles%2F270644.php&psig=AFQjCNEedQ3t5qqKQ__I4K5T2iWhGhC_jg&ust=1493671867485912


Farley TMM et al. Hormonal contraception and risk of 

cardiovascular disease. Contraception 1998; 57: 211-230

Versante venoso
- Trombosi venosa profonda

- Trombo-embolismo 

Versante arterioso
- Ictus trombotico

- Infarto del miocardio

Rischio cardiovascolare



Estrogeni di sintesi e PA



Estrogeni – Progesterone e regolazione PA

Ethinyl-estradiol



Cagnacci A et al, 
Contraception 2013;88:539-43

PA e anello vaginale



Cagnacci A et al, 
Contraception 2013;
88:413-17

PA e EE/DRSP COC



No modification

No modification
Grandi G et al, 
Contraception 2014;90:529-34

PA e E2V/E2 COC



PA e E2V/DNG vs E2/NOMAC

Grandi G et al, 
Contraception 2014;90:529-34



Pressione arteriosa ed evoluzione estrogenica

Grandi G, Napolitano A, Cagnacci A.  
Exp Opinion Drug Metab Toxicol 2016



COCs ed emostasi

Lete I et al, Eur J Contracept Reprod 
HealthCare 2015; 2015;20:329-43.



Lete I et al, Eur J Contracept Reprod HealthCare 2015;20:329-43.

E2 e markers procoagulativi





INAS-SCORE



INAS-SCORE
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INAS-SCORE Efficacia contraccettiva



E2V/DNG e transizione menopausale

Paoletti A et al, Gynecol Endocrinol 2016;32:61-4



Reprod Sciences 2015;22:626-32

Endometriosi – Dolore pelvico



Endometriosi  

Qualità di vita

Reprod Sciences 2015;22:626-32



Dienogest ed effetto anti-infiamatorio

Inflamm Res 2016;65:183-192



E2-NOMAC 

Vs E2V/DNG 

2012-2017?

Grandi G, Facchinetti F.
News of Women’s Health 2016;dicembre



Estradiolo naturale:

Una possibile soluzione del problema

Estrogeno Progestinico

Potenza 

estrogenica

Potenza 

androgenica

Rischio tromboembolico

Rischio arterioso

Metabolismo glico-lipidico
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