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–Molecole 

–Formulazioni 

–Vie di somministrazione 

 

 

PERSONALIZZAZIONE 

Tollerabilita`, sicurezza , 
compliance ed  efficacia 

contraccettiva 
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VAGINAL RING:THEORY 

Long acting contraceptive "user controlled”  

Capability of  vaginal epithelium to absorb 

steroids 

Avoiding gastrointestinal absorption and 

hepatic first pass metabolism  

Slow diffusion at constant rate 

Greater bioavailability and lower dose 

15 μg EE /   120 µg etonogestrel   
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Individual variation in pill-users 

• Absorption 

• Metabolism (gut and liver) 

• Degree of binding to 
transport proteins (SHBG) 

• Re-absorption by the 
large-bowel flora 

• Target organ sensitivity 

 

PILL 
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  Diffusion (at constant rate) 
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GI Tract and hormones   

• Estrobolome and diet 

• Breast are bigger than in the 
past 

• Increase of Breast cancer 

• Increase of infertility 

• Estrogens and gut 

• Microbes are the 
“switchers” that 
determine whether the 
estrogen goes out of the 
body or is reabsorbed  
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Advantages of  slow release system of  

administration 

Greater biovailability and lower dose 
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COMPLIANCE ? 
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Vaginal route: 
PMS ? 
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Sindrome premestruale e disturbo disforico  
premestruale 

L’uso di qualsiasi 
contraccettivo 
ormonale e’ 

associato 
 ad una 

significativamente 
piu’ bassa  
prevalenza  
 di sintomi 

premestruali 
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Progestinico  a azione anti-mineralcorticoide 

            azione anti-androgenica 

            azione positiva a livello centrale 

• Bassa dose della componente estrogenica 

•  Persistente inibizione delle fluttuazioni degli  

steroidi ovarici ( regime di  somministrazione ) 

  

Preferibili associazioni con…. 
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• Gut microbes are involved 
in early brain development 
(brain-gut interaction) 

• Gut neurotransmitter 
serotonin involved in 
learning, mood and sleep 

• Neuroendocrine cells in 
gut produce 80% of 
serotonin and gangliosides 

• Bacteria are talking to 
these neuroendocrine 
cells 
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Vaginal route: 
STI or VAGINITIS ? 
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    Hormonal contraception and HPV 

• COC as promoter for HPV-induced carcinogenesis 

• The use of  COCs for >6 years is associated with an 

increased risk of  infection with any HPV [RR 1.88] 

and any HR-HPV [PR: 2.68] as compared to never 

users 

• Women with persistent HPV, who used oral 

contraceptives for more than 5 (WHO) or 8 (RCOG) 

years, had an increased risk of  squamous-cell cervical 

cancer, compared to women with HPV who had never 

used OCs 
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Hormonal contraception and HPV 
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Local adverse events and Nuvaring 

Vaginal discharge 5.3% 

Vaginitis 5.0% 

Device-related events 3.8% 

Treatment-related Adverse event 

Vaginal discomfort 2.2% 

Roumen et al, Hum Reprod, 2001;16:469–75 
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disegno di 
studio 

materiali & 
metodi 

risultati discussione conclusioni 
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Vaginal Route: 
PCOS ? 
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Acne /  iperandrogenismi  

 Iperandrogenismo  

 in paziente con sindrome 
metabolica 

Sindrome metabolica 
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Tutte le associazioni  OC sono capaci di 

           Ridurre/sopprimere  
Iperandrogenismo biochimico 

           Aumentare SHBG 

Alcune associazioni  OC  contengono 
Progestinici ad azione antiandrogena specifica  

Ciproterone acetato  
Drospirenone 
Dienogest 
Clormadinone acetato  
Norelgestromina 
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Contraception and diabetes 

• Diabetogenic effect of  hormonal 

contraception 
– EE responsible for insulin resistance 

– Progestins are associated with changes in the 

insulin half-life and increased insulin response 

to glucose 

• The most androgenic progestins 

may be associated with impaired 

glucose tolerance and increased 

insulin resistance 

• Thrombotic risk 
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• Progestin-only formulations or COC with 

desogestrel or low-dose norethisterone were 

associated with the most favorable profiles 

(Godsland,1992) 

• No changes with transdermal therapy 

(Godsland,1993) and NOMAc (less impact 

than second-generation COC)  

• Vaginal contraception has favorable 

effect on carbohydrate metabolism 

than the oral route (Cagnacci,2009) 

 

Carbohydrate metabolism  
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PIU RISCHIOSA ? 
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Possibile  minor rischio per i progestinici a  minor  impatto 
androgenico 

Dati su associazioni con progestinico di 2° e 3° 
generazione 

Rischio  patologia   arteriosa  nelle COC users  

Dosaggio estrogenico < 30 mcg   

Eta`, fumo, ipertensione, emicrania, 

profilo lipidico, diabete 

POP / IUD LNG e no rischio arterioso 
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The relative risk of thrombotic stroke in current users of 

different types of hormonal contraception according to 

estrogen dose, progestin type and route of administration. 
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Rischio  tromboembolico venoso nelle COC users  

Possibile  minor rischio per i progestinici a  maggior 
impatto androgenico  ( LNG ) 

Non ancora disponibili dati per associazioni con E2V ed E2 
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The relative risk of venous thromboembolism in current 

users of different types of hormonal contraception 

according to estrogen dose, progestin type and route of 

administration 
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Nuvaring un passo indietro? 

 
"NuvaRing Update: October 2011 
FDA Study Finds Increased Risk Of 

Pulmonary Embolism (PE) And 
Deep Vein Thrombosis (DVT)” 
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Differenze nel disegno degli studi 
epidemiologici 

 Studio Danese: studio su database retrospettivo (2001-2010) con solo la all-
user analisi. COC comparatori contenenti Levonorgestrel. Nessuna 
informazione su BMI, fumo, storia familiare.  

 
 StudioTASC: studio  prospettico osservazionale di coorte: tutte le 33.000 

donne incluse nello studio sono “new users”(starters e re-starters and 
recurrent users). Diversi COC comparatori. Informazioni su tutti i rilevanti 
fattori di rischio TEV. 
 

 Studio FDA: studio su database retrospettivo con new-user analisi (solo le 
starters, n=573,680 ) ) tra gennaio 2001 e dicembre 2007 . COC a base di 
DRSP, Cerotto transdermico, Nuvaring comparati con diversi COC di II 
generazione: Nessuna informazione su BMI, fumo, storia familiare. 
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RISKY MINIMIZED 
 BY PRESCRIBING  

SAFER choice  
TO “SAFER” WOMEN  

AND  
GOOD MONITORING 
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Tratto da Guillebaud and  MacGregor, Contraception 6°edition 2013 Elsevier Ltd FDS 



contraccettiva 

Possibilità di uso come terapia 

Prescrizione come momento di Educazione alla sessualità  

CONQUISTA IRRINUNCIABILE 

Possibilità di uso continuativo 

CONQUISTA RISCHIOSA ? 
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