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CIN TREATMENT OPTIONS

EXCISION ABLATION 



Tipi di Trattamenti

 TRATTAMENTI DEMOLITIVI

❖ Isterectomia

❖ Trachelectomia

 TRATTAMENTI CONSERVATIVI

❖ Conizzazione a lama fredda

 TRATTAMENTI ULTRA-CONSERVATIVI

❖ Crioterapia

❖ Diatermocoagulazione

❖ Radiofrequenza

❖ LEEP/LLETZ

❖ Laserconizzazione

❖ Laservaporizzazione



SCOPO DEL TRATTAMENTO
 Rimozione delle lesioni CIN2-3 per 

ridurre il rischio di progressione a 

carcinoma invasivo della cervice 

uterina

 Asportazione o distruzione della
zona di trasformazione, ove si

sviluppano prevalentemente le

lesioni pre-tumorali cervicali

 Identificazione di lesioni micro-

invasive o già invasive sottese alle

lesioni squamose intraepiteliali



 Natura della lesione

 Estensione della lesione

 Tipo di zona di 

trasformazione

COME SCEGLIERE IL TRATTAMENTO 



Trattamenti ablativi o 

escissionali
Trattamento escissionaleTrattamento ablativo

 Zona di trasformazione interamente visibile 
(colposcopia soddisfacente)

 No sospetto di malattia micro- o invasiva

 No sospetto o diagnosi di anomalie 
ghiandolari

 Corrispondenza cito-istologica

 Zona di trasformazione non interamente 

visibile (colposcopia non soddisfacente)

 Sospetto di malattia micro- o invasiva

 Sospetto o diagnosi di anomalie ghiandolari

 Discordanza cito-istologica



IL TRATTAMENTO IDEALE….ESISTE ? 

❖ Possibilità di eradicare la lesione, riducendo il 

tasso di persistenza, progressione e recidiva

❖ Possibilità di ottenere un unico pezzo istologico 

con margini valutabili e minimi artefatti

❖ Possibilità di mantenere nuova GSC visibile al 

follow-up

❖ Ridurre eventi avversi (dolore, emorragia primaria 

e secondaria, infezioni, lesioni organi adiacenti, 

stenosi cervicale)

❖ Limitare durata del trattamento e discomfort della 

paziente (es. procedura ambulatoriale in 

anestesia locale)

❖ Preservare fertilità e ridurre complicanze ostetriche

❖ Rapporto costo-efficacia 



The overall risk of residual or recurrent CIN 2+ :  6,6% ( 95% CI 4,9-8,4)

The risk increases with positive excision margins in comparison to 

the negative resection margins ( relative risk 4,8, 95 % CI 3,2- 7,2)

Arbyn et al., Lancet Oncology 2017



RECCURENT DISEASE???

HOW TO PREDICT?

HOW TO PREVENT?



RECURRENT DISEASE

Treatment failure (inadequate treatment of pre cancerous lesions)  

HR HPV infection persistence ( incomplete removal of HPV infections)

Re- infection with a new HR HPV type

Persistence of another HPV type ( not related with the primary cervical lesion)

Autoinfection from a different locus, including re-infection with persistent HPV infection of the vagina 

Tachezy et al., 2006; Bosch et al 1995



PREVENTION OF RECURRENTS



IS VACCINE 

EFFECTIVE? 



2018



VACCINATION AFTER 

TREATMENT?



(Joura E, BMJ , 2012)

From retrospective analysis of data, in 3,6 years, a total of 587 
vaccine and 763 placebo recipients underwent cervical surgery; 
vaccination was associated with a significant reduction in risk 
of any subsequent high grade disease of the cervix by 64.9%.

35.2% reduction  of new case of GW, VIN e VAIN (genital warts, 
vulvar intraepithelial neoplasia, or vaginal intraepithelial 

neoplasia ) after surgical treatment. 

Previous vaccination with quadrivalent HPV vaccine among 
women who had surgical treatment for HPV related disease 

significantly reduced the incidence of subsequent 

HPV related disease.



Gynecologic Oncology 130 (2013) 264–268



27(7.2%)9(2.5%)



HILDESHEIM A et al

Among treated women, 34.1% had oncogenic infection and 1.6% had 

cervical intraepithelial neoplasia 2+ detected after treatment, 

respectively, and of these 69.8% and 20.0% were the result of new 

infections. We observed no significant effect of vaccination on rates 

of infection/lesions after treatment.

HPV 16/18

HPV 13/35/45 L SIL + HSIL + CIN 2+

VACCINATION

7,6

5,7 0 0 0

CONTROL

18

21 6,1 2,7 0



Garland S, Int. J. Cancer: 139, 2812 (2016)





OC 04-06:  

SPERANZA STUDY: PRELIMINARY RESULTS OF HPV  VACCINATION  AFTER LOOP 

ELECTROSURGICAL EXCISION  PROCEDURE  FOR CERVICAL INTRAEPITHELIAL NEOPLASIA

A. Ghelardi, P. Bay, A. Tonetti, A.F. Ragusa - Azienda USL Toscana nord ovest   (Italy)

From a total of 398 enrolled patients we present data of women undergoing at

least 6 months follow up period. The median follow up time was 27 months. 

Women were equally assigned to the 2 groups; 

11 out  of 162 patients in control group developed a cervical recurrence (6%)

while 2 out  of 162 vaccinated women recurred (1%).

The rate of recurrence was significantly higher in the control group, 

with a p=0.0199 by Pearson's chi squared test

CONCLUSION: Our preliminary results indicate that quadrivalent HPV vaccination after LEEP  

treatment for CIN may be useful in preventing recurrence of the disease. HPV vaccination could 

prevent subsequent new infection and prevent reinfection of the same variant  virotype.

METHODS: All women aged less than 46 years treated for CIN2+ were enrolled in a case-control prospective study. 

Case group received HPV quadrivalent vaccine post LEEP while control group was submitted to follow up alone. 



Gynecologic Oncology

Vaccination Follow-Up



IL TASSO DI RICORRENZA DI CIN2+ È STATO 

SIGNIFICATIVAMENTE PIÙ ALTO NEL 

GRUPPO 

DI CONTROLLO

6,4% vs 1,2% 

(p=0.0112 by Pearson's chi squared test)

CLINICAL EFFECTIVENESS CONTRO LE 

RICORRENZE DI CIN2+

81,2% (95% CI: 34,3%-95,7%)

a 4 anni dal trattamento chirurgico, 

indipendentemente dal tipo di HPV
Ghelardi A et al. SPERANZA project: HPV vaccination after treatment for CIN2+. 

Gynecol Oncol. 2018 Sep 6.





HPV incidence in women falls with age

Previously cleared infection provides at least some protection

against reinfection

Unclear whether vaccination could also prevent reactivation of latent, 

previously acquired infection and subsequent disease



Women after local treatment remain a high-risk group : 

 recurrence rate for high-grade preinvasive disease can be as high as 5 -10%

 risk of invasive cervical cancer in these women remains two- to four-fold higher than that 
in the general population.

 Because these patients have an increased risk for other HPV related  disease and cancer, 
vaccination can be  offered on an individual basis

 a randomised controlled trial: the NOVEL trial will start recruitment in 2019

E A. Joura , M Kyrgiou , F X. Bosch , V Kesic , P Niemenen , C  WE. Redman,  M 

Gultekin



(2/2019)



CONCLUSIONS

▪ Primary target population for vaccination against HPV 

is adolescents and young people under 25 years of age; 

• Large, prospective, randomized placebo controlled

studies are required to clarify the effectiveness and 

cost-effectiveness of offering vaccination to women

after treatment for CIN



GRAZIE



2018

 Trattamento della CIN e vaccinazione



Population – level impact and herd effect following the introduction of human papillomavirus 

vaccination programmes: updated systematic review and meta-analysis.

( Drolet M et al. Lancet 2019)

« ….updated systematic review and meta-analysis includes data from  60 million individuals and 

up to 8 years of post-vaccination follow up.

Results show compelling evidence of the substantial impact of HPV vaccination programmes on 

HPV infections and CIN 2+ among girls and women, and on anogenital warts diagnoses among girls, 

women, boys, and men. Additionally, programmes with multi – cohort vaccination and high 

vaccination coverage had a greater direct impact and herd effects». 



Possiamo ipotizzare, in base a recenti studi, che il vaccino sia 

efficace anche nel prevenire le recidive e le reinfezioni  nelle donne 

trattate per CIN prima della vaccinazione

OPEN QUESTION: è opportuno selezionare le pazienti già trattate che 

potrebbero trarre maggior beneficio dalla vaccinazione

E quali test utilizzare? 

- Citologia negativa?

- HPV test negativo?

- HPV genotipizzazione 16-18 ?

A quale distanza dal trattamento eseguire la 

prima dose di vaccinazione?

CONCLUSIONI



• La vaccinazione HPV è raccomandata  comunque, anche se in regime di 

compartecipazione alla spesa,  per tutte le donne fino alla massima età  indicata 

in scheda tecnica.

• E’ infatti dimostrato che, pur in presenza di lesioni HPV correlate, e anche se il 

vaccino non ha proprietà terapeutiche su lesioni già presenti, tuttavia anche le 

donne già infettate da un tipo di HPV vaccinale beneficiano della protezione nei 

confronti dei tipi di HPV dai quali non sono state  infettate. 

• E’ epidemiologicamente dimostrato che la probabilità che una donna sia infettata 

da  tutti i tipi di HPV vaccinali è così bassa da non giustificare un  controllo dello 

stato di infezione prima della vaccinazione, che pertanto risulta sempre indicata 

nell’ottica della protezione individuale

• Inoltre, in caso di superamento di infezione da un tipo di HPV vaccinale, 

l’immunità naturale non garantisce la protezione dalla reinfezione dallo stesso  

tipo, mentre la vaccinazione determina una sostenuta risposta protettiva nei 

confronti delle reinfezioni

Aspetti etici e legali
Tutte le donne hanno il diritto di essere vaccinate, perché potrebbero aumentare la 

loro possibilità di prevenire il cancro cervicale, indipendentemente dal loro stato HPV 



RATIONALE IN ADULT WOMEN

ADULT WOMEN

1. The lifetime cumulative risk of HPV acquisition is 75-80% in the general

population and continues throughout a woman’s sexually active lifetime.

2. Persistence of oncogenic and non-oncogenic HPV types increased with

age.

3. Progression to moderate or severe dysplasia increased with age.

4. HPV vaccines showed to be immunogenic, safe and clinically efficacy up

to 45 yrs in naïve women.

Open question:

is natural-history of incident infection in 

adult similar as the younger?



Kang  WD, Gynecologic Oncology 130 (2013) 264–268



RATIONALE IN ADULT WOMEN

ADULT WOMEN

1. The lifetime cumulative risk of HPV acquisition is 75-80% in the general

population and continues throughout a woman’s sexually active lifetime.

2. Persistence of oncogenic and non-oncogenic HPV types increased with

age.

3. Progression to moderate or severe dysplasia increased with age.

4. HPV vaccines showed to be immunogenic, safe and clinically efficacy up

to 45 yrs in naïve women.

Open question:

is natural-history of incident infection in 

adult similar as the younger?



HUMAN PAPILLOMAVIRUS THROUGH THE AGES

 Viral persistence, rather than acquisition of new infections, 
accounts for the majority of HPV infections detected in older women. 
The likelihood of persistence  (defined as detection of the same type 
at enrollment and after 5–7 years of follow up) increased steadily 
with age, and the likelihood of testing positive for new types at 
follow-up decreased with age.

 Although persistence seems to be the predominant source of 
detectable HPV infections in older women, the Costa Rica data 
suggest that new acquisition clearly does occur (Herrero). Without 
long-term follow-up from the time of sexual debut, it is impossible to 
discern whether a newly detected infection represents new 
acquisition or reactivation of a latent infection. 

 Alternatively, Castle et al. allude to the possibility that changes in the 
cervicovaginal epithelium may enhance HPV detection in older 
women.

(R L. Winer and L A. Koutsky, JID, 2005:191) 



But….cost-effectiveness must be taken 

into account. 

 On a broader scale, cost-effectiveness of vaccination in adult women 

remains an issue, but might beimproved by changes in screening 

strategies incorporating  vaccination and HPV testing—

✓ screen and vaccinate 

✓ or vaccinate and screen strategies.

 The literature  data provide  strong evidence that the benefit of the 

HPV vaccines extends to women older than 25 years of age, supporting 

the extension of vaccination to older women as suggested by:   

HPV-FASTER.



(Bosch FX, Nat Rev Clin Oncol. 2016;13(2):119)

HPV-FASTER
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