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• RATIONAL:
• Conservative management of CIN 1/LSIL and 

treatment of CIN 3 are widely accepted
• CIN 2 remains a somewhat equivocal diagnosis as 

some treatment guidelines advocate active 
surveillance for young women instead of 
immediate treatment1

– Many studies have shown high rates of regression 
for CIN 2

1Massad, 2012 ASCCP guidelines; 2Moscicki 2010; 3Fuchs 2012

2018



• To estimate the rates of:
– regression
– persistence 
– progression 
– compliance with follow-up

• in women with CIN 2 managed with active surveillance.

Aim



• 36 studies with a total of 3160 women
– 7 RCTs with suitable data in the non-experimental arm 
– 16 prospective cohorts
– 13 retrospective cohorts 

• Mean follow-up 16 months (range 3-72 months)
• Largest study 924 women, smallest 12 
– 81% of studies with less than 100 patients

• 7/36 studies included only women under the age of 25
• 18/36 studies (50%) low risk of bias

Results



Results
Main analysis

	
	 6	months	 12	months	 24	months	

Regression	 Persistence	 Progression	 Regression	 Persistence	 Progression	 Regression	 Persistence	 Progression	
	

N	of	studies	
n/N	1	

7		
139/328	

	

5		
96/278	

	

5		
42/278	

	

13		
300/628	

	

9		
110/414	

13		
131/834	

	

11		
819/1470	

	

8		
334/1257	

	

9		
282/1445	

	

Summary	%	
(95%CI;	I2)	2	

52	
(36	to	68;	

85)	

34	
(29	to	40;	

0)	

13	
(8	to	20;	

42)	

46	
(36	to	56;	

81)	

29	
(17	to	43;	

85)	
	

14	
(9	to	20;	

75)	

50	
(43	to	57;	

77)	

32	
(23	to	42;	

82)	

18	
(11	to	27;	

90)	



• >30-year-olds at 24 months
– Regression 44% (95% CI 36-52; I2 61%); 7 studies, 181/401
– Persistence  35% (95% CI 23-49; I2 83%) ; 6 studies, 108/319
– Progression 23% (95% CI 12-37; I2 89%); 6 studies, 119/412 

Results
≤30-year-olds

	

	 6	months	 12	months	 24	months	
	 Regression	 Persistence	 Progression	 Regression	 Persistence	 Progression	 Regression	 Persistence	 Progression	

N	of	
studies	
n/N	

3		
63/205	

	

3		
74/205	

	

3		
37/205	

	

6		
182/349	

	

5		
63/254	

	

6		
47/349	

	

4		
638/1069	

	

2		
226/938	

	

3		
163/1033	

	
Summary	

%	
(95%CI;	

I2)	

38	
(21-57;	
76)	

36	
(29-43;		

0)	

18	
(12-23;		

0)	

51	
(40-63;	
71)	

31	
(15-49;	
82)	

9	
(2-20;		
84)	

60	
(57-63;	

0)	

23	
(20-26;	
97)	

11	
(5-19;		
67)	



• Active surveillance of CIN 2 is justified in selected women, 
particularly if they are young, planning pregnancies, and the 
likelihood of compliance with surveillance is high
– Multidisciplinary assessment advised when considering an active 

surveillance strategy
• In cases of persistent disease beyond 2 years, treatment is 

likely to be warranted

Conclusions



• There appears to be a marked difference in CIN 2 and CIN 3 
natural histories
– Classification as histological HSIL can lead to overtreatment

• Biomarkers with predictive potential?

Conclusions



2021

To obtain an updated overview of regression, persistence, and progression rates 
of conservatively managed cervical intraepithelial neoplasia grade 1 (CIN 1) /CIN 
2/CIN 3 measures.

• 89 studies were included:
• 63 studies on CIN 1 (n = 6,080–8,767)
• 42 on CIN 2 (n = 2,909–3,830)
• 7 on CIN 3 (n = 245–351

Aim



treatment on future pregnancy outcomes that outweigh concerns
about cancer (Section E.3).

• Of note, patients with histologic HSIL (CIN 2) who have chosen
observation are recommended to receive colposcopy and HPV-
based testing at 6-month intervals (Section I.3).

E.1 Clinical Action Thresholds Leading to
Recommendation of Surveillance
Introduction. Surveillance is defined as follow-up testing at a
shorter interval than that currently recommended for routine
screening with either HPV primary testing or cotesting (5 years).
Surveillance is recommended for patients whose risk of CIN 3+
based on current test results and screening history is higher than
the risk for the general screening population, but lower than the
risk at which colposcopy is recommended. Unlike colposcopy
and treatment, which are performed as soon as possible after a
qualifying abnormal result, surveillance entails retesting at intervals
of 1 to less than 5 years. Therefore, we used the 5-year risk of
CIN 3+ as the estimated risk level when assigning surveillance
Clinical Action Thresholds. Surveillance intervals are defined
in Figure 1 and explained in detail hereinafter. Surveillance
thresholds are based on the principle of equal management for
equal risks and were designed to support current screening and
surveillance recommendations, which are generally accepted as a
reasonable balance of benefits and harms.3 In the 2012 guidelines,
intervals of 1 and 3 years were used for surveillance, with return
to routine HPV-based screening at 5 years.3 Because clinicians and
patients are familiar with these intervals, and review of evidence
did not reveal a compelling reason to change these intervals, these

intervals are retained. Note that for observation in very high-
risk patients (e.g., untreated CIN2, AIS treated with conization)
colposcopy and repeat testing at 6-month intervals is recommended.

Guideline: When patients have an estimated 5-year CIN 3+
risk of less than 0.15% based on past history and current test re-
sults, return to routine screening at 5-year intervals using HPV-
based testing is recommended (AII).

Rationale: Using the principle of equal management for equal
risk, this Clinical Action Threshold corresponds to the 5-year CIN
3+ risk after negative HPV-based screening (HPV testing or
cotesting) in the general population (see Table 1A in Egemen
et al5) for whom national guidelines recommend a 5-year re-
turn.13,14 Estimated 5-year CIN 3+ risks in the KPNC database
after a negative HPV test and cotest are 0.14% (95%CI = 0.13%–
0.15%) and 0.12% (95% CI = 0.12%–0.13%), respectively. Note
that cytology alone is never recommended at 5-year intervals.

Guideline: When patients have an estimated 5-year CIN 3+
risk of 0.15% or greater but less than 0.55% based on history
and current test results, repeat testing in 3 years with HPV-based
testing is recommended (AII).

Rationale: Using the principle of equal management for
equal risk, the 3-year return Clinical Action Threshold corre-
sponds to the 5-year CIN 3+ risk after negative cervical cytology
in the general population, for whom national guidelines recom-
mend a 3-year return.13,14 Estimated 5-year CIN 3+ risks after a
negative cytology result without HPV testing ranged from
0.33% in the KPNC population to 0.52% in the New Mexico
HPV Pap Registry, to an estimated 0.45% in the screened popula-
tion of the CDC's National Breast and Cervical Cancer Early De-
tection Program. Thus, 0.55% was considered an appropriate

FIGUR'E 1. This figure demonstrates how patient risk is evaluated. For a given current results and history combination, the immediate
CIN3+ risk is examined. If this risk is 4%or greater, immediatemanagement via colposcopy or treatment is indicated. If the immediate risk is less
than 4%, the 5-year CIN 3+ risk is examined to determine whether patients should return in 1, 3, or 5 years.

Journal of Lower Genital Tract Disease • Volume 24, Number 2, April 2020 2019 Consensus Guidelines

© 2020 The Author(s). Published by Wolters Kluwer Health, Inc. on behalf of the ASCCP. 109

2019 ASCCP Guidelines
Valutazione del Rischio

Egemen D et al.
J Low Genit Tract Dis 2020; 24:132-43.
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Gruppo di rischio 1 Gruppo di rischio 2 Gruppo di rischio 3

16 18 31 52 45 5133/58 35/39/68 56/59/66

Egemen D et al. Risk Estimates Supporting the 2019 ASCCP Risk-Based Management 
Consensus Guidelines. J Low Genit Tract Dis 2020; 24(2):132-143.

Stesso rischio  =  Stesso trattamento



TRATTAMENTI

• ABLAZIONE
• ESCISSIONE
• OSSERVAZIONE



Treatment

Overtreatment



TRATTAMENTO DELLA CIN

TRATTAMENTO DELLA DONNA AFFETTA DA CIN

↓



TERAPIA DELLA CIN

• < 25 anni
• > 50 anni
• in gravidanza
• nella donna immunodepressa



Types of intervention

1) Laser Ablation

2) Laser Conisation

3) LLETZ

4) Knife Conisation

5) Cryotherapy



Conclusions
Implications for practice

The evidence from the 28 RCTs identified 

suggests that there is no overwhelming superior 

surgical technique for eradicating cervical 

intraepithelial neoplasia.

CRYOTHERAPY appears to be an effective 

treatment of LOW GRADE disease but not of 

high grade disease



Characteristics and Morbidity

1) Duration of treatment

2) Peri-operative severe pain

3) Peri-operative severe bleeding, primary and 
secondary haemorrhage

4) Depth and presence of thermal artifact

5) Adequate colposcopy at follow-up

6) Cervical stenosis at follow-up



Laser Ablation

Laser Ablation appears to cause more peri-operative 

severe pain and perhaps more primary and secondary 

haemorrhage compared to Loop Excision



Laser Conisation

Laser Conisation takes longer to perform, requires 

grater operative training, more expensive 

investment in equipment, produces more peri-

operative pain, greater depth and severe thermal 

artefact than Loop Excision



TERAPIA  ESCISSIONALE  NEL 
TRATTAMENTO  DELLA  CIN

ESAME ISTOLOGICO SU TUTTA LA LESIONE

DIAGNOSI



METODICHE  ESCISSIONALI

•  CONIZZAZIONE  A  “LAMA FREDDA”

•  CONIZZAZIONE  LASER

•  CONIZZAZIONE  A  RADIOFREQUENZA

•  ESCISSIONE  A  RADIOFREQUENZA



TECNICA  ESCISSIONALE

•  Tecnica ambulatoriale

•  Intervento mirato

•  Tempi di guarigione rapidi

•  Buoni esiti anatomo - funzionali

•  Ottima compliance









…. Vi sono molti motivi per preferire metodi 

escissionali anziché distruttivi nel trattamento 

della CIN e per usare l’Ansa diatermica anziché 

il Laser….

      M. Anderson, 1993
(TRATTAMENTI ESCISSIONALI NEL BASSO TRATTO GENITALE, 
         
      W. Prendiville) 



RISULTATI  DEL  TRATTAMENTO

Grado CIN   N° casi   Guarigione Persistenza  Neoplasia

      I              702        660 (94%)     42 (6%)         1 Adenoca i.m. 

       II            778        735 (94,5%)     44 (5,5%)       1 Adenoca i.m

      III            520        488 (94%)        31 (6%)       30 Microinv.
                                                       4 Adenoca i.m.
                                                       4 Adenoca inv. 

 TOTALE     2000 1883 (94,3%)    117 (5,7%)             40



CARATTERISTICHE ISTOLOGICHE 
DEI CAMPIONI ESAMINATI

Lunghezza media                                                   16 mm

Percentuale di casi con endocervice interessata   80%

Interessamento endocervicale medio                 5,5 mm

Distanza media della displasia dal margine di     2 mm
resezione







RADIOFREQUENZA

ESCISSIONE

COAGULAZIONE

VAPORIZZAZIONE



Microinvasive cervical carcinoma: 
FIGO Stage IA

• Stage IA1
• Conization can be considered a 

definitive treatment as 
hysterectomy does not improve 
the outcome

• Lymph node staging is not 
indicated in LVSI-negative 
patients,  but can be considered 
in T1a1 LVSI-positive patients.

Stage IA2
• Conization alone or simple 

hysterectomy. 

• Lymph node staging should be 
performed in LVSI-positive 
patients.

Sentinel lymph node biopsy alone (without additional pelvic lymph node 
dissection) appears to be an acceptable method of LN staging.







• Squamous cell carcinoma or usual-type (HPV-related) adenocarcinoma 
• Tumor size ≤ 2 cm
• Negative pelvic lymph node status (lymph node staging should always be 

the first step) 

Fertility sparing treatment

T1a1 – T1a2

LVSI pos

LVSI neg Conization or simple trachelectomy

Radical trachelectomy (type A)

T1b1 Radical trachelectomy (type B)

Routine hysterectomy after finishing fertility plans is not necessary.



Rischio di Carcinoma cervicale e Carcinomi HPV correlati
in 20 anni di follow-up post trattamento di CIN 1-2-3

Sede del 
Carcinoma 
successivo

Rischio Assoluto Rischio Relativo
Rispetto alla Popolazione

Cervice 39
su 100.000

3 volte

Vagina 10.8 volte

Vulva 3.34 volte

Ano 5.11 volte

Kalliala Rev Syst 2020

Rischio a lungo 
termine !

58



«Teoria della cripta»
E’ probabile che il cancro derivi dal processo di 
carcinogenesi di precursori non rimossi e rimasti 
intrappolati nelle cripte, nascosti dalla placca 
termica e poi dalla metaplasia.
La citologia e la colposcopia non possono 
rilevarli.
L’ipotesi di nuovi HPV è meno probabile perché 
si dovrebbe rilevare prima la CIN

Casi
9 Carcinomi stadio da 1A1-IIIB
Insorti tra il 1997 e il 2020
Dopo 7-17 anni di Follow-up
Esclusi se comparsi nei primi < 2 anni , terapie 
ablative, no follow-up

Margini negativi
Follow-up citologico e colposcopico negativi

Raccomandazione: 
Limitare la cauterizzazione al minimo indispensabile e solo per eliminare le cripte residue
Follow-up accurato soprattutto per coni con cripte positive anche se margini negativi

2021

Ipotesi per i carcinomi a 
lungo termine , nel post 
trattamento HSIL





Le donne trattate per lesione di alto grado HSIL 
(CIN2-3) necessitano di sorveglianza dopo il 
trattamento perché sono a maggior rischio di 
ricorrenza e di carcinoma.

   Il rischio rimane a breve e a lungo termine “

61
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ENDOCERVICOSCOPIA

file:///C:%5CDocuments%2520and%2520Settings%5CRino%5CDesktop%5CCorso%2520Asti%25202006%5CCorso%2520Asti%25202005%5Cfilmati%5CENDOCERVICO+MOD.mpg


VARIABILITA’

Modificata da: 
Singer A & Monaghan JM “Lower genital tract precancer. 
Colposcopy, pathology and treatment 



ESCISSIONE CON AGO

file:///C:%5CDocuments%2520and%2520Settings%5CRino%5CDesktop%5CCorso%2520Asti%25202006%5CCorso%2520Asti%25202005%5Cfilmati%5CENDOCERVICO+MOD.mpg












CASO CLINICO

A.D.  29/04/1972   

Nel 2013  41 anni  - gennaio/luglio 2 Coniz. per CIN 3 

Nel 2013 – ottobre – H-SIL/CIN 3

Nel 2013 – dicembre - isterectomia laparoscopica
E.I.: CIN 3 sul margine esocervicale

Nel 2014 – marzo-  HSIL/VaIN 3

Nel 2014 – settembre – Escissione cupola vaginale con ago a RF 
        













EXCISION OF THE TZ
• LASER EXCISION IS EMPIRELY REASONABLE
- Expensive
- Useful for vaginal disease
- Similar success and complications profile to LLETZ, with perhaps 

an incresed risk of subsequent perinatal mortality

• W. Prendiville – Praagues 5-7 september 2013



EXCISION OF THE TZ

• LLETZ
- Usualy  an outpatient procedure
- Relatively inexpensive
- Simple to perform
- Accomodates all case of CIN and microinvasive disease and 

glandular disease
• If performed inexpertly may be associated with excess 

morbidity
• W. Prendiville – Praagues 5-7 september 2013



CONCLUSIONI

• Il trattamento escissionale a radiofrequenza è:

• Sicuro
• Rapido
• Bassa morbilità
• Ripetibile
• Difficoltà relativa

L’isterectomia non è indicata!










