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POSSIBILI OBIETTIVI DEL FOLLOW-UP

MEDICI
NON MEDICI
SCIENTIFICI



MEDICAL
- DETECTING PRECLINICAL RELAPSE
- SCREENING OF THERAPY-RELATED COMPLICATIONS
- SEARCHING FOR SECOND (NEW) TUMOR
- TREATING PATIENTS (COUNSELLING AND INFORMATION)

NON MEDICAL
- MAINTENANCE OF RAPPORTS WITH REFERRING DOCTORS
- PSYCOLOGICAL SUPPORT FOR PATIENTS
- AVOIDANCE OF LAWSUITS

SCIENTIFIC
- DATA BASE OF TRETAMENT OUTCOME
- IMPACT AND COSTS OF DIFFERENT FOLLOW-UP STRATEGIES







TASSI DI RECIDIVE/PERSISTENZE DOPO 
TRATTAMENTO PER CIN

AUTORE CASI CRIO LASER LEEP
Wright ’81 334 14% 3%
Townsend ’83 200 7% 11%
Ferenczy ’85
Ferenczy ’96

294
883

9%
-

4%
-

-
8%

Luesley ’90 557 - - 4%
Gunasekera ’90 199 - 8% 5%
Whiteley ’90 79 - - 5%
Cecchini ’94 325 - - 7%
Bigrigg ’94 1000 - - 5%
Flannelly ‘97 977 - - 10%







TASSO E ANDAMENTO NEL TEMPO DELLE 
RECIDIVE DOPO TRATTAMENTO 

CONSERVATIVO DI CIN2-3
STUDIO REC/CASI FUP REC 

%
MESI

6 12 18 24 36 60

Costa
2002

28/699 24 m 4.0 2.4 2.2 1.5 0 0 -

Flannelly
1997

80/975 60 m 8.2 3.7 1.1 2.2 0.9 0 0

Paraskevaidis
2000

31/635 24 m 4.8 - 4.7 - 0.1 - -

Cecchini
2002

52/622 60 m 9.1 8.6 0.9 0.8 0







CRITICAL POINTS ON FOLLOW-UP AFTER
CIN TREATMENT

- POOR DATA FROM THE LITTERATURE
- MANY CLINICAL TRIALS ON CIN TREATMENT IGNORE 
TO DESCRIBE THE FOLLOW-UP METHODOLOGY
AND/OR THE RATE OF PATIENTS LOST TO FOLLOW-UP

- FREQUENCY AND CAUSE OF FOLLOW-UP FAILURES ARE
INSUFFICIENTLY ADDRESSED

- RATE OF 25% OR OVER HAS OCCASIONALLY BEEN
OBSERVED

- PARTIAL NON ADHERENCE TO FOLLOW-UP PROGRAMME
HAS GENERALLY BEEN IGNORED



FOLLOW-UP AFTER CIN TREATMENT
AN OVERVIEW

- FOLLOW-UP HAS SO FAR CONSISTED OF REPEAT CYTOLOGY 
AND POSSIBILITY COLPOSCOPY

- A DRAWBACK WITH REPEAT CYTOLOGY IS THE RELATIVELY 
HIGH RATE OF FALSE POSITIVE RESULTS

- A HISTOLOGICALLY PROVEN CIN LESION HAS BEEN FOUND IN 
ONLY 40 TO 60% POSITIVE PAP SMEAR AFTER CONIZATION 
(BOLLEN LJ 1999)

- COLPOSCOPY AFTER TREATMENT COULD BE 
UNSATISFACTORY FOR CERVICAL ANATOMICAL DISTORSIONS



FOLLOW-UP DOPO TRATTAMENTO 
CONSERVATIVO PER CIN

RECIDIVE CONTROLLI

LSIL 7 24

HSIL 9 3

HPV- 0 12

HPV+ 16 15

Bollen et al, Gynecol Oncol 1999



HPV TESTING AFTER CIN TREATMENT

- A SUCCESSFUL CIN TREATMENT USUALLY RESULTS IN HPV 
CLEARANCE

- HPV NEGATIVITY AFTER SUCCESSFUL TREATMENT WITHOUT 
RECURRENCE/PERSISTANCE

AT 3 MONTHS: 86% OF CASES
AT 24 MONTHS: 99% OF CASES

- AVERAGE HPV NEGATIVITY IN PATIENTS WITHOUT 
RECURRENCE IS: 8 MONTHS (RANGE 4-18 MONTHS)

- CLEARANCE RATES OF HR-HPV DNA DECREASED WITH 
INCREASED SEVERITY OF THE LESION (P=0.02)

- HPV CLEARANCE OCCURED, ON AVERAGE, 3 MONTHS BEFORE 
CYTOLOGICAL REGRESSION

Nobbenhuis MA 2001



HPV TESTING AFTER CIN TREATMENT

- A NEGATIVE HPV TESTING AFTER TREATMENT HAS A VERY 
HIGH NEGATIVE PREDICTIVE VALUE (92% TO 100%)

- THIS ALSO HOLDS TRUE FOR CONIZATIONS OF CIN 3 WITH 
POSITIVE RESECTION MARGINS (Jain 2001)

- NPV OF HPV TEST AFTER CONIZATION IS SUPERIOR TO 
CYTOLOGY (98% vs 93% AT 6 MONTHS) – (Nobbenhuis 2001)

- 3 MONTHS INTERVAL FOR HPV TEST STILL HAS A HIGH 
PERCENTAGE OF HPV-POS. PATIENTS (Costa S.)



HPV TEST E RECIDIVE DOPO TRATTAMENTO 
CONSERVATIVO DI CIN2-3

STUDIO CASI HPV+ HPV- SENS SPEC VPP VPN
Cecchini
2004

10 (/84) 9 1 90.0 63.5 25.5 97.9

Nobbenhuis
2001

29 (/184) 27 2 93.1 98.7 93.1 98.7

Costa
2004

18 (/252) 14 4 77.7 90.1 37.8 98.1

Zielinski
2003

5 (/108) 4 1 80.0 81.5 17.3 98.8

Paraskevaidis 
2002

38 3 92.6 86.3

Paraskevaidis 
2004

82.8 84.2

Chao
2004

32 (/279) 28 4 87.5

Guijon
1993

23 (/297) 23 0 100 100



FOLLOW-UP* OF SCREENING PATIENTS 
CONSERVATIVELY TREATED FOR CIN 2-3

(PERIOD 1996-2000)

STUDY PATIENTS 1560

LOST TO FOLLOW-UP 326 (21%)

INCOMPLETE ADHERENCE 678 (43%)

FOUR NEGATIVE TESTS 353 (23%)

PERSISTENT DISEASE 204 (13%)

*EARLY CECK AND 6-12-18-24 MONTHS WITH CYTOLOGY AND COLPOSCOPY

P.CRISTIANI (Romagna Cancer Registry) 2006



FOLLOW-UP AFTER CIN TREATMENT

- AT THE MOMENT, POST TREATMENT CYTOLOGY 
CANNOT BE OMITTED IN THE FOLLOW-UP

- DESPITE THE GROWING NUMBER OF PUBLISHED 
STUDIES, RACCOMANDATIONS CONCERNING THE 
ACCURACY OF HPV TESTING IN THE FOLLOW-UP AFTER 
CIN ARE LIMITED BECAUSE OF MISSING PROSPECTIVE 
RANDOMIZED STUDY WITH LONG PERIOD OF 
OBSERVATION

- HOWEVER, BASED ON CURRENT EVIDENCE, A 
SUCCESFUL CIN TREATMENT USUALLY LEADS TO A HPV 
CLEARANCE



FACTORS INFLUENCING FREQUENCY AND DURATION 
OF FOLLOW-UP AFTER CIN TREATMENT

- PATIENT’S AGE: INCREASE RISK FOR >40 AGE

- TYPE OF LESION: GLANDULAR DISEASE NEEDS
SPECIAL ASSESSMENT

- GRADE OF LESION: INCREASE RISK FOR HIGH  
GRADE LESIONS

- HISTOLOGY: MAGINS STATUS (AFFECTED OR NOT)

Europ. Net. Cerv. Canc. Screen. 2006



CONVENTIONAL STRATEGY FOR FOLLOW-UP 
AFTER CIN TREATMENT

HIGH RISK: CYTOLOGY ± COLPOSCOPY AT 6-12-18-24
MONTHS ANNUAL CYTOLOGY FOR 5-9
YEARS BEFORE RETURNING TO GENERAL
SCREENING

LOW RISK: CYTOLOGY ± COLPOSCOPY AT 6-12-24
MONTHS, IF NEGATIVE RETURN TO
GENERAL SCREENING



FOLLOW-UP POLICY WITH HPV TEST
CLINICAL-COLPOSCOPIC POST-TREATMENT 

EVALUATION AT 3 MONTHS (?)
HPV test at 6 months

POS NEG

CYTOLOGY 
COLPOSCOPY

LOW RISK

POS

BACK TO SCREENING COLPOSCOPY

ANNUAL CYTOLOGY 
FOR TWO TIME AND 

BACK TO SCREENING

ANNUAL CYTOLOGY 
FOR TWO TIME + HPV 

TEST AT 2° YEAR
HIGH RISK

NEG
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