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Note:

- These guidelines are intended as an addition to the follow-up guidelines published 
in 1996. For items whose follow-up schemes are unchanged (normal smears wheth-
er or not of suffi cient quality, smears with endometrial cells present), we refer to 
this previous version.

- Terminology used is based on TBS2001.

- The terms atypical squamous cells (ASC) and atypical endocervical cells (AGC-ecc) 
refer to cytologic changes suggestive of SIL (ASC-US > LSIL; ASC-H > HSIL) and 
endocervical AIS respectively, which are qualitatively or quantitatively insuffi cient 
for a defi nitive interpretation. Consequently, a neoplastic lesion may not be present. 
The demonstration of HPV in these cases corroborates the plausibility of a neoplas-
tic lesion.

- If conventional smears (and not LBC) are used, concurrent HPV-testing is not al-
ways possible. In that case, HPV-testing is performed in a second time.

- Several methods for detection of HPV exist. Solution hybridisation with Hybrid 
Capture II (HCII, Digene Inc) as well as PCR with the MY09/MY11 and GP5+/GP6+ 
primer sets were tested and validated on both Thinprep (Cytyc Inc) and Surepath 
(Tripath Inc) samples. 

- If Digene HCII is used, testing for LR-HPV is only performed when HR-HPV (onco-
genic HPV) is borderline positive. 

- Integrated reporting of cytology and HPV-testing is recommended. (e.g.: results: 
HR-HPV positive ASC-US; interpretation:  most consistent with LSIL).

 



Atypical squamous cells of undetermined signifi cance (ASC-US)

ASC-US in a woman > 25y  

or  concurrent HPV-test (preferred):

 HR positive      · colposcopy + biopsy within 3m 
 
 LR positive      · repeat smear after 6m:    
    positive     · colposcopy + biopsy
                           negative · normal interval

 HPV negative     · repeat smear after 12m:   
    positive     · colposcopy + biopsy
    negative · normal interval

or  repeat smear after 6m: 

 positive · colposcopy + biopsy
   
 negative · repeat smear after 12m +/- HPV-test: 
    both negative   · normal interval
    one or both positive    · colposcopy + biopsy

or  colposcopy + biopsy:
  
 positive · treatment according to lesion

 negative · repeat smear after 12m +/- HPV-test: 
    both negative   · normal interval
    one or both positive   · colposcopy + biopsy

 



ASC-US in a woman < 25y

(different policy because of high rate of spontaneous regression)

or  concurrent HPV-test (preferred):

       HR positive      · repeat smear after 6m:   
    positive     · colposcopy + biopsy
                           negative · concurrent HPV-test
     positive · colposcopy + biopsy
     negative · repeat smear after 12m +/- HPV-test:  
      both negative       · normal interval
      one or both positive · colposcopy+ biopsy

 LR positive      · repeat smear after 6m:    
    positive     · colposcopy + biopsy
                           negative · normal interval

 HPV negative     · repeat smear after 12m:   
    positive     · colposcopy + biopsy
    negative · normal interval

or  repeat smear after 6m:
 
 positive · colposcopy + biopsy
   
 negative · repeat smear after 12m +/- HPV-test: 
    both negative   · normal interval
    one or both positive   · colposcopy + biopsy

or  colposcopy + biopsy  (if persistent lesion): 
 
 positive · treatment according to lesion

 negative · repeat smear after 12m +/- HPV-test: 
    both negative   · normal interval
    one or both positive    · colposcopy + biopsy

 



ASC-US in a post-menopausal woman 

or  concurrent HPV-test (preferred):

 HR positive      · colposcopy + biopsy within 3m 
 
 LR positive      · repeat smear after 6m:    
    positive     · colposcopy + biopsy
                           negative · normal interval

 HPV negative     · repeat smear after 12m:   
    positive     · colposcopy + biopsy
    negative · normal interval

or  estrogen intravaginal · repeat smear 1-2w after therapy:
(if no contra-indications and atrophy present) 

  positive  · concurrent HPV-test (preferred)
    · colposcopy + biopsy

  negative · repeat smear after 6m: 
    negative · normal interval

 
or  colposcopy + biopsy: 
 
 positive · treatment according to lesion

 negative · repeat smear after 12m +/- HPV-test: 
    both negative   · normal interval
    one or both positive    · colposcopy + biopsy

        

 



Low grade squamous intra-epithelial lesion (LSIL) 

(cfr ASC-US, but without preference)

LSIL in a woman > 25y  

or  concurrent HPV-test:

 HR positive      · colposcopy + biopsy within 3m 
 
 LR positive      · repeat smear after 6m:    
    positive     · colposcopy + biopsy
                           negative · normal interval

 HPV negative     · repeat smear after 12m:   
    positive     · colposcopy + biopsy
    negative · normal interval

or  repeat smear after 6m: 

 positive · colposcopy + biopsy
   
 negative · repeat smear after 12m +/- HPV-test: 
    both negative   · normal interval
    one or both positive    · colposcopy + biopsy

or  colposcopy + biopsy:
  
 positive · treatment according to lesion

 negative · repeat smear after 12m +/- HPV-test: 
    both negative   · normal interval
    one or both positive    · colposcopy + biopsy

 



LSIL in a woman < 25y

(different policy because of high rate of spontaneous regression)

or  concurrent HPV-test:

       HR positive      · repeat smear after 6m:   
    positive     · colposcopy + biopsy
    negative · concurrent HPV-test
     positive · colposcopy + biopsy
     negative · repeat smear after 12m +/- HPV-test:  
       both negative       · normal interval
       one or both positive  · colp. + biopsy

 LR positive      · repeat smear after 6m:    
    positive     · colposcopy + biopsy
                           negative · normal interval

 HPV negative     · repeat smear after 12m:   
    positive     · colposcopy + biopsy
    negative · normal interval

or  repeat smear after 6m: 

 positive · colposcopy + biopsy
   
 negative · repeat smear after 12m +/- HPV-test: 
    both negative   · normal interval
    one or both positive    · colposcopy + biopsy

or  colposcopy + biopsy  (if persistent lesion): 
 
 positive · treatment according to lesion

 negative · repeat smear after 12m +/- HPV-test: 
    both negative   · normal interval
    one or both positive    · colposcopy + biopsy

 



LSIL in a post-menopausal woman 

or  concurrent HPV-test:

 HR positive      · colposcopy + biopsy within 3m 
 
 LR positive      · repeat smear after 6m:    
    positive     · colposcopy + biopsy
                           negative · normal interval

 HPV negative     · repeat smear after 12m:   
    positive     · colposcopy + biopsy
    negative · normal interval

or  estrogen intravaginal > repeat smear 1-2w after therapy: 
(if no contra-indications and atrophy present) 

 positive  · concurrent HPV-test (preferred)
   · colposcopy + biopsy

 negative · repeat smear after 6m: 
   negative   · normal interval

 
or  colposcopy + biopsy: 
 
 positive · treatment according to lesion

 negative · repeat smear after 12m +/- HPV-test: 
    both negative   · normal interval
    one or both positive    · colposcopy + biopsy

      

 



Atypical squamous cells, cannot exclude HSIL (ASC-H)   

· colposcopy + biopsy (preferably following HPV-test) : 

 positive · treatment according to lesion

 negative · re-evaluation cytology / histology / colposcopy
   probably HSIL  · diagnostic excision
   probably not  HSIL  · repeat smear after 3-6m +/- HPV-test:     
      both negative       · normal interval
      one or both positive  · colposcopy + biopsy

 



High grade squamous intra-epithelial lesion (HSIL)  

 · colposcopy + biopsy: 
 
  positive · treatment according to lesion

  negative · re-evaluation cytology / histology / colposcopy
    probably HSIL  · diagnostic excision
    probably not  HSIL  · repeat smear after 3-6m +/- HPV-test:    
       both negative       · normal interval
       one or both positive  · colposcopy + biopsy

 (if desired: HPV-typing (not testing))

     
 



Atypical endocervical cells (AGC-ecc), NOS

or  concurrent HPV-test:

 HR positive      · colposcopy + biopsy within 3m 
 
 LR positive      · repeat smear after 6m:    
    positive     · colposcopy + biopsy
                           negative · normal interval

 HPV negative     · repeat smear after 12m:   
    positive     · colposcopy + biopsy
    negative · normal interval

or  repeat smear after 3-6m +/- HPV-test: 

one or both positive · colposcopy + biopsy
   
   both negative  · repeat smear after 12m +/- HPV-test: 
       both negative  · normal interval
       one or both positive   · colposcopy + biopsy

or  colposcopy + biopsy: 
 
 positive · treatment according to lesion

 negative · repeat smear after 12m +/- HPV-test: 
    both negative   · normal interval
    one or both positive    · colposcopy + biopsy

 



Atypical endocervical cells (AGC-ecc), favor neoplastic

· colposcopy + biopsy (endocervical sampling) (preferably following HPV-test):

 positive · treatment according to lesion

 negative · re-evaluation cytology / histology / colposcopy
   probably AIS   · diagnostic excision 
   probably not  AIS  · repeat smear after 3-6m +/- HPV-test:     
      both negative       · normal interval
      one or both positive  · colposcopy + biopsy

 



Endocervical adenocarcinoma in situ (AIS)

· colposcopy + biopsy (endocervical sampling)

 positive · treatment according to lesion

 negative · re-evaluation cytology / histology / colposcopy
   probably AIS   · diagnostic excision 
   probably not  AIS  · repeat smear after 3-6m +/- HPV-test:     
      both negative       · normal interval
      one or both positive  · colposcopy + biopsy

(if desired: HPV-typing (not testing))

 



Normal smear after treatment for HSIL or AIS-ecc 

· HPV-test 6m after treatment + repeat smear: 
  
 one or both positive · colposcopy +biopsy

 both negative  · repeat smear + HPV-test after 6m
                                         both negative · normal interval 

 (HPV-test is performed not sooner than 6m after treatment to avoid   
 false positives)
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