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RARE CYTOLOGY RESULTS 



 
 
 
 
 

 

 Evaluation of Cytology Interpreted as AGC OR 

AIS 

For nonpregnant patients of all ages with all sub-
categories of AGC and AIS, except when atypical 
endometrial cells are specified, 

  colposcopy is recommended regardless of HPV test 
result. 

    endocervical sampling is recommended at initial 
colposcopy except in pregnancy 



 Accordingly, triage by reflex HPV testing 
is not recommended, and triage by repeat cytology is 

unacceptable 
 

Endometrial sampling is recommended in conjunction 
with colposcopy and endocervical sampling in 
nonpregnant patients 35 years or older with all 
categories of AGC and AIS (AII). 

•  Endometrial sampling is also recommended for 
nonpregnant patients youngerthan 35 years at 
increased risk of endometrial  based on clinical 
indications (e.g.,abnormal uterine bleeding, conditions 
suggesting chronic anovulation, or obesity) 



For patients with atypical endometrial cells 
specified, initial evaluation limited to  

  endometrial and endocervical sampling is 
preferred, with colposcopy acceptable at the time of 
initial evaluation. 

   If colposcopy was deferred and no endometrial 
pathology is identified,additional evaluation with 
colposcopy is then recommended (see Figure 3). 

 





 
. Subsequent Management  
 
Guideline: 
For patients with cytology showing AGC nos (not 

otherwise specified) or atypical endocervical cells nos 
 in whom histologic  HSIL (CIN 2+) or AIS/cancer is 

not identified, cotesting at 1 and 2 years is 
recommended. 

  If both cotests are negative, repeat cotesting at 3 years is 
recommended. 

 If any test is abnormal,then colposcopy is recommended 

If CIN 2 or CIN 3 but no glandular lesion is identified 
histologically should be according to the 2019 guidelines 
for the lesion diagnosed (Section I) 
 
 
 
 

home 



For patients with atypical glandular or   endocervical 
cells favor neoplasia or endocervical AIS cytology, 
if invasive disease is not identified during initial 
colposcopic workup,  

a diagnostic excisional procedure is 
recommended. 

 The diagnostic excisional procedure used in this 
setting should provide an intact specimen with 
interpretable margins . 

   Endocervical sampling abovethe excisional bed is 
preferred (see Figure 4) 

 





 

 Atypical glandular cells on cytology is a poorly 
reproducible diagnostic category. 

 

  63 Positive HPV test results, especially when positive for 
HPV type 18, can be indicative of higher risk of CIN 2+ 
lesions. 

  However, colposcopy is recommended for all 
patients regardless of HPV result. Literature is limited, 
and comparisons between studies are difficult because of 
inconsistent use of the Bethesda system for classification 
ofAGC. 

 

 



 Atypical glandular cells can be associated with polyps 
and metaplasia as well as adenocarcinomas of the 
cervix; cancers of the endometrium, fallopian tube, 
ovary, and other sites are also found, especially in 
older women who test HPV negative. 

 



 Using the Bethesda terminology, AGC, favor 
neoplasia, or adenocarcinoma cytology is frequently 
indicative of invasive or preinvasive disease. 

 For this reason, diagnostic excisional procedures are 
recommended even when histologic HSIL or AIS has 
not been identified. 
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positive 



 Although endometrial cancer is rare in 
premenopausal patients without risk factors, the 
prevalence of premenopausal endometrial cancer is 
increasing, underscoring the importance of 
endometrial sampling when indicated 

 



Unsatisfactory Cytology 
 For patients with an unsatisfactory cytology result and 

no, unknown, or a negative HPV test result, repeat 
age-based screening (cytology, cotest, or primary HPV 
test) in 2 to 4 months is recommended.  

 Triage using HPV testing is not recommended  Before 
repeat cytology, treatment to resolve atrophy or 
obscuring inflammation when a specific infection is 
present is acceptable . 

 



 For patients 25 years and older who are cotested and 
have unsatisfactory cytology and a positive HPV test 
without genotyping, repeat cytology in 2 to 4 months 
or colposcopy is acceptable (BII). 

  If a positive HPV test with partial genotyping is 
positive for HPV 16 or HPV 18, direct referral for 
colposcopy is recommended 

 



 Literature was reviewed from 2012 to 2019, and no 
evidence was found to change recommendations. 

 When cotesting is performed, a negative HPV test in 
the setting of an unsatisfactory cytology may reflect 
an inadequate sample. 

 



 Although a negative HPV test (performed from the 
same vial as the cytology) may be adequate for testing 
even when the cytology cellularity is inadequate for 
diagnosis, interpreting the HPV result in the setting 
of insufficient cellularity has not been validated,which 
is of concern given that repeat testing is not 
recommended for up to 5 years after a negative HPV 
screen.  

 



 Negative results on HPV tests that are not FDA 
approved for primary cervical cancer screening should 
not be considered valid in the absence of adequate 
cytology (Section F.3). 

 In summary,a negative HPV result from a cotest with 
inadequate cellularity on cytology should not be 
interpreted as negative primary HPV test and should 
be repeated. 

 

 





 
 
 
 

 
 Absent Transformation Zone on 

Screening Cytology 

 For patients aged 21 to 29 years with negative 
screening cytology and absent endocervical 
cells/transformationzone component (i.e., 
endocervical cells or squamous metaplastic cells), 
routine screening is recommended . 

  When cervical cytology alone is performed for 
screening, HPV testing as a triage test after negative 
cytology and absent endocervical cells/transformation 
zone component in this age group is unacceptable 

 



 For patients 30 years or older with NILM cytology and 
absent endocervical cells/transformation zone 
component and no or unknown HPV test result, HPV 
testing is preferred . 

  Repeat cytology in 3 years is acceptable if HPV 
testing is not performed . If HPV testing is performed, 
manage using Clinical Action Thresholds according to 
2019 consensus guidelines 

 (see Figure 6) 

 



 

 Literature reviewed for the 2012 guidelines indicated a 
lower risk of CIN 3+ for patients with absent 
transformationzone/endocervical cells than those with 
cells present, leading to arecommendation to manage 
these results similarly. 

 The HPV testing is preferred in women 30 years or 
older to facilitate subsequent risk-based management. 
A review of the literature from 2012 to 2019 on whether 
the absence of a transformation zone 
component(TZ/EC,i.e. ,endocervical cells or squamous 
metaplastic cells) on NILM cytology slides affected 
patients' subsequent risks of histologic HSIL (CIN 2, 
CIN 3) diagnoses showed no evidence to change the 
2012 recommendations. 

 \ 

 





Benign Endometrial Cells in Premenopausal 
Patients or Benign Glandular Cells in 
Posthysterectomy Patients 

 For asymptomatic premenopausal patients with 
benign endometrial cells, endometrial  stromal cells, 
or histiocytes,no further evaluation is recommended  

 For postmenopausal patients with benign endometrial 
cells, endometrial assessment is recommended  

 For posthysterectomy patients with a cytology report 
of benign glandular cells, no further evaluation is 
recommended 

 



 Literature review for the 2012 guidelines indicated 
increased risk of endometrial pathology in 
postmenopausal patients with endometrial cells on 
cytology but did not indicate increased endometrial 
cancer risk for premenopausal patients with benign 
endometrial cells in the absence abnormal uterine 
bleeding. 

 The literature review was updated using a PubMed search 
for recent publications since 2012 that address benign 
appearing endometrial cells in postmenopausal and 
glandular cells in posthysterectomy individuals. 
References were reviewed and no evidence was found to 
change the 2012 recommendations. 

 

 




