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THE NEW PATHOGENIC BASED
ENDOCERVICAL ADENOCARCINOMA                       

CLASSIFICATION



2013 WHO

Based on 
descriptive 

morphologic 
features



Integration  
of morphologic, 

immunohistochemical,              
and molecular findings



HPV ASSOCIATED vsHPV INDEPENDENT 
ADENOCARCINOMAS

ÅYounger age at presentation if HPV associated (42 vs55 years)

ÅLarger size (3.8 vs2.1 cm) if HPV independent

ÅPrecursor lesions by far much more common if HPV associated 

ÅGreater frequency of advanced stage (II or higher) if HPV 
independent





Endocervical Adenocarcinoma Subtypes

85%

10%

3%

1% 1% 0.50%

HPV related Gastric Clear cell Mesonephric Endometrioid Other

70%

25%

3%
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0.50%

HPV related Gastric Clear cell Mesonephric 1% Endometrioid 1% Other

Much higher frequency of gastric-type adenocarcinoma in Japan 

Variable           
HPV prevalence       

in contrast to SCC  
(almost 100% HPV 

related)



ENDOCERVICAL ADENOCARCINOMA 
CLASSIFICATION: WHO 2020

ÅHPV-ASSOCIATED
- Usual
- Mucinous

ÅHPV-INDEPENDENT
- Gastric
- Clear cell
- Mesonephric
- Endometrioid

ÅNOS



Based on morphologic features linked to etiology    
(human papillomavirus infection) 



Distinction of HPV-
from non HPV-related 

adenocarcinomas 
based on:

Presence of luminal 
mitoses and apoptoses 

at low power 

Classification based on 
pathogenesis as reported in 
vulva and oropharynx likely 

to be more informative



p16 HPV

HPV HR ISH superior sensitivity, specificity, and negative predictive values than p16



HPV-RELATED ENDOCERVICAL ADENOCARCINOMA 
WHO 2020

- Usual type

ÅVilloglandular variant

- Mucinous type (>50% of cells with

intracytoplasmic mucin)

ÅMucinous, NOS

ÅIntestinal (>50% of goblet cells)

ÅSignet-ring cell (>50%)

ÅStratified mucin producing

Based on 
cytoplasmic 

characteristics



~75% of 
all EC-CAs



A significant minority of HPV-associated endocervical 
adenocarcinomas express Vimentin (~13%), ER (~5%) and PR 
(~20%) (limited utility in ddx with EEC)

p16 can be extensively positive in squamous metaplasia within 
endometrioid carcinoma but typically only patchy in glandular 
component if the latter low-grade

Combination of ER and p16 (HR-HPV ISH) most helpful in this 
differential diagnosis

ENDOMETRIOID vsENDOCERVICAL ADENOCARCINOMA



CERVICAL ENDOMETRIOID CARCINOMA

Most adenocarcinomas originally diagnosed as endometrioid reclassified as 
usual-type, showing similar rates of p16 overexpression and HPV positivity to 
usual type adenocarcinoma (78 vs83% and 82 vs87%)

- Low-grade                       
endometrioid glands
- Columnar cells and 
pseudostratified nuclei

- Squamous, ciliated diff, 
+/- endometriosis

- No mucin
- No HPV features
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METASTATIC SEROUS CA

ADENOCARCINOMA, USUAL TYPE,  with PAPILLAE



CERVICAL MICROPAPILLARY  ADENOCARCINOMA



Aggressive behavior comparable to similar tumors at other locations



Cervical carcinomas with serous-like papillary and micropapillary 
components: illustrating the heterogeneity of primary cervical carcinomas 

Wing-Cheuk Wong R, et al, Modern Pathol 2021

HPV-related HPV-independent NGS:

Missense  variant in ATM
gene (1 HPV-related)

Missense variant in TP53 
and in SMARCB1 (2 HPV-
independent)

Total N=14 10 4

Type Usual type (8)
Adenosquamous (2)

Gastric

Papillary 6 1

Micropapillary 4 3

p16/p53 ALL p16 en block +
and wild-type p53

p53 mutant (2); one of 
them p16 en block +



MUCINOUS, NOT OTHERWISE SPECIFIED-
>50% with intracytoplasmic mucin in background of usual adca


