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THE NEW PATHOGENIC BASE
ENDOCERVICAL ADENOCARCINOMA
CLASSIFICATION
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WHO Classification of Tumours of
Female Reproductive Organs

Edited by Robert J. Kurng parrington, Robert H. Young

Based on

descriptive
morphologic
features

Glandular tumours and precursors
Adenocarcinoma in situ
Adenocarcinoma

Endocervical adenocarcinoma, usual type
Mucinous carcinoma, NOS
Gastric type
Intestinal type
Signet-ring cell type
Villoglandular carcinoma
Endometrioid carcinoma
Clear cell carcinoma
Serous carcinoma
Mesonephric carcinoma
Adenocarcinoma admixed with
neuroendocrine carcinoma



WHO Classification of Tumours * 5th Edition

Female Genital
Tumours

Edited by the WHO Classification of Tumours Editorial Board

International Agency for Research on Cancer

2% World Health
%7 Organization

Integration
of morphologic,
Immunohistochemical,
and molecular findings

WHO Classification of Tumours, 5" Edition: Female Genital Tumours
1st Editorial Board meeting: 9 May 2019, Lyon, FRANCE




AYounger age at presentation if HPV associated {435 years)

APrecursor lesions by far much more common if HPV associated



Percent survival

Percent survival

Survival curves in HPVA versus NHPVA (OS, DFS, PFS)
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Endocervical Adenocarcinoma Subtypes
Variable 0.50%

gy HPV prevalence i
In contrast to SCC
(almost 100% HPV

related)

B HPV relatedm Gastric ® Clear cell ®m Mesonephric ® Endometrioid = Other m HPV relatecs Gastricm= Clear cel= Mesonephric 19= Endometrioid 1%= Other

Much higher frequency of gastritype adenocarcinoma in Japan




ENDOCERVICAL ADENOCARCINOMA
CLASSIFICATION: WHO 2020

AHPMVASSOCIATED
- Usual
- Mucinous

AHPVINDEPENDENT
- Gastric
- Clear cell
- Mesonephric
- Endometrioid

ANOS



International Endocervical Adenocarcinoma
Criteria and Classification (IECC)

A New Pathogenetic Classification for Invasive
Adenocarcinomas of the Endocervix

Simona Stolnicu, MD,* lulia Barsan, MD,* Lien Hoang, MD,7 Prusha Patel, MPH,}
Cristina Terinte, MD,s Anna Pescii MD,|| Sarit Aviel-Ronen, MDY Takako Kiyvokawa, MD,#
Isabel Alvarado-Cabrero, MD,** Malcolm C. Pike, PhD,} Esther Oliva, MD,7 1
Kay J. Park, MD,] and Robert A. Soslow, MD}

Based on morphologic features linked to etiolog

(human papillomavirus infection)




Distinction of HPY ' Al
from non HPVrelated - Yaame
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




HPV HR ISH superior sensitivity, specificity, and negative predictive values than pl6

T T G Ngie = S5O I~ RN SR —
- A ‘..'.k7§~ \ o = (' . ’."0 % y < > . ’
: _ ' I T Ve
’ "oy s

v y ‘ a.~ \ . »
P a0, RS (TN
' 3%, v VS p :‘ T “.'\‘
"“ ’ ’.‘ \ . * ' 5 X o
." ~ M .‘-’ s .l o~ - “—
& ' :l. .:: i~ - ":q
.: { r.Jn ) 5 S £ \ " b ..
.’é‘ 4 : ;.- » [ 4 ‘.:..‘ w’ !"
' ot 3 S K Yoo
'~ 4
' ? T %A § >
ng * » - > .
. ‘...' . :: w‘..‘l \.
v -
¥ \\'l.i 2 y
U DI S
yoar N 'Y
%" : X = Ll
A g LN e L A
> - o = » - - .
:“"j; , i e ot LIS ‘
O,z. ’ . . . . .:...’“ e
.f ’ A W' |
. -
oy S
Y -l )i
’ re - . - ‘e -~ 0¢. »
- e ' .
e 3 ‘J"
" i -
.. , » B » - ‘
:.’:..,_ ..‘. 2 ’ .:‘?
(NP ] = | o
L .'”"‘VJ."Q o s ' S
‘.'l » ) 'o 4¢.
Y Y - e e,
- £ ' R
e . > o e
-+ .




HPVRELATED ENDOCERVICAL ADENOCARC
WHO 2020

- Usual type
AVilloglandular variant

- Mucinous type (>50% of cells with Based on
Intracytoplasmic mucin) cytoplasmic
AMucinous, NOS characteristics

Alntestinal (>50% of goblet cells)
ASignetring cell (>50%)
AStratified mucin producing




ot ~75% of
e\ all ECCAS




ENDOMETRIONSENDOCERVICAL ADENOCARCINOMA

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

P16 can be extensively positive In squamous metaplasia within
endometrioid carcinoma but typically only patchy in glandular
component if the latter lowgrade

Combination of ER and p16 (HRPV ISH) most helpful in this
differential diagnosis



CERVICAL ENDOI\/IETRIOID CARCINOMA

P B e | (32
Most adenocarcmomas orlglnally dlagnosed as endometr|0|d reclassified as
. usuaktype, showing similar rates of p16 overexpression and HPV positivity tc
usual type adenocarcmoma (NBSSB% and 82/387%)_

- Low-grade \
endometrioid glands
- Columnar cells and
pseudostratified nuclei
- Sguamous, ciliated diff,
+/- endometriosis
- No mucin
- No HPV features
/




Hospital de la Santa Creu i Sant Pau - PATOLOGIA
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CERVICAL MICROPAPILLARY ADENOCARCINOMA




TABLE 2. Morphological Subtypes of Adenocarcinoma With a
Micropapillary Architecture

Micropapillary Component

No. Cases 10% <50% > 50%
Usual-type 37 3 34
Endometriond 2 2 0
Mucinous, NOS 2 2 0
Gastric-type 2 2 0
Adenosquamous 1 1 0

NOS ndicates not otherwise specihied.

Aggressive behavior comparable to similar tumors at other locatio

Am J Surg Pathol 2019:43:302-809



Cervical carcinomas with serotlke papillary and micropapillary
components: illustrating the heterogeneity of primary cervical carcinom:

Wing-Cheuk Wong R, et al, Modern Pathol 202

- HPVtrelated HP\{independent NGS:

Total N=14 10 4

Missense variant IATM
gene (1 HPYelated)

Type Usual type (8) Gastric
Adenosquamous (2)
Papillary 6 1 Missense variant infP53
and in SMARCB® HPV
Micropapillary 4 3 independent)
pP1l6/p53 ALL pl16 en block + p53 mutant (2); one of

and wild-type p53 them pl16 en block +



MUCINOUS, NOT OTHERWISE SPECIFIED

>5000 with intracvtoplasmic mucin in backaround of usaalca



