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Outline

A Cervical lesions
A WHO classification
A Squamous lesions, HR¢sociated and HRYdependent
A Glandular lesions, HRPassociated and HRidependent

A Vulval lesions
A WHO classification
A Squamous lesions, HR¢sociated and HRYdependent



WHO Classification, Cervical Squamous Lesiol

A Low grade squamous intraepithelial lesion (including CIN 1)
A High grade squamous intraepithelial lesion (CIN 2 and CIN 3)
A Squamous cell carcinoma, HBS5ociated

A Squamous cell carcinoma, HiPMependent

A Squamous cell carcinoma, not otherwise specified (NOS)

A p16 immunohistochemistry is acceptable as a surrogate marker of HPV fo
HP\fassociated tumours
A HPV DNA testing is recommended for HRYependent tumours

A Up to 7% of squamous cell carcinomas are ftil&pendent(Nicolas et al Mod
Pathol2019; 32: 11894.196)

A The NOS category is acceptable only where p16/HPV testing are not avai







Sguamous cell carcinoma, HWdependent

A Rare but does exist and appears to be aggressive
A In one study, 10 of 445 cases (2.2%)

A More common in older women
I 7% in women >60
i 17% in women >70
A Morphologically heterogeneous (keratinizing, Akeratinizing, warty)

A 2 patients had distant recurrences within 12 months and 3 died of disease
Stolnicuet al Am J Surgathol2023; 47:1376.389
Stolnicuet al Adv AnaPathol2024; 31: 114

A HPVindependentadenosquamousarcinoma also described
Na & Kim Anticancer Res 2024; 44: 4468381



CIN, HPNhdependent?

A Currently under discussion for next WHO classification
A Evidence is emerging but not mature

A May be similar to VIN, HRWdependent, with association
with TP53mutation

Stolnicuet alAm J Surgrathol2023; 47:13761.389
Horn LC et al Int@ynecolPathol2024; https//doi.org/10.1097/PGP.0000000000001040



WHO Classification, Cervical Glandular Lesion:

A Adenocarcinoma in situ, HRAésociatedHigh grade CGIN)(includes SMILE
A Adenocarcinoma, HR&ssociated (p16 positivity not essential for
diagnosis)
I Usual type
I Mucinous type
I Invasive stratified muchproducing carcinoma

A Adenocarcinoma in situ, HPV independent (including LEGD)

A Adenocarcinoma, HRiidependent, gastric type

A Adenocarcinoma, HRiidependent, clear cell type

A Adenocarcinoma, HRiidependent, mesonephric type

A Other adenocarcinomas (includes very rare endometrioid carcinomas
assoclated with endometriosis)




HPV and Glandular Neoplasia

A Endocervicagpithelium does not support HPV replication
A Productive infection does not occur

A HPVrelated lesions of thendocervicakpithelium are
neoplastic

A They most likely arise from reserve cell or junctional cell
Infection, possibly with early HPV Integration



Adenocarcinoma, HP¥ssoclated




Adenocarcinoma, HP¥ssoclated




Adenocarcinoma, HP¥ssoclated
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Mixed Adenocarcinoma and Higgrade Neuroendocrine
Carcinoma, HPMssociated

Synaptophysin
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WHO Classification, Cervical Glandular Lesion:

A Adenocarcinoma in situ, HRAssociatedHigh grade
CGIN)(includes SMILE)

A Adenocarcinoma, HR&ssociated (p16 positivity not essential
for diagnosis)
I Usual type
I Mucinous type
I Invasive stratifled muchproducing carcinoma

A Adenocarcinoma in situ, HPV independent (including LEGD)

A Adenocarcinoma, HRiidependent, gastric type

A Adenocarcinoma, HRividependent, clear cell type

A Adenocarcinoma, HRiidependent, mesonephric type

A Other adenocarcinomas (includes very rare endometrioid
carcinomas associated with endometriosis)




Gastrictype Cervical Adenocarcinoma

Outcomes GAS (n = 38), n (%) UEA (n = 139), n (%) pP*
NED 20 (52.6) 126 (91) < 0.001
AWD 3(7.9) L(1)

DOD 15(39.5) 12 (8)

Outcomes Non-MDA (n = 26), n (%) MDA (n = 12), n (%) P*
NED 13 (50) 6 (50) 0.66
AWD 3(12) 0(0)

DOD 10 (38) 6 (50)

*2-sided exact.

PMH n (%)
None 33 (82.5)
Peutz-Jeghers syndrome 1(2.5)
Li-Fraumeni syndrome with breast cancer 1(2.5)
Breast cancer 2(5.0)
Colon cancer 1 (2.5)
Wilms + pheochromocytoma + renal cell carcinoma 1(2.5)
Mucinous BAC lung (KRAS mutation) 1(2.5)

Stage at presentation
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Karamurziret al, Am J Surgathol2015; 39: 1449457
Mikamiet al, Histopathology 2020; 76: 1441



Gastrlctype Cerwcal Adenocarcinoma
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GAS UEA
Precursor lesions LEGH Adenocarcinoma in situ
Location Upper endocervical canal Transformation zone
HPV associated No Yes
pl6e IHC Negative or focal Diffusely positive
Presentation Often at high stage Uncommonly high stage

Karamurziret al, Am BurgPathol2015; 39: 1449457
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Cervical Mesonephric Adenocarcinoma

B Histology Groups (PFS)
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HR 0.852 (95% Cl: 0.171-4.235) ~ HPVI| vs. MA
HR 0.182 (95% CI: 0.036-0.917) ~ HPVA vs. MA
0.00 - Log Rank p = 0.00653
0 1 2 3 4 5

Total follow—up (years)

HPVI 19 16 15 10 7 3
67 65 63 59 55 26
MA 6 4 4 4 3 1

Numbers at risk

Porset al, Am J Surgathol2021; 45: 49&06



