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HG-VIN or dVIN vs. reactive 

p16

p53

HG-VIN

dVIN



Parra-Herran et al.,
Mod Pathol
2022;35:1317-26
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LVSI and p16 in vulvar SqCC

Davidson et al., Virchows Arch 2024;484:951-63
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HSIL/AIS vs. reactive 

Ki-67p16

p16 Ki-67



Cervix – HPV-based classification

Park KJ, Histopathology 2020;76:112-27



HPV-independent adenocarcinoma – gastric type

Mikami Y, Histopathology 
2020;76:102-111
Talia and McCluggage, Pathology 
2018;50:122-33

HIK1083

Often:
CEA-positive 
Aberrant p53
p16 patchy/negative
ER/PR-negative
MUC5AC and MUC6-positive

MUC6

DD: GI metastasis





p53 p53

Molecular analysis: 3 pathogenic TP53 mutations
Surgery: HPV-independent AC



HPV status in cervical SqCC

Stolnicu et al., Adv Anat Pathol 2024;31:1-14

HPVI constitute 5-7% of cervical SqCC
May harbor TP53 mutations



PD-L1

Mills and Pinto, Adv Anat Pathol 2024;31:1-14

Candidates for Pembrolizumab tx
Cervical + other carcinomas
22C3 Dako/Agilent test
CPS >1 
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N=373; 307 EEC, 53 SC, 13 mixed
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MLH1 MSH6MSH2
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The age of dissension



Crosbie et al., Lancet 2022;399:1412-28

FIGO 2009



FIGO 2023
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LVSI



Multiple-classifier carcinomas
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Michalova et al., Virchows Arch 2024 Dec 15 Epub



• No association with traditional 

cliniocopathologic parameters

• No benefit in additional treatment 

(chemo or radiation)Berek et al., Int J Gynecol Obstet 2023;162:383-94



Davidson et al., Virchows Arch 2025;486:697-705

Endometrial ca. with ambiguous histology
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HER2 in serous carcinoma

Buza N, Int J Gynecol Pathol 2020;40:17-23
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Lheureux et al., Lancet 2019;393:1240-53

Tubo-ovarian carcinoma



TCGA-based classification of EC

Krämer P, et al. Clin Cancer Res 2020;26:5400-10

1. A total of 511 tumors, of which 3.5% 
were POLEmut, 13.7% MMRd, 9.6% 
p53abn, and 73.2% NSMP

2. Significant association with survival –
Median OS was 18.1 years in NSMP, 
12.3 years in MMRd, 4.7 years in 
p53abn, and not reached for POLEmut
cases (p<0.001). Similar association 
with DSS and PFS.

3. Molecular subtype independently 
prognostic of OS, DSS and PFS in 
multivariate analysis including age, 
stage, grade, residual disease and 
postsurgical chemotherapy.
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Future directions



Biomarker evolution













Targeted therapy - AC

• HRD testing for HGSC and HG-EC

• MMR, p53 and POLE for EC 

• Hormone receptor status for EC and LGSC

• HER2 for MC

• KRAS/BRAF/NRAS for LGSC and MC

• FRα targeting in SC and CS



Thank you for your attention

São Miguel, Azores


