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R _ERZE Squamous cell carcinoma
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Nicolas et al. Mod Pathol 2019; 32: 1189-1196
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HPV-associated adenocarcinoma

o EEBIASREIRE
Usual-type endocervical
adenocarcinoma

WHO02020

o HPV BEiEfRE=E
HPV-associated adenocarcinoma
vI\UI—>3>
EENNREEE
Stratified mucin-producing
carcinoma

(LW B invasive SMILE)

- EEMHREL FEARE

Stratified Mucin-producing

Intraepithelial Lesion
(SMILE)




B4R

PAXS  WT1

LI D
(0% - SORIESE)

WUNALERIR) (5 — > %
T B SR

Usual-type endocervical
adenocarcinoma

(HPV BS:EfRSE)
o BRI (CFRLELT D

len‘:




7h5 1$2I_¢LF Mucmous carcinoma

Eﬂiﬁﬂlﬂﬂi

HPV B8i&E HPV JE&TF

PiEZDZ floating mitoses / ]ﬁm&ﬁ% apical mitoses
= HPV BEiERRE DI =

. ..lc'! ‘, (‘g 5 {}[’ /\;{ " !
;n‘r’ta&éf Y ‘.
gzt : :

g
7« by sk

AL

P

N
HPV. #ﬂkﬁ I‘EHRF

Homologous

® recombination delclency

Mismatch repair y g // "
pathway W&/ -@ " —

N &
NOTCH signalin o
pathway Ug

9ni anemia

jay.

Signaling

A P13K AKT

=0 pathway

* Genes involved in endometrial cancer

Mutational profile of gastric type

BAhRIEE

Gastrlc-type mucinous carcinoma

A

Vot variants

W [—

si ggi g§§!§§§§EgiggiEaggggigggﬁii;gg“igagigg

Garg et al. Mod Pathol 2019: 32:
1823-1833

using V3 assay (n =

14). A Overall distribution of variants across 14 samples. B Network analysis performed using STRINGS database
among genes found to be mutated reveals that the mutated genes share common pathways. Network nodes
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Endometrial epithelial tumours and precursors
Endometrial hyperplasia without atypia

Tiuvours 8380/2 Atypical hyperplasia of the endometrium

8380/3 Endometrioid adenocarcinoma NOS
POLE-ultramutated endometrioid carcinoma
Mismatch repair-deficient endometrioid carcinoma
p53-mutant endometrioid carcinoma
No specific molecular profile (NSMP) endometrioid carcinoma

Female Genital

8441/3 Serous carcinoma NOS

8310/3 Clear cell adenocarcinoma (carcinoma) NOS
8020/3 Carcinoma, undifferentiated, NOS

8323/3 Mixed cell adenocarcinoma

9110/3 Mesonephric adenocarcinoma

8070/3 Squamous cell carcinoma NOS

8144/3 Mucinous carcinoma, gastric (gastrointestinal)-type
9111/3 Mesonephric-like adenocarcinoma

8980/3 Carcinosarcoma NOS
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Endometrial epithelial tumours and precursors

Female Genital

Tumours 8380/2
8380/3

8441/3
8310/3
8020/3
8323/3
9110/3
8070/3
8144/3
9111/3
8980/3

(=

Endometrial hyperplagia without atypia
Atypical hyperplasia/of the endometrium
Endometrioid adenocarcinoma NOS

POLE-ultramutated gndometrioid carcinoma

Mismatch repair-dgficient endometrioid carcinoma
p53-mutant endometrioid carcinoma

No specific molecular profile (NSMP) endometrioid carcinoma

Serous carcinoma NOS

Clear cell adenocarcinoma (carcinoma) NOS

Carcinoma, undifferentiated, NOS

Mixed cell z}denocarcinqma BRERIEEDGED
Mesonephric adenocarcinoma

Squamous cell carcinoma NOS

Mucinous carcinoma, gastric (gastrointestinal)-type
Mesonephric-like adenocarcinoma

Carcinosarcoma NOS
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Endometrial epithelial tumours and precursors

Female Genital
Tumours

8380/2
8380/3

8441/3
8310/3
8020/3
8323/3
9110/3
8070/3
8144/3
Chlililjfe)
8980/3

Endometrial hyperplasia without atypia

Atypical hyperplasia of the endometrium
Endometrioid adenocarcinoma NOS

POLE-ultramutated endometrioid carcinoma

Mismatch repair-deficient endometrioid carcinoma
p53-mutant endometrioid carcinoma

No specific molecular profile (NSMP) endometrioid carcinoma

Serous carcinoma NOS = FENRLEAE (EIC) HhHIRR

Clear cell adenocarcinoma (carcinoma) NOS

Carcinoma, undifferentiated, NOS

Mixed cell adenocarcinoma

Mesonephric adenocarcinoma / R LRENMEE
Squamous cell carcinoma NOS

Mucinous carcinoma, gastric (gastrointestinal)-type
Mesonephric-like adenocarcinoma — HhEHEAREHYEDN
Carcinosarcoma NOS
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Mesonephric-like adenocarcinoma
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Tumours

WHO 275533856 5 hi

Endometrial epithelial tumours and precursors

Endometrial hyperplasia without atypia

8380/2 Atypical hyperplasia of the endometrium

8380/3

8441/3
8310/3
8020/3
8323/3
9110/3
8070/3
8144/3
9111/3
8980/3

Endometrioid adenocarcinoma NOS
POLE-ultramutated endometrioid carcinoma

Mismatch repair-deficient endometrioid carcinoma
p53-mutant endometrioid carcinoma

No specific molecular profile (NSMP) endometrioid carcinoma

Serous carcinoma NOS

Clear cell adenocarcinoma (carcinoma) NOS
Carcinoma, undifferentiated, NOS

Mixed cell adenocarcinoma

Mesonephric adenocarcinoma

Squamous cell carcinoma NOS

Mucinous carcinoma, gastric (gastrointestinal)-type
Mesonephric-like adenocarcinoma

Carcinosarcoma NOS
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PIK3CA mutation ~30 ~20
Exon 9 7-15.5 0
Exon 10 10-34 21
PIK3CA amplification 2-14 46
KRAS mutation 11-26 2
AKT mutation 3 0 WHEE m
PTEN loss of function 83 5
Microsatellite instability 20-45 0-5
Nuclear accumulation of B- 18-47 0
catenin
E-cadherin loss 5-50 62-87
TP53 mutation ~20 ~90
Loss of function of p16 8 45
HER2 over-expression 3-10 32
HER2 amplification 1 17
EGFR mutations 12-16 1 =
Dedes et al. Nature Reviews Clinical Oncology 2011; 8: 261-281
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The Cancer Genome Atlas Research Network
Nature 2013; 497: 67-73
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mRNA. EBEFIH. miRNA11l, DNAXF)ULED
NG =R D AREDDFHHE

POLE

CN-H
Log-rank P = 0,02
8 POLE (ultramutated)
@ MS| (hypermutated)
@ Copy-number low (endometrioid)

*(%(CA) > 0.2) AND Copy-number high (serous-ike)

(%[CG] < 0,03) AND
(SNV count > 500)

20 40 60 B0 100 120
Months

The Cancer Genome Atlas Research Network
Nature 2013; 497: 67-73 60
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mRNA. &EBFIHE,. miRNA11l, DNAXFILED
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| {ERBEHNEE (G1,G2) 6.4 28.6

ERUESNEE (G3) 17.4 B 8.7 19.6

e
nan

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
POLE MSI mCN-L mCN-H

The Cancer Genome Atlas Research Network
Nature 2013; 497: 67-73
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° p53%R
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No specific molecular profile
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Histomolecular
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(low-intermediate-high) X
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High-grade serous carcinoma

e WHO2020 T(dEERERRITEDFEFEREEED
EOHOMBENER HERASNTZ

v Singh N et al. Gynecol Oncol 2016: 141: 195-198
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Serous tubal intraepithelial carcinoma (STIC)
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> UROKRSPE - IIEUIBRT : 10~15%

68

17



FEASREEERMTEDOREREE (WHO02020)

=Y ~ =~
SR e
+ STIC W'FE . Bfi%@i@tﬁﬁﬁllﬁﬂﬁ . Eﬁ%t?ﬂ%’_{gﬂ—ﬁ% . ﬁ{ﬁ!ﬂg_ﬂ%tgﬂih‘ v PERAT
BB h*riﬁﬁ'.CﬁZ) %gig?‘—th ;I:g(dﬁiéﬂ‘c v BEMLERERE
L wmcERmEER POy e
THEDNFE + STIC %3L\I5P s=3pm ~ ==
pwEE SUORBCBNT - EAFENTES - PELIRCSTIC FEREBEA TS5 > b
BREUEEREE) SRIEEREE  CSRIEERGE (GGRHERZ R BY)
- SREREHIE— FHELRW [CEHTD Eh‘gg?gl’%ﬂ& v FHRRIT
BB & 5PE - SRALAETE 9, BRSO
PEELTNS [ v WML RERE
*  AARIRAR. DIATICONE - IR eI T SNIENIREN D (SHRRESNT AN >TS> b
WRWSRBERRE. 3V MEFREROFMRKCSERENS : v FHEFR
v HEBMEERE
69 70
ERENA TSk SEREEL > TS5 h
(LREE) (LREE)
v PEERIF
v FEBMEERERE
ERENA > TSk IEREMEL > TS5 k
(IR HERZAREY) (IR AR EY)
v PEERIF
v HBMEERERE
WHO 5k (2020) WHO 5k (2020)
N ; \ VAR IR
BHIH ST 1)~ ‘ [ERBE RIS [ERBEERIE
EMY>IJU>0 iy Siryomiigs
v ML RNE v e RE

71

72

18



| IEEEEC TSR

(23
v FREUF
v WEMEERERE

JESHEA TS H
5 (HRHEAZARE)

v TERIF
v B RERE

| WHO®SIN(2020)

| ERmEERLE
? v PERAR

v LR

73

FENPEYE Endometrioid carcinoma
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Non-specific molecular profile
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Seromucinous carcinoma
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Other carcinomas

= PEFLRE
mesonephrlc-llke adenocarcmoma

Ovarian cancer
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=
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Figh-gradef | Low-9rade | pucinous | | Clear cell | Endometrioid f{ 52 <0 i ing g H % HE; O) " i ?
serous serous
germ cell
P53 BRAF KRAS ARIDIA  ARIDIA  Granulosa cell e
BRCATand2 KRAS HER2 PIKSCA  PIKSCA  FOXL2 E{ % E’] b5 E
NF1 NRAS amplification PTEN PTEN g
RB1 ERBB2 CTNNBI  PPP2RIa g‘,’gg’F’”"”""’ il
CDK12 PPP2R1a
kel MMR deficiency
recombination

repair genes”

Pathway alterations:
PI3K/RAS/NOTCH/FOXM1

Banerjee S et al. Clin Cancer 2013; 19: 961-968
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¢ KRAS. BRAF. NRAS. EARBB2 mutations

e TP53, HRD, BRCA1/2, NF1, RB1, CDK12
mutations
¢ PI3K/RAS/NOTCH/FOXM1 Pathway alterations

e CTNNB1, PTEN, ARID1A, POLE mutations
* MMR deficiency
¢ Co-occurrence of KRAS and PIK3CA mutation

e ARID1A, PIK3CA mutations
¢ PTEN deletion

¢ Co-occurrence of KRAS and TP53 mutation
 HER2 amplification
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i

PTEN-— (FIHXK)

ER/PgR+
Napsin A—
HNF1B -
WT1— HNF1B+
AR e Napsin A+

PTEN+ (EREFH)
HNF1B - ; EBBRIASET +

* CDX2, MUC2, HIK1083 etc.
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HISTOPATHOLOGIC DIAGNOSIS

Peritoneum, biopsy:
- High-grade serous carcinoma

HISTOPATHOLOGIC DIAGNOSIS

Peritoneum, biopsy:
- High-grade serous carcinoma

- -
NOVBAFRIV/ ANKRTSFREE (TC BX) PARP PHEA| +#it VEGF HFENE
RO HETER
RRERABERE R R AR
Homologous Recombination Repair Deficiency High ’a —
(HRD) igh-grade serous carcinoma

* HRR BHEELFDERE(CLD
HREHFBIR X ASBHAB DR IR
v BRCA1, BRCA2
v ATM. CDK12, PALB2, RAD51

A
PARP PHERIDEIRVERD D
HRD #&8 (J>)\=A>2Hh)
myChoice® i} &

91

HEMEEZEE (HRR)
KEE - FES

= ~50%

BRCA1/2 B% ~30%

- ZEH ~20%

. TOE—9—AFIE ~10%
- gBRCA1/2ZE ~15%

HRD non-BRCAm
status 19%
unknown
* 18%

*4.2% missing; 2.1% fail; 11.3% inconclusive.

Ray-Coquard. ESMO 2019. Abstr. LBA2.
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