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DATASETS FOR FEMALE REPRODUCTIVE ORGANS:

Z Carcinomas of the Vagina
Z Carcinomas of the Vulva

r_,} Carcinomas of the Cervix

Z Endometrial Cancers
Z Gestational Trophoblastic Neoplasias
r_,} QOvary, Fallopian Tube and Primary Peritoneal Carcinomas

r_,} Uterine Malignant and Potentially Malignant Mesenchymal Tumours
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Silva =~ X7 A
Invasion Pattern Project

Collaborators

Kay J Park Denise A Barbuto
Isabel Alvarado-Cabrero  Joanne KL Rutgers
Golnar Rasty Andres A Roma
Sung R Hong Rouba Ali-Fehmi
Jose Chanona-Vilchis Farah Tabassum,
Andrea Diaz De Vivar Norihiro Teramoto
Brent Arville Yoshiki Mikami
Elvio G Silva

Diaz De Vivar A et al.
Int J Gynecol Pathol 2013; 32: 592-601
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International
Collaboration on
U Cancer Reporting

G1:Well differentiated

G2:Moderately differentiated

G3:Poorly differentiated
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(AT ELGIIETE Low-grade
Gastric High-grade

Mesonephric [EZAVEENOE 293
Clear cell High-grade

NEC High-grade
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>50% Grade 3
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ISGYP Consensus for IR#E
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UToRSESTERIZI L — RHEONRA T, BENCERE
BEHRT
«  UINALEEIR micropapillary

+ ENIR#ARE signet ring cell
. SEMEREMMEELRE invasive stratified mucinous
carcinoma (iSMILE)
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YANAI, Hiroyuki, M.D., Ph.D.
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ICCR protocol
https://www.iccr-

cancer.org/datasets/published-
datasets/female-reproductive/endometrial

CAP protocol

https://documents.cap.org/protocols/Uterus.
Hys.Bx_4.2.0.2.REL_CAPCP.pdf

51

ICCR¥=X w78 (Core)lEH

=X
et 2s

o fEEE
- A= HGrade
o BERE (L, <50%, 250%)

IRERIE
RHEERBAORE

- FEEHEBZRROAE
- BREOHE
© KGR OEE

- BiE4ER

s FERESHOEE
- (HEREEROFE

o i (SREREEHEA, BR)
YN ]

. #HERE (MMR)

- EfREEH

+ FIGORH]

« pTNM

52

13



ICCR#X ECEAEELLNVEHR

Bl (RRE, NADBEE - BEREO/N\Y—, FHEREICH

REE %) THEHENRENES, BIEEE
- BB O TR
. BEEAR « FERMERM@
- KBOKES © FETHE
- BT OVSER - BRREEAERE RS

« RS BEOER « WIIRETOHRE

. ERAEORS IS EAERSH c EEDFENE
BT A R A o YUNETERFS D EISL R

© WEREOHERE

53
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v ZJ L — Ri¥li Histological tumor type
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Female Genital
Tumours

FEFEOBEIE-JL—F
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WHO 5% (2020)FENfE L Z M EHEEOMBBE H 58

+ ¥NIERE Endometrioid carcinoma

R MRE  Serous carcinoma

+ BA#ERESE Clear cell carcinoma
+ R5HEFE Carcinoma, undifferentiated
+ ;E&H#IAJE Mixed cell carcinoma

B2 Mesonephric carcinoma

« RELK#E Squamous cell carcinoma

- BIBRAE&MRE Mucinous carcinoma, gastric (gastrointestinal)-type
« hF#RE Mesonephric-like carcinoma

- #EMWE Carcinosarcoma

- ##EASE Neuroendocrine carcinoma

https://tumourclassification.iarc.who.int/paragraphcontent/34/538

56
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WHO 5t (2020) FHZEE M

« RIEE DsubtypebL THFREMEEHSN -
« HBREEDSS, BREUNDLOZEREREICEESND

« BAMREOCHERNERZUNDES D EHEHEITIFENLUTTY
B

< 1EE, RERENFTIChof
- REDFEERXHLIDM ?
- EREREREERERICSEIND
« HRASBEEEFHOETRYRHOA TS

WHO 5t (2020) $8 N &5

WHO classification of tumours of the uterine corpus
Endometrial epithelial tumours and precursors
Endometrial hyperplasia without atypia

8380/2 Atypical hyperplasia of the endometrium

8380/3 Endometrioid adenocarcinoma NOS
POLE-ultramutated endometrioid carcinoma —
TCGA*ZEEEIZL
Mismatch repair-deficient endometrioid carcinoma =SF98
p53-mutant endometrioid carcinoma

No specific molecular profile (NSMP) endometrioid carcinoma

8441/3 Serous carcinoma NOS

8310/3 Clear cell adenocarcinoma NOS

8020/3 Carcinoma, undifferentiated, NOS *The Cancer Genome Atlas

58
https://tumourclassification.iarc.who.int/paragraphcontent/34/538

TCGAIZHBITHEENIEEZED HFH 58

ARTICLE L OPEN
Integrated genomic characterization of & (232)
endometrial carcinoma £
POLE (ultramutated) (17) \&5\\ (219)

2

* POLE-ultramutated N \
Q
(150) %,

MSI (hypermutated) Ml ypermutatec) (69 / \%4’
* COpy number'high *(%[CA] > 0.2) AND < .

Copy-number low | [l [Myyle Ll gTTe]yl
(%[CG] < 0.03) AND L
. Copy n u m be r- I OW (SNV count > 500) (endometrioid) (90) (serous-like) (60)

Nature 2013; 497: 67—739

TCGALHEIIFTRIZIEET S

1004 E
+ (232) 3 Lt
& g1 %
6{/ \ 3 :
2
POLE (ultramutated) (17) & SR 2 604
o) 3
S k:
I z
MSI (hypermutated) (65) (150) 4/%_“ '% 40
""7 o Log-rank P = 0.02
{CHIOA» 02 AND 5_3_’ 204 @ POLE (uitramutated)
py y 2,114 Al Copy-number high| g MSI (hypermutated)
(%[CG <0.09 AND Pzt preil Cory-nmos B PRt —
(SNV count > 500) 0 B Copy-number high (serous-like)
T T 1 T T 1

0 20 40 60 80 100 120

POLEDF %X BIFTHY, CN-high D Months
FERIFTFR

Nature 2013; 497: 67739
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ProMiSE*[Z K5 3ENIEZD 5 F 758
TCGAREZEIZLDD, —#ZEREMRBILRICESTTRZ

TCGA ProMiSE IHC

=T URTHLAELY

POLE-ultramutated POLE-ultramutated (<D HEERC L= )

Mismatch repair—

MSI (hypermutated) deficient

MLH1, PMS2, MSH2, MSH6D R %

p53MiBEFEIR (80%LL L DHEREA
BEtE), SE2(ZFEM(null-pattern), 4
BEOLAEOVNT A

Copy number-high p53-mutant

Copy number-low p53-wild type FROVTIIZEETIIFESAL

* Proactive molecular risk classifier for endometrial cancer

ProMiSEIZ &5 RIRED 7 F 15

Disease specific survival by ProMisE molecular subgroup

1.00 .‘_\_\
= m
‘s"[:fv, ’:‘f‘-‘:{..:?“ unclassiiadlo) [ _‘L,I
& %, =3 Q \
& & Q 0754 Vs
- E] ., PE—
MMRD. 248 H iy 1
ez & 0504 bt
B
&2
s g
Nel & 0.25-
a HR(F) 2.310 (95% Cl: 1.138-4.740) ~ MMR-D vs. p53 wt
HR(F) 0.554 (95% Cl: 0.061-2.239) ~ POLE EDM vs. ps3 wi
HRI(F) 9.142 (95% Cl: 4.749-18.159) ~ D53 DN VS. P53 Wt
04  LogrankP<0.001
[ 1 2 3 4 5
- Total follow—up (years)
MSI, copy numberZIHC TR =% T+, POLE e e 2 s 7 e

. POLE EDM 42 39 35 34 27
DF&(EBIFTHY, CN-high (053 mt)D Fik psdn S5 a7 57 %% 4

’ia: E Numbers at risk

HRNEZ D53 F R EDERR

* AFHERNGLERMBBITRELGCTELL
- Fird HEEFITITMRICFEELAL
- MROMBESFMETY. BBEOIL—F. RERELH
THIE T BHARFIU0H D (BARTIEFER)

s BB ERTTA-OLELERBERBTE
-~ MMR-0E55ERNEENEZ NS
- PS3E R LFFRIEENERICAD

62
Kommoss, S et al. Annals of Oncology 29: 1180-1188, 2018
Joint statement
-~ ESGO/ESTRO/ESP guidelines for the management
GINECOLOGICAL CANCER . o - -
; of patients with endometrial carcinoma
Table 2 Definition of prognostic risk groups
Risk group Molecular classification unknown Molecular classification known*t
ace \ Low »  Stage IA endometrioid + low-gradet + »  Stage -l POLEmut endometrial carcinoma,
Simo % VS negatie or focal o reaidual isease

> Stage IA MMRA/NSMP endometrioid
carcinoma + low-grades + LVS! negative or focal

alez
AN
Alina Stu

ina St Intermediate > Stage 1B endometrioid + low-gradet +  »  Stage I8 MMRA/NSMP endometrioid
g LVSI negative or focal carcinoma + low-gradet + LVS| negative or focal
»  Stage IA endometrioid + high-gradet + »  Stage |IA MMRA/NSMP endometrioid
LVS! negative or focal carcinoma + high-gradet + LVS! negative or
> Stage A non-endometrioid (serous, focal
clear cell, undifferentiared carcinoma. »  Stage IA pS3abn and/or non-endometrioid
carcinosarcoma, mixed) without myometrial  (serous, clear cel, undifferentiated carcinoma,
invasion carcinosarcoma, mixed) wihout myomerial
invasion
High-intermediate >  Stage | endometrioid + substanti@lLVSl  »  Stage | MMRA/NSMP endometrioid
INTZ LN ' - V4| tegardiess of grade and depth of invasion carcinoma + substantisl LVS! regardless of grade
LS % JT7%HI< ) ) Z > Stage IB endometrioid high-gradet and depth of invasion

regardiess of LVS! status »  Stage I8 MMRA/NSMP endometrioid

ﬁj\éﬁ% ?ZEIE HEI —é Jh’C Ly é > Stagell carcinoma high-grades regardiess of LVS! status

»  Stage Il MMRJ/NSMP endometrioid

carcinoma
High > Stage > Stag
»  Stage HVA non-endometriokd (serous, carcinoma with no residual disease
clear cell, undifferentiated carcinoma. > Staga I-IVA p53abn endometrial carcinoma
carcinosarcoma, mixed) with myometrial with myometsial invasion, with no residual
Invasion, and with no residual disease disease
»  Stage I-IVA NSMP/MMRd serous,
undifferentiated carcinoma, carcinosarcoma with
myometrial invasion, with no residual disease
Advanced > Stage IlI-IVA with residual disease > Stage IIi-IVA with residual disease of any
metastatic > StageVB molecular type

> Stage IVB of any molecular type 64

Concin N, et al. Int J Gynecol Cancer 2021;31:12-39.
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TPS3EEFEE
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fa 5% i
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}}bhé Sari A, et al. Am J Surg Pathol 2019;43:591-

66

MMREEZEBDHRIR/\I— L LEGETFEE

BEEDOHDHEET
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Dedifferentiated carcinoma is composed of an undifferentiated carcinoma and a differentiated carcinoma
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Silverberg grading system
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HEATHE (pTNM)
BEIER (CRS)

EENERRMLIEDEFREAMIORTE (SEE-FIM.

LTV L)

RRHERBEHESDO1> T 5> bOERL

T DA

(%)
Criterion Score
Architecture (majority pattern)
Glandular 1
Papillary 2
Solid 3
Nuclear atypia
Mild 1
Moderate 2
Severe 3
Mitotic count per mm?2
<3 mitotic figures/mm?2 1
3-7 mitotic figures/mm? 2
>7 mitotic figures/mm?2 3
Final Grade Total Score
Grade 1 35
Grade 2 6-7
Grade 3 8-9
109
FIGO734E(2014) ETNMZ$E(UICCEE 8 hR) DX
FIGO #8 TNM S48
TAM Tla N0 MO
1B Tlb NO Mo
1c1M Tlel NO Mo
Tc2 i Tlc2 NO MO
1C318 Tic3 NO MO
TA M T2a N0 MO
B Y T2b NO Mo
WAL T1-2 Nla Mo
MAL G T1-2 Nlb MO
mA2 T3a NO/N1 MO
mB it T3b NO/N1 Mo
mc T3c NO/N1 MO
VAR T1-3 NO/N1 Mla
IVB it T1-3 NO/N1 MIlb
111
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SREE(CH T BIEFREDHEBMFIATMRICOVNTIE, ESRIFANSNTVSHEEELNRVDOHRIR

Score | Criterion Tumour regression
CR3 1 o cx el o reoporve 1 Mainly viable tumour with no or minimal | No definite or minimal tumour
Mainly viable tumor it o o minima regression-associated fro-nflammatory changes. imited toa fow foct '
cases in which it dffcut 1o decide between desmapiasa or infla regression-associated fibro-inflammatory | response identified
Infitaon changes limited to  few foci
2 Multifocal or diffuse regression-associated | Moderate response identified

GRS 2: Appreciabl umor response amidt viable tumr,both eady dentfbleand tumar regulry e it g e e O
Ranging from mutfocal or Gffuse regression associaled fBro-inflammatory changess, with vissie tun tumour ranging from diffuse sheets,
streaks, or nodules. fo extensive ragression associated fibro-nflammatory changes wéh mutifocal re streaks or nodules, (o extensive
ahich is oasiy identfable

regression with multifocal but easily
CRS 3: Complate or near-complete response with no residual tumor OR minimal irregularly scattered tumor identifiable residual tumour.
foci seen as individual cels, cell groups. or nodules up to 2 mm in maximum size 3 Mainly regression, with few irregularly Marked response with 1o o

associated fibro-inflammatory changes or, i rare cases, nalvery it residual tumr n complste T e amwmonsa gyl S et s sy o
inflammatory response: acwi tecord whether o résidusl fumor”or “MiCroscopic residusl
groups (all measuring less than 2 mm), or
no residual tumour identified

* Regression-associated fibo-inflammatory changes: Fibrosss assocated with macrophages, mchuding foam cels,

méxed inflammatory cels. and psammoma bodes: 1o distnguish from tumar-reiated INflammation or desmopiasia

114

\\\\\

(\

fES DR EL

J L — K5l Histological tumor grade
HEITHE (pTNM)

AR (CRS)

EERIERRMLIEDOEFRIEMIORTE (SEE-FIM.,
FILT X L)

RRMHERBEERED > TS5 > MOEIRU
ZAth

115

2R E 3RS CIXSEE-FIM protocol D5EE N AR &1 d

2

Figure 1. Protocol for Sectioning and Extensively Examining the Fimbriated End (SEE-FIM) of the Fallopian
Tube. This protocol entails amputation and longitudinal sectioning of the infundibulum and fimbrial segment (distal 2
cm) to allow maximal exposure of the tubal plicae. The isthmus and ampulla are cut transversely at 2- to 3-mm
intervals. From Crum et al.10 Copyright © 2007 Lippincott Williams & Wilkins. Reproduced with permission.
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RRIHRFRRAEES - RENERRIERE
(WHO2020(C&H 13 DERET/R1 > )

o [HWU/NFLEEIR/I\S—>%RT Klii'liiﬂ?%ﬁ [%fE% serous borderline tumor with micropapillary
pattern | (& TH/NF BB /B RBREIE R EMEB serous borderline tumor,
micropapillary/cribriform| [C&IHEESN, BJEBL U THIESN TV IR MEHERNEER
& non-invasive low-grade serous carcinomal b‘ﬁﬂ[‘?é’ﬂle

o [y VEHIERREEFERIEE microinvasive low-grade serous carcinomal OBER EAEBEMNRASIN

(If the morphology resembles low-grade serous carcinoma and invasion measures <5mm in
greatest dimension in any single focus, the tumor should be classified as microinvasive LGSC,
and extensive sampling should be performed to exclude larger foci of invasion.)

o SIHEMIFREEFRBEERLIT, PESCERBDIEBNHSNDBG, RS, PEIMNREZINT
[12T5> b &MU, ERFNCIEFEESRBEECHBUTOED, SEE, IFSHE>TS
ShoHE A>T, EDZEEA>CTS ML MEERERKEERE (extraovarian
LGSO)| &#5d 3. i }

=SB > TS MLGSCHEE SNIZHEICE. INEREDEIM)DH U HEREND,
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® WHOSEMR CHIBRENZF > ROTSA - Uil & U CTIE L, SREMIESR - &
B emEnz.

o SHLELEEIRFEZAEWell differentiated papillary mesothelioma, benign(&EabELEEIRF R IEE
Well differentiated papillary mesothelial tumour(C&F N EEENIZ,

o EtrhZiEmalignant mesotheliomaldZiEmesotheliomalc 2F N EE NIz,
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