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Identification of therapeutic targets and elucidation of the mechanism of
development and progression of rare and poor prognosis endometrial cancers

Yoshida, Hiroshi

3,100,000

grade 3

In this study, we characterized the clinicopathologucal factors, prognosis,
and genetic abnormalities/protein expression of infrequent but poor prognosis endometrial cancers
(grade 3 endometrioid carcinoma, serous carcinoma, carcinosarcoma, dedifferentiated carcinoma, etc.)

to identify potential therapeutic targets and early diagnosis of these rare subtypes of endometrial
cancers. Among patients with these rare subtypes of endometrial cancer, we have found factors that
predict which patients are more likely to recur, molecular abnormalities that may be potential

therapeutic targets, and features that may be useful for early diagnosis, which we have published in
several papers.
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Table 1 Clinicopathological and molecular characteristics of three cases of

SWI/SNF

CTNNB1

arising from

Characteristics Case 1 Case 2 Case 3

Age (years) 55 49 7

Gravida/para GOPO GOPO GAP3

Initial symptom Asymptomatic Bleeding Slight bleeding

Past history of malignancy No No No

Familial history No No Breast cancer (sister)
Body weight (kgiheight cm) — 55/157 sa161 301156

Preoperative clinical diagnosis

Surgical operation ATH + B3O RH+BSO+PLND ATH+BS0 + PLNB + omentec-
tomy
Adjuvant treatment PLND APx 6 eycles TCx6 cycles
Recurrence 9 months, LN, liver metastasis 14 months, lung metastasis 16 months, vaginal stump
Prognosis, follow-up AWD, 34 months AWD, 35 months AWD, 18 months
Pathological findings
FIGO stage (as endometrial B n mcit
cancer)
Size (em) Txdlxd 55x42x35 58x35x28
Histological type Endomelrivid, G3 Endometrioid, GL Endometrioid, G3
Lymphovascular invasion Positive Pasitive Positive
Background endometrium Atrophic Atrophic Awrophic
Adenomyosis adjacent to carci- Present Present Present
noma
Immunchistochemistry
Adenomyosis pS3 wild-type), pMMR, PTEN  p33 (wild-type), pMMR, PTEN  p33 (wild-type), pMMR, PTEN
iretained), ARIDLA (retained) iretained), ARIDLA (retained) (retained), ARIDIA (retained)
Carcinoma pS3 (diffuse), pMMR, PTEN P53 (wild-type), pMMR, PTEN  pS3 (diffuse), pMMR, PTEN (lost),
iretained). ARIDILA (retained) iretained), ARIDIA (retained) ARIDI1A (retained)
Genetic alterations
Adenomyosis Not detected KRAS (p.GI2D), PIK3CA Not detected
(p.TI0255)
Carcinoma KRAS (p.GI2A), TP53 (p.R2480) KRAS (p.GI2D), PIKICA TP33 (p.R2445)

WHO 2020 molecular classifica-
tion

Carcinoma arising from adeno-
myosis or utering sarcoma

pS3-mutated

Uterine cervical adenocarcinoma

(pT10255), PPP2RIA (intronic)
Non-specific molceular profile

Suspected of uterine sarcoma

p53-mutated

ATH, shdominal total hysterectomy; BSO, bilateral salpingo-vophorectomy; PLND, pelvic lymph node dissection; PLNB, pelvic lymph node
biopsy: AP, adriamycin and cisplatin; TC, taxane and carboplatin: AWD, alive with disease; NED, no evidence of disease; FIGO, International
Federation of Gynceology and Obstetrics: pMMR, proficient mismatch repair




©) HER2 HER2
PMID: 33423127, 37119646

HER2
'y
/ -
One representative section HER2
HER2 « D
IR TR W 2
: Lo - (4 l 'f\’.“ l"#ﬂ’
SRR e HER2 STATICE
Proportion of HERZ expressing tumar cells (%) ) JCO, 2023 PDX Cco-

= HER2 expressing tumor cells / All tumor cells (carcinoma and sarcomatous component)

0% FRRRUTNE b £ 70, T R ~clinical study

HER2

)

d v HERZ2 status between primary tumor and metastasis in the 4-tiered scoring
SYStem.
HERZ score in primary tumor  HERZ score in metastatic kesion

d Smore 0 Scorel+  Score 2+ Score 3+
aEs F Seore 0 5 5 1 o
iz Seore 1+ 1 L] 4 o
Score 2+ 5 L] 1 2
e Score 3+ o 1 2 2

- ey Agreement = 14741 (34.2 %], Kappa statistics = 0.1 (95%Cl: —0.008, 0.298).

(©)

Grade 1

mRNA

ISH



10 10 0 0

Kato Mayumi Kobayashi Yoshida Hiroshi Tanase Yasuhito Uno Masaya Ishikawa Mitsuya Kato 27

Tomoyasu

Loss of ARID1A Expression as a Favorable Prognostic Factor in Early-Stage Grade 3 Endometrioid 2021

Endometrial Carcinoma Patients

Pathology and Oncology Research 598550
DOl

10.3389/pore.2021.598550

Kato Mayumi Kobayashi Yoshida Hiroshi Uehara Takashi Uno Masaya Ishikawa Mitsuya Miyasaka 60

Naoyuki Kato Tomoyasu

Unique prognostic features of grade 3 endometrioid endometrial carcinoma: Findings from 101 2021

consecutive cases at a Japanese tertiary cancer center

Taiwanese Journal of Obstetrics and Gynecology 238 244
DOl

10.1016/j .tjog.2020.12.005

Kikkawa Nao Ito Kimiteru Yoshida Hiroshi Kato Mayumi Kobayashi Kubo Yuko Onishi Yasuyuki 39

Sugawara Haruto Kato Tomoyasu Kusumoto Masahiko

Magnetic resonance imaging findings in 11 cases of dedifferentiated endometrial carcinoma of 2021

the uterus

Japanese Journal of Radiology 477 486
DOl

10.1007/s11604-020-01084-3

Saito Ayumi Yoshida Hiroshi Nishikawa Tadaaki Yonemori Kan 12

Human epidermal growth factor receptor 2 targeted therapy in endometrial cancer: Clinical and 2021

pathological perspectives

World Journal of Clinical Oncology 868 881

DOl
10.5306/wjco.v12.i10.868




Yoshida Hiroshi Asami Yuka Kobayashi-Kato Mayumi Tanase Yasuhito Uno Masaya Ishikawa 479

Mitsuya Shiraishi Kouya Kato Tomoyasu

Genetic features of endometrioid-type endometrial carcinoma arising in uterine adenomyosis 2021

Virchows Archiv 407 412
DOl

10.1007/s00428-021-03234-y

Yoshida Hiroshi Nishikawa Tadaaki Matsumoto Koji Mori Masahiko Hirashima Yasuyuki Takehara 478

Kazuhiro Ariyoshi Kazuya Hasegawa Kosei Yonemori Kan

Histopathological features of HER2 overexpression in uterine carcinosarcoma: proposal for 2021

requirements in HER2 testing for targeted therapy

Virchows Archiv 1161 1171
DOl

10.1007/s00428-021-03017-5

Kobayashi Kato Mayumi Asami Yuka Takayanagi Daisuke Matsuda Maiko Shimada Yoko Hiranuma online

Kengo Kuno Ikumi Komatsu Masaaki Hamamoto Ryuji Matsumoto Koji Ishikawa Mitsuya Kohno

Takashi Kato Tomoyasu Shiraishi Kouya Yoshida Hiroshi

Clinical impact of genetic alterations of CTNNB1 in patients with grade 3 endometrial 2022

endometrioid carcinoma

Cancer Science online
DOl

10.1111/cas.15328

Asami Yuka Kobayashi Kato Mayumi Hiranuma Kengo Matsuda Maiko Shimada Yoko Ishikawa 128

Mitsuya Koyama Takafumi Komatsu Masaaki Hamamoto Ryuji Nagashima Minoru Terao Yasuhisa

Itakura Atsuo Kohno Takashi Sekizawa Akihiko Matsumoto Koji Kato Tomoyasu Shiraishi

Kouya Yoshida Hiroshi

Utility of molecular subtypes and genetic alterations for evaluating clinical outcomes in 1029 2023

patients with endometrial cancer

British Journal of Cancer 1582 1591

DOl
10.1038/s41416-023-02203-3




Yoshida Hiroshi Mizoguchi Chiharu Saito Ayumi Kitadai Rui Yamamoto Kasumi Nishikawa 65
Tadaaki Kato Tomoyasu Yonemori Kan
Discordances in expression of human epidermal growth factor receptor 2 between primary and 2023

metastatic uterine carcinosarcoma: A proposal for HER2-targeted therapy specimen selection

Annals of Diagnostic Pathology

152150 152150

DOl
10.1016/j -anndiagpath.2023.152150

Yoshida Hiroshi Uno Masaya Ogimoto Keisuke Kobayashi-Kato Mayumi Tanase Yasuhito Ishikawa 42
Mitsuya Kato Tomoyasu

Endometrioid Endometrial Carcinoma With NKX3.1 Expression in a Transgender Man: A Case Report 2023
International Journal of Gynecological Pathology 308 314

DOl
10.1097/pgp -0000000000000869




