BEHR

JeiL

A Rt

?Lﬂﬁﬂi%? (FLARIESS 55 E)

11

Ay T

%

BREEL

FTATHERIR

ERESHAED

HEER

et
YEARFRD

o
BRES

AFBedE
(B1R2)

YNE e

R KRBT

May Thinzar Hlaing
ALREF
AIRAETF

B (SH) B
BEaH

20209 1BHBRE

B 12O 9 SRMBEEIR AR FORR
B2 FE(C I DEMEE(C T DRBICEDREA

B 3. IEREEIE D= EF ORZA

FRARANT

HARETIIEEBETNTNOENLEEERIRT D&%
BiEUT, EYEEOMNREFIRFOERZITOTCTUVWET, CNE
TICHEMERICBVWTIXR MOT ST FILICHB T BEERFFOXAL
DOREENBVNEECEBTEOMRMENC &L BEIBFRMNMECD
PINCEZASHCUELR (K1) 2, FIAEEBEERDETR
ZICBWVWTTRI—=2AXY—H—TH D&M b Caspase 3OFRIRNE
WEEBRURINBWNCERNDOMNDELRES., =5 ERBIERT
R MRIEREMRENZS W EEEFEEDRMRENC EZBASHIC
LEULREY FE#EEFEBIERORRAICERDEATVNET,

ETS(CEYEECH T DREBICEZHFIAINAL, BEAZ TOFRME
M DREBEMEOTOT 7> I %&IToTVWET,, BEBBFRIC
BT DEBREOFMZRENTL. FREIFREIRECH VN TCDSE
THROFEMNZWNCED (K2) 5 S AXYYFEEEEHDOMLHIO
FHIMEWNEEPD-LIOFKIRNE . &&F v IR~ > MEEFID
MBEHNBATEEEN R ENE LTS,

IERHEOREMFOIRICERMDEATNET, ABRNICEESE
DHADFIZICHB VLTI, B FIBIER UICHER2S T FILANEME(E
SNTWWBZEZBESMCLELIE

ZRNERENT . 2 < ORBAFKEDTES DR IDE & THRE
ZEHTLNET,

1. BrJ Cancer 112:345-51, 2015

2. Breast Cancer Res Treat 183:41-8, 2020
3. Ann Surg Oncol 23:2235-41, 2016

4. J Transl Med 16:287, 2018

5. Hum Pathol 70:129-38, 2017
6. Cancer Sci 111:2647-54, 2020
7.Am J Surg Pathol 43:1221-8, 2019

o

s FOXA1-high, small tumor
FOXA1-high, large tumor
FOXA1-low, small tumor

— FOXA1-low, large tumor

o
™

e
EY

Logrank 0.001
1: FOXALN'SHEBRONER
FIEFEBEFEFTOMBNIRN

o (Breast Cancer Res Treat

"o 220 40 6o so 100 120 140 160  183:41-8, 2020)

DFS (months)

Proportion survival
o o
[N

o

X2: %@FEE () TEROAE () LOCDSKBMTHIRADZ ML
(7:CD8, #3:CD4, &:94M5F>) (Hum Pathol 70:129-38, 2017)

HEARZITD TLDEED JUMDAEES

IEREKREE - NREIEFHERE - FEHBIZEANE

- AMARIBRAE T SR

- BRODZI CIRERTR T S —

- HHRE - D FEIEF

- BIREEAIRIFFEIE

DARBIEREE STinEREFR T Y —  JEEFRA RS
EZNARRE > Y — REFEERFEDE PEEHELE
BERINAE >SS — BRRIESAAT ILOWD%E4E
LEXZFE RREZER BEaEEE

RRERKE RIEZIR Aok —EE
RRAZEENFWRM W LEAI%E4E

University of Birmingham, Institute of Cancer and
Genomic Sciences Prof. Fedor Berditchevski




Department of Breast Oncology

Research

Chief i i
cief __ Mitsue Saito
Staff
Professor Mitsue Saito
Senior
Associate Kotaro Iijima
Professor
. Katsuya Nakai
ﬁrssgecs:sg? Yoshiya Horimoto
Toshitaka Uomori
Madoka Matsuzawa
Graduate Ritsuko Sasaki
Student May Thinzar Hlaing
Doctor'’s Ryoko Semba
Degree Yumiko Ishizuka
Program Yoshie Shirakami-Takatori

Yuki Saito

September 1%, 2020

Main Research Subjects

B 1. Search for predictive factors of systemic treatments for breast cancer
B 2. Elucidation of the immune response to systemic treatments
m 3. Elucidation of mechanisms of invasion in non-invasive breast cancer

Research Highlights

In relation to estrogen signaling in breast cancer cells, we
have shown that increased expression of FOXA1 relates with
decrease of chemotherapeutic efficacy! and development of
later recurrence (Fig. 1)2. Furthermore, we revealed that the
number of circulating cancer cells with epithelial-
mesenchymal transition inversely correlates with chemo-
effects.

To elucidate the immune response to pharmacotherapy, we
are investigating profiling of immunocompetent cells in
peripheral blood during treatments. Tumor immunity of
primary lesion has also been analyzed and we found that
medullary carcinomas have high levels of CD8-positive T-cell
infiltration (Fig. 2)%.

We are also trying to elucidate mechanisms of invasion in
noninvasive breast cancer. We showed that at this early-
stage, HER2 signaling can be activated without gene
amplification>.

We are collaborating many researchers,
university and elsewhere.
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Fig. 2. Medullary carcinoma (left) shows higher level of CDS8-
positive T-cell infiltration, compared to no special breast cancer
(right). Red: CD8; green: CD4; yellow: cytokeratin

Our collaborators:

Cancer Institute Hospital AMD center

National Cancer Center Hospital

Saitama Cancer Center

Hiroshima University Department of Anatomical
Pathology

Tokyo Medical University

The Institute of Medical Science, The University of
Tokyo

University of Birmingham, Institute of Cancer and
Genomic Sciences
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