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Nabeel Kajihara - Ken-ichiro Seino (nstitute for Genetic Medicine, Hokkaido University )

Blocking of estrogen signals improves anti-tumor
effect regardless of estrogen receptor expression

INncancer CeuS. IZFOY YL IFLOEFIHARBOIANOY  EEARBICHHELAEENREH L343

of ER antagonist(FU Ivestrant) on ER-negative tumor growth and TME (tumor microenvironment)
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FUL reduced tumor growth via improving TME in ER-negative cancers.

Effects of estrogen and its inhibition on intra-tumoral CTLs

in vitro (Human) in vitro (Mouse)

~o- DMsO CIomso EE2 ME2/FUL]
“—FLleS) 30 CDB'CDE9"
- FUL (aCD8)

®
8

 CD8'CD69*
2 =0.0020
b2t _

\

4Tl inoculation sacrifice

; DMSO or FUL
v v ¥ v
H

- 10 8 11 1

=}

Tumor volume (mm®)
.
8

3 8
'] 5 w
0
g <o g
& £
R ®

S

Days post tumor inoculation 0

)

Estrogen directly suppressed & decreased intra-tumoral CTLs and its inhibition reversed them.

How does estrogen suppress and reduce intra-tumoral CTLs?
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FUL afforded drastic tumor reduction when combined with ICI.
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(Séderberg D., et al. Front Immunol. 2016; 7: 256)
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