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It is well known that human endometrial epithelial cells (EECs) fall into
apoptosis in interface between embryo and EECs.

To unveil effective role of EEC apoptosis, we tested the ability of cell adhesion, cell
proliferation, and cell motility in EECs stimulated by EEC contents derived from Fas Ab-induced
apoptosis and mechanical breaking. Apoptotic EEC contents showed no regulation of EEC proliferation,

small up-regulation of cell adhesion against embryo, and acceleration of cell motility. Stimulation
by EEC contents obtained from mechanical crushing induced significant acceleration of EEC motility,
but not EEC proliferation and adhesion ability.

These results indicate that apoptotic EEC nearby implantation point probably assist successful
implantation through up-regulation of EEC motion.



70%

ART

(Galan et al 2000, Simon et al 2001)

Uchida et al JBiol Chem 2012

UDP-glucose

P2RY14
Arase et al J Immunol 2009 UDP-glucose
P2RY14 IL-8
@
DNA Toll-like receptor (TLR)9 )
€)
matrixmetalloproteinases; MMPs
[E1] & FEFICHT2TFERE LIRS FOROTEREMERAOEE (R
recruitment of
via P2Y14 immune cells triger ? cell motion l
indii splash reaction of accelerate!?
FasL. - FasR binding —— HEEE T selfderived components " neighboring EECs? BOIEED
//E ‘\‘\__ et —
i f
n’et;;';’:%’c‘):?ng ESCs .?
MMPs?
FasL

FasR

(1) anti-Fas Ab coated beads (Fas beads)

FasR(CD95) anti-Fas Ab coated
polystyrene beads Sawai & Domae 2010 FasR
(CH-10) B4 beads beads
beads magnetic beads coating Beads
coating

Uchida et al J Exp Med 2001



(2) Fas beads

() beads beads
Ishikawa real time FLICA invitro Apoptosis
Detection Kit FasR

magnetic beads

(3) Fas beads
() Fas beads Ishikawa
conditioned medium; CM
endometrial epithelial cell contents splashed by apoptosis; apoptotic

EECC
mechanical EECC
sonic EECC Ishikawa
EEEC (apoptotic, mechanical, sonic) EEEC
alive
©)
MTT
in vitro implantation assay
Click-iT Plus EdU Alexa Fluor Kit
(5) EECC
trans-well migration assay
wound healing assay
real time in vitro implantation assay
EECC

(1) anti-Fas Ab coated beads (Fas beads)

beads magnetic beads
coating
(2) Fas beads
() beads Ishikawa
~10% beads
30% beads
apoptosis
(3) Fas beads
Fas beads Ishikawa conditioned medium; CM
endometrial epithelial cell contents splashed by apoptosis; apoptotic EECC
mechanical EECC sonic EECC
in vitro
In vitro implantation assay
apoptotic EECC mechanical EECC  sonic
EECC
)
mechanical EECC sonic EECC apoptotic
EECC
(5) EECC

trans-well migration assay
wound healing assay
real time in vitro implantation assay
EECC



©) )
preliminary apoptotic EECC
trans-well migration wound healing assay
in vitro implantation assay

4
Furuya M, Masuda H, Hara K, Uchida H, Sato K, Sato S, Asada H, Maruyama T, Yoshimura
Y, Katabuchi H, Tanaka M, Saya H: ZEB1 expression is a potential indicator of invasive
endometriosis. Acta Obstet Gynecol Scand. 2017; 96(9): 1128-1135.

doi: 10.1111/a09s.13179.

Uchida S, Maruyama T, Kagami M, Miki F, Hihara H, Katakura S, Yoshimasa Y, Masuda
H, Uchida H, Tanaka M: Impact of borderline-subclinical hypothyroidism on subsequent
pregnancy outcome in women with unexplained recurrent pregnancy loss. J Obstet
Gynaecol Res. 2017;43(6): 1014-1020.

doi: 10.1111/jog.13319.

Masuda H, Endo T, Yoshimasa Y, Uchida H, Nakabayashi A, Maruyama T, Tanaka M: A case
of hysteroscopic resection of cervical pregnancy after successful treatment with
systematic methotrexate. J Obstet Gynaecol. 2016; 36(7): 865-866.
doi:10.1080/01443615.2016.1174837.

Uchida H, Maruyama T, Masuda H, Uchida S, Miki F, Hihara H, Katakura S, Yoshimasa
Y, Tanaka M: How to create an embryo penetration route. Am J Reprod Immunol. 2016;
75(3): 326-332.

doi: 10.1111/aji.12476.

7
Tetsuo Maruyama, Satomi Katakura, Tomoka Takao, Toru Arase, Yushi Yoshimasa, Shoko
Tomisato, Sayaka Uchida, Hirotaka Masuda, Hiroshi Uchida, Mamoru Tanaka: P2RY is
involved in the migration and invasion of human extravillous trophoblast. Society
for Reproductive Investigation 66th Annual Scientific Meeting (SR12019). 2019

23 . 2018

ZEB1 35 .2017

Hirotaka Masuda, Masataka Furuya, Tetsuo Maruyama, Hironori Asada, Hidetaka
Katabuchi, Hideyuki Saya, Mamoru Tanaka: Differential epithelial-mesenchymal
transition status between types of endometriosis and adenomyosis. 33rd Annual
Meeting of European Society of Human Reproduction and Embryology (ESHRE2017). 2017

Hirotaka Masuda, Masataka Fuyuya, Tetsuo Maruyama, Hironori Asada, Hideyuki Saya,
Mamoru Tanaka: Differential status of epithelial-mesenchymal transition in each
endometriotic lesion: ZEB1 as a potential indicator of endometriotic invasiveness.
13th World Congress on Endometriosis (WCE2017). 2017




¢y

Sayaka Uchida, Tetsuo Maruyama, Maki Kagami, Fumie Miki, Hanako Hihara, Shoko
Tomisato, Satomi Katakura, Yushi Yoshimasa, Hirotaka Masuda, Hiroshi Uchida, Mamoru
Tanaka, Daisuke Aoki: Impact of subclinical hypothyroidism on subsequent pregnancy
outcome in women with unexplained recurrent pregnancy loss. 69

International Session. 2017

Hirotaka Masuda, Masataka Furuya, Hironori Asada, Tetsuo Maruyama, Hiroshi Uchida,
Sayaka Uchida, Yasunori Yoshimura, Hidetaka Katabuchi, Hideyuki Saya, Mamoru Tanaka,
Daisuke Aoki: Differential status of epithelial-mesenchymal transition in
endometriosis and adenomyosis: ZEBI as a potential indicator of endometriotic
invasiveness. 69 International Session. 2017

(MARUYAMA, Tetsuo)

8 10209702

(UCHIDA, Hiroshi)

8 90286534

(MASUDA, Hirotaka)

8 80317198

(HIHARA, Hanako)

8 80626458



