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Evaluation of an extracellular matrix protein fibulin-1 in pathophysiology of human
endometrial function

OKADA, Hidetaka

4,000,000 1,200,000

Progesterone is a key factor in establishment and maintenance of pregnancy in the
human endometrium. The fibulin-1 mRNA levels were significantly increased in human endometrial stromal cel
Is stimulated with progesterone after 3 days of culture. These results suggest that fibulin-1 is an import
ant molecule that mediates progesterone action in human endometrial differentiation towards implantation.
The levels of fibulin-1 mRNA were significantly decreased in the endometrium of infertile patients. Our fi
ndings contribute not only on the insight into mechanisms of key reproductive processes such as decidualiz

ation and the establishment and maintenance of early pregnancy, but also on future clinical applications f
or implantation failure.



Fibulin-1

Fibulin-1

Fibulin-1

Fibulin-1

Fibulin-1

Fi

Fibulin-1

bulin-1

PCR

RNA
Fibulin-1

Western blot

Fibulin-1
Fibulin-1
Fibulin-1  sSiRNA
WST-8
Fibulin-1
Fibulin-1
Fibulin-1 mRNA
3
Fibulin-1
Fibulin‘1 & Control .
;] B E+MPA =
- . T
_L J —_—
4 - I 1
Sin His Bis Ba Bs s
2h 6h 1d 3d 6d 124
RU-486(
)
Western blot Fibulin-1
VEGF Vascular Endothelial Growth
Factor SDF-1(stromal cell-derived
factor 1
RNA cDNA
PCR
Fibulin-1
Fibulin-1
Fibulin-1
SiRNA
VEGF  SDF-1
RNA cDNA

PCR



Fibulin-1 Okada H, Kanzaki H. Shakuyaku-kanzo-to
VEGF SDF-1 inhibits smooth muscle contractions of human
pregnant uterine tissue in vitro. J Obstet
Gynaecol Res. 2012 Jul;38(7):1004-10. doi:
Fibulin-1 10.1111/;.1447-0756.2011.01827 .x. Epub
2012 May 8. PubMed PMID: 22568684.

5: Yamashita E, Okada H, Yorioka H, Fujita S,
Fibulin-1 Nishi K, Komiyama'Y, Kanzaki H. Successful
management of pregnancy-associated
thrombotic  thrombocytopenic purpura by
monitoring ADAMTSI13 activity. J Obstet
Fibulin-1 Gynaecol Res. 2012 Mar;38(3):567-9. doi:
Fibulin-1 10.1111/j.1447-0756.2011.01742.X. Epub
2012 Feb 16. PubMed PMID: 22381108.

Fibulin-1 6: Tsuzuki T, OkadaH, Cho H, Tsuji S, Nishigaki
A, Yasuda K, Kanzaki H. Hypoxic stress
simultaneously stimulates vascular
endothelia growth factor via
hypoxia-inducible factor-la and inhibits
stromal cell-derived factor-1 in human
endometrial stromal cells. Hum Reprod. 2012
Feb;27(2):523-30. doi:
10.1093/humrep/der405. Epub 2011 Nov 28.
PubMed PMID: 22128293.

7: Nishigaki A, Okada H, Tsuzuki T, Cho H,
Yasuda K, Kanzaki H. Angiopoietin 1 and

7 angiopoietin 2 in follicular fluid of women

1.Tsuzuki T, Okada H, Cho H, Shimoi K, undergoing a long protocol. Fertil Steril. 2011

Miyashiro H, Yasuda K, Kanzaki H. Dec;96(6):1378-83. doi:

Divergent regulation of angiopoietin-1, 10.1016/j.fertnstert.2011.09.031. Epub 2011

angiopoietin-2, and vascular endothelial Oct 13. PubMed PMID: 22000910.

growth factor by hypoxia and female sex

steroids in human endometrial stromal cells. 10

Eur J Obstet Gynecol Reprod Biol. 2013 1

May;168(1):95-101. doi:

10.1016/j.6j0grb.2012.12.040. Epub 2013 Jan Hand2

25. PubMed PMID: 23352606. Fibulin-1 58

2013/11/15

2: Nishigaki A, Okada H, Okamoto R, Shimoi K,
Miyashiro H, Yasuda K, Kanzaki H. The
concentration of human follicular fluid 2
stromal cell-derived factor-1 is correlated
with luteinization in follicles. Gynecol

Endocrinol. 2013 Mar;29(3):230-4. doi: angiopoietin VEGF
10.3109/09513590.2012.736551. Epub 2012 31
Nov 30. PubMed PMID: 23193972. 2013/8/8

3: Cho H, Okada H, Tsuzuki T, Nishigaki A,
Yasuda K, Kanzaki H. Progestin-induced
heart and neural crest derivatives expressed
transcript 2 is associated with fibulin-1

expression in human endometrial stromal SDF-1 65
cells. Fertil Steril. 2013 Jan;99(1):248-55. 2013/5/10

doi: 10.1016/j.fertnstert.2012.08.056. Epub
2012 Oct 1. PubMed PMID: 23036802.

4: Tsuji S, Yasuda K, Sumi G, Cho H, Tsuzuki T,



Hand2

fibulin-1 65
2013/5/10
VEGF
SDF-1 HIF-1a
65
2013/5/10
65
2013/5/10
SDF-1  HIF-1a 57
2012/11/9

Hidetaka Okada, Tomoko Tsuzuki,
Hisayuu Cho, Akemi Nishigaki, Katsuhiko
Yasuda, and Hideharu Kanzaki Estrogen
and progestins regulate stromal
cell-derived factor 1 (SDF-1/CXCL12) in
human endometrium 4th Congress of
the Asia Pacific [Initiative on
Reproduction(ASPIRE 2012)  2012/9/2

9
VEGF
SERM
64
2012/4/13
10
SDF-1 -
56

2011/12/9

http://research.kmu.ac.jp/kmuhp/KgApp?k
yoinld=beokg

@
OKADA, Hidetaka
80330182

@

©)

KANZAKI, Hideharu
80135566
NAKAJIMA, Tatsuya

70288827



