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EARLIER endometriosis diagnosis: Modalities

NON SURGICAL

+ Impartance of adolescant period
+ Sensibilisation and education: patients, media, heaith professionnals

+ Health professionals training and education
/s 80

Management of Endometriosis: SEUD 2024 flow chart

Questioning - )
Clinical examination ———  Non surgical diagnosis | . » ‘\
Imaging: TVUS, MRI l 4 4

Immediate desire for pregnancy

g.— L4

\ «——— Fertility preservation ?

Medical treatment

= Drug resistance
’ Lesions progression Long term medical
No pain relief trestment

Fertility preservation ? Follow-up
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Elevated TGF-81 and Impaired Uterine Receptivity in Endometriosis

Meng-Hsing Wu':2, Huan-Tzu Hou?, Shaw-Jenq Tsai24
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2 Department of Physiology, College of Medicine, National Cheng Kung University; Tainan, Taiwan.
3 Institute of Basic Medical Sciences, College of Medicine, National Cheng Kung University, Tainan, Taiwan

Abstract

4 Department of Biomedical Sciences, College of Sciences, National Chung Cheng University; Chiayi, Taiwan

Peritoneal inflammation is one of the pathophysiological features of endometriosis. The pro-inflammatory cytokines are abnormally elevated in
the peritoneal fluid (PF) of women with endometriosis, but the effect of peritoneal proinflammatory cytokines on reduced fertility is still unknown.
We found that the PF from women with endometriosis has higher levels of transforming growth factor-beta 1 (TGF-B1) compared with PF from
normal women. Treatment with TGF-1 markedly reduced the decidualization response of primary-cultured endometrial stromal cells (ESCs).
Mechanistically,

TGF-p1

downregulates chicken ovalbumin upstream promoter-transcription factor Il

(COUP-TFIl), a positive regulator in

decidualization. In vivo study showed that in-utero administration of TGF-B1 reduced COUP-TFIl expression and uterine receptivity markers. In

addition, TGF-B1 suppresses embryo implantation when evaluating the day 7.5 postcoital mice uteri.

Furthermore, endometria from women with

endometriosis show relatively lower expression of COUP-TFIl and other decidualization-related proteins. Our findings demonstrate that the
abnormally increased peritoneal TGF-B1 impairs endometrial decidualization and reduces uterine receptivity.
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Figure 2. TGF-31 supp (A) ELISA of TGF-p1 protein levels

in PF and uterine fluid from normal (N) or endometriosis (E) women. (B) Bright-field images of
primary-cultured endometrial stromal cells (ESCs) in response to EPC media (10 nM estradiol, 1 uM
medroxyprogesterone acetate, and 50 M 8-Bromo-cAMP) with TGF-81 or not. (C) Representative
Western blot images and quantification results (n=3) show the levels of FOXO1 and IGFBP1 in ESCs.
Beta-actin serves as a loading control. (D) Immunofiuorescence staining of FOXO1 in the nuclei of

ESCs (left). The P of FOXO1-positive nuclei (right, n=3).
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Figure 3. Permmeal TGF-p1 downregulates COUP-TFIL. (A) Venn diagram showing the overlap
genes and differentially expressed genes in the
endometrla of infortile women with endometnoms (GSE120103). (B) Heatmap of the top 10
differentially genes in ia from fertile women and
infertile women with endometriosis (GSE120103) (C) COUP-TFII expression in the endometria of
fertile women without endometriosis (n=9) and infertile women with endometriosis (n=9) from GEO
dataset GSE120103. (D) y and ion of COUP-TFII in endometrial
stroma from normal women (n=9) and women with endometriosis (n=7). (E) The representative
western blot and quantification of COUP-TFII protein levels in ESCs in the presence of TGF-g1 or
not for 48 h. (F) The protein levels of COUP- TFII FOXO1, and IGFBP1 in response to EPC treatment
with TGF-1 or not.((c) Western blot ins in COUP-TF (siCll) or control
(siNC) ESCs treated with EPC or DMSO for o days (G) ELISA of PRL levels in media from ESCs
treated with EPC or DMSO for 6 days (n=3).

4.5 days post coitum (dpc) female mice. (B) Representative IHC-s
expression of COUP-TFII, Ki-67, FOXO1, and PGR (from left to right) i
treated with PBS or TGF-p1. for
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slte and the expresslon of MMP-9 in declduallzed stromal cells surrounding the embryo

g images show the
4.5 dpc mice uteri

Dy the ar (E) The per of pregnant mice treated with PBS or
TGF-p1 on 7.5 dpe.
A PsMAD!ISMAD: TGF-g1
oross - M 8| g as TGF-g1 SB431542
SB431542 - _ g
g
===
SMAD3
ssﬁrsﬂ; IR P-SMAD3 Hoechst
C
Fertile H i
: Sasisez o1 |
- or DMSO — or PBS r—)sacrlnced
Fertile -
D *
GF-p1
TGF-p1 +SB431542

L 4 4
\o; \‘: g=

SB431542 - +

Figure 5. TGF-p1 murine p rate. (A, B)
ESCs were pretreated with 10 \M SB431542 for 30 minutes before treatment with 10 ng/ml
TGF-B1 and incubated for 24 hours. Western blot images and quantification of p-SMAD3
and SMAD2/3 in ESCs (n=4, a). Immunofluorescence images of p-SMAD3 (red) in ESCs
with nuclei stained by Hoechst (blue). Scale bar = 20 um (b). (C) Schematic of the
for 55431542 and TGF-B1 in a pregnant mouse model. (D)
by Evans blue) and the percentage of
SB431542 (n=6) on 7.5 dpe.
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Our study reveals that abnormal upregulated TGF-B1 in peritoneal fluid
suppresses decidualization through downregulation of COUP-TFIlI which
results in embryo implantation failure in women with endometriosis.
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