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Identification of the role of CXCL5 for embryo aging for development of the
innovative clinical treatment to advanced aging infertility patients
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We confirmed that the expression levels of CXCL5, an inflammatory factor,
was increased in the aging preimplantation embryos of middle-aged infertile patients. In addition,
CXCL5 secreted from the embryos caused of decrease the implantation rate due to the decline of
embryo quality.

From the result of animal experiments, suppression of CXCL5 with neutralizing antibody during
embryo culture promoted cell proliferation and improved implantation rates. CXCL5 suppression did
not affect embryonic development. On the other hand, the gene expression profile of CXCL5-suppressed

aging mouse embryos was close to that of young mouse embryos. In addition, there are no
abnormalities in offspring derived from the CXCL5-suppressed embryos. It suggested that CXCL5
suppression of aging embryos can be safely applied in clinical treatment.



DNA

DNA
CXCL5
(1)CXCL5
CXCL5 in vitro
3-6 CXCL5
3%FBS
(Real-time RT-gPCR)
) CXCL5
CXCL5
CXCL5
43-53
96
19
CXCL5
CXCL5
3
CXCL5
CXCL5
1 IL-6)
CXCL5

CXCLS

CXCLS

CXCLS

CXCLS

CXCR2

CXCLS

CXCLS

CXCL5

96

3 (p21 PAI-

CXCL5

in vitro



CXCLS

3%FBS

CXCLS

CXCL5
¢ D

Trophoblastic giant cell

CXCLS

CXCL5
¢ D
CXCL5
PAI-1
MMP
CXCL5

in vitro

(1)

Outgrowth area

e

Control {

Outgrowth area

Control

CXCL5
(1000nM)

CXCLS

CXCL5

CXCR2

¢ 2 (=2)

2)

(um?)
15,000

10,000

5,000

50

40

30

20

Number of trophoblastic giant cells

Young Aging Boiled- 100 300 1,000
CXCLS CXCL5(nM)

%
——t ¥

% Implantation rate
(Implantation site/transferred embryos)

% Birth rate
(Pups/transferred embryos)

Young Aging Boiled- 100 300 1,000
CXCL5

(1,000nM) CXCL5(nM)
CXCR2
*
100 * P (46/54)
@esss)  (27/39)
80

12/,
60 (12/30)

40

20

0
80

60 (22/54)

40 (14/55)  (10/35)

(5/30)

20

0

CXCL5 Antibody (ug/ml) 0 10 0 10
CXCR2 Antagonist (nM) 0 0 10 10






