


Deficiency of DGCR8-dependent canonical microRNAs
causes infertility due to multiple spectra of abnormalities

during uterine development in mice
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| MicroRNA Biogenesis
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| MicroRNA & Uterus
| Molecular Endocrinology |
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| MicroRNA & Uterus
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[ To understand roles of mIRNAsS in female reproductive tracts
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MATERIALS & METHODS

Fertility test
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“Conditional deletion of Dgcr8 by PR-Cre in female reproductive tracts
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| Dger89d mice are infertile with acyclic estrous cycle
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« Dgcr89d mice have no pups over 2-month period

« Cyclic change of epithelial cell (%) does not occur in Dgcr89d mice



| Dgcrgdd mice produce fertilizable oocytes with
normal corpus luteum

% of blastocyst on day 5
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Acute inflammatory infiltration of immune cells occurs
in pregnant Dgcr8¥d mice
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| Dger8d mice have multiple uterine abnormalities
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Dgcmd'm mice have mqu’pVe uterine abnormalities
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Onset of uterine abnormalities in Dger8¥d mice coincides with
PR expression
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At PND 28, PR was exclusively localized not only in the epithelium but also in the stroma.



Disturbed hormone responses in stromal cells cause aberrantly

reduced cell proliferation in Dgcr8¥d mice
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u Severe atrophy in stromal cell compartment in the uteri of Dgcr8Y® mice
IS not associated with facilitated apoptosis
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| Conclusion

Dgcr8%d mice are infertile due to acyclicity.

Dgcr8%d mice have multiple uterine
abnormalities such as reduced number of
glands and severe stromal atrophy.

Uterine stromal cells aberrantly respond to
ovarian steroid hormones leading to
no stromal proliferation.

Deficiency of canonical microRNAs leads to
recruitment of acute inflammatory cells
reactive to semen

Dgcr8-dependent miRNAS plays critical roles
in uterine development and physiology
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