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Establishment of novel fetal gene therapy for hypophosphatasia
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Under anesthesia, laparotomy was performed on maternal mice on days 15 to 18
of pregnancy,and AAV-eMCK-ALP prepared from the uterine membrane was intraperitoneally administered
to fetuses for treatment. As a result,the treated HPP model mice developed normal weight gain,did

not develop seizures,and the survival rate of treated mice was greatly improved compared to
untreated HPP model mice.In addition,the increase in serum ALP activity and the improvement in
malformation of the femur were confirmed.Furthermore,when the distribution of the AAV vector was
gonf;rm?q,it was found to be highly expressed in the peritoneal membrane and muscle,but not so much
in the liver.

When the maternal body was then observed,no particular abnormalities were confirmed,and pregnancy
and childbirth were possible again after weaning offspring.
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