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Extra-Adrenal Induction of Cyp2lal Ameliorates Systemic Steroid Metabolism in a
Mouse Model of Congenital Adrenal Hyperplasia

Naiki, Yasuhiro

3,800,000

AAV 21
Cyp21 Cyp2lal DOC
AAV Cyp2lal /DOC
118 CYP11B1 2 AAV 118
DOC corticosterone

We examined whether transduction of murine Cyp2lal in extra-adrenal tissues could
rescue steroid metabolism in 21-OHD mice to develop a gene therapy for congenital adrenal hyperplasia
(CAH) due to steroid 21-hydroxylase deficiency (21-OHD). We injected an adeno-associated viral (AAV)
vector containing Cyp2lal into the thigh muscles of 21-OHD mice. Serum progesterone/DOC ratios were
markedly reduced in all four animals at 4 weeks after injection. These results indicate that
extra-adrenal induction of Cyp2lal ameliorates steroid metabolism in 21-OHD mice. We also introduced
Cyp2lal gene using AAV vector containing Cyp2lal into the adrenal glands of 21-OHD mice. Instead of
muscle injection, serum progesterone/DOC ratios did not change at 4 weeks after injection.

We also evaluate the efficacy of induction CYP11B1 gene using AAV vector to the fibroblast CAH due to
steroid 1llbeta-hydroxylase deficiency. The hydroxylation of steroid llbeta hydroxylase was not detected
by this method.
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