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¥Zoom IZTCEAfE L ¥9, This lecture is held through Zoom.
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To prevent attendance by outsiders, this lecture requires registration. Please register in advance by the start time of
the lecture. The URL for class registration of this lecture will be announced by the e-mail “ [med—all] RKR&TPRO Lectures
Scheduled Coming Week” sent on Friday of the previous week.
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We only accept Nagoya University e—mail address for registration. Student can’ t use Gmail, hotmail, etc.
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On the day of the lecture, please join using the meeting ID and password sent to the email address you registered.
MeEEFP OEE - G IIESIE L E 9, Recording this class is not allowed.

KBTI AT EAIZ LTIV, Please turn on a camera during class time.
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Attendance is checked through NUCT. The keyword for NUCT will be provided during class time.
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(abstract)

Loss—of-function mutations in SMN/ and deficiency in the encoded protein SMN causes spinal muscular
atrophy (SMA), a leading genetic cause of infant mortality. Humans have a closely related SMNZ, but it only
expresses low levels of SMN protein, due to alternative splicing. Antisense oligonucleotides (ASOs) can be
designed to alter splicing of target pre-mRNAs. Based on an ASO-tiling method, we identified an ASO that
efficiently corrects SAMNZ splicing. The therapeutic efficacy, tolerability, and PK/PD were confirmed in both
preclinical studies in animals and clinical trials in SMA infants and children. An AAV9-based gene therapy
and oral SMNZ2 splicing modifier have also received FDA approval for the treatment of SMA. Therapeutic
drugs and advanced medical care have improved the prognosis of SMA, and thus pediatric patients are

increasingly surviving into adulthood, though new issues have emerged that need to be addressed.
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