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Maintenance of Motor Milestones Demonstrate the Durability of the
Effect of Onasemnogene Abeparvovec in the

Therapeutic Dose Cohort
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Mendel JR. Cure SMA 2020
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CHOP INTEND, Children's Hospital of Philadelphia Infant Test of Neuromuscular Disorders; LTFU, long-term follow-up.
Adapted with author permission from Lowes LP, Alfano LN, Amold WD, et al. Impact of age and motor functionin a phase 1/2A study of infants with SMA type 1 receiving single-dose gene therapy. Pediatr Neurol 2019,98:39-45
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Gene Therapy for Spinal Muscular Atrophy:

Safety and Early Outcomes

Waldrop MA, et al. Pediatrics. 2020;146:¢20200729.
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ASPIRO Phase 1/2 Gene Therapy Trial In X-Linked Myotubular Myopathy
(XLMTM): Update on Preliminary Safety and Efficacy Findings.
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News in Brief High-dose AAV gene therapy deaths Nature Biotechnology 38, 910 (2020), etc
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Severe Toxicity in Nonhuman Primates and Piglets Following High—Dose Intravenous Administration of

an Adeno—Associated Virus Vector Expressing Human SMN
Hinderer C, et alHum Gene Ther . 2018;29:285-298.
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Gene Therapy for Spinal Muscular Atrophy:

Safety and Early Outcomes
Waldrop MA, et al. Pediatrics. 2020;146:¢20200729.
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Aromatic L—amino acid decarboxylase (AADC)
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*Hwu WL, et al. JIMD Rep. 2017
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FMT-PET

FMT (6—[18F] fluoro—-m—tyrosine) : AADCODFEM L —H—
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Patient 1 . .

Patient 2 . . ‘
Patient 3 ‘ . ‘
Patient 4 . . .

x 5E 2 BEFRIZ RIS Kojima K, et al. Brain. 2019
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Alberta Infant Motor Scale : AIMS

(full score) 58
Walk 50

Stand 40
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—Patient-1 —Patient-2 —Patient-3—Patient-4
—Patient-5—Patient-6 —Patient-7
Kojima K, et al. Brain. 2019
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Patient 3 (FAfEEY)
Alberta Infant Motor Scale : AIMS
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A4V —LIRIZ T SELFRED R FEH
(ClinicalTrial Gov.. ASGCT 2021)

<MPS >
LoF4)L AZFHUNCD34+& MEFHRAIZ o —L—iduronidase cDNAE{ZFE A
RGX-111 AAV9 ZML), o -L-iduronidase FEIRRIA—%F KIE(ZE A
1x10°10 & 5x10°10 GC/g brain mass of RGX-111

<MPS II>
- AAV9 ZFL), iduronate—2-sulfatase RIRNIA—F KIEF A, Skl b
6.5 X 10710 A52.0x10°11 GC/g brain mass. Regenxbio Inc.

<MPS IlIA>
- AAV10 Human SGSH and SUMF1 cDNAs [XIZ6#R I CTHAIL . FRBE2MITEA
- scAAV9.U1ahSGSH 05, 1,3 X 10713 ve/ked®;E
LYS-SAF302 AAVrh10-h.SGSHZXEBE I A

<MPS IlIB>
- rAAV2/5-hNAGLU IXEZ16HFTIZSEA £2.4x 1011 vg (514x1012 ve).
- rAAV9.CMV.hNAGLU &%

<MPS VI>
- AAV8 ZFFHLN, FFTHIH, 6x1011 gc/kg > 2x1012¢& 2x1011 ge/kg
x BIEICEEANII—ZFT AT HEEDERKIFE
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(ClinicalTrial Gov.. ASGCT 2021)

<GM1>
- AAVrh.10 X¥EREA
- AAVOZAHULVERE
<GM2>

- AAVO Z ALY, HEXAEHEXBM B I FEZ A A H . BE;

< Gaucherjig >
- AVR-RD-02 CD34+ & MErHA I E-FEA

<PompejiE >
- AAV9 Z AL\, Late-Onset Pompe Disease

< FabryJ® >
- 4D-310: AAVERULVI=BE
- ST-920, AAV2/6 Human Alpha Galactosidase®E$;E
<OTCXRIgSE. HEFRRIE >
- AAVSZFHL, FFIZEEFEAT HAHE
FEMSHRATR

HREETHEERE — ARREO4R)RIRF/— X(Battend®).
Canavanji. {th
Y&  — Duchenne®FHO X AT4— it
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J. Saraiva et al. / Journal of Controlled Release 2016
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Lumbar puncture
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(A) AAV-GFP

ITR[{ CMV promoter

SV40 polyAH ITR

(B) sagittal section

(A) coronal sections of cerebral hemisphere
of cerebellum

Nakamura S., et al. Gene Ther 2021
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