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BREMERHZEMEAE: Spinal Muscular Atrophy (SMA)
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Hemophilia A

Coagulation factor VIII deficiency

Truncated factor VIl variant COdon

@ = -optimized
[

AAV construct 19
Liver-specific promoter

(AAV5 capsid)

Low dose: 1 participant
Intermediate dose: 1 participant
High dose: 7 participants

A Dose-dependent increase in factor VIl activity levels

i Reduction in bleeding episodes

Pickar et al., Nat. Med., p121-122, 2018

Hemophilia B

Coagulation factor IX deficiency

~R338L
'(X'; dua)

Highly active facto

AAV construct
(AAV-Spark100 capsid)

Liver-specific promoter

Low dose: 10 participants

5x10!! v.g./kg BW
ss-rAAV-Spark100
293 cells (mammalian)

Sustained high factor IX activity levels

~ - lReduction in bleeding episodes
George, et al., Nat. Med., p2215-2227, 2017
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Good Manufacturing Practices: GMP
Good Gene, Cell and Tissue Practices: GCTP
Good Quality Practices: GQP
Good Distribution Practices: GDP

2. FEERREER (POC. Z2%)
Good Manufacturing Practices: GMP
Good Gene, Cell and Tissue Practices: GCTP
Good Laboratory Practices: GLP

3. EiE4E GEERIORIJL. ICF. £¥ist. DM)
Good Clinical Practices: GCP
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Validation & Verification
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Virus Shedding FDA Guidance*& D
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*Design and analysis of shedding studies for virus or bacteria-based gene therapy and oncolytic products:
http://www.fda.gov/downloads/biologicsbloodvaccines/guidancecomplianceregulatoryinformation/guidances/cellularandgenetherapy/ucm404087.pdf
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