Promoter Engineering Platform at MeiraGTx
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Promoter engineering can improve strength, specificity, and MGTx promoters are highly potent and durable
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tMCK and AAV8-M24. (C) Quantification of fluorescence shows M24 has at least 7-fold higher expression than tMCK that is
maintained out to 300 days post injection. (D) AAV8-eGFP was injected into the gastrocnemius of male C57BI6 mice at 8 weeks
of age under the control of CMV, CAG, TMCK, CK8e, and two strong MGTx muscle specific promoters M21 and M24. After 4
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(A) FACS-based assay to screen promoter activity in vitro. (B) Screening of CAG variants in transiently transfected & Q 05 © EO 5
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less. (C) Synthetic fragments increase expression from a minimal promoter up to 8-fold in transfected, mouse C2C12 muscle
cell line. (D) Representative image of a top hit identified by the screen. (E) Fragments can be used in combination with other
promoters to generate potent, novel muscle promoters. (F) MGTX-M51 is smaller and more potent than gold-standard muscle
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(A) Step-wise evolution of a small, constitutive promoter driving expression in transfected C2C12 cells. (B) Clldriven
expression in various transfected cell lines. (C) Transduction of the liver (i.v.) and muscle (i.m.) with AAVS8 in wild-
type, 8 week-old male mice shows C11 promoter activity is stronger in the muscle. (D) Step-wise evolution of a
muscle-specific promoter (M22 to M24) rather than CAG derived promoter, in transfected C2C12 cells. (E) Western
blot of transduced mouse muscle tissue. (F) Transduction of primary human myotubes with AAV8-mClover3-WPRE-
SV40pA
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