WO 2020/172259 PCT/US2020/018806

1742

Strategy Overview: General Concept
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Strategy #1 Overview: Splice Type 1 (predominantly a+b in all celis)
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Strategy #1 Overview: Splice Type 1 (predominantly a+b in all celis)
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Strategy #2 Overview: Splice Type 2 (a+b in normal cells, ¢ in tumor celis)
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FIG. 5

Strategy #3 Overview: Splice Type 3 (¢ in normal cells, a+b in tumor celis)
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SDS-PAGE of Whole Cell Lysates from Transfected 2937 Cells
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Secreted CD3 xGD2-HDD Activates Human T Celis
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Binding of CD3xGD2-HDD to T Celis is Dose-Dependent
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Secreted CD3xGD2-HDD Induces T Cell Killing
of Neurcoblastoma Cells
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CD19xCD3g TransJoin: AAV Expressing anti-CD18 and anti-CD3 Linked
Single Chain Variable Fragments with Secretion Peptides
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CD18 TransJoin: an exemplary genomic structure
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AAY Vector Secreted CD19xCD3 Binds and Activates Human T Cells
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AAV Secreted CD19xCD3 Specifically Binds CD19 But Not CD45
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CD3 Dimerts Activate T Celis With Anti-CD28 Co-Stimulation

Better Than Anti-CD3 Antibodies
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A Single Intravenous Injection of CD19xCD3 TransJoin Eliminates
CD18+ Lymphoma In Humanized Mice
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Kras OncoSkip Antisense Morpholinos induce Exon 2 Skipping of
Endogenous Kras in Lung Cancer Cells
&
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CD3xGD2-HDD TransSkip: A New Vector Designed to be
Activated By a Novel Kras "On" Switch {OncoSkip)
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Antisense Morpholinos Induce Exon Skipping
of the CD3xGR2-HDD TransSkip Transgene
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Kras OncoSkip induces Secreted Expression of CD3xGD2-HDD
Dimert in Cells Transfected With the CD3xGD2-HDD
TransSkip AAY Vector
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