Hemophilia B Gene Therapy in Mice Using a Novel Chimeric AAV Capsid P030
Combined With the Potency Enhanced CB 2679d-GT FIX Variant
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Conclusion

Combination of a next generation AAV vector with CB 2679d-GT, a rationally designed and The in vivo performance of the novel capsid / transgene at 8x10'" vg/kg

potency enhanced FIX variant, has the potential to significantly improve transgene
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FIX antigen and activity levels were stable by week 5 and remained durable for the
remaining 12 weeks of the study. (A) FIX antigen as determined by ELISA, (B) FIX
activity levels as determined by aPTT (C) FIX specific activity calculated as the ratio of

FIX activity/antigen. Data are presented as mean + S.D
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To demonstrate that combination of a novel high transducing AAV chimeric capsid with the T e T A R

CB 2679d-GT transgene would provide significantly enhanced in vivo expression and FIX

. . Figure 3: FIX antigen and activity levels remained stable through the 6.5 weeks of the
activity over previously observed levels

ongoing study (data cut-off). (A) FIX antigen as determined by ELISA, (B) FIX activity
levels as determined by aPTT (C) FIX specific activity calculated as the ratio of FIX
activity/antigen. Data are presented as mean £ S.D

AAV Vector Design
Combination of the CB 2679d-GT transgene with a novel capsid provides

superior FIX levels at 1/10 the AAV dose compared to previous studies’ and
currently reported constructs using the Padua transgene?
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FIX minigene constructs were packaged into a novel AAV 1 Py
 capsid designed through DNA shuffling ) CB 2679d-GT DJ/8 2.0x10 4
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Method AAV dose levels and reported FIX activity were compared to the mid-dose data in the
SHIBES present study (8.0x107° vg/kg)

+ Codon optimized Wild-Type, CB 2679d-GT and R338L Padua FIX AAV constructs were CB 2679d-GT in combination with a novel chimeric capsid provides a significant
prepared on the T148 background downstream of a robust hepatocyte-specific promoter improvement in FIX activity levels (10-fold to 20-fold) depending on the vector
in the ApoE/HCR-hAAT-hFIX minigene-bGH pA vector and packaged into a novel construct and dose of the comparator
chimeric AAV capsid identified through DNA shuffling

+ C57BL/6 FIX-deficient mice (3-5 mice/group) were injected via the tail vein with either Bibliography
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AAV FIX vectors expressing either CB 2679d-GT, Padua, or wild-type FIX. Blood was

collected for examination of the antigen levels and FIX activity levels + Weiller M, Wang H, Coulibaly S, Schuster M, Rottensteiner H, Sun K, Chuah MK,
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+ FIX activity was assessed by an activated partial thromboplastin time (aPTT) Factor IX

single-stage clotting assay on an ACL-TOP instrument (Instrumentation Laboratories) Scan to download a copy of the poster
using the recommended HemosIL® or SynthaslL® reagents and calibrators




