Developing an AAV-based Gene Therapy for MYBPC3 Mutation-Associated
FRONJERA Hypertrophic Cardiomyopathy

Therese S. Salameh’, Hongbin Xu', Hong Duan’, Deepthi Yedlapudi', Chao Ren?, Jingsong Cao’, and Zhong-Dong Shi'*

'Frontera Therapeutics, Inc. Bedford, MA; 2Frontera Therapeutics (Shanghai) Co., Ltd/Suzhou Frontera Therapeutics Co., Ltd. China; *Correspondence: Zhongdong.Shi@fronteratherapeutics.com
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significant reduction in HCM-associated biomarkers in the heart, including the genes encoding atrial and B-type natriuretic -
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samples 6-weeks post treatment
* Protein quantification was completed using Imagel software by normalizing first to the B-actin loading control and then
to an internal standard

* Analysis indicates that protein expression is significantly correlated to VG

 AAV-PA458 treated samples demonstrated the highest overall level of protein expression compared to other treatment
groups

 Atsimilar VG levels (blue box), PA458-treated mice (red box) showed highest MYBPC3 protein expression compared to
other constructs

* |HC on heart samples from PA458 treated mice demonstrated robust nNMYBPC3 signal

* 4 constructs designed containing:
* Human specific promoter
* Optimized human Myosin Binding Protein C3 (MYBPC3) gene
* MyBPC3 KO mice treated at PO
* Tissue collected and analyzed 6 weeks post administration for biochemical and histological end points
» Statistical analysis: One way ANOVA with vehicle treated MyBPC3 group as control
* *p<0.05;**p<0.01,*™* p<0.001, **** p<0.0001
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