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Favorable Complement Profile of AAVrh10:
Clinical Monitoring Experience From Three Gene Therapy Studies Across Two Programs
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BACKGROUND RESULTS

KEY TAKEAWAYS

* Adeno-associated virus (AAV) vector gene therapy has emerged as a C3 and C4 after AAVrh10-hEXN in FA-CM Comp|ement markers after AAVrh10-hPKP2 in PKP2-ACM
promising therapy for a range of genetic disorders; however, advances AAV remains the preferred platform in gene
have been hindered by immunologic responses that can impact their * Two patients with FA-CM in the WCM study (N=8) showed a concurrent * Low dose (2x10"™ gc/kg) and high dose (6x10™ gc/kg) cohorts in the  ADAMTS13 activity remained well above clinically relevant therapy due to the high specificity in gene
safety and efficacy!™3 decrease in C3 and C4 below normal ranges on Day 14 at a dose of HEROIC-PKP2 study (N=10) showed similar complement profiles, with thresholds in both cohorts, with no signal of endothelial or delivery and low pathogenicity; however,

- Globally, the seroprevalence of antibodies against wild-type AAV is 5.6x10" gc/kg (Figure 1); a third patient had values below the normal early, transient, non-sustained changes across activation markers (sC5b-9, prothrombotic risk approved and investigational AAV-based gene
2pproximately 40-80%: therefore, patients may possess neutralizing range at Day 7 at a dose of 1.8x10™ gc/kg C3., C4, CH50), more pronounced and va.riable. in the higher-dose cohort, e Across complement activation markers, functional assays, therapies have been hindered by safety
antibodies that could bind the AAV capsids and trigger complement- * Decreases in C3 and C4 were minimal and transient by Day 90, and with subsequent recovery toward baseline (Figure 3) regulatory proteins, and ADAMTS13, the data are consistent with concerns associated with complement
mediated inflammation and cell damagel2 were generally sustained at 90 days post-immunosuppression (Day 180) * Complement regulatory proteins (Factor H, Factor |) remained stable transient complement engagement with recovery and no evidence activation.1:3:4-6

* High doses of AAV may induce complement activation by binding to across both dose levels, consistent with intact pathway regulation of clinically meaningful complement dysregulation, sustained

Figure 1. C3 and C4 up to 180 days after AAVrh10-hFXN gene therapy complement deficiency, or downstream thrombotic risk

Across three clinical trials, patients were
systemically administered with AAVrh10 doses

Clqg on cell surfaces, initiating the classical pathway via cleavage of C4

and C2 to form C3 convertase, C5 convertase, and the eventual in FA-CM: WCM study

assembly of the membrane attack complex {sC5b-9)° 200 - [ — 18d07 — 5607 J Figure 3. Complement markers up to 28 days after AAVrh10-hPKP2 gene therapy in PKP2-ACM of 1.8x10 to 6x10™ gc/kg and received
* Complement activation via component binding to the AAV capsid may immunosuppression with corticosteroids
trigger inflammatory responses, including thrombotic 150 - [ — 2.0x103 — 6.0x1013 ] and/or sirolimus; complement biomarkers
microangiopathy, thrombocytopenia, or capillary leak syndrome*-° 3 OB demonstrated only transient, non-sustained
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Complc.er.nent levels are being evaluated in three ongoing clinical studies « One patient with FA-CM in the SUNRISE-FA study (N=8) showed 2 M O R E I N F O R M ATI O N
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* The third study, Lexeo Therapeutics-sponsored HEROIC-PKP2 0 PRED 0 2 4 6 8 10 12 14 21 28
(NCT06109181), evaluates AAVrh10-hPKP2 gene therapy in PKP2-ACM DAY e s et [ . o] armrlhsts of I
at doses of 2x10™ and 6x10™ gc/kg®? Y The data in Figure 3 represent an updated analysis of complement
, markers for AAVrh10-hPKP2 gene therapy in PKP2-ACM relative to
This study: 0 A B B R EV I ATI 0 N S analyses presented at the CGT 2" Annual Meeting in 2025.
- Includes adult patients (18—65 years) with a clinical diagnosis of — 507 .
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