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Pegunigalsidase alfa, a novel a-galactosidase-A enzyme for the treatment of Fabry disease (FD) is a stable, homo-dimeric PEGylated protein, previously demonstrated (Hughes et al, LDN-2016) to have substantially improved
pharmacokinetics (PK) parameters compared to the two currently available enzyme replacement therapies (ERTs).

The ongoing phase 3 trial “BRIGHT” (PB-102-F50, NCT03180840) is an open-label switch-over study assessing safety, PK, and efficacy of pegunigalsidase alfa (2mg/kg) given every 4 weeks for 52 weeks to FD patients previously
treated with either agalsidase alfa or agalsidase beta. The aim of the study is to explore a more convenient dosing regimen exploiting the improved PK characteristics of pegunigalsidase alfa, as shown by PK modelling from the
Phase 1-2 study results (Warnock et al, LDN-2018). The trial enrolls up to 30 patients without severe clinical symptoms and relatively slow disease progression, as evaluated by the investigator.

In PB-102-F50 (BRIGHT) study, pegunigalsidase alfa plasma levels are measured at multiple time points before, during, and up to 28+3 days post-infusion for PK evaluation.

Preliminary PK results, from the first 15 patients, show a half-life of ~¥80 hours and persistent plasma levels over the entire 4-week dosing interval, with a mean concentration of 138 + 42 ng/mL on day 28 post-infusion . The
Area Under the Curve (AUC) for 0-28 days was found to be 2,126,091 ng*h/mL, of which the mean partial AUC during the 4th week was ~30,000 ng*h/mL confirming the study assumptions.

The AUC for 0-28 days is significantly greater than that of agalsidase beta (AUC,_., <11,000 ng*h/mL based on package insert).

This interim analysis of the ongoing BRIGHT study, provides evidences of how pegunigalsidase alfa’s unique biochemical characteristics translate into prolonged systemic exposure potentially supporting a monthly infusion
option. This feature is expected to ease treatment-related burden for FD patients, potentially impacting quality of life and offering an alternative regimen compared to existing treatments.
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