Tolerability and Infusion Duration of Pegunigalsidase Alfa in Patients with Fabry Disease:
Data from 5 Completed Clinical Trials
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«Fabry disease is a rare X-linked genetic disorder caused by deficiency in lysosomal enzyme alpha-galactosidase A (a-Gal A) activity*

« This deficiency results in accumulation of glycosphingolipids, mainly globotriaosylceramide (Gb3), which can lead to multisystemic disease and early death*

+ Pegunigalsidase alfa is a novel PEGylated a-Gal A enzyme replacement therapy (ERT) in development for the treatment of patients with Fabry disease that was designed to offer prolonged half-life and lower
immunogenicity with potential tolerability benefits®

« These features of pegunigalsidase alfa may reduce immunogenicity that would result in a lower incidence of infusion-related reactions (IRR) and demonstrate improved overall tolerability, compared with other ERTs on
the market,2 when infused at the same dose (1.0 mg/kg)

« Theoretically, patients previously treated with other ERTs can potentially experience IRRs when switched to pegunigalsidase alfa because of differences in dose or differences inimmunogenicity between therapies

« To characterize the tolerability profile of pegunigalsidase alfa using data from 5 clinical trials that had been completed by 2021, with a focus on the incidence of IRRs and change in infusion duration over time

Table 1. Study Design Patient Baseline C

« Patients were included from 5 pegunigalsidase alfa clinical trials (Table 1)
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+In the FO1 and FO2 studies, 18 treatment-naive patients received pegunigalsidase alfa every other week (EOW): Pegunigalsidase Alfa EOW (n = 15)
— Initial mean infusion durations were 4.0, 5.5, and 6.4 hours for pegunigalsidase alfa 0.2 mg/kg, 1.0 mg/kg, and 2.0 mg/kg, respectively (Figure 1) ; [
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—All 20 patients who completed the study reached the minimum protocol-allowed infusion duration of 1.5 hours = 10 minutes by 12 months (p <
0.001 vs baseline).

Figure 2. BRIDGE Study: Mean Infusion Duration Over Time of
Pegunigalsidase Alfa 1.0 mgikg EOW (n = 20)

«In the BRIGHT study, 30 patients initially received pegunigalsidase alfa 2.0 mg/kg every 4 weeks: a0y e e aaer
— Mean infusion duration decreased from 4.8 hours (n = 30; SD 0.59 h) at baseline to 2.3 hours (n=29; SD 0.7 h; p < 0.001) by month 12 (Figure 7:: SURE (1
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«This analysis of data from studies completed by 2021 supports the favorable tolerability profile of pegunigalsidase alfa in patients with Fabry disease

*Mean infusion durations by study ends were reduced and/or met target rates

*IRR incidence in pegunigalsidase alfa trials completed by 2021 ranged from 17% in BRIGHT to 28% in F01/02, which compares favorably to available ERTs administered at the same dose (55%—
67%)23

«The percentage of patients who were IgG ADA positive among those with IRRs were higher than among those without IRRs, especially in BRIGHT study

*Most (57/60) IRRs reported during pegunigalsidase alfa treatment were of mild or moderate severity

«Overall, SAEs were reported in 3 of the 60 IRRs: one bronchospasm and two Type | hypersensitivity reactions, all were IgE mediated

« Additional data from the pegunigalsidase alfa clinical program may further characterize its potential to offer both tolerability and improved quality-of-life benefits for patients with Fabry disease

References
Schifmann Ret .  nhert Metab Dis. 2010,42(3;534-54. 2. Fabrazyme” (aglsidesbeta njecto formiravenous use). Genzyme Corporaton; 2021, Accessed APl 26,2022 i d April 26, 2002
oA treay o apar rocs e radon. e
tudy red by Protalx. s provded by Ebony Laibing PRD,of Oxford Phamatenesi e, Newoun,PA, USA, andwas fnded by Cies USA,nc

Disclosures: JB receives h support from Awobio, Pizer, Pr Sanoi, and Taked: bords forSanaf, Takedt, and Taere Theapeutic fees from Pr dhas been, oris curently, \wrobio, Prtalix, and Idorsia
(nodirect funding i received for these the 0G-A andorsened on sy baardswith Aricus, reelne, Genetoch, Proaks, Sangeamo, Sanoh, Takeds, 4DNIT.and Auobio: A from Chiesi personal
personal fees from Bayer Pharmacetticals, personal fees from Janssen outsde NL receives as Amicus, Astls, Avotio, Bl hamgceuicn, Homalasy, Horon Modame, Piaer, roab: Bopaboucs. FIC Blepbutes

eneo, Sanofl, Takeda, and Ulragenyx (no direct funding is received as they are ool Chies, ol AOVT. A and ot Protl. and orsia, Francl arangemert e made frouh AVC Reseach 5V, No e, vl supor o gans were
obtained from Industry. WW C Amicus, Chiesi, Sarof, Spark, Takeda, UniQure. Clinica trials and regstries: Amicus, Chiesi, 4D Molecular Therapeutics, Protalx, Sengeimo, and Tk Anicus and Takeda. DH for fees for

Freeline, and Sangamo, administered sniversity College L tosupport RRis hiesi p.A, Pama, taly. IK is a fll-tme: Emphyee of Chiesi, USA. EBA, SAand R P
Protalix, and Idorsia, and has received grants from Sanofi and Takeda; for Treatment of Gau P d rant rom Taketia, Sanc, Aicus, and Ghies: AL has receed consutancy and
speaker’s honoraria rom Amicus Therapeutics, Sanof, Awobio, and Takeda. travel support, Imious Terapeutcs, Greamovalon Bitech Gmbey sl *Presenting perscn AA is a Ful emplayee of Chiesi faly.




