Safety and Efficacy of Pegunigalsidase Alfa Administered Every 4 Weeks in Patients with
Fabry Disease: Results from the Phase 3, Open-label, BRIGHT Study

Myrl Holida', John Bernat', Nicola Longo?, Ozlem Goker-Alpan3, Eric Wallace#, Patrick Deegan®, Camilla Tondel®, Francois Eyskens’, Ulla Feldt-Rasmussen?, Derralynn Hughes?®,
Antonio Pisani'?, Rossana Rocco'l, Einat Brill Alimon'?, Sari Alon'2, Raul Chertkoff'?, David G. Warnock*, Stephen Waldek'3, William R. Wilcox14

"University of lowa Hospitals and Clinics, lowa City, IA, USA; 2University of Utah, Salt Lake City, UT, USA; 3Lysosomal & Rare Disorders Research & Treatment Center, Fairfax, VA, USA; 4University of Alabama, Birmingham, AL, USA; °Lysosomal Disorders Unit, Cambridge University, Cambridge, UK;
SHaukeland University Hospital, Bergen, Norway; “Antwerp University Hospital UZA, Edegem, Belgium; 8Copenhagen University Hospital, Copenhagen, Denmark; °LSDU, Royal Free London NHS Foundation Trust, and University College London, London, UK; "°Department of Public Health,
University Federico Il of Naples, Italy; ''Chiesi Farmaceutici S.p.A., Parma, Italy; 2Department of Product Development, Protalix Biotherapeutics, Carmiel, Israel; 3University of Sunderland, Sunderland, UK; "#Emory University School of Medicine, Atlanta, GA, USA

Table 2. Summary of TEAEs by Sex and Overall « Plasma lyso-Gb3 concentrations were stable throughout the study, with a mean (SE) concentration of
mm 19.4 (3.4) nM at baseline and 22.2 (3.6) nM at week 52 (Figure 3)
* Fabry disease is a rare genetic disorder caused by an X-linked deficiency of the lysosomal enzyme a- Parameter Patients, | Events, | Patients, | Events, | Patients, | Events, — Baseline plasma lyso-Gb3 concentrations were higher in men compared with women, with mean (SD)
galactosidase A (a-Gal A)™ n (%) n (%) n (%) values of 23.3 (18.3) nM versus 4.4 (2.5) nM, respectively
+ Deficiency of a-Gal A leads to accumulation of potentially harmful sphingolipids, including At least 1 TEAE 22 (91.7) 165 5 (83.3) 18 27 (90.0) 183 Infusion duration
glopqtrlgosylceramlde (Gb.?’ ), and |tslmet.abo||te, globotr!aosylsphmgosme (lyso-Gb3), re4su|t|ng n At least 1 mild or moderate TEAE 22 (91.7) 162 5 (83.3) 18 27 (90.0) 180 « Infusion duration generally decreased to the target time (ie, 2 hours for patients weighing < 100 kg and
debilitating organ dysfunction that primarily affects the kidneys, heart, and nervous system At least 1 severe TEAEab 2 (8.3) 3 0 0 2 (6.7) 3 3 hours for patients weighing > 100 kg) from baseline to 52 weeks, based on the tolerability of the infusions
» Pegunigalsidase alfa is a novel, PEGylated, a-Gal A enzyme in development for the treatment of patients - ' ' (Figure 4)
with Fabry disease, that has an increased half-life (approximately 80 hours) compared with current enzyme At least 1 serious TEAE 2(8.3) 2 0 0 2(6.7) 2 _  Mean (SE) infusion duration times from baseline to week 52:
replacement therapies (ERTSs; half-lives of approximately < 2 hours)’-? At least 1 nonserious TEAE 22 (91.7) 163 5(83.3) 18 27 (90.0) 181 Patients < 100 ka: 4.54 (0.03) to 2.12 (0.13) h '
« The increased stability of pegunigalsidase alfa and its prolonged half-life may allow the interval between At least 1 related TEAE® 7 (29.2) 30 2 (33.3) 3 9 (30.0) 33 ° "4 !en °= g.. 54 (0.03)102.12(0.13) hours
infusions to be extended from the 2 weeks required by current ERTs, to 4 weeks—thereby decreasing T p—— 7(20.2) 30 2 (33.3) 3 9 (30.0) 33 0 Patlgnts > _100 lfg' 6.05 (_0'01_) t(_) 2.97 (0.24) hours -
treatment burden for patients with Fabry disease — Reduction of infusion duration indicated gOOd drug tolerablllty

TEAE, treatment-emergent adverse event.
aThe “severe” category also includes events classified as “very severe” (grade 4) or fatal (grade 5) according to the Common Terminology Criteria for Adverse Events classifications.
bA total of 3 TEAEs in 2 men were severe; none were considered related to study treatment (pyrexia and infusion-related reactions in the same patient, and a road traffic accident in 1

patient who withdrew from the study). . . .
¢Related TEAEs include events which are possibly, probably, or definitely, related to study treatment. Flgure 3. Mean Change From Baseline in Plasma Figure 4. Mean Infusion Duration by Welght
: L . Lyso-Gb3 Levels Over Time

» To evaluate the safety and efficacy of pegunigalsidase alfa 2.0 mg/kg administered once every 4 weeks for -

1 year to patients with Fabry disease who have previously received a licenced ERT » There were 27 IRRs reported in 5 (16.7%) patients, all men Patients weighigg

— Of these 5 patients, 4 were positive for antidrug antibodies (ADAs) against agalsidase beta at baseline w 64— = I i 188 Ilig 22 - 2?)
and had previously received agalsidase beta; the 5th patient was previously on agalsidase alfa and fl w o
negative for ADAs at all timepoints s :’.’.

+ Eligible patients with Fabry disease were enrolled at 14 sites in 7 countries to this phase 3 open-label, — Al IRRs occurred during the infusion or within 2 hours postinfusion; no events were recorded that % 15 g

switch-over study (parent study [‘F50”], NCT03180840; extension study [‘F51”], NCT03614234) of occurred between 2 and 24 hours postinfusion o 2

pegunigalsidase alfa (Figure 1) « All IRRs were nonserious, mild (17 events in 3 [10.0%)] patients) or moderate (10 events in 5 [16.7%)] patients) ‘@ 101 g

— Patients had to have received treatment with agalsidase alfa or agalsidase beta for at least 3 years and to in severity, and all resolved § . = 1

o ) : : S _
have been on a stable dose (> 80% labeled dose/kg) during the preceding 6 months prior to study entry Antidrug antibodies (ADA) o
0 0
Figure 1. BRIGHT Study Design * There were no cases of de novo ADAS reported 0 2 _ 24 40 52 0 4 B8 12 16 20 24 28 32 36 40 44 48 52
Switchover Analysis of efficacy and safety endpoints * All patients tested negative for antibodies to the plant glycans or PEG moieties of pegunigalsidase alfa at all | ~ Time, weeks Time, weeks
»i:\f, F50 \f/ Fo1 tlmepOIntS dunng the StUdy Lyso-Gb3, globotriaosylsphingosine; SE, standard error. SE, standard error.
| Screening Period r Treatment Period r Open-label > « Only patients with pre-existing IgG antibodies were positive for anti-pegunigalsidase alfa antibodies
e A L 1 . 12 months . extension Period » Eleven male patients had pre-existing ADAs to agalsidase beta, 10 of whom had ADAs against
ﬁ : up to 48 months total pegunigalsidase alfa at baseline
n = 522 i | a0 —_— ' — Of these, 6 remained ADA positive until the end of study, 2 became ADA negative during the study, 1 was
‘ sl ; " ADA negative at all subsequent timepoints after the baseline visit, and 1 withdrew consent after the  Patients with Fabry disease who switched from their current ERT (agalsidase alfa or
eiileyas Sora et . “ * baseline visit agalsidase beta) to pegunigalsidase alfa had an acceptable safety and tolerability profile and

e et v oy o e sy o o 135 g vt Scobiont et t Fabry disease * Atmost timepoints where ADAs were observed, patients generally also had neutralizing activity and no de novo ADAs were reported
FD, Fabry disease. antibodies targeting the non-PEGylated enzyme moiety « Fabry disease was stable throughout pegunigalsidase alfa therapy
Study endpoints Ef[f)lc?cyth o tentmont seriod. absolute aGFR va e with o . « Data suggests patients with _Fabry disease yvho are currently receiving ERT every 2 weeks
» The safety endpoint included treatment-emergent adverse events (TEAES), including treatment-related AEs uring te os-Wieex freatment period, absoute © values were stable, with a mean (standard error [SE]) could be successfully transitioned to pegunigalsidase alfa 2.0 mg/kg every 4 weeks as an

change from baseline of —1.3 (1.4) mL/min/1.73 m? (Figure 2A and 2B)

— The mean (SE) eGFR annualized slope, calculated at the end of the study, was —2.9 (1.1) mL/min/1.73 m?/y
for the overall population and —1.5 (1.1) mL/min/1.73 m2/year for the ADA-negative subgroup (n = 20),
indicating stability

effective and safe alternative treatment option

 Additional evidence on dosing pegunigalsidase alfa every 4 weeks at reduced infusion
durations in the first-line setting need to be confirmed from other long-term studies and larger
sample sizes

» eGFR results and the impact of ADAs should be interpreted with caution until additional data

« Efficacy endpoints included changes in estimated glomerular filtration rate (eGFR) and plasma
lyso-Gb3 concentration

* Most patients had been treated with agalsidase beta  Table 1. Baseline Characteristics

prior to enrollment (Table 1) Al Figure 2. eGFR Values Over Time for (A) Average and (B) Individual becomes available from the ongoing open-label extension study and the characterization of
. Classic Fabry disease was reported for 16 (72.7%)  |ikiad (N = 30) A B risk factors in the subgroup of ADA-positive patients
men; while nonclassic Fabry disease was reported R 1 120 - 150 -
e, years, mean . . . . . .
for 6 (27.3%) men and 6 (100%) women ge.y (SD) (12.2) (8-3) (11:3) E References _ , |
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