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Abstract

Pegunigalsidase alfa: PEGylated, Chemically Modified α-Gal-A Enzyme

Pegunigalsidase alfa is a novel, PEGylated, covalently-linked recombinant α-Galactosidase-A enzyme homodimer, for the treatment of Fabry disease.
The “BRIDGE” study (PB-102-F30; NCT03018730) is an on-going Phase III, open label, switch-over study, assessing the safety and efficacy of pegunigalsidase
alfa in Fabry disease patients previously treated with agalsidase alfa for at least 2 years. The study enrolled 22 adult patients to be treated with 1mg/kg
pegunigalsidase alfa every other week for 12 months. The kidney function related inclusion criteria are estimated glomerular filtration rate (eGFR) ≥ 40
ml/min/1.73m2 and no or treated proteinuria.
The baseline characteristics of the first 16 patients (9 males and 7 females) enrolled: age 27-60 years of age; kidney function: 8/16 patients are treated with
ACEi or ARBs, of which 3/16 have proteinuria, mean eGFR of 75.4 and 86.0 mL/min/1.73m2 for males and females, respectively; with a mean annualized eGFR
slope of -8.0 and -5.1 mL/min/1.73m2/year for males and females, respectively; mean residual leucocytes enzymatic activities of 5.9% of normal for males and
27.9% of normal for females, and plasma lyso-Gb3 of 53.6 for males and 13.8 nM for females, respectively.
Preliminary results of the first 16 patients treated for 6 months with pegunigalsidase alfa show improvement in the mean annualized eGFR slope, from
-6.8 mL/min/1.73m2/year while on agalsidase alfa, to +3.7 mL/min/1.73m2/year after switching and treatment with pegunigalsidase alfa.
These results suggest the potential benefit of pegunigalsidase alfa for improving renal function of Fabry disease patients currently treated with the available
enzyme replacement therapies. To date 11 patients who successfully completed the bridge study were already enrolled to the extension study (PB-102-F60
“BRILLIANCE”)
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Study Results
Mean and Individual Annualized eGFR Slopes Pre- and Post- Treatment with pegunigalsidase alfa (6 M; n=16): Preliminary Results
eGFR slope change to month 6 by eGFR at baseline

 In the current analysis 12 out of 16 patients had negative
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eGFR slope (<-3 mL/min/1.73m2/year) prior to enrolment

 Preliminary results indicate a mean change of annualized

eGFR slope of 10.5 mL/min/1.73m2/year , i.e. from
-6.8 mL/min/1.73m2/year while on agalsidase alfa,
to +3.7 mL/min/1.73m2/year after switching to pegunigalsidase
alfa.
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-5 mL/min/1.73m2/year, improved following 6 months of
treatment with pegunigalsidase alfa:

mL/min/1.73m2/year
The annualized eGFR slopes are shown for each individual patient at baseline (marked by the
open circle (○)) and at 6 months “Post” switch to pegunigalsidase alfa (shown by the end of each
subject’s line). The figure is distinguishing, by color, between eGFR ≥ 60 baseline (orange) or <60
at baseline (blue). Patients with UPCR >0.5 g/g at baseline are indicated by asterisk. The vertical
lines at -5 and -3 eGFR slopes indicating the rate of progression of renal disease as described in
the “European expert consensus statement on therapeutic goals in Fabry disease” (Wanner at al.,
2018), i.e. -3 indicating progression and -5 indicating fast progression of kidney disease.
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* Based on available historical serum creatinine for approximately 2 years and study 3 month screening period
values
eGFR mL/min/1.73m2 is calculated using CKD-EPI formula
eGFR Slope = mL/min/1.73m2/year

Safety

Summary and conclusions
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Preliminary results from BRIDGE study
indicate:


Improvement in kidney function following 6
months of treatment with pegunigalsidase alfa in
patients switched from agalsidase alfa, as shown
by annualized eGFR slope



Stability or improvement in plasma Lyso-Gb3
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Most common related AEs (# of AEs):
• Itching (2)
• Pruritus (2)
• Type 1 Hypersensitivity (1)
• Nausea, nasal congestion, sneezing, erythema (1 each)



Preliminary study results show that switching
from agalsidase alfa to pegunigalsidase alfa is
safe and well tolerated



Currently, 11 patient rolled over to a longterm extension study (PB-102-F60 “BRILLIANCE”)
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