Switching from agalsidase alfa to pegunigalsidase alfa for treating Fabry disease — one year of treatment:

data from BRIDGE- a phase Ill open label study
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ABSTRACT MAIN INCLUSION / EXCLUSION CRITERIA STUDY CONSORT

Pegunigalsidase-alfa is a novel, PEGylated, a-Galactosidase-A enzyme in development for the treatment Main inclusion criteria Main exclusion criteria

of Fabry disease. BRIDGE (PB-102-F30, NCT03018730) is a phase lll, open label, switch-over study, . . o Assessed for eligibility

designed to assess safety and efficacy of pegunigalsidase alfa (1 mg/Kg) administered every other week * Age: 18-60 years ) H|st9ry o anaphylams SIS 3 [ PRBEMSIENE) L (n=27) J

(EOW) in adult Fabry disease patients previously treated with agalsidase alfa for at least 2 years. * A documented diagnosis of Fabry disease reaction to agalsidase alfa/beta

Thij isfan ir;te;im re;])co:]t of 12c-jm|onths on-treatr|r|1eorl1t data generated from the first 16 patients (9 males * Treatment with agalsidase alfa for at least 2 years .ailj:;)rlzlic;):er»e/?:jlui;?:ﬁs’limzrlgrz:rr:;il’cahr;tztlizr taonjc/roerening { EXCIUded'Cr:;Z:ae(erf:;;g) mdusm}
and 7 females) out of the 22 adult patients enrolled. . _ , | | | v

Baseline characteristics: age 24-60 years, the mean estimated Glomerular Filtration Rate (eGFR) 75.5 in eGFRecp.gp 2 40 ml/min/1.73 m ) St.art of changfe 1 @28 @if (ClE @ 3 o B &5 el Enrolled (n= 22)

males and 85.8 mL/min/1.73m2? in females, annualized eGFR slope was -5.2 and -5.0 * At least two historical serum creatinine PAET O SEEEnE [ (Males n=15; Female n=7) }
mL/min/1.73m?2/year, respectively, mean residual leucocytes enzymatic activity 5.9% of lab normal evaluations since starting agalsidase alfa * UPCR > 0.5 g/g and not treated with ACEi or ARB

mean in males and 27.9% in females, and plasma Lyso-Gb; 53.6 and 13.8 nM, respectively. treatment e Cardiovascular and/or Cerebrovascular event in the 6

After one year, the mean annualized eGFR slope improved from -5.10 mL/min/1.73m?2/year (while on months before randomization l ! !
agalsidase alfa) to -0.23 mL/min/1.73m?/year on pegunigalsidase alfa. Fabry disease patients with eGFR Completed On going at time Early
slope between -5 and -3 mL/min/1.73 m?2/year are defined as kidney disease progressing and with eGFR the study of interim DBL withdraw
slope < -5 mL/min/1.73 m?%/year are defined fast progressing, according to Wanner et al. 2018 (), The (n=16) (n=4) (n=2)
therapeutic goal is to reach eGFR slope > -3 mL/min/1.73 m?/year for the progressing, and > -5

mL/min/1.73m?/year or more than 50% decrease in progression for the fast progressing.
In this interim analysis, 100% of the progressing patients and 66.7% in the fast progressing group MAIN SAFETY AND EFFICACY ENDPOINTS BASELINE CHARACTERISTICS

achieved the proposed therapeutic goals after switching to pegunigalsidase alfa. The switch to

pegunigalsidase alfa was safe and well tolerated. Safety Efficacy endpoints Overall Female Male
These results suggest a potential benefit of pegunigalsidase alfa on renal function for Fabry disease Parameter
. - - Mean SE Mean SE Mean SE
patients previously treated with agalsidase alfa; this need to be confirmed by long-term data. The * Clinical laboratory tests * Mean annualized change in €GFRyp Number of patients — - —
majority of the patients who completed the study rolled over to a long-term extension study, continuing , ,
eeeinE peauizs Eise sl e Electrocardiogram e Biomarkers (Plasma Lyso-Gb3, Plasma Age started ERT years 37.5 2.7 39.4 4.4 36.0 3.5
Gb3, Urine Lyso-Gb3) Residual enzyme activity — leucocytes % 15.5 3.3 27.9 3.9 5.9 0.9

STU DY DESlG N * Treatment-emergent adverse Residual enzyme activity — plasma % 14.1 3.9 8.5 4.8 2.9 13
events e Short Form Brief Pain Inventory (BPI) TELEIED 1 [PRIES D (R 5 ; ,

(UPCR2500 mg/gr)
* Multicenter, open label, switch-over study to evaluate the safety and efficacy after switching from . . . Number of patients treated with ACEi/ARB 3 4 4
agalsidase alfa to pegunigalsidase alfa e Treatment-emergent anti e Mainz Severity Score Index (MSSI)
_ ' . . . . Plasma Lyso-Gb; nM; (normal < 2.4 nM) 36.2 11.8 13.8 2.3 53.6 19.3
e 22 adult Fabry disease patients (male and female) pegunigalsidase alfa antibodies lity of life (EQ-5D-5L
_ . _ e Quality of life (EQ-5D-5L) Plasma Gb, nM/L; (normal < 4961 nm/L) 6049.3 | 554.8 | 5468.3 | 708.6 | 6501.2 | 821.5
* Previously treated with 0.2mg/kg agalsidase alfa for at least 2 years
Urine Lyso-Gb_,,’ pM/mM creatinine; (normal-0 pM/mM) 44 .4 10.6 45.4 11.8 43.5 17.8
agalsidase alfa pegunigalsidase alfa Extension eGFR_; (p at Baseline (V1) - mL/min/1.73m? 80.0 5.4 85.8 6.7 75.5 8.1
0.2 mg/kg every two weeks 1 mg/kg every two weeks study A S - ; -
_________________ *l T :l :l------------------» ['/"u_a/'1233 2/°pe On agaisidase afta (~2Y, including V1) - 5.1 1.5 5.0 1.7 5.2 2.4
mL/min/1.73m?2/year
: onths o e End of study
Screening Enrolment

RESULTS

Kidney disease: The European expert consensus statement on A. eGFR annualized slope Decrease in progression is also clinically valuable. As B. Kidney Disease (KD) State According to eGFR Slope
therapeutic goals (V) defined the kidney disease (KD) in Fabry patients by shown in Panel B, in this interim analysis, per Wanner
eGFR and proteinuria and related therapeutic goals. Patients with eGFR Male Female Overall et al, 2018 (1), 6 patients started with a stable KD, 4 12 Pre-swith
slope loss of less than 3 mL/min/1.73m?/year are classified as having . ) e patients had progressing KD and 6 patients had fast 0 10 Post-swith
stable KD, patients with eGFR loss between 5 to 3 mL/min/1.73m?/year ; N= N=7 N= progressing KD according to their historical eGFR data. .
are classified as having progressing KD and patients with eGFR loss >5 Of the 16 patients who completed 12 months of 3 g
mL/min/1.73 m?/year are defined as having fast progressing KD. = pegunigalsidase alfa treatment, the number of S 5 5
Treatment with ERT should aim at keeping or reducing the annual slope = patients with stable KD increased to 10, while the © 6
loss to <3 mL/min/1.73m? for stable and progressing patients. For %NE 0 number of patients with progressing and fast é . 4
patients with fast renal progression, the goal is slowing the decrease to z E progressing KD decreased. E
<5 mL/min/1.73m?/year, by more than 50%. G S )
()
£
£ 0
In Panel A, the overall mean annualized slope at baseline (while on Stable KD Progressing KD Fast progressing KD
agalsidase alfa pre- switch) was -5.1 mL/min/1.73m?/year, and after 12 4.7 5.0 4.9
months of treatment with pegunigalsidase alfa, the mean annualized o
eGFR slope improved by 4.9 mL/min/1.73m?/year, similarly for male and
female patients (data analysis, Sep 2019) Pre-switch Progressing KD: Fast progressing KD:
’ ' Post-switch if pre-switch eGFR if pre-switch eGFR
-9 slope between -5 and -3 slope < -5 mL/min/1.73
mL/min/1.73 m?/year m?2/year
Fabry Disease Biomarker: Reduction in Plasma Lyso-Gb; Levels SUMMARY AND CONCLUSIONS
200 C. Males (n=9) 200 D. Females (n=7) The current work represents an interim analysis and results of the first 16 patients who completed 12 months of treatment with pegunigalsidase
= 180 180 alfa after switching from agalsidase alfa in the BRIDGE trial.
= 160 160
s 140 140 Kidney disease following pegunigalsidase alfa treatment:
© 120 120
g 100 100 * Reduction in the annual eGFR loss: the mean annualized eGFR slope improved from -5.1 to -0.23 mL/min/1.73m?/year for both male and female
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10 \ 40  The number of patients with stable KD increased from 6 to 10, while the number of patients with progressing and fast progressing KD decreased.
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. — 0 ‘ ¢ ——== | Fabry disease biomarker:
0 5 10 15 20 25 30 35 40 45 50 0 5 10 15 20 25 30 35 40 45 50 . . . . . . .
segunigalsidase alfa treatment duration (week) vegunigalsidase alfa treatment duration (week) * Most of the male patients started with higher levels of Lyso-Gb; compared to females, resulting in a more substantial improvement compered
to the female patients. Female patients continue to be stable with low Lyso-Gb; levels throughout the study.
Plasma Lyso-Gb; concentrations were measured every 3 months throughout the study and are shown for individual The interim study results indicate that switching from agalsidase alfa to pegunigalsidase alfa is safe and well tolerated.
patients during pegunigalsidase alfa treatment. It can be seen that most of the male patients (Panel C) started with
higher levels of Lyso-Gb, compared to female patients (Panel D), and the improvement is more substantial in males than These results suggest a potential benefit of pegunigalsidase alfa on renal function for Fabry disease patients previously treated with agalsidase alfa.
for the female patients, who had lower levels at baseline and showed stability (remained low) with minor reduction The majority of the patients who completed the study rolled over to a long-term extension study, continuing receiving pegunigalsidase alfa.
throughout the study.
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