Nephrology Dialysis Transplantation

EFFECTS OF LONG-TERM MIGALASTAT TREATMENT ON
RENAL FUNCTION BY BASELINE PROTEINURIA IN PATIENTS
(PTS) WITH FABRY DISEASE

Raphael Schiffmann?, Daniel Bichet’, Dominique Germain'®, Roberto Giugliani®,
Derralynn Hughes®, Kathleen Nicholls®, William Wilcox®, Hadis Wiliams”,
Julie Yu®, Jeffrey Castelli®, Nina Skuban', Jay Barth?

'Clinical Research, Amicus Therapeutics, Inc,, Cranbury, NJ, United States, ZExecutive,
Amicus Therapeutics, Inc, Cranbury, NJ, United States, *Program Management, Amicus
Therapeutics, Inc, Cranbury, NJ, United States, *Institute of Metabolic Disease, Baylor
Research Institute, Dallas, TX, United States, *Human Genetics, Emory University School
of Medicine, Atlanta, GA, United States, ®Genetics, HCPA/UFRGS, Porto Alegre, Brazil,

’Molecular and Integrative Physiology, Hopital du Sacré-Coeur, University of Montreal,
Montreal, QC, Canada, ®Medicine, Royal Melbourne Hospital, Parkville, Australia, g Royal
Free London NHS Foundation Trust, University College London, London, United
Kingdom and "°University Paris-Saclay, University of Versailles”St. Quentin en Yvelines
(UVSQ), Montigny, France

INTRODUCTION AND AIMS: Fabry disease is an X-linked disorder of a-galactosi-
dase A (a-Gal A) deficiency, leading to substrate accumulation and multiorgan disease.
eGFR declines of up to -6.9 mL/min/1.73 m*/y have been reported in male pts with
untreated Fabry disease and high levels of proteinuria. Migalastat, an oral pharmaco-
logical chaperone, stabilizes and induces proper folding of specific mutant forms of o-
Gal A. In the Phase 3 FACETS study (NCT00925301), migalastat stabilized renal func-
tion in enzyme replacement therapy (ERT)-naive pts with Fabry disease and amenable
mutations. Here, we evaluated renal outcomes by baseline proteinuria.

METHODS: ERT-naive pts who received migalastat during a Phase 2 trial
(NCT00526071) or the FACETS study were eligible to continue open-label migalastat
150 mg QOD in a separate Phase 3 extension (NCT01458119). Annualized change rate
in eGFRyprp was calculated based on baseline proteinuria (<100, 100-1000, >1000
mg/24 h); migalastat 150 mg QOD is not intended for use in pts with severe renal
impairment. Pts with amenable mutations who entered the Phase 3 extension and
received migalastat 150 mg QOD for >17 m were analyzed. Results were compared
with changes reported in the literature for untreated pts with Fabry disease (natural his-
tory cohort; Schiffmann R et al. Nephrol Dial Transplant. 2009;24:2102-11).

RESULTS: Median treatment duration ranged from 3.5-4.8 y (max 5.3 y) across protei-
nuria subgroups. Mean annualized change in eGFR was smaller overall in pts treated
with migalastat vs that observed in the natural history cohort across proteinuria catego-
ries (Table). Although eGFR declined in all untreated subgroups, increases were seen
with migalastat in pts with baseline proteinuria <100 (males) and 100-1000 mg/24 h
(males and females). Regardless of treatment, eGFR decreased in pts with baseline
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proteinuria >1000 mg/24 h; however, pts treated with migalastat had smaller decreases

compared to the natural history cohort.

CONCLUSIONS: Long-term migalastat treatment (~3-5 years) was generally associ-
ated with stable renal function in pts with Fabry disease and amenable mutations,

regardless of baseline proteinuria levels.

Males

Females

Baseline 24 h

urine protein,

Annualized eGFR

Rate of Change,

Annualized eGFR

Rate of Change,

mg/24 h mL/min/1.73 m?, mL/min/1.73 m?,
Mean (SE) Mean (SE)

Migalastat cohort

<100 3 +1.2(1.2) 9 0.9 (0.5)

100-1000 16 +0.9 (1.0) 19 +1.3(1.5)

>1000 2 43(01) 3 A7)
Natural history cohort (Schiffmann et al. 2009)

<100 18 16(1.5) 7 06 (26)

100-1000 21 33(1.8) 7 22Q22)

>1000 22 6.9(1.5) 5 46 (23)

i348 | Abstracts

Nephrology Dialysis Transplantation

zz0z 1snbny |z uo 1senb Aq 2/6/66/.1€Y/L 1ddns/ge/elomiepu/woo dno-ojwepede//:sdly Woly pepeojumod



