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INTRODUCTION
•	 Fabry disease is a progressive, X-linked disorder caused by functional deficiency of 

α-galactosidase A (α-Gal A) that leads to accumulation of globotriaosylceramide (GL-3) in 
multiple cell types and organs, often culminating in multiorgan disorders and early death1

•	 Migalastat, a first-in-class, orally administered small molecule, is a pharmacological 
chaperone approved in the European Union, Switzerland, Australia, Israel, Republic of 
Korea, and Japan for long-term treatment of adults and adolescents aged 16 years and 
older with a confirmed diagnosis of Fabry disease (α-Gal A deficiency) and who have an 
migalastat-amenable GLA mutation2,3

•	 Migalastat is also approved in Canada for adults (aged 18 years and older) 
•	 Migalastat binds to and stabilizes amenable mutant forms of α-Gal A in the endoplasmic 

reticulum and facilitates cellular trafficking to lysosomes, whereupon dissociation of 
migalastat leads to the breakdown of target substrates4,5

•	 In the phase 3 FACETS (NCT00925301) and ATTRACT (NCT01218659) trials, migalastat 
reduced disease substrates, maintained renal function, and decreased cardiac mass in 
enzyme replacement therapy (ERT)-naive and ERT-experienced patients6,7

OBJECTIVE
•	 To assess clinical outcomes by degree of renal impairment at baseline in patients with 

Fabry disease and amenable GLA mutations who received migalastat in the FACETS and 
ATTRACT studies 

METHODS

Study Design
•	 FACETS (NCT00925301) was a phase 3, double-blind, randomized, placebo-controlled study 

designed to evaluate the efficacy, safety, and pharmacodynamics of 6 months of migalastat 
150 mg every other day or placebo, followed by an additional 18 months of open-label 
migalastat in ERT-naive patients with Fabry disease with amenable mutations6 (Figure 1)

Figure 1. FACETS Study Design
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QOD=every other day.

•	 ATTRACT (NCT01218659) was a phase 3, randomized (1.5:1), open-label study to compare 
the efficacy and safety of 18 months of migalastat 150 mg every other day or ERT, followed 
by a 12-month open-label extension of migalastat, in patients with Fabry disease with 
amenable mutations who were previously treated with ERT7 (Figure 2)

Figure 2. ATTRACT Study Design

Baseline

Month 18

Month 30

Open-Label

Open-Label 
Extension

Screening and Randomiza�on 
68 screened

8 did not meet inclusion criteria
60 randomized 1.5:1

Stra�fied by sex and proteinuriaa

Op�on to Enroll in
Open-Label Extension

Migalastat 150 mg QOD
All treated pa�ents, n=36 
Amenable pa�ents, n=34

2 discon�nua�ons

Completed Study:
All pa�ents, n=30
Amenable, n=30

Completed Study:
All pa�ents, n=34
Amenable, n=32

Declined extension, n=1

Completed Study:
All pa�ents, n=18
Amenable, n=16

Declined extension, n=3

Completed Study:
All pa�ents, n=12
Amenable, n=12

ERT
Agalsidase alfa or agalsidase beta

3 consent withdrawn prior to 1st dose
All treated pa�ents, n=21
Amenable pa�ents, n=19

3 discon�nua�ons

Migalastat 150 mg QOD
All pa�ents, n=33

Amenable pa�ents, n=31
3 discon�nua�ons

Migalastat 150 mg QOD
All pa�ents, n=15 

Amenable pa�ents, n=15
3 discon�nua�ons

ERT=enzyme replacement therapy. 
aProteinuria stratification: high (≥0.1 g/24 h); low (<0.1 g/24 h). 

Key Inclusion Criteria for FACETS and ATTRACT
•	 Male and female patients aged 16-74 years diagnosed with Fabry disease with amenable 

GLA mutations
•	 eGFRMDRD of ≥30 mL/min/1.73 m2 at screening
•	 Patients taking angiotensin-converting enzyme inhibitors, angiotensin II receptor blockers, 

or renin inhibitors had to be on a stable dose for ≥4 weeks before the screening visit
•	 FACETS only

◦◦ Naive to ERT or had not received ERT for ≥6 months before screening
◦◦ Urine globotriaosylceramide of ≥4× the upper limit of normal (24-hour collection)  

at screening
•	 ATTRACT only

◦◦ Initiated treatment with ERT ≥12 months before baseline visit and achieved a stable 
ERT dose (≥80% labeled dose) for 3 months before baseline visit

Analyses
•	 During the FACETS study, kidney GL-3 was assessed by histologic scoring of the number of 

inclusions in kidney peritubular capillary (PTC) biopsies 
•	 GFR was estimated using eGFRMDRD and eGFRCKD-EPI  
•	 Echocardiograms were assessed through blinded, centralized evaluation by a single reader 

specialized in echocardiography and were used to calculate changes in left ventricular mass 
index (LVMi)

•	 Analyses were restricted to patients with amenable GLA mutations per the Migalastat 
Amenability Assay3 and stratified by eGFR at baseline (<60 mL/min/1.73 m2 and  
≥60 mL/min/1.73 m2)

•	 In the FACETS study, patients randomized to receive migalastat at enrollment are referred 
to as the migalastat→migalastat group; patients initially randomized to receive placebo and 
switched to migalastat at Month 6 are referred to as the placebo→migalastat group

•	 Analyses for ATTRACT include data from baseline to Month 18, during which time the 
patients in the ERT arm did not receive migalastat treatment; therefore, data from the ERT 
arm are not reported here 

RESULTS

White Blood Cell α-Gal A Activity
•	 In FACETS and ATTRACT, white blood cell (WBC) α-Gal A activity (males only) increased with 

migalastat treatment regardless of baseline renal function (Figure 3)

Figure 3. Change in WBC α-Gal A Activity by Baseline Renal Function During (A) FACETS and  
(B) ATTRACT
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NE=not evaluable; SE=standard error; WBC=white blood cell. 
aMonth 6 marked the beginning of migalastat treatment in the placebo→migalastat group and Month 6 values are shown for this 
group in the baseline table.  
Only male patients were included in this analysis.

Kidney Peritubular Capillary GL-3 Inclusions 
•	 In FACETS, a reduction in PTC GL-3 inclusions was observed from baseline to Month 6 in 

patients who began migalastat treatment at randomization but not in placebomigalastat 
patients, irrespective of baseline kidney function (Figure 4)

Figure 4. Change in Kidney Peritubular Capillary GL-3 Inclusions From Baseline to Month 6 by 
Baseline Renal Function During FACETS
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Renal Function
FACETS

•	 In patients with baseline eGFRMDRD ≥60 mL/min/1.73 m2, eGFRCKD-EPI was stable after 18 or 
24 months of migalastat treatment (Figure 5A)

◦◦ Among patients with baseline eGFRMDRD <60 mL/min/1.73 m2, those in the 
migalastatmigalastat group had a slight increase in eGFRCKD-EPI, whereas patients in 
the placebomigalastat group had a small reduction in eGFRCKD-EPI

ATTRACT
•	 In patients with baseline eGFRCKD-EPI ≥60 mL/min/1.73 m2, eGFRCKD-EPI was stable after  

18 months of migalastat treatment (Figure 5B)
◦◦ A small reduction in eGFRCKD-EPI was observed in the 2 migalastat-treated patients with 

baseline eGFRCKD-EPI <60 mL/min/1.73 m2 

Figure 5. Annualized Change in eGFRCKD-EPI Based on Baseline Renal Function in (A) FACETS and 
(B) ATTRACT
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Cardiac Mass
•	 In FACETS and ATTRACT, reductions from baseline in LVMi were observed after 24 and  

18 months of treatment with migalastat, respectively (Figure 6)

Figure 6. Change in LVMi Based on Baseline Renal Function During (A) FACETS and (B) ATTRACT
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LVMi=left ventricular mass index; NE=not evaluable. 
aMonth 6 marked the beginning of migalastat treatment in the placebo→migalastat group and Month 6 values are shown for this 
group in the baseline table. 

CONCLUSIONS
•	 In both phase 3 trials, patients with Fabry disease and amenable mutations treated 

with migalastat had similar clinical outcomes regardless of baseline renal function
•	 The small number of patients with eGFR <60 mL/min/1.73 m2 at baseline should be 

considered when interpreting these data
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