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« Fabry disease is a common » Pharmacologic chaperone | « The Canadian Fabry Disease Initiative (CFDI) * The majority of Canadian
lysosomal storage disease in Canada therapy with Migalastat, %‘ IS a registry of 466 Fabry disease patients Fabry disease patients are

« Caused by deficiency of a- an oral iminosugar, o S followed for up to 10 years. All known GLA enrolled in the CFDI with
galactosidase enzyme iIncreases residual s mutations in CFDI patients were evaluated ascertainment of 92%; over

« GLA gene mutation on X enzyme activity by using a published library of chaperone- 95% have been genotyped.
chromosome stabilizing the molecule responsive mutations based on an in vitro HEK | |« We evaluated 404 Fabry

 Results in premature death from renal and delivering more cell assay. (Benjamin et al Genetics in Medicine 2017;19:430, disease patients in the CFDI
failure, strokes and hypertrophic enzyme to the lysosome. supplemental tables S11A.B). . study who had genotyping
cardiomyopathy » Studies suggest this may + 01814 mUtat'?”_S 241d(29I.'6 /o) were large done: 143 males, 261

+ Treatment consists of cardiovascular decrease cardiac wall ]EnUtat'OE,S]c (dedetlo?s, up |Cat|C<I)ns, trungatldc>ns, females, mean age
risk factor reduction and enzyme thickness and stabilize : = rame shift and splice site) and categorized as 45.0+£17.8 (sd), range 8-86

. : . taci et ; -
replacement therapy (ERT), which is renal function. (Germain et al SA50530 non-responsive mutations without testing. years.
given every 2 weeks intravenously. NEJM 2016;375:545.)  Of the smaller mutations (missense mainly), « Prevalence of ERT use
R : 0 :

» ERT reduces the rate of decline in We report the results ofa . 268 were chaperone responsive (32.9%) and under current Canadian
GFR and the rate of increase in left survey of Fabry disease patients in Canada to 332 (40.8%) were not. Fabry Treatment Guidelines
ventricular wall thickness determine the prevalence of chaperone was 50.0%

. . responsiveness as a guide to planning future R

 ERT is not a cure and costs Canadian therap
taxpayers $300,000 per year/patient Y
for a total of about $61.5M annually.
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c.299G>C (p.Arg100Thr) (p )
- : : p.Pro214Leu p.Arg356Trp C.774_775delAC (p.Gly258 fs) ¢ 1066C>T (p.Arg356Tr ' '
confirmed by a neurologist patients (78.7%) (Table 2). Asp215Ser CA1T_327del (pLoU0B ) 0 - O ) it o) Scotia with only 2
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chaperone responsive 0370-533_cA27Tdol4.5kb  PASHZT2Ser e 1156C>T (pGin386%) * This is due to the
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