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Results at Month 18

Fabry Disease

Number (%0) of Patients Who Experienced a Composite

Progressive X-linked lysosomal storage disorder with an estimated incidence of 1 in 100,000. Actual incidence maybe higher. Annualized GFR! from Baseline to Month 18 Clinical E t (18 Month )*
INICal =Vven ontns

Mutations in the GLA gene lead to low or absent o.-galactosidase A (a-Gal A) activity.
More than 800 disease-causing mutations in GLA have been identified; ~60% of these are missense mutations.

Affects males and females; females have a mosaic of healthy & diseased cells. Difference . . .
Globotriaosylceramide (GL-3) and globotriaosylsphingosine (lyso-Gb;) accumulate in multiple organs and tissues leading to the Overlap of et ficanpvatiesE el AR e el Migalastat (n=34)
. 0 : _
symptoms and sequelae of Fabry disease PACL ialastatand  Migalastat ~ ERT  Migalastat ~ ERT enal 8 (24%) 6 (33%)
Migalastat for Fabry Disease (means) ERT (means) (n=34) (n = 18) (n=34) (n = 18) tproteinuria (6), | GFR (2) tproteinuria (4), |GFR (3)
Orally administered investigational pharmacological chaperone for patients with amenable mutations (estimated to be 30-50% of patients Cardi 2 (6%) 3 (17%)
with Fabry disease). eGFR 100% +0.63 0404093 -1.03+1.29 1.29 087 ardiac chest pain, VT/chest pain cardiac failure, dyspnoea, arrythhmia
Facilitates proper folding and cellular trafficking of specific mutant forms of a-Gal A from the endoplasmic reticulum to lysosomes where CKD-EP| 5
the breakdown of GL-3 and related substrates can proceed. Cerebro-vascular 0 (0%) 1T I(iﬁ)
In development for treatment of patients expressing mutant forms of a-Gal A identified as amenable to this chaperone in an validated MGER
HEK-293 cell-based assay (GLP HEK assay). 1009 -1.11 -4,35+1.64  -3.24+2.27 -3.2 -3.57 :
y( Y) o 00% 3o£L6 3 3.23 3 Number of Patients 10 (29%0) 8 (449%0)
DeS I g n Of AT]-OO 1_0 12 (N CTO 12 18659) T ATT RACT Stu dy . _ , *2 additional subjects with non-amenable mutations had a renal event (1 in each group);
mL/min/1.73m?/year. **Transient ischemic attack.
A Randomized, Open-Label Study to Compare The Efficacy and Safety Of AT1001 and Enzyme Replacement Therapy (ERT) in Protc_einL!ria event defined as >33% increase in 24-hr urine protein and level >300 mg, GFR event defined as >15 ml/min
Patients with Fabry Disease and AT1001-Responsive GLA Mutations, Who were Previously Treated with ERT _ _ _ decline in CKD-EPI eGFR and level below 0.
The annualized changes In GFR were comparable for migalastat and ERT. The
Key Inclusion and Exclusion Criteria for 012 study Miqalastat 150 ma 95% confidence intervals for annualized rates of change overlapped 100%, and the The composite endpoint (renal, cardiac or cerebrovascular events) was observed
. Male o female, diagnosed with Fabry disease. ‘ Every-Other-Day (QOD) difference between groups was less than 2.2 mL/min/1.73 m? per year, meeting the In 29% of patients on migalastat compared to 44% of patients on ERT. No deaths
. Age between 16 and 74 years inclusive. Screening L& - 1 Randomization _ pre-specified criteria for comparability between the two treatments. occurred.
+ Amenable GLA mutation (identified by HEK cell- | 2 Months Sirifie by S and roenuria Sl UL s e
based assay).
* Initiated treatment with ERT at least 12 months prior ‘ ERT
to baseline visit. Plasma LySO'Gb (18 MOﬂthS)
* Dose level and regimen of ERT stable for the 3 % ONTH
months prior to baseline visit and > 80% of labeled W . A hl hl
Treatment Period Optional Extension 30 me n E E N u n-Am E na E
. CCI;OFS;MDRDZ 30 mL/min/1.73 m?. OnenL abe Open-Lahe = 180 Mia alastat 180 Migalastat |
+ Subjects taking ACEs or ARBs must be on a stable | proteinuria Statifcation ; p o D - E II?LL]T a 150 o EI!{LITH a Plasma lyso-Gb; remained low and stable in male and
dose for a minifum of 4 weeks before the screening | - (0, 2200 Completed - female patients with amenable mutations who
) 'E ﬁ 120- 120- continued on ERT, and those who switched from ERT
|:|:| -
to migalastat.
= 90 01 -
Methods 3
E W G- G- In two male patients with non-amenable mutations,
. _F;_e;]tients were random(ijzed_ 1.5:1 to switch to 18-mo|r!thséI opin-label_migal_astat c;r relmain or: ER;I?.I | €GFR | anc @ ﬁ' 20 20 plasma lyso-Gb, increased following switch from ERT
« The co-primary endpoints were mean annualized change in estimated glomerular filtration rate (e ckb.ep) an - L ' to miaalastat as compared to two bpatients (1M. 1F
measured GFR (MGFR,,,.,,) assessed for migalastat and ERT over 18 months. Medians, LS means and 95% ClIs were = 0- (T2 ':”i=31:' r=-2ie) ':“f +1) 0 LEL) who rgmained on ER'IP P (M, 1F)
calculated using an ANCOVA model. Comparability of migalastat and ERT was pre-specified based on: > 50% overlap of 95% E (=171 (e A7) Iin=. 171 (r=18 1 =2 (n=2 [rF2) (=21 '
Cls for the annualized change in GFR, and mean changes within 2.2 mL/min/1.73 m2/year. = _3D — : : : ~30 — , , ,
» Secondary efficacy parameters assessed at month 18: Composite Clinical Outcome (renal, cardiac, cerebrovascular events or Gaseline Month6 Month12 Month 18 Baseline Month6 Month12 Nonth 18
death); plasma lyso-Gb, (a biomarker of Fabry disease); and left ventricular mass index.
Baseline Characteristics Left Ventricular Mass Index (18 Months)
Intent-To-Treat Population
Migalastat Migalastat (n:33) Migalastat ERT
N=36 g EIE:Eilii: Migalastat Change from Raseline ERT Change from
Sex 12 (57) 20 (56) 32 (56) - CardiacECHO B-Ieﬁn | Baseline to M18 D.-Ieﬁn | Baseline to M18
Female n (%) 0 (43) 16 (44) 25 (44) M Parameter 0 ' (mean, 95%CI, n) 0 ' (mean, 95%0CT)
Male n (%) = = (%0 abnormal) L—2] (%0 abnormal) L1115
Age 48 54 53 o - n=33 ; n=16-17 -
Median (range) (18, 72) (18, 70) (18, 72) AlL = 225 'V Mass Ind pp o
— Tass Index -0. -2.
Fthnicity 19 (90) 29 (81) 48 (84) o 5 . 95.3 (39%) 92.9 (389%)
ite n (%) g/m?) [-11.0,-2.1] [-11.0, +7.0]
Asian 1 (%) 2 (10) 5 (14) 7(12) (n=33) & Z g ““I.””m_“ull
: : : 0
vear S'”Cesg'agnos's 13 (12) 10 (12) 11 (12) O e ‘ ‘ LU | | | o
ean (SD) . = = Patients on ERT and switched to migalastat for 18 months demonstrated a reduction in LV Mass Index (95% CI -11.0: -2.1, p
24-hour Urine Protein (mg/24 hr) 417 (735) 260 (532) 339 (665) g 95 < 0.05) (Based lim Ivsis of the dat
Mean (SD) SO .05) (Based on preliminary analysis of the data).
- 2 —
mGI'\:AF;aT (IE/D ”)”'”/ L.7=m 84 (24) 82 (18) 83 (20) b
. -20 -
2
eGFI\I/QI (CKSDD—EPI) mL/min/1.73 m 96 (19) 90 (22) 92 (21)
__Mean (D) _ Safety (18 Months) CONCLUSIONS
- 11 (52) 16 (44) 27 (47)
n (%)
; 50
GLE l(*()/IOE)KAmenable- 19 (90) 34 (94) 53 (93) T « Migalastat was generally safe and well tolerated * Changes in GFR were comparable for migalastat and ERT over
E E__ based on adverse event, laboratory and physical 18 months In patients with amenable mutations.
* Patients were randomized based on GLA mutations classified with the clinical trial HEK = 2 25 exam data. » Patients on ERT who switched to migalastat for 18 months
assay. . _ _ Males o -  There were no treatment related SAEs and no demonstrated a reduction in left ventricular mass index.
« During the conduct of the 012 study, the clinical trial HEK assay was analytically g:' = m death _
validated in compliance with GLP regulations (GLP HEK assay); 4 of 57 randomized and (n=13] g5 0 I I l B Bl eaths. » Effects of migalastat and ERT on plasma lyso-Gb3 levels were
treated patients were re-categorized as having non-amenable mutations with the GLP HEK 5 - * There were 2 withdrawals due to AEs (depression, comparable; lyso-Gb3 remained stable In patients with amenable
assay. o | | 5 £.9c | chest pain) unrelated to migalastat. mutations.
. Analy_ses pre_sented In this poster were based on the 53 of 57 treated patients with amenable = T - Migalastat was generally safe and well tolerated.
mutations with the GLP HEK assay. — O
« Safety results were based on all 57 treated patients. M0 cn
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