FP196 Cipaglucosidase alfa/miglustat versus alglucosidase alfa/placebo in late-onset Pompe disease: PROPEL study subgroup analyses

Benedikt Schoser,' Drago Bratkovic,” Barry Byrne,’ Jordi Diaz-Manera,* Pascal Laforet,” Tahseen Mozaffar,” Ans van der Ploeg,” Mark Roberts,® Antonio Toscano,’ Hai Jiang,'® Sheela Sitaraman,*° Srilakshmi Kuchipudi,*°

Mitchell Goldman,'° Jeff Castelli,'° Priya S. Kishnani'! on behalf of the PROPEL study group

'Friedrich-Baur-Institut, Neurologische Klinik, Ludwig-Maximilians-Universitat Miinchen, Munich, Germany; ?PARC Research Clinic, Royal Adelaide Hospital, Adelaide, SA, Australia; *University of Florida, Gainesville, FL, USA; “Unitat de Malaties Neuromusculars Servei de Neurologia, Hospital de la Santa Creu i Sant Pau de Barcelona, Barcelona, Spain;
*Raymond-Poincaré Hospital, Garches, France; ®University of California, Irvine, CA, USA; "Erasmus MC University Medical Center, Rotterdam, the Netherlands; 2Salford Royal NHS Foundation Trust, Salford, UK; *Universita di Messina, Messina, Italy; *?’Amicus Therapeutics, Inc., Cranbury, NJ, USA; *Duke University Medical Center, Durham, NC, USA. Presenting author: Dr Mark Roberts

O BJ E CT I V E Table 1. Baseline characteristics Figure 3. Change from baseline in (A) 6MWD and (B) FVC in ERT-experienced patients (n=95) Figure 5. Change from baseline in 6MWD and FVC by baseline status in (A) the overall population (n=122)
and (B) ERT-experienced patients (n=95)
A 30 A
e PROPEL (NCT03729362) is a Phase lll, randomised, double-blind, active-controlled trial to assess the 25 A Cipaglucosidase alfa/miglustat (n=85) Cipaglucosidase alfa/miglustat (n=85)
Q . _ . _
efficacy and safety of cipaglucosidase alfa/miglustat in adults with late-onset Pompe disease (LOPD) 3 20 - 307 [ Alglucosidase alfa/placebo (n=37) 37 " Alglucosidase alfa/placebo (n=37)
compared with alglucosidase alfa/placebo. Median (range) age, years 48.0 (19, 74) 46.0 (22, 66) 47.0 (19, 74) SE 154 = 20l } 54
S5 N —
. e ) E = | g LU 11
e We report pr.espeC|ﬁ.ed and post.hoc subgroup analyses basgd onh enzyme re-placer.ne.nt therapy (.ERT) Male 36 (42.4) 20 (52.6) 56 (45.5) L 10 S o > ;>; i
status, baseline 6-minute walk distance (6MWD), and baseline percent predicted sitting forced vital 2 c 5 = T = 2 n=18
capacity (FVC). Female 49 (57.6) 18 (47.4) 67 (54.5) g 0. S L -1 }
3] E n=23 n=62 n=27 o5 I
. —4 ® AR
ERT-naive 20 (23.5) 8 (21.1) 28 (22.8) 8- T _10. c o g
I I I I I 2] ®.E
INTRODUCTION _ Baseline Week 12 Week 26 Week 38 Week 52 LOCF c l 2
ERT-experienced 65 (76.5) 30 (78.9) 95 (77.2) | g 20 =
Treatment Baseline, CFBL at week 52, Difference in CFBL at (: c:l:\il:\ZI —5 1
: : : : : : , : : SD), SE), k 52, SE), : o o
e Pompe disease is a rare, autosomal recessive lysosomal disorder caused by pathogenic variants of the acid Median (range) previous ERT 7.6 (2.0, 13.7) 7.1(2.1,13.2) 7.4 (2.0, 13.7) mean (SD), m mean (SEl, m | week32, mean (SEL M | wo-sided) ~30- <300m 2300 m 6 <55% | 255%
. 1o duration, years, ERT experienced only ’ ’ ’ Cipaglucosidase Baseline 6MWD Baseline FVC
alpha-glucosidase (GAA) gene." 2lfa /miglustat (n=65) 346.9 (110.2) +16.9 (5.0)
. . . . ifi . o +16.9 (8.8) 0.047 B Cipaglucosidase alfa/miglustat (n=65) Cipaglucosidase alfa/miglustat (n=65)
e ERT with the recombinant human GAA (rhGAA), alglucosidase alfa, is the only approved treatment shown Prespecified baseline 6MWD, n (%) Alglucosidase 334.6 (114.0 0.0 (7.2 . ) . )
. . . . ith infantile-onset Pompe disease (|OPD) and LOPD 34 alfa/placebo (n=30) .6(114.0) .0(7.2) 30 - Alglucosidase alfa/placebo (n=30) 3 Alglucosidase alfa/placebo (n=30)
to Improve prognosis In patients with in - S
> IMPTOVE PIog ' PATIENES WIR INTantie e | >75-<150 m 4(4.7) 4 (10.5) 8 (6.5) . _ 1
e Cipaglucosidase alfa/miglustat is an investigational, two-component therapy comprising cipaglucosidase B e £ 207 LT 1.
alfa administered in conjunction with miglustat® 2150-<400 m 55 (64.7) 22 (57.9) 77 (62.6) o5 207 g " zE I
: . . . . . . &S 27 | =9 n=17 n=47
_ © 0.0 + © = 5 I
Clpagluc05|c1!ase alfa is an rhGAA with enhanced glycosylation designed for improved uptake >400 m 26 (30.6) 12 (31.6) 38 (30.9) £3 -0s- s 25 |4
and processing g5 -104 @ n=21 | n=44 n=21 o8 _y.
: : - : : : : Data are n (%) unless indicated. 3 L —1.5 © TN
— Miglustat is a small molecule that stabilises cipaglucosidase alfa in blood and enhances delivery of the oo -%-(5)— 5 -10- 5 2 -3
active enzyme to tissues. =2 30- s o
- T : , _ £ 35 S -20- |
Figure 2. Change from baseline in (A) 6MWD and (B) FVC in the overall population (n=122) =2 7 5.
A 30 - e ~30- <300 m >300 m 6. <55% >55%
' - ' ' ' ) Baseline 6MWD Baseline FVC
METHODS
. 25 | Baseline Week 12 Week 26 Week 38 Week 52 LOCF
c Baseline, CFBL at week 52, Difference in CFBL at P value
Figure 1. PROPEL study design® S= 20 Treatment mean (SD), mean (SE), % week 52, mean (SE), (nominal CFBL is mean LOCF (SE) to week 52.
gu * uay g 735 § % predicted predicted % predicted two-sided)
C = 15 1 Cipaglucosidase
L= . _ 67.9 (19.1) +0.1(0.7)
5% 10 lf/miglusta (165 41 (12) 000 Safety summary
f N=123* ) s 6o e 1-30) 67.5(21.0) ~4.0(0.9) e The safety profile was similar for cipaglucosidase alfa/miglustat and alglucosidase alfa/placebo (Table 2);
ERT-experienced and ERT-naive Srimar = o] further characterisation of the safety profile is available in Supplementary Table 1.
e >40 kg body weight with confirmed Cipaglucosidase endpoint: C?:IBL to _(2) ] | | | | | ﬁ(l\)/l\r/nVaD”da;iit\C/iEﬁ:g‘;ggrtngsIL(/ccliiccglt:’;ei ?‘:odrrfTNi:hg\V/\,/A\D P value is from non-parametric ANCOVA; 6MWD parametric MMRM P=0.078. FVC data were
diagnosis of LOPD; confirmed alfa/miglustat week 52 in Baseline Week 12 Week 26 Week 38 Week 52 LOCF Y ' Table 2. Safety summary
GAA genotype 20 mg/kg 6MWD P value
Recened dguoscseafaae || 2 | dosgucoscase || Fistiey o | e | e | o et s .
, ) week 52, mean , m e ] . . . pe . .
20 mg/kg Q2W for 22 years alfa IV +260 mg secondary two-sided) e Cipaglucosidase alfa/miglustat was favoured across prespecified baseline 6MWD categories versus
(ERT-experienced group) or miglustat Q2W endpoint: CFBL to Cipaglucosidase - :
were naive to ERT SRy ook 52 in FVC. alfo/mightstat (n=85) 357.9 (111.8) +20.8 (4.6) 136063 . alglucosidase alfa/placebo (Figure 4). TEAEs, n (%) 81 (95.3) 37 (97.4)
e Two valid 6-minute walk tests prior ERT status Alglucosidase o ' .
. . : _ 351.0(121.3) +7.2(6.6) i S o , . TEAEs potentially related to treatment 26 (30.6 14 (36.8
with both screening values 275m | and baseline alfa/placebo (n=37) Figure 4. Change from baseline in 6MWD by prespecified baseline 6MWD categories in the overall P y (30.6) (36.8)
and <90% of predicted, and the 6eMWD lati B Serious TEAEs 8 (9.4) 1(2.6)
lower value within 20% of B ig i population (n=122) ' '
the higher value I | el . .
e EVC 330% of predicted at I , ! . NE) (1)(5) i Cipaglucosidase alfa/miglustat (n=85) 'tst‘?er;(t)r‘:\ZIEAEs pOtentla"y related to 1 (1.2)* 0
- scroec(;n!lor:g Icted a Baseline Week 52 S _E 0:0 - 5 Alglucosidase alfa/placebo (n=37)
: - -bli - - S _0c& 51 . .
. ) 12-month double-blind Open-label extension ° 8 _(1).8 - TEAEs Ieadlng to study withdrawal 3 (3.5)+ 1 (2.6)*
3% _is5- ) :
62 sites in 24 countries ey —g-g ] 251 TEAEs leading to death 0 0
wv) © -2.5
c £ -3.0- _ IARSs 21 (24.7) 10 (26.3)
£g 351 E 151 T
~ _4'0 ] . . + . . . .
*Two patients were randomised but not dosed; "195 mg for patients weighing 40-<50 kg; *Baseline values were measured during screening (up to 45 - g *IAR_of ar?aphylac’u'c reactlon;. COVID-19-related pneumonia and IARs of anaphylactic reaction and chills; *Stroke, unrelated to treatment.
30 days before dosing). For 6MWD and FVC, the baseline value was the average of the last two measurements obtained on or prior to first dose date. ~5.0 | | | | | = IAR, infusion-associated reaction; TEAE, treatment-emergent adverse event.
CFBL, change from baseline; IV, intravenous; Q2W, every 2 weeks; R, randomisation. Baseline Week 12 Week 26 Week 38 Week 52 LOCF c 3]
Treatment Baseline, CFBL at week 52, Difference in CFBL at P value % il 1
P mean (SD), mean (SE), % week 52, mean (SE), (nominal = =57 n=55 n=21 n=26 n=12
Statlsucal mEthOdOIOgy % predicted predicted % predicted two-sided) A C O N c L U S I O N S
* One ERT-naive patient (algucosidase alfa/placebo group), deemed clinically implausible by the principal Cipaglucosidase 70.7 (19.6) 0.9(0.7) &
. . . } alfa/miglustat (n=85) ' ' A S =151 - ° 1 i l -Nal - i 1
investigator based on baseline assessments, was excluded from all efficacy analyses. , +3.0(1.2) 0.023 Ir.1 the over.aII study populahon including ERT naive and ERT_ e.xperlenced.patler?ts,
Additional statistical methodology able in the Suppl ¢ which i Lle via the OR cod A|'§'7C|°S'd§SE( ) 69.7 (21.5) ~4.0(0.8) cipaglucosidase alfa/miglustat showed positive trends or clinically meaningful improvements
Y . alfa/placebo (n= _oc . . . c
tional statistical methodology is available in the Supplement, which Is accessible via the QR code 2> on motor and respiratory functions compared with approved ERT, regardless of baseline 6MWD
o e
CFBL is mean (SE) LOCF. 6MWD data were not normally distributed and the 6MWD P value is from non-parametric ANCOVA; 6MWD parametric 35 1 and % FVC assessments, and across both preSpeClﬁed and pOSt hoc subgroup analyses.
MMRM P=0.097. FVC data were normally distributed and the P value is from ANCOVA. Since the primary endpoint did not meet statistical significance, G | id If e d d e f fil h £ alel id
R ES U LTS subsequent analyses of key secondary endpoints that were tested according to the hierarchy of the statistical analysis plan are interpreted as nominal >75—-<150 m >150-<400 m >400 m IPagiucosidase a a/mlg ustat demonstrated a similar sa ety profiie tothatora glucosidase
statistical assessments of superiority. ANCOVA, analysis of covariance; LOCF, last observation carried forward; MMRM, mixed-effect model for repeated Baseline 6MWD alfa/place bo.
measures; SE, standard error.
Patients CFBL is mean LOCF (SE) to week 52.
e Of the 85 patients randomised to cipaglucosidase alfa/miglustat, 80 completed the study; of the 38 PTESPECIﬁEd subgroup analyses Acknowledgements
1 i i We thank the patients, their families, and Pompe disease patient organisations for their participation in
patlents randOm|SEd to a|g|UCOSIdase alfa/placebO, 37 Completed the StUdy. 1' ERT status POSt hoc SUbgroup analyses the PROPEL study. We also thank the investigators and site staff for their support and contribution to the
e Patient demographics at baseline were representative of the population and generally similar in the e |nthe ERT-experienced population, 6MWD and FVC showed a nominally statistically significant and Baseline 6MWD and FVC categories ::OEE;:::’V e . E E E
.. . . . . . . . . . . . . . e stu Y was tunde Y AMICUS erapeutlcs, nc.
two treatment arms (Table 1). clinically meaningful improvement at week 52 with cipaglucosidase alfa/miglustat versus alglucosidase e Qutcomes consistently favoured cipaglucosidase alfa/miglustat in the overall and ERT-experienced Medical writing support was provided by Adam Gill, MRes, of Cence, funded by Amicus Therapeutics, Inc. ! . =
i - Ei . ; : H ; (o) o) H Some of the primary PROPEL data presented here were previously presented at the 2021 WORLDSymposium™, u
. . . . alfa/placebo (nominal P<0.05 for both; Figure 3). populations in patients with baseline 6MWD of <300 m and =300 m, and FVC of <55% and >55% (Figure 5). T Fabruy 2001 the 2021 bR vireua Clicol & Setneife Conforence. 15018 March 2021, an the 2091 -
Primary endpoint and first key secondary endpoint e Inthe smaller ERT-naive population (n=27), variability was greater and 6MWD and FVC both numerically * ERT-naive population (n=27): three patients had a baseline 6MWD of <300 m and three had a baseline FVC (NVID Virtual Congress, 21-22and 28-29 May 2021 o .
. . ] ] . ] . ] . ] . This presentation shares information about Amicus Therapeutics’ investigational therapy, cipaglucosidase
e Overall, patients treated with cipaglucosidase alfa/miglustat showed improvement over time in 6MWD and favoured alglucosidase alfa/placebo of <55%; analyses of CFBL were not performed in these subgroups owing to the small patient numbers alfa/miglustzt,bwhich isinldevelopmentforr:hetreatment of Pompe disease. This investigational therapy is E
oy . . . . . . . . . not approved by any regulatory agency at this time.
stabilisation over time in FVCin comparison with those treated with aIgIUCOSIdase alfa/placebo (Flgure 2) — 6MWD: both the Cipag|UCOSidase alfa/miglustat (n:ZO) and alglucosidase alfa/placebo (n=7) groups — Baseline 6MWD =300 m: both the CipagIUCOSidase alfa/migIUStat (n=18) and aIgIUCOSidase alfa/pIaCEbO The presenter, Dr Mark Roberts, has no conflicts of interest to declare.
— 6MWD showed greater improvement with cipaglucosidase alfa/miglustat versus alglucosidase alfa/ had similar improvements over time (mean [SE] CFBL to week 52: +33.4 [10.9] m and +38.3 [11.1] m, (n=6) groups had similar improvements over time (mean [SE] CFBL to week 52: +34.4 [12.1] m and Scan here to download supplementary ~ Scan here to download a PDF copy of
. . L. . . . . . . . ial. hi )
placebo but did not reach statistical superiority (P=0.071; Figure 2A) respectively; nominal two-sided P=0.60) +30.8 [9.6] m, respectively) References T Zo;iZ:S;f;his poster obtained through
. L . . Lo . . . ) ) ) _ _ . . . . . 1. Hers HG. Biochem J. 1963;86:11-16. 4. Do HV etal Ann Transl Med. 2019;7:291. QR (Quick Response) code are for
— FVC demonstrated a nominally statistically significant and clinically meaningful improvement with — FVC: both the cipaglucosidase alfa/miglustat (n=20) and alglucosidase alfa/placebo (n=7) groups declined over — Baseline FVC 255%: both the cipaglucosidase alfa/miglustat (n=19) and alglucosidase alfa/placebo (n=5) 2. Kishnani PS et al. J Pediatr. 2004;144:535-43. 5. XuS et al. JCl Insight. 2019;4:e125358. personal use only and may not be
. . . . . N . . . . . . . 3. Lumiz ibing inf ion]. Sanofi 6. ClinicalTrials.gov NCT03729362. Availabl : duced with issi f
cipaglucosidase alfa/miglustat versus alglucosidase alfa/placebo (nominal P=0.023; Figure 2B). time (mean [SE] CFBL to week 52: -4.1 [1.5] % and -3.6 [1.8] %, respectively; nominal two-sided P=0.57). groups declined over time (mean [SE] CFBL to week 52: -3.7 [1.5] % and -3.3 [2.6] %, respectively). Genoymer 2030, oo S s //clicaitials gov/ct2 show/NCT03729362 theauthors,

This study was supported by Amicus Therapeutics, Inc. Presented at the World Muscle Society 2021 Virtual Congress, 20—-24 September.



