Long-term follow-up of cipaglucosidase alfa/miglustat in ambulatory patients with Pompe disease: an open-label Phase I/1l study (ATB200-02)
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INTRODUCTION RESULTS piratory Biomarkers Safety
e Mean CFBL in FVC was generally stable for up to 48 months of follow-up in e During 48 months of follow-up, cipaglucosidase alfa plus miglustat was generally e Table 3 summarizes treatment-emergent adverse events (TEAEs).

e Pompe disease is a rare, multisystemic, heterogenous lysosomal disorder characterized Patients ERT-experienced cohorts (Figure 3A). associated with mean reductions from baseline in urine Hex4, with greater reductions in e Mean (SD) duration of treatment was 51.8 (21.46), 37.7 (4.13) and 54.7 (12.14) months
by progressive loss of muscle and respiratory function due to acid a-glucosidase (GAA . . . . . _ j i i ERT-nai ' ' : ' ' — i i '
dyf? 08 e p y | 9 gl (GAA) « Baseline characteristics were representative of the Pompe disease population (Table 2). * After 12, 24, 36 and 48 months of follow-up, FVC improved (>3% points) or remained RT-naive patients (Figure 5A) | in cohorts 1 (prior ERT 2—6 years), 4 (prior ERT >7 years) and 3 (ERT naive), respectively.

eficiency, an enzyme responsible for degrading lysosomal glycogen. « Due to the staggered timing of patient enrollment, the number of patients with data stable (+3% points) from baseline in 9/16, 11/13, 8/10 and 4/6 ERT-experienced e After 12, 24, 36 and 48 months of follow-up, Hex4 levels decreased numerically from e The most common TEAEs included fall, nasopharyngitis, arthralgia, headache and

e Enzyme replacement therapy (ERT) with recombinant human GAA (rhGAA), currently available decreases at later imepoints ir; this ongoing study patients, respectively. baseline in 16/16, 11/14, 11/12 and 6/9 ERT-experienced patients, and in 5/6, 5/6, 4/5 diarrhea; the majority of patients experienced only mild or moderate TEAEs that did
alglucosidase alfa, is the first approved treatment for the disease* | o | . N ' e Mean CFBL in FVC improved numerically from baseline for up to 48 months of follow- and 4/5 ERT-naive patients, respectively. not lead to study withdrawal.

— While alglucosidase alfa has been shown to improve pr.ognosis,5 some patients do Table 2. Baseline characteristics and patient disposition up in the ERT-naive cohort (Figure 3B). * During 48 months of fpllovy—up, cipaglucos.idase alfa plus mi_glustgt was asgociate.d with mean Table 3. Summary of TEAEs
nc.)t.respond, and many do not show a sustained benefit;® thus, substantial unmet ERT _ : o After 12, 24, 36 and 48 months of follow-up, FVC improved (>3% points) or remained stable reductions from baseline, in plasma CK, with greater reductions in ERT-naive patients (Figure 5B). ERT experienced
clinical needs remain.® eXperience (+3% points) from baseline in 5/6, 6/6, 5/5 and 4/4 ERT-naive patients, respectively. e After 12, 24, 36 and 48 months of follow-up, CK levels decreased numerically from n=17

e Another rhGAA, avalglucosidase alfa, was approved in 2021.7 Cohort 1 Cohort 4 ' . | . ) | baseline in 13/15, 14/15, 9/11 and 8/9 ERT-experienced patients, and in 6/6, 6/6, 5/5 and TEAES, n (%) 17 (100) 6 (100) 23 (100)

e Cipaglucosidase alfa plus miglustat is an investigational, two-component therapy for 26 yeﬁfﬁgor ERT |27 yearzfglor ERT Figure 3. CFBL in FVCin (A) ERT-experienced and (B) ERT-naive patients 4/5 ERT-naive patients, respectively. ' o elated
Pompe disease comprising cipaglucosidase alfa, a novel bis-mannose-6-phosphate- A 13- . . TEAEs potentially related to 11 (65) 4 (67) 15 (65)

. : . . . . : e Mean (SD) baseline % predicted Mean (SD) 48-month % predicted . BL B
enhanced rhGAA, administered in conjunction with miglustat, an enzyme stabilizer.2? Baseline’ characteristics k5 10+ si;?:;(pvc) % point] = 57.4 (17.4) site[-ianng(FV(): (% point) = 5.7 (14.4) Figure 5. Percentage CFBL in (A) Hex4 and (B) CK levels treatment
: : 5 il % noint) = 21— % naint) = 28— A :
e Results from the PROPEL study, a 52-week, Phase IIl study of cipaglucosidase alfa plus Median (range) age, years 50.0 (28—66) 43.0 (20-65) 51.0 (24-65) TE 57 Ranee (% point) = 31-88 Range (% point) = 38-73 30 - ERT experienced —e—  ERT naive Serious TEAEs 6 (35) 4 (67) 10 (44)
miglustat versus alglucosidase alfa plus placebo in patients with Pompe disease were =2 — Seri :
: : : : X 2 _ - _ ] _ erious TEAEs potentially related
recently published; the open-label extension of this study is ongoing.® Sex, M:F 9:2 2:4 1:5 R = 20 ';/'g?;‘ SP) baseline Hex4 (mmol/molCr) Mean (SD) 48-month hext (zrrzrzmwg)l(moICr) to treatment P Y 1 (6) 2 (33) 3 (13)
- O D . .0}, . .3);

e Data from our Phase /Il study (ATB200-02) may provide a further understanding of the Mean (SD) time on alglucosidase il < 10+ Range (mmol/molCr) = 1.25-7.7; Range (mmol/molCr) = 1.2-8.9; ,

long-term effect of this invesggational therapyy i ; alfa ye(ars) ° >-1(1.27) 10.6 (2.06) N/AS o 2 :“:x’ 0.0 | TE.AES EECI 5 STy 1(6)* 0 (0) 1 (4)
' ’ “E c O e s withdrawal
c v - :
Mean (SD) 6MWD, m 397.2 (96.8) 387.3(161.3) 396.0(75.2) & = .

g 2  -10- Severe TEAEs 4 (24) 3 (50) 7 (30)

OBJECTIVE = t5

_ 0 . ]
475200.02 (NCTO2675455) - I 1 il ol that o Mean (SD) sitting FVC, % predicted 52.6 (13.9) 65.3 (21.1) 57.2 (20.8) éo 504 TEAEs leading to death 0 (0) 0 (0) 0 (0)

o : is an ongoing, open-label, Phase I/l clinical trial that aims to Mean (SD) MMT lower extremity Follow-up (months) @

. L. ) ) ° 301
evaluate the safety, tolerability, pharmacokinetics, pharmacodynamics and efficacy of score 31.8(1.9) 27.3(3.7) 29.0 (1.7) n= 16 16 16 16 16 13 13 11 13 12 10 4 6 o T IARs 8 (47) 3 (50) 11 (48)
CipagllJCOSidase alfa p|US migllJStat in adults with Pompe disease. :l-;-l: —40 TEAESs have an onset date on or after first dose of study drug. *Diffuse large B-cell lymphoma. IAR, infusion-associated reaction.
: . Patient disposition B 19- 2
e Here, we report up to 48 months of efficacy and safety data for ambulatory patients = o § 50 Limitations
with Pompe disease in the ATB200-02 study Ongoing in study, n (%) 2 (82) 6 (100) 6 (100) é s 7 > e As might be expected for a Phase I/l study of a rare disease therapy, the sample size
. . . . . . o _ = 6- —60 - A
VMETHODS e e e o e 2T . was relatively small.
ST b A e e A M o s . P N * The heterogenous neture of Pompe disesse, spanning & wiie spectrum of
: : : : T -80 | | | | | | | | | | | | maniftestations, disease severity, rates of progression, and responses to treatment, may
e The ATB200-02 study is conducted in 17 centers across 6 countries, with 4 cohorts of : w24 - : e
. y . . Motor function ZE Baseline 36 9 12 15 18 21 24 30 36 42 48 have introduced variability into the dataset.
patients enrolled at staggered timepoints. . _ o =E Mean (SD) baseline % predicted Mean (SD) 48-month % predicted Follow-up (months) . . o .
L - e ERT-experienced cohorts showed durable mean improvements from baseline in 6MWD @ —6 sitting FVC (% point) = 57.2 (20.8) sitting FVC (% point) = 67.0 (21.8) e Data were analyzed descriptively, with no statistical comparisons made.
e The study design is presented in Figure 1. Up to 48 months (Figure 2A) 2 ~8-| Range (% point) = 31-79 Range (% point) = 4090 n= 16 16 16 16 16 15 14 14 14 13 12 8 9
Figure 1. Phase /1l ATB200-02 study design e After 12,24, 36 and 48 mont.hs of follow-up, 6MWD improved numerically from —;gseline 3 6 9 12 15 18 21 24 30 36 48 c 20 ERT experienced ERT naive CONCLUSIONS
Stage 1 (6 weeks) Stage 2 (12 weeks) baseline in 13/16, 9/13, 6/12 and 6/9 ERT-experienced patients, respectively. Follow-up (months) Results f ‘0 48 the of foll . bulat T
[ -
Cipaglucosidase alfa single dose Cipaglucosidase alfa + miglustat Q2W e The ERT-naive cohort showed durable mean improvements from baseline in 6MWD up 20 Mean (SD) baseline CK (IU/L) = Mean (SD) 48-month CK (IU/L) = soelles rom S NISIE @A i a.m 2le Ory PRSI ¥
. *1 patient in the ERT-naive cohort experienced a large drop in % predicted FVC at month 21, which returned to previous levels at the following visit (month 24). = T 439.8 (306.1); 340.4 (296.5); Pompe d|Sease frOm the ATBZOO-OZ StUdy Of ClpagIUCOSIdase alfa pIUS
c - 56 cipagljgozggtg alfa+ s cipagljgor:iggti alfa + s 20 mg/kg cipaglucosidase alfa + to 48 months (Flgure ZB) 3;* 10 - Range* (IU/L) = 110-1392; Range* (IU/L) = 71-839; . I h d i
mg/kg — mg/kg  me/kg | 130 mg miglustat 260 mg miglustat 260me miglustat o After 12, 24, 36 and 48 months of follow-up, 6MWD improved numerically from Muscle strength © 000 | miglustat showea:
_ . ) baseline in 6/6, 6/6, 4/5 and 4/4 ERT-naive patients, respectively. _ , , , , - 45 — _ i i i
bt — /6,6/6, 4/ / P P Y e Mean change in MMT lower extremity score improved numerically from baseline and £ _io- N ERT e.xpe.rlenced patlen.ts had durable mea.n improvements from
p— A ———— Figure 2. CFBL in 6MWD in (A) ERT-experienced and (B) ERT-naive patients improvements were generally maintained for up to 48 months of follow-up in both @ 1 baseline in motor function that were sustained for up to 48 months
ohort 2: non-ambulatory experienced (n= . . . . . . . .
N ERT-experienced and ERT-naive cohorts (Figures 4A and 4B). 2 204 | of follow-up, while respiratory function was stable and maintained
]
Cohort 3: ERT naive (n=6) 807 Mean (SD) baseline 6MWD (m) = 393.5 (119.7) Mean (SD) 48-month 6MWD (m) = 410.5 (161.4) 5 _30- over the same period: an improvement relative to the expected
= — - — . . . . . . . o
ST —. = Zg' Range (m) = 104-544 Range (m) = 113-657 Figure 4. CFBL in MMT lower extremity score in (A) ERT-experienced and (B) ERT-naive patients Z decline in many patients receiving long-term ERT®
>7 years prior ERT* B’ 7] T B A : 1 . . .
2 50- T 67 S 1 — ERT-naive patients showed durable mean improvements from baseline
| . = ' T | =01 : : : :
"With 20 me/kg alglucosidase alfa Q2W. Q2W, every 2 weeks. e 407 336 3 ’ = in motor and respiratory function that were sustained for up to
. . ) i _ - —60 -
e A summary of the endpoints and cohorts we report is presented in Table 1. 2 0 'é v 48 months of follow-up
o 20 - Q
i _ : i : i = 2 ~70- : :
’ f‘;’a'éableldata f,?r Cﬁ.h%r.t 2 n(.)lnljmb.mato.r\l'( ERT eXperzgch)ed zat'ents' are presented in 9 10- Sz — Mean levels of two biomarkers, Hex4 and CK, were either stable or
e Supplement, which is available via quick response code. D E _ : :
PP . O VIa AHIERTERD I i R G g 0 N - o i o decreased from baseline up to 48 months of follow-up, with decreases

e Data were analyzed using descriptive statistics. S _q0- o % aseline most notable in the ERT-naive cohort

Table 1. Summary of endpoints and cohorts reported 20 —— . - . 3 % > { Mean (sD) baseline MMT lower extremity Mean (SD) 48-month MMT lower Follow-up {months) . . . _ o
Baselne 3 6 9 12 15 18 21 24 30 36 42 48 . ~1- ;‘;‘?\"ge::?’gl-%(z-“) extremity SCORraen;Z’i'géffg n= 16 16 16 16 15 14 14 14 15 13 11 2 2 — The safety profile of cipaglucosidase alfa plus miglustat was similar to
A EPERE I Follow-up (months) P A - a A i B B that reported for alglucosidase alfa.5
h= 16 16 16 15 16 14 13 12 13 12 12 8 9 aseline *Lower normal CK limit = 26 IU/L. Upper normal CK limit = 192 IU/L.
Cohort 1 (2-6 years) | Cohort 4 (27 years) 8 Follow-up (months)
Motor function 80 n= 15 14 15 14 15 13 12 12 13 11 10 7 8 References
Pooled data v __ 70-

6MWD £ 60 - B 6- 1. Cabello JF & Marsden D. Orphan Drugs Res Rev 2017;7:1-10. 5. van der Ploeg AT et al. N Engl J Med 2010;362:1396—406. Please scan these QR codes with your smartphone camera or app to obtain PDF copies
Respiratory function od d v g c0. g | 2. Hers HG. Biochem J 1963;86:11—6. 6. Harlaar L et al. Neurology 2019;93:e1756—67. of this poster, supplementary material and patient infographic summary.

F\V/C Pooled data s 3 3. Kishnani PS et al. Genet Med 2006;8:267-88. 7. Sanofi. Nexviazyme™ prescribing information. Available Copies of materials obtained through QR codes are for personal use only and may not
Muscle Strength c :g 7 E v 4 - 4. Genzyme. Lumizyme prescribing information. ?;czcgatgzzgﬁzrnoggczztzs).sanoﬁ.us/nexviazvme/nexviazvme.pdf be reproduced without permission from the authors of this presentation.

) Pooled data v @ i S S 3 Available at: https://www.accessdata.fda.gov/drugsatfda : . . .
MMT lower extremity score S 20- £ 2 docs/label/2020/12529151511bl.pdf 8. XuS et al. JCI Insight 2019;4:e125358. Patient infographic
Biomarkers ¥ 0l @ ;5: 27 (accessed Feb 2022). 9. Schoser B et al. Lancet Neurol 2021;20:1027-37. Poster PDF Supplement summary
(O B -
Hex4 (glycogen accumulation) Pooled data 4 s 0 . o5 1 E E E E E E
i _ ] _ ©wo Yo ____________.
and CK (mUSde damage) = —10 g/;agr;((sn[])))loa;sée;glengWD (m)=396.0(7>.2) Mean (SD) 48-month GMﬁgn(;)(m;litiéigfz) = 0 Mean (SD) baseline MMT lower Mean (SD) 48-month MMT lower ACknOWIedgments [ L 0 [ 0
Pooled data v ~20 , , , , , , , , , , , = —14 extremity score = 29.0 (1.7) extremity score = 30.0 (5.7) The authors thank the patients, their families, and Pompe disease patient organizations, as well as the ATB200-02 study investigators. -._' . . -._'
Safety Baseline 3 6 9 12 15 18 21 24 30 36 48 -2 Rlange - 26_3? : : : : : : : Range = 22-34 | This presentation shares information about Amicus Therapeutics’ investigational therapy, cipaglucosidase alfa/miglustat, which is in .
Pooled data Follow-up (months) Baseline 3 6 9 12 15 18 21 24 30 36 48 development for the treatment of Pompe disease. This investigational therapy is not approved by any regulatory agency at this time.

o . . . _ o . L _ Follow-up (months Medical writing assistance was provided by Sophie Austin, PhD, at Cence (an AMICULUM® agency) and was funded by Amicus Therapeutics, Inc.

With 20 mg/kg alglucosidase alfa Q2W. 6MWD, 6-minute walk distance; CK, creatine kinase; FVC, forced vital capacity; Hex4, glucose tetrasaccharide; P ( )
MMT, manual muscle test. CFBL, change from baseline; SE, standard error. The presenter, Dr Barry J. Byrne, is co-founder of AavantiBio, Incorporated.
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