Updates in Pompe Disease: Resource

for

Overview and Emerging Treatment Strategies Clinicians

Overview'3

Pompe disease (aka glycogen storage disease type Il [GSD II] or acid maltase deficiency [AMD]) is
a rare autosomal recessive genetic disorder?!2

[ Onset |  Prognosis

+ Caused by * Globally, prevalence of * Infantile onset » Varies based on
deficiency in acid ~1 in every 40,000 Pompe disease onset!-3
a-glycosidase people’ (IOPD) — before 1 I
(GAA)'2 year of age? Life expectancy of

infants with IOPD

* Three-quarters of these woafiEn o T

* Accumulation of are late onset and » Late onset Pompe treated!3
lysosomal one-quarter are infantile’ disease (LOPD) — uhtreated™
glycogen, primarily between 1 year and X
affecting skeletal + African Americans and adulthood? L|OPID pr'otﬁresl'?es
and cardiac muscle East Asians appear to be slow y,; Wi .at' ©
tissue'2 at higher risk! expectancy Into

late
adulthood*:1:3

ECG, electrocardiogram; GAA, acid alpha-glucosidase; GE, gastroesophageal; MDT, multidisciplinary team.
Kishnani PS, et al. Genet Med. 2006;8(5):267-288.

Diagnosis of Pompe Disease

Evaluation and Management of Infants With a Positive NBS for Pompe Disease’-3

CK, creatine kinase; CRIM, cross-reactive immunologic material; ECG, electrocardiogram; |IOPD, infantile onset Pompe disease; LOPD, late onset Pompe disease; NBS, newborn screening;
PD, Pompe disease.
1. Burton BK, etal. Int J Neonatal Screen. 2020;6(1):4. 2. Bali DS, et al. Mol Genet Metab Rep. 2015;5:76-79. 3. Stevens D, et al. Curr Treat Options Neurol. 2022;24(11):573-588.
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Clinical Features
Infantile Onset Pompe Disease (IOPD)

* Photos courtesy: Dr. Ficicioglu

tData as per US Pompe Registry study.

LOPD, late onset Pompe disease.

1. Toscanc A, et al. Ann Trans/ Med. 2019;7(13):284. 2. Marsden D. Genet Med. 2005;7(2):147-150. 3. Hahn A, etal. Ann Trans/ Med. 2019;7(13):283. 4. Stevens D, et al. Curr Treat Options Neurol.
2022;24(11):573-588. 5. Kishnani PS, et al. Genet Med. 2006;8(5):267-288. 6. Lagler FB, et al. JIMD Rep. 2019;49(1):89-95

Late Onset Pompe Disease (LOPD)

[ Symptoms: Slow progressing with variable clinical presentation ]

*Photos courtesy of Dr. Herman FM Busch, Erasmus MC, Rotterdam, the Netherlands

1. Alejaldre A, et al. Neuromuscul Disord. 2012;22 suppl 2:5148-S154. 2. Hobson-Webb LD, et al. Clin Neurophysiol. 2011;122(11):2312-2317.3. Cupler EJ, et al. Muscle Nerve. 2012;45(3):319-
333. 4. Sixel BS, et al. J Bras Pneumol. 2017;43(1):54-59.5. Toscano A, et al. Ann Trans! Med.2019;7(13):284. 8. Hobson-Webb LD, et al. Neuromuscul Disord. 2013;23(4):319-323. 7. Lévesque
S, etal. OrphanetJ Rare Dis. 2016;11:8.
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MDT to Address Multisystem Manifestation of Pompe Disease

ECG, electrocardiogram; GAA, acid alpha-glucosidase; GE, gastroesophageal; MDT, multidisciplinary team
Kishnani PS, et al. Genet Med. 2006,8(5):267-288.

Current Treatments: ERT

CRIM, cross-reactive immunolegic material; ERT, enzyme replacement therapy; 1gG, immunoglobulin G; IOPD, infantile onset Pompe disease; LOPD, late onset Pompe disease.
1. Myozyme® (alglucosidase alfa) [summary of product characteristics]. Amsterdam, the Netherlands: Sancfi B.V; February 2011.2. Lumizyme (alglucosidase alfa) [product
information]. Cambridge, MA:

Genzyme Corporation; May 2022
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Pompe Disease: Overview and Emerging for

Clinicians

Treatment Strategies (cont.)

New Treatments

ERT, enzyme replacementtherapy; IOPD, infantile onset Pompe disease; LOPD, late onset Pompe disease; OLE, open-label extension; thGAA, recombinant human acid alpha-glucosidase

1. NEXVIAZYME® (avalglucosidase alfa-ngpt) [prescribing information]. Cambridge, MA: Genzyme Corporation; September 2023. 2. POMBILITI™ (cipaglucosidase alfa-atga) [prescribing information]. Philadelphia, PA:
Amicus Therapeutics US, LLC; Sey ber2023.3. OPFOLDA™ (miglustat) [prescribing information]. Philadelphia, PA: Amicus Therapeutics US, LLC; September 2023. 4. https://www.sancfi.com/en/our-science/our-
pipeline. 5. https://clinicaltrials.gov/study/NCT03019406. 6. https://clinicaltrials. gov/study/NCT04910776. 7. https://clinicaltrials. gov/study/NCT04808505.

LOPD Treatment Pipeline’7

Phase 1 Phase 2 Phase 3
(NCT05249621)
MZE001 Glycogen synthase 1 Healthy volunteers
(Maze Therapeutics)'- (GYS1) inhibitor » Reduction in glycogen levels in mononuclear

(oral) cells and muscle in healthy volunteer
* No safety issues

ABX1100 CD71 receptor-binding (NCT06109948)
(Aro Therapeutics)'* Centyrin conjugated Healthy volunteers
(monthly IV infusion) to GYS1 specific SIRNA - Results anticipated in 2024
Phase 1/2 Phase 3
SPK-3006 Liver-directed AAV RESOLUTE trial (NCT04093349)
(Spark Therapeutics)'5 gene therapy adults with LOPD
ACTUS-101 . :
(Asklepios Lz IRt Gl AR S-101 trial (NCT03533673)
Biopharmaceutical)' gElEERY adults with LOPD
AT845 uscle-directed AAV FORTIS trial

(Astellas Gene Therapies)'’ REUERUEEING

I Gvs inhibitor [l Gene therapy

1. Bolano-Diaz C, et al. Ther Clin Risk Manag. 2022;18:1099-1115. 2. https:/pompediseasenews.com/news/pompe-disease-treatment-mze 001-shows-promise-phase-1-trial/. 3.. https:/clinicaltrials.gov/study/NCT05249621
4. https://clinicaltrials.gov/study/NCT06109948. 5. https:/clinicaltrials.gov/study/NCT04093349. 6. https://clinicaltrials.gov/study/NCT03533673. 7. https://clinicaltrials.gov/study/NCT04174105.
8. https://resolutestudy.com/pompe-healthcare-providers.html.
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Resources and Additional Reading

Management
Guidelines'

1. Kishnani PS, et al. Genet Med. 2006;8(5):267-288.

Health Organizations

Assaociation for glycogen storage disease

International Pompe Association

GARD MDA

View the companion mini-webinar here
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3110959/
https://worldpompe.org/
https://www.agsdus.org/
https://rarediseases.info.nih.gov/diseases/5714/glycogen-storage-disease-type-2
https://www.mda.org/disease/metabolic-myopathies/types/acid-maltase-deficiency-pompe-disease
https://www.mda.org/science/professional-medical-education/nmd-webinars/2024/updates-in-pompe-disease
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