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Substance: 

Avalglucosidase alfa 

 

Brand Name: Nexviadyme 

 

Originator/licensee:   

Genzyme Europe BV 

 

Classification: NCE 

 

ATC code: A16AB [1] 

 

Orphan Status: 

Eu: YES 

Us: - 

 

Mechanism of action:  

avalglucosidase alfa-ngpt 

provides an exogenous 

source of GAA. The M6P 

on avalglucosidasealfa-

ngpt mediates binding to 

M6P receptors on the cell 

surface with high affinity. 

After binding,it is 

internalized and 

transported into 

lysosomes where it 

undergoes proteolytic 

cleavage thatresults in 

increased GAA enzymatic 

activity. Avalglucosidase 

alfa-ngpt then exerts 

enzymaticactivity in 

cleaving glycogen[2]. 

Authorized Indication:  

EMA: avalglucosidase alfa is indicated 

for long-term enzyme replacement 

therapy for the treatment of pts with 

Pompe disease (GAA deficiency)[3]. 

 

FDA: avalglucosidase alfa is indicated 

for the treatment of pts 1 year of age 

and older with LOPD (GAA deficiency) 

[2] 

 

Route of administration:IV 

 

Licensing status 

EU CHMP P.O. date: 23/07/2021 

FDA M.A. date: 06/08/2021 

 

EU Speed Approval Pathway: - 

 

----- 

ABBREVIATIONS: 

AE: adverse events 

BL: baseline 

CHMP: Committee for Medicinal 

Products for Human Use 

EOW: every other week 

ERT: enzyme replacement therapy 

FDA:Food and Drug Administration 

FVC: forced vital capacity 

GAA:acid alpha-glucosidase 

IOPD:infantile-onset Pompe Disease 

IARs:Infusion-Associated Reactions 

IV: intravenous 

LOPD: late-onset Pompe disease 

M.A.: Marketing Authorization 

p: p-value 

P.O.: Positive Opinion 

pt: patient 

q2w: every two weeks 

SAE: serious AE 

TEAE: Treatment-emergent adverse 

events 

vs.: versus 

Summary of clinical EFFICACY: 

COMET (NCT02782741): an ongoing,phase 3 randomized, double-blinded trial comparing 

avalglucosidase alfa (n=51) and alglucosidase alfa (n=49) in treatment-naïve inpts aged ≥3 

years (but BL median age was 48 years) with LOPD.Both treatments were administered 20 

mg/kg IV infusion q2w up to week 49. The trialincluded an open-label, long-term, follow-up 

phase of up to 5 years, in which pts in thealglucosidase alfa arm were switched to 

avalglucosidase alfa treatment.Primary outcome was the change from BL in percent 

predicted FVC in upright position at week 49. 

Treatment with avalglucosidase alfa demonstrated a 2,89% predicted FVC vs. 

0,46%avalglucosidase alfa (LSM difference: 2,43; 95% CI: -0,13 to 4,9) [2][4]. 

 

Summary of clinical SAFETY: 

COMET during the double-blind active-controlled period of 49 weeks, SAEoccurred in 1 

(2%) pt treated with avalglucosidase alfa vs. 3 (6%) pts treated with alglucosidase alfa. The 

most frequently reported AE in avalglucosidase alfa arm vs. alglucosidase alfa armwere: 

back pain (23,53% vs. 10,20%), headache (21,57% vs. 32,65%), fatigue (17,65% vs. 14,29%), 

dizziness (9,80% vs. 6,12%), vomiting (7,84% vs. 6,12%), paresthesia (5,88% vs. 4,08%), and 

urticaria (5,88% vs. 2,04%). 

IARs were reported in 13 (25%) pts in the avalglucosidase alfa arm vs. 16 (33%) pts in 

alglucosidase alfa arm. IARs reported in the avalglucosidase alfa group were mild to 

moderate and included headache, diarrhea, pruritus, urticaria, and rash. None of them 

were severe IARs, while IARs reported in pts receivingalglucosidase alfa were mild to 

severe.[2][4] 

 

Ongoing studies: 

● For the same indication:Yes 

● For other indications:No 

[Phase III, but if it is an O/OE drug, also Phase II] 

 

Discontinued studies (for the same indication):No 
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Cost of therapy:price not available 
 

Epidemiology: 

In Europe the prevalence of the Pompe diseasewas 3/100.000 at January 2021 

[5]. 

----- 

POSSIBLE PLACE IN THERAPY 

Currently, to treat bothIOPD and LOPD only alglucosidase alfa (an ERT) is 

available. IOPD pts should be started on ERT as soon as possible. Support 

therapyis based on artificial ventilation and physical therapy[6]. 
 

OTHER INDICATIONS IN DEVELOPMENT - 
 

SAME INDICATION IN EARLIER LINE(S) OF TREATMENT: - 
 

OTHER DRUGS IN DEVELOPMENT for the SAME INDICATION: 

Cipaglucosidase Alfa, Cipaglucosidase alfa/Miglustat, [7] 
 

[if it is..] 

*Service reorganization No 

*Possible off label use No 
 

Note 1:Pompe disease is classified by age of onset, organ involvement, severity, 

and rate of progression in two main forms: the first one, IOPD, presents before 

the age of 12 months with generalized muscle weakness, hypotonia, respiratory 

distress, and hypertrophic cardiomyopathy as main clinical features; the second 

form, LOPD), is characterized by an onset at the age of 12 months to adulthood, 

hyperCKemia, and limb-girdle and axial muscle weakness, often complicated by 

respiratory muscles degeneration[6]. 

Pts with IOPD were enrolled in Mini-Comet (NCT03019406) an ongoing, phase 2 

randomized, open-label ascending dose cohort study to assess the safety, 

pharmacokinetics, and efficacy of avalglucosidase alfa vs. alglucosidase alfa in 

pediatric pts (n=22; aged 6 months to 17 years)previouslytreated with 

alglucosidase alfa who demonstrate clinical decline or sub-optimal clinical 

response.These patients were randomly assigned to one of three treatment 

groups. One was given 20 mg/kg of IV avalglucosidase alfa EOW, while another 

received 40 mg/kg on the same schedule. The third group received either 

avalglucosidase alfa at 40 mg/kg EOW or alglucosidase alfa weekly at their 

stable dose.Six-month results, presented at the 2020 WORLD Symposium, 

indicated that patients tolerated Nexviazyme well at both doses, with no SAEs. 

The most common AE were mild to moderate, including vomiting and pyrexia (6 

pts each), upper respiratory tract infections (5 pts), and cough and rash (4 pts 

each). No TESAE were recorded and there were no AE resulted in permanent 

treatment discontinuation or death.Pompee disease markers, like blood levels 

of creatine kinase and hexose (or glucose) tetrasaccharide, were lower or stable 

in all three groups. This trial is expected to conclude in December 2024[8,9].  

Note 2: on 2 August 2021 EMA updates thatthe applicant for avalglucosidase 

alfa has requested a re-examination of EMA’s July 2021 opinion. Upon receipt 

of the grounds of the request, EMA will re-examine its opinion and issue a final 

recommendation[3]. 

 


