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Substance:Cipaglucosida

se Alfa 

 

Brand Name:Pombiliti® 

 

Originator/licensee:Amic

us Therapeutics Europe 

Limited 

 

Classification: NCE 

 

ATC code: A16AB23  

 

Orphan Status: 

Eu: Yes 

Us: - 

 

Mechanism of action: 

Cipaglucosidase Alfa is a 

recombinant human 

GAA, and is an enzyme 

replacement therapy 

that provides an 

exogenous source of 

GAA [1]. 

Authorized Indication:  

EMA: Cipaglucosidase Alfa is a long-

term enzyme replacement therapy 

used in combination with the 

enzyme stabiliserMiglustat for the 

treatment of adults withLOPD (GAA 

deficiency) [1]. 

 

Route of administration:IV 

 

Licensing status 

EU CHMP P.O. date:15.12.2022 

FDA M.A. date:- 

 

EU Speed Approval Pathway:No 

FDA Speed Approval Pathway:- 
 

 

 

 

 

 

 

 

 

ABBREVIATIONS: 

A-P= Alglucosidase Alfa plus placebo 

C-M= Cipaglucosidase alfa plus Miglustat 

EP= Endpoint 

FVC= Forced vital capacity 

GAA= Acid α-glucosidase 

ITT= Intention to treat 

LOPD= Late-onset Pompe Disease 

M6P= Mannose 6 phosphate 

pt= patient 

6MWD= Six-minute walking distance 

TEAE= Treatment Emergent Adverse 

Event 

Summary of clinical EFFICACY: 

NCT03729362 is a randomised, double-blind, parallel-group, phase 3 trial aimed to assess the safety and efficacy of Cipaglucosidase Alfa plus Miglustat. 

Eligibility criteria included pts≥18 years aged with body weight≥40 kg and a documented diagnosis of LOPD. Pts were either ERT-experienced (as they had 

received Alglucosidase Alfa at the dose of 20 mg/kg once every 2 weeks for at least 2 years) or were ERT-naive (as they had not received previous 

treatment with Alglucosidase Alfa). Pts were required to have a sitting FVC≥ 30% of the predicted value for healthy adults and to have performed two 

valid 6MWD tests. Exclusion criteria were: receiving any pharmacological treatment for LOPD within 30 days or five half-lives of the therapy before day 1 

of the study; receiving gene therapy for LOPD; using of ventilation support for more than 6 h/day while awake; taking miglitol, miglustat, acarbose, or 

voglibose within 30 days before day 1. 

A total of 125 eligible pts were enrolled and randomly assigned (2:1) to receive C-M or A-P, however two pts in the A-P group did not receive any dose 

due to absence of genotype confirmation and were excluded from the ITT population. 

The primary EP was change from baseline to week 52 in 6MWD test and the first key secondary EP was change from baseline to week 52 in sitting FVC (% 

predicted). 

In the overall population, at week 52, mean change from baseline in the 6MWD test was 20.8 mt in the C-M group vs 7.2 mt in the A-P group with a 

difference between the two groups of 13.6 m [95% CI, 2.8 to 29.9]. However, the difference did not reach statistical superiority in the primary analysis 

(p=0.097). As the primary EP did not meet statistical significance, subsequent analyses of key secondary EPs were interpreted as nominal statistical 

assessments of superiority. 

In the overall population, at week 52, mean change from baseline in sitting FVC was -0.9% in the C-M group vs -4.0% in the A-P group with a between-

group difference of 3.0% [95% CI, 0.7 to 5.3]; p=0.023[2]. In conclusion, the C-M group showed a nominally significant improvement in sitting FVC 

(%predicted) over the A-P group. 
 

Summary of clinical SAFETY: 

All the 123pts included in the ITT analysis were included also in the safety analysis. Safety data are summarized in the table below: 

 C-M group A-P group 

TEAEs 95% 97% 

TEAEs potentially related to treatment 31% 37% 

Serious TEAEs 9% 3% 

Serious TEAEs potentially related to treatment  1% 0 

TEAEs leading to study withdrawal 4% 3% 

Infusion-associated reactions 25% 26% 

 

The incidence of TEAEs was similar between C-M and A-P group. The most common TEAEs were: fall (29% and 39% of pts in the C-M group and A-P 

group); headache (24 % of pts in both experimental groups); nasopharyngitis(22% and 8% of pts in the  C-M group and A-P group); myalgia(16% and 13% 

of pts in the C-M group and A-P group); arthralgia (15% and 13% of pts in the C-M group and A-P group) and nausea (12% and 21% of  pts in the C-M 

group and A-P group).TEAEs leading to study withdrawal in the C-M group were: one chills (severe), one anaphylaxis (severe) and one pneumonia 

(COVID-19 related, moderate). In the A-P group instead, the TEAE leading to study withdrawal was stroke and was unrelated to treatment. Among the 

serious TEAEs occurred in the C-M group, only one was related to study drug and it consisted in anaphylaxis[2]. 
 

Ongoing studies: 

● For the same indication:Yes 

● For other indications:Yes 

Discontinued studies (for the same indication):No 
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Cost of therapy: - 

Not yet available 

 

Epidemiology: 

Pompe Disease is a rare autosomal 

recessive disorder caused by pathogenic 

variants in the GAA gene. In Europe, its 

prevalence is 1-9/100,000 comprehending 

babies, kids ad adults [3]. In Italy, about 

300 people with Pompe Disease are 

estimated [4].   

 

POSSIBLE PLACE IN THERAPY 

For the management of Pompe Disease, 

the use of enzyme replacement therapy, 

treatment of cardiac failure and 

respiratory failure are 

recommended.Alglucosidase Alfa is 

licensed for long-term enzyme 

replacement therapy in Pompe Disease. 

Although it has demonstrated some 

clinical benefits, it may affect negatively 

the skeletal muscles, where un-degraded 

glycogen accumulates, due to low levels 

of M6P, which mediates enzyme 

internalization and deliveryto lysosomes. 

Cipaglucosidase Alfa has higher amount of 

M6P compared to Alglucosidase Alfa, 

leading to an improved cellular uptake. 

Furthermore, co-administration of 

Miglustat has proved tostabilize 

Cipaglucosidase enhancing the delivery of 

the active enzyme to muscle cell 

lysosomes. C-M will offer an additional 

treatment option for pts with LOPD [5]. 

 

OTHER INDICATIONS IN DEVELOPMENT 

Phase 3: Glycogen Storage Disease Type II 

- Infantile Onset 

 

SAME INDICATION IN EARLIER LINE(S) OF 

TREATMENT: - 

 

OTHER DRUGS IN DEVELOPMENT for the 

SAME INDICATION: No 

 

*Service reorganization NO 

*Possible off label use YES 

  


