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We also posit one other switching criteria for consideration. Recall that in 2009 there was a global 
supply shortage of alglucosidase alfa due to demand for alglucosidase alfa outgrowing manufacturing 
capacity, as well as problems with the manufacture of the medicine at some sites.  If such a shortage 
were to again occur,  
 

4. it is critical that patients be given the opportunity to switch from a treatment that is no longer 
available to the (likely) new standard treatment in Pompe disease - avalglucosidase alfa. 

 
Of the four categories stated above where we believe patients should have the opportunity to access 
avalglucosidase alfa, physicians that treat Pompe disease may concede that in the case of “patients 
who exhibit lack of improvement on alglucosidase alfa” (#3), that perhaps those patients have the least 
urgent requirement to have the opportunity to switch.  Given the lack of a multitude of alternative 
disease modifying therapies, it is our strong opinion that patients who are declining on alglucosidase 
alfa should be given the opportunity to try avalglucosidase alfa as an alternative, rather than be left to 
decline without effective treatment. 
 
Again, in recognition that CDEC foresees the use of avalglucosidase alfa to be cost saving in 
comparison to alglucosidase alfa, NMD4C (and other Pompe Disease-treating clinicians) do not see 
any reason to restrict access to this treatment to only treatment naïve patients.  
 
We do note that CDEC anticipates the possible availability of a biosimilar of alglucosidase alfa 
sometime in the future and hypothesizes that avalglucosidase alfa may not be cost-effective vs a 
biosimilar of alglucosidase alfa should such a product enter the market.  In response, we believe that 
basing a large part of a reimbursement recommendation on conjecture about a product that does not 
currently exist, and may not ever exist is imprudent and unduly speculative.  
 
The contributing authors of this submission have a question for CDEC to consider:   
 

Does CDEC think that the clinical rationale for someday switching patients currently intolerant 
of alglucosidase alfa, or whose disease progresses on alglucosidase alfa, or who exhibit lack 
of improvement on alglucosidase alfa, to (a not yet developed) biosimilar of alglucosidase alfa 
is somehow stronger than the clinical rationale to switch patients currently on alglucosidase 
alfa to avalglucosidase alfa? 

  
Discontinuation 
 
In Table 1, Reimbursement Condition #4 (Discontinuation) it states that Treatment with 
avalglucosidase alfa must be discontinued if the patient develops any of the following: (see 4.1, 4.2 & 
4.3). In the Reason column, specifically with respect to 4.2 (..patient develops) “High degree of 
disease severity with minimum life expectancy”, it states that “This is aligned with the Canadian 
guidelines for the diagnosis and management of Pompe disease.” This is not true: the current 2016 
Canadian guideline in fact recommends consideration of treating patients with severe disease to 
determine whether that particular patient experiences benefit on a case-by-case basis. 
  
With respect to 4.1. it states that treatment must be discontinued if there are “severe infusion-related 
reactions”. If the patient also reacts to alglucosidase alfa, then stopping all treatment means the 
patient faces faster disease progression as there are no other treatment options. Therefore, some 
patients will request a de-sensitization protocol. After counselling on the risks and careful planning with 
an immunologist, a de-sensitization protocol could be reasonable (PMID: 27637292).  
 









CADTH Reimbursement Review  

Feedback on Draft Recommendation 

Stakeholder information  

CADTH project number SR0703 

Name of the drug and 

Indication(s) 

Avalglucosidase alfa (Nexviazyme) for the long-term treatment of 

patients with late-onset Pompe disease (acid alpha-glucosidase 

deficiency) 

Organization Providing 

Feedback 

FWG 

 

1. Recommendation revisions 
Please indicate if the stakeholder requires the expert review committee to reconsider or clarify its 
recommendation. 

Request for 
Reconsideration 

Major revisions: A change in recommendation category or patient 
population is requested 

☐ 

Minor revisions: A change in reimbursement conditions is requested ☐ 

No Request for 
Reconsideration 

Editorial revisions: Clarifications in recommendation text are 
requested 

X 

No requested revisions ☐ 

 

2. Change in recommendation category or conditions 
Complete this section if major or minor revisions are requested 

Please identify the specific text from the recommendation and provide a rationale for requesting 
a change in recommendation. 

 

3. Clarity of the recommendation 
Complete this section if editorial revisions are requested for the following elements 

a) Recommendation rationale 

 

 
 

b) Reimbursement conditions and related reasons  

Can CDEC provide a definition of ‘late onset Pompe disease’? How is it differentiated from 
infantile onset Pompe Disease? It is unclear if it is differentiated by enzyme activity or age.  
If it is possible that patients less than 3 years of age may be diagnosed with late onset Pompe 
disease, can CDEC provide some context for that population?  
(Please see below discussion regarding the place in therapy for Myozyme and Nexviazyme for 
IOPD and LOPD).   
 
 



In Section 4 – Discontinuation, can CDEC please clarify what is meant by ‘High degree of 
disease severity’? Should this align with the definition of ‘severe disease’ as defined in the 
implementation guidance in Section 2? 
Can CDEC also further clarify how motor/respiratory function should be assessed (specific tools, 
scales)? There is no stated threshold for degree of decline in motor or respiratory function. How 
would the prescriber characterize the rate of decline prior to therapy?  If the patient received 
prompt treatment, we may not have measurements demonstrating decline over time.  

 

c) Implementation guidance 

Please provide high-level details regarding the information that requires clarification. You can 
provide specific comments in the draft recommendation found in the next section. Additional 
implementation questions can be raised here.  
 
Implementation guidance is requested for Reimbursement Condition 3 (regarding Renewal) 
listed in Table 1. It could either outline what constitutes an acceptable response to therapy to 
justify renewal or outline that funding should be withdrawn if patients meet any of the 
discontinuation criteria. 
 

In the discussion points, the first statement compares clinical benefit of alglucosidase alfa 
(Myozyme) and avalglucosidase alfa (Nexviazyme), and the second statement discusses 
switching between the 2 products. Myozyme was previously reviewed by CDEC only for the 
indication of infantile onset Pompe Disease. These statements suggest that Myozyme may also 
be effective for treatment of late onset Pompe Disease. Can CDEC please clarify how the 
indications are differentiated and what the treatment options are for the different indications?  

Is there a need to reconsider Myozyme for the indication of late onset Pompe Disease?  
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