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inhibitors (ravulizumab and eculizumab) for treating PNH. CDEC discussed the need to 
potentially modify the criteria for discontinuing C5 inhibitors in those jurisdictions to allow patients 
with PNH who have residual hemolytic anemia due to EVH to continue receiving C5 inhibitors, 
even if they meet the discontinuation criteria. This adjustment would enable these patients to 
benefit from the treatment combination of danicopan with C5 inhibitors (ravulizumab or 
eculizumab). If after adding danicopan to C5 inhibitors (ravulizumab or eculizumab), response to 
treatment as defined in condition 4 of Table 1 is not achieved, treatment with danicopan should 
be discontinued.” 
 
This may be better explained as follows: 
 

“CDEC acknowledged that the recommended criteria for starting danicopan could potentially 
overlap with the criteria currently implemented in some jurisdictions for discontinuing C5 
inhibitors (ravulizumab and eculizumab) for treating PNH. However, because danicopan is 
indicated as add-on therapy to a C5 inhibitor (ravulizumab or eculizumab), the criteria 
discussed within this document apply to concomitant C5 inhibitor (ravulizumab or eculizumab) 
and danicopan use. The previously published recommendations regarding ravulizumab and 
eculizumab apply to their use as monotherapy and not in combination with danicopan. With the 
introduction of danicopan, reaching the failure criteria for ravulizumab or eculizumab 
monotherapy could result in:  

1. addition of danicopan to the current C5 inhibitor therapy, or  

2. discontinuation of the C5 inhibitor without initiation of danicopan, or  

3.  prompt a switch from current C5 inhibitor therapy to pegcetacoplan, without initiation of 
danicopan.  

In other words, “failure” on a C5 inhibitor alone (ravulizumab or eculizumab) does not 
necessarily preclude further use with danicopan as this combination is considered a unique 
therapeutic option. 

 

In practice, jurisdictions may benefit from concurrently reviewing concomitant C5 inhibitor 
(ravulizumab or eculizumab) and danicopan use. For example, jurisdictions may wish to 
synchronize the special authority approval dates for both drugs so that they are reviewed 
concurrently. If after adding danicopan to a C5 inhibitor (ravulizumab or eculizumab), response 
to treatment as defined in condition 4 of Table 1 is not achieved, treatment with danicopan 
should be discontinued. Continuation of the C5 inhibitor (ravulizumab or eculizumab) despite 
failure from combination C5 inhibitor (ravulizumab or eculizumab) and danicopan use is out of 
scope of this review.” 

 

 

Outstanding Implementation Issues 
In the event of a positive draft recommendation, drug programs can request further 

implementation support from CADTH on topics that cannot be addressed in the reimbursement 

review (e.g., concerning other drugs, without sufficient evidence to support a recommendation, 

etc.). Note that outstanding implementation questions can also be posed to the expert 

committee in Feedback section 4c. 
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alone does not indicate a lack of clinical improvement in response to C5 inhibitors and patients may 
continue on their C5 inhibitor therapy.”   

a CADTH may contact this person if comments require clarification. 
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