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April 21, 2023 

To: The Canadian Agency for Drugs and Technologies in Health 

 
Subject: Feedback regarding the CADTH draft recommendation to not reimburse avacopan for 
the adjunctive treatment of adult patients with severe active anti-neutrophil cytoplasmic 
autoantibody (ANCA)- associated vasculitis 
 
 

This letter, on behalf of the Canadian Vasculitis research network (CanVasc) summarizes 

CanVasc’s current position on the use of avacopan for the treatment of ANCA-associated vasculitis 

(AAV) and calls for reconsideration of the decision to not reimburse avacopan in Canada.   

 

ANCA-associated vasculitis is a severe systemic disease commonly involving the kidneys and 

lungs with >80% mortality if untreated, and a significant rate of major organ damage, including 

end-stage renal disease despite treatment. The currently recommended induction treatment for 

severe disease is glucocorticoids combined with cyclophosphamide or rituximab. However, mortality 

remains elevated in AAV with the main cause of death being infections driven by both disease and 

treatment-related risks. Additionally, chronic kidney disease is common and associated with worse 

outcomes. Glucocorticoid-associated adverse events (e.g., diabetes, obesity, osteoporosis, and 

psychiatric complications) further contribute to increased cardiovascular risk and impact quality 

of life. Therefore, reducing glucocorticoid exposure is an important principle for the management of AAV 

and several strategies have been investigated, including the adjunctive use of avacopan. The latter is 

the only agent to date to have shown a substantial reduction in the use of glucocorticoids, without 

decreasing the rate of sustained remission. Data suggests greater sustained remission rates and better 

renal recovery when using avacopan.  

 

Hence, CanVasc, like other international vasculitis groups, identified the importance of 

avacopan in the current therapeutic strategy for GPA and MPA, and recently published 

recommendations to provide guidance for the use of avacopan in AAV (Turgeon et al. 

Rheumatology 2023).  CanVasc, established in 2010 by Drs. Carette, Pagnoux (University of Toronto) 

and Dr. Khalidi (McMaster University) is a not-for-profit organization consisting of representatives from 

clinical and research centers across Canada with an expertise in vasculitis.   

 

CanVasc published the first North American recommendations for the management of ANCA-

associated vasculitis (McGeoch et al. J Rheumatol 2016) with an update in 2020 (Mandel et al. J 

Rheumatol 2020). In 2023, an addendum on avacopan was developed by >30 physicians (adult and 

pediatric rheumatologists, nephrologists and general internists) with expertise in AAV. This was the first 

published recommendations on avacopan in the world. Since then, the European Alliance of Associations 

for Rheumatology (EULAR) group also published a recommendation on avacopan for the management 

of ANCA-associated vasculitis  (Hellmich et al. Ann Rheum Dis 2023), while the drug is being 

incrementally approved in several countries in Europe for reimbursement (France, UK). 

 

Based on the available evidence (3 randomized controlled trials and 2 observational studies), 

three recommendations for the use of avacaopan in AAV were made by the CanVasc group, with 

a high level of agreement among the working group (>90%).  
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The three recommendations are as follows:  

 

1. The addition of oral avacopan (30 mg twice daily) can be considered for induction of 

remission in patients with newly diagnosed or relapsing GPA or MPA treated with 

cyclophosphamide or rituximab 

 

We also emphasized that “certain populations may especially benefit from avacopan, such as those at 

high risk of glucocorticoid toxicity (pre-existing diabetes, metabolic syndrome, cardiovascular disease, 

osteoporosis, glaucoma, cataracts, neuropsychiatric disorders, susceptibility to recurrent or severe, 

infections) or those with renal or refractory disease. Additional studies are needed to determine if certain 

patients have superior benefit from the use of avacopan.” 

 

2. After starting avacopan, a faster glucocorticoid tapering protocol aiming for discontinuation 

by the end of week 4 should be considered 

 

In the ADVOCATE trial, the cumulative dose of glucocorticoids in the avacopan arm was substantially 

lower than in the control group, which received a currently standard 5-month regimen of glucocorticoid. 

Also, 12% of patients in the avacopan group did not receive any glucocorticoids after trial initiation. The 

reduction in glucocorticoid exposure resulted in less glucocorticoid-related adverse events, but this was 

not the primary endpoint of the study and was thereby possibly underpowered to detect a larger safety 

signal. Given that ADVOCATE required tapering off all pre-trial glucocorticoids within 4 weeks, CanVasc 

recommended this fast taper with close monitoring for relapses to maximize steroid-sparing effects.  We 

acknowledge that a rapid glucocorticoid taper in conjunction with avacopan may not be appropriate for 

all patients and should be used with clinical judgement (noting that patients with very severe disease 

were excluded from the trial).  

 

3. When initiated as part of induction therapy, avacopan can be continued for one year 

 

The ADVOCATE trail continued avacopan therapy for 1 year with outcomes reported at 6 and 12 months. 

Treatment duration of avacopan was 3 months in the CLEAR and CLASSIC trials. Therefore, CanVasc 

recommended up to 12 months treatment with avacopan, as done in ADVOCATE and acknowledge the 

need for more studies and/or registry to determine the optimal duration of avacopan use, and its 

combination with other agents such as rituximab for maintenance of remission.  

 

Avacopan as adjunctive therapy for adults with severe AAV (granulomatosis with polyangiitis and 

microscopic polyangiitis) in combination with standard therapies has been approved by Health Canada, 

the FDA in the USA and agencies in Europe. For this approved use, avacopan is now being prescribed 

globally.  

The benefit of avacopan for renal function has also been found of interest, whereas the place of plasma 

exchange remains debated- its benefit is more limited than shown with avacopan in the ADVOCATE 

study, and carries a higher risk of infection, that avacopan does not.    

Hence, CanVasc feels that based on the available evidence and current positions of numerous other 

international expert groups and reimbursement institutions, there is a role for avacopan in the treatment 

of patients with severe GPA or MPA. There is no alternative or equivalent agent available to date in 

Canada that would achieve such a substantial steroid-sparing effect and may additionally help maintain 

remission and improve renal outcomes. Patients are now aware of this agent, its expected benefit and 

current use abroad. CanVasc is concerned that the CADTH recommendation to not reimburse avacopan 

will disproportionately affect access to this drug in Canada for low income and marginalized populations. 

The limitation in the use of avacopan in Canada will also impact research on this agent, while registries 

have been initiated now in Europe and USA where access to drug has been approved.  
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To the CADTH Canadian Drug Expert Committee (CDEC), 
 
We write to you to express our concern about the recent CADTH recommendation that 
avacopan not be reimbursed as adjunctive treatment for adult patients with severe anti-
neutrophil cytoplasmic antibody (ANCA)-associated vasculitis (AAV) in combination with 
standard background therapy. As Manitoba clinicians well versed in the treatment of patients 
with AAV, we feel the decision reflects a misunderstanding of the background and protocol of 
the ADVOCATE trial1, the prior evidence base in AAV, and does not accurately represent the 
results of the trial and the role avacopan plays in the treatment of AAV. This recommendation 
ultimately does a disservice to patients, and disadvantages Canadians living with this rare, life-
threatening disease, as compared to their American and European counterparts. We have 
elected to address relevant discussion points in the recommendation individually below. 
 
The recommendation states that it is uncertain whether the eGFR difference between 
treatment groups is clinically meaningful. We would direct the committee to figure S3 and point 
out that for individuals with eGFR <30 mL/min, the mean difference in eGFR improvement was 
5.5 mL/min. This difference is extremely clinically meaningful. A subanalysis of the Chronic 
Renal Insufficiency Cohort (CRIC) Study demonstrated that each 5 mL/min decrease in eGFR 
was associated with a 54% relative-risk increase in kidney failure, and a 23% relative-risk 
increase in cardiovascular events2. Using common tools seen in clinical practice, if the mean age 
and mean urine ACR from ADVOCATE, along with the achieved mean eGFR at the end of the 
trial are inserted into the Kidney Failure Risk Equation3, this translates to a 14.68% 5-year risk of 
kidney failure in the avacopan group, versus a 25.38% 5-year risk in the prednisone group. 
These results are accentuated when examining the patients with eGFR <20 mL/min, where the 
avacopan group experienced a 16.3 mL/min increase in eGFR as compared to a 9.2 mL/min 
increase in the prednisone group, a difference of 7.1 mL/min. This is an incredible achievement, 
producing a massive reduction in kidney failure risk for those patients whose risk is the highest. 
Given the cost of in-centre hemodialysis in Canada is approximately $100,000 per patient per 
year4, use of avacopan in patients with the most severe kidney involvement and its resulting 
prevention of kidney failure would likely result in tremendous long-term savings for the 
Canadian health-care system. In addition to the impressive magnitude of this finding, it is also 
worth noting its novelty. No AAV drug trial has been able to demonstrate a difference in kidney 
function between treatment groups at the end of trial follow up, and therefore this result is 
remarkable, making avacopan a critical component of therapy for patients with severe kidney 
involvement of AAV. This is also the result likely to be most important to patients. The 
Standardized Outcomes In Nephrology – Glomerular Diseases (SONG-GD) initiative identified 
that the most important outcome to patients with glomerular diseases such as AAV is 
maintenance of kidney function5. Thus, given the incredible improvement in eGFR seen in the 
patients with the most severe kidney disease, it is critical that patients with severe kidney 
involvement have access to this medication and its benefits in reducing kidney failure risk. 
 
The CDEC discuss the use of non-protocol glucocorticoids between groups, refer to them as 
“deviations from the protocol” and imply that this makes any differences difficult to interpret. 
Therefore, we feel it is important to clarify a few of these points. Firstly, at baseline, the mean 



prednisone equivalents received by the avacopan group totaled 654 mg, which is easily 
explained. During the screening period, as per the protocol, patients could receive pulses of 
intravenous methylprednisolone (typically 500 to 1000 mg per pulse) as well as oral 
glucocorticoids, with caps on total doses received. This is standard in a vasculitis trial and 
mandating that patients could not receive any pre-trial glucocorticoid is frankly unrealistic, as 
patients with AAV are typically very sick at presentation and delaying therapy to facilitate 
randomization would make enrolment challenging. Secondly, the remainder of the non-
protocol glucocorticoids received during the treatment period are largely explained by two 
other sources specified in the protocol. For patients treated with rituximab, as a standard of 
care they receive methylprednisolone with each injection to prevent hypersensitivity reactions. 
Typically, this is a dose of 100 mg per injection, for a total of 400 mg during the trial, or 500 mg 
prednisone equivalent. This is reflected in table S5 of the trial Supplementary Appendix. Again, 
expecting a protocol to forbid the use of glucocorticoids at the time of rituximab administration 
is unrealistic and would dissuade investigators from enrolling patients. In addition, patients 
assigned to avacopan received tapering prednisone over four weeks, tapering from 20 mg by 5 
mg per week, typically totaling 350 mg. The total of these three sources of glucocorticoids is 
approximately 1,504 mg when using the mean baseline prednisone received by the avacopan 
group. Therefore, almost all the non-protocol glucocorticoid used in the avacopan group was 
used in the first 4 weeks of the trial, and any further prednisone that was prescribed was likely 
used for symptoms of adrenal insufficiency, as was allowed in the protocol. The CDEC indicate 
that more non-protocol glucocorticoid was used in the avacopan group as compared to the 
prednisone group, and that “it is also unclear if these doses are high enough to effectively treat 
ANCA-AV or cause additional adverse effects.” This increase in glucocorticoid received is easily 
attributable to the extra 350 mg received by the avacopan group during tapering of non-study 
prednisone. Given that AAV is typically treated with a minimum of 6-18 months of 
glucocorticoids, this is very unlikely to be a high enough dose or a long enough duration of 
therapy to effectively treat ANCA-AV over a 52 week follow up. 
 
The CDEC also express concerns about the validity of the results of the trial based on the use of 
protocolized prednisone tapering in the prednisone group. We disagree with this assessment, 
since the comparators in the trial are avacopan and prednisone, and to be able to evaluate 
them properly, the groups need to be treated uniformly. Furthermore, this is not atypical for 
other trials in AAV examining glucocorticoid use such as PEXIVAS6, which used aggressive 
protocol-driven prednisone tapering to evaluate the efficacy of two different steroid regimens. 
If clinicians were allowed to adjust prednisone dosing however they wished based on clinical 
activity, then comparison of the two groups would be impossible, as remission could simply be 
present because patients remained on high-dose prednisone, which is otherwise undesirable. 
 
The CDEC express concern that the differences in adverse events between groups were not as 
large as expected. This is also surprising, as it is important to recognize that patients still 
received methylprednisolone pulses, and most importantly powerful immunosuppressants such 
as rituximab and cyclophosphamide, which carry significant risks of infection on their own7 and 
have been documented to profoundly reduce response to vaccination8. Most of the difference 
seen with respect to adverse events is in improvements in GTI, understanding that the 



minimum clinically important difference (MCID) for the GTI is 109. The MCID was reached by 
avacopan-treated patients in both the Cumulative Worsening Score as well as Aggregate 
Improvement Score in the trial, demonstrating a clinically relevant reduction in glucocorticoid 
toxicity, which is important to patients5. While we understand that this tool has not been 
specifically validated for this rare disease, we would also ask the committee to recognize the 
difficulty in quantifying steroid-associated side-effects in a trial setting, and the lack of any 
validated tool to do so. The GTI, which was developed by internationally recognized experts in 
AAV, represents the best attempt yet to quantify the complex toxicities associated with 
glucocorticoids. It has been employed in over 45 studies including 12 phase 3 clinical trials, and 
has been validated in asthma9. The attempt by the investigators to use the GTI in this setting 
will pave the way for further trials in AAV and other autoimmune diseases to do the same. The 
trial also reported a 7.5% absolute risk reduction in treatment-emergent infections, which we 
feel would not be insignificant to patients. 
 
The CDEC express concern that the instruments used in ADVOCATE, such as BVAS and VDI, are 
not used in clinical practice. We agree that these are not routinely used clinically but would 
point the attention of the CDEC to all other AAV induction and maintenance trials, where 
complete remission (defined by a BVAS of 0) is typically the primary outcome, with VDI 
frequently being a secondary outcome10–14. Therefore, this is not a valid criticism. In addition, 
they note the small differences in secondary outcomes with wide confidence intervals. It is 
critical to recognize that the trial was not specifically powered to detect differences in these 
outcomes, and that to expect sufficient recruitment to detect differences in these outcomes 
with narrow confidence intervals is unrealistic for a disease with an annual incidence of 
approximately 15 per million population. 
 
The recommendation states that the clinical expert indicated avacopan would be used for two 
years. We do not agree, and would highlight the recently published CanVasc and EULAR 
guidelines on the treatment of ANCA-associated vasculitis, which recommend the use of 
avacopan for only one year15,16. Avacopan currently is indicated as a part of induction 
immunosuppression and at this time there is no evidence to inform use past one year. 
Therefore, assuming two years of therapy in the economic analysis is invalid. 
 
While the above points are important, we feel the most crucial element of the CADTH 
recommendation is the input from Vasculitis Foundation Canada, who received feedback from 
46 patients with AAV. They reported an urgent need for treatment that improves symptoms 
and quality of life that would also result in a reduction or elimination of the use of prednisone. 
We treat these individuals every day, see the impact months of high-dose prednisone can have 
and agree with this sentiment. We feel that placing the priorities of patients at the forefront of 
this decision is paramount. 
 
The newly published EULAR and CanVasc guidelines both recommend that avacopan can be 
used as a component of therapy for remission induction in AAV. As clinicians, we must be able 
to provide guideline directed therapy to our patients, many of whom are prolific consumers of 
information about their disease, and who will expect access to therapies recommended by the 



guidelines. This recommendation will result in a tiering of care for AAV, allowing the 
prescription of avacopan for those with the means to have private health coverage or pay out-
of-pocket, while excluding those who are already marginalized in our society. We believe 
CADTH has a responsibility to try to limit these inequities and ensure access for the patients 
who need it. We implore you to reconsider this decision and re-examine the evidence with the 
points we have provided. 
 
Sincerely, 
 
Drs. Bryce Barr and David Robinson 
Vasculitis Clinic 
University of Manitoba 
 
Bryce Barr has served on an advisory board for Otsuka Canada Pharmaceuticals and has 
received less than $3,000 in honoraria. We otherwise report no other relevant COI.  
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April 26/2023  
 
To: The Canadian Agency for Drugs and Technologies in Health  
 
Re: CADTH draft recommendation to not reimburse avacopan for the adjunctive treatment of adult patients 
with severe active anti-neutrophil cytoplasmic autoantibody (ANCA)- associated vasculitis  
 
This letter, on behalf of Waterloo Rheumatology, summarizes our position on the use of avacopan for the 
treatment of ANCA-associated vasculitis (AAV) and calls for reconsideration of the decision to not reimburse 
avacopan in Canada. We are a centre of care for rheumatology in Waterloo, Ontario. 
 
Reducing glucocorticoid exposure is an important principle for the management of ANCA-associated vascu-
litis (AAV). The currently recommended induction treatment for severe disease is glucocorticoids combined 
with cyclophosphamide or rituximab. This treatment, however, is still associated with high mortality (mainly 
driven by infection and treat-related risks), and high morbidity due to steroid related events  (diabetes,  
obesity, osteoporosis, psychiatric, infectious, cardiovascular and associated renovascular disease). 
 
Thus, reducing glucocorticoid exposure is a crucial principle in AAV management. Avocopan is the only agent 
to date to have shown a substantial reduction in the use of glucocorticoids, without decreasing the rate of 
sustained remission. Data suggests greater sustained remission rates and better renal recovery when using 
avacopan  
 
CanVasc and other international groups have identified the importance of avacopan in the current therapeu-
tic strategy for GPA and MPA (Turgeon et al. Rheumatology 2023). CanVasc is a not-for-profit organization 
consisting of representatives from clinical and research centers across Canada with an expertise in vasculitis. 
Since then, the European Alliance of Associations for Rheumatology (EULAR) group also published a  
recommendation on avacopan for the management of ANCA-associated vasculitis (Hellmich et al. Ann Rheum 
Dis 2023), while the drug is being incrementally approved in several countries in Europe for reimbursement 
(France, UK)  
 
Avacopan as adjunctive therapy for adults with severe AAV (granulomatosis with polyangiitis and microscopic 
polyangiitis) in combination with standard therapies has been approved by Health Canada, the FDA in the 
USA and agencies in Europe. For this approved use, avacopan is now being prescribed globally  
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