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Learning Outcomes  

1. To review some of the ongoing studies on adult vasculitis, in which 
Canada participates 

2. To review CanVasc activities and projects in adult vasculitis  
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PEXIVAS 
a RCT of plasma exchange and 
glucocorticoid dosing in ANCA 

associated vasculitis 
 

On behalf of the PEXIVAS Trial Group 



DCVAS Study   
Latest recruitment is over 5032 patients from 129 sites 





CanVasc founded in November 2010 
 



















CIORA grant 
1) develop recommendations for LVV 
2) implement strategies to disseminate CanVasc 
recommendations across Canada 
3) develop new educational materials, with a 
systematic web-based process  
4) develop strategies to assess the use of the 
recommendations and educational materials and their 
impact on practice management of patients 



CanVasc 
recommendations for the 

management of patients with 
ANCA-associated vasculitis 

 
 



Process 
• Establishment and regular updates 

of recommendations for the diagnostic 
and therapeutic management of patients 
with ANCA-associated vasculitis 
 

• Needs assessment questionnaire 
– CRA members 
– CanVasc member list 
– CTS (respirology) + CSN (nephrology) 
– including pediatricians, and some GIM 

 



Ove ra ll, ho w co nfid e nt d o  yo u fe e l in the  ma na g e me nt o f p a tie nts  
with ANCA-a sso c ia te d  va sculitis?

a. Confident

b. Somewhat confident

c. Not confident

Response 
Percent

Response 
Count

39.2% 38
53.6% 52
7.2% 7

97
24

c. Not confident

Answer Options

skipped question

b. Somewhat confident

Overall, how confident do you feel in the management of patients with ANCA-associated 
vasculitis?

answered question

a. Confident

60% 



Process 
 37 identified questions 

 
• Review of literature on these questions 

– existing recommendations  
– PubMed + grey literature + proceedings since 2008 

 
• Writing of draft 1 with grading of evidence  

 



Category of 
Evidence 

Evidence Available 

1A From meta-analysis of randomised controlled trials. 

1B From at least 1 randomised controlled trial. 

2A From at least 1 controlled study without randomization. 

2B From at least 1 quasi-experimental study. 

3 From descriptive studies, such as comparative studies, correlation 
studies, or case-control studies. 

4 From expert committee reports or opinions and/ or clinical experience 
of respected authorities. 

Strength of 
Recommendation 

Directly based on (level of evidence) 

A Category 1 evidence 

B Category 2 evidence or extrapolated recommendations from 
category 1 evidence. 

C Category 3 evidence or extrapolated recommendations from 
category 1 or 2 evidence. 

D Category 4 evidence or extrapolated recommendations from 
category 2 or 3 evidence. 

Dougados M, Betteridge N, Burmester GR, et al. EULAR standardised operating procedures for the elaboration, evaluation, 
dissemination, and implementation of recommendations endorsed by the EULAR standing committees. Annals of the rheumatic 
diseases 2004;63(9):1172-6.  



Process 

Reviewed by 15 CanVasc core members 

November 2013 



Process  

• Revised draft (2)  07/2014 
 

• Revised draft (2)  
    CanVasc core members 
    + subgroups (CTS, CSN, CRA members) 
             
     Patient association (VF Canada) 
     Nurses 
 



Thanks to all the reviewers! 
 

Comments from 33 reviewers (+ VF) 
 
 
 
 
 

     

rheum 
nephro 





Diagnosis of ANCA-associated vasculitis (AAV) 
– Statement 1:  The role of ANCA testing 
– Statement 2:  The role of tissue biopsy 

 

Classification of Disease Severity 
– Statement 3:  Severe disease in AAV  

 

The Role of Referral Centers for Vasculitis 
– Statement 4:  Management of AAV patients with Referral Centers for Vasculitis 



Remission Induction of Newly Diagnosed AAV 

 Severe, Newly-Diagnosed AAV 

Recommendation 1:  The use of Cyclophosphamide (CYC) 

Recommendation 2:  Rituximab in remission induction  

Recommendation 3:  CYC dose adjustments 

Statement 5:  CYC monitoring 

Recommendation 4:  Duration of remission induction therapy with CYC 

Recommendation 5:  Glucocorticoids in remission induction 

Recommendation 6:  Pneumocystis jiroveci prophylaxis  

Recommendation 7:  Plasma exchange in remission induction 

 Limited GPA and non-severe EGPA/MPA, Newly-Diagnosed 
Recommendation 8:  Methotrexate in limited GPA 

Recommendation 9:  Therapeutic options in non-severe EGPA and MPA  



Remission Maintenance 
Recommendation 10:  Choice of maintenance immunosuppressant 

Recommendation 11:  Rituximab in remission maintenance 

Statement 6:  Maintenance after rituximab-based induction 

Recommendation 12: Glucocorticoids in maintenance 

Recommendation 13:  Duration of remission maintenance therapy 

Recommendation 14:  Trimethoprim/sulfamethoxazole for maintenance therapy 

Recommendation 15:  The role of topical therapies in localized Ear Nose and 

Throat (ENT) disease 



Relapsing Disease 
Recommendation 16:  Treatment for major severe (life/organ-threatening) relapses 

Recommendation 17:  Plasma exchange in relapsing disease  

Recommendation 18:  Non-severe (non life/organ threatening) disease relapses 

 

Refractory Disease and Specific Disease manifestations 
Recommendation 19:  The role of rituximab in refractory disease 

Statement 7:  The management of subglottic stenosis and retro-orbital tumors 

Statement 8:  The management of refractory/resistant asthma in EGPA 

 

Additional and Experimental Therapies 
Statement 9:  The use of alternate/additional/experimental therapies in refractory AAV 

 



Follow-up and Monitoring 
Statement 10:  Long term follow-up 

Statement 11:  Screening for CYC-induced bladder toxicity 

Statement 12:  Assessment of cardiovascular risk profile in AAV 

 

Special patient groups  
Statement 13:  Planning and managing pregnancy 

Statement 14:  Management of pediatric patients 

Statement 15:  Classification of pediatric patients with AAV 

Statement 16:  Management of pediatric patients with newly diagnosed AAV 

Recommendation 20: Management of pediatric patients with relapsing or 

refractory AAV 



Recommendation 2 
 
We recommend using high dose glucocorticoids with rituximab as 1st line remission induction therapy in patients with severe GPA or 
MPA in whom cyclophosphamide is contraindicated or in whom cyclophosphamide presents an unacceptable risk of infertility. 
Two RCTs have shown RTX (375mg/m2 x 4 weekly infusions) to be non-inferior to cyclophosphamide at inducing remission in adults with organ 
or life-threatening disease40, 50. In RITUXVAS (n= 44) remission at 6 months was achieved in 91% and 82% of patients treated with 
cyclophosphamide and rituximab respectively (a non-significant difference). In the Rituximab for ANCA-associated Vasculitis (RAVE) study (n= 
197), 64% of the rituximab group patients were in remission off glucocorticoids at 6 months compared to 54% of the cyclophosphamide group (a 
non-significant difference). In both RCTs, there was no evidence that rituximab is a safer alternative to cyclophosphamide (comparable rate of 
adverse events in both treatment groups, including infections). For patients in whom cyclophosphamide is not tolerated or there is a valid 
contraindication to cyclophosphamide, we recommend presenting a case for the funding of rituximab, which is more expensive. We believe that 
preservation of fertility, when there are no clearly effective methods of doing so, is a valid justification for the use of rituximab in certain 
individuals, especially patients of child-bearing age. The approved regimen for rituximab in Canada is that used in the RAVE and RITUXVAS 
trials: 4x weekly infusions of 375mg/m2. An alternate regime of 2 x 1g rituximab infusions administered 14 days apart (as used in the treatment 
of rheumatoid arthritis) may be of comparable efficacy, based on retrospective studies only51-53. We therefore recommend using the former 
regimen when feasible. See Appendix 4 for rituximab prescribing protocols. 
 
Evidence 1B, Strength of recommendation A 
 
Barriers to implementation. In August 2012, The Canadian Drug Expert Committee (CDEC) approved rituximab for the induction of remission 
in adult patients with severely active GPA or MPA who have a history of severe reaction to cyclophosphamide, in whom cyclophosphamide is 
contraindicated or who have failed an adequate trial of cyclophosphamide. Rituximab is currently approved according to these criteria in 
Ontario, British Columbia, Alberta, Saskatchewan, Nova Scotia and Newfoundland (see Appendix 7). The drug approval process is underway in 
the other provinces. 
  
Previous Guidance 
2014 BSR21 
All patients with newly diagnosed AAV should be considered as having a potentially severe life- or organ threatening disease and therefore should be assessed for treatment with glucocorticoids (GCs) and pulsed i.v. CYC or RTX. 
RTX is as effective as CYC for remission induction of previously untreated patients and is preferable when CYC avoidance is desirable (infertility, infection). 
Both commonly used RTX protocols (375 mg/m2/week for 4 weeks; 1000mg repeated after 2 weeks) appear equally effective for induction of remission. The licensed and recommended RTX dosing protocol for the treatment of AAV is 375 
mg/m2/week for 4 weeks. 
2011 FVSG20 
For first-line treatment, rituximab may be prescribed for the same indications as cyclophosphamide to induce remission of certain GPA and MPA forms. It should preferentially be prescribed to women of childbearing age, especially when 
they are over 30 years old. 
Because rituximab was not superior to cyclophosphamide in 2 randomized–controlled clinical trials, the therapeutic choice for a first disease flare is left to the discretion of the treating physician. That decision should be based on the 
patient’s medical history, morbidity factors preexisting AAV, the vasculitis symptoms to be treated and the patient’s opinion. 
The dose of 375mg/m2/week x 4 weeks, established to treat lymphoma, was evaluated in the randomized RAVE trial on AAV. Therefore, we recommend that dose with an evidence level of 1. 
Guerry et al., 20117 
Rituximab is as effective as CYC for remission induction of previously untreated patients. Rituximab may be preferred, especially when CYC avoidance is desirable. 
KDIGO13 
We recommend that rituximab and corticosteroids be used as an alternative initial treatment [of pauci-immune focal and segmental necrotizing GN] in patients without severe disease or in whom cyclophosphamide is contraindicated. 
 



Drs. Lucy McGeoch (adult rheumatology), Marinka Twilt (pediatric rheumatology) 
  
CanVasc core members/Co-authors/Principal reviewers of all drafts:  
Drs. Volodko Bakowsky, Lillian Barra, Susan Benseler, David Cabral, Simon 
Carette, Navjot Dhindsa, Leilani Famorca, Aurore Fifi-Mah, Michele Goulet, Nader 
Khalidi, Majed Khraishi, Patrick Liang, Nataliya Milman, Christian Pineau, Nooshin 
Samadi, Kam Shojania, Regina Taylor-Gjevre, Tanveer Towheed, Judith Trudeau, 
Elaine Yacyshyn 
  
CanVasc associated members/Co-authors/Principal reviewers of all drafts:  
Drs. Gerald P. Cox, Christine Dipchand, Heather Reich, Michael Walsh 
  
Additional reviewers for Draft 2:  
Drs. Maria Bagovich, Claire Barber, Joanne Bargman, Ken Bloka, Gilles Boire, 
Boussier, Robert Ferrari, Michele Hladunewich, Susan Huang, Jacob Karsch, Kim 
Legaut, Emil Nashi, Nathalie Roy, Evelyn Sutton, Yves Troyanov, Pearce G. Wilcox 
 
VF Canada: John Stewart, Katherine Smith, Barbara Tuntoglu (board) 
 
Sandra Messier 



Active GCA GiACTA (<6 wks CS) 
GCA Gevokizumab 
Severe GPA/MPA with lung or kidney PEXIVAS (<2 wks CS) 
Active GPA/MPA (not too severe) CLASSIC 

New GPA/MPA entering remission BREVAS (<6 wks remission) 
GPA at 6-12 remission on CS 6-10mg TAPIR 
Relapsing limited GPA ABROGATE 
Relapsing severe GPA/MPA RITAZAREM (at relapse) 
Refractory/relapsing EGPA MIRRA 
All 
 

Genetic/cytoflux MSH 
VCRC (any time) 
DCVAS (<2 years) 





Registries 
• Different options, but the same structure 

and, eventually, items 
– Access 
– RedCap 
– BrainWorks 

 









CanVasc/VCRC Toronto-led 
studies 

• IBD and vasculitides 
• GPA cardiac manifestations (with VCRC) 

 
 

• Genetic + cytoflux study (K. Siminovitch) 
 





Ready for… 

   More studies and activities...  
+ More centers to join VCRC... 

+ Randomized controlled trials... 
 
 

=     More fun! 
 
 



Thank you!!! 
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