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Learning Outcomes  

1. To review some of the existing international research networks and 
groups 

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

3. To discuss issues pertinent to various specialties (internal 
medicine, rheumatology, nephrology and respirology) including 
research collaboration in Canada 

4. To be aware of CanVasc and its activities in adult vasculitis  









Jennette et al. Arthritis Rheum. 2013 

2012 revised Chapel hill nomenclature 



Treatment of severe GPA/MPA 

MAINTENANCE 

> 18 months 

CYCLOPHOSPHAMIDE  

     15 mg/kg (d1,14,28 then q3wk) 

INDUCTION 

3 - 6 months 

AZATHIOPRINE  2 mg/kg/d 

METHOTREXATE  0.3 mg/kg/wk 
 

  LEFLUNOMIDE 20 mg/d 
 

 MYCOPHENOLATE MOFETIL 2 g/d 

2 mg/kg/d 

+ adjuvant/prophylactic measures: cotrimoxazole, osteoporosis treatment, etc  

+ Corticosteroids R 

? 

Rituximab 500mg q6m 

? 
RITUXIMAB 375mg/m2 x4 



DCVAS Study  

– ACR/EULAR diagnostic and classification criteria for vasculitis 

– Number of centres: 118 

 
This project anticipates to produce the following: 
 
• 1) A new validated set of classification criteria for the primary systemic 

vasculitides. 
• 2) A validated set of diagnostic criteria for the primary systemic 

vasculitides. 



DCVAS Study  
• How will the final revisions differ from the current ACR criteria? 

 
• The main differences will be: 
 
• Use modern diagnostic tests (e.g. ANCA, use of diagnostic ultrasound for GCA), new 

tools of disease activity (BVAS) and tools measuring vasculitis damage (VDI) to 
further refine the criteria. 
 

• Develop a reference standard by using clustering of clinical features, from real and 
hypothetical cases so that an expert panel may define a boundary around these 
clinical features to define each disease 
 

• Develop diagnostic criteria which can be used in daily clinical practice.  The current 
ACR criterion was never intended for, and does not function well for this purpose. 
 



DCVAS Study   
Latest recruitment is over 5032 patients from 129 sites 







VCRC patient registry 
http://rarediseasesnetwork.epi.usf.edu/vcrc/index.htm 

> 2,000 





Closing the net on GPA genes 
Stage 1 

492 Cases 1503 Controls 

370,000 markers 

5 “hits” at p < 5x10-8 

Toronto-based cohort 



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) 



AGATA LVV 

• VCRC 5523  
• CTLA4-Ig / abatacept 

 
• 15 Hamilton 
• 11 Toronto 

 
 



GiACTA – Giant Cell Arteritis and TCZ 



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) 



Treatment of severe GPA/MPA 
CYCLOPHOSPHAMIDE  

     15 mg/kg (d1,14,28 then q3wk) 

INDUCTION 

3 - 6 months 

2 mg/kg/d 

+ adjuvant/prophylactic measures: cotrimoxazole, osteoporosis treatment, etc  

+ Corticosteroids R 



 
 

RITUXIMAB  

     375 mg/m2/week 

INDUCTION 

3 - 6 months 

+ Corticosteroids R 

18 months 
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PEXIVAS 
a RCT of plasma exchange and 
glucocorticoid dosing in ANCA 

associated vasculitis 
 

On behalf of the PEXIVAS Trial Group 





6-20mg OD 

20mg 

60 patients  
Primary hypothesis is a difference of ≥30% in the relapse rate.  



+ Patient-centric approach… 







ABROGATE 
 
Relapsing non-severe GPA 
within <28 days (modified ACR 
criteria):  
 

a. No disease manifestations 
that would be scored as a 
major element in the BVAS/WG  
b. Absence of any disease 
feature that poses an 
immediate threat to either a 
critical individual organ or the 
patient’s life  
  

150 patients 

treatment failure rate through 
12 months 









Next step = A RCT in europe and USA-canada 

Naïve or relapsing ANCA+ GPA/MPA/RLD, not too severe (1 “major” item, or 
≥3 other items, or ≥2 renal items on the BVAS v.3; eGFR ≥ 20 mL per 
minute; no severe AH, Sat O2 >88%)  
 
Up to approximately 45 subjects will be stratified 1:1:1 
 
Group A: CCX168 10 mg BID for 12 weeks + IV CYC-AZA/ritux + CS 
 
Group B: CCX168 30 mg BID for 12 weeks + IV CYC-AZA/ritux + CS 
 
Group C: Placebo BID for 12 weeks + IV CYC/ritux + CS 
 
 
End point at week 12 (with follow-up until week 24) 
  
 
  
 



BREVAS 

Human Genome Sciences and GSK 
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Targeted Rx / asthma / EGPA 
 
• Anti-IL4:   

– nebulized IL-4R altrakincept?  
– pascolizumab?  
– pitakinra (anti-IL-4Rα, IL-4/IL-13)?  
– dupilumab (anti-IL-4Rα, IL-4/IL-13)?  

• Anti-IL 25  
 
• Anti-IL 13:  

– lebrikizumab (IgG4)?  
– tralokinumab (IgG4) 

 
• Anti-IL9 

 

• Neutrophils, IL8/CXCR2?? 
 

• IL12/23: ustekinumab? 
• Anti-IL17: ixekizumab?  
 

• IL2 low dose (to increase Treg)? 
• Anti-IL2Rα (CD25 activated T): daclizumab (IgG1)? 
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Treatment 

• Anti-IL 5:  
– mepolizumab (IgG1k) 
– reslizumab (IgG4k) 

 
• Anti-IL 5 receptor:  

– benralizumab (IgG1k anti-IL5Rα) 
– (TP1) ASM8 (antisense oligonucleotide βc) 

 
 



Mepolizumab 

• Humanized IgG1 kappa mAb 
• Specific to human IL-5 
• Blocks binding to IL-5 receptor alpha-chain on 

eosinophil surface 
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IL-5 



Study design 

Screening must occur 
between -1 and -4 weeks  



Country 
Active 
sites 

Screened 
(N) 

Randomised 
(N) 

Screen fail 
(N) 

Belgium 1 2 2 0 
Canada 2 3 3 0 
France 5 16 11 4 

Germany 5 20 17 2 
Italy 4 13 12 1 

Japan 2 1 0 0 
Spain 1 1 0 0 

UK 3 14 12 2 
US 1 3 3 0 

TOTAL 24 (~80%) 73 61 (47%) 9 
Target 31   130   

July 2014 





CanVasc 
Recommendations for the 
management of patients with 
ANCA-associated vasculitis 
 
 





Thank you!!! 

http:/www.canvasc.ca 
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