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The CS and 
immunosuppressants

era

No treatment

Corticosteroids

Cyclophosphamide
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 Does classification play a role in treatment 
decision ?

 Induction treatment: immunosuppressants or 
biologics ? And what else ?

 Do patients need a maintenance treatment ?

 How long and how to treat in the long term ?

QUESTIONS TO ADDRESS
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LES NOUVEAUTES DE CHAPEL HILL
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ANCA

P-ANCA 
(anti-MPO)

C-ANCA (anti-PR3)
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THE CHAPEL HILL NOMENCLATURE

immunoglobulins

CS, MTX,
Anti-TNF
Anti-Il6?

No treatment

CS,CY,PE
HCV,PE, RTX

CS, CYC, HBV
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 Does classification play a role in therapeutic 
decision ?

 Induction treatment: immunosuppressants or 
biologics ?  And what else ?

 Do patients need a maintenance treatment ?

 How long to treat ?

 Can we cure Vasculitides ?

 How to improve outcomes ?

QUESTIONS TO ADDRESS
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 Five Factor Score
 Age > 65 y. old
 Creatininemia > 150 mol
 GI involvement
 Cardiac involvement

 Absence of ENT manifestations 
(in GPA and EGPA only) 

SEVERITY



10

 Induction- remission treatment
 Obtain a remission
 Without or with few sequellaes

 Maintenance treatment
 Prevent relapses

TREATMENT COMPRISES USUALLY TWO 
PERIODS
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 Cyclophosphamide + steroids in systemic 
disease

 Methotrexate for non-renal GPA

 CS alone in some patients without poor-
prognosis factors (FFS 0) (EGPA, MPA)

 Azathioprine or methotrexate for 
maintenance treatment

CONVENTIONAL TREATMENT FOR 
VASCULITIS 
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 CS alone

 Is azathioprine useful for steroid-sparing?

VASCULITIS WITHOUT POOR PROGNOSIS 
FACTOR
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CS + AZA vs CS + placebo
In

EGPA, PAN and MPA 
without factors of poor

prognosis
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CHUSPAN 2
Endpoint

24 moCS

AZA

Pcb

Multicenter, double-blind, randomized, controlled trial

12 months AZA/placebo treatment + 12 months FU
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 Prednisone dose (mg)
CHUSPAN 2
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 95 randomized patients, 51 EGPA, 25 MPA, 19 PAN

CHUSPAN 2

M 24 CS + AZA CS + 
PLACEBO

Remission
without relapse

52.2 % 51 %

Remission rate 95.6 % 87.8 %

Death 0 4.1 %

Remission and relapses are defined by the BVAS
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 95 randomized patients,  including 51 EGPA

EGPA treatment: CHUSPAN 2

M 24
(EGPA group)

CS + AZA CS + 
PLACEBO

Remission
without relapse

53.9 % 52 %

Asthma + ENT 
flares

19.2 % 24 %

 Remission and relapses are defined by the BVAS



18

HOW TO TREAT VASCULITIDESHOW TO TREAT VASCULITIDES

 0.6 to 0.7gr/sq.m  (or 15 
mg/kg) D0, D15, D30
 then every 3 weeks until remission
 0.5 gr/sq.m in case of renal

insufficiency or in patients > 65 yr.old

Pulse
cyclophosphamide treatment
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Rapid crescentic glomerulonephritis
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Extracapillary 
proliferation

Capsular 
rupture

Extracapillary 
proliferation

Extracapillary 
proliferation

Fibrine
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QUICK 
EFFECTIVENESS:

PLASMA EXCHANGES  
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Guillevin, Arthritis Rheum 1995; 38: 1683
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 Comparison of pulses MPS to 
PE in ANCA+ vasculitis with
creatininemia > 500 mol/L

 150 patients

Plasma exchanges MEPEX       

Jayne D et al, JASN 2008

PLASMA EXCHANGES IN SEVERE AAV
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Months from entry
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Renal recovery
Jayne, JASN 2007, 18: 2180-7

PLASMA EXCHANGES IN SEVERE AAV
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R I T U X I M A B
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1 to 3 pulses MPS

CS+CYC oral, 
3 to 6 months

RTX 375 X 4 + 
CS + placebo 

CYC

CROSS OVER IF NEEDED

RAVE RAVE 

AZA 12-15 
months Placebo AZA

Stone N Engl J Med 2010, 363(3): 221-232.
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 Primary endpoint (BVAS=0, stop CS at 6 

months) reached by:

 63 of the 99 patients in the rituximab group 64%

 52 of 98 in the control group 53%
 The treatment difference of 11% between the 

groups met the criterion for non inferiority 

(P<0.001)
Stone N Engl J Med, 2010,  363(3): 221-232.

RAVE: RESULTS
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 Secondary endpoint (BVAS 0, < 10 mg CS, at 6 

months) reached by:

 70 patients treated with rituximab 71%

 61 patients in the control group 62%

Stone N Engl J Med, 2010, 363(3): 221-232.

RAVE: RESULTS
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 Adverse events:

 No significant differences between the 
treatment groups

 Events leading to discontinuation of treatment:

 14 patients in the rituximab group 14%

 17 in the control group 17%

Stone N Engl J Med, 2010, 363(3): 221-232.

RAVE: RESULTS
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 Does classification play a role in therapeutic 
decision ?

 Induction treatment: immunosuppressants or 
biologics ? And what else ?

 Do patients need a maintenance treatment 
?

 How long to treat ?

QUESTIONS TO ADDRESS
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 Comparison of 3 to 6 mo. oral 
CYC + CS then azathioprine  or 
oral CYC for 12 mo.+ 10 mg/d 
CS. After 12 mo all the patients 
were treated with azathioprine

 150 patients followed for 18 mo.

CYCAZAREM       

ANCA+ VASCULITIDESANCA+ VASCULITIDES

D Jayne for the EUVAS group. New Engl J Med July 2003, 349: 36-44 
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Months
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Randomized trial of cyclophosphamide versus azathioprine as 
remission maintenance therapy for ANCA-associated vasculitis
D Jayne for the EUVAS group. New Engl J Med July 2003, 349: 36-44 
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Systemic Wegener’s 
granulomatosis:
≥ 2 organs involved

or kidney involvement
or 1 organ involved + general 

symptoms (fever, weight 
loss…)

Microscopic polyangiitis:
with FFS ≥ 1

IV CYC  0.6 g/m2 (d1, d15, d30)
0.7 g/m2/3 wk

INDUCTION MAINTENANCE

Azathioprine 2 mg/kg/d
or

Methotrexate  25 mg/wk

12 mo

Cotrimoxazole
1600 mg/d

…2  
yrs

6-12 mo

WEGENTWEGENT Pagnoux C, et al, NEJM 2008, 359: 2790
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Relapse-free survival curves

Relapse-free survival at 18 mo: AZA 77.9% [66.9–89.0]; MTX 82.4% 
[72.4–92.3]

p = 0.36

AZA n = 
55

MTX n = 
59

Relapse-free survival at 24 mo: AZA 67.5% [53.9–81.0]; MTX 72.6% 
[60.0–85.2]

WEGENTWEGENT Pagnoux C, et al, NEJM 2008
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R I T U X I M A B

No maintenance treatment ? 
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Specks, N Engl J Med 
2013 369: 417
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Anti- MPO

Anti- PR3

Specks, N Engl J Med 
2013 369: 417
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M A I N R I T S A N
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Maintenance treatment

22 mo2 mg/kg/d 
then taperedAzathioprine

2 wk 5 mo +
2 wk

6 mo 6 mo

R R R R R

R = 500 mg of rituximab
Endpoint

28 mo

Guillevin, NEJM 2014; 37: 1771-80 
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Azathioprine group drop outs *
27/58 (46.5%)

 17 major relapses (28.8%)

 5 for severe adverse events (8.5%)

 5 stopped treatment for other reasons, 
mainly personal (8.5%)

* Several causes for the same patient Guillevin, NEJM 2014; 37: 1771-80 
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Rituximab group drop outs *
6/58 (10.3%)

 3 major relapses (5.2%)

 3 stopped treatment for other reasons, 
personal for 1

* Several causes for the same patient Guillevin, NEJM 2014; 37: 1771-80 
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ANCA

% DIAGNOSIS REMISSION 
(obtained
with CYC)

M 28

AZATHIOPRINE 93.2 69.6 60.8

RITUXIMAB 94.7 53.7 24.4

The same proportion of anti-PR3 and anti-MPO was observed at M28

Guillevin, NEJM 2014; 37: 1771-80 
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 Azathioprine: 2 (3.5%)
Septicemia 5 months after inclusion, at the time of 

relapse and treatment intensification
Death 24 months after inclusion, of pancreatic cancer

Rituximab: 0 (0%)

Deaths during follow-up (28 months)

2/115 (1.7%)

Guillevin, NEJM 2014; 37: 1771-80 
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P = 0.002
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 Does classification play a role in therapeutic 
decision ?

 Induction treatment: immunosuppressants or 
biologics ? And what else ?

 Do patients need a maintenance treatment ?

 How long and how to treat in the long term 
?

QUESTIONS TO ADDRESS
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A  t r e a t m e n t  a d a p t e d  t o  

s u r r o g a t e  m a r k e r s ?

T h e  M A I N R I T S A N  2  s t u d y
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Objectives

To determine whether treatment adapted 
to ANCA status and CD19 is as effective as a 
fixed administration schedule

Safety in each arm
Inclusions 162 within 11 months (completed)
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Maintenance treatment

2 wk 5 mo +
2 wk

6 mo 6 mo

R R R R R

R = 500 mg of rituximab
Endpoint

28 mo

R R R R
Monitoring

On demand
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Results

 Safe treatment 
 Effective in both groups
 Less rituximab infusions in the arm “on 

demand” (3 vs 5 ie 1.5 gr vs 2.5 gr) 
 Slightly more relapses in the “on demand” 

arm (not significant)
 No predictive value of the ANCA titer 

and/or CD 19
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L o n g  t e r m  f o l l o w  u p  o f  

M A I N R I T S A N  1
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MAINRITSAN. Follow up at 60 months
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Relapse-free survival according to ANCA specificity

MAINRITSAN
Long term follow up
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Relapse-free survival according to ANCA specificity

MAINRITSAN
Long term follow up
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REMAIN : Immunosuppressive regimen

Continue

Withdrawal

7.5 mg/d 5 mg/d

5 mg/d

1 mg/kg/d

0.75 mg/kg/d

STER

STER

AZA

AZA

AZACYC

18 to 24 months

48 to 54 months

M0 M3 M18 M24 M30M12
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Results : primary end-point
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Predictors of relapse 
Survival without relapse / ANCA type
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MAINRITSAN 3

18 months

R R

R = 500 mg of rituximab
Endpoint

28 mo

P

Patients in 
remission at
28 months of 

the 
MAINRITSAN 

2 study

R R

P P P
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 Treatment of AAV is rapidly improving, mainly 
because of a better use of steroids and cytotoxic
drugs.

 Rituximab is the competitor of cyclophosphamide for 
induction of remission. 

 Other biotherapies have a more limited place.

 New drugs are evaluated: mepolizumab (EGPA), 
abatacept, anti-chemokines (ANCA-vasculitides)

Conclusions
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 To maintain remission, a treatment is needed.

 Rituximab is the most effective drug to maintain 
remission.

 The “general care” takes a major place in patient’s 
management.

 Some markers emerge to predict relapses and, may 
be, the group of patients who will never relapse.

Conclusions
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