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EGPA
Natural
history

CHUSPAN 2 Survival without vasculitis relapse
or isolated asthma-rhinosinus exacerbation 

Only 15% of patients have no recurrence of vasculitis 
or exacerbation of asthma or ENT symptoms
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Vasculitis relapse-free survival
Survival with no asthma/ rhino-sinus exacerbation 

Survival without relapse 
of vasculitis

Vasculitis relapses 
occur mostly during 
the first 2 years after 
diagnosis

Isolated asthma/rhino-
sinus exacerbations 
occur throughout 
follow-up

EGPA
Natural
history

CHUSPAN 2

Survival without asthma or 
ENT exacerbation



Main Objective

To compare RTX with AZA maintenance therapy:

• on the duration of remission, defined as the duration 

in which BVAS=0 and prednisone dose ≤7.5 mg/day,

• in patients with EPGA,

• receiving standard of care therapy including GC 

therapy reduction/withdrawal.

MAINRITSEG: Objective



- Patients with a diagnosis of EGPA

- Newly diagnosed or with a vasculitis flare within the past year

- vasculitis remission (BVAS=0) following an induction regimen 

similar to that used in the REOVAS trial (GC  RTX or  IV CYC),

- with a stable GC dose for 30 days or discontinuation of GC,

- regardless of ANCA status

MAINRITSEG: Inclusion criteria



RTX (500 mg) maintenance + Placebo-AZA for 24 months
D0 M6

D0

M28

M28M6 M12 M18

M12 M18

Placebo-RTX + AZA 2 mg/kg/day for 24 months

RTX RTX RTX RTX

PBO PBO PBO PBO

PBO-AZA 

AZA

accrued number 
of weeks where a 
patient remains in 

remission with 
BVAS=0 and 

prednisone ≤7.5 
mg/day

Primary
endpoint

Prednisone

MAINRITSEG: Design



98

98/98 patients randomizedMAINRITSEG study status

Last visit last patient: Oct 2024



Randomly assigned (N=98) 
in 36 centers

Assigned to A (N=49)
Stratification error, N=3 (New  vs Relapse)
Received allocated intervention (N=49)

Assigned to B (N=49)
Stratification error, N=4 (New  vs Relapse)
Received allocated intervention (N=49)

Discontinued intervention (N=12)
Adverse events (N=5)
Serious adverse events (N=6)
Patient decision (N=1)

Discontinued intervention (N=12)
Adverse events (N=1)
Serious adverse events (N=7)
Patient decision (N=2)
Consent withdrawal (N=1)
Concomittant Rx prohibited by study protocol (N=1)

Complete follow-up (N=45)
Incomplete follow-up (N=4)

Patient decision before Month 3 (N=1)
Serious adverse events at Month 12 (N=1)
Death before Month 24 (N=1)
Moving abroad before Month 24 (N=1)

Complete follow-up (N=47)
Incomplete follow-up (N=2)

Non effective treatment at month 12 (N=1)
Consent withdrawal at Month 12 (N=1)

Analysed for primary outcome (N=49) Analysed for primary outcome (N=49)



Primary assessment
criterion

A
(N=49)

B
(N=49)

Adjusted mean
difference
(95% CI)

P

Accrued number of 
weeks a patient 
remains in remission,
BVAS=0, GC ≤ 7.5 mg/d, 
mean (SD)
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Primary assessment
criterion

A
(N=49)

B
(N=49)

Adjusted mean
difference
(95% CI)

P

Accrued number of 
weeks a patient 
remains in remission,
BVAS=0, GC ≤ 7.5 mg/d, 
mean (SD)

100.2 (29.7) 98.4 (29.0)

Adjusted mean (95% CI) 96.0 (85.6 to 106.5) 91.1 (80.9 to 101.2) - 5.0 (-16.1 to 6.2) 0.378

Sensitivity analysis with
stratification error
Adjusted mean (95% CI)

97.4 (86.2 to 108.8) 92.2 (81.0 to 103.4) - 5.3 (-16.8 to 6.3) 0.368



Secondary outcomes A
(N=49)

B
(N=49)

% difference
(95% CI)

Adjusted relative 
risk (95% CI)

P

Patients remaining in 
remission over the 28 
months study period,
BVAS=0, GC ≤ 7.5 mg/d, 
No (%)

11/49 (22.5) 17/49 (34.7) 12.2 (-3.2 to 31.3) 1.51 (0.83 to 2.73) 0.177
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risk (95% CI)

P

Patients remaining in 
remission over the 28 
months study period,
BVAS=0, GC ≤ 7.5 mg/d, 
No (%)

11/49 (22.5) 17/49 (34.7) 12.2 (-3.2 to 31.3) 1.51 (0.83 to 2.73) 0.177

Patients remaining in 
remission over the 28 
months study period,
BVAS=0, No (%)

31/49 (63.3) 41/49 (83.7) 20.4 (5.3 to 37.2) 1.32 (1.06 to 1.66) 0.015

Patients in remission, 
BVAS=0, GC ≤ 4 mg/d

3-month, No (%) 19/49 (38.8) 26/49 (53.1) 14.3 (-5.9 to 36.0) 1.27 (0.85 to 1.92) 0.244

12-month, No (%) 22/49 (44.9) 29/49 (59.2) 14.3 (-5.2 to 37.8) 1.25 (0.87 to 1.80) 0.235
18-month, No (%) 25/49 (51.0) 34/49 (69.4) 18.4 (-0.8 to 37.9) 1.27 (0.98 to 1.66) 0.073
28-month, No (%) 23/49 (46.9) 37/49 (75.5) 28.6 (12.5 to 43.4) 1.61 (1.25 to 2.07) < 0.001



Secondary outcomes, 
Vasculitis Flares

A
(N=49)

B
(N=49)

Vasculitis relapse over the 28 month study
period, No (%) 9 (18.4) 8 (16.3)

Minor relapse,
No 6 7

Major relapse,
No 3 1

Time to relapse, months,
median [Q1-Q3] 24.3 [13.8-27.6] 7.4 [7.0-15.6]



Kaplan-Meier survival without vasculitis relapse over the 28-month study period



Secondary outcomes, Asthma/rhinosinusal 
exacerbations
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Secondary outcomes, Asthma/rhinosinusal 
exacerbations

A
(N=49)

B
(N=49)

Clinically significant asthma exacerbations, No (%) 14 (28.6) 13 (26.5)

Clinically significant rhinosinusal exacerbations, No (%) 10 (20.4) 8 (16.3)

Clinically significant asthma and/or rhinosinusal 
exacerbations, No (%) 19 (38.8) 16 (32.7)

Time to clinically significant asthma and/or 
rhinosinusal exacerbations, months,
median [Q1-Q3]

10.8 [5.3-20.1] 8.2 [3.3-12.0]

Clinically significant asthma/rhino-sinusal exacerbation defined as a worsening of disease leading to
- the doubling (or more) of the existing maintenance dose of GCs ≥ 3 days
- or hospital admission or an emergency department visit over the 28 month study period



Kaplan-Meier survival without clinically significant asthma/rhinosinusal 
exacerbations over the 28-month study period



Mean prednisone dose over the 28-month study period



- In newly diagnosed EGPA or after a vasculitis flare within the last year

- Overall, RTX was not superior to AZA maintenance in:

- maintaining vasculitis remission

- reducing asthma/rhinosinusal exacerbations

- sparing GCs

=> still high disease burden 
=> subgroup analysis (relapsers, ANCA, FFS, induction Rx) +++
=> safety
=> other therapeutic targets, anti-IL5, etc

MAINRITSEG: Preliminary Conclusions
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