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To the Editor, 

Eosinophilic Granulomatosis with Polyangiitis (EGPA) is a rare systemic vasculitis with a low 
prevalence (1) (10-14 cases/million inhabitants globally). It usually manifests in middle age with
no clear sex predilection (3). It is defined by the classical triad of asthma, peripheral eosinophilia
(>1000 cells/μL or >10% of leukocytes), and systemic vasculitis (1). While classified as ANCA-
associated (4), only 40% are ANCA-positive (anti-MPO), defining: ANCA-positive
(renal/neurological/vascular involvement) and ANCA-negative (eosinophilic
cardiac/pulmonary/gastrointestinal manifestations) (2-4).

Diagnosis remains challenging due to clinical heterogeneity and lack of universally validated
criteria, as well as the need to exclude competing pathologies (hypereosinophilic syndrome,
parasitic infections, drugs, other vasculitis, among others) (2,3). First line treatment relies on
glucocorticoids (GC), but relapse rates reach 25-49% with significant GC-related toxicity. 
Immunosuppressant (azathioprine, methotrexate, …) or biologics (rituximab) are used in severe
cases, though evidence is limited (2,3,6,7).

The central pathogenic role of eosinophils has driven the development of biologic therapies
targeting interleukin-5 (IL-5), a cytokine essential for eosinophil maturation and survival.
Mepolizumab (MPZ), an anti-IL5 monoclonal antibody, demonstrated efficacy in the MIRRA
trial (2017) (8) for non-severe relapsing/refractory EGPA: 300 mg administered every 4 weeks
significantly prolonged remission and reduced GC requirements versus placebo (2,3,8,9). 
Subsequent observational real-world data suggest clinical benefit with both 100mg (asthma-
approved) and 300mg (EGPA-approved) doses (2,3,10-18).

The aim of the present study was to assess long-term real-world effectiveness and safety of MPZ
in EGPA and compare outcome between 100mg and 300mg regimens.

A retrospective observational study was conducted in 13 patients diagnosed with EGPA and 
followed up at the Severe Asthma Clinic of Hospital Universitario La Princesa (Madrid, Spain).
All patients had received MPZ (doses of 100mg or 300mg every 4 weeks for refractory or 
relapsing EGPA) as of January 2024 and had been on MPZ treatment for at least 12 months prior
to data collection. Formal ethics committee approval was waived given the retrospective, non-
interventional nature of the study. Verbal informed consent was obtained. Inclusion criteria were
patients aged > 18 years with confirmed EGPA diagnosed according to the MIRRA clinical trial
criteria (8) and the 2022 ACR/EULAR classification criteria (19), previous treatment (IS and/or
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GC) and/or relapse or refractoriness (as defined in supplementary key definition material) 
prompting MPZ prescription. Patients with an alternative diagnosis or incomplete clinical data in 
the electronic health record were excluded. 

Data collected included demographic and clinical variables (symptoms, BVAS score, laboratory 
values, lung function, Asthma control Test (ACT)), treatment and dosages, and disease status. 
Data were collected at diagnosis, 12 and 6 months before MPZ; at MPZ initiation (Pre-MPZ or 
time 0); 6 and 12 months post-MPZ; and annually up to 60 months post-MPZ initiation where 
available. Data sources included the electronic health record, pharmacy dispensing records and 
laboratory database.  

Statistical analyses were performed using R v4.3.1. Patient characteristics were analysed at 
diagnosis, MPZ initiation and post-MPZ treatment. Continuous variables are expressed as mean 
± standard deviation (SD); and categorical variables as frequencies (%). Normality (Shapiro-
Wilk/Kolmogorov-Smirnov) and homoscedasticity (Levene´s test) were assessed. For normally 
distributed, homoscedastic continuous variables across timepoints, one-way repeated-measures 
ANOVA was used (p<0.05). Otherwise, the Kruskal-Wallis test was applied, with Mann-Whitney 
U test (Bonferroni-corrected) for pairwise comparisons. Categorical variables were compared 
using Chi-square (χ²) test or Fisher’s exact test (if >20% of cells had expected counts <5). 
Significance was set at p<0.05.  

A total of thirteen EGPA patients were analyzed (Table 1, Figures 1A-B). The majority were 
male (69.2%) with mean ages 53.3 ± 15.7 years at diagnosis and 56.5 ± 15.9 at MPZ initiation. 

Pulmonary manifestations (BVAS-defined) decreased significantly (76.9% pre- vs. 30.8% post-
treatment; p=0.018), with universal symptom improvement. BVAS score declined from 5.7 ± 5.2 
to 1.4 ± 1.5 (p<0.001). Peripheral blood eosinophil percentage decreased markedly (6.9% ± 8.5% 
to 1.0 ± 0.6%; p=0.009). No significant changes occurred in absolute eosinophils, ESR, CRP, 
ANCA, or lung function.  

 
Glucocorticoid use decreased significantly (92.3% pre-MPZ vs. 38.5% after 1 year; p=0.004), 
though mean daily dose reduction (11.9 ± 8.9 mg/d to 5.0 ± 4.0 mg/d) was nonsignificant. 
Immunosuppressant use declined from 38.5% to 0% (p=0.039). Three patients (23.1%) switched 
from omalizumab to MPZ.  
 
The cohort included 7 patients receiving MPZ 100mg (71.4% male; age 58.9 ± 9.82 years) and 6 
receiving 300mg (66.7% male; age 53.7 ± 21.7 years) (Table 2). Both doses reduced BVAS scores 
(100mg: 6.4 ± 4.3 to 1.4 ± 1.7, p=0.037). Significant eosinophil reduction occurred only with 
100mg (absolute: 1,360 ± 2,210/ mm3 to 72.9 ± 56.2/mm3; p=0.002; percentage: 10.2 ± 10.3% 
to 1.0 ± 0.6%; p=0.004). No between-group differences existed in inflammatory markers, lung 
function, ACT scores, or GC use (p>0.05). Among 6 ANCA-positive patients (46.2%, mostly 
MPO-ANCA), 71.4% (5/7) of 100mg recipients were ANCA-positive versus 16.7% (1/6) in the 
300mg group 
 
Longitudinal asthma control (Supplementary Table 1) showed nonsignificant ACT score 
improvement (20.5 ± 5.9 baseline vs 22.7 ± 4.0 at 60 months; p>0.05). BVAS scores demonstrated 
sustained reductions at all timepoints (6-48 months; p<0.05). Absolute eosinophils decreased 
significantly throughout follow-up (p<0.05), driven by the 100mg group. One rebound event 
occurred at 60 months (100mg patient nº6), requiring GC reintroduction and MPZ escalation to 
300mg at month 63 (Supplementary Table 2 and 3). 
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GC use declined from 92.3% (pre-MPZ) to 38.5% (12 months of MPZ; p=0.004) and 33.3% (24-
60 months). Most patients continuing GC post-MPZ achieved dose reduction, with >50% 
discontinued during follow-up (Supplementary Table 2). 
 
In the 100mg MPZ group, two patients successfully discontinued GC without relapse. Two others 
maintained stable disease while tapering GC, and two required temporary GC reintroduction due 
to asthma exacerbations (months 12-24) but later achieved discontinuation. One patient restarted 
GC at month 60 following a late relapse with pulmonary infiltrates, which resolved after 
escalating MPZ to 300mg (month 63). In the 300mg group, 66.7% of patients achieved complete 
GC discontinuation, while 33.3% sustained GC dose reductions (Supplementary Table 2). 
 
Immunosuppressant use decreased from 30.8% pre-MPZ to 15% at 12-months post-MPZ. 
Discontinuation occurred exclusively in the 100mg group. One 300mg patient reduced dose by 
24 months, another maintained baseline methotrexate. No reinitiation or dose escalation occurred 
(Supplementary Table 3). 
 
The MIRRA trial established MPZ 300 mg as the FDA-approved dose for relapsing/refractory 
EGPA, demonstrating a 32% remission rate compared to 3% with placebo (8). However, real-
world evidence supports the efficacy of the 100 mg dose, particularly in patients with 
overlapping EGPA and eosinophilic asthma phenotypes (2,3,10-18). Recent observational 
studies report comparable clinical outcomes between the two doses (100mg and 300mg). For 
instance, one study found no significant difference in 12-month remission rates (31.2% with 
100mg vs. 37.9% with 300mg; p=0.168), though the 300mg was associated with higher GC 
discontinuation at 24 months (29.2% vs. 41.7%; p<0.05). Notably, only the 100mg dose 
significantly reduced concomitant immunosuppressant use, while dose-escalation to 300mg was 
required in 10% of suboptimal responders (10). Another study reported complete response rates 
of 66–81% at 6–12 months (assessed by EULAR criteria (2,7)) with 100 mg, though 12% of 
patients required escalation to 300 mg (17). Additionally, a separate study confirmed sustained 
remission at 24 months with 100mg (43.5% by MIRRA criteria (8) and 78.3% by EULAR 
criteria (2,7)), which was associated with lower GC requirements (OR 0.8; p=0.005) (16). 
 
While guidelines (ACR/VF 2021 (6) and EULAR 2022 (7)) endorse 300mg (8), accumulating 
data support 100mg in specific phenotypes (e.g., asthma-dominant, eosinophilia) and 
immunological profiles. This phenotype-driven approach is consistent with previous real-world 
studies (10,16,17), where lower doses of MPZ are often sufficient in eosinophilic, asthma-
dominant presentations, while higher doses are usually required for refractory or systemic disease. 
Importantly, when treatment is tailored to clinical phenotype rather than ANCA selorogy alone, 
remission rates are comparable across ANCA subgroups.  
 
In our cohort, both ANCA-positive and negative patients achieved disease control, supporting 
phenotype-driven dosing over ANCA status alone. Both MPZ regimens significantly reduced the 
BVAS (100mg: p=0.01; 300mg: p=0.037). Remission rates at 12 months (23%) were consistent 
with those reported in the MIRRA trial (8), while sustained clinical benefit (Supplementary Table 
4) was observed in 92% of patients at 1 year (exceeding the 78% rate reported in MIRRA´s post-
hoc analysis) (9). Remission persisted in >50% of patients at 3-4 years and in 33% at 5 years. A 
single late relapse occurred at 63 months, which resolved following dose escalation to 300mg, 
aligning with findings from other observational studies (12 and 16). This supports a phenotype-
driven, stepwise approach: initiating treatment with the 100mg dose leverages its well-established 
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safety in severe asthma and cost-efficiency, while reserving the 300mg dose for suboptimal 
responders. This strategy is particularly relevant in settings where the 300mg dose lacks 
regulatory approval. 
 
Our study provides the longest real-world MPZ follow-up EGPA (up to 5 years). Only three 
relapses occurred: two non-eosinophilic (infection exacerbation at 12 months; hemoptysis at 24 
months) and one eosinophilic relapse (63 months, controlled by dose escalation). Remission rates 
were 23% (12 months), 74% (24 months), >50% (3-4 years), and 33% (5 years) (Supplementary 
Table 2, 3 and 4). No treatment-related adverse events occurred. Limitations include small sample 
size (n=13) and retrospective design.  
 
Consequently, dose selection should be individualized according to disease severity, clinical 
phenotype, and treatment response. These results provide additional support for a pragmatic, 
phenotype-driven dosing strategy for EGPA. From a practical standpoint, our findings support 
initiating treatment at the lowest effective dose, aligning therapeutics intensity disease with 
disease phenotype and healthcare sustainability. To our knowledge, this is the longest real-world 
follow-up of MPZ in EGPA to date, offering valuable insight into long-term disease stability 
beyond the two-year horizon of prior studies. The 100mg dose may be appropriate for selected 
patients, particularly those with asthma-dominant, marked eosinophilia or concerns about cost or 
toxicity, while 300mg remains the preferred option for relapsing or suboptimal responders.  
 
In conclusion, MPZ demonstrates sustained long-term efficacy and safety in EGPA at both 100mg 
and 300mg. While 300mg remains the regulatory standard, real-world data—including our 5-year 
follow-up—support 100mg as a cost-effective alternative in asthma-dominant, eosinophilic 
phenotypes. A pragmatic, step-up dosing strategy (100→300mg) should be prospectively 
evaluated to confirm its long-term clinical and economic benefits. 
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Table 1. Sociodemographic and clinical characteristics of EGPA patients at diagnosis, MPZ 
initiation (time 0, pre-MPZ) and post-MPZ (12 months after MPZ initiation). Comparison 
between Pre-MPZ and Post-MPZ variables collected. 

SOCIODEMOGRAPHIC  
EGPA 

diagnosis 
(N=13) 

  Pre-MPZ 
(N=13)   Post-MPZ 

(N=13) 
p-

Valor 

Sex [Male] (n,%) 9 (69.2%)     --    --  -- 

Age (m±SD) 53.3 (±15.7)   56.5 (±15.9)   Current age  
60 (±15.3) -- 

EGPA symptoms             
General (n,%) 8 (61.5%)   2 (15.4%)   0 (0.0%) 0.480 
Cutaneous (n,%) 1 (7.7%)   0 (0.0%)   0 (0.0%) 1.000  
Eyes (n,%) 1 (7.7%)  0 (0.0%)  1 (7.7%) 1.000  
ENT (n,%) 13 (100%)  11 (84.6%)  9 (69.2%) 0.352 
Thorax (n,%) 12 (92.3%)  10 (76.9%)  4 (30.8%) 0.018 
Asthma (n,%) 13 (100%)  13 (100%)  13 (100%) 1.000  
Cardiovascular (n,%)  2 (15.4%)  1 (7.7%)  0 (0.0%) 1.000  
Abdominal (n,%) 0 (0.0%)  0 (0.0%)  0 (0.0%) 1.000  
Renal (n,%) 1 (7.7%)  0 (0.0%)  0 (0.0%) 1.000  
Nervous system (n,%) 2 (7.7%)  0 (0.0%)  1 (7.7%) 1.000  
BVAS score (m ± SD) 9.1 (±5.7)  5.7 (±5.2)  1.4 (±1.5) <0.001 
Improvement of symptoms (n,%) --  0 (0.0%)  13 (100%) <0.001 
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Table 2. Sociodemographic and clinical characteristics of EGPA patients before and 12 months 
after MPZ with two different doses (100 mg or 300 mg every 4 weeks). 
 

Laboratory test             

Absolute blood EOS count (/mm3) 5,640 
(±6,540)   808 (1,680)   63.8 (±45.9) 0.124 

EOS (%) 27.3 (±17.7)  6.9 (±8.5)  1 (±0.6) 0.009 
ANCA status (+) 8 (61.5%)  6 (46.2%)  3 (23.1%) 0.411 
MPO status (+) 5 (38.5%)  4 (30.8%)  2 (15.4%) 0.645 
Erythrocyte Sedimentation 
Rate(ESR)(mm/h) 22 (±21)  16.7 (±18.8)  5.5 (5.9) 0.135 

C-Reactive Protein (CRP) (mg/dL) 2.7 (±3.6)  1.6 (3.1)  0.5 (±1) 0.339 
Respiratory tests             
FEV1 (% pred) 75.5 (23.9%)   78.5 (±24.9)   83.3 (±18.8) 0.584 

FEV1 (mL) 2,290 
(±1,130)  2,290 

(±1,110)  2,370(±833) 0.839 

Asthma Control Test (ACT) 18.5 (±6.6)  20.5 (±5.9)  22.1 (±3.3) 0.695 
Fractional Exhaled Nitric 
Oxide(FENO)(ppb) 93.4 (±48.7)  70.3 (±57.3)  70.4 (±60.4) 0.795 

Treatment       
Corticosteroid (prednisone - PRED) 12 (92.3%)  12 (92.3%)  5 (38.5%) 0.004 

Dose (mg/d) --  11.9 (±8.9)  5 (±4) 0.100 

Cumulative dose per year (mg/y) --  2,880 
(±3,840)  1,070 (±1,270) 0.165 

Immunosuppressive therapy  3 (27.3%)   5 (38.5%)    0 (0%)   0.039 
Azatioprin 2 (15.4%)   3 (23.1%)   0 (0%) 0.220 
Metotrexate 1 (7.7%)  2 (15.4%)  0 (0%) 0.480 
Mycophenolate mofetil 1 (7.7%)  0 (0%)  0 (0%) 1.000 
Cyclophosphamide 1 (7.7%)  0 (0%)  0 (0%) 1.000 

Omalizumab 1 (7.7%)    0 (0%) 0.220 

SOCIODEMOGRA
PHIC  

Pre-MPZ 
100mg 
(n=7) 

Pre-MPZ 
300mg 
(n=6) 

Post-MPZ 
100mg (n=7) 

Post-MPZ 
300mg 
(n=6) 

p-value 
100 mg 

p- 
value 

300 mg 
Sex [Male] (n,%) 5 (71.4%) 4 (66.7%)  --  --  --  -- 
Age at diagnosis 
(m±SD) 56.7 (±10.1) 49.3 (±20.9) -- -- -- -- 

Age at MPZ (m±SD) 58.9 (±9.82) 53.7 (±21.7) -- -- -- -- 
EGPA symptoms           
BVAS score (m ± 
SD) 6.4 (±4.3) 6.0 (±7.2) 1.4 (±1.7) 1.3 (±1.4) 0.010 0.037 

Improvement of 
symptoms (n,%) 0 (0.0%) 0 (0.0%) 7 (100%) 6 (100%) <0.001 0.005 

Laboratory test           

Blood EOS count 
(/mm3) 1,360 (±2,210) 167 (±183) 72.9 (±56.2) 53.3 (±32.0) 0.002 0.199 

EOS (%) 10.2 (±10.3) 3 (±3.4) 1 (±0.6) 0.9 (±0.6) 0.004 0.470 
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Figure 1.  
1.A) Mean values of ACT score, BVAS score, GC (prednisone, mg/day) and absolute 
eosinophil count at baseline (pre-treatment) and 12 months post-treatment with MPZ 
administered at 100 mg or 300 mg every 4 weeks.  
1.B) Evolution of clinical parameters following MPZ initiation: ACT, BVAS, GC dose and 
blood eosinophils over 5 years. 

ANCA status (+) 5 (71.4%) 1 (16.7%) 3 (42.9%) 0 (0.0%) 0.826 1.000 
MPO status (+) 3 (42.9%) 1 (16.7%) 2 (28.6%) 0 (0.0%) 1.000 1.000 
ESR (mm/h) 20 (±22.4) 11 (±10.5) 2 (±0.0) 7.3 (±6.7) 0.073 0.572 
CRP (mg/dL) 1.9 (±3.5) 1.3 (±2.8) 0.3 (±0.4) 0.7 (±1.3) 0.291 0.688 
Respiratory tests           
FEV1 (% pred) 71.3 (±26.2) 87 (±22.4) 85.9 (±22.6) 80.4 (±14.8) 0.284 0.556 
FEV1 (mL) 1,990 (±959) 2,640 (±1260) 2,320 (±767) 2,430 (±976) 0.487 0.746 
Asthma Control Test 19.1 (±6.8) 22.2 (±4.7) 22.4 (±2.2) 21.7 (±4.5) 0.401 0.493 
Treatment       
Corticosteroid (PRED) 7 (100%) 5 (83.3%) 3 (42.9%) 2 (33.3%) 0.076 0.242 

Dose (mg/d) 15.7 (±9) 7.50 (±6.9) 5.94 (±5.1) 3.75 (±2.2) 0.080 0.396 
IS therapy 2 (28.6%) 3 (50.0%) 0 (0.0%) 0 (0.0%)  0.462 0.192 

Azatioprin 1 (14.3%) 2 (33.3%) 0 (0%) 0 (0%) 1.000 0.462 
Metotrexate 1 (14.3%) 1 (16.7%) 0 (0%) 0 (0%) 1.000 1.000 
Mycophenolate 0 (0%) 0 (0%) 0 (0%) 0 (0%) 1.000 1.000 
Cyclophosphamid

e 0 (0%) 0 (0%) 0 (0%) 0 (0%) 1.000 1.000 

Omalizumab 1 (14.3%) 2 (33.3%) 0 (0%) 0 (0.0%) 1.000 0.462 
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Supplementary table 1. Comparative evolution of baseline characteristics and post-treatment 
outcomes at different timepoints by MPZ dose (100 mg vs. 300 mg). 

Variable Baseline 
Post-treatment   

6 months 12 months 24 months 36 months 48 months 60 months 

Total ACT 20.5 ± 5.9  23.2 ± 2.0 22.1 ± 3.3 24.0 ± 1.8 23.6 ± 2.0 21.8 ± 3.4 22.7 ± 4.0 
BVAS 6.2 ± 5.5 1.9 ± 1.7 1.4 ± 1.5 1.5 ± 2.1 0.7 ± 1.0 0.8 ± 1.0 2.3 ± 2.5 
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EOS 
(/mm3) 808.5 ± 1683.3 111.5 ± 

138.0 
60.9 ± 
48.9 53.8 ± 29.7 37.5 ± 20.6 65 ± 45.1 66.7 ± 35.1 

100 mg 

ACT 19.1 ± 6.8 23.3 ± 2.1 22.4 ± 2.1 23.7 ± 2.0 23.3 ± 2.1 20.7 ± 3.2 21.5 ± 4.9 

BVAS  6.4 ± 4.3 2.0 ± 1.6 1.4 ± 1.7 2.0 ± 2.3 0.8 ± 1.0 1.0 ± 1.0 3.5 ± 2.1 
EOS 
(/mm3) 

 1358.6 ± 
2207.7 

101.4 ± 
102.3 

68.3 ± 
60.1 55.0 ± 32.7 30.0 ± 17.3 66.7 ± 55.1 50.0 ± 28.3 

300mg 

ACT 22.2 ± 4.7 23.2 ± 2.0 21.7 ± 4.5 25.0 ± NA 25.0 ± NA 25.0 ± NA 25.0 ± NA 
BVAS 6.0 ± 7.2 1.8 ± 1.9 1.3 ± 1.4 0.0 ± NA 0.0 ± NA 0.0 ± NA 0.0 ± NA 
EOS 
(/mm3) 166.7 ± 183.1  123.3 ± 

181.2 52 ± 35.6 50.0 ± 28.3 60 ± NA 60 ± NA 100 ± NA 

Statistically significant differences (p<0.05) between baseline values and post-treatment 
timepoints are indicated in bold type. 
 
Supplementary table 2. Daily GC (prednisone) before/after MPZ initiation (100 mg vs. 300 
mg) 

Patient 
number  

(MPZ dose) 

Pre-treatment Post-treatment 
-12  

months 
-6  

months 
0  

months 
6 

months 
12 

months 
24 

months 
36 

months 
48 

months 
60  

months 

1 (100mg) 10 5 7.5 0 0 1.25 0 0 - 
3 (100mg) 0 0 25 0 0 5 - - - 
4 (100mg) 5 2.5 2.5 2.5 12.5 2.5 2.5 - - 
6 (100mg) 5 30 20 0 0 0 0 0 5 

9 (100mg) 2.5 2.5 20 0 0 0 0 - - 
10 (100mg) 25 37.5 25 15 6.25 5 0 0 0 

11 (100mg) 5 5 10 5 5 - - - - 
 

2 (300mg)* 2.5 12.5 5 1.25 0 0 - - - 
5 (300mg) 5 10 5 0 0 0 0 0 0 
7 (300mg) 0 60 20 0 0 - - - - 
8 (300mg) 0 0 0 0 0 - - - - 

12 
(300mg)*2 

30 + 5 
bolus 

125mg 
metilPRE

D 

7.5 10 6 5 - - - - 

13 (300mg) - unknown 7.5 5 5 - - - - 
 
 
Supplementary table 3. Evolution of concomitant immunosuppressant use following MPZ 
initiation at different doses (100 mg or 300 mg). 
IVCY cyclophosphamide pulse therapy i.v., MTX methotrexate, AZA azathioprine, TAC 
tacrolim, MYC mycophenolate mofetil, OMA omalizumab, PRED prednisone, IS 
immunosuppressants 
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*) Treatment with IVCY 1g for 9 cycles due to heart and lung affectation at diagnosis in 2014. 
*2) Treatment with IVCY 500mg each 2 weeks for 5 times + 250mg bolus of 
methylprednisolone due to kidney disease (acute kidney disease) and nervous system (multiple 
mononeuritis).  
*3) Treatment with corticoesteroids with AZA and MYC at the time of diagnosis in another 
country to induce, suspended due to gastrointestinal intolerance  iniciating mepolizumab. 
 
 
Supplementary table 4. Response rates to Mepolizumab therapy during long-term follow-up 

Patient 
number 
(MPZ 
dose) 

Pre-treatment Post-treatment 

-12 months -6 months 0 months 
6 

mont
hs 

12 
mont

hs 

24 
mont

hs 

36 
mont

hs 

48 
mont

hs 

60 
mont

hs 

Chan
ge 

MPZ  
100 
to 

300m
g 

IS 

Biolo
gic 

thera
py 

IS 

Biolo
gic 

thera
py 

IS 

Biologi
c 

therap
y 

IS IS IS IS IS IS 

1 
(100mg) NONE NON

E NONE NON
E NONE NONE NON

E 
NON

E 
NON

E 
NON

E 
NON

E - - 

3 
(100mg) NONE NON

E NONE NON
E NONE NONE NON

E 
NON

E 
NON

E 
NON

E - - 
+ 18 
mont

hs 

4 
(100mg) NONE NON

E NONE NON
E NONE NONE NON

E 
NON

E 
NON

E 
NON

E - - 
+ 63 
mont

hs 
6 

(100mg) NONE NON
E NONE NON

E NONE NONE NON
E 

NON
E 

NON
E 

NON
E 

NON
E 

NON
E - 

9 
(100mg) 

MTX 
15mg/

w 

NON
E 

MTX 
17.5mg/

w 

NON
E 

MTX 
15mg/

w 
NONE NON

E 
NON

E 
NON

E 
NON

E - - - 

10 
(100mg) 

AZA 
150mg

/d 

NON
E 

AZA 
150mg/d 

NON
E 

AZA 
150mg

/d 

OMA 
300mg/

m 

AZA 
50mg

/d 

NON
E 

NON
E 

NON
E 

NON
E 

NON
E - 

11 
(100mg) NONE NON

E NONE NON
E NONE NONE NON

E 
NON

E - - - - - 

 
2 

(300mg)
* 

AZA 
125mg

/d 

NON
E 

AZA 
125mg/d 

NON
E 

AZA 
125mg

/d 
NONE 

AZA 
125m

g/d 

AZA 
125m

g/d 

AZA 
75mg

/d 
- - - - 

5 
(300mg) NONE 

OMA 
600m
g/2w 

NONE 
OMA 
600m
g/2w 

NONE 
OMA 

600mg/
2w 

NON
E 

NON
E 

NON
E 

NON
E 

NON
E 

NON
E - 

7 
(300mg) NONE NON

E NONE NON
E NONE NONE NON

E 
NON

E - - - - - 

8 
(300mg) NONE 

OMA 
600m
g/2w 

NONE 
OMA 
600m
g/2w 

NONE 
OMA 

600mg/
2w 

NON
E 

NON
E - - - - - 

12 
(300mg)

*2 

AZA 
150 

mg/d + 
IVCY 
500mg

/2w 

NON
E 

MTX 
12.5mg/

w 

NON
E 

MTX 
17.5mg

/w 
NONE 

MTX 
17.5

mg/w 

MTX 
17.5

mg/w 
- - - - - 

13 
(300mg) - - 

AZA 
unknow

n + 
MYCun
known*3 

NON
E 

SUSPE
NDED NONE NON

E 
NON

E - - - - - 
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 Baselin
e 12 months 24 months 36 months 48 months 60 months 

Total number of patients  13 13  8 7  4   3 
Type of response             

Remission       

MIRRA criteria (8) -- 3 (23%) 6 (75%) 4 (57.1%) 2 (50%) 1 (33.3%) 
EULAR criteria (2,7) -- 3 (23%) 6 (75%) 4 (57.1%) 2 (50%) 1 (33.3%) 

Response (>50% BVAS)        -- 10 
(76.9%)  6 (75%)  7 (100%)  4 (100%)   1 (33.3%) 

Response (GC reduction> 50%) -- 10 
(76.9%)  7 (87.5%) 7 (100%) 4 (100%) 1 (33.3%) 

Clinical Benefit (BVAS=0 y pred<4mg/d 
or >50% GC dose reduction or relapse free 
(9) 

-- 12 (92%) 7 (87.5%) 7 (100%) 4 (100%) 2 (66.6%) 

Relapse -- 1 (7.7%) 1 (12.5%) 0 (0%) 0 (0%) 1 (33.3%) 
             

 
 
 
 
 
 
Supplementary key definition 

- Active disease: new, persistent, or worsening clinical sign/symptoms attributable to 
EGPA (not due to other pre-existing conditions)(6). 

- Remission: absence of signs/symptoms or active disease with BVAS-v3=0, with or 
without immunosuppressants, and GC dose equivalent to prednisone <4mg/day or 
<7.5mg/day (7). 

o MIRRA clinical trial (strict criteria): BVAS-v3=0 + prednisone <4mg/day (8). 
o EULAR guideline criteria (less strict criteria): BVAS-v3=0 + prednisone 

<7.5mg/day (2,7). 
- Clinical response: >50% reduction in disease activity (baseline BVAS-v3) + absence of 

new manifestations (7). 
- >50% glucocorticoid dose reduction (9). 
- Clinical benefit (post-hoc MIRRA trial definition): remission (BVAS-v3=0 + 

prednisone<4mg/d) OR >50% GC dose reduction OR relapse free (9). 
- Relapse: recurrence of signs/symptoms or vasculitic activity (BVAS-v3≥1) after a period 

of remission OR an asthma/ENT exacerbation requiring increase GC dose (2,7). 
- Refractory disease: signs/symptoms or other features of vasculitic activity (BVAS-v3 

improvement <50%) despite ≥ 3 months of optimal immunosuppressive therapy (7). 
- BVAS–v3 (Birmingham Vasculitis Activity Score version 3): validated scale (0-63 

points) to quantify vasculitic activity, where 0 indicates no activity and 63 indicates 
maximal vasculitic activity (20). 
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