
1 

VASCULARITES PULMONAIRES 
 

Loïc Guillevin 
 

Hôpital Cochin, Université Paris Descartes 
 
 

SPIF, PARIS  
 

21 Novembre 2015 



2 

 Aucun 

 

Liens d’intérêt concernant cette 
présentation 
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 La nomenclature de Chapel Hill  

 Granulomatoses avec polyangéite 

 Granulomatose éosinophilique avec 

polyangéite 

 ANCA et poumons 

  Vascularites à cellules géantes 

Plan 
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 Périartérite noueuse 1866 

1931 

 Küssmaul & Maier 

 Wohlwill  Polyangéite microscopique 

Périartérite noueuse 1852  Rokitansky 

1936  Wegener  GPA (Wegener) 

1951  Churg & Strauss   GEPA (Churg Strauss) 

1967  Kawasaki  Kawasaki 

NOMS ET DESCRIPTIONS 
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2nd Chapel Hill Consensus Conference 2012 
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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 
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 Granulomatose avec polyangéite 
(Wegener) 
 Granulomatose avec polyangéite 
(Churg-Strauss) 
 Vascularites avec anti-MBG 
(Goodpasture) 
 

NOUVEAUX NOMS A CHAPEL HILL 
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 British cohort 
1184 pts and 5844 controls 
European replication cohort 
1454 pts and 1666 controls 

Lyons et al, NEJM 2012. 
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Relationships between Clinical Subtype and ANCA Specificity in ANCA-Associated 
Vasculitis and Associations of the MHC Locus with Proteinase 3 ANCA and 

Myeloperoxidase ANCA. 

Lyons PA et al. N Engl J Med 2012;367:214-223 

Lyons et al, NEJM 2012. 



15 

 GPA  = 80% 

 GPA localisée = 50% 

 PAM > 50% 

 GEPA (Churg-Strauss): 30%  

 PAN < 0 % (critères d’exclusion 

ANCA et vascularites  

LES ANCA 
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 LES PHENOTYPES DE 

LA GPA ET DE LA GEPA 
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VASCULARITES PULMONAIRES 

 GRANULOMATOSE AVEC POLYANGEITE 

 Le poumon est atteint chez 80% des patients 
 Nodules 

 uni- ou bilatéraux 
 unique ou multiple 
 la moitié sont excavés 

 Hémorragie alvéolaire 
 parfois mineure 
 cercle souvent les nodules 
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VASCULARITES PULMONAIRES 

L’hémorragie alvéolaire n’est pas un 
élément de mauvais pronostic des 
vascularites, même si elle peut être 
sévère, voire mortelle 
 
 La raison est que les formes graves 
d’hémorragie alvéolaire sont 
généralement associées à une atteinte 
rénale, qui est l’élément majeur du 
pronostic 
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Glomérulonéphrite 
extracapillaire 
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 Asthme  
 Eosinophilie 

 Antécédent d’allergie  
 Infiltrats pulmonaires 
 Sinusite 
 Eosinophilie extravasculaire 

CLASSIFICATION DE L’ACR 
Masi et al, 1990 Arthritis Rheum 

4 à 6 critères permettent de classer 
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Sablé-Fourtassou R, Cohen P, Mahr A, 
Pagnoux C, Mouthon L, Jayne D, … Guillevin 
L. Antineutrophil cytoplasmic antibodies and 
the Churg-Strauss syndrome. Ann Intern Med 
2005;143(9):632-8. 

PHENOTYPES DE LA GEPA 

Sinico RA, Di Toma L, Maggiore U, Bottero P, 
Radice A, Tosoni C, et al. Prevalence and 
clinical significance of antineutrophil 
cytoplasmic antibodies in Churg-Strauss 
syndrome. Arthritis Rheum 2005;52(9):2926-
35. 
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ANCA+    p <   odd ratio 
 

Reins   0.0005  19.6 

ANCA neg.   p <   odd ratio 
 

Coeur   0.0002  12 

PHENOTYPES  DE LA GEPA 
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 PNEUMONIE 

INTERSTITIELLE 

ASSOCIÉE AUX ANCA 
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 Fibrose pulmonaire 

 ANCA +, anti-MPO 

 avec ou sans vascularite 

 Rare en Europe 

 Serait plus fréquent au Japon 

PNEUMONIE INTERSTITIELLE 
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 Fibrose pulmonaire 

 Vascularites pulmonaires 

 Bronchectasies (C Tcherakian) 

MALADIES PULMONAIRES ASSOCIÉES AUX ANCA 
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 L’œuf ou la poule?  

 observations de fibroses débutant 

avant l’apparition des ANCA 

 ANCA avec ou sans vascularites? 

ANCA et POUMONS 
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2015 
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70 

20% Remission. Stop steroids 

Relapse or failure: 
randomisation 

24% 

3% 

43% 

Deaths 

Minor relapse or 
corticodependance 
<20mg 

10% Treated out of the protocol 

TRAITEMENT CS. FFS = 0 

Ribi..Guillevin 
Arthritis Rheum 2007, 
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 Mean follow-up: 97.6 ± 39.6 

months 

 Among the 165/193 survivors: 

 57% on CS: 8 ± 0.6 mg/day 

 17% on IS: 

 AZA: 61% 

 MTX: 18% 

 MMF: 11% 

 Oral  CYC: 3% 
 

 

 

 

 

 

Last Visit 
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TIME TO 1ST ADDITIONAL TREATMENT 

Mononeuritis multiplex 

no mononeuritis 
mononeuritis 

P = 0.008 

18 months 
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TIME TO 1ST ADDITIONAL TREATMENT 

Mononeuritis multiplex 

no mononeuritis 
mononeuritis 

P = 0.008 

18 months 

45 patients: 
 23 failures on CS 

22 relapses (12 severe) 

 

 FFS = 0 (n=42) 

 FFS = 1 (n=3) 

 FFS = 2 (n=1) 

 

 Mononeuritis progression (n=28/45) 

 Non-neurological symptoms 

(n=37/45) 
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 FFS 0 = CS only  

 FFS > 0 = CS + IS 

 

 
 

EGPA treatment 

 But 

 FFS 0 patients treated with CS alone relapse more 
frequently even if mortality did not increase 

 Other drugs have not been evaluated 
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CHUSPAN 2 

Endpoint  

24 mo CS 

AZA 

Pcb 

Multicenter, double-blind, randomized, controlled trial 

12 months AZA/placebo treatment + 12 months FU 
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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 
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MEPOCHUSS: OPEN-LABEL PHASE II TRIAL OF MEPOLIZUMAB 
(ANTI-IL5) IN ACTIVE, RELAPSING OR REFRACTORY EGPA (CSS) 

disease activity at start of Mepo: 
– Heart:  perimyocarditis (4) 

– PNS:  mononeuritis/polyneuropathy (4) 

– Gi:  eosinophilic colitis (1) 

– ENT:  sinusitis/otitis media (4) 

– A: arthralgia/arthritis (3) 

Prednisolone  
≥ 12.5 mg/d  

MTX,Aza,Lef 
or CYC 

Mepolizumab 750 mg 

i.v. q4wk 

Dosage 

32 - 4 

 7.5 mg/d 

MTX 0.3 mg/kg i.v. per wk 

 0 52 

Time (wks) 

6/10 pts. 
perimyocarditis/ 
mononeuritis 

Moosig F et al., Ann Intern Med  2011 

W Gross, with permission 
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Mepolizumab    (Anti-Interleukin-5) 

p=0,0059** 

weeks 
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Primary endpoint:  Remission (BVAS=0 + 

pred ≤7.5 mg/d) 

MEPOLIZUMAB (ANTI-IL5) IN ACTIVE, 
RELAPSING/REFRACTORY EGPA 

Moosig F et al., Ann Intern Med 2011 

W Gross, with permission 
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TRAITEMENT D’ENTRETIEN 
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Specks, N Engl J Med, 

2013;369:417-27. 
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Anti- MPO 

Anti- PR3 

Specks, N Engl J Med, 

2013;369:417-27. 
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MAINRITSAN 
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Traitement d’entretien 

22 mo 
2 mg/kg/j 

puis 
décroissance 

Azathioprine 

2 sem 5 mo + 
2 sem 

6 mo 6 mo 

R R R R R 

R = 500 mg de rituximab  
fin  

28 mo 

ANCA workshop 17 april 2013 
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Résultats 
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 Azathioprine : sorties* 

27/58 (46.5%) 

 

  17 rechutes majeures (28.8%) 

 5 pour EI graves (8.5%) 

 5 arrêts pour d’autres raisons, généralement 

personnelles (8.5%) 

* Plusieurs causes chez le même malade 
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 Rituximab * 

6/58 (10.3%) 

 

  3 rechutes majeures (5.2%) 

 3 arrêts de traitement pour d’autres raisons, 

personnelle dans un cas 

 

 * Plusieurs causes chez le même malade 
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ANCA 

% DIAGNOSTIC REMISSION 

(SOUS CYC) 

M 28 

AZATHIOPRINE 93.2 69.6 60.8 

RITUXIMAB 94.7 53.7 24.4 

Même proportion d’anti-PR3 et d’anti-MPO à M28 
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  Azathioprine: 2 (3.3%) 

Septicémie 5 mois après inclusion, au moment d’une 

rechute avec intensification thérapeutique 

Décès 24 mois après inclusion, de cancer du pancréas  

Rituximab: 0 (0%) 
 

Décès à 28 mois 
 

2/115 
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P = 0.002 
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MAINRITSAN 2 
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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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Suivi à long terme de 

MAINRITSAN 1 
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 Suivi moyen: 43.6 mois (IQR, 38.0-49.5 months) 
 

 Rechutes majeures 

10/55 (18.2%) sous RTX 

28/51 (54.9%) sous AZA  
 

MAINRITSAN extension  
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MAINRITSAN extension  

Etude Extension 
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MAINRITSAN extension – Results 

Relapse-free survival according to ANCA specificity 
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MAINRITSAN extension – Results 

Relapse-free survival according to ANCA specificity 
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 1. Cyclophosphamide and rituximab both 

 effectively induce AAV remission but the  

 FVSG recommends rituximab in the  

 following situations (expert consensus): 

 Patients who have already relapsed 

 After IV CYC failure 

 Young patients with fertility concerns 

 Patients who have already received >10 grams of CYC 

 

 
 

Recommendations 
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  7. Prophylaxis against infections is recommended  

 Cotrimoxazole for PJP 

 Anti-TB drugs if needed 

 Vaccination is highly recommended (pneumonia, 

influenza) as soon as possible before treatment 

 IVIg SHOULD NOT be prescribed systematically for 

infection prophyllaxy 

 For hypogammaglobulinemic patients, IVIg prescription 

should follow the recommendations established for 

secondary immune-deficiency management  

 

 
 

Recommendations 



63 

www.vascularites.org 

Hôpital Cochin 

Paris 

Referral Center for  

Rare Systemic and 

Autoimmune Diseases 


