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Diseasea
stratification

Eemizsion
induction

Remizsion
maintenance

Stratification

Treatrment

l New-onset active EGPA

|

|

FF5 = 1 or presence of peripheral
neuropathy, alveolar haemorrhage or other
organ- or life-threatening manifestations

|

{Intravenous pulse followed by) high-dose
oral glucocorticoids + cyclophosphamide
or rituximab

Glucocorticoids + rituximab and/or
mepolizumab andfor DMARDs

)

Mon-severs

FFS = 0 and absence of peripheral
neuropathy, alveolar haemorrhage or othar
organ- or life-threatening manifestations

}

Glucocorticoids alone

|

Glucocorticoids + mepolizumab

| Relapsing EGPA

{

Severe systemic relapse

|

{Intravenous pulse followed by) high-dose
oral glucocorticoids + cyclophosphamide

or rituximab

|

Mon-severs

Mon-severe systemic or respiratory relapse

|

Glucocorticoids alone or glucocorticoids +
mepolizumab. Optimize inhaled therapies

Emmi G, Nat Rev Rheumatol. 2023



Quelle biothérapie pour les rechutes/formes
réfractaires ?

* Mepolizumab ou benralizumab ?
* Quel traitement apres un échec de mépolizumab ?

* Peut-on diminuer la dose de mépolizumab ?



AVIS SUR LES Benralizumab

MEPICAMENTS EASENRA 30 mg,

solution injectable en seringue préremplie et solution injec-
table en stylo prérempli

Inscription

Adopté par la Commission de la transparence le 10 septembre 2025

= Granulomatose éosinophilique avec polyangéite (GEPA)
=+ Adulte
= Secteurs : Ville et Hopital

Synthése

adultes en traitem

Place dans la | Pour la démonstration de la non-infériorité du benralizumab par rapport au mépo-
stratégie thé- | lizumab, il a été admis une borne de non-infériorité prédéfinie de - 25% ; ce seuil
rapeutique conduit & envisager une perte de chance élevée pour les patients traités pour les
patients par benralizumab par rapport & ceux traités par mépolizumab.

A ce jour, dans la stratégie actuelle®® en cas de GEPA réfractaire ou récidivante
a la corticothérapie associée ou non a des immunosuppresseurs, le seul traite-
ment biologiqgue recommandé est le mépolizumab en ajout de la corticothérapie
associée ou non & des immunosuppresseurs.

De plus on ne dispose pas de données robustes sur la durée totale cumulée de
rémission, ni sur la seule épargne cortisonique.

En conséquence, au regard des données disponibles, la Commission ne peut pas
définir la place de FASENRA (benralizumab) dans la stratégie thérapeutique de
la GEPA & ce stade de la maladie, en particulier par rapport & NUCALA (mépo-

lizumahl

Y = -

Service médi- | INSUFFISANT pour justifier d'une prise en charge par la solidarité nationale au

cal rendu regard de l'alternative disponible
(SMR)

Intérét de Ces speécialités ne sont pas susceptibles d'avoir un impact supplémentaire sur la
santé publique | santé publique.
(ISP)




Mepolizumab ou benralizumab ?

. MANDARA : étude d’extension en ouvert

A 1007 Double-blind period Open-label extension period
Randomised 1:1
N=140 w0
®
Double-blind study period % 807
Benralizumab 1 x 30 mg Mepolizumab 3 x 100 mg g
52 weeks SC Q4W (n=70) SC Q4W (n=70) £ o
a | === Benralizumab/
Open-label extension ® bencalizumab n=66)
Benralizumab 1 x 30 mg = Mepolizumab/
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g =5- Mepolizumab)
'g benralizumab (n=62)
a o Ll T Ll T L] L Ll LI LI L] L] L L LI LI L] L] L] L LI 1 L] L] L] L) Ll
14 9-12 17-20 25-28 33-36 41-44 49-52 57-60 73-76 101-104
. Week
s Ben::lllir:uﬁ;::;tr::llil:::::! 0 0 0 0O 1 4 10 14 15 19 22 23 27 28 28 28 27 29
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% of patients

Mépolizumab ou benralizumab ?

A)
100=

80=

Données de vraie vie : population matchée sur sexe, age, BVAS, dose OCS (n=88 X 2)

Mepolizumab Benralizumab
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Mattioli, Journal of autoimmunity , 2025



Mepolizumab ou benralizumab ?

4 ‘ Données de vraie vie sur 342 patients EGPA traités par benralizumab :

> Sevrage des corticoides oraux entre 32 et 68% des cas
» Diminution des immunosuppresseurs
» Hétérogéneité des patients

® Bronchial @Sinonasal ®Cardiac @Neurological BDermal 0GI B Renal
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Jackson, JACI pract, 2025



Mépolizumab ou benralizumab ?

* En pratique un seul a une autorisation de remboursement en France

* Intérét du benralizumab en 2¢ ligne ?



Echec des anti IL5/5R : comment switcher ?

* Dans la GEPA, moins bonne
réponse du benralizumab en 2¢
ligne apres mépo

-
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Percent of patients

204

Bl Overall
Bl Without prior mepolizumab
Bl With prior mepolizumab

Total Complete Partial GCs Primary JMVasculitis
regsponse response  response \ithdrawal  failure flare

Cottu A, et al. Ann Rheum Dis 2023



Echec des anti IL5/5R : comment switcher ?

* France. Cohorte RAMSES, essai émulé

* Dans I'asthme séveére, il serait préférable de changer de classe apres échec d’un anti IL5/5R (essai émulé).

RAM. _ ‘ﬁ‘-ﬂﬁ 52 centers Propensity score analysis .
- + Conclusions
Inverse Probability of Treatment Weightin il - i itchi
N = 2046 patients with severe asthma Y Enting * After anti-IL-5/5R failure, switching
¥ to anti-IL4R demonstrated similar
Target trial emulation | |i| ® lil improvement in Asthma Control
¥ .
N = 151 patients with antiILS/SR |'H| Tes_t scf:res compared to intra-class
treatment failure | L - switching.
P . ¥ h / - - - * Anti-IL4AR may be more effective in
N =103 N =48 'I‘ reducing oral corticosteroid use.
Switch to anti- Switch to another
ILAR anti-IL5/5R %
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Outcomes are presented in the weighted population and p-values are from tests assessing if differences in values measured between baseline (M0) and
& months (M6) were different between the two treatment arms. Abbreviations: ACT, Asthma Control Test; FEV1, forced expiratory volume in 1 second) -,
OCS, oral corticosteroids. .

Valery S, JACI, 2024
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Echec des anti IL5/5R : comment switcher ?

Dupilumab (asthme sévere)

V- - - Rémission : ACQ-6 score of <1.5, elimination of exacerbations,
- 39 patients, échec de mepo/benra cessation of mOCS for asthma, and stable lung function
Characteristic Remizzion (M = 16) (43%) Nonremigsion (N = 21) (§7%]) P value
Adult-onset asthma, n (%) 6 (3E) 10 (48) 74
Atopy, n (%) 13 (&1} 14 (67) .
Nasal polyposis, n (%) 7 (45) 8 (3E) i
mCS requirement at the initiation of dupiluomab, n (%) & (500) 12 (57) T3
Exacerbation rate in year before dupilumab, mean (5D 3.1 (1.3) 3.2 (1.3) i
ACQ-6, mean (5D) 24 (1.1} 3.3 (1.3) A6
FE%1 (L) at the initiateon of dupilumab, mean (SD) 24 (1.1) 2.1 ((hR) 53
Blood eosinophil count before any mAb, median (TOQR ) 0.7 (05-1_1) (.6 ((.5-0.75) A3
Blood eosinophil count at dupilumab mitiation, median (IQR ) O (=011 0 ((-0.15) A5
FeMNO (ppb) before any mAb initiation, median (IQR) B3 (39-198) 75 (42-) 3=
FeNO (ppb) at initistion of dupilumab, median (IQR) 79 (44-124) 34 (30-69) .6
Total IgE (KUL), median (IQR) 272 (634000 I82 (164-481) iyt

Gates, JACI pract, 2024




Dupilumab (GEPA)

Echec des anti IL5/5R : comment switcher ?

Type of
Authors manuscript EGPA manifestations Treatment approach Indication for Efficacy Safety Treatment
(patient’ PP dupilumab y R duration
features)
Dupitumab
Matucci et Case report 5<?w'ere asthma, pulmonary . Uncmltrollgd‘ severe Improvement in asthma and nasal _ _
infiltrates, nasal polyps Dupilumab asthma requiring high ) : No adverse events 18 m
al, 2021 (36, M) . symptoms, OCS dose reduction
and peripheral neuropathy dose of OCS
Severe asthma, pulmonary Absence asthma relapses,
: . - Uncontrolled asthma and . . :
Adachi etal, | Case report infiltrates, CRSwWNP, . e . improvement in neurological and
. . . " Dupilumab vasculitis disease despite . . _ No adverse events 6m
2022 (43, F) eosinophilic and vasculitic e systemic symptoms, OCS dose
. rituximab ) .
involvement reduction
Caminati et Case report Seve_re ﬂs.ﬂ]mﬂ' (?R.“SW ’ . Uncontrolled CRSwNP on Improvement in nasal outcomes. Transient asymptomatic
neurological. cardiac and Dupilumab . and asthma symptoms, OCS o . 12m
al, 2023 (70, M) ] . ] mepolizumab 100 mg qdw . . . hypereosinophilia
renal involvement discontinuation
. Case Seres Severe asthma, CRSwWNP, Uncontrolled CRSw Improvement in upper and lower . . -
Piga et al. (3 patients, X B . and asthma on L _ _ Asymptomatic hypereosinophilia,
g skin, neurological and Dupilumab . , respiratory symptoms, OCS . 24-36m
2023 52, M .onstitutional svmptoms benralizumab and/or liscontinuati arthromyalgias
57. M- 55. F) constitutional symptoms mepolizumab discontinuation
é 22 discontinuations (1 myalgia, 2 \\
anaphylactic shock, 12 relapses, 6
Retrospective 33 partial or complete response drug-induced eosinophilia
. multicenter ] Uncontrolled ENT and 22 P . L pe P ’ without relapse, 1 cancer), 20
Molina et al, Severe asthma and . . . tapering or discontinuation of .
European i Dupilumab asthma, requiring high A A G mild to moderate adverse events, 18 m
2023 CRSwNP . OCS, improvement of BVASv3 . oy ;
study dose of OCS and asthma svmbtoms 34 eosinophilia, of which 14
(51 patients) ymptom: asymptomatic, 14 with relapses
and symptoms unrelated to
EGPA in 6 /
E

Padoan, Rheumatology, 2025
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a

9 patients EGPA dont en echec
de mepo

Dupilumab 300 mg

Prednisone

26
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2 HE dont 1 avec symptémes
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Padoan, Rheumatology, 2025



BI-THERAPIE ?

Combination therapy

Severe asthma. CRSwNP,

Galant - Case setles eosinophils > 1500/mm3 Mepolizumab + Severe asthma and . Al_)seuce Of.al:’thma relapses, )
Swafford et (2 patients, and pulmonary Dupilumab CRSWNP immprovement in ENT symptoms, No adverse events Ilm:2m
al, 2020 13, M: 16 F) pumonary P o reduction of eosinophils and OCS
consolidation
Briegel et al. | Case report Severe asthma and Benralizumab + Unconu'ol_lec'll CRSWNP on Improvement in asthma and ENT Increase in blood eosinophil
iy . benralizumab, 18m
2021 (24, F) CRSwNP Dupilumab . . : symptoms count after 8 weeks
eosinophilia on dupilumab
Pitlick and Case report Mepolizumab + Improvement of blood eosinophil
Pongdee et P CRSwNP Repo Uncontrolled CRSwNP P P No adverse events I m
al 2022 (41.F) Dupilumab count
Lommatzsch ((,;ase:er:)res Severe asthima and Benralizumab + ) Absence of asthma relapses, No adv vent 6 m: 25
et al, 2022 - p:? s, CRSwWNP Dupilumab OCS dose reduction O adverse events m; &) m
26, F; 55 M)
Anai et al, Case report Severe asthma and Mepolizumab + Uncontrolled asthma on At‘)semlze ofasthl_na l‘élapses, _
L . . improvement in asthma No adverse events 4m
2022 (42, M) sinusitis Dupilumab mepolizumab .
symptoms, OCS dose reduction
. . Uncontrolled atopic Improvement in skin
\ I + . . .
Twadate et Case report EGPA EL'[IdIEI-tDp 'c '\rIepo]}Iumnb dermatitis with IgE manifestations and IgE levels, No adverse events 12m
al, 2023 (60, M) dermatitis Dupilumab . : .
elevation on mepolizumab OCS dose reduction
. Uncontrolled CRSwWNP on : Absence of astima relapses,
Davanzo et Case report Severe asthma and Dupilumab + benralizumab mmprovement i ENT symptoms No adverse events 12m
al, 2024 (54.F) CRSwNP Benralizumab . o ; and audiometry, OCS
eosinophilia on dupilumab di . .
1scontinuation
) . UHCOHUUH.Ed CRSWNP on Improvement in ENT and asthma
Nakamura et | Case report, S Dupilumab + mepolizumab, but ) _ ) . _
al. 2024 (55.F) CRSwNP Mepolizumab worsening of neuropathy symptoms, and reduction of No adverse events 19m
T o . MPO-ANCA titer
on dupilumab
Maf““’" Case report Severe asthma, CRSwNP Mepolizumab + Uncontrolled CRSWNP on Improvement n CF.{SW . . -
Martinho et L. S . . symptoms and imaging, OCS Asymptomatic hypereosinophilia 12m
(47.F) and skin manifestations Dupilumab mepolizumab . ) -
al, 2024 discontinuation

Padoan, Rheumatology, 2025




Echec des anti IL5/5R : comment switcher ?
Tezepelumab

Allergens Chemicals Microbes Mucus hypersecretion
" Airway hyperresponsiveness
. ® 0 s 2D
Airway #<¢ .
Epithelium o e
\ / 4
TSP < ;
e % e ° IL-5,
f TSLP_ i :' o 1 Lig
°® DC " /\ Vel CSF,
2
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Echec des anti IL5/5R : comment switcher ?

Tezepelumab

Augmentation de TSLP sérique dans la GEPA active
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Tsurikisawa, Clin Exp Allergy, 2017
Kotas, JCI insight, 2021
Lyons, Nat Com, 2019



Echec des anti IL5/5R : comment switcher ?
Tezepelumab

N Vg 8 patients, échec anti IL5 depuis 25 mois (SD, 17 mois )
e AN\
A B C 1116
. 6 - -
8 % 25
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6 o 20 T
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ACQ 6 score

SNOT-22

Blood eosinophil count &)

100 ~

80 -

60 -

40

0.75 4

0.60 -

0.45 4

0.30 4

0.15 4

0.00 -
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Nanzer, CHEST, 2025



_IL-4, IL-6, IL-13, TSLP, PGD2 Diminue sous dupi et teze
u'oz. '-m TGF- W’“"" Facteur associé a la bonne réponse

‘.‘.W‘

IC2  Macrophage  Neutrophil Lymphocyte



Et si on intégrait la feNO pour le choix de la 2¢

lighe ?
Echec mepolizumab

>25-50 ppb
L <25 ppb
Teze
: Benra
Ou dupi +/- mepo ?




Peut-on diminuer |la dose de mépolizumab
apres rémission ?

* Pas de rationnel clair pour la dose a 300 mg
e Dans l'asthme sévere, pas d’effet supérieur de la dose 750 mg IV

* Traitement mensuel : 2658,12 € -> 918,66 €
Soit économie de 1739,46 x 12 = 20 873,52 € /an



Peut-on diminuer |la dose de mépolizumab ?

Rétrospectif
45 patients traités par mepo 300 mg/4 sem,

12 (27%) passent a 100 mg/4 s apres 26.5 mois, si BVAS =0, ACT>20, pas de CSO sur 1 an

Apres un suivi de 27.5 mois (IQR 16.0-46.3) :
= six patients (50%) sont en rémission compléete

" six patients s'aggravent sur le plan ORL : 1 chirurgie, 2 traitement local, 3 mépo 300
= Aucune poussée de vascularite

» Importance du traitement local +++
» Diminution peut-étre faisable chez certains patients

Moroni, Rheumatology, 2025,



Peut-on espacer les doses ?

Depemokimab

. ClinicalTrials.gov. A Study of GSK3511294 (Depemokimab) Compared With Mepolizumab or Benralizumab in
Participants With Severe Asthma With an Eosinophilic Phenotype (NIMBLE). Available at:
https://clinicaltrials.gov/study/NCT04718389 [ Accessed May 2024.

( )
ClinicalTrials.gov. Efficacy and Safety of Depemokimab Compared With Mepolizumab in Adults With

Relapsing or Refractory Eosinophilic Granulomatosis With Polyangiitis (EGPA) Available at:

https://clinicaltrials.gov/study/NCT05263934 [ 7 Accessed May 2024.

. J

. ClinicalTrials.gov. Efficacy and Safety of Depemokimab (GSK3511294) in Participants With Chronic

Rhinosinusitis With Nasal Polyps (ANCHOR-I) Available at: https://clinicaltrials.gov/study/NCT05274750 [
Accessed May 2024

. ClinicalTrials.gov. Efficacy and Safety of Depemokimab (GSK3511294) in Participants With Chronic
Rhinosinusitis With Nasal Polyps (ANCHOR-2) Available at: https:/clinicaltrials.gov/study/NCT05281523 [
Accessed May 2024.

. ClinicalTrials.gov. Depemokimab in Participants With Hypereosinophilic Syndrome, Efficacy, and Safety Trial
(DESTINY) Available at: https://clinicaltrials.gov/study/NCT05334368 [ © Accessed May 2024.




Diseasea
stratification

Eemizsion
induction

Remizsion
maintenance

Stratification

Treatrment

l New-onset active EGPA

|

|

FF5 = 1 or presence of peripheral
neuropathy, alveolar haemorrhage or other
organ- or life-threatening manifestations

|

{Intravenous pulse followed by) high-dose
oral glucocorticoids + cyclophosphamide
or rituximab

Glucocorticoids + rituximab and/or
mepolizumab andfor DMARDs

)

Mon-severs

FFS = 0 and absence of peripheral
neuropathy, alveolar haemorrhage or othar
organ- or life-threatening manifestations

}

Glucocorticoids alone

|

Glucocorticoids + mepolizumab

| Relapsing EGPA

{

Severe systemic relapse

|

{Intravenous pulse followed by) high-dose
oral glucocorticoids + cyclophosphamide

or rituximab

|

Mon-severs

Mon-severe systemic or respiratory relapse

|

Glucocorticoids alone or glucocorticoids +
mepolizumab. Optimize inhaled therapies

Emmi G, Nat Rev Rheumatol. 2023



GCou GC+CYCencasde FFS=0?

Group == Gls =+ GOspus CYC

2 os-
5
[J LJ ’ ’ g e
272 patients. Essai émulé ¥
E— B
: P=0.968
-1
ki
=
a 2 i 6 ] 10 1z
Monihs since diagnosis
Variables Events, # (%) Crude analysis Weighted analysis (IPTW)
All GCs GCs plus HR or P-value HR or P-value
patients group CYC group OR (95% CI) OR (95% CI)
Overall population
n 250 177 73
Overall relapse at 12 months 20 (8) 11(6)  9(12)  HR:2.04(0.85,4.93) 0.112 HR: 1.66(0.53,5.20) 0.386
Major relapse at 12 months 14 (6) 6 (3) §(11)  HR:3.34(1.16,9.62) 0.026 HR:2.05(0.53,7.94) 0.297
Death at 12 months 3(1) 3(2) 0(0) — — — —
GC-dependent asthma or 146 (61) (n=241)" 99(59) 47 (65) OR:1.11(0.90,1.38) 0.314 OR: 1.60 (0.89,2.86) 0.116
ENT symptoms at 24 months
Patients with severe manifestations
n 102 59 43
Overall relapse at 12 months 11 (11) 5(9) 6(14)  HR:1.72(0.52,5.62) 0.373 HR:0.85(0.24,3.01) 0.807
Major relapse at 12 months 10 (10) 4(7) 6(14)  HR:2.16(0.61,7.65) 0.234 HR:0.97 (0.26,3.66) 0.969
Death at 12 months 0(0) 0{0) 0(0) — — — —
GC-dependent asthma or 55(57) (n=96)* 28(52) 27(64) OR:1.24(0.88,1.76) 0.218 OR: 1.68 (0.71,3.94) 0.237

ENT symptoms at 24 months

Sorin, Rheumatology, 2025



Ritux ou CYC en induction ?

I I 105 patients.

comunmtonsiarose W] [W]H M M WM WM
1 1

3 3 3 3 3 4
T T T 1 1 1 1 1 1
©: D015 029 050 O7F D92 D113 DI D155 D180 0270 0O

Lo —1=1 "t i
o: 029 050 071 092 D113 D1 D155 D180 ©O270 030

Experimental group f "t 1t " 1t t t
POO OO0 OO OO © ©0

@ = hospitalization

@ = consultation 0
Prednisone
{ =cyclophophamide i.v.

t = placebo-cyclophophamide i.v.
t

{ =rituximab iv., 1 gram
1 = placebo-rituximab i.v.

t = premedication before rituximab or placebo i.v.

Newly diagnosed or relapsing active
EGPA (BVAS 23) Primary End of
.l-ndauuﬂonmmv:ﬂaﬂe;um endpoint study
- ANCA status (positive vs. negative)

Conventional group l. L }

3 ) Il I I 4 I 1 1 ]
1 1 T T T T T T T T 1

D180 0270 DGO

= uromitexan i.v. I T T T T T T 1
01 015 O onn D155  D1SO 0220 DIEO

Experimental_group t t

b0 000000 © 6 ©

Primary End of
endpoint study

= placebo-uromitexan i.v.

Outcome

Rituximab (n = 52),
n (%) [95% CI]

Crude Relative Risk
(95% ClI)

Conventional Strategy
(n=53),n(%)[95% ClI]

Adjusted Relative Riskt
(95% ClI)

Remission
6 mo
12 mo

BVAS=10
6 mo
Missing data
12 mo
Missing data

Prednisone <7.5 mg/d
6 mo
Missing data
12 mo
Missing data

Terrier, Annals Int Med, 2025

33(63.5)[50.4-76.6]
31(59.6)[46.3-73.0]

39(78.0)[66.5-89.5]
2
42 (85.7)[75.9-95.5]
3

42 (84.0)[73.8-94.2]
2
37 (77.1)[65.2-89.0]
4

32(60.4)[47.2-73.6]
34 (64.2)[51.2-77.1]

1.05(0.78-1.42)
0.93(0.69-1.26)

1.08 (0.80-1.45)
0.93(0.72-1.23)

39(73.6[61.7-85.5]
0
45 (86.5[77.3-95.8]
1

1.06 (0.85-1.32) -

0.99(0.85-1.16) -

44 (83.0)[72.9-93.1] 85-1.20) -
0
37(71.2)[58.8-83.5] 1.08 (0.86-1.37) -
1




En résumeé

* Mépolizumab reste le traitement de lere ligne

* Pas de recommandation sur la 2¢ ligne ( proposition personnelle :
benra ->teze->dupi ou bithérapie mepo+dupi ???? )

* Intégrer si possible la feNO dans le choix du traitement en 2 ligne

 Participer a la recherche !!!!



	Slide 1
	Slide 2: Liens d’intérêt 
	Slide 3
	Slide 4: Quelle biothérapie pour les rechutes/formes réfractaires ?
	Slide 5
	Slide 6: Mepolizumab ou benralizumab ? 
	Slide 7: Mépolizumab ou benralizumab ? 
	Slide 8: Mepolizumab ou benralizumab ? 
	Slide 9: Mépolizumab ou benralizumab ? 
	Slide 10: Echec des anti IL5/5R  : comment switcher ? 
	Slide 11
	Slide 12: Echec des anti IL5/5R  : comment switcher ? Dupilumab (asthme sévère) 
	Slide 13: Echec des anti IL5/5R  : comment switcher ? Dupilumab (GEPA) 
	Slide 14
	Slide 15
	Slide 16: Echec des anti IL5/5R  : comment switcher ? Tezepelumab 
	Slide 17: Echec des anti IL5/5R  : comment switcher ? Tezepelumab 
	Slide 18: Echec des anti IL5/5R  : comment switcher ? Tezepelumab 
	Slide 19
	Slide 20: FeNO 
	Slide 21: Et si on intégrait la feNO pour le choix de la 2e ligne ? 
	Slide 22: Peut-on diminuer la dose de mépolizumab après rémission ? 
	Slide 23: Peut-on diminuer la dose de mépolizumab ? 
	Slide 24: Peut-on espacer les doses ? Depemokimab 
	Slide 25
	Slide 26: GC ou GC+CYC en cas de FFS=0 ? 
	Slide 27: Ritux ou CYC en induction ? 
	Slide 28: En résumé 

