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Rationnel

EULAR recommendations for the management of
ANCA-associated vasculitis: 2022 update

Since there 1is little evidence to guide low-dose GC therapy
during remission in AAV,"* duration and dosage need to be
individualised on a shared decision basis, taking into account
the patient’s individual disease course, risk tor or presence of

GC-related comorbidities and patient preferences. There is

Regularscreenmg for GC related comorbldl-

ties durmg contmued low-dose GC therapy is recommended
according to EULAR recommendations for monitoring adverse
events of low-dose GC therapy.>*

Hellmich B, et al. Ann Rheum Dis 2023;0:1-18. doi:10.1136/ard-2022-223764
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4
Study 1D ES{95% CI} Waeight
No GC Withdrawal ;
DeGroot {1996) f—————— ! 0,09 (~0.08,0.26) 6.63 VI - 43% (| % 31-52
Jayne (2003} —_— : 0,14 (0.09,0.20) 7.76 Se age : 3% ( C95% 31-5 )
DeGroot (2009) e : 01500090211 7.73 Non sevrage : 14% (IC 95% 10-19)
{I-squared = 0.0%, p = 0.805) <> : 0,14 (0,10,0.19) | 2232

I
Late GC Withdrawal |
DeGroot (1996) = : 0.14 (-0.01,0.28) 696
Guillevin {1997) + 0.36 (0.21,050)  6.94
Pagnoux (2005) + 035027 043 7.57
{I-squared = 71.0%, p = 0.032) o 0.29 (.16, 0.42) | 21.47

i
Early GC Withdrawal !
sneller (1995) * 0.37 (0.19,054) 660
Reinhold—Keller (2002) —— 0.37 (0,25, 048  7.31
Guillevin (2003) t; 0.34(0.19,049) 687
Langford (2003) | - 0.52(0.37,067) 6.87
DeGroot (2005) l —_— 0,60 (0,49, 0.70)  7.40
WGET (2005) ; — 0.63 (0.56,0.71) 7.65
Stassen (2007) : a 0.61(0.44,0.78) 661
Metzler (2007) _;g_ QaZiooa nea 713
{l-squared = 79.0%, p = 0.000) | _— 0,48 (0.39,0.58) | 56.41
Heterogeneity between groupp: p = 0.000 :
Owverall (I-squared = 93.4%, p £ 0.000) -_ 0.36{0.25,0.47) 100,00
MNOTE: Weights are from randofn effects analysis !
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Walsh et al. The effects of duration of glucocorticoid therapy on relapse rate in anti-neutrophil cytoplasm antibody associated vasculitis: A meta-analysis. Arthritis Care Res (Hoboken). 2010; 62(8): 1166-1173.
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CORTICOLUP

Cumulative probability of flare (%)

100 -

80 -

60 -

40 -

20

0 -

n, at risk no pred

with pred

+ Censored

Crude HR=0.2 95%CI [0.1-0.6]

p-value=0.002 —

Prednisone withdrawal

Prednisone maintenance

—— e

63 63 8 5 54 2 5 50 50 49 47 a7
1 61 61 61 61 61 61 61 80 60 50 57
! | | |

0 100 200 300

Follow-up (days)

Mathian et al. Withdrawal of low-dose prednisone in SLE patients with a clinically quiescent disease for more than 1 year: a randomised clinical trial. Ann Rheum Dis 2020,79:339-346.



Objectifs

* Critere de jugement primaire : Survie sans rechute (BVAS=0) a M30 post-randomisation

e Critere d’inclusion
* PAM ou GPA
« age>18ans
* Induction par MTX, CYC ou RTX
* Maintenance par RTX selon schéma MAINRITSAN ou MAINRITSAN 3
* Patients sous 5-10 mg au screening avec BVAS =0

e Critere d’exclusion

* EGPA
* Infections aigues (incluant Covid-19) + VHC, VHB ou VIH
* PNN <1500

* Hypogammaglobulinémie <5 g/L (symptomatique) ou 3 g/L (asymptomatique)

* Analyse en ITT, double-aveugle



STUDY DESIGN

. . . . LEGEND
Inclusion Randomization Treatment Period
_szhe. - Prednisone Treatment
S
Prednisone
l l Tapering Img/week Placebo Treatment
Prednisone Prednisone 5mg/day : P'WL d
5-10 mg/day Experimental Arm “\‘S\mg .
WM. L2 Follow-Up Visits

Run-In Period
" ----------------- Prednisone .
Tapering 1mg/week |/ \I
Prednisone Elreeg Placebo 5mg/day ]
5-10 mg/day Sl Control Arm Primary
s En dpoint

Y Day1 M1 M3 M6 M9 Mi2 M13
Inclusion between
-240 days and -15 days before
C2 or (& Maintenance
RITUXIMAB 500 mg RITUXIMAB 500 mg RITUXIMAB 500mg RITUXIMAB 500 mg
15tor 5th 2nd gp 51h 3rd or /" 4r¢ or &

Infusion Maintenance Infusion Maintenance Infusion Maintenance Infusion Maintenance

Schedule of RITUXIMAB administration
MAINRISTAN protocol
MAINRISTAN3 protocol

| Maintenance

18 Months after last RITUXIMAB infusion
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ETAT DES INCLUSIONS

53 patients inclus et randomisés
Mois de mars : deux inclusions et 4 randomisations
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Dynamique des inclusions

e Point majeur : reprise du screening

* Contact des centres investigateurs non-inclueurs
e Rappel du protocole
* Changement d’équipe (déclaration PI)



Contact équipe MAINEPSAN

 ARC coordinatrice Mme Laurinne MA
laurinne.ma@chu-lyon.fr04 72 11 51 69

* Investigateur principal PrJean-Christophe Lega
jean-christophe.lega@chu-lyon.fr 06 42 2517 21

On compte sur vous !



