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* De nouveaux traitements pour les maladies systémiques ?

* Mutations somatiques et maladies inflammatoires (exemple du
VEXAS)






Lupus systemique
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Two-Year, Randomized, Controlled Trial

of Belimumab in Lupus Nephritis

Richard Furie, M.D., Brad H. Rovin, M.D., Frédéric Houssiau, M.D_, Ph.D.,

Ana Malvar, M.D., Y.K. Onno Teng, M.D., Ph.D., Gabriel Contreras, M.D., M.P.H.,
Zahir Amoura, M.D., Xueging Yu, M.D., Chi-Chiu Mok, M.D.,

Table 1. Baseline Demographic and Clinical Characteristics of the Patients in the Modified Intention-to-Treat Population.*

Characteristic
Female sex — no. (%)
Age —yr
Race or ethnic group — no. (%)
Asian
White
Black
American Indian or Alaska Native
Multiple races or ethnic groups
Geographic region — no. (%)
Asia
Europe
United States or Canada
Americas, excluding United States and Canada

Belimumab

(N=223)
197 (88)
33.7:10.7

114 (51)
73 33)
30 (13)

40
2(y

106 (48)
41(18)
38 (17)
18 (17)

Placebo
(N =223)
196 (88)

33.1+106

109 (49)
75 (34)
31 (14)

6(3)
2(1)

105 (47)
45 (20)
38 (17)
35 (16)

Total
(N = 446)
393 (88)

33.4:107

223 (50)
148 (33)
61 (14)
10 (2)
4(1)

211 (47)
86 (19)
76 (17)
73 (16)
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ANIFROLUMAB 300 mg, solution a diluer pour perfusion

L u p u S PUBLIE LE 23/ )21 - MISE A JOUR LE 03/( )21

Anifrofurnab, 300 mg

(N=180)

The N ®(®) =< & B H’W

JO U R P Spécialité(s) pharmaceutique(s) Placebo (=182

ANIFROLUMAB 300 mg, solution a diluer pour perfusion #1236 40 44 48 %

ESTABLISHED IN 1812 [rial

Substance active
Trial of Anifroluma  Anifrolumab

E.F. Morand, R. Furie, Y. Tanaka . "
A. Berglind, Titu‘aire

Hazard ratio, 0.65 (95% C1, 0.46-0.91)

Astra Zeneca Placebo (N=182)
Table 1. Baseline Demogra "
s e | Amfrolumab, 300 m:
Statut J_{_/—f—"f"_m?'
Characteristic ATU du 28/06/2021 R
Age =N Début le 09/08/2021 ;i“:nm::”.‘.:;‘l 36 0 a4 41 52

Indications

Traitement de fond additionnel chez les patients adultes atteints d'un Lupus Erythémateux Systémique (LES) insuffisamment controlé (ou intolérant)
malgré un traitement optimal avec les biothérapies actuellement disponibles

| Hispanic or Latino ethnic group — no. (%) 54 (29.7) 54 (30.0) |



Lupus systemique

F@®

CrossMark

Lancet 2021; 397: 2070-80
Published Online

May7, 2021
https://doi.org/ 10,1016/

Efficacy and safety of voclosporin versus placebo for lupus
nephritis (AURORA 1): a double-blind, randomised,
multicentre, placebo-controlled, phase 3 trial

Brad H Rovin, ¥ K Onno Teng, Ellen M Ginzler, Cristina Arriens, Dawn | Caster, juanita Romero-Diaz, Keisha Gibson, Joshua Kaplan, Laura Lisk,
Sandra Navarra, Samir V Parikh, Simrat Randhawa, Neil Solomons, Robert B Huizinga

Summary

Background Voclosporin, a novel calcineurin inhibitor approved for the treatment of adults with lupus nephritis,
improved complete renal resp rates in patients with lupus nephritis in a phase 2 trial. This study aimed to
evaluate the efficacy and safety of voclosporin for the treatment of lupus nephritis.

Voclosporingroup  Placebo group
(n=1739) (n=178)

Median age, years 31(18-62) 32 (18-72)
Sew

Male 18 (10%) 26 (15%)

Female 161 (90%) 152 (85%)
Mean weight, kg 66-49 (17.07) 66-55(16-11)
Raca®

White 68 (38w) B1(34%)

Black 26 (15%) 19 (11%)

Asian 53 (30%) 56 (31%)

Othert 32 (18%) 42 (24%)
Ethnicity*

Hispanic or Latino 57 (32%) 59 (33%)

Mor-Hispanicor 122 (68%) 118 (66%)

non-Lating

Unknown (] 1(1%)
Fheginn

Northand Latin America 75 (42%) 74 (42%)

Europe and South Africa 52 (29%) 52 (29%)

Asla-Pacific 52 (29%) 52(29%)

Proportionaf patients with complete renal response (%)

100 =

3 Voclosporin group (n=179)

B Placebo group (n=178)
41%
1%
3%
20%
Week 24 Week 52
Study week







Sjogren
* Rituximab : mitigé

 Tocilizumab : aucun effet
* Abatacept : quasi aucun effet

* Plus d’espoir ? On arréte ?



Sjogren
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Composite of Relevant Endpoints for Sjogren's Syndrome (CRESS):

development and validation of a novel outcome measure

Suzanne Arends, PhD * . Liseth de Wolff, MD * . Jolien F van Nimwegen, PhD . Gwenny M P J Verstappen, PhD
Jelle Vehof, PhD « Prof Michele Bombardieri, PhD « Prof Simon J Bowman, PhD . Elena Pontarini, PhD
Alan N Baer, MD - Marleen Nys, PhD . Prof Jacques-Eric Gottenberg, PhD - Renaud Felten, MD - Neelanjana Ray, PhD,

Prof Arjan Vissink, PhD - Prof Frans G M Kroese, PhD - Prof Hendrika Bootsma, PhD A Show less

Show footnotes

able 2: CRESS response rates at week 24 of abatacept and placebo groups

Responders abatacept esponders placebo

S ystemu: disease ClinESSDAI

acti
Patient-reported ESSPRI 58% 22%
symptoms

feargland  SELR Ao 8% 36%

Salivary gland UWS/SGUS 58% 41%
Serological RF/1gG 64% 19%
Ge e 38N T ST A Response on 23 items of 5 65% 18%

Published: May 26,2021 « DOI: https://doi.org/10.1016/S2665-9913(2

Abbreviations: see Table 1
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Sjogren

ABSTRACT NUMBER: L19

lanalumab (VAY736), a Dual Mode of Action Biologic

Combining BAFF Receptor Inhibition with R Call Danlatinn

for Treatment of Primary Sjogren’s Syndr
International Randomized, Placebo Conti
Finding Study in 190 Patients

Meeting: 2019 ACR/ARP Annual Me
Date of first publication: October 2
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Sclérodermie systemique

Tocilizumab in systemic sclerosis: a randomised, double-
blind, placebo-controlled, phase 3 trial

Dinesh Khanna, Celia ) F Lin, Daniel E Furst, Jenathan Goldin, Grace Kim, Masataka Kuwana, Yannick Allanore, Marco Matucci-Cerinic,
Oliver Distler, Yoshihito Shima, Jacob M van Laar, Helen Spotswood, Bridget Wagner, Jeffrey Siegel, Angelika Jahreis*, Christopher P Denton®,

for the focuSSced investigators

Summary
sclerosis. We

3

Background A phase 2 trial of tocilizumab showed preliminary evidence of efficacy in sy

skin fibrosis and systemic sclerosis-associated interstitial lung disease (SSc-ILD) in a phase 3 tna] to investigate the

safety and efficacy of tocilizumab, an anti-interleukin-6 receptor antibody, in the treatment of systemic sclerosis.
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Sclérodermie systemique
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Nintedanib for Systemic Sclerosis—
Associated Interstitial Lung ]

g
Oliver Distler, M.D., Kristin B. Highland, M.D., Martina C E --------------------------------------------------------------------------
Arata Azuma, M.D., Aryeh Fischer, M.D., Maureen D. o
Ganesh Raghu, M.D., Wiebke Sauter, Ph.D., Mannaig E +7 Nintedanib
Margarida Alves, M.D., Emmanuelle Clerisme-Be E o 1
Susanne Stowasser, M.D., Kay Tetzlaff, M.D., Masatakz %E 404 L
and Toby M. Maher, M.D., for the SENSCIS Trial Inv L : 60 1
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N Engl | Med 2019;380:2518-28. "_.:: £ -80- l I
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Copyright © 2019 Massachusetts Medical Society, -100+
g Placebo [
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= -140 T T T T T T 1
0 2 4 6 12 24 36 52
Week
No. of Patients
Mintedanib 288 283 28] 273 278 265 262 241
Placebo 288 283 281 280 283 280 268 257



Conceptual framework for the management of S5¢-ILD

Sclérodermie systémigque

O +
-:::'::r- Disease status decision point
SYSTEMIC SCLEROSIS-ASSOCIATED INTERSTITIAL LUNG DISEASE:

O Assessed disease status ‘

Treatment/management -
-

Dinesh Khanna MD MSc!%; Alain Lescoat MD PhD'#; David Roofeh MD'Z;

Elana ] Bernstein MD MSc; Ella A Kazeroont MD MS?, Michael D Roth MD’; No 2 v
Fernando Martinez MD MS*; Kevin R Flaherty MD MS’; Christopher P Denton MD Phl _ e e

How to incorporate two Food and Drug Administration-approved therapies in clinical pra
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BMWT = six-minute walk test, DLeo = diffusion ¢ apacity of the lungs lor carbon monoxide,
FVE = forced vital capacity, GERD = Gastroesophageal reflux disease
HRCT hl;l:h resolution computed hlnllu;r.l[hlnr- HSCT = hemai ypoietlc stem o ell transplant,

ILDY = Interstitial Lung disease, PFT = pulmonary function tests
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E Birmingham Vasculitis Activity Score

Table 1. Baseline Demographics and Characteristics of Evaluated Patients

50+ Reduced-dose High-dose
glucocorticoid plus  glucocorticoid plus
= rituximab (n = rituximab {n =
= ituximab ( 69) ituximab (n = 65)
jg 40 Age, median (IQR), y 73 (66-78) 74 (68-78)
= Sex, No. (%)
% é 304 S Female 43 (62.3) 37 (56.9)
e Male 26 (37.7) 28 (43.1)
JAMA | Original Investigation g g 3. Diagnosis, No. (%)
Effect Of Red uced " Dose VS H IE _@ v : Microscopic polyangiitis 53(76.8) 51(78.5)
. . . . = Granulomatosis with 16 (23.2) 13 (20.0)
onRemissionInductionin AN £ '™ f - T polyaniiti
. L. . [ 1 gl % i Renal-limited vasculitis 0(0.0) 1(1.5)
A Randomized Clinical Trial o = 5 = ANCA positvity, No. (%)
_ {'] '1 2' é ‘i é é MPO-ANCA? 60 (86.9) 55(84.6)
Shunsuke Furuta, MD, PhD. Daiki Nakagomi. MD, PhD, Yosl Months PR3-ANCAP ) (130) 10 (15.4)
Takao Suglyama, MD., PhD; Koichi Amano, MD, PhD; Takest Estimated glomerular 52.0(31.4-74.6)  55.3(41.2-72.3)
Kazuhiro Kurasawa, MD, PhD; Yasuhiko Kita, MD, PhD; Ryu No. at risk filtration rate, median (IQR),
Keita Ninagawa, MD; Keiju Hiromura, MD, PhD; Shin-ichiro ~ Reduced-dose group 68 67 64 66 65 ?L(miféé.?imzl(ngr}n;l =
Hideki Hanaoka, MD, PhD; Kei lkeda, MD, PhD; HiroshiNak ~ High-dosegroup 64 63 60 56 58 okl il AR )
Visual analog scale for treatment toxicity
Procedures 5 _
Participants were random E i q L less £ TR
2 o £ | _ Serious adverse events were less frequent in the reduced-dose
= = 8
i glLICGCOI‘thDiFi 8 | ‘ group (21 eventsin 13 patients, 18.8%) than in the high-dose group
lone were 0.5 mg/kg/d i1 5E ¢ s
o= ] 1 1 0, 1 - Q 0
groupand 1.0 mg/kg/d i 2 = (41 events in 24 patients, 36.9%) (difference, -18.1% [95% CI,
50 = 0, — oL P = ¥ 1 ¥
Prednisolone was stoppe 25 o 33.0%to 3.? %]; P =.02) {Tablel%).Ser101151nfect19nswerfealso
- = less frequent in the reduced-dose group (7 events in 5 patients,
group, while the dose of [ 5
of 10 mg/d by 5 months i T 7.2%) than in the high-dose group (20 events in 13 patients,
= il 20.0%) (difference, —-12.8% [95% CI, -24.2% to -1.3%]: P = .04).
0 1 2 3 4 5 6

Months



Table 2. Primary and Key Secondary End Points.*

A N A End Point Avacopan (N=166) Prednisone (N=164) Difference (95% Cl)
Primary end points

Remission at wk 26 — no. (%) 120 (72.3) 115 (70.1) 3.4 (-6.0to 12.8)1§

Sustained remission at wk 52 — no. (%) 109 (65.7) 90 (54.9) 12.5 (2.6 to 22.3) x|

Secondary end points

The NEW ENGLAND GTHOWS*

Wk 13
J OURNAL Of MEDICINE Patients evaluated 160 161
Least-squares mean 25.7£3 .4 36.6+3.4 -11.0 (-19.7 to -2.2)
ESTABLISHED IN 1812 FEBRUARY 18, 2021 VOL. 384 NO.7 Wk 26
Patients evaluated 154 153
Least-squares mean 39.7:3.4 56.6£3.4 -16.8 (-25.6 to -8.0)
Avacopan for the Treatment of ANCA-Associated Vasculitis
David R.W. Jayne, M.D., Peter A. Merkel, M.D., M.P.H., Thomas J. Schall, Ph.D., and Pirow Bekker, M.D, Ph.D.,
for the ADVOCATE Study Group*
Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.* Y 1.0+ f Avacopan
S 0.9+ ' ;
Characteristic Avacopan (N=166) Prednisone (N=164) T‘: y
Age —yr 61.2:14.6 60.5:14.5 °E‘ 0.8 T
Sex — no. (%) s 0.7+ Prednisone
Male 98 (59.0) 88 (53.7) ‘E 0.6-
Female 68 (41.0) 76 (46.3) s
Race — no. (%) E 0.5+
White 138 (83.1) 140 (85.4) & 0.4
Asian 17 (10.2) 15 (9.1) s
0.3+
Black 3(18) 2(12) oy
Other 3 (4.8) 7 (4.3) 3 024 ;
TETeE—— o i _:.; - Hazard ratio for relapse, 0.46 (959 Cl, 0.25-0.84)
Median duration of ANCA-associated vasculitis (range) — mo 0.23 (0-362.3) 0.25 (0-212.5) a 0.0
Vasculitis disease status — no. (%) A I I I I I I I I !
Newly diagnosed 115 (69.3) 114 (69.5) ¢ " 50 120, 10 200, 240 20 330 340
Relapsed 51 (30.7) 50 (30.5) Days to Relapse
ANCA status — no. (%) .
sy N No. at Risk
A t 3 t 72 (43.4 70 (42.7
A”::P"’ e sy i {ss 6) 5 (57 3) Avacopan 158 153 149 146 145 133 129 115 92 0
tinpeiopeeisuse positve (56.:6) 273 Prednisone 157 151 146 137 133 126 119 111 90 O
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Figure 2. Clinical Manifestations of the VEXAS Syndrome.




