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Traitement de I’ACG

Corticothérapie
e Prednisone 0,7 a 1 mg/Kg/j
« 15mg/jaM3,5a 10 mg/ja M6
e sevrage a M12

47% des patients rechutent
30% des patients rechutent au moins 2 fois
17% des patients rechutent 23 fois

M dose cumulée de CS = El des CS

=» Epargne en corticoides +++

Protocole National de Diagnostic et de Soins

Artérite a Cellules Géantes
(Horton)

Actualisation 2023

Mainbourg S etal, Arth Care Res 2020
Dumont A et al, ] Rheumatol 2019
Aussedat M et al. Autoimmunuty Rev 2021
Moreel L et al. Bone Joint Spine 2022



Quelles cibles thérapeutiques ?
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Quelles cibles thérapeutiques ?
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Quelles cibles thérapeutiques ?
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Quelles cibles thérapeutiques ?
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Quelles cibles thérapeutiques ?
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Quelles cibles thérapeutiques ?
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Implication de CTLA4

VigiBase

Reaction Monotherapy ROR [95% CI] of
aCTLA-4 aPD-(L)1 aCTLA-4 vs. aPD-(L)1
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ANCA-associated vasculitis 2 15 0.84 [0.19;3.66] r
Aortitis 1 8 0.78 [0.10;6.27] B
Central nervous system vasculitis 1 10 0.63 [0.08;4.90] =
ROR
Ipilimumab (pg/mL)
HD
aGCA
c ahew ahan
s o Intracellular CTLA-4* Ki-67* Teonv
100+ 69
@ . ¥ $E a- ns
2 80- b d s g5 -
S gE 0 == - -=
+ ) 0 =
Y 60" g B ‘ a 5 =3 ns
S o E 'E- ns
~ 404 [ P = @
2 - 82 91 *
S 204 @ ° ‘B = 24 hw
® a 2
0--‘ T T T -15 LN N I | L.".| T 1 T 1 'l.l..l
CTRL GCA CTRL GCA 224 - 8c2d —
CD4 + + + + = Sso
FoxP3 - - + + Ipilimumakb (pg/mL)

Treg trés sensibles a la déplétion par ipilimumab Régnier P et al Circulation Research 2023



Implication de CTLA4

VigiBase

Ceaction Monotherapy ROR [95% C1] of 41 patients (44% rechuteurs)
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Voie JAK STAT
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Greigert H..., Bonnotte B, Samson M. In revision



Inhibiteurs de JAK

JAK3

-I' E Tofacitinib E

Tofacitinib

Tofacitinib VX-509

Ruloxinitib INJ-54781532 Ruloxitinib
Baricitinib / Baricitinib
GLPG0634 GLPG0634
JNJ- 54781532

Baricitinib

Etude pilote (phase 2)
ACG en rechute
(NCT030226504)

Transcri pnonal
Changes

Etude SELECT-GCA (phase 3)
Upadacitinib (Abbvie)

ACG dg/rechute

N=420 patients (NCT03725202)

Boland BS et al. Gastroenterol Clin North Am. 2015



Baricitinib for relapsing giant cell arteritis: a

prospective open-label 52-week pilot study

Matthew J Koster
Ali Duarte-Garcia

1 Cynthia S Crowson

1 Eric L Matteson @ ,' Cornelia M Weyand,'

Kenneth J Warrington'

Inclusion Criteria:
Confirmed Diagnosis
of giant cell arteritis
(GCA) by biopsy
and/or advanced
arterial imaging

GCA relapse defined
as symptoms
attributable to GCA
and elevation of
inflammatory markers
(ESR 2 30mmv/hr
and/or CRP =z 10 mg/L

2 Rachel E Giblon,? Jane M Jaquith,'

Screening- Open-Label Treatment Follow-up
{up to & woeks) with standardized prednisone taper™ 12 weeks

Baricitinib 4mg, oral daily

20 mg mnu::ﬁ_ﬂ___}

<\
10 mg :":ﬂ')l!-—’

Week 0 Week 52

Annals ofthe
Rheumatic
Diseases

ARD 2022

15 ACG en rechute

11Fet4H

Médiane : 1 rechute (range: 1 — 3)

Durée médiane d’évolution de la maladie : 9
mois (IQR 7-21 mois)

13/15 vaccinés contre le VZV +++



Baricitinib for relapsing giant cell arteritis: a
prospective open-label 52-week pilot study

Matthew J Koster 1 Cynthia S Crowson 2 Rachel E Giblon,? Jane M Jaquith,'

Ali Duarte-Garcia @ ,' Eric L Matteson @ ,' Cornelia M Weyand,'
Kenneth J Warrington'

Inclusion Criteria: Screening: Open-Label Treatment Follow-up
Coaonfirmed Diagnosis {up to & woeks) with standardized prednisone taper™ 12 weeks
of giant cell arteritis
(GCA) by biopsy
and/or advanced
arterial imaging

Baricitinib 4mg, oral daily

30 Mg prednisone

GCA relapse defined
as symptoms 20 mg  Prednisane
attributable to GCA

and elevation of 10 mg Prednisens
inflammatory markers
(ESR = 30mmv/hr
and/or CRP = 10 mg/L Week 0 Week 52

Diminution rapide + sevrage des CS chez 13/14 patients avec
maintien en rémission

4/14 (29%) ont rechuté dans les 12 semaines apres l'arrét du
baricitinib

Annals ofthe
Rheumatic

DiEseases ‘ - A R D 2 02 2

15 ACG en rechute

11Fet4H

Médiane : 1 rechute (range: 1 — 3)

Durée médiane d’évolution de la maladie : 9
mois (IQR 7-21 mois)

13/15 vaccinés contre le VZV +++

- 5 infections nécessitant des ATB
- 1 arrét de ttt pour thrombopénie
- 2 COVID-19 sans gravité

- 1zona



GM-CSF au cours de I’ACG
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GM-CSF au cours de I’ACG
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L hocytes T Pas de traitement
ymphoeyzes GCA-TAB
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— _
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= GM-CSFR
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- 1M Thl
> - angiogenése
STATS - destruction paroi (MMP9/TIMP1 ratio)

Corbera-Bellalta M et al. ARD 2022



Mavrilimumab au cours de I’ACG

Randomisé, controlé, double aveugle

70 patients (50% de rechutes)

Prednisone + placebo 26 semaines

Vs Prednisone + mavrilimumab 150 mg/2sem 26 semaines

CRP, VS et imagerie = pas d’aveugle
Comité d’adjudication en aveugle
Rechute = signes cliniques ET CRP>10 mg/L

100 ==
80= %
3
';' == Mavrilimumab HR (95% CI) 0.38 (0.15, 0.92)
s '% o -6~ Placebo 62% Risk Reduction
22 P =0.0263
z 5
E 4
© B 40-
a £ 40 Mavrilimumab Placebo
g (N=42) (N=28)
=
w Patients with Flare
20— by Week 26, n (%) 8(19) 13 (46.4)
o 0 T T T 1 T T T T T T T T I 1
Weeks from Randomization: g 2 6 8 10 12 14 16 18 20 22 24 26 28
Mavrilimumab Patients at Risk, n I 42 I 42 I 42 40 40 I 40 I 40 I 40 39 I 35 I 35 I 34 34 I 28 I 0 I
PlaceboPatientsatRiskn | 28 | 27 | 27 27 % | 2 | 53 | = 18 [ s | s | 1 w | o] o |

Cid MC et al. ARD 2022
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Trends in Immunology



Criteres d’inclusion :

- ACG active (diagnostic ou rechute)
- patients naifs de biothérapie

Treatment Follow-up
Week 6 toBst 4 8 12 16 20 24 28* 2 36 40 44 48 52 56 60
' 1 } | | | i d | i 1 l | l ]
Ll A} L ' 1 | 1 ) T L Ll T T L) 1
povrrca 111V S T N Y N S N N N A
Secukinumab 300 MO | B ) ]

s W——
N=25

A ¢
Group 2 ulu l 1 l 1 l 1 ‘ l ‘ 1 l

Placebo s.c. | .
N=25

Venhoff N et al. Lancet Rheumatol 2023



Secukinumab group Placebo group  Total (n=52)
(n=27) (n=25)
Age, years 77 (71-80) 71(63-76) 75 169-79)
Sex
Fermale, n (%) 17 (B3%) 18 (72%) 35 (67%)
Male, r (%) L0 (37%) 7(28%) 17 (33%)
Race, n (%)
White 27 (100%) 25 (100%%) 52 [100r%)
Giant cell arteritis diagnaosis, n (%)
Mew onset giant cell arteritis 27 (85%) 19 (7h%) 42 [81%)
Relapsing giant cell arteritis 4 [15%) B (24%) 10(19%)
Time since diagnosis of giant cell arteritis, 1.0(0-6-1-3) 0-8{0.7-1-4) 09 (0-6-1.4)
months
Time simce first giant cell arteritis symptom, 3041-7-2-4) 4-4 (1-6-10'5) F1(1-7-95)
months
Baseline coadministered prednisolone treatment categary, n (%)
=40 mg/day 19 (70%) 14 (56%) 33(63%)
=40 mig/day B (30%) 11 (44%) 19 (37%)

(ata are median (I0R) ar n (%)

Table 1: Demographics and baseline characteristics in the full analysis set

Venhoff N et al. Lancet Rheumatol 2023
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Secukinumab group  Placebo group  Total (n=52)
(n=27) {n=25)
Age, vears 77 (71-80) 71(63-76) 75 169-79)
Sex
Fermale, n (%) 17 (B3%) 18 (72%) 35 (67%)
Male, r (%) L0 (37%) 7(28%) 17 (33%)
Race, n (%)
White 27 (100%) 25 (100%%) G2 [100%)
Giant cell arteritis diagnaosis, n (%)
Mew onset giant cell arteritis 27 (85%) 19 (7h%) 42 [81%)
Relapsing giant cell arteritis 4 [15%) B (24%) 10(19%)
Time since diagnosis of giant cell arteritis, 1.0(0-6-1-3) 0-8{0.7-1-4) 09 (0-6-1.4)
months
Time since first giant cell arteritis symptom, 3041-7-2-4) 4-4 (1-6-10'5) F101-7-595)
months
Baseline coadministered prednisolone treatment categary, n (%)
=40 mg/day 19 (70%) 14 (56%) 33 (63%)
=40 mig/day B (30%) 11 (44%) 19 (37%)

(ata are median (I0R) ar n (%)

Table 1: Demographics and baseline characteristics in the full analysis set

Venhoff N et al. Lancet Rheumatol 2023
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...mais les patients du groupe placebo ne recevaient plus de
traitement apres M6




Secukinumab Placebogroup  Total (n=52)
group (n=27) (n=25)

Ay adverse event 27 (100%) 24 (96%) 51 (98%)

Adverse events suspected to be related to study 16 159%) 14 (56%) 30 (58%)

treatment

Adverse events leading to study treatment 2(7%) 2(8%) 4 (B%)

discontinuation

Adverse events leading to study dose adjustrment 1 (4% o (20%) G 12%)

or interruption

Ay serious adverse event 6 (22%) 11 (45%) 17 (33%)
Fatal sericus adverse events 1 [4%%) 1 [4%) 2 (4%

Most frequent adverse events by preferred term
Hypertension G (22%) Bi32%) 14 1 27%)
Masopharyngitis S 19%) B20%) 10 (19%)
Headache 4115%) 3 (12%) Fi13%)
Urinary tract infections 4(15%) 2(8%) 6(12%)
Oral candidiasis 4(15%) 1(4%) 5 (10%)
Muscle spasms 4 115%) 114%) G 10%)
Arthralgia 3(11%) 3(12%) G 112%)
Ostecarthritis 3(11%) 2(8%) G I10%)
Bursitis 3i11%) 1i4%) 4(8%)
Fall 3(11%) 1(4%) 4(8%)
Dizziness 3(11%) 1(4%) 4 (8%)
Peripheral oedema 2 (7%) 4 (16%) G (12%)
Haematoma 2 (7% F112%) G I10%)
Back pain o 5 (20%) G (10%)

Selected adverse events of special interest
Infections 20 (74%) 16 (64%) 36 (69%)

Seriows infections 2(7%) 1 (4% 3 16%)

Hypersensitivity 6 (22%) 3 (12%) 9 (17%)
Malignancy (1] 2 (Bm) 2 (4%
Major adverse cardicvasoular events 1 (%) 0 1 (2%}
Interactions with live vaccines 0 1 (4% 1 (2%)

Tolérance

e aucune candidose invasive

* 3 infections séveres :

* 2 patients (7%) du groupe SCK (une arthrite septique et
un érysipele)

e 1 patient (4%) du groupe PLA (infection urinaire)
e 2déces:
e 1 chute a domicile et insuffisance cardiaque (SCK)

e 1 détresse respiratoire (PLA)

Venhoff N et al. Lancet Rheumatol 2023



Relative units

IL-17A-IL-17F

Les MF expriment IL-17RA et IL-17RC
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Relative units

IL-17A-IL-17F

Les MF expriment IL-17RA et IL-17RC

@, IL-17RA

IL-17RC
B

L'expression de IL-17RA et IL-17RC augmente apres
traitement par IFN-y

NT IFN-y

IL17RA IL17RC **p<0,01
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* % 300
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Greigert H et al. In preparation



« Unmet need » = remodelage vasculaire

¥

| 90 CR45 .
Inhibition de la voie de " “ T
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Conclusion

Corticoides = pierre angulaire du traitement

Traitements d’épargne reconnus : tocilizumab, MTX = METOGIA

Cibles thérapeutiques d’avenir :
Anti-IL-17
JAKIi : puissant mais !!! Tolérance !!!

CTLA4-Ig et anti-GM-CSF : en attente de la phase 3
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Merci pour votre attention
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