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packground Dapirolizuemab pegol is 3 novel CDAO ligand inhibitor. In this phase 3 tral, we aimed 1o evahuate the
eficacy and safety of dapirolizumab pegol in patients with systemic lupus enythematosus (SLE).

Methods PHOENYCS GO was a 48-week, randomised, double-blind, placebo-controlled, phase 3 trial conducted in -
177 ceomtres (hospitals, private peactices, and trial centres) in 25 countries. Patients aged 16 years o¢ clder with
dofcare medication were randomly assigned (2:1), via an interactive
web response system, 10 intravenous dapirolizumab pegol 24 mg/kg or placebo every 4 weeks in addition to standard |
of care. Patients, investigators, and funders were blinded to treatment assignments. The primary outcore was British
Iudes Lupus Assexsment Group-based Composite Lpus Assessment (BIC LA) response at week 48, Efficacy analyses
e o Jucted om 2 nvodified ntention-todreat population. Safety analyses included all randomly assigned patietis
T tved ot loast ome study medication dose. This trial s registered with ClinicalTrils gov (NCTOA294667) andis

findings Between Aug 12, 2020, and June 8, 2023, 643 patients were screened and 321 patients were randomly
snsigned 1o dapirolizumab pegol (n=213) or placebo (1e108) phs standard of care. All randomly assigned patients
e Climical Practce guidelines: therefore, the fullanalysis set included 315 patients (293 female, 22 male) A - ouders
dapirolizumab pegol (50% [103/208]) versus placrbo

difference 14-6; 95% C1 3.325.5). Treatmentemergent

red in 10% (21/213) of patients receiving dapirolizumab

pegol. Serious

the dapirolirumab pegol group.
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Introduction

Systemic lupus erythematosus (SLE) is a3 chronic
sutoimmune disease driven by aberrant innate and

sdaptive immune resporses’ SLE pathology &
characterised by loss of tolerance o mucleat autcantigens.
activation of antigenwpeesenting cells (APCy). and
ctivation of autoreactive T and B cells, leading to
autcantibody production Hallmarks of the disordered
imtmaine response are type | interferon pathway activation
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4 in 4% (8/213) and 6% (6/108) of patients receiving

po
dapirolizumab pegol and placebo, respectively. One thromboembolic eveat (myocardial infarction) occurred in
e patient in the dapirolizumab pegol group and one death (gangrene-related sepsis) occurred in another patient in

Interpretation Dapirolizumab pegol was associated with significant improvement in discase actiity in PRICat: with
SLE Thune findimgs suppot the furthes investigation of dapirolizumab pegel as 3 trestment option for SLE
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and  immune<omplex deposition, resulting in
infammation Gusing multisystem organ _damage.¥
People with SLE frequently develop persistently active of
relapsingremitting disease despite receiving standard of
care¥ Due 1o its chronk symptoens, SLE can greatly affect
paticnts’ healtherelated quality of life, with fatige being
one of the most prevalent and debilitating symptomns. ™
Standardeofcare treatment for SLE includes ghuco-
corticoids,  antimalarials, and  other immune
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PHOENYCS GO dapirolizumab pegol EiiEL,Sd[

dans le LES modéré a sévere

Essai de phase 3 randomis€, double aveugle, contre placebo; 315 patients (177 centres, 25 pays)

Rationel dapirolizumab pegol
e Inhibiteur du ligand CD40 (CD40L) pour bloguer le 2eme signal d'activation des lymphocytes T
* Fragment Fab' PEGylé, sans région Fc — pas d’activation plaquettaire, pas de passage transplacentaire
* Meécanisme distinct des biothérapies actuelles (belimumalb/rituximalb ciblent les lymphocytes B, anifrolumab cible
I'IFN de type |)

Criteres d'inclusion
e Adultes= 16 ans, LES (ACR 2019), sérologie active (en sus des anti-noyaux), activité modérée-sévere : BILAG-2004
grade B dans = 2 organes ou grade A dans 1 organe

e Exclusion : néphrite lupique sévere et atteinte SNC majeure
Schéma — 48 semaines, randomisation 2:1
* Dapirolizumab pegol 24 mg/kg IV / 4 sem + SoC (n = 208) vs placebo IV / 4 sem + SoC (n = 107)

e Décroissance imposée des corticoides < 7,5 mg/j & S24 (EULAR 2019)

Critere principal
e Réponse BICLA a S48 (BILAG-based Composite Lupus Assessment)
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Caracteéristigues de la population a l'inclusion 35@‘[

PHOENYCS GO — 315 patients dans le full-analysis set (208 dapi vs 107 placebo)

Dapirolizumab pegol (n = 208) Placebo (n = 107)

Age médian, ans (IQR) 43,5 (36,0-52,0) 41,0 (32,0-50,0)
Femmes, n (%) 193 (93) 100 (94)
Caucasien, n (%) 128 (62) 63 (59)
Hispano-latino, n (%) 77 (37) 40 (37)
Antipaludéens, n (%) 166 (80) 91 (85)
Corticoides systémiques, n (%) 171 (82) 87 (81)
Dose moyenne prednisone, mg/j 7.9 9.6
Prednisone > 7,5 mg/j, n (%) 105 (51) 51 (48)
Immunosuppresseurs, n (%) 129 (62) 70 (65)
Anti-dsDNA > 10 IU, n (%) 91 (44) 62 (58)
Complément C3 < LLN, n (%) 65 (31) 42 (39)
Complément C4 < LLN, n (%) 116 (56) 57 (53)
FACIT-Fatigue moyenne 28,5 27,7

Population caractéristique du LES modéré-sévere : 93 % de femmes, Gge médian ~43 ans. Léger déséquilibre : anti-dsDNA + plus fréquents dans le placebo (58 % vs 44 %).
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Résultats — critere principal, secondaires et tolérance §§5@‘[

Efficacité a 48 semaines (A % dapi vs placebo) Tolérance sur 48 semaines
. Dapi Placebo R Placebo
Critere (n=208) (n=107) A (IC 95 %) n (%) Dapi (n=213) (n=108)
BICLA & S48 (PRINCIPAL), % 50 35 e e Tout El 176 (83%) 81 (75%)
BICLA ¢S24 (ler secondoire), % 47 38 +7,9 (—3,6 = ]9,4) ; NS El grave 21 “O%) 16 (]5%)
Poussées BILAG séveres (S48), % 12 23 +11,5 (1,4 -21,6) -
Décas 1 (sepsis sur 0
LLDAS = 50 % des visites, % 24 16 +7,2 (-1,5-16,0) gangréne)
BICLAGS12, % 40 29 +10,8 (0,1 21.7) Infections séveres 3 (1%) 4 (4%)
Réponse SRI-4 & S48, % 60 4] +18,8 (7,3 — 30,3) —
Hypersensibilité 6 (3) 0
LLDAS & S48, % 41 20 +20,9 (10,7 - 31,2) perfusion
Rémission DORIS & 548, % 19 8 +10,7 (3,] = ]8,3) MACE (|DM) 1 0
AFACIT-Fatigue (>0 = mieux) +8,9 +5,2 +3.7 (1,3 -6.1)
. . Pas de surrisque d'événements thrombo-emboliques
Prednisone 7,5 mg/j (si >7.5 72 53 +17,1 (0,7 = 33,4) (préoccupation classique des anti-CD40L). Infections plus
BL). % fréquentes mais séveres comparables.

Critére principal atteint a $48 — mais le $24 négatif arréte la hiérarchie statistique
Bénéfice cohérent et large sur les criteres descriptifs (LLDAS, DORIS, SRI-4, fatigue, épargne CS).
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Conclusion et place du dapirolizumab pegol dans le LES f;é@l

Ce que démontre PHOENYCS GO

Critere principal atteint
* BICLA S48 : 50 % vs 35 %, A +14,6 (p =0,011)
- premier essai positif d'un anti-CD40L en phase 3 dans le LES

Bénéfice clinique cohérent et large

e LLDAS, DORIS, SRI-4, poussées séveres, fatigue (FACIT), épargne
cortisonique

Limite statistique : hiérarchie stoppée a $24
« Effet d'apparition lente = séparation stable seulement vers $36

Tolérance favorable

e Pas d'événement thrombo-embolique (point critique pour anti-CD40L)
; infections un peu plus fréquentes ; 1 déces (sepsis)

Atout pharmacologique distinct
Fab' PEGylé sans Fc = pas de passage transplacentaire (intérét pour la grossesse)

Perspective
Commentaire van Vollenhoven
Lancet 2026 ; 407 : 2267

* Nouvelle cible (CD40-CD40L = signal 2

d'activation T), complémentaire de
belimumab/rituximab (B) et anifrolumab (IFN-I)

* Limites : taille d'effet modeste, réponse < 50 %,
séparation lente (S36)

e Population restreinte : exclut néphrite lupique
sévere ef SNC

e Effet positif sur la fatigue

Confirmation en cours : PHOENYCS FLY (phase 3,
NCT06617325)
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