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Table 1. Demographic Characteristics of Participants
in ALLEGORY

• The median age of participants was 41.0 years
• The majority (90.4%) were female 
• Participants were distributed across Latin America (54.1%), Eastern Europe (14.9%), 

North America (12.2%), Western Europe (9.2%), Africa (8.9%) and 
Asia–Pacific (0.7%) 

BACKGROUND

• Systemic lupus erythematosus (SLE) is a chronic systemic autoimmune 
disease that causes immune-mediated damage to multiple organs and 
affects more than 3.4 million people globally, with women of childbearing age 
most commonly affected1

• Abnormalities in B cells caused by breaches in central and peripheral 
tolerance play a pivotal role in the pathogenesis of SLE2,3 

• Obinutuzumab is a recombinant, humanized, glycoengineered type II 
anti-CD20 IgG1 monoclonal antibody that leads to greater B-cell depletion
compared with type I anti-CD20 antibodies; obinutuzumab leads to greater 
B-cell depletion compared with type I anti-CD20 antibodies through 
antibody-dependent cellular phagocytosis (ADCC), antibody-dependent 
cellular cytotoxicity (ADCP) and direct cell death (DCD) 
with less reliance on complement versus type I anti-CD20 antibodies4-6

• The efficacy and safety of obinutuzumab in lupus nephritis have now been 
confirmed in the Phase II NOBILITY (NCT02550652) and the Phase III 
REGENCY (NCT04221477) trials.7,8 In the REGENCY trial, the primary 
endpoint of complete renal response at Week 76 was achieved by 46.4% of 
participants treated with obinutuzumab plus standard therapy compared with 
33.1% of participants treated with placebo plus standard therapy (adjusted 
difference 13.4%; 95% CI, 2.0 to 24.8; P=0.02)8

OBJECTIVES

• The Phase III ALLEGORY study (NCT04963296) aims to evaluate the 
efficacy, safety, pharmacokinetics and pharmacodynamics of 
obinutuzumab compared with placebo in participants with SLE when 
added to standard therapy 

CONCLUSIONS
• Building on positive results observed in lupus nephritis trials, the 

ALLEGORY study will evaluate the efficacy and safety of obinutuzumab 
in participants with active SLE

• The ALLEGORY study is fully enrolled. Full results will be available upon 
study completion

• ALLEGORY is a parallel-group, double-blind, randomized, placebo-controlled study
• Participants with SLE with high disease activitya and receiving at 

least one standard therapyb for SLE were randomized 1:1 to receive blinded infusions of 
obinutuzumab (1000 mg) or placebo on Day 1 (Week 0) and at Weeks 2, 24 and 26

• After completing blinded treatment at Week 52, participants from both groups may enter an 
18-month open-label treatment phase in which obinutuzumab is administered at Weeks 54, 
56, 78 and 104

• Participants will be followed for at least 12 months from their last infusion to monitor safety 
and disease activity, with no further obinutuzumab infusions

Proportion of participants who achieve the following:

• Achievement of or SRI-6f at Week 52
• Time to first BILAG flare over 52 weeks 
• Sustained glucocorticoid control from Weeks 40 to 52

• Sustained SRI-4 response from Weeks 40 to 52
• Achievement of BICLA response at Week 52

Other Secondary Endpoints include:
• Safety
• PK profile of obinutuzumab

Key Secondary Endpoints

Proportion of participants who achieve SRI-4 response at Week 52, defined as all of the following:

• Reduction of at least 4 points in SLEDAI-2K from baseline
• No new BILAG category A or no more than one new BILAG category B item
• No worsening (increase) of ≥0.3 points on a 3-point PGA-VAS

Primary Endpoint

ALLEGORY STUDY DESIGN AND STUDY POPULATION

aHigh disease activity is defined as a modified SLEDAI-2K (EDAA) score ≥8, excluding points for alopecia, headache and fever; ≥1 BILAG A or ≥2 BILAG B and a PGA score ≥1.0; bStandard therapy of mycophenolate mofetil plus oral glucocorticoids, antimalarials or conventional immunosuppressants; cPlanned enrollment; dAccording to the 2019 EULAR/ACR Classification Criteria; eDetermined by the central laboratory at 
screening; fSRI-6 defined as reduction of at least 6 points in SLEDAI-2K from baseline, no new BILAG category A or no more than one new BILAG category B item, no worsening (increase) of 0.3 points or more on a 3-point PGA-VAS scale; gData as of November 2, 2024. 

Key Inclusion and Exclusion Criteria

Aged 18-75 years

Diagnosis of SLEd ≥12 weeks prior to screening

Taking at least one of: oral glucocorticoids, 
antimalarials, conventional immunosuppressants

High disease activitya at screening and Day 1: 
Modified SLEDAI-2K (EDAA) score ≥8, ≥1 BILAG A 
or ≥2 BILAG B (screening only), PGA score ≥1.0 on 
a 0-to-3-point VAS

Low C3, C4 and/or CH50 complement levelse 

At least one of: ANA ≥1:80, anti-dsDNA, 
anti-Smith antibodies above ULNe

No evidence of active infection

No significant lupus-associated renal disease 
and/or impairment (e.g., UPCR >3.5 g/g) or 
active severe central nervous system SLE 

Characteristic All Participants (N=303)a

Age (years) 

Mean (SD) 41.2 (12.4)

Median (min-max) 41.0 (18-70) 

Male / Female, n (%) 29 (9.6) / 274 (90.4)

Race, n (%)

American Indian or Alaska Native 86 (28.4)

Asian 6 (2.0)

Black or African American 47 (15.5)

Native Hawaiian or other Pacific Islander 1 (0.3)

White 125 (41.3)

Multiple 18 (5.9)

Unknown 20 (6.6)

Region, n (%)

Africa 27 (8.9)

Asia–Pacific 2 (0.7)

Eastern Europe 45 (14.9)

Latin America 164 (54.1)

North America 37 (12.2)

Western Europe 28 (9.2)

NK, natural killer.
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Methylprednisolone 80 mg IV 

Obinutuzumab (n=150)c

Placebo (n=150)c

Open-label treatment
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52

Study follow-up
≥12 months

Study follow-up
≥12 months

R 
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SCREENING
≥1 standard SLE therapy at a stable dose:
• Prednisone ≤30 mg/day (or equivalent)
• One antimalarial
• One immunosuppressant

WEEK 0 to WEEK 52
Continuation of standard SLE therapies 
Prednisone taper to ≤5 mg/day by Week 24
No change to prednisone dose after Week 40

OPEN-LABEL TREATMENT
SLE therapies managed at investigator’s discretion

aData as of November 2, 2024.
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ALLEGORY is fully enrolled with 303 participants across 14 countries (64 sites)g

Study Sites

US
Mexico

1Leeds Institute of Rheumatology and Musculoskeletal Medicine, University of Leeds, Leeds, UK; 2French National Reference Center for SLE, Pitié Salpêtrière, Paris, France; 3Winelands Medical Research Centre, Cape Town, South Africa; 4Policlinico Universitario Agostino Gemelli, Rome, Italy; 5Middlemore Hospital, Auckland, New Zealand; 6Centro de Investigación y Tratamiento Reumatológico S.C., Mexico City, Mexico; 7REUMATOP Grzegorz Rozumek, Karin Pistorius Spółka Jawna, Wrocław, Poland; 
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