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SUPPLEMENTARY METHODS 

Standard Therapy Protocols During Second-Year Extension Period 

Oral glucocorticoids  

• If the oral glucocorticoid dosage was >7.5 mg/day at Week 52, tapering to ≤7.5 mg/day 

was required by Week 60. Failure to do so led to treatment discontinuation. 

• Oral glucocorticoid dosage was required to be tapered to ≤5.0 mg/day at Week 80. 

• Oral glucocorticoid tapering <5.0 mg/day was allowed at any time until Week 92. 

• No change in oral glucocorticoid dosage was permitted from Week 92 to Week 104. 

• One “burst and taper”, defined as either an oral glucocorticoid dose increase up to a 

maximum daily dose of 40 mg/day prednisone-equivalent dose for up to a total of 14 

days that must be fully administered and tapered to ≤ the pre-burst starting dose by the 

end of the 15th day, or a maximum of 1 instance of intra-articular, tendon sheath, or 

bursal injections (for a total methylprednisolone ≤80 mg or equivalent), was permitted 

between Week 52 and Week 92. 

Mycophenolate mofetil (MMF) 

• The MMF dose was either ≤2 g/day or the Week-52 dose or below, whichever 

was lower.  

• The MMF dose was not to be changed between Week 92 and Week 104.  

• Reasons and consequences of changing the dose were as follows: 

o If the Week 52 dose was >2 g/day, the dose was to be tapered to ≤2 g/day by Week 

60. Failure to comply led to withdrawal of investigational product. 
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o At the discretion of the Investigator, the dose of MMF could be decreased between 

Week 52 and Week 92. 

At any time during the study, if MMF was discontinued and a different 

immunosuppressant was started, treatment was discontinued.  

 

Study Endpoints  

Prespecified efficacy endpoints included the relative difference in the mean change from 

baseline to Week 104 in 24-hour urine protein–creatinine ratio (UPCR) in the combined 

anifrolumab vs placebo groups (measured as a geometric mean ratio [GMR], with GMR<1 

favouring anifrolumab); the proportion of patients at Week 104 attaining a complete renal 

response (CRR; defined as 24-hour UPCR ≤0.7 mg/mg, eGFR ≥60 mL/min/1.73 m2 or no 

decrease ≥20% from baseline, no treatment discontinuation, and no restricted medication use 

beyond protocol-allowed threshold), PRR (defined previously), alternative CRR (aCRR, 

defined as a CRR with inactive urine sediment [<10 red blood cells per high-power field]), 

sustained oral glucocorticoid taper (≤5.0 mg/day prednisone equivalent from Weeks 80–104, 

among those receiving ≥20 mg/day at baseline) and CRR with sustained oral glucocorticoid 

taper. Prespecified endpoints also included the cumulative oral glucocorticoid dose; the mean 

change from baseline in non-renal SLE Disease Activity Index 2000 (SLEDAI-2K), [1] 

Physician’s Global Assessment (PGA; measured on a visual analogue scale [VAS] ranging 

from 0–3 [2]), Patient’s Global Assessment (PtGA),[3] and lupus serologies (anti-dsDNA 

antibodies, complement C3/C4); and the immunogenicity, pharmacokinetic (PK), and 

pharmacodynamic (PD) profiles of anifrolumab. PD neutralisation was measured as the 

median percentage change of baseline 21-gene type I IFNGS (21-IFNGS), as described 

previously. [4-7]  
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Post hoc efficacy analyses included cumulative proteinuria (the area under the curve in 

UPCR standardised by expected follow-up time), the proportion of patients with a CRR0.5 

(CRR requiring 24-UPCR ≤0.5 mg/mg) and the probability of obtaining a CRR0.5 response 

sustained through Week 104. 

Safety assessments included adverse events (AEs), laboratory assessments and vital signs. 

AEs of special interest (AESI) were non-opportunistic serious infections, opportunistic 

infections, herpes zoster (HZ), influenza, malignancy, tuberculosis, vasculitis, 

hypersensitivity, and major adverse cardiovascular events (MACEs).  
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SUPPLEMENTARY TABLES 

Table S1 Disease characteristics and oral glucocorticoid use at end of Year 1 of patients who 

continued in Year 2 

 
 

Anifrolumab IR  

(n=29) 

Anifrolumab BR 

(n=23) 

Placebo 

(n=23) 

24-hour UPCR, mg/mg 
Mean (SD) 0.5 (0.5) 0.6 (0.5) 0.7 (0.7) 

>3.0, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 

eGFRa mL/min/1.73 m
2
  

Mean (SD) 100.5 (36.2) 96.7 (25.8) 76.6 (22.5) 

≥60, n (%) 26 (89.7) 21 (91.3) 18 (78.3) 

SLEDAI-2Kb score Mean (SD) 4.6 (3.0) 5.0 (3.1) 5.9 (3.6) 

Non-renal SLEDAI-2Kb 

score 
Mean (SD) 2.2 (2.0) 2.9 (1.6) 3.0 (1.4) 

Serology, n (%) 

Anti-dsDNA 

positivec 17 (58.6) 18 (78.3) 18 (78.3) 

Low C3d 8 (27.6) 9 (39.1) 11 (47.8) 

Low C4d 1 (3.4) 4 (17.4) 4 (17.4) 

Oral glucocorticoidse, n (%) 

Yes, n (%) 26 (89.7) 19 (82.6) 21 (91.3) 

Dosage, mean 

(SD), mg/day 
5.4 (2.8) 5.4 (3.5) 4.6 (2.8) 

aeGFR is calculated using the MDRD formula; bThe SLEDAI-2K is a 24-item weighted score of lupus 

activity that ranges from 0 to 105, with higher scores indicating greater disease activity; cAnti-dsDNA 

positive was defined as an anti-dsDNA level above the assay cutoff for positive; dLow complement 

level at baseline was defined as a complement level below lower limit of normal; ePrednisone or 

equivalent. 

Anti-dsDNA, anti–double-stranded DNA; BR, basic regimen; C3, complement 3; C4, complement 4; 

eGFR, estimated glomerular filtration rate; IR, intensified regimen; MDRD, Modification of Diet in 

Renal Disease; SD, standard deviation; SLEDAI-2K, Systemic Lupus Erythematosus Disease Activity 

Index 2000; UPCR, urine protein–creatinine ratio.  
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Table S2 Non-serious adverse events during treatment above reporting threshold of 5% over 

the 2-year study period, by system organ class and preferred term 

 
Anifrolumab IR  

(n=51) 

Anifrolumab BR  

(n=45) 

Placebo  

(n=49) 

 n (%) of 

patients 

Number 

of events 

n (%) of 

patients 

Number 

of events 

n (%) of 

patients 

Number 

of events 

Patients with any non-

serious AE 

46 (90.2)  41 (91.1)  40 (81.6)  

Patients with any non-

serious AE at the threshold 

cutoff >5% 

39 (76.5)  31 (68.9)  33 (67.3)  

Infections and infestations 31 (60.8)  28 (62.2)  25 (51.0)   
Urinary tract infection 6 (11.8) 8 10 (22.2) 11 5 (10.2) 7 

Nasopharyngitis 9 (17.6) 13 6 (13.3) 9 9 (18.4) 16 

Upper respiratory tract 

infection 

7 (13.7) 9 8 (17.8) 17 8 (16.3) 10 

Bronchitis 7 (13.7) 7 4 (8.9) 4 6 (12.2) 6 

Herpes zoster 4 (7.8) 4 6 (13.3) 6 4 (8.2) 4 

Pharyngitis 4 (7.8) 5 3 (6.7) 5 2 (4.1) 2 

Oral herpes 3 (5.9) 3 3 (6.7) 4 2 (4.1) 6 

Herpes simplex 2 (3.9) 2 3 (6.7) 3 2 (4.1) 2 

Influenza 4 (7.8) 4 1 (2.2) 1 1 (2.0) 1 

 Viral upper respiratory 

tract infection 

3 (5.9) 3 1 (2.2) 2 0 0 

Metabolism and nutrition 

disorders 

3 (5.9)  1 (2.2)  0  

 Hyperglycaemia 3 (5.9) 3 1 (2.2) 1 0 0 

Psychiatric disorders 0  1 (2.2)  3 (6.1)  

 Depression 0 0 1 (2.2) 1 3 (6.1) 3 

Nervous system disorders 3 (5.9)  2 (4.4)  4 (8.2)  

 Headache 3 (5.9) 4 2 (4.4) 2 4 (8.2) 4 

Vascular disorders 2 (3.9)  0  3 (6.1)  

 Hypertension 2 (3.9) 2 0 0 3 (6.1) 4 

Respiratory, thoracic and 

mediastinal disorders 

4 (7.8)  4 (8.9)  4 (8.2)  

 Cough 3 (5.9) 5 4 (8.9) 5 4 (8.2) 4 

 Oropharyngeal pain 1 (2.0) 1 0 0 3 (6.1) 3 

Gastrointestinal disorders 7 (13.7)  6 (13.3)  17 (34.7)  

 Diarrhoea 4 (7.8) 5 3 (6.7) 3 10 (20.4) 11 

 Nausea 4 (7.8) 4 1 (2.2) 1 2 (4.1) 2 

 Dyspepsia 0 0 2 (4.4) 2 4 (8.2) 4 

 Vomiting 1 (2.0) 1 1 (2.2) 1 4 (8.2) 4 

 Abdominal pain 0 0 0 0 4 (8.2) 6 

 
Number (%) of patients who reported at least 1 non-serious AE for a preferred term at a frequency of 

>5% in any treatment group. Percentages are based upon all patients in the full analysis set. 

An AE during treatment is defined as an AE with a date of onset ≥ day of first dose of treatment and ≤ 

date of last dose of treatment +28 days. 
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AEs were sorted by system organ class in international order, followed by descending frequency of 

preferred term in the combined anifrolumab groups. 

Multiple occurrences of an AE in one patient in a preferred term were only counted once. 

Adverse events are coded using MedDRA version 22.1. 

AE, adverse event; BR, basic regimen; IR, intensified regimen; MedDRA, Medical Dictionary for 

Regulatory Activities. 
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Table S3 Proportion of patients attaining individual components of the CRR and aCRR 

response at Week 104  

Patients With Response at Week 104, n 

(%)  

Anifrolumab IR 

(n=44) 

Anifrolumab BR 

(n=43) 

Placebo 

(n=45) 

CRR responder 12 (27.3) 8 (18.6) 8 (17.8) 

aCRR responder 7 (15.9) 7 (16.3) 8 (17.8) 

eGFRa ≥60 mL/min/1.73 m2 or no decrease ≥20% from baseline, n (%) 

 

Missing datab 24 (54.5) 28 (65.1) 29 (64.4) 

Nonresponder for eGFRc 0 (0) 0 (0) 1 (2.2) 

Responder for eGFRc 20 (45.5) 15 (34.9) 15 (33.3) 

24-hour UPCR ≤0.7 mg/mg, n (%) 

 

Missing datab 24 (54.5) 28 (65.1) 29 (64.4) 

Nonresponder for 24-hour UPCRc 6 (13.6) 2 (4.7) 6 (13.3) 

Responder for 24-hour UPCRc 14 (31.8) 13 (30.2) 10 (22.2) 

Inactive urinary sediment (<10 RBC/hpf), n (%) 

 

Missing datab 30 (68.2) 32 (74.4) 31 (68.9) 

Nonresponder for urinary sedimentc 1 (2.3) 0 (0) 1 (2.2) 

Responder for urinary sedimentc 13 (29.5) 11 (25.6) 13 (28.9) 

Restricted medication use, n (%) 

 

Discontinued treatment prior to visit 24 (54.5) 27 (62.8) 29 (64.4) 

Received restricted medicationsd 3 (6.8) 6 (14.0) 4 (8.9) 

Did not receive restricted medicationsd 17 (38.6) 10 (23.3) 12 (26.7) 

Discontinued treatment 

 
Discontinued 24 (54.5) 27 (62.8) 29 (64.4) 

Did not discontinue 20 (45.5) 16 (37.2) 16 (35.6) 

Patients from Italy and France were not included in the analysis and are not included in the percentage 

calculations. A CRR required 24-hour UPCR ≤0.7 mg/mg, eGFR ≥60 mL/min/1.73 m2 or no decrease 

≥20% from baseline, no treatment discontinuation and no use of restricted medications. An aCRR 

required all the components of the CRR definition and inactive urinary sediment (<10 RBC/hpf).  
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aeGFR was calculated with the MDRD formula. bMissing data, irrespective of treatment adherence; 

therefore, not possible to evaluate response. cIncluding patients who discontinued treatment. dNot 

including patients who discontinued treatment.  

aCRR, alternative CRR, complete renal response with inactive urinary sediment; BR, basic regimen; 

CRR, complete renal response; eGFR, estimated glomerular filtration rate; hpf, high-power field; IR, 

intensified regimen; MDRD, Modification of Diet in Renal Disease; RBC, red blood cell; UPCR, 

urine protein–creatinine ratio.  
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BR, basic regimen; IR, intensified regimen; LS, least squares, PGA, Physician’s Global Assessment, 

PtGA, Patient’s Global Assessment; SE, standard error.  
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Abnormal (low) complement at baseline is defined as complement level below the lower limit of 

normal and/or abnormal (positive) anti-dsDNA at baseline. 

Points are medians and error bars are median absolute deviations.  

anti-dsDNA, anti–double-stranded DNA; BR, basic regimen; C3, complement 3; C4, complement 4; 

IR, intensified regimen. 
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