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Figure 1. Key Efficacy Endpoints Through Week 104 of Achievement of (A) SRI-4, (B)
BICLA, (C) LLDAS, and (D) Change From Baseline in Daily Glucocorticoid Dose
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ABBV-599 HD, ABBV-599 high dose (elsubrutinib 60 mg + UPA 30 mg); BICLA, British Isles Lupus Assessment
Group-based Composite Lupus Assessment; LLDAS, Lupus Low Disease Activity State; PBO, placebo; SRI-4, SLE
Responder Index-4; UPA, upadacitinib,

All available measurements were used for analysis, and there was no imputation for missing values.
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Table. Treatment-Emergent Adverse Events From Weeks 48 Through 104

ABBV-599 HD UPA 30 mg PBO—=>ABBV-599 HD
(n = 45) (n=47) (n = 35)
n (%) n (%) n (%)
Summary of TEAEs
Any TEAE 34 (75.6) 31 (66.0) 30(85.7)
COVID-19-related TEAEs 9 (20.0) 12 (25.5) 6(17.1)
TEAESs considered possibly related 2 2
to study drug by the investigator 13(28.9) 8(17.0 1367.1)
Severe TEAEs 5(11.1) 4 (8.5) 5(14.3)
Serious TEAEs 5(11.1) 5(10.6) 1(2.9)
TEAESs leading to discontinuation of )
sliidy diisg 3(6.7) 2{4.3) 2(5.7)
Deaths due 1o TEAEs 0 0 0
TEAESs of Special Interest
Sernious infecticns 1{2.2) 4(8.5) 0
nisti : in
e S o
Herpes zoster 2(4.4) 1{2.1) 3 (8.6}
Active tuberculosis 0 0 0
Malignancy 1(2.2) 0 0
Malignancies excluding NMSC 0 0 0
NMSC 1{2.2) 0 0
Adjudicated Gl perforations 0 0 0
Adjudicated MACE® 0 0 0
Anemia 2{4.4) 0 0
Neutropenia 1(2.2) 0 1(2.9)
Lymphopenia 2 (4.4) 0 0
Renal dysfunction 0 0 0
Hepatic disorders 3(6.7) 1(2.1} 2(5.7)
Adjudicated VTE! 0 0 0

ABBV-589 HD. ABBV-599 high dose (elsubrutinib 60 mg + UPA 30 mg}; ELS, elsubrutinib; Gl, gastrointestinal:
MACE, major adverse cardiovascular event; NMSC, nonmelanoma skin cancer; TEAE, treatment-emergent

adverse event, UPA, upadacitinib: VTE, venous thromboembolism.

Non-serious event of cytomegalovirus chorioretinitis. "One subject experienced NMSC, which was excised and
resolved. The event was considered unrelated to study drug by the investigator ‘MACE cdefined as cardicvascular
death, nonfatal myocardial infarction, and nonfatal siroke, “WTE defined as deep vein thrombosis and pulmonary
embolism {fatal and nonfatal).
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Figure 1. Achievement of = 50% improvement in CLASI-A Score over time in patients with CLASI-A Score = 8 at baseline (NRI)
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Full analysis set. *Nominal p < 0.05 for the DZP+S0C vs PBO+SOC comparison. Difference in proportion responding between DZP+S0C and PBO+S0C, 95% Cls for difference in proportions, and
p values were estimated and tested using the Cochran-Mantel-Haenszel (CMH} risk difference estimate cantrolling for stratification factors. CI: confidence interval; CMH: Cochran-Mantel-Haenszel;
CLASI-A: Cutaneous Lupus Disease Area and Severity Index Activity; DZP; dapirolizumab pegol; NRIL: non-responder imputation; PBO: placebo; SOC: standard of care.

Figure 2. Achievement of = 50% decrease in T&SIC over time in all patients (NRI)
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Full analysis set. *Nominal p < 0.05 for the DZP+50C vs PBO+S0OC comparison. Difference in proportion responding between DZP+50C and PBO+S0C, 95% Cls for difference in proportions, and
p values were estimated and tested using the Cochran-Mantel-Haenszel (CMH) risk difference estimate cantrolling for stratification factors. CT: confidence interval; CMH: Cochran-Mantel-Haenszel;
DZP: dapirolizumab pegol; NRI: non-responder imputation; PBO: placebo; SOC: standard of care; T&SIC: tender and swollen joint count.
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Table 1 Dose-response relationship of enpatoran in reducing disease activity based on change
from baseline in CLASI-A score at Week 16 (FAS; N =100)

Enpatoran dose

Placebo
(n = 26) Low Mid High
(n=23) (n=25) (n =26)

Primary analysis: Based on MCP-Mod
Detection of a dose-response P=0.0002
relationship
Selected model Log-linear (EO = -44.3, Delta=-6.0)
Adjusted means in change -44.3 -63.9 -67.9 -72.0
from baseline in CLASI-A (-55.1,-33.4) (-70.0,-57.7) (-74.8,-61.1) (-80.1,-64.0)

score at Week 16, % (95% CI)

MCP-Mod adjusted for CLASI-A at baseline, region and disease diagnosis (CLE only vs CLE + SLE).
Cl, confidence interval; CLASI-A, Cutaneous Lupus Disease Area and Severity Index-Activity; FAS, full analysis set; MCP-
Mod, multiple comparison procedures-modelling.
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Table 2 Treatment-emergent adverse events (SAS; N = 102)

Enpatoran dose

Placebo
(n=26) Low Mid High
(n=24) (n=26) (n=26)

Any TEAE, n (%) 12 (46.2) 15(62.5) 15(57.7) 21 (80.8)
Any treatment-related
TEAE, n (%) 2(7.7) 8(33.3) 8 (30.8) 7 (26.9)
Any serious TEAE, n (%) 1(3.8) 2(8.3) 0(0) 1(3.8)
Any TEAE of special 0(0) 0(0) 0(0) 2(7.7)

interest?®, n (%)

“TEAEs considered to be of special interest were: severe infections (Grade 2 3); seizure (any Grade); clinically significant
cardiac arrhythmia; serotonin syndrome; *Bradyarrhythmia (n = 1); herpes zoster (n=1).
SAS, safety analysis set; TEAE, treatment emergent adverse event.
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Table. Baseline LupusQoL domain scores

LupusQoL domain scores, mean (SD)
Body image
Physical health
Planning
Emotional health
Pain
Burden to others
Intimate relationships
Fatigue

DZP+S0OC

n =203

63.0 (24.0)
54.2 (23.6)
58.1 (29.5)
66.1 (21.7)c
52.8 (26.1)
52.1 (28.3)
58.3 (32.4)¢
52.4 (25.6)

PBO+S0C
n =102

64.3 (27.3)°
55.8 (22.3)
58.1 (29.3)
69.0 (19.9)
53.7 (25.9)
54.0 (27.7)
60.0 (32.6)¢
52.6 (24.5)

Full analysis set. 2n = 184; ®n = 94; cn = 202; 9n = 174; °n = 91. DZP: dapirolizumab pegol; LupusQoL: Lupus Quality of
Life; PBO: placebo; SD: standard deviation; SOC: standard of care.

Figure. LS mean change from baseline in LupusQoL domain scores by visit (MMRM}
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Table 1. Proteinuria Reductions Achieved in AURORA 1

Control Voclosporin Overall

UPCR, n (%) n=178 n=179 N=357
<0.4¢g/g 66 (37.1) 109 (60.9) 175 (49.0)
<0.3g/g 56 (31.5) 96 (53.6) 152 (42.6)
<0.2g/g 42 (23.6) 72 (40.2) 114 (31.9)
<0.1g/g 16 (9.0) 37 (20.7) 53 (14.8)

Analysis includes all 357 participants of the AURORA 1 study. UPCR targets are not mutually exclusive;
participants may have achieved more than one UPCR cut-off at any study visit.
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Figure 1. Mean Corrected eGFR in Participants Achieving UPCR <0.4 g/fg

T 120

2 10

=

100

£

— 90

E _ L %

o 80 — @ ® 4 »

B TO

@

2 60

]

£ 50

o

o 40 —— Voclosporin

—u— Control
0 4 8 12 16 20 24 36 52
Week
Voclosporin (n) 109 109 105 105 105 104 103 99 a3
Control (n) 66 66 65 64 63 62 63 62 61

Data are from 175 patients in the AURORA 1 study who achieved UPCR <0.4 g/g at any study visit. Baseline least
square means and 95% C| are calculated from a medel including a covariate for treatment group. Post-baseline least
sguare means and 95% Cl are calculated from a model including covariates for treatment group and baseline value.
Renal function assessed with corrected eGFR (Chronic Kidney Disease Epidemiology Collaboration equation) using a
prespecified ceiling of 90 mL/min/1.73 m?. Estimated glomerular filtration rate, eGFR.
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Figure 1. Kaplan-Meier survival curves for mortality risk during follow-up among
SLE patients who were classified as frail at baseline (in red) versus non-frail SLE
patients (in blue) based on laboratory-based frailty index (FI-Lab) scores.
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Table 1. Association of baseline Fl-Lab and SLICC-FI scores with mortality risk and organ damage accrual during follow-up (n=274).

All-cause Mortality Risk ? Organ Damage Accrual b<
HR (95% Cl) p-value AIC C-statistic IRR {95% Cl) p-value AIC Pseudo R?
Multivariable model 1: Fl-Lab 305.07 0.8473 589.95 0.1097
Fl-Lab (per 0.05 increase) 1.28 (1.09,1.51) p=0.003 1.14(1.06, 1.23) p=0.001
Multivariable model 2: SLICC-FI 310.65 0.8380 587.36 0.1138
SLICC-FI (per 0.05 increase) 1.24(0.95,1.63) p=0.109 1.24(1.11,1.39) p <0.0001
Multivariable model 3: Fl-Lab + SLICC-FI 306.96 0.8470 584.26 0.1219
Fl-Lab (per 0.05 increase) 1.26 (1.05,1.52) p=0.015 1.10(1.01,1.18)  p=0.021
SLICC-FI (per 0.05 increase) 1.05(0.78,1.43) p=0.732 1.18(1.05, 1.33) p=0.005

2Multivariable models adjusted for the following baseline characteristics: Age (in years), sex, SLE disease duration (in years), education level, cigarette smoking status, baseline
SLICC/ACR damage index (SDI) score, antimalarial use, and anticoagulant use.

SMultivariable models adjusted for the following baseline characteristics: Age (in years), sex, race, SLE disease duration (in years), education level, cigarette smoking status,
baseline SDI score, immunosuppressant use, and anticoagulant use.

<Rate of organ damage accrual per person-year of follow-up based on the change in SDI score from the baseline visit to the last study visit during follow-up.

HR= hazard ratio; Cl= confidence interval; AIC= Akaike information criterion; IRR= incidence rate ratio; Fl-Lab = laboratory-based frailty index; SLICC-FI = Systemic Lupus
International Collaborating Clinics Frailty Index.
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E;alﬂe 1, Clinical and sociodemographic characieristics of SLE patients from the GLADETL 2.0 cohort according

time to diagnosis

- 24 months

2 24 months

Diseazc Rascarch Lahoratory.

Variable (1 - 888) (n - 07T p-value
Time at diagnosis {months), median 10Q1. 0Q3) N i 1-3.5) 482 131.5-T (.000
A vl Algmosts (ycars). medun (1, Q3) 26(Zu-34) 2H2341) 0.001
Feinale Gender, 1%} 790189.0%) X7 189,70 1.
F.thniciey. n ) ) - ) 0822
Caucusian 226{25.5%) 23 (23.7%)
Alrivun Latn Aonerican 6847.7%) 0419.3%)
Mestiza® SR {15.9%) ol [6.0%)
Other Ll LA 1 (1.0
Suciveconvmiv stutus, n %l 0.029
High 1ER {21.5%4) 32 (31.0%)
Madium 3TN (36.53%40 20 (30.9%)
Medivm low/Luw 369422 1) JM55.1%)
Medical insurance, n (%) A0R {A9,2%) GR (1 70.8%) 0R1h
Cumulative elinical manifestations. n (%
Lever STUAEL T 40 131.2%) 1000
Maliar tash SSA{A.6%) §1154.6%,) 0,152
Discoid lnpus GO {7800 1 {11.534%%) (.239
Photosensilivily 36403970 STI38.5% 0.31Y
Oralimasopharyngeal uleers SRR {£3,9%) 44 145,4%,) 080
Alnpecia 370 {055 HU {71 1Y (.201
Arhntis 228155 SUH2. 5% 0.a]
Tewritis 228{28.8%) 25128.8%) 1.¢0n
Pericardiris 161 {18.3%) 13 {13.4%) 0.265
Persisient proicimuria 308374590 4 1505400 0.197
Cellulin evlinders 220427.2%) 0209
Psychesis 29 3.5 SR 1)
Seizures 42 {2.7%) 0.143
Ilemulyiic et LOL 115520 (.244
Taukopenia 01 {45.9%) 0.%29
Lymphapenia 4TR {34550 0.414
Thrombuosylopenta 193422.1%) .01
Tositive ANA §72{98.3%) 94 {97.9%) 0182
Anti-dalDN A, positivity GT0 {78450 TATTY (.4935
Anti-Srm, posilivily 268 {36.450) 2512945 0.222
Anti-Tupus coagulant, pesitivisy L1 {16,282 IR{21.7%) 0214
Anti-cardialipin. pesitivizy 141 (19080 23 27.1%) (.0K3
Anu-B2OPL postivily 67 (11.2%%) 19 126.8%0] 0.00]
False positive VORI, EXENEN T19.7%) 0068
C3. Imy GRI{(TE.5%0) O {GR.KY) (.03
4 low 82 {789 Sh 168 8% 0027
CTTSO, line 63127 5% 4015 4% 0,243
Conmba positive 146 {25.9%0 23 {33.KY%) 0.077
Comorbiditics*. n (%) 28 {2845 AUIGL.R% 00143
SLEDAT ol cubiont enlry, snedian (1, Q3 S22 A1 0,614
SDI at cahort enrry = 1. n %) A0 {36.6%0 AR {51.1%0) 0.0n7
Personal history of autvimmune discases, n (7]
Siusen’s Syodrute 2943.53%) 315.2%:) 0371
| RA 8093 1 {1.084) 0.608
APY 31¢3.8%) 13155 .00y

MATeast one o the following;: diabetes mellius, artevizl hypeneasion, dyslipidemia. Mestien: individuals korn in
Latin America who had both Amenndian and white ancestors. anu-dsDNA. anu-double swanded deoxynbonucleic acid:
ANAL intnucler antibudy: andi-Son, got-Staitb; B2GPL Beta-2-plvcoprutein T ATS. awiphosplolipid syrdeome: RA,
‘heumateid arrhrizis SR, SLICC/ACR damage index; SLE. Syatemie Lupus Fiythemameans; SLEDATL Systemic Lapus
Lrvthernutosus Disease Achivily Index: SLICC, Systemic Lupus Intemutional Collaboratng Choies: VDRL, Venereal
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Table 2. Univariable and multivariable Cox regression analyses of factors ussociated with delayved diagnosis in SLE patients from the
GLADEL 2.0 cohort
Cnivariate Modcl Multivariate Model
¥ariable Odds Ratio (OR) p-value Odds Ratio (OR) p-value
(93% CI {95% CI)

Gender, Female 1.08 (1.54. 2.15) 0.82% 1.24 (0,56, 2.78) 1,595
Ape at diagnosis 1.03 (1.02. 1.05) = 0.001 1.03 (1.01, 1.05) 0.004
Ethnicity

Caucasian Ref Ref

African Latin American 1.30 ((1.57. 2.94) 0.528 1.28 (049, 3.31) 0.616

Mestizo® 1.08 (165, 1.78) 0.767 1.08 (0.62, 1.89) 0.792

Other 1.23 (0.15, 10.26) 0.849 1.35(0.15.12.14) 0.791
Socioeconnmic status

Iligh Ref Ref

Medium 0.54 (0.31.0.91) 0,022 0,48 (0,25, 0.89) 0.021

Medium low ¢ low 0.53 (0.31. 0.88) 0.015 0.55(0.29, 1.06) 0.072
Educational level, yeurs

0-7 Ref Ref

Bto 12 1.57 (1.60. 4.12) 0.359 1.68 (0.60, 4.65) 0.321

13 or more 1.47 (0.57, 3.83) 0.427 1.4 (0.48, 4.05) 0.537
SDI at cohort entry = | 181 (1.18. 2.77) 0.007 1.24(0.74, 2.08) 0.412
SLEDAI a1 cohort entry 1.01 (1198, 1.03) 0.604 1.02 (0.99, 1.06) 0.161
Comorbiditics® 1.73(1.13, 2.66) 0.012 1.31¢0.79, 2.16) 0.296
Personal history ol autoimmune diseases

Sjogren’s Syndrome Lol {061.427) 0.336 1.17(0.40,3.47) 0.771

RA 1.15 (.14, 9.27) 0.897 105 {011, 9.97) 0.963

APS 254 (1,33, 4.87) 0.005 26(1.21,5.59) 0014
Clinical domains

Constitutional 0.98 ({164, 1.50) 0.928 1.22 (0.74. 2.00) 0.434

Mucacutaneous 0.76 (0.41. 1.42) 0.399 0.76 (0.38, L.51) 0.429

Musculoskeletal 1.08 (162, 1.88) 0.779 1.06 (0.56, 1.99) 1.859

Serosal 1.02 (0,65, 1.60) 0.924 118 ¢0.71, 1.96) 0.528

Renal 0.69 (.45, 1.05) 0,084 0.71(0.41,1.23) 1.220

Neuropsychiatric 1.16 (0.63. 2.16) 0.637 0.93 (0.45, 1.93) 0.842

Hematologic 1.12 (.70, 1.79) 0.649 0.97 (0.57, 1.65) 0.917
Immunology domains

Anti-dsDNA, positive 0.96 (1.57. 1.60) 0.865 1.28 (0.70, 2.33) 0.422

C3, low 0.60 (.38, 0.95) 0.030 0.86 (0.43, 1.69) 0.654

C4, low 0.59 (0.37. 0.93) 0.024 0.66 (0.34, 1.30) 0.227
#Diabeles mellits, arterial hypertension, dyslipidemia. tMestizo: individuals born in Latin America who had both Amerindian and white
ancestors. ACR. American College of Rheumatology; anti-dsDNA. anti-double stranded deoxyribonucleic acid; RA, rheumatoid arthritis;
APS; antiphospholipid syndrome; SDI SLICCACR damage index; SLE, Systemnie Lupus Erythematosus; SLLEDAL Sysiemic Lupus
Ervthematosus Disease Activity Index: SLICC, Systemic Lupus International Collaborating Clinics.
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Table 1: Inter-rater and intra-rater Intraclass Correlation Coefficient (ICC) of SLE-DAS,
SLEDAI-2K and PGA.

ICC (95% Cl)
Inter-rater reliability Intra-rater reliability
SLE-DAS 0.9252 (0.8808-0.9608) 0.9404 (0.9032-0.9685)
SLEDAI-2K 0.9096 (0.8571-0.9522) 0.9272 (0.8828-0.9612)
PGA 0.7389 (0.6175-0.8518) 0.8809 (0.8217-0.9286)
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Table 2: Coefficient of Variation (CV) of SLE-DAS, SLEDAI-2K and PGA.

CV (%)

1st rating round 2nd rating round
SLE-DAS 8.22 7.61
SLEDAI-2K 19.68 20.41
PGA 41.09 38.85
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Table 1. Correlation Between CLASI-A Erythema and Scale vs. Patient-Reported Outcome Measures

at Baseline
Patient-Reported Outcome N Median (IQR) Correlation with CLASI-A Correlation with CLASI-A Scale
Measure Erythema
Spearman's rho p-value Spearman's rho p-value
APIFS
Pain 131 4 (1-6) 0.23 0.009 0.26 0.003
ltch 131 5 (2-8) 0.29 0.0007 0.27 0.002
Fatigue 129 5(2-8) 0.2 0.03 0.22 0.01
Skin Health 131 5(3-6) -0.38 <0.0001 -0.32 0.0002
General Health 131 7(5-8) -0.26 0.0024 -0.25 0.008
CLEQoL
Body Image/Cosmetic 11 50(31.3-84.4) |(0.26 0.006 0.27 0.005
Effects
Photosensitivity 1M1 66.7 (50-100) 0.28 0.003 0.13 0.17
Functioning 131 33.3(14.6-61.9) |0.32 0.0002 0.3 0.0004
Emotions 131 52.5(32.5-82.5) |0.21 0.02 0.18 0.04
Symptoms 131 50(32.1-71.4) |0.33 0.0001 0.31 0.0003
DLQI 130 9 (4-14.8) 0.37 <0.0001 0.31 0.0004

Abbreviations: APIFS: Analogue Itch, Pain, and Fatigue Scales; CLASI-A: Cutaneous Lupus Erythematosus Disease Area and Severity
Index Activity Score; CLEQoL: Cutaneous Lupus Erythematosus Quality of Life Index; DLQI: Dermatology Quality of Life Index.

Figure 1. Erythema and scale are correlated to PIDP scores after six months.
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Takle 1: The predictive value of the SLICC-FI (a8 a continuous variabla) on HEOwL in SLE

paticnts
Unadjusted hodel Adjusted Modei®
[isl) o vl [isL) oovilue

Phvsical funchon | -5t (000 <1 L -LLRA L ED ST
Pain LR =001 | =254 00.72) <1001
Planming 24T =] S22 AT =1L
[nbimate SR L) =01 SEALCLAY .00
relationship

Rurden to arhers -8 (114 =, . -1 1T . (055
Emational health | -3.71 (1.02) =L =120 [8).53) | oozs
Body image S3A5C1NE n.An [ 135 082y [ o
Fatigue =354 (100 e RER| [0 (.57 [ oows

# Addjusted for ape at disgnosis, pender, socioeconomic stalus, ethnicity, SLEDAL-2EL 511,
disease duration at baseling, predniscns daily dose, antimalarial and immunoesuppressive drug

nsc., gnd the same domain the LupusCel. in the provious visit,
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Table 2: The predictive value of the SLICC-I'I (as a catcgorical variable) on HRQoL in SLE paticnts

Unadjusted model Adjusted model*
Frail# Least Frail# Least
fit# fitif
B (SE) p value B (SE) | pvalue | B (SE) | pvalue | B(SE) | pvalue
Physical function | -27.91 <0.001 -10.29 | <0.001 | -3.26 | 0.030 -1.87 0.024
(3.09) (1.54) (1.50) (0.83)
Pain -23.30 <0.001 -9.29 <0.001 | -6.43 | 0.002 -3.18 0.003
(3.50) (1.75) (2.12) (1.08)
Planning -23.02 <0.001 -9.79 <0.001 [-5.13 | 0.012 -2.60 | 0.022
(3.58) (1.96) (2.04) (1.13)
Intimate -21.37 <0.001 -6.20 0.076 |-3.48 |0.297 0.69 0.767
relationship (4.89) (3.49) (3.34) (2.34)
Burden to others | -16.16 <0.001 -5.45 0.041 [-3.09 |0.191 -0.17 0.916
(3.78) (2.66) (2.36) (1.59)
Emotional health | -13.83 <0.001 -4.62 0.016 |-3.84 |0.007 -1.99 | 0.070
(3.23) (1.91) (1.78) (1.10)
Body image -11.58 0.002 -5.96 0.028 |-2.97 |[0.278 -1.38 0.457
(3.81) (2.72) (2.73) (1.85)
Fatigue -12.13 <0.001 -4.67 0.061 |-3.3¢ | 0.067 -2.37 0.065
(3.59) (2.49) (1.82) (1.28)

#In this model, the category less frail was included as the reference group. * Adjusted for age at diagnosis, gender,
socioeconomic status, ethnicity, SLEDAIT-2K, SDI, disease duration at baseline, prednisone daily dose, antimalarial and
immunosuppressive drug use, and the same domain the LupusQoL in the previous visit
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Table 1. Validated IMC Panel

VIMENTIN
MEGALIN
NESTIN
SMA
COLLAGEN IV
EGFR
CD31

Kie7

CD45
CD20

CD3

CD4

CD8
FOXP3
CD11c
CD163
CD14
CD16
CD66b
CD68
CD38
MX1
ISG15

PKR
IFNAR1
HISTONE H3

DNA intercalator
DNA intercalator

ICSK1
ICSK2
ICSK3

fibroblasts, pericytes
proximal tubule
Podocyte

smooth muscle

basement membrane, fibrosis

ubiquitously expressed
smooth endothelium
regenerating tubular cells
hematopoietic cells

B lymphocyte

T lymphocyte

helper T cell

cytotoxic T cell

regulatory cell

dendritic cells (DC)
inflammatory DC/monocyte
inflammatory DC/monocyte
inflammatory DC/monocyte
granulocyte

macrophage

plasma cells

IFN-induced protein
IFN-induced protein

IFN- induced protein

Type | IFN receptor

Nucleus

Nucleus

Nucleus

Segmentation antibody
Segmentation antibody
Segmentation antibody
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Figure 1. Comparative IMC staining of adult renal biopsies with minimal change disease (A), class
V LN (B) and class IV LN (C). The 3 IMC images for each sample represent images obtained from
the same region and time, with a selection of glomerular, tubular and stromal markers shown in the
upper panels, immune markers shown in the middle panels and IFI-P and IFNARI in the lower
panels. MEG, megalin; VIM, vimentin; aSMA, a-smooth muscle actin; COL IV, collagen IV.

A. Minimal change B. Class V C. Class IV
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Figure 1. A) UMAP of the individual cell types showing their differential abundance and relatedness, as well as the
average of 6 lIPs in HCs, quiescent and flaring patients: 29 cell types were identified based on their expression of the
markers in our panel. There is a gradient in expression of average IIP expression in most cell types from low to high in HCs,
quiescent patients, and flaring patients.

B) Correlation matrix in all cells: Correlation between IIP expression (shown on the y axis) and 1IG expression in individual
cell populations (shown on the x axis). R values are denoted by colour, and p values by the size of the dots.

C) Immunologic differences in lIP expression in immune cell populations comparing flaring and quiescent patients:
Waterfall plot showing the differential levels of IIP scores between flaring and quiescent, with bars above the line indicating
increased expression in SLE patients. 27/29 immune cell subsets have significantly higher IIP scores in flaring patients relative
to quiescent.

D) Heterogeneity in IIP expression levels within the cell subsets of individual patients and HCs: Patients were separated
into 11G high and low groups based on the top and bottom 15% of IIG score. Regardless of 1IG group, there was heterogeneity in
the IIP signature on a single cell level that was found within patient cells. Myeloid cells had the most marked heterogeneity,
followed by T cells and then B cells.
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Figure 2. A) Analysis of extremes. Comparing the top and bottom 10% of IIP expressing cells within the same HCs and
patients from ex vivo samples, it was found that certain activation and trafficking markers are upregulated in the 1IP high cells,
some of which are directly induced by IFN. R values are denoted by colour, and p values by the size of the dots.

B) Incubation with IFNa and IFNB induces several of the cellular markers that are associated with increased IIP
expression in-vitro. PBMCs from healthy controls were stimulated with the indicated IFNs for 18 or 24 hours in the presence of
Golgi-Stop for the last 2 hours. Shown are fold increases relative to unstimulated control.
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Figure 1. A) UMAP of 11 annotated monocyte and DC clusters. B) Proportional analysis
showing each cluster for control, non-progressor, progressor and SARD groups. Data was
normalized to account for differences in cell counts per cluster and per patient sample. C)
Heatmap showing differentially expressed genes between patient groups, with intermediate
monocytes as a representative cell cluster (log2FC = |1.0|, Q > 0.05, min.pct = 0.1). Similar
trends were seen in the remaining cell types. Genes and patients were clustered in an
unsupervised manner. Genes of interest are indicated with pink representing genes elevated in
progressors and green representing genes elevated in non-progressors.
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3D-classification structures
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Total

N=7
Median Age (range),yr 30 (26-41)
Female, n (%) 6 (85.7)
Median SLE duration (range), yr 9 (5-14)
Median LN duration (range), yr 5(2-9)
No of IS/biologic agents exposed (except steroids), n (range) 4 (3-8)
Previoustreatment, n (%)

Steroids 7 (100)

Hydroxychloroquine 6 (85.7)

Cyclophosphamide 6 (85.7)

Mycophenolate mofetil 6 (85.7)

Azathioprine 2 (28.6)

Tacrolimus 4 (57.1)

Leflunomide 3 (42.9)

Ciclosporin 1(14.3)

Methotrexate 2 (28.6)

Iguratimod 4(57.1)

Telitacicept 3 (42.9)

Belimumab 2 (28.6)

Rituximab 1(14.3)

LN ISN/RPS, n (%)

n+v 2 (28.6)

IV+V 3 (42.9)

NIV+V 1(14.3)

Vv 1(14.3)
NPSLE history, n (%) 1(14.3)
Baseline characteristics

SLEDAI-2K, median (range) 12 (8-24)

PhGA, median (range) 1.5(1.1-2.4)

ANA titer 2 1:80, n (%) 7 (100)

Anti-dsDNA Ab (Farr), median (range) 62.84(13.5->100)

Low complement, n (%) 6 (85.7)

eGFR-CKD-EPI(ml/minx1.73m*2) ,median (range) 115.91(75.75-131.53)

24h UP (mg/24h), median (range) 3713.7 (1227.2-8156.9)

UPCR (mg/g) , median (range) 2635.09(1644.19-10841.93)
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Days after C-CAR168 infusion

24-hour Urine protein changes overtime
eGFR-EPI changes overtime

SLEDAI-2K score changes overtime
PhGA changes overtime

Serum C3 changes overtime
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Serum Anti-dsDNA antibodies changes overtime
Kinetics of C-CAR168 copy number in peripheral blood
Absolute counts of CD20* B cells in peripheral blood
Phenotype of B cells after recovery*
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I and m. : Changes in plasma cell {I) and type | IFN {m) gene signature scores™
* data is available for 5 patients of their last follow up at 6 months {(01C001, 01C002) or
3 manths (01C004, 01C0O06, 01CA0T). ** The signature score was computed based on

RNAseq data available for 6 patients of the indicated fallow up,
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Table1: Baseline characteristics of CABA-201 treated participants

Patient / Cohort SLE1 SLE2 SLE3 LN1
Age, sex 26 M 36 F 44 F 24 F
Disease duration ~6 years ~17 years ~9 years ~2 years
Autoantibodies dsDNA dsDNA dsDNA dsDNA
SLEDAI-2K

Baseline 26 10 8 22
Disease activity™ UPCR (mg/dL)

1.081 n/a n/a 7.22
Therapies at GC, MMF, y GC, ANI, VOC,
screening HCQ Ry R gae. MMF, HCQ

5 : CYC, BEL, MSC, RTX, ANI,

Other prior therapies VOC. TAC BEL ADA MTX GC, MTX BEL, LEF
GC Dose at
Screening (mg/day)* " 7 bR =

Footnotes: *Baseline disease activity = activity before pre-conditioning; tSLE1 had Class V Lupus Nephritis; inclusion
criteria for LN cohort requires class lII/IV LN; *Prednisone equivalent. ANI, anifrolumab; AZA, azathioprine; BEL,
belimumab; ; CYC, cyclophosphamide; dsDNA, double-stranded DNA; GC, glucocorticeid; HCQ, hydroxychloroquine;
LEF, leflunomide; MSC, Mesenchymal Stem Cells; MMF, mycophenolate mofetil; MTX, methotrexate; RTX, rituximab;
SLEDAI, SLE disease activity index; UPCR, urinary protein-to-creatinine ratio; VOC, voclosporin.
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Table 1. Annual complete direct, indirect. and total costs (in 2023 Canadian
dollars) for the cohort subset providing complete cost data, stratified by SDI (n =
2414 observations). Values are means.

spi 0 1 2 3 4 >=5

Patients, n 369 187 142 82 47 48

Observations, n (%) 1038(45.5) 5H02{20.8] 351 (14,5) 213(8.8) 126(5.2) 124{5.1)

Direct Costs 5481 5782 6611 14451 12944 29822
Hospital stays B43 1110 12823 1747 2243 443
Medicalions Z0856 1910 2535 2710 2636 2142
Physicians 524 1010 971 1391 1606 1663
Tests 616 an4 931 874 772 1334
Dialysis 0 0 aQ 6334 3797 18597
Other® 1012 348 922 1384 1840 1535

Indirect Costs 25316 38932 39551 45320 53280 2418

Paid labour 5626 10132 12145 17577 22054 21396
Absentegism 1261 1236 1227 1848 1987 1832
Presenleeism 6270 6627 7419 4953 5308 4658
Opportunity -1885 2270 3500 10777 14780 14907

Unpaid labour 19689 23300 27406 27743 31226 31021
Presentecism 10362 10524 10842 12384 8469 10873
Opportunity 9328 18277 16564 15359 21757 20142

Total Cosis 30797 44714 46162 59771 66225 82240

“Olher includes non-physician healthcare professional, emergency room visils,
outpatient surgeries, and help obtaining medical care
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Table 2. Annual imputed complete direct. indirect, and total costs (in 2023
Canadian dollars) for the full cohort, stratified by SDI (n = 15,106 ohservations).

SDI Patients. Observations, Complete Direct Indirect Costs, Total Costs

n n (%) Costs, Mean {95%Cl}  Mean (85% CI)
Mean (95%Cl)

1236 8090 (53.5) 5386 28427 33812
{S010, 5761) [25816,31038) {31088&. 36537

674 3024 (20.0) 65493 37411 43804
18042, 5345) (34338, 40483) (40778, 47030)

410 186G (12.4) 7781 40003 47783
{7038, 8523) (36455, 43550) {44004, 51563)

267 1118 (7.4) 12650 47035 SU526
111234, 14067) (43595, 50476) {55842, 63529

134 480 (3.2) 16167 51786 67852
{12739, 18595) {45804, 57988) (61041, 74864)

17 524(3.5) 32020 58819 90839
{28330, 35709 (51342, BE287)  {B2275,88403)

9YUHG s AR GRIJ&A gt Ws RS W6 WERNE I qI2J1 + 2t Wad6 1JWCD
HYt qt Wa 6 gnavilisi 120 SIRIPSH ¢ U fnlRiU TR | RIS dLL #OVLEC dYts W2 KON A
OYWY! WG RURGeéeGWI ¢GeNW qROGTWIFGUII RIURDT weYUt R
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Table 1: Baseline demographic, clinical, laboratory, and treatment characteristics of
patients with arthritis (n=1248)

Median (IQR)/n(%) Non-deforming Rhupus (n, 101) Jaccoud’s arthropathy | p-
arthritis (n, 908) (n, 239) value**
Age at diagnosis 27.86 (20.56-38.27) 31.96 (22.37-40.40) 28.57 (21.60-38.68) 0.152
Sex, Female 798 (88.1) 92 (90.2) 225 (94.1) 0.03
Organ involvement ever
Skin 813 (89.6) 97 (95.1) 217 (90.8) 0.2
Nervous system 316 (34.8) 48 (47.1) 94 (39.3) 0.03
Vasculitis 254 (28) 32(31.4) 69 (28.9) 0.76
Renal 443 (48.8) 49 (48) 126 (52.7) 0.54
Serosal 170 (18.7) 19 (18.6) 52 (21.8) 0.57
Hematologic 680 (75) 76 (74.5) 186 (77.8) 0.64
Constitutional 296 (32.6) 42 (41.2) 87 (36.2) 0.16
Serology 812 (89.5) 93(91.2) 221(92.5) 0.37
Adjusted mean SLEDAI-2K = 3.82 (2.3-5.9) 3.1(2.1-5.2) 4.0 (2.6-6.1) 0.07
SDr* 0.00 (0.00, 1.00) (.87 (0.00, 1.66) 0.50 (0.00, 1.24) <.01
Antibodies & complements
Anti-Smith 376 (41.5) 41 (40.2) 110 (46) 0.41
Anti-RNP 446 (49.2) 55(53.9) 134 (56.1) 0.14
Anti-Ro 513 (56.5) 71 (68.6) 135 (56.5) 0.04
Anti-La 290 (32.0) 35(34.3) 77(32.2) 0.90
Anti-Ribosomal P 77(8.5) 10 (9.8) 213(89.1) 0.50
Anti-Cardiolipin 288 (31.8) 39(38.2) T71(32.2) 0.41
Anti-dsDNA 686 (75.6) 81(79.4) 193 (80.8) 0.20
Low C3 684 (75.4) T7(75.5) 178 (74.5) 0.9
Low C4 444 (49) 40 (39.2) 110 (46) 0.15
Rheumatoid factor 145 (16.2) 18 (17.8) 38(16.3) 0.1
Anti-CCP (130 patients) 10 (12.9) 5(29.4) 3 (8.3) 0.11
High Interferon signature 122 (55.7) T (26.9) 49 (67.1) <0.01
(318 patients)
Treatment received ever
Glucocorticoids 756 (85.3) 90 (88.2) 224 (94.9) <0.01
Prednisone dose 10 (6.19-15) 9.1(6.1-13.2) 10(7.1-12.7) 0.5
Antimalarials 769 (86.8) 88 (86.3) 209 (88.6) 0.75
Mycophenolate Mofetil 254 (28.7) 31(30.4) 92 (39) 0.01
Azathioprine 369 (41.6) 47 (46.1) 118 (50) 0.06
Methotrexate 195 (22) 4] (41.2) 72 (30.5) <0.01
Cyclophosphamide 75 (8.5) 12 (11.8) 13 (5.5) 0.13
Rituximab 36 (4.1) 7(6.9) R (3.4) 0.33
Belimumab 36(4.1) 5(4.9) 19(8.1) 0.04

# 5D modified by exchuding the musculoskeletal domain, *C- Complement, CCP- Crinallingied cyche pephide, dsDNA- double-stranded Deoxyribo
Muckic Acid, SLEDAI- Svstemic Lupas ervthematosus Disease Activity Index, SLICC- Systemic Lupus crvihematosus Insernaticmal Collaborating
Clinics, DI- Damage [ndex, ** Chi-Square AMCOY A test acrass the three groups

9YUrG2t RWOGH &RqRt Ws ¢t WYHt D1 207 WRUWGE ¢ pllgé IJWHRY ¢
TUNY!I GRUNWeITZOZEs OW aYUOUNWI WnY!l GRUNWE! q61 RaRHt
BIYEb IOWs Ws ¢t Wett YRRECqUT Ws Ragé We WERNEWRUqIII nidl
b D+ AWe Olglde o &Y W YW 32306 YGGWUqWet WHYAGGe! I LWa
qs YW ROWUI WUqWaWHE6CURY G WnY! W WnYl aRUNDWEI qb1 R
Hel T J0WRUWAYUq! ¢t qgY Wl 62 Get IOWEI Y RYUY Ws 131 JLUL
cl qAREAR2 | RUNDWag6s WWI ROWJIWY nWI ¢T RYGYNRABLW ROoWI 1

Y N



l’ﬁupus

TORONTO 2025
§ MO=Z o WM=TO
NYGREMWOKERCENUYt Rt etO~¢c URNWUt q¢c¢ qRYUL elO# 10§ 2 qHY G 1J

7ENA 9Nwos 9OAAE NWEEEEf§ WMPalWE~EA]f ] Wf E

~ ] E~E NWE§[ Wx OAOE W~ flEEN Nf§ EW ?2W98~8A
ZOVME M= P LUN gHIaVIIIMIBAL-

~ 9c¢cf EWxE A f ] wWwo Wwf 2 Nf [ oL LLI Nf O9xE A
OWAOXEWE ONWEOENE~f OW ONg§f~~0 EWAcEO~ Nf9wW?

l

[ ¢1 AYT W~ YNB6CE2l ¢l elE € P eubcel 6l W7 B © € & 0 it
9 VYt qUFcellllc ! B IY6UREERECU Y i R U BFEIE WRIBT IV LU
7¢ 2 ¢ URqce@REEAYIN Y1) WA ceUH B5RA YR 1J 0 WEYRIC @ IRE dUrH 1J
f 4+ 10MAD0 Rt 2 | UrAR Y6d @ WHos~clE Gl LRAGEmM ¢Ynl UneRWD? LW aeeU ul ¢ U
71 2"BHIRH G 130 EE WA 1) g WRRCUAN O 1313 W2 @yyot 1 A & O 1pL!
] YOl et ¢ UIBACUWIARIC t A BOKHRIUG ¢ AW ciod ILZ2 W W
eYUuuGey20m®B RciM- WO DY B WSSE R 6 0 131001 YAUASHRIOWE ¢ § W
X &2 | ¢ q B WdWH q 6 Weke Yl WRELCRE T HR1JG R U 19mARE URBur 13 U
X Wu ¢cFHI0He W tomediic2 UM RBaUW G WREd dAdDGIYR
NOUR2 11 Ra! WY N W9 ¢ 0B EI RE WHADOWURE 1IJ1 A IRId FAdU~dIA RARU |
9cUcTeRNGEcaGWEUT Wi YGWUbBY We VYt GRacaGAWAGDa2GecqVYidy
G131 POFUCR2 It URGY!l YOqYAWRYE YORYHAROWOOR2A! + Rq! A L
9c¢UcIOUR21I + Ra! WYNW7RI aRUNG ¢ 0 AdLE? R & RIULDE (@& R 271U G
cYt GRqcé¢GlWnY! WASIWJeGc¢ qRALW? Rt MESH A SESURENIOYE 200U Lilut Yaj |
~JT RACOGWERARRIUDUADY WeUT W 2yl RGgRROAWADD PR H HId R @t 9
NYI YUqYANBAd WERUEARW~ UT RACGWONNUqUIl aWx Yt W UOnWPJaw
G REIGGE T qd W0qWwWYnw NURUNAWASWI2GecaqYayYn! we Ol W
~PJT RARUNVAWOUR2 WIUKARIe Y 119 ¥ WA LIO 138 i oD NIRRT D AT G 1J
x YOT YOAWx YOUT Y U 91840 WRepIM GUdulR-UJT TRYHICS WA 13t 3¢ | #6 W[ Y
faGaU0YOYN! WAL YNNI ¢OGALWSTE Tc¢dYacNDOUR®R!NIA LLRGRIUX ¢LRE qf
Az JAUHLWI R VAR WAIAIGBd TUBOM R2 1J1 + Rq! W7 WG n'&IY@GAWT 1J0G n ¢
c YGt RUY WOUR2UJI t R! AW7 ¢ qREYD DARYYREHE B ulé g luR
9NUqUIl aWl Ws wWoVYl t aWd®RGRZ ILIEgR alJW Y i WY 16 ¢@é IRHE 1Y
CROUODAWIGECGUIWc RIUGAWNOYRqEE WEqBO G DIWDYRAUIGVREHE H
Eqc¢aqldt WY AMD @0 RIFGIAWERUOND I WAL Wel A6 WF Ut qRage qld
ARaqaqt Hel N6 AWOUR q AN dlUETqld @UIR 2U¥ ItUR a 'IW[REFR A0 q ! WY n W
Es T iRIBAJWOUR2 11 + Ra! WYnW O¢H¢cOGeWeqW7RI GRUNGC G
Eqcqldt WY RUWS HadID IR AWOUR2 I + Rq! W~UT RAcC G WO LUqII
A ldedcqyYavyn! W Ul WOaRURHe O WF G4 2[UYRIKNG IARL LEft Wytddy
nYl W~PJT RACOWAIY Vel H6AW~¢ U6 et 13 R R D0 Bim @ R (& q B

cllciaqoé WAt D¢l #6 Wf FEGR &2 qUOAIRZ Ri HRGA BEICRR RA RY

Y P



l’ﬁupus

TORONTO 2025
qiGcUqc AWOURq I AHE amec oA 2 lIIYLHOUD R21JI | R FRBAARS LWl # dRan () ALY (
9¢URNYI URCWEC¢UW?RUNYAWE¢ Uk RAIDY & ¢LDIT RO U RIE I ¢ i
cYt GRqc¢awWoWUqU!l WnYl WAsWDaGecqYayYnN! wWeUl WEGRUIIW?
2000 CHOUR2VI+ Ra! WYnW~¢ URP¥IHE Ridic RILORER WA IR a O LN
9¢l YOGRUcAW9G6¢! Gt qVY UAaddr dIHRIEEDAIRIZHIWL Y Rl | LI 1IR
Ds WoY!l t AWOURqUT WEq¢c qlt WYnW Gl RAEC

7¢Ht NI YeUl o MeaRGE¥HID&OC | WEcUqRAYT ! Wel b Wa Wt qRUT
b1t qUAORHWE 2 qYRAG2 UMW 6028 c¢ qRAWI R D¢t Ut WulE A2
f qWRY Ws D3OG Wt q¢ HIRY 6fiG LA G & b lLUdeP p Edde A ILHOE & §u
¢l JWe G YUNWE #®ARILUSK IGIRDGEY MIR JJG RS YYT WYnWaé 13t 1J
E WGec aqqlll UWRY WES¢GaWUNRUNWNYI Wa¢cHWqUHsOUYOYN
t RORGOC!I RqRIJt Ws Ra 6liNle 6 T 1) HIG Gpd b KEUE £ A GUR €01) KE G Bt G
ORqYGRHWGGH:E RUCROD b FHRE QWG Ws Rad WE A2+ HOWi W Jql
¢l URUNWHY2GT We #H2 | ¢ qi e T RIEIDER0dIp Rl WH I q s 1
Geaqalll Ut 1O

~1Jq6 NQSE T NLW WRGCENUt Wnl YOGWEXx EWGE qRIUqt WUl
fOUqUl UcqRYUcOWOYOUGEAY!I ¢qRUNWOGRURHAY WEXIFAWGqRY
b e AT WA WIUI YGOUT WRUWaq6 W8 Ugqel RYWecWchaqo6WEqel
f Uql U¢c qRY UL Y AIE Witqaddt WY Weif 9 AAWUl =MTWRG ¢ NI
ExfooweUl W§cELW Ws 31 PWG! nYl G137 WR EELNGO@E O #H 180 q
bl Y2¢ExXxRqUAW W1 nWPYUAWE? s We OT W el wYOUWe Wl RNRa¢
¢ HWaqHAG U RYDBRbKPINHIE dIC U WY n WEEAEHD 9 R & GORMBIIR T 13 U q F
RGcNIIt OWf GenNIdt Ws 3 3w 3t RAUDT WqYW=Z=ZN+Z=ZNWGR# Ui
AldeT Wl e lWet RUNWewWRYU2YheqRYUcOWUOWel caWUWaqs Y
531 W 132100 Y GIa g Vel K¢ ilald DagR a6 1 WGe qaqldl Ut oWi L
YeqGeaqt WYnWcdoWaé6! 1J1IJW9 b WaqYWHI JeqlWe WHYAGHRU
RGcecNIt Ws I dWet OT WnY!l Wagl ¢ ROURUNWe UT W=MEWNY! W2¢
q6 WnYel WaeHERUIIWI Y GO/RARI LGGLVETH 1 0diot SLLDLLE Al IPhLLDa) 130G 1J |
TWqUl GROVDWaq6 DWHDE qWG!H WT RAQRYUWG YT DGO

At eNGRHEIGE HWgIHG UY O Y MERA LydlBERTALL oG R EOOATLRE M $IU + O ¢
nYel WGYT 3ot WG nY!l GI1JpeW@éRsc 2 0lils @& 6 WG RVG I L
nl YO WEpSTHONE WelN¢ AG WWNb OWi 6 JUWRYAGGE! RUNDWY q6 131 LLC
HYGHRUODUT W b YTAIDE W@ IWn Y1 6T Waqd WWHIIY qs Raé Wa 6 1
Gl JHRt RYUWb ®ZOTEbL At GUARR3IHAHRQ! We®dOK=ZEbL AlWlec UT W[
9 Wa YT DaWer~YT DGdW=ZeWnY! W6 W IYUT WA Y qut 304

NE¢HOGUWNWWIYaGe!l R YUWY nWI ROUI WUq
Ulqgs YI t Wel 9 b WG YT WGt We UT We WeYaH

Y Z



l’jlupus

TORONTO 2025

HIdgs U130 igroec O o OqRUe H#HG e | we U
Gecaqalll Ut 1O

HHzl Al DHRIEDUL EGIH . o9 L
9 W~ - T - T MEL

bl E b bl E b bIEb bIEDb bl E b
N Y & HOP d MO YT HOD®PNHKPY Y HOOP > HOT

= OMKOIMN YTHK® P=KOTY Y ION®MKOOD > HOF
@) YMNKO= TZKON @®YK=TNK=YPIT®T ION

9YJIHRI®POOM @ZIOT P=ZHOTPO=Zd=OTdX KO3

HHI 32 R¢ qdRIY 8 d) apijl D 1921J 6 L9 AWHY U3
UDqgs YI t 6 WHIENUL awt WUt RgqR2Rq! 6 WWEGW

9YUHG i R DG YGUT We W RNGG! WGI WAERY WWe U1 We A#He

WAWeT Wl WAWg6 ¢ qlll Rt #I RGO R GE wllh ILNGHSRIIR GRS GWD ¢ | L
Geaqaqlll Ut AWGYqUWUqqRcaGd! Wt GUOUT RUNWe GWa6 13WT RO I 1
E A2t wWe Ul Wl Wl eBARUNWq6 IWUOWPT WnY!l WeUO0WHPDE L ¢! ! UL
ctt It aRNU0qt WEFqll UcdWwW2eaRT ¢ qRY U WYrnYll YEU aUBGRY T LID
OYT DOWRY WeT YGqWUT WRUqVYWGCEHY!I ¢qY!l RIY We UT WHGRUR

YT



l’ﬁupus

TORONTO 2025

§ MOOLWo WmTMN
NYGREMWOKERCENUYt Rt etO~¢c URNWUt q¢c¢ qRYUL elO# 10§ 2 qHY G 1J
7ENA 9Nwos 9OAAE NWEEEEf§ WMPalWE~EA]f ] Wf E

~ ] E~E NWE§[ Wx OAOE W~ flEEN Nf§ EW ?2W98~8A
ZOVME M= P LUN gHIaVIIIMIBAL-

NWE AW NcEASE9xEASNf 9OWAx AOEWAAS8] AEEEf&§ W~
9 A?2fgé E9Ox AWEéE NEWf WEOENE~f 9Wx OAOEWEAD
AEAEf ENE RNwWw9 A?fgé E9Ox AWAfEuw] 9NsAWN A]E
EOEN f E?W?8Af EWAE~f EETf §

N
N

Rt YOc¢ VYt WAARIIGE AVt MUiiEgat R ¢ IRN ISt q Y URT Y e
cqRYUcOWEUT WueGYT Rt ql Re UWOUR2WVI+ Ra! WYnW a6l
Az cqYayYn! WOURqAW[ RI+ qW?2UIGe!l qa U UqWsnWAI YGe¢
] WOl ¢ctWe VYt GRae O AW~WUTI RACTWEHSYYOaAW aqo6 130t AWl |
7¢HRtNI YeUTl 02T EYRBaAH2GE!l W R Jét WWLI9é?2b WRE We U
cUT WaYl q¢ciRq! WRUWE! t qUdRHWx2Get WEI ! q6lacqVYt e
Hcl T RY2¢t HelGcl W Rt tWneHqVY! Wet9éA[ b WHYUq! YaweU
t e HROGRURHCE O WE aq dIy IUNOR QJID 1I¥IGRITY WD ARR) WE x E HOWi 1J We
GUIl t Rt qUUqllgl ¢T RqRYUc o W9 éA[ Wagel NPUqWegqaqe ROUGIWU
Caqdéll Yt HOGWUI YqRAWGH ¢ hve JWG!I YNNI 3t + RYUWe U7 WRUARIT
Ex EWYMNIDHE Up SLUEWE RYT 1O

~Jq6 ViTIIUsG!I Yt GUHqR21G! WeUca! AT WTOYWHE! YqRIT We i
GeqRIUUqt WeUTduOGREARUWS D6 MBI WHYUq!l YOt Wac9eéb Wq
T W2130YGGIWUqWn | gd BAILE QT IENRVE EaIE Mo 13t + a1 JUqt oW~ 2 b q
OR#+1J1 WG WHAIULUAINIR It + RYUOWG YT Dot WI+¢ G RUDT WGY q I
Gl Ynl Uyttt RYUAWRUARG2T RUNDWGE qRIUqWT GYNI ¢ G6RHALWH
E2¢clecqRYUWLE9QSAEL AWE9SAE=ZAWq! ¢T RqRYUcOGWHEI T
¢ qac¢ RUG UG LLE MNISGIIE dUg¥6GlJ¢ UWE YRR q! WYNW9c¢l T RYGY
CHERIW2WVGWUqWYnlxe Get Wx Ys W? Rt D¢t DWW HqR2Raq! WEq
ExEWn?8Af Eb WWHGRURHcC O W WGRY T RYUAWHRzGadcqR21IIJWN
! T 1 Y+! H6OY! Y@ RGUILHG DARBéA@RY UL aWe U1 WGWI + Rt q
CUqRGOYt GE6YURGRIT WecUqRAY T Weic A $IIGY$ R Y RBOR0 L W
ctt Ut g AINWRUHRT DOqwo é?2 W23 U0qt WRUWEXx EW21IJ1 + 2t
cUca!'t R WU+ cGRUNT WGY qdliUandRa G TLLEd 6 IV IHIRE R #1 BOVLIR 10
2lql ¢t YeUl WROWG!I UT RAqRUNW9é? Wl Rt t WRUWaq6 WWEXE
E98AEWec Ul WE9SAE=ZWecaYUWIO

At cAaqRIIUqt Ws R o Wi k EAE @6 LWIEMRKO WY n WHE | YqRT WG
Gl YNNI Wttt RYUWqd6c¢eUllec 9 Wbf UARRT WU DA N & WGAE d R FOMB E

YY



l’jlupus

TORONTO 2025

BING HOGIDWNALWSG YT 130 4 1bcHOULNB2VITI +oERIVAUNUDY nllave 13 WU 2 & H1J |
s5¢t WERNEWI WRUWEXx EW2131 + 2t We 9Wb[ RNa |l WWN b OWNGE I
sct W T e ®#IIT WH! WO = E WOk A& WG HDT YLV HOM R E] 1k SLINTY MBDIR © H 6
YUWgc!l NUqUY BERMEGAREN M2 T RUDWAHGY YT WGI Dt t 2l U4
5 JRN6qAWE Ul WGE! + REc O WeHqR2Ra! WeiN¢ HGIWNALWG YT 1J
nYom @HIGII! RYT Ws ¢t Wett YRARCE qUT Ws Raé We WNOE W IHIT 1
Gl YIDH RY U WI Rt t Welf A AVEQONPKIRITGALLL dblVEQNVOOF OLH NILKOANIE H @ 1J LUN A U
D+ GUHR@AIAUNMIZ2 Yz qRYUWY nWq6 WU G A WYnWHeE! YaqR
GY!I JWGWUI + Rt qUUqa! We qac Rig IGILLYG &RA[2 ILdP LN 19 st TOd LR
¢ HGRIZPBAUIELL DG Rt + RY pUBYURTIR B LHY 6 YWd 0JWs 6 Y Wi RT WU
NIJUWJ el W Rt ¢t WYNnWRURRT WUqWrae!lI T RY2¢t Aatc! WI2130q
BIIJRNG 2 131+ 2t WY U a1 21 6t mIEEI | dueMioMORzYsUA We U1 Ws ¢
s RS WGHWRRGHUWE Ax WGYt RgR2Raq! OWNS WWRURAYI GYI ¢
ctt Uttt GVWUqUWRUWEXx EWGEe qRIIUqt Ul RIGHINIR HLLEY 2% Ve IHRE R
nl YOG WNZIOPELWaqVYWOTIPEI

Y ®



Iy

LUPUS

TORONTO 2025

A
1 -
B ste [ Heaithy Controls
2
=3
g
o
o
e
o
©
o
k=3
b7
£
£
=
<
o
2 A4
b
o
it
D -
0 a 7 10
Years since baseline
Patients at risk
Time Time 3 Time ¥ Time 10
111 111 102 95
34 o4 78 7
C
DORIS 275% of the follow-up Il No [l Yes
2
2
g
o
2
©
o
k=3
T
£
£
=
[=4
o
Y
&
w
0 -
0 3 7 10
Years since baseline
Patients at risk
Time D Time 3 Time 7 Time 10
55 S5 51 47
56 55 51 48

Sum of CVRF targets
B attained during
10-year follow-up

5
4
= 2
=2 1
5 0
5 2
%
o
E
2
&
01_
g
w

0 -
o a 7 10
Years since baseline
Patients at nsk
Time © Time 3 Time 7 Time 10

2 2 2 2
8 8 7 ]

24 24 23 21
34 34 20 28

37 37 35 3N
B 5} 3 G

Figure 1. Expected 10-year evolution of the number of carotid
plaques A) for typical SLE and healthy control (IICs), B} for typical
SLE individuals with varying numbers of cardiovascular nsk factor
(CVRT) targets sustainedly attained, and C) for typical SLE
individuals with versus without DORIS remission for >75% of
follow-up

*A) Typical individuals are SLE patients or HCs with baseline
characteristic values (included in multivariate model 4A of plaque
progression in SLE versus HICs) set at the median for quantitative
and at the mode for qualitative variables: no use of
antibypertensives, lipid-lowering agents or antiplatelets, SCORE
0.1, eGFR 111 mL/min/1.73 m?, na carotid plagues.

B) Typical SLE mndividuals are patients with baseline characteristic
values (included in multivariate model SA of plaque progression in
SLE) set at the median for quantitative and at the mode for
qualitative vaniables: 43 years old, no use of anthypertensives,
lipid-lowenng agents, or antiplatelets, no DORIS remission 275%
of follow-up.

C) Typical SLE mdividuals are patients with baseline charactenistic
values (included in multivariate model 5A) set at the median for
quantitative and at the mode for qualitative variables: 43 years old,
no use of antthypertensives, lipid-lowering ageats. or antiplatelets,
and two CVRF targets sustainedly attamed during the follow-up.
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Table 1. Multivariate mixed effects Poisson regression models of carotid plague
progressien in SLE versus healthy controls (model &), and within SLE (model B)

IRR 95% CI P value
Model A
SLE versus healthy controls 2.26 1.34-381 0.002
Antthypertensives 1.02 061-1.71 0938
Lipid-lowering agents 1.64 0.77-348 0.198
Antiplatelets 0.99 0.55-1.78 0971
SCORL 1.16 096 - 1.42 0.132
«GFR 0.80 0.63-1.01 0.059
Number of carotid plaques 088 0.60-129 0520
Model B
Age (years) 1.03 (1.01, 1.06) 0.010
Antihypertensives 0.64 (037, 1.09) 0.100
Lipid-lowering agenls 1.11 (0.50, 2.16) 0.800
Anliplatelets 0.89 (0.51, 1.55) 0.671
Sum of CVRT rargets consistentdy
attained throughout the follow-up 0.68 (0.53, 0.89) 0.004
peniod*
DORISTS 0.57 (0.34, 0.95) 0.033

Vanables refer to bascline assessment unless specified otherwise.

IRR: Incidence Rate Ratio; CI: conlidence intervals; SCORE: Systemic Coronary Risk
Cvaluation prediction of 10-vear fatal cardiovascular disease corresponding to the 2016
Furopean Socicty of Cardinlogy (FSC) gumdclines in low-risk countrics; e(GFR: estimated
Glomerular Filtration Rate; CVRTI: cardiovascular risk factor; DORISTS: maintaining
Definiton of Remission i SLE for at least 75% of the follow-up period.

YCVRF targels attained throughout the [ollow-up period represented targets consistently
attained by the last follow-up assessment {3+, 7-, or 10-vear) according to the 2016 ESC
guidelines between blood pressure, Low-Densily Lipoprotein (LDL), smoking, body
weight (Body Mass Index and waist circumference), and physical activity

All models are also adjusted for the tmeponts of carotid ultrasound measurements (&s a
qualitaive covariate).
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Overarching principles for practical implementation of T2T in SLE Median (IQR)

The T2T strategy should be implemented as early as possible during the

A | course ol the discase, ideally slarling as soon as Lhe diagnosis ol SLE is 10 (0)
made.

B The choice of treatments should follow the latest local / international 10(1)
recommendations.
Decisions regarding the implementation of the T2T strategy should be

C | shared between the patient and the medical leam (i.¢., shared decision- 10 (0)
making).

D Non-pharmacological measures and patient education should be 10(0)
mcorporated into the T2T strategy. '

E Telehealth and digitally-supported platforms can be used as additional tools 9(2)

1o lacilitate the implementation of T2T in SLE.
Consensus statements for implementing T2T in SLE routine clinical care

The mam goal of the T2T strategy 1s 1o achicve remission as carly as

#1 possible after diagnosis (or a flare), ideally reaching remission on treatment 10 (1)

before M6 in non-renal SLE. and before M12 in lupus nephritis, and then to ’
maintain remission for the longest possible duration.

| Remission ON treatment 1s delined by the absenee of clinical discase

#2 | getivity AND a maximum dose ol Smg/day of predmisone-equivalent AND 10(1)

stable or decreasing doses of maintenance treatment, if any.

If remission ON treatment is not achieved within the pre-specified

#3 | timeframe: 1) therapeutic adherence should be assessed; and 2) treatments 10{0)
should be optimized,

44 In case of active disease, we recommend follow-up vasits every 1 to 3 10(1)
months, based on the type and severity of argan-involvement. i

45§ Once Remission ON treatment is achieved, we suggest follow-up visits 9:5(1)

every 3 to 6 months until prolonged remission is achieved.

In case of a suspected flare, a medical consultation should be performed as

#6 | soon as possible (if needed remotely), and treatment adjusted accordingly 10(0)
after assessing therapeutic adherence,

#7 | Prolonged remission is defined as remission® lasting 5 years or more. 203)

#8 Once prolonged remission is reached, we suggest follow-up visils every 3-6 9(2-75)
months, based on previous organ involvements {e.g. lupus nephrilis).

#9 | Tapering of GCs should be considered al every visil, 10(0)

410 Discontinuation of GCs should be considered 1 patients m remission ON 10 {0)
treatment,

411 The possibility to taper and then discontinue DMARDs should be assessed 1041)

in patients in prolonged remission wha have previously discontinued GCs |
*Remission ON or OFF treatment: As stared elsewhere, not all patients can discontimee GCs. The
possibility of discontinuing GCs should be assessed at every visit.

T2T: treat to target: SLE: Systemic Lupus Frythematosus: M6: Month 6; M12: Manth 12; GCs:
Glucocorticoids; DMARDs: Disease-modifying antirheumatic drugs.
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Table 1. Baseline Characteristics of Patients with Systemic Lupus Ervthematosus, Lupus

Nephritis, and Lupus Nephritis with End-Stage Kidney Disease

o Lupus L“p'.ls.
Characteristics SLE Nephritis Nephritis-
ESKD
N 24957 3748 1190
Age, vears, mean (SD) 489 (159) 424(16.8) 449(15.3)
Age, vears, n (%)
=20 872 (3.5) 369 (9.9) 42 (3.5)
20-39 6388 (25.6) 1342 (35.9) 423 (35.5)
=40 17482 (70.1) 2021 (53.9) 720 (60.5)
Female, n (%) 22527 (90.3) 3146 (84.0) 966 (81.2)
Race/Ethnicity, n (%)
White 12816 (51.4) 1121(29.9) 345 (29.0)
Black 7098 (28.4) 1574 (42.0) 557 (46.8)
Asian 428 (1.7) 11531 30(2.5)
Hispanic 2340(94) 577(154) 188 (15.8)
Other 2275(9.D) 361{9.6) 70 (5.9)
Geographic Region, n (%)
East 6018 (24.1) 757 (20.2) 230(19.3)
Midwest 4207 (16.9) 381 (15.5) 179 (15.0)
South 11295 (45.3) 1826 (48.7) 612 (51.4)
West 3429 (13.7) 383 (15.6) 168 (14.1)
Unknown 8 (0.0) 1(0.0) 1(0.1)
Year of diagnosis, mean (SD) 2016 (3) 2016 (4) 2015 (4
Comorbidities, n (%)
Type 2 diabetes 3732 (15.0) 392(15.8) 283 (23.8)
Hypertension 8876 (35.6) 1494(35.9) 799 (67.1)
Tobacco use 2854 (114) 309(82) 157(13.2)
Obesity 3242 (13.0) 404 (10.8) 163 (15.7)
CKD stage >3 5020 (20.1) 795 (21.2)
End-stage kidney disease 1602 (64) 629 (16.8) -
Kidney transplant 381(1.5) 378 (10.1) 324 (27.2)
Antiphospholipid syndrome 1552 (6.2) 235 (7.0) 111(9.3)
Early LN, n (%)* 2272(9.1) 2272 (60.6) 751 (63.1)
Duration of SLE prior to LN onset, mean (SD) - 14(23) 12(2.1)

*Defined as meeting the lupus nephritis definition within 6 months after the first SLE code. CKD, chronic kidney

disease
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Table 2. Outcomes by Race/Ethnicity and Sex Among Patients with Lupus Nephritis with
End-Stage Kidney Disease

< : Mean (SD
yoans (.SD) P-value N (%) with time befwee)n P-value
duration z LN-ESKD y
bt TN (t::ffefence his ek LN-ESKD (difference
omsnkamit etween . i onset and  between
ESKD onset o) transplant kidwey NaSADS)
transplant
Overall LN-ESKD 212.3) 426 (35.8) 3432
Race/Ethnicity
White (ref) 2.1(2.3) - 126 (36.3) 2934) -
Black 2223) 0.57 188 (33.8) 3.73.3) 0.13
Asian 26(2.6) 0.41 17 (56.7) 40(2.2) 0.27
Hispanic 1923) 0.65 59(31.4) 32(3.1) 0.63
Other 222.3) 0.77 36 (51.4) 2.7(2.5) 0.74
Sex
Male 212.7) 0.78 73 (32.6) 2.72.9) 0.09
Female (ref) 212.2) - 353 (36.5) 3532 -
LN Onset*
Early 19(2.3) 0.02 235 (36.0) 3029 0.02
Non-Early (ref) 24(23) - 191 (35.6) 39(@3.3) -
Age at LN Onset, yrs
Age <20 2634 0.13 13 (25.5) 25@23) 0.30
Age 20-39 21222 0.83 155 (38.5) 34029 0.85
Age 240 (ref) 2122) - 258 (35.3) 35@3.5) -
Year of LN Diagnosis
Before 2013 (ref) 29229 - 154 (45.7) 40(3.3) -
After 2013 1.8 (1.9) <0.01 272 (31.9) 3.0(3.0) 0.02
*Defined as meeting the lupus nephritis definition within 6 months after the first SLE code. ESKD, end-stage kidney
disease
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Table 1. Patient characteristics at the time of LN onset (baseline)

Variable Overall (n=88) Subnephrotic range | Nephrotic range proteinuria | p-value
proteinuria (n=49) (n=39)
Age in years Median [IQR] 37.3[288,46.0] 38.0[29.5.46.1] 36.3[27.4.45.7 0.16
Sex, male 0 (%) 16 (182) 6(122 10 (25.6) 018
SLE duration in years Median [IQR] 46[09, 119) 75[14.147) 1.9[05,9.7) 0.01*
eGFR, mL/min/1.73 m? Median [IQR] 87.7[67.2,116.4] 912643, 1153] 86.4[71.3,118.9] 0.69
Serum albumin, g/L Median [IQR] 33.0[25.0,380] 36.0[33.0,39.0] 25.0022.8,32.0] <0.01*
Low comp n (%) 40 (46.0) 22(449) 18(47.4) 0.99
Positive anti-dsDNA n (%) 45 (311 25(51.0) 20(51.3) 1.00
P glday Medsan [IQR] 3.0[14.45] 1.5[09.2.2] 4.7[40,6.0] <0.01*
SLEDAIJK Median [IQR] 10.5[8.0, 14.3] 11.0[7.0, 12.0] 10.0 [8.0, 16.0] 049
SDI Median [IQR] 1.0[0.0.1.0] 0.0[0.0.1.0] 1.0[0.0.1.8] 0.50
Biopsy changes, n=74 Endocapillary hypercellularity, n (%) 0(0) 0 (0%) 0(0) NA
Fibrinoid 1 0(0) 0(0) 0(0) NA
Cellular/fibrocellular crescents, n (%) 0 (0) 0 (0) 00 NA
Neutrophils/karyorrhexss. n (%) 0(0) 0(0) 0(0) NA
I itial infl a (%) 25(333) 11(275) 14 (40.0) 037
Hyaline thrombi, n (%) 0(0) 0 (0) 0 (0) NA
Total gl loscl n (%) 35(473) 19 (47.5) 16(47.1) 1.00
Fibrous crescents. n (%) 0(0) 0(0) 0(0) NA
Interststial fibrosis~, n (%) 50 (66.7) 26 (65.0) 24 (63.6) 094
Tubular atrophy~, n (%) 47(62.7) 26 (63.0) 21(60.0) 0.84
Diffuse FPE (50%), n (%) (u=38) 46 (79.3) 21(65.6) 25(96.2) 0.01*
Repeat biopsy n (%) 26 (29.3) 13 (26.3) 13(333) 0.63
NIH Activity index Median [IQR] 0.0[0.0.1.0] 0.0[0.0.1.0] 1.0[0.0.1.0] 0.11
NIH Chronicity mdex Median [IQR] 2.0[00.3.0] 20[10,3.0] 2.0[00,3.0] 72
Immunosuppressives used Mycophenolate Mofetil, n (%) 41 (46.6) 23 (46.9) 18 (46.2) 1.00
during the first year Cyclophosphamide, n (%) 8(9.1) (2.0) 7(17.9) 0.03*
Azathsoprine, n (%) 28 (318) 1(22.4) 17 (43.6) 0.06
1 in inhibitors (Cyclosporine or 17 (193) (18.4) 8(20.3) 1.00
Tacrolimus). n (%)
Antimalarial use n (%) 61(69.3) 37(73.3) 24 (613) 024

Time to composite outcome Time to flare
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Figure 1 A-B. Kaplan-Meier curves showing the differences between subnephrotic and nephrotic range protemnuria
in membranous lupus nephritis groups in:

A- Time to adverse composite outcome (end-stage kidney disease, a sustamned =30% decline in eGFR, or death)
B- Time to subsequent lupus nephritis flare
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Figure 1. Kaplan Meier curves for Complete renal response (CRR) for focal and membranous

component. Patients with focal component in the biopsy are more likely to experience CRR,

whereas patients with membranous component are less likely. Red line: Having the mentioned
component (Focal or membranous), Black: Not having the mentioned component (Focal or

membranous).
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