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Supplementary Figure 1. Patient selection and analytic cohort derivation flowchart
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Table 1. Baseline patient characteristics at initiation of belimumab or anifrolumab for systemic lupus erythematosus before and after PSM*
Before PSM, n (%) After PSM, n (%)
Anifrolumab  Belimumab SMD  Anifrolumab  Belimumab
Characteristic (n=1,091) (n =7,492) (n=1,084) (n =1,084) SMD
Age at index, mean + SD, y 456+ 134 437 +13.8 0.146 456 +134 46.0+143 0.031
Sex
Female 1027 (94.1) 7,053 (94.1) 0.000 1,020 (94.1) 1,011 (83.3) 0.034
Male 64 (5.9) 434 (5.8) 0.003 64 (5.9) 73(6.7) 0.034
Unknown sex 0(0.0) <10 (0.1) 0.052 0(0.0) 0{0.0) -
Race
Asian 36 (3.3) 259 (3.5) 0.009 36(3.3) 30(2.8) 0.032
American Indian or Alaska Native <10(0.9) 63(0.8) 0.008 <10(0.9) <10(0.9) <(.001
Black or African American 276 (25.3) 1,739(23.2) 0.049 274 (25.3) 302 (27.9) 0.059
Native Hawaiian or other Pacific Islander <10(0.9) 26(0.3) 0.072 <10(0.9) <10(0.9) <0.001
Other race 41 (3.8) 346 (4.6) 0.043 41(3.8) 42 (3.9) 0.005
Unknown race 74 (6.8) 681 (9.1) 0.085 74 (6.8) 78(7.2) 0.015
White 651 (59.7) 4378 (58.4) 0.025 647 (59.7) 615(56.7) 0.060
Diagnoses
Hypertension 395 (36.2) 2,206{294) 0.144 391 (36.1) 392 (36.2) 0.002
Hyperlipidemia 286 (26.2) 1434(19.1) 0.170 281(25.9) 296(27.3) 0.031
Sjogren disease 230 (21.1) 1,365(18.2) 0.072 228(21.0) 240(22.1) 0.027
Diabetes mellitus 146 (13.4) 734 (9.8) 0.112 146 (13.5) 151(13.9) 0.013
Smoking status (nicotine dependence) 150 (13.7) 857(11.4) 0.070 149(13.7) 161(14.9) 0.032
Chronic kidney disease 60 (5.5) 364 (4.9) 0.029 59(54) 57(5.3) 0.003
Systemic lupus erythematosus with pericarditis 58 (5.3) 257 (3.4) 0.092 56(5.2) 65 (6.0) 0.036
Systemic lupus erythematosus with lung involvement 32(29) 220 (2.9) <0.001 32(2.9) 25(2.3) 0.040
Cutaneous lupus erythematosus 360 (34.72) 1,587 (22.58) 0.271 351 (34.28) 346(33.79) 0.010
Systemic lupus erythematosus with other 448 (41.1) 1992 (26.6) 0.310 441 (40.7) 422 (389) 0.036
organ or system involvement
Type 2 diabetes mellitus 144 (13.2) 702 (9.4) 0.121 143(13.2) 148(13.7) 0014
Body mass index 25-29 238 (21.8) 1,194 (16.0) 0.101 232(21.4) 230(21.2) 0.003
Body mass index 30-39 244 (22.4) 1498 (20.0) 0.039 242(22.4) 208(19.2) 0.051
Body mass index =40 156 (14.2) 972(13.0) 0.026 156(14.4) 146 (13.4) 0.018
Atrial fibrillation 47 (4.3) 189 (2.5) 0.098 46(4.2) 52 (4.8) 0.027



Table 1. Baseline patient characteristics at initiation of belimumab or anifrolumab for systemic lupus erythbematosus before and after PSM*

Before PSM, n (%) After PSM, n (%)
Anifrolumab  Belimumab SMD Anifrolumab  Belimumab
Characteristic (n=1,091) (n =7492) (n=1,084) (n=1,084) SMD
Laboratory values
GFR, mean + SD, mU/min/1.73 m? 937 + 26.2 01.8 +28.1 0.073 03.8 + 26.1 045 + 298 0.025
GFR availability 843 (77.3) 5,594 (74.7) 0.057 838 (77.3) 828 (76.4) 0.022
Cholesterol, mean + SD, mg/dL 175 +40.7 171 +44.2 0.094 175+ 40.7 170+ 425 0.084
Cholesterol availability 799 (73.2) 5319(71.0) 0.046 794 (73.2) 781(72.0) 0.025
HDL cholesterol, mean + SD, mg/dL 547+ 219 53.2+199 0.070 546 +220 542 +209 0.020
HDL cholesterol availability 749 (68.7) 5018(67.0) 0.034 745 (68.7) 749 (69.1) 0.008
LDL cholestercl, mean + SD, mg/dL 96.7+ 319 026 +33.2 0.126 96.8 £32.1 95.7+33.7 0.033
LDL cholesterol availability 737 (67.5) 4908 (65.5) 0.040 732 (67.5) 739 (68.1) 0.013
Medications
Hydroxychloroquine 935 (85.7) 5,759(76.9) 0.228 928 (85.6) 926{854) 0.005
Prednisone 885 (81.1) 5,243 (70.0) 0.261 878(81.0) 869 (80.2) 0.021
Mycophenolate mofetil 356 (32.6) 1,558 (20.8) 0.270 350(32.3) 335(309) 0.030
Beta blofcking agents 347 (31.8) 1,896 (253) 0.144 343(31.6) 337(31.1) 0.012
Calcium channel blockers 328 (30.1) 1,559(20.8) 0.214 324 (29.9) 332 (30.6) 0.016
Azathioprine 296 (27.1) 1,834 (245) 0.061 294 (27.1) 293(27.0) 0.002
Lipid modifying agents 222 (20.3) 1,259 (16.8) 0.091 219(20.2) 227 (20.9) 0.018
Thiazides 158 (14.5) 945(12.6) 0.055 157(14.5) 160(14.8) 0.008
Metformin 94 (8.6) 487 (6.5) 0.080 93(8.6) 105(9.7) 0.038
Cyclophosphamide 11 (1.0) 91(1.2) 0.020 11(1.0) 10(0.9) 0.009
IV methylprednisolone 112 (10.3) 305 (4.1) 0.242 108 (10.0) 94 (8.7) 0.044
SGLT2 inhibitors 27 (2.5) 113(1.5) 0.069 27(2.5) 36(3.3) 0.049
ACE inhibitors/ARBs 148 (13.6) 863(11.5) 0.062 146 (13.5) 141 (13.0) 0.014
Encounters
Inpatient visits 417 (38.2) 2429 (324) 0.122 411(37.9) 405 (37.4) 0.011

* ACE, angiotensin-converting enzyme; ARB, angiotensin receptor blocker; GFR, glomerular filtration rate; HDL, high-density lipoprotein; IV,
intravenous; LDL, low-density lipoprotein; PSM, propensity score matching SGLT2, sodium-glucose cotransporter 2; SMD, standardized mean

difference.
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Table 2. Risk of cardiovascular disease and negative control outcomes in patients with systemic lupus erythemato-
sus treated with anifrolumab or belimumab*

Anifrolumab cohort Belimumab cohort

incident events, n incident events, n
Qutcome (n=1,084) (n=1,084) Risk difference (95% Cl), %

Heart failure 20 59 -3.60(-5.17 to -2.03)
MACEs 26 57 -2.86 (-4.47 to -1.25)
Myocardial infarction 12 23 -1.01 (-2.07 to -0.05)
VTE 13 16 -0.28 (-1.24 to 0.69)
Ischemic or hemorrhagic stroke 12 27 -1.38 (-2.50to -0.27)
All-cause mortality 37 49 -1.11 (=2.75 to 0.54)
Negative controls

Lipoma 25 23 0.18 (=1.05to 1.42)

Laceration of the head 13 16 -0.28 (-1.24 to 0.69)

* (I, confidence interval;, MACE, major adverse cardiovascular event; VTE, venous thromboembolism.



Hazard Ratio Number Needed Hazard Ratio
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Figure 1. Forest plot of cardiovascular disease and negative control outcomes in patients with systemic lupus erythematosus treated with
anifrolumab versus belimumab. Cl. confidence interval.
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