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BRAVE-|
Placebo Baricitinib2mg  Baricitinib4 mg
(n=253) (n=255) (n=252)
Mean age, years 42-0(12-0) 42-9 (12-4) 41.5(12.9)
Mean time since onset of SLE, years 9-4(7-5) 92(77) 8-8(82)
Female 237 (94%) 238 (93%) 237 (94%)
Race 250 251 248
America Indian or Alaska Native 12 (5%) 15 (6%) 7 (3%)
Asian 33 (13%) 39 (16%) 34 (14%)
Black or African American 36 (14%) 23 (9%) 30 (12%)
White 168 (67%) 172 (69%) 177 (71%)
Muitiple 1(0%) 2 (1%) 0
Ethnicity (USA only) 47 49 50
Hispanic or Latino 4(9%) 13 (27%) 11 (22%)
Not Hispanic or Latino 42 (89%) 35 (71%) 38 (76%)
Not reported 1(2%) 1(2%) 1(2%)
Region 253 255 252
Asia 31(12%) 32 (13%) 31(12%)
Central America, South America, and Mexico 74 (29%) 73 (29%) 72 (29%)
Europe 64 (25%) 64 (25%) 63 (25%)
North America 47 (19%) 49 (19%) 50 (20%)
Rest of world 37 (15%) 37 (15%) 36 (14%)
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BRAVE-II
Placebo Baricitinib2mg  Baricitinib 4 mg
(n=256) (n=261) (n=258)
Baseline characteristics
Mean age, years 435 (13:5) 42-8 (13-0) 42-2(121)
Mean time since onset of SLE, years 9.0 (8-3) 8777) 85(7-7)
Sex
Female 241 (94%) 246 (94%) 245 (95%)
Male 15 (6%) 15 (6%) 13 (5%)
Race 252 257 254
America Indian or Alaska Native 14 (6%) 12 (5%) 13 (5%)
Asian 71(28%) 66 (26%) 70 (28%)
Black or African American 17 (7%) 23(9%) 26 (10%)
Native Hawaiian or other Pacific Iskander 0 0 1(0%)
White 145 (58%) 152 (59%) 140 (55%)
Multiple 5(2%) 4 (2%) 4 (2%)
Ethnicity (USA only) 50 50 49
Hispanic or Latino 9 (18%) 11(22%) 8 (16%)
Not Hispanic or Latino 40 (80%) 38 (76%) 40 (82%)
Not reported 1(2%) 1(2%) 1(2%)
Region 256 261 258
North America 50 (20%) 50 (19%) 49 (19%)
Asia 31(12%) 33(13%) 31(12%)
Europe 55 (22%) 57 (22%) 57 (22%)
Central America, South America, and Mexico 59 (23%) 58 (22%) 57 (22%)
Rest of world 61 (24%) 63 (24%) 64 (25%)
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BRAVE-|
Placebo Baricitinib 2 mg  Baricitinib 4 mg ‘
(n=253) (n=255) (n=252)
Disease characteristics
Antinuclear antibodies titre 21:80 223(92%)0f243 214 (87%) of 245 224 (91%) of 246
Mean anti-dsDNA, IU/mL 9834(48543) 68.45(325:54) 100-02(522:03)
Mean (3, g/L 1.03 (0:32) 1.07 (0-30) 1.06 (0-32)
Mean (4, g/L 0-18 (0-10) 0-18 (0-090) 019 (0-096)
Mean urine protein:creatinine ratio, mg/ 21-86 (29-93) 2310 (2472) 24-45 (39:87)
mmol
<50 mg/mmol urine protein:creatinine ratio 235 (94%) 228 (89%) 227 (90%)
=50 mg/mmol 16 (6%) 27 (11%) 25 (10%)
Mean eGFR, mL per min per 1.73m’ 93-58 (25-09) 94-04 (24-70) 97-17 (26-70)
Concomitant medications
Glucocorticoids 195 (77%) 194 (76%) 187 (74%)
Mean prednisone dose (or equivalent), 9-8(5) 10-4(7) 10-1(6)
mgjday
Prednisone dose (or equivalent) 210 mg/day 112 (44%) 102 (40%) 105 (42%)
Antimalarials 213 (84%) 189 (74%) 206 (82%)
Immunosuppressants 150 (59%) 152 (60%) 141 (56%)
Methotrexate 60 (24%) 51 (20%) 52 (21%)
Azathioprine 38 (15%) 54 (21%) 42 (17%)
Mycophenolate mofetil 39 (15%) 39 (15%) 34 (14%)
Non-steroidal anti-inflammatory drug 63 (25%) 67 (26%) 68 (27%)
Mean SLEDAI-2K score 10-1(3) 103 (3) 100 (3)
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BRAVE-II

Placebo Baricitinib 2 mg  Baricitinib 4 mg
(n=256) (n=261) (n=258)
Disease characteristics
Antinuclear antibodies titre =1:80 231(95%) 242 (95%)of 255 241 (96%) of 250
of 244
Mean anti-dsDNA, IU/mL 67-3(263.9) 142-8 (692-8) 143-9(590-7)
Anti-dsDNA =15 IU/mL 97 (38%) 111 (43%) 97 (38%)
Mean (3, g/L 1-08 (0-33) 1.05(0-32) 1.07 (0-33)
(3 <90-0 mg/dL 84 (33%) 86 (33%) 79 (31%)
Mean (4, g/L 0-19 (0-10) 018 (0-10) 0-19 (0-10)
(4 <10-0 mg/dL 51 (20%) 57 (22%) 56 (22%)
Mean urine protein:creatinine ratio, mg/mmol 25-05 (41-58) 24-30 (30-09) 2072 (24:94)
Urine protein:creatinine ratio <50 mg/mmol 232 (91%) 234 (90%) 242 (94%)
Urine protein:creatinine ratio =50 mg/mmol 24 (9%) 27 (10%) 16 (6%)
Mean eGFR, mL per min per1.73m’ 95-8 (29-3) 94-0(257) 99:1(30-9)
Concomitant medications
Glucocorticoids 207 (81%) 210 (80%) 207 (80%)
Mean prednisone dose (or equivalent), 8-8 (5-0) 9.6 (5-9) 9-8(57)
mg/day
Prednisone dose (or equivalent) 210 mg/day 101 (39%) 113 (43%) 104 (40%)
Antimalarials 209 (82%) 213 (82%) 213 (83%)
Immunosuppressants 140 (55%) 133 (51%) 133 (52%)
Methotrexate 49 (19%) 52 (20%) 60 (23%)
Azathioprine 47 (18%) 48 (18%) 33 (13%)
Mycophenolate mofetil 29 (11%) 25 (10%) 25 (10%)
Non-steroidal anti-inflammatory drug 51(20%) 64 (25%) 70 (27%)
Mean SLEDAI-2K score 10-1(3-2) 10-1(34) 10:1(3-0)
SLEDAI-2K score =10 147 (57%) 149 (57%) 144 (56%)



=R (3)

BRAVE-| BRAVE-II
Placebo Baricitinib2mg  Baricitinib 4 mg Placebo Baricitinib2mg  Baricitinib 4 mg
(N=253) (N=255) (N=252) (N=256) (N=261) (N=258)
(Continued from previous page) (Continued from previous page)
SLEDAI-2K score 210 144 (57%) 152 (60%) 146 (58%) SLEDAI-2K organ system involvement
SLEDAI-2K organ system involvement CNS 0 0 0
CNS 0 0 0 Vascular 12 (5%) 11 (4%) 14 (5%)
Vascular 15 (6%) 15 (6%) 10 (4%) Musculoskeletal 252 (98%) 253 (97%) 251 (97%)
Musculoskeletal 247 (98%) 250 (98%) 247 (98%) Renal 18 (7%) 22 (8%) 10 (4%)
Renal 15 (6%) 24 (9%) 17 (7%) Mucocutaneous 243 (95%) 252 (97%) 251 (97%)
Mucocutaneous 244 (96%) 246 (97%) 241 (96%) ) .
Cardiovascular and respiratory 4(2%) 6 (2%) 9 (3%)
Cardiovascular and respiratory 10 (4%) 6 (2%) 8 (3%) )
) Immunological 138 (54%) 143 (55%) 132 (51%)
Immunological 134 (53%) 131 (51%) 137 (54%) .
i Constitutional 8 (3%) 10 (4%) 11 (4%)
Constitutional 4 (2%) 3 (1%) 2 (1%)
\ Haematological 20 (8%) 19 (7%) 17 (7%)
Haematological 13 (5%) 13 (5%) 21 (8%)
>1BILAG A scores, n (%) 154 (61%) 173 (68%) 154 (61%) =TBLAGAN0S 172 (67%) 18872%) 172(67%)
>2 BILAG B scores, n (%) 81 (32%) 69 (27%) 85 (34%) =2HILAG B‘S'cor & 73(25%) 64 (25%) 76 (29%)
Mean Physician’s Global Assessment score 1.8 (05) 1.8 (0-4) 18(05) Mean Physician’s Global Assessment score 60-0 (14-6) 61.0(12:5) 58.8 (14-6)
Mean tenderjoint count 10-0 (7-0) 103 (65) 10-9 (7-0) Mean tenderjoint count 10-6 (7-1) 103 (68) 10-6 (7-1)
Mean swollen joint count 7-1(5-6) 6.9 (51) 6:9 (5-4) Mean swollen joint count 6-41(5-4) 6-64 (51) 6-68 (5-0)
Mean SLICC/ACR Damage Index score 0-6 (1.0) 0.6 (1-0) 06 (1:0) Mean SLICC/ACR Damage Index score 0-66 (11) 0-68 (1-1) 060 (1-0)
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BRAVE-II

Placebo Baricitinib2 mg  Baricitinib 2 mg odds Baricitinib4 mg Baricitinib 4 mg odds ratio Placebo (N=256) Baricitinib2 mg Baricitinib 2 mg odds Baricitinib 4 mg Baricitinib 4 mg odds ratio
(n=253) (n=255) ratio (95% Cl); difference  (n=252) (95% Cl); difference with (N=261) ratio (95% Cl); difference  (N=258) (95% C); difference with
with placebo (95% Cl); p placebo (95% Cl); p value with placebo (95% Cl); placebo (95% Cl); p value
value pvalue
Rrinary patccine Primary outcome
SRI-4*t 116 (46%) 126 (50%) 114(079t01:65);39 142 (57%) 157 (1-09t0 2-27); 10-8 o ; r—— ; : AN
T (-4-9t012-6); 0-47 o (2:0t019-6); 0-016 SRI-4*t4 116 (46%) 120 (46%) 1-05 (073, 1-50); 0-8 121 (47%) 107 (0-75t0 1-53); 1.5
- (-7-9t0 9-4); 079 (-71t010-2); 071
Reduction of 24 points from 117 (47%) 128 (50%) 114 (0-80to1-64); 047 146 (58%) 1-62 (112 to 2-34); 0-010
baseline in SLEDAI-2K score™} ReduT:tio.n of 24 points from 116 (46%) 124 (48%) 1-10 (077 to 1.57); 1-8 123 (48%) 1-09 (076 to 1-56); 2-0
No new BILAGA and no morethan 182 (72%) 196 (77%) 125(0-83t01.88);029 200 (80%) 1.49 (0-98 to 2:29): 0-065 basefine in S EDA2K scorer (-6-8t0105); 061 (-6:61010-6);0-63
one new BILAB B disease activity No new BILAGA and no more 196 (77%) 195 (75%) 0-92(0-61t01-38);-17 188 (73%) 0-82(0-55t01-23);-3-8
score*t than one new BILAG B disease (-9-2to57); 0-69 (-11-3t03-8); 0-33
Noworsening (defined as an 183 (73%) 197 (77%) 125 (0-83t01-89); 029 197 (79%) 137 (0-90t02:09); 014 activity score™+
e ol prsiies LD o] Noworsening (defined as an 198 (78%) 197 (76%) 0-91(0-60t0139);-1-8 191 (74%) 0-83(0-55t01-26);-33
from baseline) in the PGA*+ increase of 20-3 points [10 mm] -93t057); 067 (-10-8t042);0-39
Major secondary outcomes from baseline) in the PGA*$
SRI-4 (week 24)*1 99 (39%) 114 (45%) 125 (0-87 to 1-81); 57 117 (47%) 1-37 (0-95t0 1-99); 7-4 Major secondary outcomes n (%)
(-2:9t014-3);0-23 (-13t0161);0.094
e : SRI-4 (week 24)"t1 98 (39%) 104 (40%) 1-08 (0.75t01-57);1-3 108 (42%) 118 (0-81to171): 3.5
Participants with =1 severe flaret 38 (15%) 34 (13%) 0-83 (0:52t0 1:32); 0-44 26 (10%) 0-65 (0-40to 1-08); 0-094 (7-2t09.9); 068 (52 t0121); 0-39
?gesiaa; et bt severs flare i A NA Participants with 21 severe flaret 26 (10%) 29 (11%) 111 (0-65t01-89): 070 29 (11%) 115 (067 to 1.94); 0-62
Glucocorticoid sparingt§ 36/117 (31%) 31/106 (29%) 0-94 (0-53t0 1-66);-1-5 36/106 (34%) 118 (0-67 to 2:08); 3-2 Glucocorticoid sparing™ 1§ 33/104 (32%) 34/114 (30%) 0-91 (0-51to 1-64);-1-9 36/105 (34%) 117 (0-65t0 2-10); 2-6
(-13:3t0105); 082 (-9-0t015:3); 057 (-14-1t0102); 076 (-10-1t0 151); 061
LLDAS*+ 66 (26%) 65 (26%) 0-96 (0-63t0145);-05  74(30%) 119 (0-80t0 179); 35 LLDAS* 1% 59 (23%) 62 (24%) 110 (072t0 1-68); 0-8 65 (25%) 115(075t0 1.75); 2:2
(-81t07-2);0-84 (-43to11:4); 039 {-6-6to 8-2);0-67 (-5-2t0 9-6); 0-52
Worst Pain NRSY| -1-62 (0-15) -173(0-15) -0-11(-0-52t0 0-30); 0-60  -1.71(0-15) -0-09 (-0-50 to 0-32); 0-67 Worst Pain NRSY -137 (0-14) -1-45 (0-14) -0-08 (-0-47 to 0-32); 070 -1-44 (0-14) -0-07 (-0-46 to 0-33); 074
FACIT-Fatigue total scoref] 7-4(0-6) 7-5(0-6) 0-02(-165t0170);0-98  71(0-6) -0-36(-2-03t01-32);0-68 FACIT-Fatigue total scorefl 7-26 (0-60) 6-9(0-60) -0-36 (-2-00t0128);0-67  6.96(0-61) -0-30 (-1-95to 1-35); 072
BICLA response 106 (42%) 108 (43%) 1.02 (071to 1-46); 0-8 126 (50%) 139 (0-97 to 1-98); 82 Other secondary outcomes
(-7-9 to 9-4); 0-92 (-0-6t016-9); 0-072
Ot Sucortary CURcie BICLA 110 (43%) 120 (46%) 1-15 (0-80to 1-64); 3-0 114 (44%) 104 (0-73t01-49); 1-1
SLEDAI-2KY 4-4(0:2) 47 (0-2) -026 (-0-92t00-40); 0-43  -53(02) 0-84 (-1-50 to-0-17); 0-014 f56te117) 045 (rswonoh
- -4-4 (0- -47 (0 g -92 to 0-40); O- =53 (0 -0-84 (-1-50 to-0-17); O — —
Al —A ; -4 . ¥ : —4 : 032 (-1- -40): O-
SLEDAI-2K remission of arthritisor 121 (48%) 126 (49%) 104 (073t01:48); 14 147 (59%) 153 (1-07 t0 2-19); 105 SLERAL2RIH 4:14,(0:20) 412(0:20) U:02£070%a.073)0:35 4:40(0:26) 32 10 100:40)- 639
rash (-73t010-0): 0-83 (1-8t019-0); 0-019 SLEDAI-2K remission of arthritis 130 (51%) 131(51%) 1-01(071to 1-44);-0-2 133(52%) 1-04 (0-73t0 1-48);0-8
PGAY -321(13) -351(13) -3.02 (-658t0 0-53); -371(13) -4:93 (-850 to-136); or rash (-88t084);095 (-78t093);084
0-095 0-0069 PGAY|| -33.74(1-29) -34-46 (130) -072(-429t02-86);070 -36:70(132) -2.96 (-6-57 to 0-64); 0-11
250% reduction in CLASI activity 24/49 (49%) 25/46 (54%) 102 (0-43t0 2-42); 54 24/43 (56%) 122 (0-51t02-92); 6-8 >50% reduction in CLAS! activity 39/59 (66%) 29/51 (57%) 0-69 (0-31t0 1:55);-9-2 29/50 (58%) 078 (034t0178);-81
scoret]| (-14-2t024-4); 0-97 (-132t0 26-0); 0-66 score™** (-26-6t087);037 (-25:6 0 9.8); 056
28-tender joint countd -7:5(03) -7:3(03) 024(-0-61t01-08);, 058  -7.9(0:3) -0-44 (129 to 0-41); 0-31 28-tender joint count|| -6.92(030) 7-40 (030) -0-48(-131t0034) 025 7.83(031) -0-91(-174t0-007) 0-033*
S ki ’5'78 o2 B B ‘5': @B SEnfeshimen 28-swollen joint count]| -479(020)  -510(020)  -030(-086t0025);028 -531(021) -0:52 (-1:08 t0 0:04); 0-069
int Pai -17 (0- -1-8(0- = —0- .24): 0- -1-8 (0- ¢ .G, 29
Worst Joint Pain NRS| 17 (0-2) 1-8(0:2) 017 (-059t0 0-24);0-42  -1-8(0-2) -0-12 (-0-54 to 0-29); 0-57 Worst Joint Pain NRSYI| 1.43(014) _1.52(014) 000(-048t0030):065 147 (014) —0:04(-0-4410036):0.84
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Figure 3: Improvement from baseline in SLEDAI-2K and BILAG organ systems through 52 weeks
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BEER

Placebo Baricitinib  Baricitinib 4
(N=253) 2mg mg (N=252)
(N=255)

Treatment-emergent adverse 210 (83%) 210(82%) 208 (83%)

events
Mild 88 (35%) 92(36%) 88 (35%)
Moderate 106 (42%) 97 (38%) 98 (39%)
Severe 16 (6%) 21 (8%) 22 (9%)
Serious adverse events 18 (7%) 24 (9%) 26 (10%)
Death 1(0%) 1(0%) 0
Discontinuation fromstudy 21 (8%) 28 (11%) 17 (7%)
treatment because of an
adverse event (including
death)

Infections 131(52%) 141(55%) 143 (57%)
Serious infections 3(1%) 10 (4%) 7 (3%)
Herpes simplex 12 (5%) 9 (4%) 5(2%)
Herpes zoster virus infection 9 (4%) 9 (4%) 17 (7%)
Opportunistic infections 14 (6%) 17 (7%) 20 (8%)
Pulmonary tuberculosis 0 0 1(0%)
COVID-19 9 (4%) 17 (7%) 14 (6%)

Major adverse cardiovascular 0 0 1(0%)
events”
Cardiovascular death 0 0 0
Myocardial infarction 0 0
Stroke 0 0 1(0%)
Arterial thromboembolic 0 0 0
events”
Venous thromboembolic 2 (1%) 2 (1%) 1(0%)
events”
Deep-vein thrombosis 0 2 (1%) 0
Pulmonary embolism 0 1(0%) 0
Othert 2 (1%) 0 1 (0%)
Malignancies
Non-melanoma skin cancer 1(0%) 0 0
Malignancies other than 1(0%) 2 (1%) 1(0%)
non-melanoma skin cancer
Gastrointestinal perforations 0 1(0%) 0
Hepatic disorders 14 (6%) 19 (8%) 12 (5%)

Data are n (%). Adverse events that occurred between baseline and week 52 and
up to 28 days after treatment are shown. *Positively adjudicated by an
independent external masked clinical event committee. tOther events were all

classified as non-superficial below knee thrombosis.
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Discussion (BRAVE-II)
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Table 2. Primary and Key Secondary Efficacy End Points. Belimumab Belimumab Placebo (n=287)
Placebo Anifrolumab, 300 mg 1mg/kg 10mg/kg
End Point (N=182)* (N=180)* (n=288) (n=290)
A t‘:%AEL LiDiscussion %7—: & 7‘—&: Lo o o number/total number (percent)
Primary end point: BICLA response at wk 523 57/182 @ 86/180 (47.8) SRIresponse rate* 148 (51%) 167 (58%) 125 (44%)

Key secondary end points

BICLA response at wk 52 in patients with 46/151 (30.7) 72/150 (48.0)
a high type | interferon gene signature

Glucocorticoid reduction to target dose, 25/83 (30.2) 45/87 (51.5)
sustained from wk 40 to wk 52§
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Figure S4: Biomarker Analyses, Weeks 0-24.
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