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Screening period: Period 1: 52-week double-blind, Period 2: 52-week Blinded sxtension

Up to 35 days placebo- controlled

Upadacitinib 15mg QD

R1
Upadacitinib 15 mg QD | Placebo
(N = 209) | |
- Originalrandomized treatment
Prescribed 26-week GC Taper
Upadacitinib 7.5 mg QD
[
R1
N =428 Upadacitinib 7.5 mg QD |1 Placebo
Randomization (N =107)
2:1:1
o Original randomized treatment
Prescribed 26-week GC Taper
Placebo R1/2 Placebo
(N=112)
Prescribed 52-week GC Taper
L T S S e e — T
Week: 0 26 52 104
Primary Final
Analysis Analysis

GC, glucocorticoid; GCA, giant-cell arteritis; R1, sustained remission for 24 consecutive weeks prior to week 52; R2, remission at
week 52 but not achieving sustained remission for at least 24 consecutive weeks prior to the week 52 visit; QD, once daily.



Table S1. Glucocorticoid Tapering Schedule for the SELECT-GCA Trial

Blinded 52-week GC-T (dose in mg)?

Blinded 26-week GC-T (dose in mg)?
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Table 1. Baseline Demographics and Disease Characteristics of the Patients.*
Placebo Upadacitinib 7.5 mg Upadacitinib 15 mg
+ 52-week GC-T + 26-week GC-T + 26-week GC-T
Characteristic (N=112) (N=107) (N=209)
Female sex — no. (%) 77 (68.8) 80 (74.8) 156 (74.6)
Age —yr 71.6+7.3 71.1+7.6 70.8+7.3
Age group — no. (%) d ﬁ'"‘_’l:-lzl_ 75$70%E\ﬁ//f§
<65 yr 17 (15.2) 19 (17.8) 42 (20.1)
65 to <75 yr 59 (52.7) 49 (45.8) 102 (48.8)
=75 yr 36 (32.1) 39 (36.4) 65 (31.1) . Efﬁ% %@70}“,%2
Body-mass indexy 25.8+4.3 25.2+5.1 25.3+4.6
Race or ethnic group — no. (%)
Asian 6 (5.4) 6 (5.6) 10 (4.8) . El /\ 75\9O%J;(J:
Black or African American 2 (1.8) 1(0.9) 0
Native Hawaiian or other Pacific Islander 0 1(0.9) 0 N .
White 103 (92.0) 99 (92.5) 199 (95.2) . EFLﬁ %ﬁ%ﬁ 75§ ﬁ?’\] 710%
Multiple races or ethnic groups 1 (0.9) 0 0 A% \\%/j 0
Disease status — no. (%) E}B 75\“\ 30 %)
New-onset giant-cell arteritis 76 (67.9) 75 (70.1) 148 (70.8)
Relapsing giant-cell arteritis 36 (32.1) 32 (29.9) 61 (29.2)
Duration of new-onset giant-cell arteritis — days
Mean 38.2+14.8 35.7+11.1 39.5+28.1
Median 37.0 35.0 36.0
Duration of relapsing giant-cell arteritis — days
Mean 665.7+816.3 999.2+1179.0 664.9+687.5
Median 277.0 539.5 343.0




Table 1. Baseline Demographics and Disease Characteristics of the Patients.*
Placebo Upadacitinib 7.5 mg Upadacitinib 15 mg
+ 52-week GC-T + 26-week GC-T + 26-week GC-T
Characteristic (N=112) (N=107) (N=209)
Glucocorticoid dose — mg 34.6+11.9 34.5+12.5 34.6+12.7
ESR— mm/hr 21.7+£25.5 19.9+21.1 19.5+17.5
Median CRP level (range) — mg/dl 0.23 (0.02-5.83) 0.27 (0.02-5.82) 0.24 (0.02-10.10)
Previous use of interleukin-6 inhibitor — no. (%)§ 7 (6.2) 7 (6.5) 9 (4.3)
Ischemia-related vision loss — no. (%) 2 (19.6) 14 (13.1) 20 (9.6)
History of PMR — no. (%) 69 (61.6) 54 (50.5) 109 (52.2)
History of unequivocal symptoms of PMR without cra- 8 (16.1) 7 (6.5) 5(7.2)
nial symptoms of giant-cell arteritis — no. (%)
Basis for diagnosis — no. (%)
History of positive temporal-artery biopsy 4 (39.3) 48 (44.9) 86 (41.1)
Evidence of large-vessel vasculitis on imaging|| 81 (73.0) 83 (77.6) 159 (76.1)
FACIT-Fatigue score** 37.5£11.7 35.6+11.3 36.0+11.2
SF-36 PCS scoreff 45.0+10.0 44.3+10.2 44.3+9.3
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Table 2. Primary and Secondary End Points through Week 52.*

<
/ P Value for
Upadacitinib Upadacitinib Treatment
Placebo 7.5 mg 15 mg Treatment Effect, Treatment Effect, Effect,
+ 52-week GC-T + 26-week GC-T + 26-week GC-T Upadacitinib Upadacitinib Upadacitinib
End Points (N=112) (N=107) (N=209) 7.5 mg (95% Cl) 15 mg (95% Cl) 15 mg
Primary end point
Sustained remission at week 52 — no. 33 44 97 12.1 17.1 0.002
(% [95% Cl]) (29.0[20.6 t0 37.5])  (41.1[31.8t050.4])  (46.4[39.6 to 53.2)) (-0.4 to 24.6) \ (6.3 t0 27.8) P
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Table 2. Primary and Secondary End Points through Week 52.*

]

\ E\ / g / P Value fo}
/A EI Upadacitinib Upadacitinib Treatment
< Placebo 7.5 mg 15 mg Treatment Effect, Treatment Effect, Effect,
+ 52-week GC-T + 26-week GC-T + 26-week GC-T Upadacitinib Upadacitinib Upadacitinib

End Points (N=112) (N=107) (N=209) 7.5 mg (95% Cl) 15 mg (95% Cl) 15 mg

Secondary end points

Sustained complete remission at week 52 — 18 28 78 9.9 20.7 <0.001
no. (% [95% Cl]) (16.1 9.3 to 22.9]) (26.2[17.8 t0 34.5])  (37.1[30.5 to 43.7]) (0.8 to 20.6) (11.3 to 30.2)

Median cumulative glucocorticoid exposure 2882 1905 1615 -1206 -1267 <0.001
through week 52 (95% Cl) — mg+ (2762 to 3253) (1615 to 2265) (1615 to 1635) (~1452 to -802) (-1587 to ~1133)

Median time to first disease flare through 323 >365 >365 0.75 0.57 0.003
week 52 (95% Cl) — days: (249 to >365) (316 to >365) (0.50 to 1.14) (0.40 to 0.83)

=1 disease flare through week 52 (95% Cl) 55.6 413 343 0.60 0.47 0.001
— % (42.9 to 69.2) (32.2t0 51.7) (27.4 to 42.4) (0.35 to 1.03) (0.29 to 0.74)

Complete remission at week 52 — no. 22 46 105 23.5 30.3 <0.001
(% [95% Cl]) (19.6[1231027.0)  (43.0[33.6t052.4))  (50.2 [43.4t0 57.1)) (11.7 to 35.3) (20.4 to 40.2)

Complete remission at week 24 — no. 40 42 120 3.2 20.8 <0.001
(% [95% Cl]) (36.1[27.2t045.1])  (39.3[30.0t0 48.5])  (57.2[50.5 to 64.0]) (-9.6 to 16.0) (9.7 to 31.9)

LS mean change from baseline in SF-36 PCS -1.3 (-3.3t00.7) 1.3 (-0.7t0 3.3) 2.5 (1.2t0 3.8) 2.6 (-0.2to0 5.4) 3.8 (1.4t06.1) 0.002
score at week 52 (95% CI) 9

Mean no. of disease flares through week 52 0.7 (0.5 t0 0.9) 0.6 (0.4t0 0.7) 0.4 (0.3t00.5) 0.8 (0.6to0 1.2) 0.6 (0.4 t0 0.8) 0.001
per patient-year (95% Cl)|

LS mean change from baseline in FACIT- 2.4 (-4.7t0-0.1) 1.1 (-1.2 to 3.4) 1.7 (0.2 to 3.1) 3.5 (0.3 t0 6.7) 4.0 (1.3 0 6.8) 0.004
Fatigue score at week 52 (95% CI)** /

LS mean TSQM score at week 52 (95% CD 77

Mean no. of glucocorticoid-related adverse
events through week 52 per patient-year
(95% Cl)

68.8 (63.8 to 73.9)
1.7 (1.3 to0 2.3)

74.3 (69.4 to 79.1)
1.7 (1.2 t0 2.2)

71.6 (68.3 to 74.8)
2.0 (1.7 to 2.4)

5.4 (-1.4 t0 12.3)
0.9 (0.6 to 1.4)

2.7 (-3.1t0 8.6)
1.1 (0.8 to 1.6)|
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0 4 8 12 16 20 24 28 32 36 40 44 48 52 . .
to Disease for Disease
Weeks Flare (95% CI)  Flare (95% CI) P Value
No. at Risk wk
Upadacitinib, 15mg 209 190 180 171 163 154 150 142 140 132 131 128 123 NE (NE-NE) |[0.57 (0.40-0.83) 0.003
+26-wk GC-T
Upadacitinib, 7.5mg 107 96 8 8 78 71 65 59 59 58 57 56 54 NE (45.1-NE) 0.75 (0.50-1.14)
+26-wk GC-T

Placebo+52-wk GC-T 112 98 8 77 72 70 67 65 63 59 59 51 45 46.1 (35.6—NE) Reference

Figure 1. Time to First Flare of Giant-Cell Arteritis through Week 52.
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Adjusted Difference of
Response Rate (95% Cl)

Placebo

+ 52-week GC-T

n/N (%}

Upadacitinib 15 mg
+ 26-week GC-T

n/N (%)

All patients —o— 17.1 (6.3, 27.8) 33/112 (29.0) 97/200 (46.4)
Sex
Male —e— 19.5 (-0.5, 39.5) 11/35 (30.0) 26/53 (48.9)
Female —e— 16.1 (3.5, 28.7) 22/77 (28.6) 71/156 (45.6)
Age group (years)
< 65 @& 13.8 (-11.5, 39.3) 5117 {29.4) 19/42 (44.8)
26510 <75 —e— 18.9 (3.8, 34.0) 18/59 (30.5) 49/102 (48.2)
275 —e— 17.0 (-1.8, 35.7) 10/36 (26.4) 29/65 (44 6)
Race group
White —o— 15.5 (4.3, 26.8) 311103 (29.6) 90/199 (45.2)
Non-White [ ® 478(85, 87 1) 2/9 (22.2) 7/10 (70.0)
/ Geographic region N\
North America H——| 23.9 (-5.4, 53.2) 1/10 (10.0) 3/9(33.3)
Western Europe ——] 16.8 (2.7, 30.9) 18/62 (28.2) 63/135 (46.8)
Eastern Europe @ | 6.9 (-33.3, 47.2) 5/9 (55.6) 10/16 (62.5)
Asia ! ® 3 27.1(-19.2, 73.5) 317 (42.9) 7/10 (70.0)
Oceania H—e— 12.4 (-9.9, 34.6) 6/24 (25.0) 14/39 (35.5) Y,
/Body mass INdex group (Kg/me) N
<25 —He— 9.3 (-7.0, 25.6) 21153 (39.6) 53/108 (49 2)
2 25t0 < 30 —e— 23.3 (5.8, 40.9) 10/41 (23.2) 33/70 (47.0)
[ 230 —e—| 227 (07, 44.7) 2118 (11.1) 9/28 (32.1) )
Nicotine user
Current [ 3.1 (-27.0, 33.1) 4/13 (30.8) 11/32 (33.9)
Former 8 253 (6.7, 43.9) 7/33 (21.2) 30/63 (47 5)
Never Ho— 17.2 (2.6, 31.8) 22/66 (32.6) 55/111 (49.8)
Baseline disease status
New-onset giant-cell arteritis e 157 (2.4, 28.9) 25/76 (32.2) 71/148 (48.1)
Relapsing giant-cell arteritis —— 20.1 (1.8, 38.5) 8/36 (22.2) 26/61 (42.3)
(—Prior use of [L-6 inhibifor )
Yes & 41.3(-0.3,828) 117 (14.3) 5/9 (55 6)
| No —o— 15.6 (4.5, 26.7) 32/105 (30.0) 92/200 (46.0) )
Baseline glucocorticoid dose
=30 mg —@— 18.6 (3.7, 33.5) 18/59 (30.5) 55/110 {49.7)
> 30 mg | 15.3 {-0.3, 30.9) 15/53 (27.4) 42/99 (42.8)
(History of polymyalgia rheumahica )
Yes —e— 217(7.9, 356) 17/69 (24 8) 50/109 (46.1)
No H-o— 9.7 (-7.1, 26.6) 16/43 (36.0) 47/100 (46.8) )
Ischemia-related vision loss?®
Yes —T&— 10.5 (-18.6, 39.5) 7122 (29.5) 8/20 (40.0)
No o 17.5 (5.7, 29.2) 26/90 (28.9) 89/189 (47.1)
1 1 1

Adjusted Difference of Response Rate (95% CI)
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Table 3. Safety during the 52-Week Treatment Period.*

N

Placebo Upadacitinib 7.5 mg Upadacitinib 15 mg
+ 52-week GC-T + 26-week GC-T + 26-week GC-T
Adverse Events (N=112) (N=107) (N=209)
number (percent)
Any adverse eventy 105 (93.8) 101 (94.4) 200 (95.7)
Serious adverse events- 24 (21.4) 13 (12.1) 47 (22.5)
Adverse events leading to discontinuation 22 (19.6) 17 (15.9) 31 (14.8)
of upadacitinib or placebot

Death: 2 (1.8) 0 2 (1.0)
Adverse events of special interest

[ Serious infection 12 (10.7) 6 (5.6) 12 (5.7) |
Opportunistic infection, excluding herpes zoster 1(0.9) 0 4 (1.9)

[ Herpes zoster 3(2.7) 3(2.8) 11 (5.3) |
Cancer, excluding nonmelanoma skin cancer 2 (1.8) 0 4 (1.9)
Nonmelanoma skin cancer 2 (1.8) 1(0.9) 5 (2.4)

[ Major adverse cardiovascular events 2 (1.8) 0 0 ]
Venous thromboembolism¢| 4 (3.6) 4 (3.7) 7 (3.3)
Renal dysfunction 3 (2.7) 0 4 (1.9)
Hepatic disorder 5 (4.5) 2 (1.9) 11 (5.3)
Anemia 3(2.7) 3 (2.8) 14 (6.7)
Neutropenia 1(0.9) 0 0
Lymphopenia 0 1(0.9) 3(1.4)
Creatine kinase elevation 0 0 6 (2.9)
Retinal detachment 6 (5.4) 6 (5.6) 13 (6.2)
Bone fracture 3 (2.7) 1(0.9) 3 (1.4)
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