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Figure 2
Anifrolumab 300 mg Placebo Treatment difference Treatment difference
n/N (response rate [%]) /N (response rate [%]) (95% Cl) (85% CI)
[’ BICLA Week 52 TULIP-2  86/180(47.8) §7/182 (31.5) Ha-u 16.3 (6.3, 26.3)
&8 primary endpoint  TULIP-1 83180 (46.1) 54/184 (29.6) -0 16.4 (6.7, 26.2)
p2 TULIP-2 MUSE 53/99 (53.5) 26/101 (25.7) o0—0—0 28.0(15.1, 41.0F
=
@
E’ SRI(4) Week 52 TULIP-2 100180 (55.5) 68/182 (37.3) —a-a 18.2 (8.1, 28.3)
=8 primary endpoint TULIP-1  84/180(46.9) 79/184 {43.0) *-9--0 3.9(=6.3, 14.1)
(= TULIP-1 MUSE 62/99 (62.6) 41/102 (40.2) o—0—0 22.4 (9.0, 35.9y
Sustained OCS TULIP-2  45/87 (51.5) 25/83 (30.2) —a—a 21.2(6.8, 35.7)
reduction TULIP-1  50/103 (48.8) 33/102(32.1) »--o--@ 16.7 (3.5, 29.8)
MUSE 31/55 (56.4) 17/64 (26.6) o0—0—0 29.8 (12.8, 46.8F
o
f| 250% reduction  TULIP-2 24/49 (49.0) 10/40 (25.0) :—I—l 24.0 (4.3, 43.6)
=3 in CLASI TULIP-1 25/58 (43.6) 14/54 (24.9) men@un= 18.7 (1.4, 36.0)
A Week 12 MUSE® 13/27 (48.1) 4/26 (15.4) o—0O0——0 32.8(9.4, 52.2)
.
8
f~4
1| 250% reduction  TULIP2 30771 (42.2) 3490 (375 i—E—a 4.7 (-10.6, 20.0)
5-f in active joints TULIP-1 37/70 (52.9) 22/68 (32.4) o---0--® 20.7 (4.7, 36.7)
[ Week 52 MUSE® 42/58 (72.5) 24/58 (41.6) o0—0—0 30.9(136,48.2)
2
ki) T T T T T
2 20 0 20 40 60 80
§ Favors placebo Favors anifrolumab
W
Annualized TULIP-2 043 0.64 I—I—J 0.67 (0.48, 0.94)
flare rate TULIP-1 0.60 0.72 o-0-1-8 0.83 (0.60, 1.14)
MUSE® 0.53 0.72 o—O0—1+—0 0.80 (0.49, 1.31)
o 05 1 15 2

Favors anifrolumab
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Figure 3A
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Figure 3B

100+ Hazard ratio, 0.65 (35% C1, 0.46-0.91)
90+
80
g 70+
£ 0]
[
<=
3 504 Placebo (N=182)
g 40 a S-8-0-0
2
& 30 o o
Anifrolumab, 300 mg
20 {N=180)
10+
c s T ) T T T T T T 1 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks since First Dose in Trial
No. at Risk
Placebo 182 181 167 159 149 137 120 113 107 98 97 a5 91 77
Anifrolumab, 300 mg 180 179 175 158 153 147 141 138 130 124 118 116 114 103
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Figure 4
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300 mg: Cave <25.5 ug/ml n=25
300 mg: Cave [25.5,34.6) ug/mL n=25
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300 mg: Cave >=43.8 ug/ml n=25
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!
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1000 mg: Cave <111.5 ug/mlL. n=26

BN 1000 mg: Cave [111.5,145.2) ug/mL n=25

1000 mg: Cave [145.2,190.8) n=25
1000 mg: Cave >=190.8 ug/mL n=25

9.5% (10/105)
I

23.1%
) 12%
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Placlebo 300I mg 100(I) mg

Study 1013
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Figure 6B

-0~ Anifrolumab 150 mg (N=14)

195 - -a- Anifrolumab 300 mg (N=13)

100 4

g/mL)

2 754

anifrolumab

Mean serum concentration of

N (3]
(@) ol (@]
1 1

2 4 6 8
Timepoint (weeks)
Patients at each visit

10 12 24 36 30 52 56 60

Anifrolumab 150 mg 13 13 12 12 10 10 10 11 12 12 10 9 6 3
Anifrolumab 300mg 13 12 13 13 12 12 11 11 10 10 10 10 9 6
. Figure 6C
X
Egmo— t
S & 80

© O
N3 60
£8 ]

39 40 o Placebo
g2 20 \b 300mg
%g’ OTft———"—"""""F"—7 "7~~~ —7 "1~ 150mg
S S -20 {—=Placebo (n=9)

a}f, 40 - -o~ Anifrolumab 150 mg (n=12)*

G E -o- Anifrolumab 300 mg (n=13)
8; '60 ) I I ) I 1 1 L} I I
=5 2 4 6 8 10 12 24 36 50 5 60
Patients at each visit Timepoint (weeks)

Placebo 9 8 9 9 9 9 8 9 9 9 9

Anifrolumab150mg 11 10 8 9 10 11 10 10 8 8 7
Anifrolumab300mg 13 13 12 12 11 11 11 11 10 10 9
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Figure 7A
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Figure 8A
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Figure 9A

B Piacebo:, n=117
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Figure 9
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c1

G3
300 mg: <30 ug/mL , n=40
300 mg: [30,43.4) ugimL , n=39
300 mg: >=43.4 ug/mL , n=39

59.3% (70/118)
50% (31/62)
64% 64%
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T T ]
150 mg 300 mg

Placebo
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1007
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Study 05
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Figure 10A
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Figure 11A
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Figure 12
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Figure 13A
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Figure 14A
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Figure 15
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Figure 16
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Figure 17
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Figure 18
IFNGS-High Status {4-gene) by Age Group in Pooled Data
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Figure 20
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Figure 21A
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Figure 22
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Figure 23
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Figure 27
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Genetitle Gene symbol Gene Probe ID

Interferon, alpha-inducible protein 27 IFI27 202411
Interferon, alpha-inducible protein 6 IFI6 204415
Radical S-adenosyl methionine domain containing 2 RSAD2 213797
Interferon-induced protein 44 IFi44 214059
Interferon-induced protein 44-like IFI44L 204439
Ubiquitin specific peptidase 18 uUsP18 219211
Lymphocyte antigen 6 complex, locus E LY6E 202145
2,5-oligoadenylate synthetase 1, 40/46 kDa OAS1 202869
Sialic acid binding ig-like lectin 1, sialoadhesin SIGLEC1 44673
1SG15 ubiquitin-like modifier 1SG15 205483
interferon-induced protein with tetratricopeptide repeats 1 IFIT1 203153
2’-5'-oligoadenylate synthetase 3, 100 kDa OAS3 218400
Hect domain and RLD 5 HERC5 219863
Myxovirus (influenza virus) resistance 1 MX1 202086
Lysosomal-associated membrane protein 3 LAMP3 205569
Epithelial stromal interaction 1 (breast) EPSTI1 227609
interferon-induced protein with tetratricopeptide repeats 3 IFIT3 204747
2'-5'-oligoadenylate synthetase 2, 69/71kDa OAS2 204972
Receptor (chemosensory) transporter protein 4 RTP4 219684
Phospholipid scramblase 1 PLSCR1 241916
DNA polymerase-transactivated protein 6 DNAPTPE 241812

31/52




WO 2022/223714 PCT/EP2022/060592

Figure 29A
. Fold Change (RQ) Signature
o 75 2
S gg- ¢
o . : ® ::::::oo
g 421 tiin
S 25 oiles _Cutoff
S 6% 1 “eeess
N O ° %0,0° °
8) -0.51 0009200000
— 1.5 °338
2.5 . .
Test Negative  Test Positive
Figure 29B
|
0.15- :
IFN Test |
Z 0101 " Low |
2 |
0.05- | IFN Test
| High
0.00+ —[Cutoff A\
-5 0 S 10
Log 2diagnostic score
Figure 29C
IFN low | IFN high e Pooled data
1159 & o OC_S dosage?_‘_IO mg/day, p=0.01
: —— Anti-RNP positive, p<0.001
= o256 Anti-SM positive, p<0.001
: —o'—5 89 Anti-dsDNA positive, p<0.001
| ——— Complement 4 low, p<0.001
! _ 39 Complement 3 low, p<0.001
| o299 CLASI > 10, p<0.001
L,1-60 SLEDAI- 2k > 10, p<0.001

0 5 10 15 20 25
Odds ratio (95% confidence interval)
SUBSTITUTE SHEET (RULE 26)

32/52



WO 2022/223714 PCT/EP2022/060592

Figure 30A
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Figure 31A
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Figure 34A FIG. 34B
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Median fold change in 5-gene IFNGS
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Figure 35
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Figure 36A
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Figure 40A
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Figure 41
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Figure 42A
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