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Cohort 1 Cohort 2
Placebo (n=43) Iscalimab 150 mg Iscalimab300mg  lIscalimab 600 mg  Placebo (n=50) Iscalimab 600 mg
(n=44) (n=43) (n=43) (n=50)
Age, years 55.0 (47-0-59.0)  52.5(395-62.0)  52.0(39-0-58:0) 56.0(40.0-61.0)  49.0(40-0-61.0) 555 (44-0-63-0)
Sex
Female 41(95%) 42 (95%) 41(95%) 40(93%) 48 (96%) 50 (100%)
Male 2 (5%) 2(5%) 2 (5%) 3(7%) 2(4%) 0
Time since diagnosis, years 41 (1.9-10.0) 42(21-91) 40(1:9-10.2) 4-4 (1-8-7.9) 56 (1:4-11-2) 4.8 (1-6-9.7)
Disease activity
ESSDAI score 10.0 (8-0-13-0) 100 (8-0-13.5) 12.0 (8-0-18.0) 120 (8-0-16.0) 2.0 (2:0-4-0) 3.0 (2:0-4.0)
ESSDAI score <13 35 (81%) 33 (75%) L 24(56%) o, 31 (72%) 50 (100%) 49 (98%)
ESSDAI score >13 8(19%) 11 (25%) P19(44%) $12(28%) 0 1(2%)
PhGA, mm 630 (56.0-67-0) 55-0(42-0-635) 590 (51-0-68:0)  56-0(44.0-63-0) 375(24-0-52-0) 37°5(24-0-53-0)
Symptom severity
ESSPRI score 7-3(6:7-83) 6.7 (57-7-7) 7:0(6:3-8:0) 7:0(63-7:7) 65(53-77) 65(53-77)
ESSPRI—dryness score 8.0(7.0-9.0) 7-0(6:0-8.0) 7:0(7-0-8-0) 7:0 (6:0-9.0) 8.0 (7-0-9-0) 7:0 (7:0-8.0)
ESSPRI—fatigue score 7.0 (6:0-8-0) 65 (6:0-80) 8.0 (6:0-8-0) 7:0 (6:0-8.0) 70 (5:0-8-0) 7.0 (6.0-8.0)
ESSPRI—pain score 7:0 (6-0-9-0) 6.0 (5-0-7-0) 7:0(5-0-8.0) 7-0 (6:0-8.0) 55(4.0-7.0) 5-0(3-0-7-0)
PaGA, mm 67-0(53.0-77:0)  630(555-72.0)  60.0(51.0-700) 61.0(550-73:0)  585(480-71:0)  57-5(40.0-68:0)
FACIT-F score 25.0 (15.0-32.0) 280 (21-5-33-5) 22.0(20-0-30:0) 26-0 (17-0-33:0) 265 (17.0-37-0) 28.5(20.0-36.0)
IDEEL score 65-0 (52-5-85.0) 54.4 (451-66-3) 68-8 (48-8-78-8) 65-0(52.5-78-8) 60-7 (51-2-76-3) 56.9 (46-3-70.0)
SSSD score 8.0(8-0-9.0) 8.0(7:0-9:0) 9.0(7.0-100) 9.0 (8-0-10.0) 9.0 (8.0-10.0) 8.0(7.0-9:0)
Unstimulated salivary flow  0.08 (0-04-018) 010 (0:04-0.30) 008 (0-02-015)  0.08(0:03-0-20)  0.06 (0-02-015)  0-08 (0-04-0-10)
rate, mL/min
Stimulated salivary flow 0-22 (0-10-0-64) 054 (0-18-0-98) 026 (0-16-0-58) 0-32(0-13-0-62) 0-21(0-13-0-46) 0-30 (0-17-0-48)
rate, mL/min
Positive for anti-Ro/SSA 43 (100%) 39 (89%) 42 (98%) 40 (93%) 49 (98%) 48 (96%)
antibodies*
Positive for rheumatoid 24 (563%) 26 (59%) 22 (51%) 19 (44%) 31(62%) 33 (66%)
factor
Any DMARDs 24 (56%) 24 (55%) 31 (72%) 24 (56%) 21 (42%) 26 (52%)
Hydroxychloroguine 20 (47%) 21(48%) 30 (70%) 23(53%) 21 (42%) 22 (44%)
Methotrexate 5(12%) 6 (14%) : 8 (19%) 3(7%) 1(2%) 7 (14%)
Azathioprine 1(2%) 3(7%) 2 (5%) 2(5%) 0 )
Leflunomide 1(2%) 0 io P1(2%) 0 1(2%)
Corticosteroids? 17 (40%) 13 (30%) Eew) T 15 (35%) 9 (18%) 8 (16%)
Previous use of any 8(19%) 9(20%) 572 T t6(14%) 5 (10%) 2 (4%)

biologics
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A. Arithmetic mean (SD) plasma PK concentration vs. time profiles
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Baseline’ 5 ®ESSDAIZ 1L (SE) 24:8 15 S DESSDAID AE RIGE®
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—w— Placebo Model t-statistic Adjusted p value
& Iscalfmab 150 mg sigEmax1 (Emax=3-5, ED_=200, h=6) 1363 017
®- Iscalimab 300 mg sigEmax2 (Emax=3-64, ED,=350, h=6) 1.675 010

~@- Iscalimab 600 mg sigEmax3 (Emax=4-67, ED.,=500, h=6) 1.773 0.084
o Linlog (delta=0.547, c=1) 2:963 0-0041"*
_E 17 @ Estimated responses from MMRM — Predicted mean by Mod
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Least squares mean (+SE) change from baseline

Least squares mean (+SE) change from baseline
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c - ESSPRI score ®ZE AL (24:8) D ESSPRI-fatigue ®Z{t (24:8)
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n* Mean (SD) LS mean (SE) Difference in LS mean ; “ (sD) i (SE) Diff EiE
change from % (1), iscalimab - n ean mean erence in LS mean
CO h 0 rt 1 baszl?ne at :)glascebo) CO h 0 rt 2 change from (95% 1), iscalimab -
week 24 baseline at placebo
ESSPRI week 24
Placebo (n=43) 39 5-8(213) -1-3(0:3) * ESSDAI
Iscalimab 150 mg (n=44) 42 4.8 (2:01) -1.8(0-3) -0.5(-1:4t00:3) Placebo (n=50) 45 31(223) 02(03)
Iscalimab 300 mg(n=43) 40 5.5 (2-45) -1.6(03) -0-3(-11t0 0-6)
Iscalimab 600 mg (n=43) 39 51(2:16) -1.8(03) -05(-14t003) Iscalimab 600 mg (n=50) 47 2:6(3-00) -0-3(03) -0-5(-1-4t0 0-4)
FACIT-F FACIT-F
Placebo (n=43) 40 315 (10-84) 7:0(15) : Placebo (n=50) 45 31.9(11-21) 5.7 (13)
Iscalimab 150 mg (n=44) 42 352 (11:19) 8:6(1:5) 1.6 (-2-4t05:6) Iscalimab 600 mg (n=50) 49 34.6 (11-41) 7:3(1:3) 1.6 (-1.9t0 5-1)
Iscalimab 300 mg (n=43) 40 32.7 (11-20) 8.0(15) 1.0 (-3-0t0 5.0) PHGA
Iscalimab 600 mg (n=43) 39 34-9(10-67) 103 (1.5) 33(-0-7to7-3)
o Placebo (n=50) 45 262 (18:71) -10-4 (2-4)
Placebo (n=43) 36 355 (22:35) -23.9(2.9) 2 Iscalimab 600 mg (n=50) 46 21.0(17-22) -15.8 (2-3) -5-4(-11.8to 1.1)
Iscalimab 150 mg (n=44) 40 26.7 (18:08) -31.6 (2:8) 7.7 (-156t0 02) PaGA
Iscalimab300mg (n=43) 39 29.3(20-35) -27.0(2-9) -31(-11-0t0 4-8) Placebo (n=50) 45 486 (20.27) -9.7(3.0)
Iscalimab 600 mg (n=43) 35 27-1(19-37) -30-8 (3:0) -6:9 (-15-:0t0 1:3) i
e lscalimab 600 mg (n=50) 49 40.9 (20-62) -14.7 (2-8) -5.0(-12.8 10 2.8)
Placebo (n=43) 40 50-3(1939) -12:7(3-3) - o
Iscalimab 150 mg (n=44) 42 447 (20.89) -173(32) -46 (-135t0 4:2) Placebo (n=50) 42 6-6(1-99) -1:9(0-3)
Iscalimab300mg (n=43) 40 426 (21.75) -19-2(33) -6:5(-154 to 2.4) Iscalimab 600 mg (n=50) 42 5.6 (2-42) -2.8(0-3) -0-8(-1.6t00.0)
seliab b gl 59 P RdRs ST Ingheumato:dfactor ..................................................................................................................
AR : Placebo (n=50) 46 78.4(127.00)  -1.0(141)
fren) i G2 1903 - Iscalimab 600 mg (n=50) 48 212(3625)  -661(137) -651 (-1041t0-26-2)
Iscalimab150 mg (n=44) 37 59(237) ~22(03) -03(-12t00-6) 8 e S RS o e S $5 SRR RSSO SV S i R R4 SNSRI ST YR A TSR ISR AR AR SRS S eSS A :
Iscalimab 300 mg (n=43) 40 57(2-17) -2.7(0-3) -0-8 (-1.7to 0-0)
Iscalimab 600 mg (n=43) 35 55(2:39) -33(03) -1.4(-23t0-05)

I:::e:.::::;id — 40 433 (75-60) -9.6 (7-4) 2 * R F - | gG {fj: %/\j Eﬁiﬁﬁ 0) % % T\ E?:L?‘ &b ’ Tﬁggi T\j( % < 5@2 /)\ .
gy a0 o wery  sewss | FIERIEMEIGTREAL 5 75,

! Iscalimab300 mg (n=43) 40 28.7 (87-05) -301(7-3) -20.5 (-401to -0.9)
! Iscalimab 600 mg (n=43) 38 13-1(41-10) -46.4 (7-4) -36.7 (-56-4 to-17-0)
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Cohort1 Cohort 2
Placebo Iscalimab  Iscalimab  Iscalimab Placebo Iscalimab
(n=43) 150 mg 300 mg 600 mg (n=50) 600 mg
........................................... i | P by 2 B biors 2. PP PP s U e B
A")' adverse event 31(72%) 37(8B4%) 32(76%) 35(80%) 32(64%) 41(82%) :
An)senousadverseevent1(“"1) ....... o i 4[9”2(4”2(4%) .....
Seriows adverse events i} 0 1(2%) 2(5%) 1(2%) 1{2%)
refated to infections
Discontinued for any 1(2%) 1(2%) 1(2%) S (11%) 3(6%) 1{2%)
adverse event
B e e A A e e e e L L
: Infections and 17(40%) 20(45%) 11(26%) 19(43%) 20(40%) 28(56%) :
:  infestations
: Nasopharyngitis 2{5%) 4(9%) 6 (14%) 5(11%) 3(6%) 3(6%)
Urinary tract infection ~ 2(5%) 1(2%) 2(5%) 2 (5%) 0 5(10%)
: CoviD-1g 2(5%) 1(2%) 2 (5%) 2(5%) 7(14%)  4(8%)
: Oral herpes 2 (5%) 1(2%) 1(2%) 3(7%) 1(2%) 0
: Herpes simplex 1(2%) 3(7%) 0 1(2%) 0 3(6%)
! Rhinitis 1(2%) 0 0 1(2%) 2(4%) 4(8%)
L NN N NN N NN N NN NN NN NN NN NN NN NN NN NN NN NN NN NN NN NN NN NN NN NN NN NN NN NN AR

Conjunctivitis 0 0 0 1(2%) 3(6%) 0
General disorders and 9 (21%) 9(20%) 11(26%) §(20%) 8 (16%) g (18%)
administration site
conditions

Fatigue 1(2%) 0 1{2%) 3(7%) 0 2 (4%)

Pyrexia 3(7%) 3 (7%) 1{2%) 0 0 2(4%)
Gastrointestinal 7(16%) 8(18%) 10 (24%) 12 (27%) 15 (30%) 13 {26%)
disorders

Diarrhoea 1(2%) 1(2%) 1{2%) 3(7%) 61(12%) 4 (8%)

Abdominal pain 2(5%) 1(2%) 3(7%) 0 0 2 (4%)

upper

Nausea 0 0 1(2%) 2(5%) 3(6%) 2(4%)
Musculoskeletal and 6(14%) 12(27%) 6(14%) §(20%) 11 (22%) 6 (12%)
connective tissue
disorders

Arthralgia 4(9%) 4(9%) o 4(9%) 4({8%) 4(8%)

Back pain 1(2%) 2(5%) 0 0 3(6%) 1(2%)
Nervous system 8 (19%) 6 (14%) 11(26%) 11 (25%) 10 (20%) 6(12%)
disorders

Headache G(12%)  6(14%) 4(10%) 6(14%) 5 (10%) 3 (6%)

Dizziness 2(5%) 0 2 (5%) 4(9%) 2(4%) 0

—— |_i_| =

1 3

—

Other common adverse events by preferred term

Hypertension
Alopecia
Rash
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Table S3. Serious adverse events
Cohort 1 Cohort 2
Iscalimab Iscalimab Iscalimab Iscalimab

n (%) Pr:f‘__igm 150 mg 300 mg 600 mg P("":‘fgg° 600 mg

(n=43)  (n=44) (n=42) (n=44) =50)  (n=50)
Subjects with at least one
seriéus Sdvares Gyart 1(2%) 1(2%) 3(7%) 4 (9%) 2 (4%) 2 (4%)
Anaemia 0 0 0 1(2%) 0 0
Vertigo 0 0 0 0 1(2%) 0
Haematochezia 0 0 1(2%) 0 0 0
Appendicitis 0 0 0 1(2%) 0 0
COVID-19 0 0 1(2%) 0 0 0
Postoperative wound infection 0 0 0 1(2%) 0 0
Retroperitoneal abscess 0 0 0 1(2%) 0 0
Wound abscess 0 0 0 1(2%) 0 0
Laryngitis bacterial 0 0 0 0 1(2%) 0
Pneumonia 0 0 0 0 0 1(2%)
Fibula fracture 0 0 0 1(2%) 0 0
Tibia fracture 0 0 0 1(2%) 0 0
Bladder cancer 0 0 0 1(2%) 0 0
Cerebrovascular disorder 0 1(2%) 0 0 0 0
Migraine 0 0 1(2%) 0 0 0
Transient ischaemic attack 0 0 0 0 0 1(2%)
Glomerulonephritis 1(2%) 0 0 0 0 0

n (%). represents subjects with at least one event.
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Discussion - Cohort 1
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Discussion - Cohort 1
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Discussion : Cohort 2
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Discussion : Limitation
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