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Study Design

: SjogrenfE{ZE¥ £ E

: ianalumab (5mg, 50mg, 300mg 4:B&E s.c.)

: placebo

: change in ESSDAI score from baseline to 24 weeks
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Outcome

« ESSDAI (Primary Outcome : 0-24wk®ESSDAID )

* PhGA

« ESSPRI

* PaGA

 Salivary flow rate (REEB(H LT R FEk) « JERIE)
» Tear flow rate (Schirmer>X F)

e FACIT-Fatigue score
* SF-36

Biomarker: CD19+ Bffifg#. BAFF. RF. IgG. ianalumabZE
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Placebo lanalumab  lanalumab lanalumab
(n=49) 5mg(n=47) 50mg(n=47) 300 mg (n=47)
Demographics
Age, years 479 (12-4) 525(136)  510(111) 491 (15-4)
Weight, kg 697 (17-8) 74-3(175) 71-6(204)  70-8(182)
Sex
Male 2 (4%) 1(2%) 6 (13%) 1(2%)
Female 47 (96%) 46 (98%) 41(87%) 46 (98%)
Race
White 44 (90%) 42 (89%) 37 (79%) 42 (89%)
Asian 4(8%) 3 (6%) 10 (21%) 5 (11%)
Black, African American, or other 1(2%) 2 (5%) 0 0
Disease features
Time to diagnosis, years 5.7 (5-9) 6-9(7-2) 6-2 (4-9) 5-0 (4-7)
Disease activity
ESSDAI score 13-0(7-1) 13-3(6-9) 14-2 (8-4) 131(6-7)
ESSDAI score <10 16 (33%) 13 (28%) 14 (30%) 14 (30%)
ESSDAI score =10 33 (67%) 34 (72%) 33 (70%) 33 (70%)
PhGA, mm 51.6(167)  593(141) 563(186)  53-4(147)
Symptom severity
ESSPRI score 73(11) 7.5(1.0) 73(15) 6-9(17)
PaGA, mm 61-0(18-2) 64-2(19-0)  67-7(22-2) 62.0(217)
FACIT-F score 24-0(9-7) 243 (87) 22-2 (8-6) 26-7(11-2)
Stimulated salivary flow, mL/min 0-4 (0-5) 0-4 (0-4) 0-5 (0-6) 0-8(0-9)
Left eye tear flow, mm 7-5(8-8) 83(89) 51(67) 85(9-8)
Right eye tear flow, mm 6-4(67) 7-3(81) 5-1(5-6) 6-8(8-6)
Positive for anti-Ro/SSA antibodies 49 (100%) 47 (100%) 47 (100%) 47 (100%)
Positive for antinuclear antibodies 48 {95%) 41 (87%) 40 (85%) 41 (B7%)
Positive for rheumatoid factor 33(67%) 24 (51%) 28 (60%) 26 (55%)
26 (53%) 21(45%) 20 (43%) 23 (49%)

Hypergammaglobulinaemia

Medication use

Any DMARDs 28 (57%) 27 (57%) 24 (51%) 22 (47%)
Hydroxychloroquine 25 (51%) 26 (55%) 20(43%) 19 (40%)
Methotrexate 5 (10%) 6(13%) 6 (13%) 7 (15%)
Azathioprine 1(2%) 0 2 (4%) 0

Any steroid therapy 14 (29%) 19 (40%) 17 (36%) 12 (26%)
Methylprednisolone 3(6%) 4(9%) B (13%) 4 (9%)
Prednisolone 5 (10%) 7 (15%) 6 (13%) 4 (9%)
Prednisone 6 (12%) 7 (15%) 4(9%) 4(9%)

Data are mean (SD) or n (%). DMARDs=disease-madifying antirheumatic drugs. ESSDAI=EULAR Sjogren's Syndrome

Disease Activity Index. ESSPRI=EULAR Sjigren’s Syndrome Patient Reported Index. EULAR=European Alliance of
Associations for Rheumatology. FACIT-F=Functional Assessment of Chronic lliness Therapy Fatigue. PaGA=Patient
Global Assessment. PhGA=Physician Global Assessment.

Table 1: Patient demographics and baseline disease characteristics




Placebo-adjusted ESSDAI score change
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Figure 2: ESSDAI score change (primary variable) and other key outcomes
(A) Placebo-adjusted ESSDAI score changes from baseline by dose (dots are least-squares mean and error bars are 95% Cls) at week 24, and the fitted dose-response
curve (dotted line); shaded area is the 95% confidence band. (B) ESSDAI score changes from baseline over time by treatment group. (C) PhGA score changes from
baseline over time by treatment group. (D) Stimulated salivary flow changes from baseline over time by treatment group. (E) ESSPRI score changes from baseline over
time by treatment group. (F) ESSDAI responder rate (proportion of patients reaching a =3 point reduction in ESSDAI at week 24) and distribution of disease activity
(proportion of patients with low [<5], moderate [5-13], or high [>13] ESSDAI disease activity at baseline and at week 24). Error bars on charts B-E are 95% Cl.
ESSDAI=EULAR Sjogren’s Syndrome Disease Activity Index. ESSPRI=EULAR Sjégren’s Syndrome Patient Reported Index. EULAR=European Alliance of Associations for
Rheumatology. PhGA=Physician’s Global Assessment; *p=0-0019 (p values for other groups: ianalumab 5§ mg p>0-99; ianalumab 50 mg p=0-28).
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Baseline Week 24 Mean placebo adjusted p value
difference, least-
squares mean (95% Cl)
Placebo lanalumab Placebo lanalumab
300 mg 300 mg
ESSDAI score 13.0 (7-1) 131(67) 7.0 (5-1) 49 (3:9) -1.92 (-415t00-32)  0-092
ESSPRI score 73(11) 6.9 (17) 5.5 (1-8) 51(2-3) ~0.06 (-0-86t0074)  0-89
FACIT-F score 24.0 (97) 267 (112) 33.0 (10-6) 35:3 (10-6) 031(-358t04-20)  0-87
SF-36 physical component summary score 38-8(7-2) 399 (7-1) 42.5(8-8) 451 (7-6) 1-8 (-0-8 to 4-5) 0-17
SF-36 mental component summary score 40-0(9-7) 42.1(12-0) 45-0(10-4) 47-3 (10-4) 1.00 (-2-5to 4.5) 0-57
PhGA, mm 516 (167) 53-4 (147) 30.0 (17-3) 23.8 (16.6) -8.4(-155t0-12)  0.022
PaGA, mm 61-0 (18-2) 62.0 (217) 457 (23-2) 41.0 (23-5) 477 (-142t047) 032
Stimulated salivary flow, mL/min 0-41 (0-51) 077 (0-88) 0-57 (0-64) 1-01(0-98) 0-20 (0-01to 0-38) 0-037
Unstimulated salivary flow, mL/min 0-11(0-18) 0-22(0-47) 0-12 (0-20) 0-17 (0-19) -0-01(-0-10to 0-07) 073
Tear flow right, mm 6-4(6-7) 6-8 (8-6) 77(91) 8.7 (8-6) 0-3(-23t02.9) 0-83
Tear flow left, mm 7-5(8-8) 8-5(9-8) 7-8(9-3) 10-1(9-4) 1-4(-13to 41) 030
IgG, g/dL 174 (7-1) 177 (7-5) 17-1(67) 151 (5-6) 2.0(-2.8t0-12)  <0-0001
Rheumatoid factor, kIU/L 92 (136) 57 (104) 101 (180) 43(92) ~15-8 (-38-1t0 6.5) 016
BAFF, pg/mL 1159 (475) 1169 (411) 1160 (374) 4098 (1710) 2907 (2507t03307)  <0-0001

Data are mean (SD) except where otherwise stated. p values had no adjustment for multiplicity. BAFF=B-cell activating factor. ESSDAI=EULAR Sjogren’s Syndrome Disease
Activity Index. ESSPRI=EULAR Sjogren’s Syndrome Patient Reported Index. EULAR=European Alliance of Associations for Rheumatology (formerly European League Against
Rheumatism). FACIT-F=Functional Assessment of Chronic lllness Therapy-Fatigue. PaGA=Patient’s Global Assessment; PhGA=Physician’s Global Assessment. SF-36=Short

Form (36) Health Survey.

Table 3: Key efficacy and biomarker data in the protocol-defined analyses at week 24
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Figure 3: Concentrations of ianalumab, B cells, and relevant biomarkers atweek 24
(A) Serum ianalumab concentration by treatment group atweek 24. (B) CD19- B-cell counts by treatment group atweek 24. (C) Change from baseline toweek 24 in
serum BAFF concentrations, by treatment group. (D) Placebo-adjusted change from baseline to week 24 in serum rheumatoid factor concentrations, by treatment
group. (E) Placebo-adjusted change from baseline in serum lgG concentrations, by treatment group. lanalumab concentrations and B-cell counts are shown as
mean (5D). BAFF, rheumatoid factor, and IgG changes from baseline are shown as least-squares mean (SE). BAFF=B-cell activating factor.
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Placebo lanalumab  lanalumab lanalumab
(n=49) Smg(n=47) 50mg (n=47) 300 mg (n=47)

Patients with any serious adverse events 4(8%) 0 1(2%) 2(4%)

Patients discontinued for any adverse events 0 2 (4% 2 (4% 0

Common adverse events of special interest by systermn organ class and preterred term

General disorders and administration site 9 (18%) 7(15%) 13 (28%) 290 (62%)
conditions
Local injection site reaction 2 (4%) 4(9%) 9 (19%) 25 (53%)
Injury, poisoning, and procedural 8 (16%) 8 (17%) 7(15%) 8 (17%)
complications
Systemic injection related reaction 2 (4%) 6(13%) 5(11%) 4(9%)
Blood and lymphatic disorders 5 (10%) 5(11%) 6 (13%) 7 (15%)
Lymphopenia 3(6%) 2 (4%) 4(9%) 1(2%)
Leukopenia 2 (4%) 3(6%) 2 (4%) 6 (13%)
Neutropenia 1(2%) 3(6%) 1(2%) 4(9%)
Infections and infestations 28 (57%)  25(53%) 22 (47%) 23 (49%)
Nasopharynagitis 5 (10%) 4(9%) 2 (4%) 7 (15%)
Upper respiratory tract infection 4 (8%) 3(6%) 3(6%) 2 (4%)
Urinary tract infection 4 (8%) 4(9%) 2 (4%) 0
Sinusitis 4(8%) 3(6%) 2(4%) 0
Pneumania 3(6%) 0 0 1(2%)
Conjunctivitis 3(6%) 3(6%) 2 (4%) 2 (4%)
Bronchitis 2(4%) 3(6%) 2(4%) 2 (4%)
Oral herpes 1(2%) 3(6%) 1(2%) 0
Tracheobronchitis 0 0 0 3(6%)
Other commen adverse events by preferred term
Headache 7(14%)  4(9%) 4(9%) 4(9%)
Diarrhoea 4 (8B%) 3(6%) 2 (4%) 3(6%)
Rash 3(6%) 3(6%) 2 (4%) 1(2%)
Arthralgia 3(6%)  2(4%) 1(2%) 1(2%)
Back pain 3(6%) 0 4(9%) 2(4%)
Gastro-oesophageal reflux disease 1(2%) 1(2%) 3 (6%) 1(2%)
Lymphocyte count decreased 0 3 (6%) 0 1(2%)
Dizziness 0 1(2%) 0 3(6%)

Adverse events are shown by preferred term and system organ class in the MedDRA22.0 dictionary. Common adverse
events are defined as those in 5% or more patients in any treatment group. Data are numbers of patients, rather than
numbers of events, some patients might have had more than one event.

Table 4: Summary of adverse events
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