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Fiz. 2 Trends of damage and glucocorticoids dose over time

Median (1QR) daily PDN dosage (magiday)

Trends of the median daily prednisone dose (square, blue line), median cumulative prednizone dose (circle, red line)
and percentage of patients with at least one 3DI item of damage (friangle, grey line} over follow-up. S01; SLICC/ACRE
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Lupusnephritis neudiagnostiziert
Propensity score matched

Table 1. Baseline characteristics of the patients (propensity score matched)*

Murray B Urowitz

Glucocorticoids in SLE: w
how to taper?

Medium prednisone High prednisone
(<30 mg/day) (=40 mg/day)
Characteristic (n=103) (n=103) o
Age, mean + 50 years 340+ 10.5 3354117 0.751
Female sex 84 (81.6) B6 (B3.5) 0715
White 54 (52.4) 56 (541.4) 0.773
Black 14(13.68) 21 (20.4) 0.209
Chinese 19(18.4) 12(11.7) 0.144 &0
Others 16(15.5) 14(13.6) 0.695
Treatment initiation after January 2003 68 (66.0) 62 (60.2) 0376
SLEDA-2K score, mean + S0 139+ 62 150+70 0165 S0
SLEOW-2K renal score, mean + 50 B.h+42 Ba4+42 0726
501 score, mean + 50 04+ 08 04110 0818
Discase duration, mean + S0 years 6.0+59 54454 0435 40
Class Il 329 6(5.8) 0317
Class il 18(17.5) 17(16.5) 0.853
Class IV 34(33.0) 43(41.7) 0189
Class V 38 (36.9) 28(27.2) 0114 30
Class WV 10(9.7) 9(8.7) 0.808
Activity index score, mean + 50 48+ 38 60+ 44 0045
Chronicity index score, mean + S0 26+23 231325 0476 20
| lypertensiont 49 {47.6) 52 (50.5) 0662
Systolic O (mml Ig), mean + SD 1268 + 199 131.6 + 18.0 0.078
Diastolic BP (mmil 12), mean + 50 FO.7+ 131 805+ 108 0646 )
Diabetes mellitus 5 (4.9) 1(1.0) 0102
Body mass index, mean + S0 kg/m? 236+ 5.7 249459 0.072
Serum creatinine, mean + 50 mmnglitcr 87.7 + 400 91.0+ 389 0.544 0
eGFR, mean + SD mi/minute/.73m BES + 339 88.0+ 384 0.966 ‘) 244m (p=R7) —
£GFR <60 mifminute/ 73m? 21 (204) 29 (28.2) 0.154 Y om 2m 24m (n=83)  36m (n=64)
Proteinuria, mean + 50 gmi24 hours 2R+ 22 27424 0943
J‘,;“.‘;“B":fmc'??‘c-m" ;»11 %?; 2‘3 Egl .?; 3223, Figure 1. Mean daily prednisone dose al baseline, 6, 12, 24, and
ti-ds| positive (H8.2) S (631 55 - - .
Prednisone dose, mean + SO mg/day 242146 4864123 <0.0001 36 months for low-lo-medium prednisone (230 mg/day) group (blue)
Prednisone dose, median (range) 20(20-30) A0 (40-100) (.00 and high_dme pre(jniggm [:—_.-.:1[] mgn‘dgm group [red} Differences
I methylprednisolone 329 4(39) 0.705 - L . _
Na. of pulses, mean + SO 30+ 00 30400 1.000 were nol slatistically significant at all time points excepl for the base-
Mean dose of pulses, mean + 5D mg 500+ 0 G875+ 2839 0.620 lire {p = 0_001}
af methylprednisolone
Azathioprine A7 (45.6) 49 (47.6) 0.773
Azathioprine dose, mean + 5D mg/day 1053 + 404 98.9 + 404 0425
Iycophenolate mofetil 52 (50.5) 46 (44.7) 0376
Mycophenolate dose, mean £ 50 mg/fday 21894 + 6849 2075.1 + 7003 0515
Cyclophosphamided 7 (6.8) 14(13.6) 01237
Antimalarials 62 (60.2) 59 (57.3) 0674
ACE inhibitors/ARDs A3 AT A4 (42.7) 0.886
Other antinypertensives 20{19.4) 40 (38.8) 0.002

*Values are the number (%) unless indicated otherwise. ACE = angiotensin-converting enzyme; anti-dsDNA = anti-
double-stranded DNA; ARD = angiotensin receptor blocker; BP = blood pressure; eGFR = estimated glomerular filtration
rate; IV = intravenous; 5DI = Systemic Lupus International Collaborating Clinics/American College of Rheumatology Dam-

P efinedt 2 B 2 2/RD g T s D Acthy Index 2000 Avrthritis care research 2022 Sep;74(9):1451-1458. doi: 10.1002/acr.24592
+ Al patients received the Eura-lupus oyclophosphamide protocol (6 intravenous biweekly pulses of 500 mg each).
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Figure 2. Rates of complete renal response (%) in the low-medium
prednizone (=30 mg'day) subgroup (blue; N =600 and the high-dose
prednizone (=40 ma/'day) subgroup forange; n=60) at 12, 24, and
36 months after the initiation of remission induction treatment (n = 120).
Stafistically significant differences were chaerved at 24 (P = 0.002) and
36 months (F = 00025). PSM = propensity score matching. Color figune
can be viewed in the online issue, which s avlable at hitpo¥
onineibrany wiey.comddoi/ 101002/ acr 24502/ abstract.

Table 3. “earty cumulathve glucocorticoid dose and glucocorticoid-related damage accrual over time*

Medium High
prednisone prednisone
(=30 mg/i (=40 mg/day) F
At 12 months, no.
Cumulative: prodnisonc dose, mean + 50 gm 0.0
Prednisone dose at 12 maonths, mean + 50 0486
Paticnts discontinuing prednisone at 12 months MA
Cataract (now) 1.000
Osteoporosis (now) Ml
Osteoneorosis (now) Ml
Diabetes mellitus {now) 0317
At 24 months, no.
Cumulative prednisone dose in 12-24 months, mean + 50 gm 0743
Prednisone dose at 24 manths, mean + S0 07
Paticnts discontinuing prodnisone at 24 months 0763
Cataract (now) 1.000
Osteapoross (Now) N
Osteoneorosis (now) 0479
Diabetes mcllitus (new) 1.000
At 36 months, no.
Cumulative prednisone dose in 24-36 months, mean + 50 gm 0427
Prednisone dose at 36 months, mean + 50 0653
Paticnts discontinuing prodnisone at 36 months 0.011
Cataract {now) . — 0266
Osteopoross (Now) 101.6) 20371 0.564
Ostooneorosis (M) S(7.8) S5(7.8) 1.000
Diabetes mcdlitus {new) 240 203.1) .56

“Values are the number (%) unless indicated otherwise. NA = not applicable.



Wann sollte wir die Steroide stoppen?

* For the purpose of the present study, UTLC patients with first prolonged clinical

remission for a continuous period of 2 years

* retrieved from the database. Remission was defined based on a clinical SLE
Disease Activity Index 2000 (SLEDAI-2K) of 0 that remained stable over those 2
years. Isolated serologic activity (abnormal levels of dsDNA antibodies and/or low
levels of complement C3/C4 was allowed. Patients should be receiving
prednisone (5 mg/day) at the beginning of the observation period and

antimalarials

https://doi.org/10.1002/acr2.11267



https://doi.org/10.1002/acr2.11267

Absetzschema

e o \Week 1: usual dose (5 mg/day) for 6 days and reduced dose
* (4 mg/day) for Day 7.

» o \Week 2: usual dose (5 mg/day) for 5 days and reduced dose
* (4 mg/day) for 2 days.

e o \Week 3: usual dose (5 mg/day) for 4 days and reduced dose
* (4 mg/day) for 3 days, and so on.



Results

Table 1. Demographic, clinical. seroclogical, and therapeutic characteristics of the patients at baseline

Maintenance Withdrawal ariance
Variable Group(n=102) Group{n=102) SMD Ratio PVvalue
Female sex 92(90.2) B9 (B87.3) 0.884
Black 12{11.8) B (7.8) 0.B8 0317
Age, years 441 £ 154 41.7 £129 017 1.07 0.242
Disease duration, years 12.8+10 7r+£79 012 11 0292
Cruration of clinical remission, years 36+26 36427 oo oy 0567
SLEDWAI-ZK 17£15 16215 0.08 091 0577
Adjusted m SLEDAI 2K for the first 35+19 31+18 0.23 1.05 0.075
& enroll

History of lupus nephritis* 37(363) Da9 057

History of CHS involvement 34(333) 093 0.3596
Low C3/C4 42{41.2) 1 0866
Aniti-dsDNA (+) 45 (44.1) 1.04 0484
SOl 12214 013 0.68 0352
Cumulative glucocorticoid dose," g 30.6 £ 24.: 0.22 117 0.062
Antimalarials 67 (65.7) 0.88 1.000
MMHNOSUDEressives 51 .50) 0.58 0.25

Categorical variables are presented as n (%), continuous variables are presented as mean + 50.
Abbreviation: 501, Systemic Lupus International Collaborating Clinics Damage Index; SLEDAI-2K, Systemic Lupus

Erythemartosus Disease Activity Index-2000; SMD, standardized mean difference.

“ Based on renal biopsy demonstrating lupus nephritis or abnormal proteinuria (»0.5g/day) in two consecutive visits

treated with glucocorticosteroids and immunosuppressives by the attending physician.

“ Based on any central nervous system involvement treated with glucocorticosteroids and/or immunosuppressives

by the attending phiysician.
* From first clinic visit up to the index date (in prednisone equivalent).

Table 2. Flare rates at 12 and 24 months and damage accrual at 24 months

Maintenance
Group
{(n=102) Group (n = 102)

fares al 12 months

[Mare (first definition) 30294
«(mecond delimtion)
Mlare (Uhird et 1)
Flares al 24 months

14112 7

12{11.8)

Flare (lirst definition)’ 51 (50) 34(333) 0.01
Mare (second definition)® 28(275) 15(14.7) 0.024
Flare (third definition) 27{26.5) 13(12.7) 0.013

e accrual al 24 months
telated Lo plucocorticostenoids
Mol relaled Lo glodorornicosterads
Increase in 50

Abbreviation: SDI, Systemic Lupus International Collaborating Clinics Damage Index; SLEDAI-
2K, Systemic Lupus Erythematosus Disease Activity Index-2000; SMD, standardized mean
difference.

Data are given a5 n (%)

* Any increase in clinical SLEDAI-ZK (excluding serology).

" Any increase in clinical SLEDAILZK plus treatment escalation (for glucocorticostersids,
antimalarials or immunosuppressives).

FAny increase =4 in clinical SLEDAI-2ZKE.

Flare rates in patients with shorter clinical remission=2 konsekutive Visiten mit Remission

Keine Unterschiede in der Relapse rate



Steroide

* |nitial hoherdosierte Steroide (40mg) sind mit weniger flares verbunden, hoherer

Wahrscheinlichkeit Steroide stoppen zu konnen

* |n stabiler Remission konnen die Steroide ausgeschlichen werden.



Efficacy and safety of nipocalimab, an anti-FCRn
monoclonal antibody, in primary Sjogren’s disease:
results from a phase 2, multicenter, randomized,
placebo-controlled, double-blind study (DAHLIAS)

Jacques-Eric Gottenberg,! Kathy Sivils,2 Kim Campbell,2 Jada |dokogi,?2
Kim Hung Lo,2 Sophia G Liva,2 Harman Dhatt,® Jonathan J Hubbard,? Ghaith Noaiseh*

Department of Rheumatology, Strasbourg University Hospital, National Centre for Rare Systemic Autoimmune
Diseases, and Immunology, Immunopathology and Therapeutic Chemistry, Institute of Molecular and Cellular Biology,
Strasbourg University, Strasbourg, France; 2Janssen Research & Development, LLC, a Johnson & Johnson Company,
Spring House, PA, USA; *Janssen Global Services, LLC, a Johnson & Johnson Company, Raritan, NJ, USA;

4Division of Allergy, Clinical Immunology and Rheumatology, Department of Medicine, University of Kansas,

Kansas City, KS, USA.



Sjogren’s Disease

JL‘JL‘ Chronic, systemic,
Jl, autoimmune disease

Dysregulated
humoral immunity
implicated

Characterized by:

» Involving aberrant
B-lymphocyte activity

» Presence of autoantibodies

» Leading to abnormally

* Lymphocytic infiltration of elevated IgG and IgG
exocrine glandular tissues autoantibody levels,

« Systemic organ and
tissue injury’

1gG, immunoglobulin G

particularly anti-Ro
and anti-La’

Substantial disease
burden?? and
increased mortality

» ~1.5-fold higher all-cause
mortality4

« Common symptoms
include mucosal dryness,
fatigue, and pain

1. Nocturne G, Mariette X. Nat Rev Rheumatol. 2013;9(9):544-556. 2. Mariette X, Criswell LA. N Eng/ J Med. 2018;378(10):931-939. 3. Beydon M., et al. Nat

Rev Rheumatol. 2024;20(3):158-169

4. Huang H, et al. Rheumatol (Oxford). 2021,60(9):4029-4038



Nipocalimab Inhibits FcRn to Decrease
Circulating IgG and IgG Autoantibodies

What is the neonatal crystallizable

fragment receptor (FcRn)?'?

- Atransmembrane protein present
throughout life

- Located mostly inside vesicles in

Circulation

many cells including endothelial and e Sarum
. o protein
immune cells ;:.j_.._. ':"\ -
« Reduces clearance of IgG via bindin v 196 /
g g , /,._-;

and recycling

What is nipocalimab?

« A fully human IlgG1 monoclonal
antibody that binds with high affinity
to the IgG binding site of FcRn

nipocalimab

nipecalimab binds b 1 Decreases circulating
= An FcRn blocker that decreases with high affinity to FcR ; IgG in serum

levels of IgG and autoantibodies Acidified

e

without broad immunosuppression
Robust efficacy has been established
in generalized myasthenia gravis and
hemolytic disease of the fetus and

Myeloid cell or endothelial cell
newborn®~

FcRn, ne atal crystallizable |




Clinical Assessment Scales in
Sjogren’s Disease

EULAR Sjogren'sSyndrome  EULAR Sjogren’s Syndrome
Patient Reported Index éDIseaseAct.fw Index
(ESSPRI) : (ESSDAI)

Clinical ESSDAI

(ClinESSDAI)

= 3 domains (weight: 1) + 12 domains (weight: 1-6) * 11 domains (weight 1-7)
« 3items (VAS 0-10) « 44 jtems (0-3) = 40 items (0-3)
B nal Central nervous
* Mean score range 0-10 * Sum score range: 0—123 + Sum score range: 0-135 S
" : » Disease activity: Low <3; * Disease activity: Low <5,
o e Moderate 26 to £13; Moderate 25 to <13; R Glanduter
High 214 High 214
« MCII: 21-point or 215% : o ; S Renal Pulmonary
improvement MCII: 23-point improvement MCII: 23-point improvement
Composite endpoints to define responders Articular Muscular
STAR (=5 points)
* ClinESSDAI (3 points) + ESSPRI (3) + Tear production (1) + Saliva production (1) + 1gG or Peripheral
rheumatoid factor reduction (1) Gy neuropathy
CRESS
« Same domains as STAR but different sc:c:-ring rules: impmvemeut in 23 domains
Hematologlcal
EEE;? m‘.tiwril‘!p':m1 !|--r -';.'-; fhon |1I'I ] | T I.||I:I chanpes i an oigan I-;:.-:!ll:l-iritll. il |1I-:1f| iy ‘.-llr-J--I-1::‘. tha disaase ar -I;::l;:-.:r-i ble: .lll'ill"' Iresatrmiend *Includes |QG values: omitted from ClinESSDAL.
Lomposie ol Halavard cndponis far sy |.J'-'|"'l."-'.'|:-"ll imia Tma nically Imporant imgrosamionk Sjegqran s ool ko

Assassng Response, VAS, visual analogue scale
1. Parisis D, et &l J Chn Med. 2020902299, doi10.33804cmB0 72290



DAHLIAS Study

First study of an FcRn blocker in Sjégren’s disease (SjD)

Objective: n‘j Study design: 0Op Participants: Adults aged 18-75
To evaluate the E.D. Phase 2, multicenter, - years with moderately-to-severely
efficacy and safety of randomized, active primary SjD (total ClinESSDAI
nipocalimab in patients placebo-controlled, 26) who were seropositive for anti-
with primary SjD double-blind study Ro60 and/or anti-Ro52 1gG antibodies
Treatment Groups (N=163) Primary Endpoint
Placebo Change from baseline in

Nipocalimab 5 mg/kg ClinESSDAI score

Nipocalimab 15 mg/kg at Week 24
j I I : I I I I I | | I I I I I

Week 0 Week 24 Week 30

Treatments were administered intravenously once every 2 weeks through Week 22

Safety assessments were conducted through Week 30

The DAHLIAS study was pre-specified to use a 2-sided alpha level of 0.10 without multiplicity control
SjD, Sjogren’s disease



Demographic and Baseline Disease
Characteristics

Nipocalimab
Placebo . 5mgkgQ2W = 15 mg/kg Q2W
Characteristic (N=56) N=53) (N=54)

46.5

49.0

48.5

Age, years, median (range) (23-73) (20-72) (24-72) (20-73)
Female 92.9% 92.5% 92.6% 92.6%
White 89.3% 92.5% 90.7% 90.8%
e : : - 4.0 3.7 4.3 4.0
Time since diagnosis, years, median (range) (0.6-34.0) (0.6-27.9) (0.6-18.2) (0.6-34.0)
- 10.0 9.4 10.2 9.9
ClinESSDAI score, mean (SD) ‘ (3.8) (3.1) (3.6) (3.5)
" 7.0 7.0 1.2 7.1
ESSPRI score, mean (SD) (1.3) (1.3) (1.2) (1.2)
. . 14.8 148 15.5 14.9
AORETIEES MVRES.® 05 MISCRAR HaIDE) (7.7-40.5) (4.6-35.2) (7.6-49.6) (4.6-49.6)
Autoantibody positivity, N 55 52 53 160
Anti-Ro60 98.2% 98.1% 98.1% 98.1%
Anti-La 74.5% 76.9% 64.2% 71.9%
Anti-Ro52 78.2% 86.5% 77.4% 80.6%
RF 78.6% 71.7% 63.0% 71.2%
Q2wW, administered once every 2 weeks; RF, rheumatoid factor; SD, standard deviation

aMeasured at a central laboratory. Reference range 6.03-16.13 g/L



Primary Endpoint: Change From Baseline
in CinESSDAI at Week 24

LS mean (90% CI) change in ClinESSDAI at Week 24
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Placebo Nipocalimab Nipocalimab
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% Fiacebo " 5 mg/kg Q2w * 15 mgikg Q2W

ClinESSDAI, clinical EULAR Sjogren's Syndrome Disease Aclivity Index; LS, least square; SE, standard error




Other Secondary and Supportive

Endpoints

Endpoint — Change from Baseline at Week 24

LS Mean Difference (90% CI):
Nipocalimab vs Placebo?

Nominal P-value
Nipocalimab 15 mg/kg

PhGA
ESSDAI
ESSPRI

Endpoint — Responder Rate at Week 24

5 mg/kg Q2W (N=53) 15 mg/kg Q2W (N=54)
—2.26 (-8.50, 3.99) -14.50 (-20.81, -8.19)
—0.52 (-1.67, 0.63) -1.79 (-2.94, —0.63)

0.62 (0.01, 1.23) —0.41 (-1.03, 0.20)

Difference in Proportions [% (90% Cl)]:
Nipocalimab vs Placebo®

Q2W vs Placebo
<0.001
0.012
g..‘ZBS

Nominal P-value
Nipocalimab 15 mg/kg

ESSDAI-3
STAR

CRESS
DAL®

1. confidence intamrsal C 5 omiposto of Holevant Endpoints o
Cl nifud 0 indar CRESS n te of Hio ant Endpoints for

the madel. For confinuous endpomts

Haemsrel lest with region, baselne siemid use, and bassline anli-mealanial o

masponsa m a8 educhon om basahng i deesses achv I_.- kel by al keast 1 v

partiCipants with an intarcument evenl per prodocol wede Co

5 mg/kg Q2W (N=53)
9.5 (-5.8, 24.8)
11.7 (3.9, 27.2)
25.5 (11.5, 39.5)
18.9 (3.6, 34.2)

16.1 (0.8, 31.4)
23.7 (8.4, 38.9)
30.3 (16.3, 44.3)
19.8 (4.5, 35.0)

& SCoin, shidy reatmant, visil, egion, baselng slerosd usa, basaing ant-makaral use, and an nlars

se a5 strafification fadors. For binary comfosile endpainls, participants with inleicument events wese considerad nonge

i &l east 1 ChiabE SS0A daoman (eg arbicuksr emalological culanaours conshilutional el )

15 mglkg Q2W (N=54)

Q2W vs Placebo
0.172
0.017
0.001
0.046

Spogren’s Syndrome; DAL, [ksoase Actty Levol, ESSDAI, European League Agamst Rhoumatism Sogron's Syndrome Diseasa Activity Indeog
ESSPRI, European League Against Rhaumatism Sjogren’s Syndrome Patient Reported Index, PRGA, Physician Giobal Assessmeant of Dsease Activity, STAR, Spogren's Tool for Assessing Response
e

ompanad wilh piacet:n growup using & Mxed Efecls Repeaiod Moasums

taan Gl freatmant and visil as l&sms n

wsidered o have missing data thereafer ™alues ane percentages. Statislically compared with placebo group using a Cochran-Mants

sponders afler the event. SDAL



Secondary Endpoint: ESSPRI

eu
ELl

F

r24

Mean (SE) change from baseline in ESSPRI score

-1

Change from baseline

& Placebo

10

12
Time (weeks)

Nipocalimab
S mg/kg Q2w

14

&

16

Nipocalimab
15 mg/kg Q2W

ESSPRI, European League Against Rheumatism Sjdgren's Syndrome Patient Reported Index; SE, standard error




Unstimulated Whole Salivary Flow Rate

Patients with 250% improvement from baseline in UWS at Week 24
100 -
75—
2
2
§ 50+
§
25—
Placebo Nipocalimab Nipocalimab
5 mg/kg Q2W 15 mg/ikg Q2wW

UWS. unstimulated whole salivary flow rate.



Biomarkers:
lgG and Autoantibody Levels

Median (IQR) Percent Change from Baseline in IgG Antibody Levels Over Time?

Total IgG Anti-Ro60 IgG Anti-La IgG
60+ 604 60
E 40+ £ 404 | R
£ 204 2 20- i 2 20
2 " : ] @ -
g E:_ql‘.l;..‘.....,-.....__....'...,.,..... il & A ; L E -2:.,-:;... e s T .....__.....!.............7‘.. g ; .!‘;';..- . ‘ . ?.;;T
e " -u B m = 1\ i + VA I3 s ; = -
E 40 I'i- ! s » L L E 40 4 § 40+ T | e =
| S 3 =g 2 -0 L*‘ﬁ;—— a e ———ﬁl/ g -60- Ei= : 5
W 1 1 L] L) L] ) I L) "‘n L) L) L] L) _r 1 'w I 1 1 I I L]
0 2 4 8 12 16 20 24 30 0 2 4 8 16 24 30 0 2 4 ] 16 24 30
Time (weeks) Time (weeks) Time (weeks)
Nipocalimab Nipocalimab
= st 5 mg/kg Q2W * 15 mg/kg Q2W

» 77% maximum reduction in total IgG (PK/PD simulations)
» Pre-dose (minimum) median reduction of 61% in total IgG at Week 24
» Consistent reductions in SjD-associated anti-Ro60, -R052, and -La IgG autoantibodies

IQR, interquartile range; PD, pharmacodynamic, PK, pharmacokinelic
aShaded areas represent pre-dose measurements of minimum IgG reduction.



Nipocalimab Safety and Tolerability

Nipocalimab

12 = 16 JUHE 2024

Combined
(N=107)

Participants with 21 AE, n (%) 5mglkg Q2W | 15 mgikg Q2W |
(N=53) (N=54) :
AEs 35 (62.5) 42 (79.2) 43 (79.6)
Serious AEs 3(54) 4 (7.5) 4(7.4)
Infections and infestations 24 (429) 32 (60.4) 28 (51.9)
Severe infections® 1(1.8) 2(3.8) 1(1.9)
Opportunistic infections 0 0 0
Infusion reactions 2(3.6) 6 (11.3) 1(1.9)
Hypersensitivity reactions 3(54) 6(11.3) 7 (13.0)
MACE® 2(3.6) 0 0

85 (79.4)
8 (7.5)
38 (56.1)
3(2.8)
0
7 (6.5)
13 (12.1)
0

* In the nipocalimab 15 mg/kg group, mean changes from baseline at Week 24 in albumin (—6.9%), low-density

lipoprotein cholesterol (6.6%), and total cholesterol (8.3%) were not clinically significant
« Severe hypoalbuminemia (<20 g/L) was not observed; no deaths were reported

« Consistent with findings from patients with myasthenia gravis, rheumatoid arthritis, and hemolytic disease of the

fetus and newborn
AE, adverse event; IV, intravenous; MACE, major adverse cardiovascular event

3nfections that are severe or require IV anti-infective or operative/invasive intervention, as assessed by the investigator. ®Cardiovascular death, nonfatal

myocardial infarction, and nonfatal stroke




Conclusions

The DAHLIAS study established - _ A
Findings established the clinical

proof of concept for nipocalimab : ,
in Sjogren’s disease @ benefits of reducing IgG

autoantibody levels for the
treatment of Sjogren’s disease

* Nipocalimab 15 mg/kg led to significant “
improvement versus placebo in
ClinESSDAI (P=0.002) and demonstrated
similar trends in other key efficacy
endpoints Findings support the further clinical

evaluation of nipocalimab, a novel
* Nipocalimab treatment was well-tolerated FcRn blocker, in Sjogren’s disease

with no new safety signals observed and other autoantibody-associated
rheumatic diseases
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Chairs: Christian Dejaco, Caroline Ospelt

A Single-Center Phase 2 Open-Label
Trial Evaluating the Safety and Efficacy
of Daratumumab in Systemic Lupus
Erythematosus
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Study design

Design:

This was a phase 2, investigator-initiated, open-label, single-center, proof-of-concept study (DARALUP).

Primary endpoint:

Reduction of Anti-dsDNA antibodies at Week 12, i.e. 4 weeks after the last daratumumab injection.

Inclusion:

= Age 18 - 60 years

= SLE according to 2019 EULAR/ACR
classification criteria

= SLEDAI-2K = 4 for clinical features

= |Insufficient response to = 2
DMARD

= Anti-dsDNA antibody positive
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Pat.  Age/Sex Race

1 38/f Caucasian
2 24/f Caucasian
3 40/f Caucasian
4 32/f Caucasian
5 3s5/f Black

B 27/f Caucasian
7 43/f Caucasian
8 41/f Caucasian
9 38/f Black

10 42/f Caucasian

baseline
12

20

12

10
10
16
10
12
8

18

Organ manifestations

Arthritis, skin, alopecia, pleuritis,
fever

Renal (LN V), arthritis, skin,
alopecia, hematologic, pleuritis,
hematologic, fever

Renal (LN V), arthritis, skin,
alopecia, hematologic,
pericarditis

Renal (LN 11), arthritis, skin,
alopecia, hematologic

Renal (LN IV/V), arthritis,
alopecia, rash, hematologic
Renal (LN IV), CNS, rash, alopecia,
hematologic, arthritis

Renal (no biopsy), arthritis, rash,
alopecia, hematologic,

Renal (LN IV), rash, ulcer,
alopecia, arthritis, hematologic
Renal (LN ll), rash, alopecia,
hematologic, arthritis

Renal (LN IV), arthritis, alopecia,
pleuritis, hematologic

Baseline Demographics and Disease Characteristics

therapies*

Failed previous

DMARD

HCQ, AZA, MTX, BEL,
MMF, CsA, CYC, BAR, IVIG
HCQ, MFA

HCQ, AZA, MMF, MFA,
BEL

HCQ, AZA, MTX, BEL, BAR,
RTX, IVIG, CYC
HCQ, AZA, MMF

HCQ, MTX, AZA, CYC,
MMF, RTX, BEL, IVIG
HCQ, AZA, MTX, CsA, CYC,
MMF, BEL

HCQ, AZA, MTX, CYC,
MMF, BEL

HCQ, AZA

HCQ, AZA, MMF

Continued
DMARD
HCQ, Pred 5mg

HCQ, MFA, Pred
7.5mg

MFA, Pred 5mg

HCQ, Pred 12.5mg

HCQ, MMF, Pred

5mg
HCQ, Pred 5mg

Pred 9mg

MMF, HCQ, Pred
5mg

HCQ, AZA, Pred
7.5mg

HCQ, MMF, Pred
10mg

AZA, azathioprine; BAR, baricitinib; BEL, belimumab; CYC, cyclophosphamide; CsA, cyclosporine A; HCQ, hydroxychloroguine, IVIG, intravenous immunoglobuling; LN, lupus
nephritis; MFA, mycophenalic acid; MMF, mycophenolate mofetil; MTX, methotrexate; Pred, prednisolone; RTX, rituximab. * Including continued DMARDs, excluding

glucocorticoids.



Clinical and Serologic Responses
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IgG, immunoglobulin G; TT, tetanus toxeid; C3, complement factor C3; SLEDAI-2K Systemic Lupus Erythematosus Disease Activity Index 2000, CDAI, Clinical Disese Activity Index;
CLASI-A, Cutaneous Lupus Erythematosus Disease Area and Severity Index. * Excluding two patients who received IVIG before week 12,



Clinical Responses
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Immune responses
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Lymphocyte counts have been determined in clinical routine laboratory. Flow cytometry was performed on cryopreserved PEMC using an anti-CD38 antibody that also binds
in the presence of daratumumab. RNAseq (RNA sequencing) was performed on FACS-sorted CDB memary T cells (excluding CD45RAT CCR7™ naive T cells).



Safety and Tolerability

Event Mumber of

i
3

TEAEs
SAEs
Hematologic
Immunoglobulin G <5 g/L
General
Injection site reaction
Fatigue
Infections and infestations
Nasopharyngitis
CovID-19
Gastroenteritis
Bronchitis
Herpes zoster
Bacteriuria
Oral herpes
Sinusitis
Upper respiratory tract infection
Urinary tract infection
Gastroentestinal
Nausea
Diarrhea
Abdominal pain
Muskuloskeletal
Back pain
Nervous System Disorders
Headache
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TEAEs, treatment-emergent adverse events; SAE, severe adverse events,
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Summary and Conclusion

= Daratumumab produced strong, rapid and durable clinical improvements, with
efficacy in all major organ sites

= Targeting CD38 induced therapeutically relevant reductions of pathogenic
anti-dsDNA antibodies with a favorable safety profile, but caution is required
for hypogammaglobulinemia and infections

= |n addition to depleting plasma cells, daratumumab had a modulatory effect
on T cells, resulting in a deep disease modification, but not in treatment-free
remissions

* These data confirm the central role of plasma cells in the pathogenesis of SLE
and justify the further development of CD38-targeting antibodies or other
plasma cell directed agents in SLE
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