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Efficacy and safety of nipocalimab in patients with
moderate-to-severe Sjogren’s disease (DAHLIAS):
a randomised, phase 2, placebo-controlled, double-blind trial

Ghaith Noaiseh*, Kathy L Sivils, Kim Campbell, Jada Idokogi, Kim Hung Lo, Sophia G Liva, Jocelyn H Leu, Harman Dhatt, Keying Ma,
Steven Leonardo, He Li, Jonathan J Hubbard, Jacques-Eric Gottenberg®

[Lancet. 2025;406(10518):2435-48.]
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Table 1 Comparison of domain weights of original ESSDAI and

ClinESSDAI EwE ugim., {EC3RLECHS0)
EMPHFE  myY0DIUSMmE. SIgGmEE (1600519GS2000mag/dL)
Domain ESSDAI ClinESSDAI 2 LTO3REOLTANERDS

DUAIOT I DFE
myZ07 U miE, FSlgGmik (IgG=2000mg/dL)
MORER L EEyoZ 07 > miE, EIgGmE (IgG <500mag/dL)

Constitutional (0-2)
Lymphadenopathy (0-3)
Glandular (0-2)

Articular (0-3)

Cutaneous (0-3)

Pulmonary (0-3)

Renal (0-3)

Muscular (0-3)

Peripheral nervous system (0-3)

« ESSDAIN EYMFERIFFR (IgG
B) %W KA A4 > TlEREN
-z 7 (0~135)

« ESSDAI ZHD
BADITH $§§r EINTWS

Biological (0-2) ° ﬁé%” @ |gG N 0) ﬁ(\jj % 72 Igﬂ_—\ LY 7L: ?E’ j;fi\
Score total 0-123 0-135 LT 'f&ﬁi NGERA

Central nervous system (0-3)
Haematological (0-3)
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ClineSSDAI, Clinical ESSDAI (ie, without the biological domain); ESSDAI, EULAR

Sjogren’s Syndrome Disease Activity Index; EULAR, European League Against )
Rheumatism. [Ann Rheum Dis 2016; 75: 1945-50.]
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Placebo Nipocalimab Nipocalimab Nipocalimab Total
(n=56) S mg/kg every 1Smg/kgevery  combined (N=163)
2 weeks 2 weeks (n=107)
(n=53) (n=54)
Age, years 47-3{12-60) 438-3(11-83) 48-6(12-07) 485(11-90) 481(1212)
Sex
Female 52{93 g9(92 50(93% 39 (93%) 151(93%)
Male 4(7 4 (8% 4(7 8(7 12 (7%)
Race
Black 0 1(2%) 1(2%) 2 (2%) 2(1%)
White 50 {89%) 49 (92 49 (91 98 (92 148 (91%)
Other 6{11%) 3(6%) 4(7 7 (7% 13 (8%)
Ethnicity
Hispanic or Latino 1(2 0 2{4%) 2{2 3{2%
Not Hispanic or Latino S5 {98 53 (100%) 52 (96¢ 105 {98%) 160 (98%)

Time since diagnosis, years
CinESSDAI score

ESSDAI score

6-85 (6:650)
10:0(3.75)

8-9(3-51)

604 (6-617)

1(3-05)

93 >

85(314)

5-56(4-234)
10-2 (3-64)

G-2 (3-65)

580 (5562)

NS (2.37
96 (3-3/

89(341)

616 (5959)
9.9 (3-49

8-9(3-44)

PhGA, mm

ESSPRI score

607 (1538)

7-04 (1-260)

704 (1-259)

$8.0(14-38

7-16 {1-188)

58.2 (15.86)

7-10 (1-220)

59-1(15-69)

7-08 {1-230)

PtGA, mm
FACIT-Fatigue score
Salivary flow rate, mL per min

Schirmer’s test, mm

66-9 (1538
23.6 (9-75)
016 (0-130)

6-6(542)

64-8 (21-18)
23-6(1013)
019 (0-.229)

6-9 (6-55)

67-5(15-87)

26.8{10.97)

142 (63-81)"

661 (18-65)

25.2{10-64)
0-17 (0-185)

10-6 (45-50)

- e

66-4 (17-55)
24.6(1034)
016 (0168

9-2 (36-99)
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« Nipocalimab(5mg/kg): 534

Nipocalimab(15mg/kg): 5444
Placebo: 564

) FEuR: 4815
goglas 151% (93%)
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ESSDAI: 8.5-9.2
ESSPRI: 7.04-7.16
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Placebo Nipocalimab Nipocalimab Nipocalimab Total
(n=56) 5 mag/kg every 15 mg/kgevery  combined (N=163)
2 weeks 2 weeks (n=107)
(n=53) (n=54)

Oral corticosteroid use 15 (27%) 15 (28%) 14 (26%) 29 (27%) 44 (27%)
Use of anti-malarials 36 (64%) 34 (64%) 35 (65%) 69 (64%) 105 (64%)
Hydroxychloroquine sulfate 24 (43%) 20 (38%) 23 (43%) 43 (40%) 67 (41%)
Hydroxychloroquine 10 (18%) 11 (21%) 10 (19%) 21 (20%) 31 (19%)

Chloroquine phosphate 2 (4%) 3(6%) 2 (4%) 5 (5%) 7 (4%)
Use of disease-modifying anticheumaticdrugs 12 (21%) 7 (13%) 8 (15%) 15 (14%) 27 (17%)

Methotrexate 7 (13%) 2 (4%) 3 (6%) G (5%) 12 (7%)

Azathioprine 1(2%) 3(6%) 1(2%) 4 (4%) 5(3%)

Methotrexate sodium 1(2%) 1(2%) 3 (6%) 4 (4%) 5(3%)

Mycophenolate mofetil 2{4%) 0 1(2%) 1(1%) 3(2%)

Leflunomide 1(2%) 1(2%) 0 1(1%) 2(1%)

Sulfasalazine 0 0 1(2%) 1(1%) 1(1%)

Neutrophils <1.5 x 10%/L1 5 {9%) 0 3(6%) 3(3%) 8 (5%)
Lymphocytes <1.0 x 10%/L1 13 (23%) 14 (26%) 8 (15%) 22 (21%) 35 (21%)
Haemoglobin <120 g/Lt 13 (23%) 7 (13%) 8 (15%) 15 (14%) 28 (17%)

Platelets <150 x 10%/Lt 2(4%) 0 2 (4%) 2 (2%) 4(2%)
1G 216.0 g/Lt 24 (43%) 20(38%) 26 (48%) 46 (43%) 70 (43%)
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105% (64%)

274
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Mean (SE) change from
baseline values

Number at risk
Placebo

Nipocalimab 5 mg/kg
every 2 weeks
Nipocalimab 15 mg/kg
every 2 weeks

e Nipocalimab 15mg/kgt ¢/ 7 tR &
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7| —= Nipocalimab 5 mg/kg every 2 weeks

—— Nipocalimab 15 mg/kg every 2 weeks

0

56
53

54

I | | I [ I 1

2 4 8 12 16 20 24
Time (weeks)

54 52 52 48 46 44 44

51 51 49 45 43 42 42

50 49 47 44 42 41 40

Mean (90% Cl) change

Primary endpoint: 24:8 D Aclin

from baseline values

AclinESSDAI (2458)

- SSDA

-6-40
|
p=0-0018
|
Placebo Nipocalimab 5 mg/kg Nipocalimab 15 mg/kg
(n=44) every 2 weeks every 2 weeks
(n=42) (n=40)
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» Nipocalimab bmg/kg&t DIE T IZBE TCHEA - 7=,



Mean (SE) change from

baseline values
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-6 —e— Placebo
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—— Nipocalimab 15 n 1g/kg every 2 weeks
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Sero-high§

1 T T | |
0 2 4 8 12 16 20 24

Time (weeks)

1 T |
0 2 4 8 12
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16 20 24 0 2 4 8 12 16 20 24

Time (weeks) Time (weeks)
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2438 D AESSPRI

/AESSPRI AESSPRI (24:8)
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£ 4 + T
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< _% -2-1 —»— Placebo EC) -2 ] J_ -129 -I-

b —a— Nipocalimab 5 mg/kg every 2 weeks o £ 191 l

= —+— Nipocalimab 15 mg/kg every 2 weeks = 232

-3 & 4 = do A =) l T
. . | i i i i
0 2 4 6 8 10. 12 k14 ol I: :::3()) thc;iael:;11;5vzer:3/ kg Nlpo:::rl;;lzvlei E;Q/ kg
Number at risk Time weeks) 15mg/kg/2w (n=43) (n=41)

Placebo 56 53 52 51 52 49 47 45 46 45 44 44 44
Nipocalimab5mg/kg 53 51 51 48 49 47 46 46 43 46 42 43 43
every 2 weeks

Nipocalimab15mg/kg 54 51 49 49 47 46 45 43 42 41 42 41 41

every 2 weeks

« Nipocalimab 15mg/kg®t 7' 7R L VIETER (BETIEHRW)
« Nipocalimab bmg/kg®f 37 7t REZThHhond (EHL)



Mean (+SE) change
from baseline values
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: ESSPRI dryness B . ESSPRI fatigue ¢ ESSPRI pain
Placebo
find 1+ 1= - Nipocalimab
"
Y IR "é,ﬁ §,g AR T —— 5 mg/kg 02W
L"i - , £s iy 8 £8 % Eii;;i T & Nipocalimab
= 3 teeh Y o 2 o 2 =y T eY
-2 . 4% 48 -2 .
Al i\é“i\t{ < 5 Zg 5 B : :
s S £ S E - Nipocalimab
S = E £g | 5mg/kg
=54 B Nipocalimab
LG B . IR SR L . BB NG L. U3 | B N O 0 Wi W cWN 8 | BB S DG SN AL DL JCBL ANl DR JRR. ) 15 /k
024681012141618202224 02468101214161820224 024681012141618202224 mg/Kg
Time (weeks) Time (weeks) Time (weeks)

« ESSPRIODY T KX A v X7 OHFR (Figure S3)
« Nipocalimab 15mg/kgBtTlZ, 77 R & LB L THEMBEREDH V).
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BLY 5 DZE{LE (mean) BLA 5 DZE{t=E (median)
£ iw- g 100 T  Placebo
R : . e o
= g'gi i Nipocalimab E - —&— Nipocalimab
& 03— 15mg/kg 15 mg/kg Q2W
2 0024 d T E e S
& 0'0(1,: . = o FEE S B 1< 1 g aam J"‘“#
FE U il | F ‘ |
2 Q5 S £ —
24 30 12 16
Time (weeks)
s % 20ET50% U EERAWHUE L BEOS
N A BN = N 8 .
o 2038 THEREERRE D ‘ ) .
IR S PN . :
. . \ N g %
Nipocalimab 15mg/kgBth’ % I 1 _
0 — > 7y a1 a- 0 T T
/ 7’E/TE$@21EL|% 75\’3 7LC. m 5 mg/kg 02W 15 mgkg Q2W

(n=50) (n=A49)
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AlgG (%) Aanti-Ro60 Ab (%)
0 -
: —e— Placebo )
—=— Nipocalimab 5 mg/kg every 2 weeks Placebo : .
207 e Nipocalimab 15 mg/kg every 2 weeks ~ T Nipocalimab
a _ ] | —— 4 5mg/kg/2w
O@e=Lf--F—-o-— e s o g o et e i 22 i e

e
o
|

| |
=) 4>
o o

| |

/ Nipocalimab
iy S 15mg/kg/2w

Median (IQR) % change from baseline

S EREE

-80 | | I | | I | | | I | I | |

0 2 4 8 12 16 20 24 30 0 2 4 8 16 24 30
Number at risk
Placebo 56 55 53 52 45 41 39 35 35 54 53 52 51 40 35 34
Nipocalimab5 mg/kg 53 51 50 43 38 34 32 31 30 51 49 48 41 34 30 29
every 2 weeks
Nipocalimab 15 mg/kg 54 51 50 45 38 34 32 30 30 52 49 48 44 33 29 28

every 2 weeks

» Nipocalimab)a 2B B H 248 B IZH 1T T, #81gG, HLRo60HLIA,
Laytik, FLRoB2IMIEDEE IFAEMFICIET L 7-.




Secondary endpoint®

=
C

Placebo (n=56)

Nipocalimab 5 mg/kg
every 2 weeks (n=53)

Nipocalimab 15 mg/kg
every 2 weeks (n=54)

Primary endpoint
Change from baseline in ClinESSDAI score, least squares mean (90% Cl)
Least squares mean difference (90% CI)*
p value*

Secondary and exploratory endpoints

Change from baseline in the Physician’s Global Assessment of Disease

374 (-474t0-275)

2426

-4-08 (-5-10 t0-3-07)
-0-34 (-1.71t0 1-03)
0-68

-26.51

-6-40 (-7-43 t0-5-36)
-2.65 (-4-03t0-1.28)
0-0018

_38.76

Activity score, least squares mean (90% Cl)
Least squares mean difference (90% CI)*

Change from baseline in ESSDAI score, least squares mean (90% Cl)

(-28-91t0-19.61)

-2.82 (-3-67 to-1-98)

(-31:27 to-21.76)
-2.26 (-850 t0 3-99)
-3-34 (-4-20t0-2-48)

(-43-62t0-33-91)
-14-50 (-20-81t0-8:19)
-4-61(-5-49to-373)

Least squares mean difference (90% CI)*

Change from baseline in ESSPRI score, least squares mean (90% Cl)

-1.91 (-2:36 to -1.46)

-0-52 (-1-67 to 0-63)
-1.29 (-1-75t0-0-83)

-179(-2:94t0-0:63)
-2:32 (-279t0-1-85)

Least squares mean difference (90% CI)*

Number of participants who achieved ESSDAI-4 response
Difference in proportion (90% CI)T

Number of participants who achieved ClinESSDAI-4 response
Difference in proportion (90% Cl)T

Number of participants who achieved ESSPRI response
Difference in proportion (90% Cl)T

Number of participants who achieved Sjogren’s Tool for Assessing Response
Difference in proportion (90% Cl)T

Number of participants who achieved CRESS response
Difference in proportion (90% Cl)T+

Number of participants who achieved disease activity level response§

Difference in proportion (90% Cl)t

16 (29%)

19 (34%)

28 (50%)

22 (39%)

10 (18%)

15 (34%)

0-62 (0-:01t01-23)
18 (34%)

5.4 (-9-21020-0)
20 (38%)

3-8 (-11:3t0 18-9)
21 (40%)
10-4 (-26:0t05-2)
27 (51%)
117 (-3:91t0 27:2)
23 (43%)
255 (11-5t0 39-5)
28 (53%)
18.9 (3-6t0 34-2)

-0-41 (-1-:03t0 0-20)
25 (46%)
177 (2-8t0327)
28 (52%)
17-9(2-61033-2)
30 (56%)

56 (-10-1t0 21-2)
34 (63%)
237 (8:4t038.9)
26 (48%)
303 (16-3t0 44-3)
29 (54%)
19-8 (4:5t0 35:0)

/7 \\

« ESSPRI, ESSDAI,
PGAZR & IFE AR
Nipocalimab 15mg/kg
BT 7R L
E L TUL-.




1 = ==

Placebo  Nipocalimab  Nipocalimab  Nipocalimab
(n=56) 5mg/kgevery 15 mg/kgevery combined
2 weeks (n=53) 2weeks(n=54) (n=107)

Adverse events 35(63%) 42 (79%) 43 (80%) 85 (79%)
Related adverse events* 12 (21%) 21(40%) 18 (33%) 39 (36%)
Related non-serious adverse events* 12 (21%) 21 (40%) 18 (33%) 39 (36%)
Adverse events leading to deatht 0 0 0 0
Serious adverse events 3(5%) 4 (8%) 4(7%) 8 (7%)
Related serious adverse events* 0 1(2%)% 0 1(1%) N
Adverse events leading to discontinuation 2 (4%) 3 (6%) 3(6%) 6 (6%) [ ] N I p O C a | I m a b ‘ j: 7o ’e\\ I|\1:E 75 \ E ﬁ%
of study agent

Related adverse events leading to 0 2 (4%) 1(2%) 3(3%) J

discontinuation of study agent* z; t | o E ;FI:I E ) &\, Z 6 j: l:l’LJ\ &5 §
Infections that were severe or required 1(2%) 2 (4%) 1(2%) 3(3%) o
intravenous anti-infective or surgical

. . N ~ Ve v >N N O — N
intervention§ ° % 7‘\/ \ j:l- — /r /\\ l\
; l E VA
New onset hypoalbuminaemiawith 0 0 0 0 '-EE-' 6\ L) J: E‘ / * 7
albumin <20 g/L 0) Z‘ 1 21§IJ
Infusion reactionsq 2 (4%) 6 (11%) 1(2%) 7 (7%)
Infusion-site reactions§ 0 0 0 0 = <
Opportunistic infections 0 0 0 0 ° E— :E) 59 < 0—9\ *L 7L—— O) c l }
Hypersensitivity reactions 3 (5%) 6 (11%) 7 (13%) 13 (12%) X b - d l_l\
Anaphylactic reactions or serum sickness 0 1(2%)% 0 1(1%) = /I
Major adverse cardiovascular events 2 (4%) 0 0 0 o E?__ /% fCJ\ /LJ\7|<:J j: N I p O Ca | I I I l a b

(cardiovascular death, non-fatal

myocardial infarction, and non-fatal 5 / k ‘(\\ 2 1§J 1 5 / k ‘T\\ 1 1§J
stroke) m g g I 7 m g g I 7
Activation of latent virus|| 1(2%) 3(6%) 3(6%) 6 (6%) — > T\ I

7 rb 1 N\
Headache 8(14%) 4(8%) 6 (11%) 10 (9%)

COVID-19 infection 3 (5%) 8 (15%) 3(6%) 11 (10%)

COVID-19 infection serious adverse 0 1(2%) 0 1(1%)
events




* Nipocalimab 15mg/kg#&tld, 7 7 tH

=B

NEEITIET L7,

D =

& D

B L T 24D ClinESSDAI

 Nipocalimab 5mg/kgEt D CIinESSDAIDE T IZBEE THE A - 7-.

« AEL O'SAEDRIRE | IEXE T RIEREE - - 7.
« NipocalimabiZ & %1gG « B S¥t{ED A LEE

e Nipocalimab 15mg/kglZ & AFcRnBEZE L, 7 7R & LR L TEHEE
EEIEZ BRI

~DFEETET 3.

NEL, ZE2EDDRIFLRE %FIEE%/T\ L 7.



iscussion

« DAHLIASEERIZS]DZXIZR & L 7=FcRnfEEZFE D ¥ &H TDRCT.

e FCRNIEZE VB E=MFHEICIgG/ B 2ifaz B2 L, CinESSDAI (ESSDAIA & Bif
BICNET A EAHRLT-.

B/1sGD/NA 7 ZAEBRHL7-1618) ZRaTICE B
« SIDDOFERD E LIERIIBE O &8 /HIH] 72 - 7= AN (BAFF, CD40, Bfifgls %),
sGBREE WHFTL WERR %IRRT 5.

« ZEIIARABOERA SSIDD2DODIREMENATRINS & TR
1. 1eGElgGECIAEDIET, MASEEO AN L Y BEX— BCMENSDOFEREICE

'@%ﬁ%&fuaé&waﬁﬁ%ﬁﬁvé
U< FREF (IgM) BT — IgMIZFcRnTEERRE S N L /=®, Nipocalimabs®
IgG VA7) TLUNDEER TSIDZHIEH L TWBAIEEEDLH D (FHEmIEAmW)

o EEIERVE & IgGIRE & DERE IR I N A - 7. Nipocalimab | EZE 74l 4+

SR ETIFURIGEHIFET2E WS INETOMER E—3T 5.




Limitation

» Phase 2 (/\iR18)
e HAEI Y248 & 72 ULy
« IEIRCE (LR EHY
« NFERYZdiversitylZRIF 5 (90%A'B A)

JERBEAS L, RIEMNMEWEEIBRAINTLS (ESSPRIANE L
ESSDAIAMEWLEE) .

« Phase3~EL A REME
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