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Nipocalimab in SLE: First-in-Class Efficacy and Safety Results Demonstrating
Proof of Concept for FcRn Blockade From the Phase 2 JASMINE-SLE Study

Key Takeaways

JASMINE-SLE, the first study of an
FcRn blocker in SLE, demonstrated
that:
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improvement over placebo in
SRI-4 composite response
at Week 24 and improved
SRI-4 composite and LLDAS

responses at Week 52

Background Methods

e Systemic lupus erythematosus (SLE) is a chronic autoantibody-
driven disease in which immunoglobulin G (IgG) autoantibodies (aAbs)

Key eligibility criteria Primary endpoint?® aAb-positive (79%)

v" Adults with active SLE (SLICC 2012 v’ % participants achieving SRI-4 composite response at Week 24 o o o
contribute to systemic inflammation that leads to tissue injury and e A ( ) Key sepcondaﬁy/exploratorf endpointsbp > e Positive for =1 — Nipocalimab 15 mg/kg treatment
organ damage through direct cytc?toxicit)./ (via c.ellu.lar binding, ADCC, v" Received standard of care (antimalarials, oral GCs, % participants achieving SRI-4 composite response at Week 52 - Anti-dsDNA led to sustained oral GC
ADCP’1 :md CDCC) and the formation of circulating immune complexes and protocol-permittedimmunomodulators) v" % participants achieving LLDAS response at Week 52 —  Anti-Smith reduction
(CICs)" v’ Positive for ANA, anti-dsDNA, and/or Oral GC taper . . . o
anti-Smith — ANA with anti-RNP, anti-Ro, or historical
o : v" Mandatory taper: Weeks 6 to 16 to a target of 7.5 mg/day and anti-dsDNA — Greater treatment effects
e The neonatal Fc receptor (FcRn) maintains circulating IgG levels v~ 1BILAG A and/or 2 BILAG B scores maintained through Week 24¢ ) )
through recycling and transcytosis, and is expressed across multiple v, SLEDAI2K score =6 v e Positive for a range of additional autoantibodies were observed In POPU|atIOHS

Recommended taper: Weeks 24 to 40 to a target of

cell types including monocytes and endothelial cells3-° 7.5 mg/day and maintained through Week 52 based on extended profiling of aAb-positive, aAb-high, and
IFN-high participants
e Nipocalimab is a high-affinity, fully human, monoclonal antibody that JASMINE — Study Design aAb-high (15%)
selectively binds the neonatal FcRn, thereby blocking the binding Screening 52-week, double-blind, placebo-controlled 6-week follow-up

— Nipocalimab was well tolerated

| I I | ¢ Identified using machine learning through

of endogenous IgG to FcRn and promoting lysosomal degradation ® © © 6 © ¢ ©¢ o © ©o o © o o @ ) : ; : o o
of circulating IgG, including pathogenic IgG aAbs, and CICs, while Weel = R > insipemisediclsteningiotbaseine ablievels among participants
preserving immune cell functions®-8 OralGC 'V'at"iaw"y . Stable dose : Recommended taper :  Stable dose e Consisted of patients with (all present):

dose sl : :

— Increased CICs

These results establish proof of
concept for FcRn blockade with
nipocalimab in SLE and support
the evaluation of nipocalimab in an
ongoing phase 3 trial (GARDENIA;
NCT07438496)

- High IFN signature

— Nipocalimab is approved for generalized myasthenia gravis (gMG) in Placebo IV Q2W (N=75)
the US, Brazil, Japan, Europe and China® l

111

. . . Safety - LowC3
N=28 '3 - Nipocalimab 5 mg/kg IV Q2W (N=77) follow up

Objectives L

To evaluate the efficacy, safety, and pharmacodynamics of
nipocalimab in adults with active SLE through a multicenter,

Nipocalimab 15 mg/kg IV Q2W (N=76)

IFN-high (66%)

e Defined using a peripheral blood RNA signature'

?Only the primary endpoint was controlled for multiplicity, with a prespecified 2-sided alpha level of 0.10. *All other efficacy analyses were not adjusted for multiplicity, with nominal P values reported. °Participants on =10 mg/day oral GCs were required to taper;

] (]
ran d omize d ’ d ou b I e- b I In d ’ p I ace b o-con t rOI I e d ) p ara I I e I = g rou p tapering could be paused/increased for disease worsening or safety concerns. FAS included all randomized participants who received =1 dose of any study intervention (for safety analyses and primary endpoint analysis). mFAS included all randomized participants who
received =1 dose of any study intervention, excluding 7 participants from one study site due to noncompliance with Good Clinical Practice identified between Week 24 and Week 62, for Week 52 efficacy analyses. ANA=antinuclear antibody, BILAG=British Isles Lupus
Stu dy (JAS M I N E'S LE) Assessment Group Scale, dsDNA=double-stranded deoxyribonucleic acid, FAS=full analysis set, GC=glucocorticoid, IV=intravenous, LLDAS=Lupus Low Disease Activity State, mFAS=modified full analysis set, Q2W=every 2 weeks, R=randomization, SLE=systemic aAb=autoantibody, ANA=antinuclear antibody, C3=complement component 3, CIC=circulating immune complex, dsDNA=double-stranded

lupus erythematous, SLEDAI-2K=Systemic Lupus Erythematosus Disease Activity Index 2000, SLICC=Systemic Lupus International Collaborating Clinics criteria, SRI-4=Systemic Lupus Erythematosus Responder Index. deoxyribonucleic acid, IFN=interferon, RNP=ribonucleoprotein.

Results

Demographic and baseline clinical characteristics SRI-4 composite response at Week 24 was met for nipocalimab 15 mg/kg Nipocalimab improved Week 52 LLDAS response rates compared with Nipocalimab reduced CIC and increased C3 levels across the treatment
were comparable across treatment groups versus placebo (63.5% vs 46.7% P=0.081°) but not for nipocalimab placebo, with greater response rates in predefined biomarker-based period
5 mqg/kg versus placebo populations
e Among participants eligible for oral GC taper, a higher proportion of participants ol .
. . . . . . . . . . : —hocit % _hi % IFN-hiah (66% & 80 - g 25 -
. I Nipocalimab treated with 15 mg/kg nipocalimab achieved sustained oral GC taper and achieved It et o o o o e o i et o o 5 .
Baseline Placebo 5 mg / kg IV 15 mg / kg IV Total . . . with anti-RNP, anti-Ro, or historical anti-dsDNA) increased CICs, high IFN signature, and low C3)° RNA signature”) = =
characteristics? (N=73) Q2W Q2W (N=221) SRI-4 composite response with sustained taper at Week 24 A7.0 A20.9 A42.4 A24.8 g 40 £ 5]
(N=74) (N=74) g e e : - %
%0 7 Overall population & 100 - I ' ' ' ! ' ! q"é, o J EE VOV AOY0 RO s T s | qg 5
Demographics _ (all study participants in the mFAS) Week 52 i_;, % || -8.9% % 1.2%
-5 60 53.6% 3 807 £ 40 t a1 346% E 5. e
Age, years, mean (SD) 45.5 (11.3) 40.9 (11.9) 44.0 (11.9) 434 (11.8) g § 5179 . < 7 | -ase%
Female, n (%) 69 (94.5) 70 (94.6) 70 (94.6) 209 (94.6) S5 40— 397% = S | | | T
gg A13.9 5 40 - 024 8 12 16 24 36 52 024 8 12 16 20 24 28 32 36 40 44 48 52
White, n (%) 50 (68.5) 50 (67.6) 44 (59.5) 144 (65.2) 2Y 20 — OR (90% CI). & Weeks Weeks
7 21((1 > ;9))' o 201 Number of 73 7270 68 61 59 55 48 45 Number of 202019 20 17 17 15 14 13 12 11 10 11 10 1
c o Lo @ w A o 8 participants 71 7166 61 58 59 52 48 44 participants 202018 16 17 15 14 13 14 12 11 10 10 10 9
Disease characteristics, 0 — P=0.020 S 0 736967 68 62 60 60 53 45 232322 22 20 20 20 20 18 18 19 19 17 16 17
mean (SD) : : : : : : : : : : : : : < N=73 N=74 N=74 n=61 n=57 n=56 n=9 n=13 n=11 n=42 n=53 n=50 o Placeho B Nipocalimab 5 mgrkg IV Q2W B Nipocalimab 15 mg/kg IV Q2W
4 8 12 16 20 24 28 32 o6 40 44 48 52 M Placeb B Nipocalimab 5 mg/kg IV Q2W Bl Nipocalimab 15 mg/kg IV Q2W
SLE duration years 9.3 (8 O) 81 (6 O) 10.8 (9 6) 94 (8 O) Weeks acebo P 9xe P 9xe Based on the FAS with =1 valid postdose blood sample drawn for pharmacodynamic analysis. If a participant missed a planned dose of study intervention at any visit, their data was
’ ) ) T ) ) ) ) Number of 73 73 73 73 3 3 3 * N -3 3 3 3 excluded from all subsequent visits after the first occurrence of a missed dose. °In participants with low baseline C3. C3=complement component 3, CIC=circulating immune complexes,
SLEDAI-2K score (0-105) 10.4 (3.0) 10.0 (3.2) 9.8 (2.5) 10.1 (2.9) participants 74 74 4 4 74 74 74 “ 4 4 74 74 74 Analyses based on the mFAS with imputed data. All P values reported here are nominal. °Identified through unsupervised consensus clustering based on semiquantitative baseline aAb FAS=ull analysis set, lgG=immunoglobulin G, IQR=interquartile range, IV=intravenous, Q2W-=every 2 weeks.
74 74 74 74 74 74 74 74 74 74 74 74 74 intensities. "Due to small sample sizes and large variability, the OR and P value are NR.
PGA score (0—3) 20 (0.3) 1.9 (0.3) 20 (0.3) 20 (0.3) . . . . aAb=autoantibody, ANA=antinuclear antibody, C3=complement component 3, Cl=confidence interval, CIC=circulating immune complex, dsDNA=double-stranded deoxyribonucleic = = - M
" Placebo W Nipocalimab 5 mg/kg IV Q2W W Nipocalimab 15 mg/kg IV Q2W acid, IFN=interferon, IV=intravenous, LLDAS=Lupus Low Disease Activity State, mFAS=modified full analysis set, NR=not reported, OR=0dds ratio, Q2W=every 2 weeks, N l p oca’ ’ m ab Was Wel I tOI er ate d) W’ th n o n e W Saf e ty S' g n aI S Ob Ser Ved
% RNP=rib I in.
BILAG’ : (/) “Only the primary endpoint was controlled for multiplicity, with a prespecified 2-sided alpha level of 0.10 across doses, appropriate for a phase 2, proof-of-concept study. FAS included ribonuciecprotem
>1BILAG A 41 (5 6 2) 40 ( 54 1) 50 (67 6) 131 ( 59 3) all randomized participants who received =1 dose of any study intervention (for safety analyses and primary endpoint analysis). mFAS included all randomized participants who received
= : : : : =1 dose of any study intervention, excluding 7 participants from one study site due to noncompliance with Good Clinical Practice identified between Week 24 and Week 62, for Week 1 1
5 BILAG B 31 (42 5) 39 (43 2) 04 (32 4) 87 (39 4) b2 efficacy analyses. *Analysis based on average response rates with imputed data. °The P value was nominal. aAb=autoantibody, Cl=confidence interval, FAS=full analysis set, ¢ Rates Of A ES were n Ot d 0ose de pe n d € nt ¢ N O Severe hypoa I b uminemia
= . . . : GC=gl ticoid, IV=int , mFAS=modified full analysis set, OR=odds ratio, Q2W= 2 ks, SRI-4=Systemic L Eryth t R der Index - 4. .
glucocorticoi intravenous, m modified full analysis se odds ratio every 2 weeks, ystemic Lupus Erythematosus Responder Index ° Through Week 58, nadlr IgG <3 g/I— was (<20 g/L) was Observed
?f/iLGAE? Aorz2 72 (98.6) 71(95.9) 72 (973) 215 (97.3) observed in 0%, 2.7%, and 22.7% of participants e Two deaths were reported
oLas Nipocalimab improved Week 52 SRI-4 composite response rates Nipocalimab reduced total IgG and anti-dsDNA across the treatment treated with placebo, nipocalimab 5 mg/kg, in participants from each
activity score . . . . . i ; ; ; i
0-70) 71(4.5) 8.2 (7.2) 76 (67) 76 (6.2) compared with placebo, with greater response rates in predefined period and nlpoca!lrpab 15 m.g/ kg, respectively. None nlpocallmab. treatment group
. . of the participants with IgG <3 g/L developed due to septic shock. Both
Number of active ioints biomarker-based populations , > 1 , . ,
0-62) J 8.0 (4.6) 8.6 (4.5) 101 (71) 89 (5.6) serious AEs; 1 participant in the nipocalimab events were assessed by the
15 mg/kg IV Q2W group discontinued due to investigator as unrelated to the
. - o . o hi o < Total IgG® . Anti-dsDNA® oo . . . . .
TOtaI IgG, g/L 142 (48) 152 (68) 144 (54) 14.6 (57) (all 23;:25:?::?:‘:%:\3) (positiveazﬁg;lz’zj;;:\l‘llk,earfzgm/ii’cl, or ANA (a subgroup Zehlz;lgl!-gpl;lsi(t‘!\g f(:)pulation with (deﬁr!:'\:sinhg:gI;;ler(i?h?rﬁllood % e &\O’ 120 - e p rOtO C O I - S p e C If I e d I g G Sto p p I n g C r I te rl a St u d y I nte rve n tl O n
Anti:CI.SDNA 167.0 (467.2) 155.7 (354.1) 225.5 (663.2) 182.8 (509.8) X with anti-RNP, anti-Ro, or historical anti-dsDNA) increased CICs, high IFN signature, and low C3)° RN;I:U: ) g 0 § .
(positive 275), IlU/mL . A221 AGAT . = S Nipocalimab 5 mg/ Nipocalimab Combined
OR (90% Cl): 21 (12-3.9) OR (90% CI): 30 (15-59) P=0.004 OR (80% Ci): NR*P=NR" OR (90% CI): 38 (16-8.8) § o0 c . . . e 1o Placebo . .
_ P=0.020 | . | . P=0.005 | 2 S 40 - Participants with 21 AE,? n (%) (N=75) kg IV Q2W 15 mg/kg IV Q2W nipocalimab
C3(0.9-1.8), g/L 11(0.3) 11(0.3) 11(0.3) 11(0.3) €00, | ' 5 . 5 (N=76) (N=153)
£ < -40 - S i -6.7%
CIC,® ug Eq/mL 114 (7.9) 127 (9.2) 11.9 (81) 12.0 (84) . S g 0 22 0% AEs 57 (76.0) 69 (89.6) 63 (82.9) 132 (86.3)
2 g E = J/0 .
Concomitant medications, n (%) % 60 - g -60 - % 40 - _35.8% Senous AES 6 (8.0) 6 (7.8) 10 (132) 16 (105)
_ . ) ) A s § g AEs leading to death 0 1(1.3) 1(1.3) 2 (1.3)
O _ . 3 I
Antimalarials S ey S Ut et § $0 536 °8:2 65.5 BT s » 16 o4 36 59 2 B0 & 1 16 20 24 28 30 36 40 42 48 Infections and infestations 42 (56.0) 45 (58.4) 46 (60.5) 91 (59.5)
Oral GC 46 (63.0 59 (79.7 52 (70.3 157 (71.0 = 4 - Week Weeks ; ; ;
e S ( ) ( ) ( ) (71.0) | > 20 Number of 747269 70 66 63 526 ) 49 46 Number of 222121 20 17 18 15 15 14 13 13 12 13 13 13 .Sirlous.lnfectlons and 3 (4.0) 4 (5.2) SR 7 (4.6)
Immunomodulators 38 (52.1) 33 (44.6) 35 (47.3) 106 (480) E o 11 participants 747467 68 64 62 57 51 46 participants 161516 14 13 13 12 12 1 9 8 7 8 7 8 Intestations
< N=73 N=74 N=74 n=61 n=57 n=56 n=9 n=13 n=11 757470 71 65 65 63 55 49 201816 18 17 16 17 16 15 13 15 15 15 15 14 0pportunistic infections 0] 0] 1 (13) 1 (07)
9Based on the mFAS. Sample sizes for each parameter reflect nonmissing values. *Active joints are joints that are painful (as reported inocalimab 5 m ivocalima m @ Placebo B Nipocalimab 5 mg/kg IV Q2W B Nipocalimab 15 mg/kg IV Q2W . .
by participants) and tender and swollen (on physical exam as determined by the joint assessor). °Based on the mFAS with available " Placebo W Nipocalimab 5 mg/kg IV Q2W W Nipocalimab 15 mg/kg IV Q2W Infusion reactions 6 (8-0) 10 (13-0) 3 (6-6) 15 (9-8)
baseline CIC values (placebo n=72, nipocalimab 5 mg/kg n=r1, nipocalimab 156 mg/kg n=72). BILAG=British Isles Lupus Assessment Hypersensitivity reactions® 9 (1 2 O) 10 (13 O) 14 (18 4) 24 (1 5 7)
Group Scale, C3=complement component 3, CIC=circulating immune complex, CLASI=Cutaneous Lupus Erythematosus Disease ) ) ) )
Area and Severity Index, dsDNA=double-stranded deoxyribonucleic acid, Eq=equivalent, GC=glucocorticoid, lgG=immunoglobulin Analyses based on the mFAS with imputed data. All P values reported here are nominal. °ldentified through unsupervised consensus clustering based on semiquantitative baseline aAb Based on the FAS with =1 valid postdose blood sample drawn for pharmacodynamic analysis. If a participant missed a planned dose of study intervention at any visit, their data was MACE¢ 1 (1.3) 1 (1.3) 1 (1.3) 2 (1.3)
G, IV=intravenous, mFAS=modified full analysis set, PGA=Physician’s Global Assessment, Q2W-=every 2 weeks, SD=standard intensities. "Due to small sample sizes and large variability, the OR and P value are NR. aAb=autoantibody, ANA=antinuclear antibody, C3=complement component 3, Cl=confidence excluded from all subsequent visits after the first occurrence of a missed dose. 20 (27%) participants in the nipocalimab 6 mg/kg group and 47 (63%) in the nipocalimab 15 mg/kg
deviation, SLE=systemic lupus erythematous, SLEDAI-2K=Systemic Lupus Erythematosus Disease Activity Index 2000. interval, CIC=circulating immune complex, dsDNA=double-stranded deoxyribonucleic acid, IFN=interferon, IV=intravenous, mFAS=modified full analysis set, NR=not reported, OR=0dds group had minimum IgG <LLN (6 g/L). ®In anti-dsDNA-positive participants at baseline. dsDNA=double-stranded deoxyribonucleic acid, FAS=full analysis set, IgG=immunoglobulin G, “Based on the FAS. *Defined by the Standardized Medical Dictionary for Regulatory Activities (MedDRA) Queries. °Cardiovascular death, nonfatal myocardial infarction, and nonfatal stroke.
ratio, Q2W-=every 2 weeks, RNP=ribonucleoprotein, SRI-4=Systemic Lupus Erythematosus Responder Index. IQR=interquartile range, IV=intravenous, LLN=lower limit of normal, Q2W=every 2 weeks. AE=adverse event, FAS=full analysis set, IgG=immunoglobulin G, IV=intravenous, MACE=major adverse cardiovascular events, Q2W=every 2 weeks.
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