Clinically Meaningful Influenza and SARS-CoV-2 Vaccine Responses Following Treatment-Free Window
of Obexelimab in Patients with IgG4-RD
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Background Results
« Obexelimab is a humanized, bifunctional Figure 1. Co-engagement of CD19 and FcyRllb Baseline Characteristics and Disposition Participants Mounted Humoral Immune Response to SARS-CoV-2 Vaccination
monoclonal antibody designed to inhibit . , , L , o . . . . . . . .
B-cell activity through co-engagement of B-cell receptor \Obexehmab « As of the May 2026 data cutoff, titer data were available for 11 vaccinations in 7 participants aged 52-76 years across  All 4 SARS-CoV-2 vaccine recipients achieved seroprotective JN.1 neutralizing antibody titers by Week 2 and remained
CDI9 and the inhibitory receptor FcyRIlb \ / \\ US and EU sites (Table 1) seroprotected through Week 8-12. Three of 4 achieved a >2-fold seroresponse (Table 3, Figure 5)
(Figure 1)"*° — Table 1. Baseline characteristics and disposition Table 3. JN.1 neutralizing antibody responses by visit in the 4 participants who received SARS-CoV-2 vaccine
« B-cell inhibition by obexelimab is reversible, Baseline Ch teristi Partici ts(N=7) - . . .
with B-cell activity returning within weeks — D19 FevRIlb aseline Lharacteristics articipants {iv = Visit N Seroresponse, n (%) Seroconversion, n (%) Seroprotection (21:50), n (%)
of obexelimab cessation, supporting the Age, yedrs, range 22-/6 Baseline 4 - — 2(50.0)
feasibility of a planned treatment-free T Male, n (%) 5(71.4) Week 2 4 3(75.0) 1(25.0) 4 (100)
window (Figure 2)* RCP treatment assignment, n Obexelimab 3; Placebo 4 Week 4 4 3(75.0) 1(25.0) 4 (100)
 Seasonal vaccination is particularly important for older patients and patients receiving nfluenza vaccination, n (%) /(100) Week 8-12 A 3(75.0) 1(25.0) 4 (100)
Immunosuppressive therapy SARS-CoV-2 vaccination, n (%) 4 (57.) Any post-baseline 4 3(75.0) 1(25.0) 4 (100)
A planned treatment-free window may facilitate vaccination when clinically indicated Time from first obexelimab dose to vaccination, days, range 97-629 Seroprotection was defined as an MNT titer >1:50, derived from published correlates of protection.¢® Seroresponse was defined as a >2-fold, and seroconversion
: _ - _ as a > 4-fold rise from the pre-vaccination baseline titer.
Figure 2. Treatment-free window concept in the vaccine sub-study (VSS) Obexelimab exposure before treatment-free window, days, range 7/z0h “The participant without a seroresponse had a baseline JN.1titer of 6298. JN.1is the variant closest to the current vaccine strain.
Pre-vaccination treatment-free window, days, range 14-26
S PLANNED TREATMENT-EREE WINDOW - Post-vaccination treatment-free window, days, range 14-2? Figure 5. Individual JN.T neutralizing antibody titers over time in the 4 participants who received SARS-CoV-2 vaccine
Inhibition reverses — the same B cells regCIin function Tot0| treatment_free Window mean dOyS 34 6 10000 - Flu + SARS-CoV-2
’ : — —O— _o— -0 ® Vaccines
@ @ RCP treatment assignment is the arm to which participants were randomized during the RCP; all participants received obexelimalb during the OLE. —e— Participant 1
T Age is at informed consent during the RCP. —e— Participant 2
L )/)— 1000 - o — —8— Participant 3
> > /L - - . . —&— Participant 5
T Participants Mounted Humoral Immune Responses to Influenza Vaccination o . .
B cells present, o e | Inhibition =
signaling inhibited B-cell activity Vaccination Vaccine re-established « All 7 participants achieved seroprotection to 2l influenza vaccine strain by Week 8-12; 6/7 achieved both a > 2-fold 100-
| UehE SRR seroresponse and > 4-fold seroconversion at any post-baseline visit (Table 2, Figure4) -~ =--—-=-~-== " f == === === e Dby
- ’ o HAI 1:50 (seroprotection)
On obexelimab q_;_p On obexelimab Table 2. Fold Rise and Seroprotection of at least one HAI titer (HIN1, H3N2, or B/Victoria) over time 101, | | | | | | | | | | | | , , , , , , ,
- . . -20  -13 -6 ] 3 15 22 29 36 43 50 57 64 /1 /8 35 92 990 106 113
: 2—6 weeks o 2weeks Visit N  Seroresponse (>2-fold),n (%)  Seroconversion (24-fold),n (%)  Seroprotection (21:40), n (%) Study Day (Relative to Vaccination)
Last dose Vaccination Dosing resumes Baseline 7 — — 5(71.4)
B cells remain present throughout — obexelimab inhibits without depleting them Week 2 / 4 (57]) 3 (42.9) 5(71.4) Part|<:|pants Retained Pre_eXIStmg Immumty
Week 4 / 4 (57.) 3(42.9) 6(85.7) . All 7 participants maintained anti-Spike IgG above the protection threshold (>154 BAU/mL) at all visits, including the 3 who
Week 8-12 7 5(71.4) 5(71.4) 7 (100) did not receive SARS-CoV-2 vaccination during the sub-study (Figure 6)
Th.e INDI(.BO VSS |s.the first ?valuatlon ?f a planned, prc?toc?l-deflned treatm.ef\t-free Any post-baseline 7 6 (85.7) 6 (85.7) 7 (100) Fiqure 6. SARS-CoV-2 ancestral Soike 1aG over time in all 7 barticioants
wmc.io.w in obexelimab dos.lng to permit seasonal VSJCCInCItlon; whether quthIPOnts Seroprotection was defined as an HAl titer 21:40 to > Tinfluenza vaccine strain. > Seroresponse and seroconversion were defined as > 2-fold and >4-fold increases 9 . P 9 P P
receiving long-term obexelimab can mount protective responses to routine seasonal from baseline, respectively. Flu + VSARS,-C0V-2
vaccination has not previously been evaluated . — : : : : : —o— P%i?ilgi;i]nt]
Figure 4. Individual HAI titers over time by influenza vaccine strain 10000~ —o —e— Participant 2
Flu + SARS-CoV-2 _ —®~ Participant 3
ObjeCtlve Hemagglutination inhibition (HAI) titers for A/Victoria/4897/2022 (HIN1) Vaccines I= —®- Participant 5
10004 —®— Participant | ~ Flu Vaccine only
, , , , , 300~ —&— Participant 2 <DE Participant 4
To evaluate humoral immune responses following influenza and SARS-CoV-2 vaccination 500- —e— Participant 3 o0 _e- Participant &
administered during a short, protocol-defined treatment-free window 300+ —®— Participant 5 I - ®- Participant 7
Flu Vaccine only 0 o —0— —O— °
_ Meods I I e -
= - @- Participant 6 5 o —o
. - L _ - @~ Participant 7
« INDIGO VSS: conducted during the OLE of the Phase 3 INDIGO trial in IgG4-RD, at sites in the >0 I "ipf,”_ - % . / - e
USandEU (Figure3) g LT T T e HAI1:40 {seroprotection]
o All patients who enrolled in the VSS were included in the analysis e 154 BAU/mL
» Vaccine responses, including seroresponse (>2-fold titer rise), seroconversion (> 4-fold titer 100
rise), and seroprotection, were evaluated using two functional neutralization assays (HAI for Hemagglutination inhibition (HAI) titers for A/Croatia/10136RV/2023 (H3N2) 20 B 6 1 8 15 22 29 36 43 50 57 64 71 78 8 92 99 106 13
influenza and MNT for SARS-CoV-2) and one assay to quantitate antigen-specific IgG levels. 1%88: Study Day (Relative to Vaccination)
Figure 3. INDIGO OLE Vaccine Sub—Study design schematic ggg: “154 BAU/mL derived from published correlates of protection>®
Total OBX Pause = Pre-vaccination (2—-6 weeks) + Post-vaccination (2 weeks) pause _ Safety
Q
= 100- . . . . : .
— . » No flares, and no signs or suspicion of flare, were observed in any of the 7 participants during the treatment-free window
Pause Restart | « No adverse events of interest were reported
OBX OBX
N Limitations
S s 2-0weeks 2Rk « Small sample (n=7), no control group; 4 received SARS-CoV-2 vaccine
Hemagglutination inhibition (HAI) titers for B/Austria/1359417/2021 (B/Victoria) « Heterogeneous prior vaccination and baseline titers; analyses were descriptive
Vaccine Assessments 19%0- T . . . . . L .
Dose* (2 weeks, 4 weeks, and 8-12 weeks) S 00- » Routine influenza and SARS-CoV-2 testing was not required; testing was performed at the investigator’s discretion
“Participants received a trivalent inactivated or recombinant influenza vaccine (Efluelda, Fluarix, Flublok, Influvac, or Fluzone) 300 - -
and/or an mRNA SARS-CoV-2 vaccine (SPIKEVAX or COMIRNATY) CO“CIUSIO“S
Key eligibility criteria E 100- o S, - - -
= A0 | - Participants mounted vaccine responses following a short treatment-free window
» In OLE and flare-free for >3 months 01 . o MY seroprotection)
e Judged by the tigat ble t fely tolerate a 2—-6- k treat t-f ind - inaton | TUe——"cE=eest eSO . . . o o o .
neges By e IVESTICIOT ERIE 10 SAIElY TOISTHE 6 cmoreekt HEAIMENTITEe WIEOW prevactination - Seroprotective immunity was maintained during long-term obexelimab treatment
and at low risk of flare
10-

» Eligible for an mRNA SARS-CoV-2 vaccine and/or inactivated influenza vaccine per standard guidelines
« No confirmed COVID

-19 or influenza infection within 3 months before enrollment
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- Disease control was maintained despite the treatment-free window as no flares
were observed during follow-up

Obexelimab is investigational and has not been approved by the US Food and Drug Administration or any regulatory body worldwide.



