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Emerging Targeted Therapies for Sjogren’s Disease
and Evolving Clinical-Trial Endpoints

Kyung-Ann Lee

Division of Rheumatology, Department of Internal Medicine, Soonchunhyang University Seoul Hospital, Seoul, Korea

Sjogren’s disease (SjD) is a systemic autoimmune disorder characterized by glandular dysfunction and diverse extraglandular
manifestations. Despite a strong immunological rationale, many immunomodulatory trials have failed to show consistent efficacy, largely
due to clinical heterogeneity and limitations of conventional outcome measures. Growing evidence indicates a dissociation between
systemic inflammatory activity and patient-reported symptom hurden, leading to recent trials stratifying patients into systemic activity-
dominant and symptom-dominant phenotypes and aligning primary endpoints accordingly. The European Alliance of Associations for
Rheumatology (EULAR) Sjégren’s Syndrome Disease Activity Index (ESSDAI) remains a key endpoint for systemic disease activity; however,
it is affected by intrinsic variability and regression to the mean, contributing to high placebo responses. The EULAR Sjogren’s Syndrome
Patient Reported Index (ESSPRI) captures core symptoms but demonstrates limited sensitivity to change and weak correlations with
objective glandular function. To address these limitations, composite response measures, such as Composite of Relevant Endpoints for
Sjogren's Syndrome (CRESS) and Sjogren's Tool for Assessing Response (STAR), have been developed to integrate systemic activity, symptoms,
glandular function, and serologic markers. Recent phase 2 randomized controlled trials have demonstrated this paradigm shift. Inhibition
of the CD40-CD40L pathway with dazodalibep and iscalimab showed efficacy when phenotype-appropriate endpoints were applied. B-cell-
directed therapies, including B-cell activating factor (BAFF) receptor blockade with ianalumab and BAFF/A Proliferation Inducing Ligand
dual inhibition with telitacicept, have demonstrated improvements in systemic activity with supportive biomarker changes. Remibrutinib,
an oral Bruton's tyrosine kinase (BTK) inhibitor, improves systemic disease activity; however, symptom-hased endpoints remain a challenge.
Neonatal Fc receptor (FcRn) blockade with nipocalimab reduced clinical disease activity in seropositive high-activity subgroups without
consistent symptom improvement. Overall, effective therapeutic development for SjD requires mechanism-informed patient stratification
and endpoint strategies that link biological activity to clinically meaningful outcomes. (Korean J Med 2026;101:127-136)
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27 BTK YX(oral BTK inhibitor): remibrutinib

Remibrutinib-> A¥&o] 1 &3t & Bruton’s tyro-
sine kinase (BTK) JAAZ BAZ 84 45 AL} Feg
BA w7 AHHY S-S Sl 2ETO 2 BA|E
N A7 W85 A= 713 7HITH29]. BTK= 471
o] g oA BHIIE /g3t Aol E7F1 A, & Al
Al 7153 dAytEo] Qlo] s A= A2 #24 A7 Mo
= ool gk

2016 ACR/EULAR £%7 7|&S 3
T SRS g C R g 24 FA] olF B f1oF o
AFAIZNA remibrutinib< 245 A]Fol ESSDAIS] f-2]gt
M-S B9k ¥ $A; B FA4F 21 EQ] ESSPRIOATE=
oF tju] F-oJek 2po|7} HEEA| QU A= Ql= B &

oA Ao tiv] A1 WA ol BEEeH FE2
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