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Supplementary Figure S1. Overview of the study design and analytical workflow.- (1) Ex vivo
analysis: definition of JAKi- and TNFi-modulated protein signatures in Cohort 1. (2) Clinical
evaluation: assessment of these signatures in pretreatment serum from Cohorts 2-5 and their
association with subsequent clinical response. (3) Machine learning: evaluation of treatment-
specific remission patterns in naive patients using repeated nested cross-validation and
comparison of LR, NN, and RF models, followed by evaluation of the same analytical
framework in non-naive patients. (4) Longitudinal analysis: comparison of baseline and 6-
month serum profiles in remission achievers and functional assessment in a 3D synovial

model.



