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Results

 Following treatment with filgotinib, there were significant reductions in cytokines important for the
expansion and activity of multiple T-cell subsets and innate immunity compared with PBO

« These changes included decreases in proinflammatory cytokines (IL-6, IL-1B, and TNF-a), T,1-related
(IL-2, IFN-y and IL-12), T, 2-related (IL-4, IL-5, and IL-13) and T, 17-related cytokines (IL-1f3, IL-6, IL-
17A, IL-21 and IL-23). All doses of filgotinib also reduced the B- and T-cell development cytokine IL-7.
In contrast, IL-8 was not affected by filgotinib

e Reductions in MIP-1a, MIP-13 and GM-CSF are in line with downmodulation of innate immune activity

Conclusions

Treatment of RA patients with filgotinib monotherapy compared with placebo resulted

Introduction

Janus kinases (JAKs) are key intracellular mediators in the signal transduction of many cytokines and
growth factors. The selective JAK1 inhibitor filgotinib (GLPG0634, GS-6034) has been evaluated In a
24-week phase 2B study (DARWIN 2) as monotherapy Iin active rheumatoid arthritis (RA) patients
who were methotrexate inadequate responders and has shown a good safety and efficacy profilel.

In significant reductions in the levels of a broad range of cytokines related to T,1, T,,2,
T,17 and potentially B-cells, as well as innate immunity. These findings provide further
Insights into the filgotinib anti-inflammatory effects in RA patients.
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« ANCOVA model was fitted for week 4 and 12, respectively, to estimate the log ratio of each
cytokine from baseline by treatment group, after adjusting for prior biologic use, region
(stratification factors) and the log-transformed baseline cytokine value. The model estimated %
change from placebo in the post-baseline ratio of each cytokine per filgotinib treatment arms, and
the associated p-values, adjusted for multiplicity per cytokine time point using Hommel’s method
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Figure 2: Schematic representation of the effects of filgotinib on the development
and activity of immune cells. Only cytokines impacted by filgotinib monotherapy
treatment in RA patients compared with placebo are depicted

Figure 1: Percentage change from placebo in post-baseline ratio (effect size) and associated p-values
for each biomarker, at week 4 and week 12 are presented. Red gradient indicates a greater reduction

and darker blue a greater increase. *: p<0.05; **: p<0.01; ***: p<0.001 =
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