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Abstract

Ohbjective: To evaluate the efficacy, including capacity for inhibition of radiographic progression, and
safety of upadaditinid, a JAK1 -selective inhibitor, as compared ta placebo ar adalimumab in patients
with rheumatoid arthritis (R who have experienced an inadequate response to methotresate (MTX).

Methods In tatal, 1,629 RA patients with an inadeguate response to MTY were randamizesd {2:2:9) to
receive upadacitinib (15 mg once daily), placeba, or adalimumab {40 mg every other wesk) while
continuing to take a stable background dose of BT The primary end points were achievement of an
American College of Rheumatology 20% (ACR20) improvement response and & Disease Activity Score
in 2B joirts using C-reactive pratein level [DAS28-CRP) of <2.6 in the upadacitinib group compared to
the placebo group at week 12; inhibition of radiographic progression was evaluated at week 26, The
sty was alsa desigred and powersd to test for the noninferionty and superiority of upadacitinib
compared to adalimumab, as measured both dinically and functionally.

Results At week 12, both primary end paints were met in patients receiving upadacitinib compared
to those receiving placebo (P < 00011 An ACR2) impraovernent response was achiesed by 71% of
patients i the vpadacitinib group compared to 36% in the placebo group. and a DAS28-CRP score of
<26 was obiserved in 25% of patients receiving upadacitinib compared ta &% af patients receiving
placeba. Upadacitinib was superior to adalimumab based on the ACRS0 response rate, achievement
of a DAS2A-CRP scome of 3.2, change i pain severity score, and changs in the Health Assessment
Questionnaire dsability index. At week 26, mone patients receiving upadacitinib than those recering
placeba ar adafimumab achieved low disease activity or remission (P < 00011 Radiographic
pragression was significantly inhibited in patients receiving upadacitinib and was obsened in fewer
upadacitmib-treated patients than placeho-treated patients (P < 0.001). Up to week 26, adverse
events (AEs), mcluding semows infections, were comparable between the upadacitinib and
adalimumab groups. The praportions of patients with serious AEs and AEs lrading to discontinuation
were highest in the adafmumab group; the proportions of patients with herpes zoster and those with
creatine phosphokinase (CPE) elevations wene highest in the upsdacitinib growp. Three malignancies,
5 magor adverse cardiovascular events, and 4 deaths were reported amang the groups, but none
orcurnsd in patients receving upadadtini. Six venows thraomboembolic events wene reparted (1@
the placebo growp, 2 in the upadacitinib group, and 3 in the adalimumak group).

Condusion: Upadaritinit was supsriar b placebo and adalimumab for improving signs, symptoms,
ard physical function in R& patients who wene recering background BMTX In addition, radicgraphic
pragression was significantly inhibited by upacacitings as compared to placebo. The overall safeny
profile of upadacitinib was generally similar to that of adalimumal, except for higher rates of herpes
zoster and CPE sbevations in patients receiving upadacitinib

Trial registration: ChnicalTrials goe BRCTO2625158,

& 2013, Amarican Ciolkgs of Rhaumatalogy.



