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Background: Upadacitinib (UPA), an oral selective and reversible JAK inhibitor, demonstrated
significantly greater efficacy compared with placebo (PBO) for induction of remission in patients
with moderately to severely active ulcerative colitis (UC) in two phase 3 induction trials.

Aims: Evaluate safety and efficacy of 52 weeks of UPA 15 mg QD (UPA15) and 30mg QD
(UPA30) compared to placebo in patients achieving clinical response following UPA 45 mg
treatment in the induction trials

Methods: The primary analysis (n=451) evaluated efficacy and safety of UPA15 and UPA30
compared to PBO as maintenance therapy. The primary endpoint was clinical remission via
adapted Mayo score at wk 52. Ranked secondary endpoints included endoscopic improvement,
maintenance of clinical remission, corticosteroid-free clinical remission, maintenance of
endoscopic improvement, endoscopic remission, maintenance of clinical response and
Histologic-endoscopic mucosal improvement (HEMI)

Results: Baseline characteristics were similar between all treatment groups. Both UPA15 and
UPA30 met the primary endpoint, and all secondary endpoints. Significantly greater percentages
of patients receiving UPA15 and UPA30 vs. PBO achieved clinical remission (42.3% and
51.7%, vs. 12.1%), endoscopic improvement (48.7% and 61.6%, vs. 14.5%), maintenance of
clinical remission (59.2% and 69.7%, vs. 22.2%), corticosteroid-free clinical remission (57.1%
and 68.0%, vs. 22.2%), maintenance of endoscopic improvement (61.6% and 69.5%, vs. 18.9%),
endoscopic remission, (24.2% and 25.9%, vs. 5.6%) and HEMI (34.8% and 49.3%, vs. 11.8%)
(p<0.001 for all endpoints). UPA15 and UPA30 were both well-tolerated and no new safety
signals were observed. Rates for serious adverse events (AEs) and AEs leading to treatment
discontinuation were similar between UPA15 and UPA30 groups and lower compared to the
PBO group. Most common AEs were nasopharyngitis and creatine phosphokinase elevation
among UPA groups and UC exacerbation within the PBO group (30.2%). Herpes zoster was only
reported in UPA groups (3.9%-4.1%). Similar rates of malignancy excluding NMSC were seen



within all groups (0.7%-1.3%). MACE were only reported among patients receiving PBO
(0.7%), while VTE were only found with UPA30 (1.3%)

Conclusions: In patients responding to UPA induction therapy, both UPA15 and UPA30 were
safe and effective as maintenance treatment at 52 wk for all primary and secondary endpoints.
Patients receiving UPA30 responded approximately 10% better for most endpoints compared to
those receiving UPAL5. Both doses were well-tolerated, with no new safety signals observed.
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