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Background: Upadacitinib (UPA) is a selective and reversible Janus 
kinase inhibitor.U-ACCOMPLISH is one of two phase 3 induction 
trials that evaluated the safety and efficacy of UPA 45 mg once daily 
(QD) in adults with ulcerative colitis (UC).
Methods: U-ACCOMPLISH was a multicentre, randomized, 
double-blind, placebo-controlled trial (NCT03653026) that enrolled 
patients with moderate-to-severe UC (defined as adapted Mayo score 
5–9 with centrally read endoscopic score 2–3) who had inadequate re-
sponse, loss of response, or intolerance to aminosalicylates, immunosup-
pressants, corticosteroids and/or biologics. Patients were randomized 2:1 
to UPA 45 mg QD or placebo (PBO) for 8 weeks. At week 8, responders 
entered the maintenance phase and non-responders entered the extended 
treatment period to receive open-label UPA 45 mg QD for additional 
8 weeks.The primary endpoint (clinical remission per adapted Mayo 
Score) and ranked secondary endpoints including symptomatic, endo-
scopic– histologic evaluations from the 8-week PBO-controlled period 
are reported here. Non-responder imputation incorporating multiple im-
putation for missing data due to COVID-19 are reported.
Results: 522 patients were randomized (UPA, n=345; PBO, n=177); the 
intent-to-treat population included 341 patients in UPA and 174 patients 
in PBO group. Baseline demographics and disease characteristics were 
similar between groups; 50.7% and 51.1% were biologic inadequate 
responders in UPA and PBO groups, respectively (Table 1). A signifi-
cantly higher proportion of patients receiving UPA 45 mg QD (33.5%) 
versus PBO (4.1%) achieved the primary endpoint (adjusted treatment 
difference: 29.0% [23.2, 34.7]; P<0.001). A significantly higher propor-
tion of patients receiving UPA versus PBO also achieved all ranked sec-
ondary endpoints (all P<0.001; Figure 1).Serious adverse events were 
reported by 3.2% and 4.5% of patients in UPA and PBO groups, re-
spectively (Table 2). Similar rates of serious infection were observed in 
both groups (0.6%); 2 events each of herpes zoster and opportunistic 
infection were reported in UPA group. No active tuberculosis, malig-
nancy, adjudicated major adverse cardiovascular events, or deaths were 
reported in the study. One patient with venous thromboembolism (deep 
vein thrombosis and pulmonary embolism) and 1 patient with gastro-
intestinal perforation were reported in the placebo group. Conclusion: In U-ACCOMPLISH, 8-week UPA 45 mg QD induction 

treatment led to statistically significant improvements in clinical, 
endoscopic, and combined endoscopic-histologic endpoints. The 
treatment was well tolerated, and the safety profile and AE preva-
lence was comparable with previous studies of UPA with no new 
safety signals identified.
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Background: An unmet therapeutic need remains in patients with 
ulcerative colitis (UC). U-ACHIEVE is one of two phase 3 induc-
tion trials evaluating the safety and efficacy of the selective Janus 
kinase–1 inhibitor upadacitinib (UPA) 45  mg once daily (QD) in 
adults with UC.
Methods: U-ACHIEVE is a multicentre, double-blind, placebo 
(PBO)–controlled trial (NCT02819635) that randomized patients 
with moderately to severely active UC 2:1 to UPA 45  mg QD or 
PBO for 8 weeks. Patients were stratified by response to biologic 
therapy (inadequate vs non–inadequate responder), baseline cortico-
steroid use (yes or no), and baseline adapted Mayo score (≤7 or >7). 
The primary endpoint was proportion of patients achieving clinical 
remission (per adapted Mayo Score) at week 8.Ranked secondary 
endpoints included endoscopic improvement, endoscopic remission, 
and clinical response per adapted Mayo Score at week 8; clinical 
response per partial adapted Mayo Score at week 2; and histologic-
endoscopic mucosal improvement at week 8. Non-responder imput-
ation incorporating multiple imputations for missing data due to 
COVID-19 are reported. Safety was assessed through week 8.
Results: 474 patients were randomized (UPA, n=319; PBO, n=155). 
Baseline characteristics were well balanced between groups (Table 1). 
A significantly higher proportion of patients receiving UPA (26.1%) 
vs PBO (4.8%) achieved clinical remission at week 8 (adjusted treat-
ment difference [95% CI], 21.6% [15.8, 27.4]; P<0.001; Figure 
1). For all ranked secondary endpoints, UPA was superior to PBO 
(P<0.001; Figure 1). A  significant difference in clinical response 
favouring UPA vs PBO was seen as early as week 2 (60.1% vs 
27.3%) and was sustained over 8 weeks (79.0% vs 41.6%; Figure 
2). There were more serious adverse events (AEs), severe AEs, and 
AEs leading to study drug discontinuation with PBO (Table 2). The 
most common AEs were acne, creatine phosphokinase elevation, and 
nasopharyngitis with UPA and worsening of UC and anaemia with 
PBO. Incidence of serious infection was similar between UPA and 
PBO. Neutropenia and lymphopenia were reported more frequently 
with UPA vs PBO (Table 2).No adjudicated gastrointestinal perfor-
ation, major cardiovascular AEs, or thrombotic events and no active 
tuberculosis, malignancy, or deaths were reported.
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Conclusion: In patients with moderately to severely active UC, UPA 
45 mg QD induction therapy was superior to PBO in inducing clin-
ical remission/response, and endoscopic remission/response over 8 
weeks; responses were significant and rapid. UPA 45 mg QD was 
well tolerated; safety was comparable with the known safety profile 
of UPA, and no new safety signals were identified.
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Background: Patients with ulcerative colitis (UC) often do not respond 
to treatment or lose response over time, and thus switch between ther-
apies with various mechanisms of action (MoAs).1 Filgotinib (FIL) is 
a once-daily, oral, Janus kinase 1 preferential inhibitor in development 
as a UC treatment. We assessed the efficacy of FIL in biologic (bio)-
naïve and bio-experienced patients with UC, and in bio-experienced 
patients with failure of 1 or ≥2 biologics or 1 or 2 MoAs.
Methods: SELECTION (NCT02914522) was a phase 2b/3 double-blind, 
randomised, placebo-controlled trial comprising two induction studies 
and a maintenance study. Adults (18–75 years) with moderately to se-
verely active UC were randomised 2:2:1 to FIL 200 mg, FIL 100 mg 
or placebo (PBO) once daily for 11 weeks in Induction Study A (bio-
naïve) and B (bio-experienced). Patients in either clinical remission or 
Mayo Clinic Score (MCS) response at week 10 (responders) could 
enter the Maintenance Study. Responders who received induction FIL 
were re-randomised 2:1 to continue their induction regimen or PBO 
through week 58. Responders who received induction PBO continued 
PBO. We assessed clinical remission and MCS response at weeks 10 
and 58 in bio-naïve patients and bio-experienced patients with failure 
of 1 or ≥2 biologics and 1 or 2 MoAs (TNF antagonists and vedoli-
zumab). All p values for subgroup analyses are nominal.
Results: At week 10, clinical remission was achieved by a significantly 
higher proportion of bio-naïve and -experienced patients treated 
with FIL 200 mg than PBO (Figure 1a). A higher proportion of bio-
experienced patients with 1 biologic or MoA failure treated with FIL 
200 mg than PBO achieved clinical remission at week 10 (p<0.05); 
a smaller treatment effect was seen in patients with ≥2 biologic or 2 
MoA failures (Figure 1b). None of these comparisons reached p<0.05 


