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Abstract 

Background and Aims: Maintenance treatment for ulcerative colitis may be discontinued for multiple reasons. This post hoc analysis assessed 
the efficacy and safety of re-treatment with filgotinib, an oral, once-daily, Janus kinase 1 preferential inhibitor, in the phase 2b/3 SELECTION trial 
and its long-term extension [LTE] study in ulcerative colitis.

Methods: Partial Mayo Clinic Score [pMCS] response and remission were evaluated in patients who received induction with filgotinib 200 mg 
[FIL200] or 100 mg [FIL100], were randomized to treatment withdrawal [placebo] during maintenance, and following disease worsening, were 
re-treated with open-label FIL200 in the LTE study. Factors were evaluated for association with pMCS remission at LTE week 12, and safety 
outcomes were reported.

Results: Analyses included 86 patients [FIL200: n = 51; FIL100: n = 35]. Median time to disease worsening following treatment withdrawal was 
15.1 weeks (95% confidence interval [CI]: 9.1–18.7) for FIL200-induced patients and 9.6 weeks [95% CI: 6.3–12.0] for FIL100-induced patients. 
Three-quarters [75%] of patients achieved a pMCS response within 4–5 weeks of re-treatment in both groups. At LTE week 48, pMCS remis-
sion was achieved by 45.1% and 51.4% of FIL200- and FIL100-induced patients, respectively. Factors independently associated with restoring 
efficacy included no concomitant use of corticosteroids at induction baseline, and high albumin levels, pMCS remission, and endoscopic score 
at maintenance baseline. No new safety signals were reported among re-treated patients.

Conclusions: In induction responders, re-treatment with FIL200 following temporary withdrawal from therapy restores response and/
or remission in the majority of patients within 12 weeks. Re-treatment is well-tolerated. ClinicalTrials.gov identifiers: NCT02914522, 
NCT02914535

Key Words: Filgotinib; re-treatment; ulcerative colitis
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Graphical Abstract 

Withdrawal and Re-treatment with Filgotinib in Ulcerative Colitis:
Post Hoc Analyses of the Phase 2b/3 SELECTION and SELECTIONLTE Studies
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the majority of induction responders within 12 weeks 

[FIL200 group]

9.6 weeks

[FIL100 group]

restarting FIL treatmentAssess the efficacy and safety of following temporary withdrawal among responders to induction FIL

In the FIL200 group

•   At treatment
     withdrawal

•   At treatment
     withdrawal

•   After
     restarting
     FIL200

•   After
     restarting
     FIL200

Patients with a pMCS response
(yes/no)

Patients in pMCS remission
(yes/no)

100%

Yes

82.0%

45.1%

45.1%

No

No

No

Yes

Yes

Yes

10

8

6

M
ea

n
 p

M
C

S
 ±

 S
D

4

2

0

2 4 6 10

Bas
el
in

e 2 4

Bas
el
in

e 12 24

Long-term extension studyInduction
 study

36 48

Induction week

FIL200→PBO→FIL200 [N = 51]

Long-term extension week

FIL100→PBO→FIL200 [N = 35]

1. Introduction

Long-term treatment strategies are essential for the effective 
management of inflammatory bowel disease [IBD]. For  
ulcerative colitis [UC], the long-term treatment targets re-
commended by the recent STRIDE-II guidelines include 
endoscopic healing, absence of disability, and normalized 
health-related quality of life.1 Maintenance therapy helps to 
preserve health-related quality of life, reduces relapse rates, 
and potentially reduces the rates of disease-related compli-
cations, including hospitalization and surgery.2,3 Accordingly, 
strategies to enhance long-term adherence to medical main-
tenance regimens are needed.

There are multiple scenarios in which patients and their 
physicians may decide to discontinue therapy, including 
withdrawal due to infection, surgery, pregnancy, or 
comorbidities.4 Furthermore, the patient or physician may 
decide to stop treatment while the patient is in stable re-
mission.4 In this case, the ‘therapeutic benefit’ of drug with-
drawal relative to continued treatment is based on patient 
risk factors for disease complications, and the duration and 
quality of remission [including symptomatic, endoscopic, 
histological, and biomarker-based remission].5,6 Concerns 
regarding therapy withdrawal include the risk of failing to 
recapture remission after disease exacerbation, development 
of serious complications, and, in the case of biologic therapy, 
commensurate loss of response and risk of hypersensitivity 
reactions following re-treatment.5

Treatment options for patients with moderately to severely 
active UC in whom conventional therapies fail include biologics 
[tumour necrosis factor antagonists, anti-α4β7-integrin, anti-
interleukin-12/23] and new classes of small molecules, such as 
Janus kinase [JAK] inhibitors and sphingosine-1 phosphate re-
ceptor modulating therapies.7 Filgotinib is an oral, once-daily, 
JAK1 preferential inhibitor indicated for the treatment of UC 
in the European Union, Japan, and the UK.8,9 The efficacy and 
safety of filgotinib in patients with moderately to severely ac-
tive UC have been evaluated in the SELECTION study.10 
SELECTION was a phase 2b/3 multicentre, double-blind, 
randomized, placebo-controlled clinical trial comprising two 
induction studies and a maintenance study. In SELECTION, 
filgotinib 200 mg was well-tolerated and efficacious in inducing 
and maintaining clinical remission compared with placebo in 
adults with moderately to severely active UC.10 Eligible patients 
who participated in SELECTION could enter the ongoing 
long-term extension [LTE] study, SELECTIONLTE. The post 
hoc analyses described herein assessed the efficacy and safety of 
re-treatment with filgotinib in patients who experienced disease 
worsening after temporarily discontinuing therapy.

2. Methods

2.1. Study design

Details of the study design of SELECTION [ClinicalTrials.
gov ID: NCT02914522] and full eligibility criteria for 
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enrolment have been previously described by Feagan et al.10 
In SELECTION, eligible patients with moderately to severely 
active UC were enrolled into Induction Study A [biologic-
naive patients] or Induction Study B [biologic-experienced 
patients]. Patients were randomized 2:2:1 to receive filgotinib 
200 mg, filgotinib 100 mg or placebo orally once daily in the 
induction study. Patients in the filgotinib groups who were 
in clinical remission or had a Mayo Clinic Score [MCS] re-
sponse at week 10 were re-randomized 2:1 at week 11 to con-
tinue their assigned filgotinib regimen or to receive placebo 
in the maintenance study until week 58 [induction placebo 
responders continued receiving placebo in the maintenance 
study]. Clinical remission was defined as a Mayo endoscopic 
subscore [ES] of 0 or 1, rectal bleeding [RB] subscore of 0, 
and at least a 1-point decrease in stool frequency [SF] from 
induction baseline to achieve a subscore of 0 or 1. An MCS 
response was defined as a reduction of at least 3 points in 
MCS and at least 30% from induction baseline, with an ac-
companying decrease in RB subscore of at least 1 point or an 
absolute RB subscore of 0 or 1.

Patients who completed the SELECTION study [both 
the induction and maintenance studies] could enter 
SELECTIONLTE [ClinicalTrials.gov ID: NCT02914535] 
to continue blinded dosing. Dosing was unblinded when 
the last patient completed SELECTION. Non-responders 
to treatment [defined as patients without clinical remis-
sion or an MCS response at week 10] received open-label 
filgotinib 200 mg in the LTE study. Male, non-dual refrac-
tory patients [defined as those in whom tumour necrosis 
factor-α antagonist and vedolizumab treatment did not 
fail] in the USA and the Republic of Korea were offered 
open-label filgotinib 100 mg in the LTE study. Patients with 
protocol-specified disease worsening in the SELECTION 
maintenance study [weeks 11–58] discontinued blinded 
treatment and were offered open-label filgotinib 200 mg 
in SELECTIONLTE. Disease worsening was defined as a 
partial MCS [pMCS] increase of at least 3 points to more 
than 5 points from the week 10 value on two consecutive 
visits, or an increase to 9 points on two consecutive visits 
if the week 10 value was more than 6. The pMCS was de-
fined as the sum of RB, SF,and physician global assessment 
[PGA] subscores [i.e. all components of the MCS, except for 
endoscopic subscore], with a total score ranging from 0 to 
9. A visit was defined as either a study visit or an unsched-
uled visit [any time from week 11 onwards]. Patients with 
disease worsening who clinically required medications pro-
hibited by the study did not qualify for SELECTIONLTE. 
Prohibited medications have been previously reported by 
Feagan et al.10

The SELECTION and SELECTIONLTE studies were con-
ducted in accordance with the International Conference on 
Harmonisation Good Clinical Practice guidelines and the 
Declaration of Helsinki. All patients provided written in-
formed consent prior to inclusion.

This work was an interim analysis of the SELECTIONLTE 
study. Data included in these post hoc analyses had a cut-off 
date of February 24, 2022.

2.2. Participants

For these post hoc analyses, data were collected from patients 
treated with filgotinib 200 mg or 100 mg in the induction 
studies, who were randomized to receive placebo [treatment 
withdrawal] in the maintenance study, and, upon disease 

worsening, were re-treated with open-label filgotinib 200 mg 
in the LTE study.

2.3. Outcome measures and assessments

Patient clinical characteristics were evaluated at maintenance 
baseline. The pMCS was assessed during the induction study 
at baseline and weeks 2, 4, 6, and 10, and during the LTE 
study at baseline and weeks 2, 4, 12, 24, 36, and 48. RB and 
SF data were recorded by patients daily using an eDiary. The 
proportion of patients with a pMCS response and remission 
was assessed at maintenance baseline and at weeks 2, 4, 12, 
24, 36, and 48 in SELECTIONLTE. A pMCS response was de-
fined as a reduction of at least 2 points in pMCS and a reduc-
tion of at least 30% from the induction baseline [for pMCS 
response status at maintenance baseline] or LTE baseline [for 
pMCS response status in SELECTIONLTE], and pMCS re-
mission was defined as achieving a pMCS of not more than 1. 
Only patients with a pMCS of at least 2 points at LTE base-
line were included in the analysis for pMCS response during 
the LTE study. An alternative definition of pMCS remission 
[pMCS of not more than 2 and no RB] was used in a sensi-
tivity analysis. Time to pMCS response and time to pMCS 
remission were assessed at weeks 2, 4, 12, 24, 36, 48, and 60 
in SELECTIONLTE, analysed by treatment sequence.

Safety assessments included treatment-emergent adverse 
events [TEAEs], TEAEs related to study drug, serious TEAEs, 
serious TEAEs related to study drug, and TEAEs leading to 
temporary or permanent discontinuation of study drug. A 
TEAE was defined as any adverse event [AE] with an onset 
date on or after the study drug start date in the LTE study 
and no later than 30 days after permanent discontinuation 
of the study drug, or as any AE leading to premature discon-
tinuation of the study drug. AE severity was graded according 
to the modified Common Terminology Criteria for Adverse 
Events, version 4.03.

2.4. Statistical analyses

Efficacy and safety endpoint analyses were conducted using 
the safety analysis set, which included patients with disease 
worsening who took at least one dose of the study drug in 
SELECTIONLTE. Descriptive statistics [n, %] were con-
ducted by treatment sequence for pMCS response and pMCS 
remission data analyses. For time-to-event analyses, esti-
mates of the median time to response or remission associated 
with each treatment group, and the 25th and 75th percent-
iles were obtained using Kaplan–Meier [KM] estimates. The 
Brookmeyer and Crowley method was used to estimate two-
sided 95% confidence intervals [CIs] for median time and 
the interquartile range for time to event. Time to event or 
time to censoring was calculated from the first dosing date 
in the LTE study. Censored data were defined as data from 
patients who discontinued the study without an event before 
discontinuation.

For pMCS over time, a last observation carried forward im-
putation approach was used. For pMCS response and remis-
sion, all missing data were handled through a non-responder 
imputation approach. Patients who did not meet pMCS re-
sponse or remission criteria owing to treatment discontinu-
ation were considered as not achieving response or remission 
for that visit or any thereafter. Univariate and multivariate ana-
lyses were conducted to evaluate associations between disease 
characteristics and pMCS remission at week 12. Both the 
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univariate and multivariate logistic models were fitted with the 
pre-specified factor, pMCS at LTE baseline, and induction dose 
[200 mg and 100 mg] as the covariates. For each factor in the 
univariate model, the odds ratio [OR] with 95% CI and overall 
type III p value were calculated. Factors with an overall type III 
p value of <0.05 were eligible for inclusion in the multivariate 
model. For each factor in the multivariate model, the OR with 
95% CI and p value were calculated. All significance values are 
nominal because these are post hoc analyses.

3. Results

3.1. Patient disposition and baseline 
characteristics

These post hoc analyses included a total of 51 patients treated 
with filgotinib 200 mg and 35 patients treated with filgotinib 
100 mg in the induction study, who responded and were ran-
domized to placebo in the maintenance study, and, upon disease 
worsening, were re-treated with filgotinib 200 mg in the LTE 
study [Table 1]. Baseline demographic and clinical characteris-
tics were similar across treatment groups. The median time to 
disease worsening for patients induced with filgotinib 200 mg 
and filgotinib 100 mg was 15.1 weeks [95% CI: 9.1–18.7] and 
9.6 weeks [95% CI: 6.3–12.0], respectively [Figure 1].

3.2. Partial MCS during SELECTION and 
SELECTIONLTE

At induction baseline, patients induced with filgotinib 200 mg 
and filgotinib 100 mg had a mean pMCS of 6.5 and 5.9, re-
spectively [Figure 2]. The mean pMCS decreased rapidly in 
both groups from induction baseline to week 10, at which 
point the mean pMCS was 1.8 for the filgotinib 200 mg group 
and 2.1 for the filgotinib 100 mg group. At maintenance base-
line, the mean pMCS was 1.7 for the filgotinib 200 mg group 
and 2.6 for the filgotinib 100 mg group. Following a period 
of therapy withdrawal, the mean pMCS of both groups at 
the LTE baseline exceeded those at the induction baseline 
[7.0 for the filgotinib 200 mg group and 6.9 for the filgotinib 
100 mg group]. After 2 weeks of re-treatment with filgotinib, 
the mean pMCS declined rapidly in both groups [4.0 for the 
filgotinib 200 mg group and 3.8 for the filgotinib 100 mg 
group at LTE week 2]. The mean pMCS continued to decline 
thereafter, reaching 2.0 and 1.7 for the filgotinib 200 mg 
group and filgotinib 100 mg group, respectively, at week 48.

3.3. Partial MCS response during the LTE study

All patients treated with filgotinib 200 mg and 74.3% 
of those treated with filgotinib 100 mg in the induction  
study achieved a pMCS response at maintenance baseline 
[Figure 3A]. Upon re-treatment with filgotinib 200 mg, over 
60% of patients in both groups achieved a pMCS response as 
early as week 2 of the LTE study [62.0% for the filgotinib 200 
mg group and 62.9% for the filgotinib 100 mg group]. The 
proportion of patients achieving a pMCS response increased 
at each follow-up visit up to week 12, when 82.0% of the 
filgotinib 200 mg group and 94.3% of the filgotinib 100 mg 
group achieved a pMCS response.

3.4. Time to pMCS response during the LTE study

The KM estimate of median time to pMCS response was 2.4 
weeks [95% CI: 2.1–3.7] in patients induced with filgotinib 

200 mg and 2.1 weeks [95% CI: 2.1–3.7] in those induced 
with filgotinib 100 mg [Figure 3B]. Three-quarters [75%; 
Q3] of patients achieved a pMCS response within 4.9 and 4.0 
weeks of re-treatment in the filgotinib 200 mg and filgotinib 
100 mg groups, respectively.

3.5. Partial MCS remission during the LTE study

Achievement of pMCS remission was observed in 45.1% of 
patients induced with filgotinib 200 mg and in 34.3% of pa-
tients induced with filgotinib 100 mg at maintenance baseline 
[Figure 4A]. The proportion of patients who were induced 
with filgotinib 200 mg in the induction study and achieved 
pMCS remission in the LTE study increased from 17.6% at 
week 2 to 45.1% at week 48, reaching the rates of remission 

Table 1. Demographic and clinical characteristics of patients with disease 

worsening at maintenance baseline.

Treatment sequence

[IND → MNT → LTE]

FIL200 →

PBO →

FIL200

FIL100 →

PBO →

FIL200

N = 51 N = 35

Age, years

Mean ± SD 42.6 ± 13.0 41.1 ± 15.9

Median [Q
1
–Q

3
] 42.0 [33.0–52.0] 38.0 [27.0–53.0]

Sex, female, n [%] 27 [52.9] 18 [51.4]

Participation in  

IND Study A, n [%]

23 [45.1] 15 [42.9]

Concomitant therapy, n [%]

Aminosalicylates

  Yes 37 [72.5] 28 [80.0]

  No 14 [27.5] 7 [20.0]

Systemically ab-

sorbed corticoster-

oids

  Yes 17 [33.3] 11 [31.4]

  No 34 [66.7] 24 [68.6]

Immunomodulators

  Yes 10 [19.6] 7 [20.0]

  No 41 [80.4] 28 [80.0]

pMCS status at MNT baseline

pMCS

Mean ± SD 1.7 ± 1.4 2.6 ± 1.8

Median [Q
1
–Q

3
] 2.0 [0.0–3.0] 2.0 [1.0–3.0]

pMCS response,a n [%]

  Yes 51 [100] 26 [74.3]

  No 0 9 [25.7]

pMCS remission,b n [%]

  Yes 23 [45.1] 12 [34.3]

  No 28 [54.9] 23 [65.7]

Percentages were calculated based on the number of patients in the 
SELECTIONLTE safety analysis set.
pMCS ranged from 0 to 9 and was defined as the sum of rectal bleeding, 
stool frequency, and physician global assessment subscores.
apMCS response was defined as a reduction of ≥2 points and ≥30% from 
induction baseline.
bpMCS remission was defined as achieving a pMCS of ≤1.
For use of systemic corticosteroids, only records with routes of oral, 
intravenous, and intramuscular were included.
FIL100, filgotinib 100 mg; FIL200, filgotinib 200 mg; IND, induction; 
LTE, long-term extension; MNT, maintenance; PBO, placebo; pMCS, 
partial Mayo Clinic Score; Q, quartile; SD, standard deviation.
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reported for maintenance baseline. Similarly, the proportion 
of patients who were induced with filgotinib 100 mg in the 
induction study and achieved pMCS remission in the LTE 
study increased from 11.4% at week 2 to 51.4% at week 48. 
Therefore, in the filgotinib 100 mg group, the rates of pMCS 
remission at week 48 in the LTE study exceeded those re-
ported for maintenance baseline.

More patients were found to have achieved pMCS remis-
sion with the alternative definition of remission than the 
original definition [Supplementary Figure 1A]. At mainten-
ance baseline, 66.7% of patients induced with filgotinib 200 
mg and 51.4% of patients induced with filgotinib 100 mg 
achieved pMCS remission. From week 2 to week 48, there 
was an increase in the proportion of patients achieving pMCS 
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worsening. The patient was censored from the analysis at the last visit. FIL100, filgotinib 100 mg; FIL200, filgotinib 200 mg; MNT, maintenance; PBO, 

placebo.
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remission in both groups [from 35.3 to 56.9% in the filgotinib 
200 mg group and from 28.6 to 65.7% in the filgotinib 100 
mg group].

3.6. Time to pMCS remission during the LTE study

The KM estimate of median time to pMCS remission was 23.6 
weeks [95% CI: 11.1–36.1] and 12.1 weeks [95% CI: 4.3–35.7]  
in the filgotinib 200 mg and filgotinib 100 mg groups, 

respectively [Figure 4B]. Within the period analysed, 70.6% 
of patients induced with filgotinib 200 mg achieved pMCS 
remission in at least one visit and 29.4% of this patient group 
did not achieve pMCS remission. Of the patients induced 
with filgotinib 100 mg, 82.9% achieved pMCS remission in 
at least one visit within the period analysed, and 17.1% did 
not.

The median time to pMCS remission using the alternative 
definition was estimated to be 4.4 weeks [95% CI: 2.6–12.1] 
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and 11.7 weeks [95% CI: 3.9–12.1] in the filgotinib 200 mg 
and filgotinib 100 mg groups, respectively [Supplementary 
Figure 1B]. Within the period analysed, 82.4% of patients 
induced with filgotinib 200 mg had achieved pMCS remis-
sion in at least one visit and 17.6% of this patient group had 
not achieved pMCS remission. Of the patients induced with 
filgotinib 100 mg, 88.6% had achieved pMCS remission in at 
least one visit within the period analysed, and 11.4% had not.

3.7. Analysis of predictors of achievement of 
pMCS remission upon re-treatment

In the univariate model, lack of concomitant use of cortico-
steroids at induction baseline [OR: 3.68; 95% CI: 1.49–9.10; 
p = 0.0048] was positively associated with pMCS remission at 
week 12 of re-treatment [Figure 5A]. In addition, pMCS remis-
sion [OR: 11.87; 95% CI: 4.07–34.66; p < 0.0001] at mainten-
ance baseline was positively associated with pMCS remission 
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at week 12 of re-treatment. An endoscopic subscore of at least 
1 [overall type III p = 0.0378] at maintenance baseline was 
negatively associated with pMCS remission at week 12. High 
albumin levels [OR: 8.37; 95% CI: 1.76–39.91; p = 0.0077]  
were positively associated with pMCS remission at week 12, 
whereas high faecal calprotectin levels and high platelet levels 
were not. In the multivariate model, lack of concomitant use 
of corticosteroids at induction baseline [OR: 3.48; 95% CI: 
1.13–10.72; p = 0.0294] and pMCS remission at mainten-
ance baseline [OR: 8.65; 95% CI: 2.55–29.38; p = 0.0005] 
were positively associated with pMCS remission at week 12 
of re-treatment [Figure 5B].

3.8. Safety endpoints

TEAEs were experienced by 78.4% of patients induced 
with filgotinib 200 mg and 80.0% of patients induced with 
filgotinib 100 mg [Table 2]. TEAEs related to filgotinib 
were reported in 15.7% of patients in the filgotinib 200 mg 
group and 25.7% of patients in the filgotinib 100 mg group. 
Few patients in either group experienced serious TEAEs 
(nine patients [17.6%] in the filgotinib 200 mg group and 
four patients [11.4%] in the filgotinib 100 mg group). In 
the filgotinib 200 mg group, the serious TEAEs reported 

were diabetes mellitus [n = 1], COVID-19 [n = 2], COVID-
19 pneumonia [n = 1], infective bursitis [n = 1], Meniere’s 
disease [n = 1], osteoarthritis [n = 1], sacroiliitis [n = 1], 
and UC [n = 3]. In the filgotinib 100 mg group, the serious 
TEAEs reported were adrenal insufficiency [n = 1], adrenal 
neoplasm [n = 2], cholelithiasis [n = 1], hypertension [n = 1], 
pelvic cyst [n = 1], and pneumonia [n = 1]. Overall, two ser-
ious TEAEs [adrenal insufficiency, adrenal neoplasm] were 
not resolved within the period analysed; both occurred in 
the filgotinib 100 mg group. Serious TEAEs considered re-
lated to filgotinib by the investigator were reported in two 
patients [3.9%] in the filgotinib 200 mg group [COVID-19, 
infective bursitis] and one patient [2.9%] in the filgotinib 
100 mg group [pneumonia]. Four patients [7.8%] in the 
filgotinib 200 mg group and eight patients [22.9%] in the 
filgotinib 100 mg group had TEAEs leading to temporary 
study drug discontinuation. In total, ten patients [19.6%] 
in the filgotinib 200 mg group and two patients [5.7%] in 
the filgotinib 100 mg group had TEAEs leading to prema-
ture study drug discontinuation. No TEAEs leading to death 
were reported. The number of AEs upon re-treatment in the 
LTE study was generally consistent with that reported for 
the SELECTION study.10

–10

Factor: category vs reference
A

B

Characteristic

History of pancolitis: yes vs no

Duration of disease
Treatment history

Biologic-naive: yes vs no

Concom. steroids at IND baseline: no vs yes

Actual treatment: FIL200 vs FIL100

Disease characteristic

Factor: category vs reference

Treatment history

Concom. steroids at IND baseline: no vs yes

Actual treatment: FIL200 vs FIL100

Disease characteristic

pMCS remission at MNT baseline: yes vs no

pMCS LTE baseline score

ES score at MNT baseline: 1 vs 0

ES score at MNT baseline: 3 vs 0

Albumin levels at MNT baseline: cont.

ES score at MNT baseline: 2 vs 0

3.48 [1.13–10.72]

0.48 [0.16–1.49]

8.65 [2.55–29.38]

0.81 [0.48–1.36]

0.20 [0.01–3.45]

2.16 [0.27–17.04]

0.21 [0.01–3.57]

0.11 [<0.01–1.98]

0.0294

0.2062

0.0005

0.4198

0.2675

0.4639

0.2779

0.1349

Biomarker

pMCS response at MNT baseline: yes vs no

pMCS remission at MNT baseline: yes vs no

pMCS LTE baseline score: cont.

ES score at MNT baseline: 1 vs 0a

ES score at MNT baseline: 2 vs 0a

ES score at MNT baseline: 3 vs 0a

Geboes histologic remission at week 10: yes vs no

Biomarker

Feacal calprotectin at MNT baseline: cont.
Albumin levels at MNT baseline: cont.

Haemoglobin levels at MNT baseline: cont.

Platelet levels at MNT baseline: cont.

OR [95% CI]

1.37 [0.56–3.32]

1.03 [0.96–1.10]

1.80 [0.75–4.32]

3.68 [1.49–9.10]

0.78 [0.33–1.88]

2.31 [0.47–11.32]

11.87 [4.07–34.66]

0.85 [0.56–1.28]

0.24 [0.02–2.50]

0.06 [<0.01–0.68]

0.09 [<0.01–0.90]

1.74 [0.67–4.47]

1.00 [1.00–1.00]
8.37 [1.76–39.91]

1.12 [0.90–1.39]

1.00 [1.00–1.01]

p value

OR [95% CI] p value

0.4917

0.4387

0.1852

0.0048

0.5834

0.3034

<0.0001

0.4337

0.2349

0.0230

0.0403

0.2529

0.4513
0.0077

0.3133

0.0785

0 10

OR [95% CI]
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–10 0 10

OR [95% CI]
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Figure 5. Factors assessed using [A] univariate and [B] multivariate analyses for their association with pMCS remission at week 12 of re-treatment. 
aThe overall type III p value is equal to 0.0378. CI, confidence interval; ES, endoscopic subscore; FIL100, filgotinib 100 mg; FIL200, filgotinib 200 mg; 

IND, induction; LTE, long-term extension; MNT, maintenance; OR, odds ratio; pMCS, partial Mayo Clinic Score.
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4. Discussion

Withdrawal and re-initiation of treatment might be neces-
sary for some patients with UC during their lifetime. This 
study is the first to assess withdrawal and re-treatment with 
filgotinib in a clinical setting; data from the SELECTION 
and SELECTIONLTE studies were used for the analyses. 
Specifically, the efficacy and safety of filgotinib 200 mg were 
assessed in induction [filgotinib 200 mg or filgotinib 100 mg] 
responders who experienced disease worsening following a 
period of treatment withdrawal [up to 47 weeks], and sub-
sequently re-initiated treatment with filgotinib 200 mg. 
Following re-treatment, a pMCS response was reinstated 
as early as week 2 of re-treatment in 62.0–62.9% of pa-
tients, regardless of their induction dose. Within 12 weeks of 
re-treatment, more than 80% of patients regained a pMCS 
response. The proportions of patients achieving a pMCS re-
sponse and remission generally increased throughout the 
48-week period analysed. Following 48 weeks of re-treatment, 
the proportions of patients in pMCS remission reached or ex-
ceeded the proportions at maintenance baseline. Re-treatment 
with filgotinib was well tolerated.

Withdrawing maintenance treatment may be neces-
sary to accommodate a variety of scenarios, including in-
fection, surgery, pregnancy, or comorbidities.4 Moreover, 
clinicians occasionally consider permanent withdrawal of 
treatment for patients who are in stable remission to avoid 
adverse effects and risks that may be associated with treat-
ment.4 However, high relapse rates have been reported after 

therapy withdrawal; for example, in prospective analyses of 
patients with IBD [e.g. the STORI cohort of patients with 
Crohn’s disease] and in clinical trials of patients with UC [e.g. 
OCTAVE SUSTAIN].11–13 In the 7-year follow-up study of the 
STORI cohort, only 21.6% of patients who were in remission 
following treatment with infliximab and immunomodulators 
did not restart biologic treatment and did not have a major 
complication following infliximab withdrawal.14 In our 
study, the median time to disease worsening upon treatment 
withdrawal was ~3.5 months [15.1 weeks] and 2.2 months 
[9.6 weeks] for patients induced with filgotinib 200 mg and 
filgotinib 100 mg, respectively, highlighting the importance 
of maintaining therapy. Together with previously published 
data, our findings support the need for continued treatment 
instead of intermittent therapy, when possible.12

This study showed that following treatment withdrawal, 
re-treatment with filgotinib 200 mg was efficacious in most 
[82.0–94.3%] patients following 12 weeks of re-treatment. 
The onset of pMCS response occurred as early as week 2 of 
re-treatment for both groups, and good disease control was 
then maintained over the course of 48 weeks in the LTE study. 
Within 4–5 weeks of re-treatment, 75% of patients achieved 
a pMCS response in both groups, indicating fast recovery of 
response. Following 48 weeks of re-treatment, the number of 
patients in pMCS remission was equal to [filgotinib 200 mg 
group] or exceeded [filgotinib 100 mg group] the number of 
patients in pMCS remission at maintenance baseline. Panes et 
al.12 reported that efficacy was achieved as early as 1 month 
after re-treatment with JAK inhibitors in patients with UC. 
Our findings suggest that efficacy may be restored even earlier 
than previously reported; however, careful consideration of 
study design and patient populations is needed when com-
paring efficacy among different studies of JAK inhibitors.

In our study, a higher rate of recapturing remission at week 12  
of re-treatment was reported for patients who had either 
achieved pMCS remission or endoscopic remission,10 or who 
had a good nutritional status [as indicated by serum albumin 
levels]15 at the time of treatment withdrawal, compared with 
other patients. Patients who were previously dependent on cor-
ticosteroids had a lower rate of regaining response compared 
with other patients, indicating that treatment withdrawal  
should be avoided in this patient subgroup, if possible.

Re-treatment with filgotinib 200 mg was well tolerated, with 
few TEAEs leading to temporary or premature discontinu-
ation of filgotinib. There were no new safety signals reported 
among re-treated patients, which is consistent with findings 
from the SELECTION study.10 Therefore, re-treatment with 
filgotinib may provide a suitable option for physicians and 
their patients when considering temporary discontinuation of 
therapy without the need to introduce a treatment with a dif-
ferent mode of action.

Patients in the filgotinib 100 mg group were re-induced 
with filgotinib 200 mg in SELECTIONLTE, which seemed to 
lead to a better initial pMCS response than those who did 
not change dose [filgotinib 200 mg group]; however, this is 
probably an artefact of dose escalation during re-treatment. 
Interpretation of this response is limited by the low numbers 
of patients in the re-treated subpopulation.

A further limitation to the low number of patients ana-
lysed herein is that these patients received open-label treat-
ment during the SELECTIONLTE study. Furthermore, the 
SELECTIONLTE study is ongoing; this was an interim ana-
lysis of the LTE data. Future work could evaluate the efficacy 

Table 2. Safety outcomes in patients re-treated with filgotinib 200 mg in 

the SELECTIONLTE study.

Treatment sequence

[IND → MNT → LTE]
FIL200 → 

PBO → 

FIL200

FIL100 → 

PBO → 

FIL200

N = 51 N = 35

TEAE, n [%] 40 [78.4] 28 [80.0]

  Grade 2 or higher 31 [60.8] 20 [57.1]

  Grade 3 or higher 10 [19.6] 5 [14.3]

TEAE related to study drug, n [%] 8 [15.7] 9 [25.7]

Serious TEAE, n [%]a 9 [17.6] 4 [11.4]

Serious TEAE related to study 
drug, n [%]

2 [3.9] 1 [2.9]

TEAE leading to temporary inter-
ruption of study drug, n [%]

4 [7.8] 8 [22.9]

TEAE leading to premature dis-
continuation of study drug, n [%]

10 [19.6] 2 [5.7]

Serious TEAE leading to death, n [%] 0 [0] 0 [0]

A TEAE was defined as any AE with an onset date on or after the study 
drug start date in the LTE study and no later than 30 days after permanent 
discontinuation of the study drug, or as any AE leading to premature 
discontinuation of the study drug.
aIn the filgotinib 200 mg group, the serious TEAEs reported were diabetes 
mellitus [n = 1], COVID-19 [n = 2], COVID-19 pneumonia [n = 1], 
infective bursitis [n = 1], Meniere’s disease [n = 1], osteoarthritis [n = 1], 
sacroiliitis [n = 1], and UC [n = 3]. In the filgotinib 100 mg group, the 
serious TEAEs reported were adrenal insufficiency [n = 1], adrenal 
neoplasm [n = 2], cholelithiasis [n = 1], hypertension [n = 1], pelvic cyst 
[n = 1], and pneumonia [n = 1].
AE, adverse event; FIL100, filgotinib 100 mg; FIL200, filgotinib 200 mg; 
IND, induction; LTE, long-term extension; MNT, maintenance; PBO, 
placebo; TEAE, treatment-emergent adverse event.
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and safety of re-treatment with filgotinib 200 mg during a 
longer follow-up period than in the current analysis.

In conclusion, rates of pMCS response and remission with 
filgotinib 200 mg after initial treatment were similar to those 
after re-treatment following a withdrawal period. Furthermore, 
re-treatment with filgotinib 200 mg was well tolerated. 
Collectively, these post hoc analyses indicate that re-treatment 
with filgotinib 200 mg is an effective and viable therapy 
option for patients who need to temporarily discontinue  
UC treatment.
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