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Abstract

Background: In patients with mesalazine-refractory ulcerative colitis, systemic corticosteroids are the treatment of
choice.

Objective: To evaluate the efficacy and safety of prolonged release budesonide granules for the induction of
remission in patients with mesalazine-refractory ulcerative colitis.

Methods: Patients with mesalazine-refractory ulcerative colitis discontinued mesalazine at baseline and received 9 mg
prolonged release budesonide granules daily for 8 weeks in this open-label, phase lla study, followed by a 2-week follow-
up phase wherein patients continued treatment on alternate days (EudraCT number 2014-005635-14; ClinicalTrials.gov
identifier NCT02550418). The primary endpoint was clinical remission (Clinical Activity Index <4; stool frequency <18 per
week; absence of rectal bleeding) at Week 8. Secondary endpoints included clinical, endoscopic and histological
measures of disease at Week 8. A post hoc analysis assessed histo-endoscopic mucosal healing. Treatment-emergent
adverse events and morning cortisol levels were assessed throughout the treatment and follow-up phases.

Results: A total of 61 patients were included in the intention-to-treat population; 50 were included in the follow-up
analysis set. Clinical remission was achieved in 29 patients (47.5%; 95% confidence interval: 34.6-60.7%) by Week 8.
Mean stool and bloody stool frequency decreased significantly from 32.5 to 22.9 per week (p<0.0001) and from 17.6
to 8.1 per week (p<0.0001), respectively. Rates of mucosal healing, endoscopic remission and histological remission
were 58.0%, 54.0% and 36.0%, respectively. Histo-endoscopic mucosal healing was achieved by 34.0% of patients.
Twenty-four patients (39.3%) experienced treatment-emergent adverse events, of which gastrointestinal disorders
(16.4%) were the most common. Mean morning cortisol levels were not significantly suppressed by Week 8.
Conclusions: Treatment with prolonged release budesonide granules for 8 weeks was associated with clinical,
endoscopic and histological remission and demonstrated a favourable safety profile in patients with mesalazine-
refractory ulcerative colitis. These results warrant further investigation into the potential of prolonged release
budesonide granules as an alternative treatment for this patient population.
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Key summary

Current knowledge

e In patients with ulcerative colitis who are intolerant or refractory to mesalazine, systemic corticosteroids
are an effective second-line treatment option, but are associated with well-characterised toxicities

e Topical corticosteroids such as budesonide have a broad-spectrum action profile, limited systemic
bioavailability and less toxicity compared with systemic corticosteroids

e The current oral formulation with topical corticosteroids may have a suboptimal pH profile for drug release

e There is a medical need for a topical corticosteroid treatment with a favourable safety profile and an
optimised drug release mechanism as an alternative to systemic corticosteroids for patients with

mesalazine-refractory ulcerative colitis

What is new?

e In this phase Ila study, a novel oral formulation of budesonide granules with a gastro-resistant prolonged
release profile was used to target colonic inflammation

e The novel budesonide formulation was associated with clinical, endoscopic and histological remission in a
substantial proportion of patients with mesalazine-refractory ulcerative colitis, with a consistent drug

effect throughout the colon

e The safety profile of prolonged release budesonide was favourable with minimal systemic corticosteroid-

associated toxicities

e These study results warrant further investigation in larger, randomised, controlled clinical studies in patients

with mesalazine-refractory ulcerative colitis

Introduction

Ulcerative colitis (UC) is a chronic relapsing/remitting
inflammatory bowel disease characterised by the hall-
mark symptom of bloody diarrhoea due to diffuse
inflammation of the colon and rectal mucosa.'

Rectal and oral mesalazine (5-aminosalicylic acid)
preparations serve as first-line therapy for active
mild-to-moderate UC. For patients intolerant or
refractory to mesalazine, systemic corticosteroids,
such as prednisolone or equivalents, are an effective
second-line treatment option, but their use is limited
owing to their well-characterised adverse effects (e.g.
Cushing’s syndrome, osteoporosis, osteonecrosis,
hypertension, diabetes mellitus, cataract and depres-
sion).>® Therefore, there is an unmet medical need
for novel treatments with a manageable safety profile
for patients with mesalazine-refractory UC.

Oral budesonide is a topically active synthetic glu-
cocorticosteroid with a broad-spectrum action pro-
file, limited systemic bioavailability and less
corticosteroid-associated toxicities than other corti-
costeroids.*> Different release formulations of bude-
sonide have been optimised for distinct disease
patterns of inflammatory bowel diseases, but budeso-
nide MMX® (Multi-Matrix System; a colonic release
system) is currently the only approved oral budeso-
nide formulation for the treatment of mild-to-
moderate UC.®® Budesonide MMX® is released at
pH >7.° which may not be optimal as some healthy

subjects may not reach pH 7 in the distal small intes-
tine.'®!!" Furthermore, the duration of time the pH is
>7 during colon passage is significantly shorter in
patients with UC compared with healthy subjects
(0.3 h versus 9.3 h, respectively; p =0.005),'> meaning
that patients with UC are at risk of suboptimal
release of active budesonide.

Accordingly, a novel oral budesonide formulation
with a gastro-resistant prolonged release profile start-
ing at pH 6 was developed to target colonic inflamma-
tion in patients with UC who have reduced pH values.
The drug release mechanism of this novel formulation
comprises a solid capsule with a multiparticulate drug
delivery system (prolonged release budesonide gran-
ules) that facilitates the homogeneous distribution of
the drug throughout the colon (Supplementary Figure
1A and B). In Supplementary Figure 2, budesonide
plasma profiles for prolonged release budesonide gran-
ules and budesonide gastro-resistant capsules
(Budenofalk® 3 mg) are included, the latter serving as
an oral reference formulation. The prolonged release
budesonide granules show a flat plasma profile with
late t.x consistent with the desired prolonged release
in the colon accompanied with only limited systemic
absorption.

Here, we present an open-label, proof-of-concept,
phase Ila study of a novel oral formulation of budeso-
nide, as an alternative to systemic corticosteroids, to
target colonic regions for the topical treatment of
patients with mesalazine-refractory UC.
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Methods

Study design

This was an open-label, multicentre, proof-of-concept
phase I1a study (TOPICAL-1; EudraCT number 2014-
005635-14; ClinicalTrials.gov identifier NCT02550418)
conducted between October 2015 and January 2017 at
12 sites in Germany (2), Hungary (4), Latvia (4) and
Lithuania (2) (Supplementary Table 1). The study com-
prised a screening phase of 7-10 days prior to an 8-
week, open-label treatment phase, followed by a 2-
week follow-up (FU) phase to taper the study drug.
Study visits took place at screening (Week —2 to —1),
baseline (Week 0) and Weeks 2, 4, 6 and 8 (or with-
drawal visit, if earlier). At the screening and Week
8 wvisits, an endoscopy was performed and the
Endoscopic Index (EI) score, Histological Index (HI)
score and modified Disease Activity Index (mDAI)
subscore were calculated. The last study visit occurred
at Week 10 after the 2-week FU phase for tapering of
study drug and safety assessments. This study was con-
ducted in accordance with guidelines from the
European Medicines Agency for the development of
new medicinal products for the treatment of UC."”

Ethics

The study was conducted in accordance with the prin-
ciples of Good Clinical Practice, the 1975 Declaration
of Helsinki, and all applicable national laws and regu-
lations, following approval by competent authorities
and independent ethics committees for all participating
centres (Supplementary Table 2). Prior to study initia-
tion, written informed consent was obtained from all
patients and relevant study data were recorded and
analysed pseudonymously.

Eligibility

Patients aged 18-75 years were eligible to take part in
the study if they had endoscopically and histologically
confirmed active UC, with a Clinical Activity Index
(CAI) >4 or <12 and EI >4, and if the extent of disease
was >15 cm above the anus and if the patient had
demonstrated an insufficient response or intolerance
to treatment with mesalazine (previous or current). It
was at the discretion of each investigator to determine
whether a patient had experienced an insufficient
response or intolerance to treatment with mesalazine
(previous or current; oral and/or rectal). Key exclusion
criteria were Crohn’s disease, other forms of colitis,
cocliac disease, malabsorption syndromes, infections
causing bowel disease, abnormal renal and liver func-
tion, continuous therapy with CYP3A inducers or
inhibitors within 3 weeks prior to baseline, and

treatment with immunosuppressants, tumour necrosis
factor-o antagonists or anti-integrin therapy within 3
months prior to baseline and/or corticosteroids (oral,
inhalative, intravenous or rectal) within 4 weeks prior
to baseline.

Study drug and concomitant medication

Patients received one capsule containing 9 mg budeso-
nide gastro-resistant prolonged release granules (pro-
vided by Dr Falk Pharma GmbH, Freiburg,
Germany) each day for 8 weeks. During this treatment
phase, the use of other corticosteroids, immunosup-
pressants, antidiarrhoeals or antibiotics (except for up
to a 7-day course for conditions unrelated to UC) was
not permitted. To ensure that prolonged release bude-
sonide granules could be studied without needing to
consider the synergistic anti-inflammatory effects of
concomitant mesalazine, any mesalazine-containing
or -releasing drugs were discontinued at baseline and
prohibited during the initial 8-week treatment phase.
The 8-week treatment phase was followed by a
2-week FU, wherein patients received one 9 mg bude-
sonide gastro-resistant prolonged release capsule on
alternate days.

Study endpoints

Primary endpoint. The primary efficacy endpoint was
clinical remission (defined as CAI <4, with stool fre-
quency <18 per week and absence of rectal bleeding) at
Week 8. CAI was calculated as the sum of the scores of
seven variables (number of weekly stools, bloody
stools, abdominal pain, general wellbeing, body tem-
perature, extra-intestinal manifestations and erythro-
cyte sedimentation rate/haemoglobin; Supplementary
Table 3)."* The scores for number of weekly stools,
bloody stools, abdominal pain and general wellbeing
were based on data collected in the patient’s daily
diary during the 7 days preceding a study visit. A sub-
group analysis of the primary endpoint stratified by
localisation of disease (proctosigmoiditis, left-sided or
sub-total colitis) was also conducted.

Secondary endpoints. Secondary efficacy endpoints
included the following: clinical improvement (defined
as a CAI decrease of >3 from baseline to Week 8);
change in CAI score from baseline to Week 8; clinical
remission (defined as an mDAI stool frequency sub-
score of <1 and a rectal bleeding subscore of 0 at
Week 8; Supplementary Table 4); change in number
of stools and bloody stools per week from baseline to
Week 8; time to first resolution of clinical symptoms
(defined as the first day of >3 consecutive days with
either <3 stools per day, no bloody stools or <3 stools
per day without blood); endoscopic improvement
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(defined as an EI score decrease of >1 from baseline to
Week 8); endoscopic remission (defined as an EI score
of <4; Supplementary Table 5);'* mucosal healing
(defined as an mDAI mucosal appearance subscore of
<1 point, if associated with a decrease of >1 point
from baseline; any mucosal friability was scored using
a mucosal appearance subscore of >2);'*!> mucosal
improvement (defined as a decrease in the mDAI
mucosal appearance subscore of >1) at Week 8; com-
bined clinical and endoscopic remission (defined as an
mDALI stool frequency subscore and mucosal appear-
ance subscore of <1 and an mDATI rectal bleeding sub-
score of 0); combined clinical and endoscopic remission
using a strict definition according to a recent study
(defined as an mDALI total score of <2 with mDAI
stool frequency and rectal bleeding subscores of 0,
and mDAI mucosal appearance subscores and mDAI
physician’s rating of disease activity subscores of <1);®
histological remission (defined as an HI of <1, which
signifies a complete absence of neutrophils in the
lamina propria and epithelium, no crypt abscesses, no
mucin depletion, normal surface epithelial integrity, no
or mild round cells in the lamina propria or epithelium,
mild-to-moderate crypt architectural irregularities and
no erosions or ulcers; Supplementary Table 6); histo-
logical improvement (defined as a decreased HI of >1
from baseline scores of 2, 3 or 4 at Week 8)'® and
change in the number of patients with faecal calprotec-
tin <50 pg/g and between >50 to <250 pg/g from base-
line to Week 8. Subgroup analyses of mucosal healing
and histological remission stratified by localisation of
disease (proctosigmoiditis, left-sided or subtotal/total
colitis) were also conducted.

Post hoc analyses. Owing to an updated definition of
mucosal healing by the US Food and Drug
Administration (FDA),"” requiring a histological and
visual assessment of the mucosa, a post hoc analysis
was conducted to assess histo-endoscopic mucosal
healing (defined as an mDAI mucosal appearance
score and an HI score of <1) at Week 8.

Safety. For safety analyses, treatment-emergent
adverse events (TEAEs), as defined by MedDRA
v19.1, and mean morning cortisol levels were recorded
throughout the treatment and FU phases.

Statistical analysis

Primary efficacy and secondary efficacy endpoints were
analysed by descriptive statistics of the intention-
to-treat (ITT) population. The ITT population com-
prised all patients who received at least one dose of
study drug. The FU analysis set comprised all patients
who received at least one dose of study drug during the

FU phase and had at least one FU value for the safety
endpoints to be analysed. The safety analysis set (SAF)
comprised all patients who received at least one dose of
study drug and had at least one FU value for the safety
variables to be analysed. The SAF was used for all
analyses of safety parameters. The sample size calcula-
tion assumed a primary endpoint clinical remission rate
of 40% based on a recent study.'® The two-sided 95%
confidence interval (CI) for the remission rate has a
width of 25% if 60 patients were evaluated. Clinical
endpoints and morning cortisol levels were analysed
using last observation carried forward.

Results

Study population

Overall, 66 patients were screened, and 61 patients
received prolonged release budesonide granules and
were included in the ITT population and the SAF.
Fifty patients qualified for inclusion in the FU analysis
set (Figure 1).

Patient demographics and baseline characteristics
are summarised in Table 1. Most patients (n=159,
96.7%) had an insufficient response or intolerance to
treatment with mesalazine (previous or current) prior
to baseline as determined by the investigators. The
median duration of mesalazine treatment prior to base-
line was 57.5 days (interquartile range (IQR): 28.0,
139.0). During this treatment, patients received a
median maximum oral daily dose of 3.0 g (IQR: 2.4,
3.5) and 10 patients received rectal mesalazine treat-
ment with a median maximum daily dose of 2.5 g
(IQR: 1.0, 4.0).

Treatment compliance

Overall, 60/61 patients (98.4%) administered >80% of
the study drug during the treatment phase, which cor-
responded to a mean compliance rate of 97.9%. During
the FU phase, 48/50 patients (96.0%) administered
>80% of the study drug, which corresponded to a
mean compliance rate of 116.3%.

Primary efficacy endpoint

The primary efficacy endpoint of clinical remission
(defined as CAI <4, with stool frequency <18 per
week and absence of rectal bleeding) was achieved by
29/61 patients (47.5%; 95% ClL: 34.6-60.7%)
(Figure 2). In subgroup analyses of the primary efficacy
endpoint, clinical remission rates were greater in
patients with subtotal/total colitis (62.5%) compared
with patients with proctosigmoiditis (45.9%) or left-
sided colitis (43.8%). The primary efficacy endpoint
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Screened Excluded (n=5)
(N=66) * Violation of inclusion/exclusion
criteria (n=4)
v « Withdrawal of informed
FU analysis set — ITT population consent (n=1)
(n=50)% (n=61)
Discontinued the study (n=12)
il e Lack of efficacy (n=9)

Completed the treatment phase
(n=49)

¢ Intolerable TEAEs (n=2)

e Lack of patient co-operation (n=1)

Figure 1. Patient disposition.

*The FU analysis set comprised all patients who received at least one dose of study drug during the FU phase and had at least
one FU value for the safety endpoints to be analysed. Patients were not required to complete the treatment phase of the study

to be included in the FU analysis set.

FU: follow-up; ITT: intention-to-treat; TEAE: treatment-emergent adverse event.

Table 1. Patient demographics and baseline characteristics (ITT population).

Total (N=61)

Female, n (%) 29 (47.5)
Age (years), mean (SD) 42.2 (14.5)
BMI (kg/m?), mean (SD) 24.3 (3.9)
Smoking status, n (%)

Current 3 (4.9)

Former 11 (18.0)

Never 47 (77.0)
Duration of UC (years), median (IQR) 3.3 (1.6, 7.2)
Time since first symptoms (years), median (IQR) 3.3 (2.1, 7.2)
Course of disease, n (%)

Continuous 7 (11.5)

Recurrent 54 (88.5)
Previous episodes of UC?, n (%)

>1 per month 2/54 (3.7)

1 every 6 months 13/54 (24.1)

1 every 6-12 months 25/54 (46.3)

<1 per year 14/54 (25.9)
Duration of current acute episode (months), median (IQR) 2 (1.2, 3.7)
Localisation of disease, n (%)

Proctosigmoiditis 37 (60.7)

Left-sided colitis 16 (26.2)

Subtotal/total colitis 8 (13.1)
Length of lesion above the anus (cm), median (IQR) 40 (25, 55)
Stools per week, mean (SD) 32.5 (17.1)
Bloody stools per week, mean (SD) 17.6 (14.9)
CAl, mean (SD) 7.6 (1.8)

Faecal calprotectin (ug/g), median (IQR)
Concomitant medication, n (%)

314 (119.5, 781.5)
40 (65.6)

@Only patients with recurrent UC.

BMI: body mass index; CAl: Clinical Activity Index; IQR: interquartile range; ITT: intention-to-treat; SD: standard deviation; UC: ulcerative colitis.

was achieved by 15/33 patients with mild disease activ-
ity (CAI <7 at baseline; 45.5%; 95% CI: 28.1-63.7%)
and by 14/28 patients with moderate disease activity was achieved by 37/61 patients (60.7%

(CAI >7 at baseline; 50.0%; 95% CI: 30.7-69.4%).

Secondary endpoints and post hoc analyses

Clinical assessments. By Week 8, clinical improvement

) and clinical
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100%

80%

60%

47.5

40%

20%

Clinical remission® (%)

0% -1
0 2 4 6 8
(Baseline)

Figure 2. Primary endpoint: clinical remission.

“Defined as CAl <4, with stool frequency <18 per week and
absence of rectal bleeding. Analysed using last observation
carried forward.

CAl: Clinical Activity Index.

remission (defined as mDALI stool frequency subscore
of <1 and rectal bleeding subscore of 0 at Week 8) was
achieved by 35/61 patients (57.4%) (Table 2). Mean
CAI score, stools per week and bloody stools per
week significantly decreased from baseline to Week
8 (p<0.0001; Table 2). The median time to first resolu-
tion of symptoms (defined as the first day of at least >3
consecutive days with either <3 stools per day, no
bloody stools per day or <3 stools per day without
blood) was 5 days, 21 days and 31 days, respectively.
Mean mDALI score significantly decreased from base-
line to Week 8 (p<0.0001; Table 3).

Endoscopic assessments. By Week 8, endoscopic
improvement was achieved by 33/50 patients (66.0%)
and endoscopic remission was achieved by 27/50
patients (54.0%) (Table 2). Mean EI score significantly
decreased from baseline to Week 8 (p<0.0001; Table 3).
Mucosal healing (defined as an mDAI mucosal appear-
ance subscore of <1 point, if associated with a decrease
of >1 point from baseline) was achieved by 29/50
patients (58.0%) at Week 8. In a subgroup analysis,
rates of mucosal healing were greater in patients with
subtotal/total colitis (83.3%) than in patients with
proctosigmoiditis (55.2%) or left-sided colitis (53.3%:;
Table 4).

Combined clinical and endoscopic remission was
achieved by 28/50 patients (56.0%) and combined clin-
ical and endoscopic remission using a strict definition
was achieved by 10/50 patients (20.0%) by Week 8.

Histological assessments. Mean HI score significantly
decreased from baseline to Week 8 (p<0.0001;
Table 3). Histological improvement was achieved by
25/50 patients (50.0%). Histological remission

(including a complete absence of neutrophils in the
lamina propria and epithelium, no crypt abscesses, no
mucin depletion, normal surface epithelial integrity, no
or mild round cells in the lamina propria or epithelium,
mild-to-moderate crypt architectural irregularities and
no erosions or ulcers) was achieved by 18/50 patients
(36.0%) at Week 8 (Table 2). In a subgroup analysis,
rates of histological remission were greater in patients
with subtotal/total colitis (50.0%) than in patients with
proctosigmoiditis (37.9%) or left-sided colitis (26.7%;
Table 4).

Recently updated FDA guidance states that both a
visual assessment of mucosal appearance and a histo-
logical assessment are required.17 Therefore, we con-
ducted a post hoc analysis of histo-endoscopic
mucosal healing, which was achieved by 17/50 patients
(34.0%).

Faecal calprotectin  assessment. The proportion of
patients with faecal calprotectin levels of >50 to
<250 pg/g or >250 pg/g decreased from 17/61 patients
(27.9%) and 35/61 patients (57.4%) at baseline to 11/50
patients (22.0%) and 24/50 patients (48.0%) at Week 8§,
respectively. The proportion of patients with faecal cal-
protectin levels of <50ug/g increased from 8/61
patients (13.1%) at baseline to 14/50 patients (28.0%)
at Week 8.

Safety

Overall, 24 patients (39.3%) experienced a total of 40
TEAEs during the 8-week open-label treatment phase.
The most common TEAEs were a flare of the underly-
ing disease (UC) (n=38, 13.1%), headache (n=4,
6.6%), large intestinal polyp (n =2, 3.3%) and respira-
tory tract infection (n=2, 3.3%). One patient experi-
enced a serious TEAE (increased activity of UC),
which was deemed non-drug related by the investiga-
tor. Seven patients (11.5%) experienced drug-related
TEAEs (eosinophil count increased, eosinophilia,
headache, large intestinal polyp (recorded by the inves-
tigator as ‘polypoid changes in the colon mucosa’),
nausea, neutropenia and oral mucosal erythema).
TEAEs led to treatment discontinuation in eight
patients (13.1%), of which aggravation of UC was
the most common (7= 06, 9.8%).

During the FU phase, two patients experienced four
TEAESs (appendicitis, peritonitis, rash and renal cysts).
One patient experienced a serious TEAE (appendicitis)
during the FU phase, which was deemed non-drug
related by the investigator. One TEAE (rash) was
assessed as drug related by the investigator and study
sponsor.

Mean (standard deviation) morning cortisol levels
remained stable with 11.5 pg/dL (4.5 pg/dL) at baseline
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Table 2. Clinical, endoscopic and histological endpoints (ITT population).

Total 95% ClI

Clinical (n=61)?

Clinical remission, n (%)° 35 (57.4) 44.1-70.0

Clinical improvement, n (%)° 37 (60.7) 47.3-72.9
CIA score, mean

Baseline 7.6 7.1-8.1

Week 8 3.7 2.9-4.6
Stools per week, mean

Baseline 32,5 28.1-36.9

Week 8 22.9* 18.3-27.5
Bloody stools per week, mean

Baseline 17.6 13.8-21.4

Week 8 8.1* 4.6-11.5
Median days to first of >3 consecutive days each with:

<3 stools per day 5 0-9.0

No bloody stools per day 21 10.0-35.0

<3 stools per day, all without blood 31 20.0-49.0
Endoscopic (n=50), n (%)

Endoscopic improvement? 33 (66.0) 51.2-78.8

Endoscopic remission® 27 (54.0) 39.3-68.2

Mucosal healing' 29 (58.0) 43.2-71.8

Combined clinical and endoscopic remission® 28 (56.0) 41.3-70.0

Combined clinical and endoscopic remission using a strict definition" 10 (20.0) 10.7-35.7
Histological (n=50), n (%)

Histological remission’ 18 (36.0) 22.9-50.8

Histological improvement’ 25 (50.0) 35.5-64.5

Histo-endoscopic mucosal healingk 17 (34.0) 21.2-48.8

*p<0.0001.

“Analysed using LOCF.

PDefined as mDAI stool frequency subscore of <1 and rectal bleeding subscore of 0 at Week 8.

‘Defined as CAl decrease of >3 from baseline to final in-treatment visit.

9Defined as a decrease of >1 point in El score from baseline.

Defined as an El score of <4.

fDefined as an mDAI mucosal appearance subscore of <1 point, if associated with a decrease of >1 point from baseline.

8Defined as an mDAI stool frequency subscore and mucosal appearance subscore of <1 and an mDAI rectal bleeding subscore of 0.

PDefined as an mDAI total score of <2 with mDAI stool frequency and rectal bleeding subscores of 0, and mDAI mucosal appearance subscores
and mDAI physician’s rating of disease activity subscores of <1.

'Defined as an HI of <1, which signifies a complete absence of neutrophils in the lamina propria and epithelium, no crypt abscesses, no mucin
depletion, normal surface epithelial integrity, no or mild round cells in the lamina propria or epithelium, mild-to-moderate crypt architectural
irregularities and no erosions or ulcers.

IDefined as a decreased HI of >1 from baseline scores of 2, 3 or 4 by Week 8. No sufficient biopsies were obtained for the transverse colon,
ascending colon and coecum.

“This was a post hoc analysis to assess histo-endoscopic mucosal healing (defined as an mDAI mucosal appearance score and an Hl score
of <1).t7

CAl: Clinical Activity Index; Cl: confidence interval; El: Endoscopic Index; HI: Histology Index; ITT: intention-to-treat; LOCF: last observation carried
forward; mDAI: modified Disease Activity Index.

and 11.2 pg/dL (4.4 pg/dL) at Week 8, with few patients
deviating from the normal range (6.2-18.0ug/dL;
Table 5). During the FU phase, mean morning cortisol
levels remained within the normal range.

Table 3. mDAI, El and HI scores.

Week 8
(end of treatment
Baseline phase)

mDAI total score, mean (SD) 6.8 (1.8) 3.6 (2.7)*
El score, mean (SD) 7.0 (2.2) 3.9 (3.6)*
HI score, mean (SD) 2.5(0.9) 2.0 (0.9)*

Discussion

*p<0.0001.
El: Endoscopic Index; HI: Histological Index; mDAI: modified Disease
Activity Index; SD: standard deviation.

There is currently a medical need for a topical cortico-
steroid treatment with a favourable safety profile
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Table 4. Subgroup analysis of clinical remission, mucosal healing and histological remission stratified by localisation of disease
(ITT population).

n/N (%) Total 95% ClI
Clinical remission® at Week 8 in patients with:
Proctosigmoiditisb 17/37 (45.9) 29.5-63.1
Left-sided colitis® 7/16 (43.8) 19.8-70.1
Subtotal/total colitis® 5/8 (62.5) 24.5-91.5
Mucosal healing® at Week 8 in patients with:
Proctosigmoiditisb 16/29 (55.2) 35.7-73.6
Left-sided colitis® 8/15 (53.3) 26.6-78.7
Subtotal/total colitis® 5/6 (83.3) 35.9-99.6
Histological remission’ at Week 8 in patients with:
Proctosigmoiditisb 11/29 (37.9) 20.7-57.7
Left-sided colitis® 4/15 (26.7) 7.8-55.1
Subtotal/total colitis® 3/6 (50.0) 11.8-88.2

“Defined as CAl <4, with stool frequency <18 per week and absence of rectal bleeding. Analysed using last observation carried forward.
PInflammation up to sigmoid colon.

‘Inflammation up to descending colon (excluding proctosigmoiditis).

dInflammation seen at least up to transverse colon.

“Defined as an mDAI mucosal appearance subscore of <1 point, if associated with a decrease of >1 point from baseline; any mucosal friability
was scored using a mucosal appearance subscore of >2.

"Defined as an HI of <1, which signifies a complete absence of neutrophils in the lamina propria and epithelium, no crypt abscesses, no mucin
depletion, normal surface epithelial integrity, no or mild round cells in the lamina propria or epithelium, mild-to-moderate crypt architectural

irregularities and no erosions or ulcers.

CAl: Clinical Activity Index; Cl: confidence interval; HI: Histological Index;

Table 5. Cortisol levels.

ITT: intention-to-treat; mDAI: modified Disease Activity Index.

Week 82 Week 10°
Baseline (end of treatment phase) (end of FU phase)
Morning cortisol levels (ug/dL), mean (SD) 11.5 (4.5) 11.2 (4.4) 10.0 (4.8)

Deviation from normal range, n/N (%)
Morning cortisol levels within normal range
Morning cortisol levels below normal range
Morning cortisol levels above normal range

5/61 (8.2)
6/61 (9.8)

50/61 (82.0)

52/61 (85.2)
6/61 (9.8)
3/61 (4.9)

37/50 (74.0)
10/50 (20.0)
3/50 (6.0)

“Assessed using the SAF and LOCF.
PAssessed using the FU analysis set.
“Defined as 6.2-18.0 pg/dL.

FU: follow-up; LOCF: last observation carried forward; SAF: safety analysis set; SD: standard deviation.

and an optimised drug release mechanism for patients
with mesalazine-refractory mild-to-moderate UC.
Budesonide MMX® is a topical corticosteroid that
has fewer corticosteroid-associated toxicities compared
with systemic corticosteroids but has a pH profile that
may be suboptimal for drug release in patients with
UC. Therefore, we investigated the efficacy and safety
of a novel oral formulation of budesonide granules
with a gastro-resistant prolonged release profile for
the topical treatment of patients with mesalazine-
refractory UC.

In this open-label study, prolonged release budeso-
nide granules showed a consistent drug effect

throughout the colon and was associated with clinical,
endoscopic and histological remission in a substantial
number of patients with mesalazine-refractory UC.
The primary endpoint clinical remission rate of
47.5% demonstrated herein is largely consistent with
a prior randomised controlled study, in which patients
with active mild-to-moderate UC received 3 g/day
mesalazine or 9 mg/day budesonide.'® In that study,
mesalazine was superior to budesonide, yet clinical
remission was also attained under budesonide in a
high proportion of patients (ITT: 39.5%) using the
same primary efficacy endpoint (CAI score <4,
with subscores for stool frequency and rectal bleeding
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of 0) used in our study.'® Notably, the budesonide for-
mulation used in that study was designed for drug
release in the terminal ileum, and hence was not opti-
mised for use in UC. Moreover, the study population
in our study was refractory to mesalazine, thus patients
may have had a more recalcitrant disease pattern. The
difference in clinical remission rates between our study
and the prior study may be attributed to the optimised
colonic release of budesonide granules.

The combined clinical and endoscopic remission
rate, using a strict definition, demonstrated in our
open-label phase Ila study was 20.0%. In a recent
randomised controlled phase III study of budesonide
MMX® versus placebo in patients with UC, the com-
bined clinical and endoscopic remission rate was
13.0%.% In that study, patients were permitted to
receive concomitant oral mesalazine >2.4g/day
during the 8-week treatment phase whereas, in our
study, mesalazine was prohibited. Therefore, our
study provides unique insight into the treatment
effect of prolonged release budesonide granules alone,
without needing to consider the synergistic anti-
inflammatory effects of concomitant mesalazine.
Additional strengths of our study are that we used an
established dosing regimen, and objective assessments
and measured faecal calprotectin levels to investigate
the efficacy and safety of prolonged release budesonide.
Our study also included a post hoc analysis of histo-
endoscopic mucosal healing that was achieved by 17/50
patients (34.0%). Histo-endoscopic mucosal healing is
currently regarded by the research community'®>? and
regulatory bodies'™!” to be the most complete method
of assessing mucosal healing.**

Prolonged release budesonide granules demonstrat-
ed a favourable safety profile with minimal systemic
corticosteroid-associated toxicities. The most common
TEAE was a flare of the underlying disease (UC), likely
caused by lack of efficacy in this difficult-to-treat
patient population. Few patients experienced TEAEs
during FU, suggesting that tapering the dose of bude-
sonide granules is associated with a favourable safety
profile. Mean morning cortisol levels remained stable
within the normal range during the treatment and FU
phases, meaning that a clinically significant suppression
of the hypothalamic—pituitary—adrenal axis function
was not detected. Therefore, a FU phase for tapering
of prolonged release budesonide granules may not be
required.

This study was limited by its open-label design and
the absence of a control group, which confounded our
ability to compare the efficacy and safety of prolonged
release budesonide with other treatments for this
patient population. The sample size of 61 patients
was relatively small and only included patients from
four European countries. The mean treatment

compliance rate during the FU phase was above
100% (116.3%) because some patients continued to
administer one capsule per day during the FU phase
instead of one capsule every other day as outlined in
the study protocol.

In conclusion, 8-week treatment with prolonged
release budesonide granules in the absence of concom-
itant mesalazine was associated with clinical, endoscop-
ic and histological remission in patients with UC who
were intolerant or refractory to mesalazine. These
study results warrant further investigation of pro-
longed release budesonide in larger and randomised
controlled clinical studies.

Acknowledgements

Medical writing support was provided by Matthew Reynolds
from OPEN Health Medical Communications, London,
United Kingdom, funded by Dr Falk Pharma GmbH.

Declaration of conflicting interests

The author(s) declared the following potential conflicts of
interest with respect to the research, authorship, and/or pub-
lication of this article: KF reports receiving personal fees
related to this submitted work for his participation as a prin-
cipal investigator and for travel expenses from Dr Falk
Pharma GmbH. IS, IR, JD and LJ report no conflicts of
interest. SW reports her employment at Dr Falk Pharma
GmbH. TN and RG report their employment at Dr Falk
Pharma GmbH and have a patent pending (EP18190638)
that is relevant to the submitted work.

Funding

The authors disclosed receipt of the following financial sup-
port for the research, authorship, and/or publication of this
article: The study was supported by Dr Falk Pharma GmbH.

Ethics approval

The study was approved by competent authorities and inde-
pendent ethics committees for all participating centres.

Informed consent

Prior to study initiation, written informed consent was
obtained from all patients and relevant study data were
recorded and analysed pseudonymously.

Manuscript note

KF was affiliated with University Hospital Schleswig
Holstein at the time of the study and is now affiliated with
Medizinische  Klinik I,  Krankenhauser  Landkreis
Freudenstadt gGmbH, Freudenstadt, Germany.

Supplemental material

Supplemental material for this article is available online.



Fellermann et al.

1195

References

1.

10.

11.

12.

. Ford AC,

. Manns MP, Woynarowski

Danese S and Fiocchi C. Ulcerative colitis. N Engl J Med
2011; 365: 1713-1725.

. Harbord M, Eliakim R, Bettenworth D, et al. Third

European evidence-based consensus on diagnosis and
management of ulcerative colitis. Part 2: current manage-
ment. J Crohns Colitis 2017; 11: 769-784.

Bernstein  CN, Khan KJ, et al
Glucocorticosteroid therapy in inflammatory bowel dis-
ease: systematic review and meta-analysis. Am J
Gastroenterol 2011; 106: 590-599.

. Silverman J and Otley A. Budesonide in the treatment of

inflammatory bowel disease. Expert Rev Clin Immunol
2011; 7: 419-428.

M, Kreisel W, et al.
Budesonide induces remission more effectively than pred-
nisone in a controlled trial of patients with autoimmune
hepatitis. Gastroenterology 2010; 139: 1198-1206.

. Sandborn WJ, Travis S, Moro L, et al. Once-daily bude-

sonide MMX® extended-release tablets induce remission
in patients with mild to moderate ulcerative colitis:
results from the CORE I study. Gastroenterology 2012;
143: 1218-1226.€2.

. Travis SP, Danese S, Kupcinskas L, et al. Once-daily

budesonide MMX in active, mild-to-moderate ulcerative
colitis: results from the randomised CORE II study. Gut
2014; 63: 433-441.

. Rubin DT, Cohen RD, Sandborn WJ, et al. Budesonide

multimatrix is efficacious for mesalamine-refractory, mild
to moderate ulcerative colitis: a randomised, placebo-
controlled trial. J Crohns Colitis 2017; 11: 785-791.

. Lichtenstein GR. Budesonide multi-matrix for the treat-

ment of patients with ulcerative colitis. Dig Dis Sci 2016;
61: 358-370.

Fallingborg J, Christensen LA, Ingeman-Nielsen M, et al.
pH-profile and regional transit times of the normal gut
measured by a radiotelemetry device. Aliment Pharmacol
Ther 1989; 3: 605-614.

Evans DF, Pye G, Bramley R, et al. Measurement of
gastrointestinal pH profiles in normal ambulant human
subjects. Gut 1988; 29: 1035-1041.

Bosworth BP, Cohen M, Weine DM, et al. Colonic
pH is lower in patients with mild ulcerative colitis com-
pared to normal controls. Gastroenterology 2009; 136:
682-683.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Rachmilewitz D. Coated mesalazine (5-aminosalicylic
acid) versus sulphasalazine in the treatment of active
ulcerative colitis: a randomised trial. BMJ 1989; 298:
82-86.

Sutherland LR, May GR and Shaffer EA. Sulfasalazine
revisited: a meta-analysis of S-aminosalicylic acid in the
treatment of ulcerative colitis. Ann Intern Med 1993; 118:
540-549.

Sandborn WJ, Kamm MA, Lichtenstein GR, et al.
MMX Multi Matrix™ mesalazine for the induction of
remission in patients with mild-to-moderate ulcerative
colitis: a combined analysis of two randomized, double-
blind, placebo-controlled trials. Aliment Pharmacol Ther
2007; 26: 205-215.

Riley SA, Mani V, Goodman MJ, et al. Microscopic
activity in ulcerative colitis: what does it mean? Gut
1991; 32: 174-178.

Food and Drug Administration. Ulcerative colitis: clini-
cal trial endpoints — guidance for industry, https://www.
fda.gov/media/99526/download (2016, accessed
September 2019).

Gross V, Bunganic I, Belousova EA, et al. 3g mesalazine
granules are superior to 9mg budesonide for achieving
remission in active ulcerative colitis: a double-blind,
double-dummy, randomised trial. J Crohns Colitis 2011,
5: 129-138.

Peyrin-Biroulet L, Bressenot A and Kampman W.
Histologic remission: the ultimate therapeutic goal in
ulcerative colitis? Clin Gastroenterol Hepatol 2014; 12:
929-934.¢2.

Bressenot A, Salleron J, Bastien C, et al. Comparing
histological cactivity indexes in UC. Gut 2015; 64:
1412-1418.

Marchal-Bressenot A, Salleron J, Boulagnon-Rombi C,
et al. Development and validation of the Nancy histolog-
ical index for UC. Gut 2017; 66: 43-49.

Boal Carvalho P and Cotter J. Mucosal healing in ulcer-
ative colitis: a comprehensive review. Drugs 2017; 77:
159-173.

Stange EF, Travis SP, Vermeire S, et al. European
evidence-based consensus on the diagnosis and manage-
ment of ulcerative colitis: definitions and diagnosis.
J Crohns Colitis 2008; 2: 1-23.


https://www.fda.gov/media/99526/download
https://www.fda.gov/media/99526/download

	table-fn1-2050640620962632
	table-fn2-2050640620962632
	table-fn3-2050640620962632
	table-fn4-2050640620962632
	table-fn5-2050640620962632
	table-fn6-2050640620962632
	table-fn7-2050640620962632
	table-fn8-2050640620962632
	table-fn9-2050640620962632
	table-fn10-2050640620962632
	table-fn11-2050640620962632
	table-fn12-2050640620962632
	table-fn13-2050640620962632
	table-fn14-2050640620962632
	table-fn15-2050640620962632
	table-fn16-2050640620962632
	table-fn17-2050640620962632
	table-fn18-2050640620962632
	table-fn19-2050640620962632
	table-fn20-2050640620962632
	table-fn21-2050640620962632
	table-fn22-2050640620962632
	table-fn23-2050640620962632
	table-fn24-2050640620962632
	table-fn25-2050640620962632
	table-fn26-2050640620962632
	table-fn27-2050640620962632
	table-fn28-2050640620962632

