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Members of the CARE Gastroenterology Faculty recently attended the European
Crohn’s and Colitis Organisation (ECCO) conference in Austria, AUT (February 14th-17th,
2018) and the Canadian Digestive Diseases Week (CDDW) 2018 conference held in
Toronto, ON (February 9 th-12 th, 2018).
TM

The CARE TM Perspectives Conference Report from ECCO/CDDW 2018 provides a
summary of the most compelling stories and news presented at these events and
provides Canadian perspectives from the CARE TM Gastroenterology Faculty. The 2018
ECCO and CDDW conferences presented exciting research on the full spectrum of
gastroenterological disorders, however this report focuses on inflammatory bowel
diseases (IBDs).
The content that follows is written in the language in which it was presented and is
adapted from the abstracts from the ECCO/CDDW 2018 meetings. Perspectives are
provided by the CARE TM Gastroenterology Faculty.

CARE TM FACULTY WHO HAVE CONTRIBUTED TO THIS REPORT:
Dr. Remo Panaccione
University of Calgary
Dr. Alain Bitton
McGill University
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ULCERATIVE
COLITIS
This section reviews abstracts on UC with CARE TM Faculty Perspectives
provided by Dr. Remo Panaccione. What follows are clinical trial results
on novel therapy candidates in UC, a key abstract investigating the use
of serum markers in evaluating endoscopic remission, and a spotlight
on UC in children.
NOVEL THERAPY CANDIDATES IN UC
ECCO 2018. OP006. Aprelimast for active ulcerative colitis: a phase
2, randomised, double-blind, placebo-controlled induction study
S. Danese et al
Results:
Table. TMS Clinical remission at week 12 for UC patients treated
with aprelimast
Week 12 Study Endpoints

PBO n=58

APR30 n=57

APR40 n=55

TMS Clinical Remissiona

13.8%

31.6%*

21.8%

MMS Clinical Remission

19%

43.9%*

27.3%

TMS Clinical Response

46.6%

61.4%

67.3%*

Decrease from Baseline
MES of at Least 1 Point

41.4%

73.7%*

47.3%

MES ≤ 1

24.1%

56.1%*

34.5%

Geboes Score <2

29.3%

43.9%

41.8%

Mucosal Healingd

15.5%

33.3%*

21.8%

b

c

* P<0.05 vs PBO.
a
TMS ≤ 2 with no individual subscore >1.
b
MMS ≤ 2 with no individual subscore >1.
c
Decrease from baseline TMS of 3 and 30% with a reduction of at least 1 point in rectal
bleeding score or absolute rectal bleeding score ≤1.
d
MES ≤1 with Geboes <2.

Conclusion: In this 12-week, phase 2 study, patients with active
UC treated with APR30 had clinically meaningful improvements in
symptoms, endoscopy, biomarkers, and mucosal healing compared
with PBO. The observed adverse events were consistent with those
expected in UC patients and were also consistent with the known
safety profile of apremilast.

CARETM
FACULTY PERSPECTIVES:
This phase II study once again shows promise for oral small molecules
in ulcerative colitis. In UC, a therapeutic gap exists between 5-ASA
and prednisone and prednisone and biologic therapy. Apremilast
may be able to fill those gaps as it has proven to be a very safe
long-term medication in psoriasis with over 200,000 patients
treated worldwide. The potential for intermittent dosing because
of lack of immunogenicity may also be attractive to both physicians
and patients. We eagerly await the start and completion of the
phase III program.

ECCO 2018. OP004. The TLR9 agonist cobitolimod induced antiinflammatory effects and balances the Th17/T-reg cell response in
ulcerative colitis
H. Schmitt et al
Results: Cobitolimod treatment ameliorated DSS-induced colitis, as
it significantly reduced the disease activity index and endoscopic
colitis grade and increased the body weight of the mice. Th17 cells
and proinflammatory IL-17A, IL-17F, and IL-6 cytokines in intestinal
specimen as well as IL-17 in the serum were significantly decreased
after cobitolimod treatment. Peripheral blood or mucosal immune
cells from UC patients incubated with cobitolimod, demonstrated
significantly decreased IL-17 and increased IL-10 expression compared
with controls. Quantitative immunohistochemical analysis of colon
biopsies from UC patients taken before and four weeks after local
cobitolimod treatment, clearly indicated a significant induction of
IL-10+ and a pronounced reduction of IL-17+ mucosal immune cells,
which were not observed in the placebo group. In addition, regulatory
FOXP3+ T cells (T-reg cells) were significantly increased in the colon
of UC patients upon cobitolimod treatment.
Conclusion: Local administration of the TLR9 agonist cobitolimod
modulates the immune response in a mouse model of colitis as well as
in UC patients. Our studies demonstrate that cobitolimod treatment
decreases IL-17 expression and the number of Th17 cells, while it
increases mucosal IL-10 expression and the quantity of T-reg cells,
thus modulating the Th17/T-reg imbalance in intestinal inflammation.
In conclusion, cobitolimod addresses new therapeutic targets in the
immunopathogenesis of UC, leading to pronounced anti-inflammatory
effects.

CARETM
FACULTY PERSPECTIVES:
With these new interesting data, we have gained a deeper
understanding of how cobitolimod mediates its anti-inflammatory
effects. By balancing the Th17/Treg cell immune response, cobitolimod
addresses new therapeutic targets in the immunopathogenesis of UC.
This follows the clinical data present by Atreya and colleagues at
UEGW 2016. Cobitolimod is a very promising novel therapeutic option
for UC and we are now looking forward to the results phase 2b study
with cobitolimod which started in mid-2017.

www.CAREeducation.ca
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SERUM LEVELS IN MUCOSAL HEALING
ECCO 2018. OP007. Detection of mucosal healing with serum marker
panel in adalimumab-treated patients with ulcerative colitis
M. de Bruyn et al
Results: Twenty-one patients (68%) achieved MH with ADA therapy.
Compared with baseline, NGAL-MMP-9 levels significantly decreased
in patients with MH (96.9 vs. 214.1 ng/ml, p = 0.002), whereas patients
without MH had similar levels. Neutrophil count was significantly
lower after ADA compared with baseline in patients with MH only
(3.6 vs. 6.5 109/l, p = 0.023). CRP levels significantly decreased after
ADA in patients with MH (15 to 1.1 mg/l, p = 0.008) and were higher
at baseline in patients with MH compared with without MH (15 vs.
2.4 mg/l, p = 0.004). LL-37 levels significantly increased in patients
without MH post-ADA compared with baseline (29 vs. 19.3 ng/ml, p
= 0.034) and were significantly higher compared with patients with
MH post-ADA (29 vs. 18.7 ng/ml, p = 0.031). CHI3L1 levels significantly
decreased after ADA in patients with MH only (47.4 to 21.6 pg/ml, p
= 0.049). The performance of NGAL-MMP-9 (AUC=0.70), neutrophil
count (AUC=0.58), CRP (AUC=0.56), LL-37 (AUC=0.79), and CHI3L1
(AUC=0.69) to discriminate MH post-ADA significantly increased
when all markers were combined (AUC=0.86). The 5-marker panel
was discriminative for MH with 75% sensitivity, 89% specificity, 67%
positive predictive value, and 92% negative predictive value.
Conclusion: Neutrophil-related markers (NGAL-MMP-9, LL-37, and
CHI3L1) as well as CRP and neutrophil count were significantly
associated with MH after treatment with ADA. These data are in
concordance with our previous findings in infliximab-treated patients.
We therefore suggest a broad clinical utility of this panel for monitoring
MH in UC patients under anti-TNF treatment.

CARETM
FACULTY PERSPECTIVES:
This study follows a similar analysis looking at mucosal healing
with infliximab in UC. The consistency across the anti-TNF class is
encouraging for broader applicability. Although surrogate markers for
mucosal healing are needed to avoid repeat endoscopic evaluation,
the clinical utility of these markers remains in question as there is no
commercially available assay. Therefore, the cost-utility needs to be
further assessed.

"THE CONSISTENCY ACROSS THE
ANTI-TNF CLASS IS ENCOURAGING
FOR BROADER APPLICABILITY."
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UC IN CHILDREN
ECCO 2018. P521. Evaluation of adalimumab effectiveness in paediatric patients with ulcerative colitis in clinical practice
S. Steiner et al
Results: One hundred and thirty-three UC patients (24% <13 years old at therapy onset; 58% female) received ADA between August 2008 and
November 2016 (Table 1). At months 3, 6, 12, 24, and 36 post-initiation, 130, 119, 76, 34, and 16 patients were followed; 89%, 78%, 80%, 97%, and
75% of followed patients remained on ADA. Of patients on ADA at 3, 6, 12, 24, and 36 months: 37%, 57%, 68%, 71%, and 73% were in steroid-free
clinical remission by PGA; and 30%, 45%, 63%, 68%, and 82% by PUCAI.
The probability of remaining colectomy-free at 3, 6, 12, 24, and 36 months was 97%, 94%, 86%, 80%, and 70%. 14 hospitalisations occurred in
eight patients, and five serious infections occurred in five patients. Concomitant immunomodulator therapy did not appear to improve outcomes.
Table. Durability and clinical effectiveness of ADA in pediatric UC
Baseline

3 Months

6 Months

12 Months

24 Months

36 Months

133

130

119

76

34

16

Patients remaining on adalimumab
[n, (%)]

133 (100%)

115 (89%)

93 (78%)

61 (80%)

33 (97%)

12 (75%)

Steroid free remission-PGA
Yes
No
Missing Data

20 (16%)
103 (84%)
10

32 (37%)
55 (63%)
28

46 (57%)
35 (43%)
12

40 (68%)
19 (32%)
2

22 (71%)
9 (29%)
2

8 (73%)
3 (27%)
1

Steroid free remission-PUCAI
Yes
No
Missing Data

17 (14%)
103 (86%)
13

24 (30%)
57 (70%)
34

34 (45%)
42 (55%)
17

37 (63%)
22 (37%)
2

21 (68%)
10 (32%)
2

9 (82%)
2 (18%)
1

Patients being followed for this duration
post-initiation

*Table percentages are calculated based on non-missing values.
Conclusion: Durable rates of steroid-free remission were observed in paediatric patients with UC on ADA in routine practice. Of patients
followed for 24 months, 97% of patients remained on ADA and approximately 70% of patients were in steroid-free clinical remission. 80% of
patients remained colectomy-free for 24 months.

CARETM
FACULTY PERSPECTIVES:
This study shows promising results in a large cohort of pediatric patients with UC. Having long-term effective and durable treatment options
in the pediatric and adolescent populations are vitally important as these patients transition through different vital phases of their life. This
study demonstrates that this can be achieved with a self-injectable which offers additional benefit.

www.CAREeducation.ca
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CROHN'S

DISEASE

This section reviews abstracts on CD with CARE TM Faculty Perspectives
provided by Dr. Alain Bitton. What follows is a key abstract investigating
anti-TNF therapies in CD, content on achieving endoscopic remission,
and an update on the CELEST study.

Figure. Clinical safety and efficacy of ADA and IFX at week 54 in
patients with CD

ANTI-TNF THERAPY IN CD
ECCO 2018. OP031. Clinical effectiveness, safety and immunogenicity
of anti-TNF therapy in Crohn’s disease: 12-month data from the
PANTS study
N.A. Kennedy et al
Results: A total of 1601 (49% male, median age 33 years [IQR 23–47])
eligible patients were recruited from 118 sites. Patients were treated
with IFX (751 [47%]: REM, 200 [12%] CT-P13) or ADL (650 [41%]).
Baseline characteristics included: median disease duration 3 years
(IQR 1–10); steroids 27%, azathioprine 44%, mercaptopurine 8%,
methotrexate 5%; median CRP in IFX 9 mg/l (IQR CI 3–24) and 6 mg/l
(IQR 2–14) in ADL. PNR at week 12–14 was 21%, 21% and 26% in the REM,
CT-P13 and ADL treated patients respectively. PNR was associated
with older age (p = 0.0004), higher BMI (p = 0.03) and low DL (p
<0.0001 for IFX and ADL). Week 54 remission rate was 40%, 40% and
34% of the REM, CT-P13 and ADL treated patients, respectively. At
week 54, the immunogenicity rate for REM, CT-P13 and ADL was 26%,
28% and 11% rising to 42%, 38% and 23% by 3 years respectively (IFX vs.
ADL p < 0.0001, Remicade vs. CT-P13 p = 0.25). Immunogenicity was
associated with non-remission at week 54 (p < 0.0001 for both IFX and
ADL). Immunomodulator use reduced the risk of immunogenicity for
both IFX (HR=0.37, p < 0.0001) and ADL (HR=0.34, p < 0.0001). 140
patients (9%) withdrew from drug for serious adverse events including
five who died, three from CD and two from possibly drug-related acute
respiratory illness.

Conclusion: This is the largest prospective real-life study of anti-TNF
therapy in IBD. We report the clinical effectiveness and safety of REM,
CT-P13, and ADL and the rate and clinical impact of immunogenicity.
This cohort provides a unique bioresource for down-stream multi-omic
studies investigating personalised approaches to anti-TNF therapy.

CARETM
FACULTY PERSPECTIVES:
This prospective, real-world UK study follows a well characterized
large cohort of both pediatric and adult patients with Crohn’s Disease
on anti-TNF therapy (infliximab originator, infliximab biosimilar
and adalimumab). The study consolidates our current knowledge
on clinical efficacy and safety of anti-TNF therapy, as well as rates
and impact of immunogenicity on disease activity in the short term.
Results pose questions that require additional information or context.
We look forward to the completion of the 3-year follow-up which will
provide further data on immunogenicity and its impact on maintaining
response in both adult and pediatric patients.
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MAINTENANCE OF CLINICAL AND ENDOSCOPIC REMISSION IN CD
CDDW 2018. A115. Clinical, Radiographic, and Endoscopic Remission
With Vedolizumab Treatment In Crohn's Disease
C. P. Kotze et al
Results: We identified 122 CD patients treated with vedolizumab. Mean
follow-up was 43.4 weeks (SD 30.8 weeks). 68.9% (84/122) of patients
had previously failed anti-TNF therapy; 18.9% (23/122) of patients had
failed at least three previous biologic therapies. Steroid-free clinical
remission at 3 months, 6 months, and 12 months was 19.8% (22/111),
22.1% (21/95), and 22.1% (15/68), respectively. Steroid-free objective
remission occurred in 11.5% (6/52), 21.2% (14/66), and 18.9% (7/37)
patients at 3, 6, and 12 months, respectively. Mucosal healing on
endoscopy was achieved by 22.2% (6/27), 33.3% (14/42), and 25.9%
(7/27) of patients at 3, 6, and 12 months, respectively. Thirty-three
patients (27.0%) required dose escalation during maintenance therapy
to 300mg IV every 4 weeks; 23 patients required dose escalation to
optimize primary response and 10 patients required dose escalation
for secondary loss of response. An adverse event was reported in 35
patients (28.7%). The most common adverse events were infections
(16/122, 6.6%) and infusion reactions (8/122, 6.6%). Serious adverse
events requiring drug discontinuation or hospitalization were reported
in 8 patients (6.6%). Two deaths occurred in the cohort: one patient
developed cholangiocarcinoma in the context of pre-existing primary
sclerosing cholangitis and a second patient died from metastatic renal
cell carcinoma which had been diagnosed prior to vedolizumab.

ECCO 2018. OP023. A phase 3b open-label multicentre study
(VERSIFY) of the efficacy of vedolizumab on endoscopic healing in
moderately to severely active Crohn’s disease (CD)
S. Danese et al
Results: Of the 101 patients enrolled, 55% had previously failed at least
one TNF antagonist (TNF-F), and 46% were categorised as having
severe endoscopic activity at entry (SES-CD score of >15). Endoscopic
remission rates at week 26 were 12% overall, 20% in TNF antagonist
naïve (TNF-N), and 6% in TNF-F patients, respectively (Table 1).
Endoscopic remission at week 26 was achieved in 17% of patients
with moderate endoscopic activity (SES-CD score of 7–15) compared
with 7% of patients with severe disease. Endoscopic response and
complete endoscopic healing rates at week 26 are shown in Table 1.
Table. Endoscopic outcomes at week 26 by TNF antagonist status.
Overall
(N=101)

TNF-N
(n=46)

TNF-F
(n=55)

Endoscopic remission, %

12

20

6

Endoscopic response, %

25

28

22

Complete endoscopic
healing, %

15

24

7

Abbreviations: TNF, tumour necrosis factor alpha; TNF-F, TNF antagonist failure; TNF-N;
TNF antagonist naïve.

Conclusion: In this cohort of patients with highly refractory CD,
vedolizumab was effective for inducing steroid-free clinical,
endoscopic, and radiographic remission.

Conclusion: VDZ demonstrated the ability to induce endoscopic
remission and healing in a refractory population. TNF-N patients were
more likely to achieve endoscopic remission and healing than those
with previous treatment failure to a TNF antagonist.

CARETM
FACULTY PERSPECTIVES:

CARETM
FACULTY PERSPECTIVES:

To date there is little data on the effect of vedolizumab on mucosal
healing in Crohn’s Disease (CD). This study, although retrospective,
provides real-world data and shows a favorable effect of vedolizumab
on maintenance of clinical and endoscopic remission in CD patients,
most of which had failed previous biologic therapies.

Data on the efficacy of vedolizumab (VDZ) in achieving endoscopic
mucosal healing in Crohn’s Disease (CD) has long been awaited by
clinicians. The VERSIFY study, although open-label, supports the
efficacy of VDZ in achieving endoscopic healing. This study, as would
be expected, reported higher rates of endoscopic healing with VDZ in
TNF-naïve patients versus TNF-exposed patients. It will be clinically
important to evaluate the durability of the endoscopic response
beyond 26 weeks.

www.CAREeducation.ca
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ECCO 2018. P273. Efficacy and safety of upadacitinib maintenance treatment for moderate to severe Crohn`s disease: Results from the
CELEST study
J. Panes et al
Results:
Table. Clinical and endoscopic endpoints at Week 52 in the CELEST study
Endpoint at Week 52

UPA 3 mg BID

UPA 6 mg BID

UPA 12 mg BID

UPA 24 mg QD

Among patients who achieved clinical response and endoscopic response at Week 16
Modified clinical remission, n/N (%)

7/17 (41.2)

5/8 (62.5)

11/15 (73.3)

4/10 (40.0)

Endoscopic remission, n/N (%)

5/20 (25.0)

2/8 (25.0)

6/16 (37.5)

1/10 (10.0)

Endoscopic response, n/N (%)

10/20 (50.0)

4/8 (50.0)

11/16 (68.8)

3/10 (30.0)

Among patients who achieved clinical response at Week 16
Modified clinical remission, n/N (%)

8/28 (28.6)

6/14 (42.9)

14/27 (51.9)

7/18 (38.9)

Clinical remission, n/N (%)

8/32 (25.0)

4/14 (28.6)

12/29 (41.4)

6/19 (31.6)

CDAI <150, n/N (%)

14/32 (43.8)

7/14 (50.0)

16/29 (55.2)

7/19 (36.8)

Enhanced clinical response, n/N (%)

15/32 (46.9)

10/14 (71.4)

18/29 (62.1)

8/19 (42.1)

Clinical response, n/N (%)

16/32 (50.0)

10/14 (71.4)

18/29 (62.1)

8/19 (42.1)

Endoscopic remission, n/N (%)

5/32 (15.6)

3/14 (21.4)

7/29 (24.1)

5/19 (26.3)

Endoscopic response, n/N (%)

11/32 (34.4)

5/14 (35.7)

13/29 (44.8)

7/19 (36.8)

Mean change from BL in hsCRP ± SD,
mg/L

-2.8 ± 18.9
n=30

-2.1 ± 18.4
n=14

-13.9 ± 37.1
n=28

10.2 ± 55.7
n=17

Mean change from BL in FC ± SD, μg/g

1.0 ± 2457.2
n=26

-239.3 ± 1443.1
n=12

-2617.4 ± 3232.0
n=18

-1510.3 ± 2773.9
n=10

Conclusion: Dose-dependent improvements in clinical and endoscopic outcomes and markers of inflammation with UPA were observed with
36-week treatment in patients who responded to a 16-week induction regimen. The overall safety profile of UPA is consistent with other studies
in rheumatoid arthritis.

CARETM
FACULTY PERSPECTIVES:
The development of oral small molecules to treat Crohn’s Disease (CD) is appealing. The CELEST study is an extension study assessing
upadacitinib, an oral selective JAK 1 inhibitor, as a maintenance treatment in CD patients who responded to induction therapy. This study
demonstrates a dose-dependent improvement in all maintenance endpoints including endoscopic remission. The absence of a dose-dependent
effect on serious adverse events is reassuring. The positioning of oral JAK inhibitors in the CD therapeutic algorithm will need to be defined
and more data on long-term safety of these agents in CD is warranted.

"THE CELEST STUDY DEMONSTRATES A DOSE DEPENDENT IMPROVEMENT IN ALL
MAINTENANCE ENDPOINTS INCLUDING ENDOSCOPIC REMISSION. "
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MANAGING CD: BIOMARKER CORRELATION WITH ENDOSCOPIC
OUTCOMES
ECCO 2018. OP015. Biomarker correlation with endoscopic outcomes
in patients with Crohn’s disease: data from CALM
W. Reinisch et al
Results: Association between the two endoscopic endpoints and CRP
and FC cut-offs at 48 weeks is shown in the table below. Significantly
greater proportions of patients with CRP concentrations of <5 mg/l
achieved endoscopic outcomes in CALM. Similar findings, to a greater
extent, were associated with FC <250 μg/g. Even higher proportion
of patients achieved the two endoscopic endpoints when both CRP
and FC were considered.
Table. Proportion of patients meeting endoscopic endpoints by
biomarker status at 48 weeks
Biomarker
Cut-off

Mucosal Healing
and No Deep
Ulcers, n (%)

P
Value

Endoscopic
Response, n
(%)

Yes

No

Yes

No

<5mg/L, n=98

65
(66.3)

33
(33.7)

73
(74.5)

25
(25.5)

≥5mg/L, n=69

21
(30.4)

48
(69.6)

30
(43.5)

39
(56.5)

<250 μg/g, n=97

72
(74.2)

25
(25.8)

75
(77.3)

22
(22.7)

≥250 μg/g, n=59

8 (13.6)

51
(86.4)

21
(35.6)

38
(64.4)

P
Value

CRP

<0.001

<0.001

FC

<0.001

55
(78.6)

15
(21.4)

56
(80.0)

14
(20.0)

<5mg/L
≥250 μg/g, n=18

3 (16.7)

15
(83.3)

9
(50.0)

9
(50.0)

≥ 5mg/L
<250 μg/g, n=25

16
(64.0)

9
(36.0)

17
(68.0)

8
(32.0)

≥ 5mg/L
≥250 μg/g, n=41

5 (12.2)

36
(87.8)

12
(29.3)

29
(70.7)

<0.001

CARETM
FACULTY PERSPECTIVES:
Mucosal healing has been associated with improved outcomes
in Crohn’s disease (CD) and is considered a target for therapy.
Biomarkers including Fecal Calprotectin (FC) and C-Reactive Protein
(CRP) are widely used in the clinical setting as surrogate markers
of endoscopic disease and help guide CD management. This subanalysis of CALM found an association between pre-specified cut-offs
in CRP and FC and endoscopic outcomes. Interestingly, a greater
proportion of patients had endoscopic endpoints associated with the
combination of FC and CRP. This suggests that future studies should
evaluate composite indices that include more than one biomarker. As
well, further studies exploring other cut-offs should be conducted to
obtain the optimal cut-off that is correlated with endoscopic healing.

<0.001

CRP and FC
<5mg/L
<250 μg/g, n=70

Conclusion: Correlation of biomarker cut-offs with endoscopic
outcomes is an important finding for future management of CD.
Additional studies are needed to further define the biomarker cut-offs.

<0.001

"FURTHER STUDIES EXPLORING
OTHER CUT-OFFS SHOULD BE
CONDUCTED TO OBTAIN THE OPTIMAL
CUT-OFF THAT IS CORRELATED WITH
ENDOSCOPIC HEALING. "
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