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Letter from the Editor
Prof. dr. Pieter Hindryckx

Dear Reader,
Lagging a bit behind our colleagues in rheumatology
and dermatology, we are now experiencing a period of
intensive drug development research in IBD. This means
that we can expect a rapid expansion of the therapeutic
landscape in the coming years. More than ever,
personalised medicine will become of critical importance.
Which patient needs early aggressive treatment? Which
patient can be managed conservatively? Who is likely to
respond to a certain drug class and who is likely to fail?
How can we optimise disease monitoring? What about
the safe use of drugs in vulnerable patient populations
such as the elderly, paediatric, or pregnant patients? All
these issues were covered during the 13th edition of the
annual congress of the European Crohn’s and Colitis
Organisation (ECCO) in Vienna. A total of 6,654 attendees
from 86 countries came together for the most important
IBD meeting in the world. The central theme this year
was “science improving patients’ lives.”
Herein you can find a carefully selected summary of the
highlights of this year’s congress.
Kind regards,
Prof. dr. Pieter Hindryckx
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IBD Diagnostics
The newly developed ECCO-ESGAR Guidelines on
inflammatory bowel disease (IBD) form an integral
part of the foundation for diagnostics in IBD.

Diagnostic techniques for IBD: the ECCOESGAR Guidelines
The ECCO and the ESGAR have developed new comprehensive
and user-friendly guidelines for IBD. The key areas are
initial diagnosis and monitoring of therapy, complications,
endoscopic and clinical scoring, and general principles as
well as technical aspects of IBD.
Upper gastrointestinal endoscopy is (still) recommended for
Crohn’s disease (CD) patients with upper gastrointestinal
symptoms, but it is no longer recommended for asymptomatic,
newly diagnosed patients. They should undergo small
bowel assessment, with the preferred method depending
on local availability and expertise. Capsule endoscopy
has good sensitivity for early mucosal inflammation, but
can only detect mucosal changes. Magnetic resonance
imaging (MRI) and intestinal ultrasound (IUS) can describe
the transmural inflammation and detect complications
such as fistulas. MRI can also detect deep ulcerations, and
thickened small bowel walls. IUS can be performed by the
treating gastroenterologist, no preparation is needed, and it is
inexpensive. When monitoring the therapeutic success in CD,
clinical and biochemical responses to CD treatment should
be determined within 12 weeks following initiation of therapy.
Endoscopic or transmural response to therapy should be
evaluated within six months following initiation of therapy.
In clinically responsive ulcerative colitis (UC) patients,
mucosal healing should be determined endoscopically or by
using faecal calprotectin (FCP) levels approximately three to
six months after medical therapy.
For clinically asymptomatic IBD patients, monitoring is aimed
at early recognition of a disease flare. The interval of monitoring
should be between three and six months depending on the
duration of remission and current therapy. Relapse can be
detected with FCP before clinical symptoms occur.
Colonoscopy is the technique of choice to assess disease
activity in symptomatic CD or UC patients. Complementary

cross-sectional imaging can be used to assess phenotype as
an alternative. Sigmoidoscopy should be considered in UC if
symptoms suggest an acute severe flare. Symptomatic small
bowel disease can be investigated with MR enterography,
IUS, or small bowel capsule endoscopy.
The reference standard in diagnosing post-operative
recurrence after ileocolonic resection is ileocolonoscopy, while
endoscopy is recommended within the first 6 to 12 months
post-surgery. Non-invasive alternatives to detect postoperative recurrence – especially in small bowel resection –
are FCP, IUS, MR enterography and small bowel endoscopy.
For the detection of strictures in the case of complications,
cross-sectional imaging should be used. Due to radiation
associated with computed tomography (CT), the preferred
methods are MRI and IUS. Cross-sectional imaging is also
recommended for the detection of abscesses and fistulae.
Perianal CD should be reassessed by clinical and endoscopic
examination of the rectum and MRI. Ultrasonography in the
absence of anal stenosis or transperineal ultrasonography
can be used instead of MRI. CT is the recommended technique
for investigating acute post-operative complications in IBD
patients.
A number of clinical scoring systems exist for CD and UC.
The guidelines point out that endoscopic scores in UC should
be used for standardisation of care. The Mayo subscore is
accepted and extensively used, and the UC Endoscopic
Index of Severity is formally validated. The Pouchitis Disease
Activity index provides a standard definition of pouchitis.
In CD, the CD Endoscopic Index of Severity (CDEIS) and
the Simple Endoscopic Score (SES-CD) are validated and
reproducible scoring systems measuring luminal endoscopic
activity. There is no validated definition and score of mucosal
healing in CD, however. The severity of post-surgical CD
recurrence in the neo-terminal ileum should be stratified
using the Rutgeert’s score.
These newly developed guidelines have been submitted for
publication and are expected to be available online by spring
2018 [1].
References
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IBD Disease Patterns and Genetics
Although research into the origins of IBD has
elucidated some mechanisms and impacting factors,
many questions still remain. Disease patterns play
an important role in understanding and optimising
treatment of IBD, especially for early disease where
timely intervention may lead to better outcomes.

Quiescent disease in the first ten years after
diagnosis
CD studies into long-term prognosis and disease course
primarily describe steroid exposure, need for surgery or
hospitalisations, and disease progression as characteristics
of unfavourable outcomes. However, real-life data on longterm disease activity are lacking. Recent research aimed
to define clusters of patients with different disease activity
patterns in the population-based IBD South Limburg cohort
[1]. In total, all CD patients from this cohort with at least ten
years follow-up (age >18 years; diagnosed between 1991
and 2004) were included (n=432). The researchers found
that during ten years follow-up after diagnosis, patients
experienced 4.2 quarters of active disease on average. In
contrast, 29.6% of patients were classified as quiescent,
and among these 89.8% never received immunomodulators
(IMM) or biologics. Ileocolonic disease location (odds ratio
(OR) 0.45; 95% confidence interval (CI) 0.21-0.91) and
smoking at diagnosis (OR 0.44; 95% CI 0.26-0.70) were
negatively associated with a quiescent disease course.
However, surgery at diagnosis (OR 3.02; 95% CI 1.39-6.64)
was positively associated. The best prediction model for a
quiescent course had an area under the receiver operating
characteristic curve (AUC) of 0.72 (P<0.001) at baseline
and 0.75 (P<0.001) at six months after diagnosis. Thus,
this first population-based clustering analysis of disease
activity patterns in CD showed that a substantial group of
Table 1 Pro and contra arguments for early intervention in CD [9]
Pro

Contra

Higher rates of early disease control: clinical and
endoscopic remission

Accelerated step up approach and tight
monitoring may be sufficïent

Potential of disease modification: prevention
of disability, surgeries, hospitalisation, bowel
damage

Lack of evidence from RCTs

Greater efficacy of anti-TNF

Safety (risk/benefit)

Higher rates of only inflammatory disease

Costs

Risk of undertreatment with step up

Need for risk stratification: Risk of overtreatment
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patients experience a quiescent disease course during the
first ten years after diagnosis, and early clinical markers are
only moderately predictive. These findings underline the
importance of patient stratification at baseline to prevent
under- and overtreatment. Further studies are needed to
confirm these findings and to identify better predictive
biochemical, molecular, or genetic markers.

Characteristics of early CD
Early disease in IBD is defined as disease duration <18
months and no previous use of disease-modifying agents
such as IMM or biologics. Covariates are bowel damage,
corticosteroid use, disease location, objective signs of
inflammation, and clinical symptoms [2]. In many patients a
delay occurs between their experience of the first symptoms
and diagnosis of IBD. This delay causes (bowel) damage,
leading to a higher risk of complications and surgery [3].
Diagnosing early disease is difficult, as the pathophysiology
of early disease is different from that of late disease (e.g.,
cytokine levels) [4]. Even with early diagnosis, the question
remains if and which intervention will be successful. Regarding
interventional strategies using thiopurines, the findings have
been conflicting so far. A post-hoc analysis by Panés et al.
showed that early azathioprine is no more effective than
placebo to sustain corticosteroid-free remission in patients
with newly diagnosed CD [5]. However, it was more effective
in the prevention of moderate-to-severe relapse (CD Activity
Index (CDAI) >220): 11.8% for azathioprine vs. 30.2% for
placebo (P<0.01). Thiopurines may be useful as they reduce
surgery, according to a meta-analysis of ten trials including
more than 12,000 patients. The combined hazard ratio (HR)
was 0.59 (0.48-0.73) [6]. The REACT study showed that the
benefits of early combined immunosuppression for clinical
remission were modest and non-significant compared
with those of conventional management. Nevertheless,
a reduction in major adverse outcomes such as surgery,
hospitalisation, or serious disease-related complications
was observed [7]. For UC patients, prospective cohorts are
needed to evaluate the impact of early disease-modifying
therapies and treat-to-target approaches with IMM and
biologics [8]. In conclusion, there are convincing arguments
in favour of early intervention as well as arguments against
early intervention in CD (Table 1) [9,10].

Biomarker correlation with endoscopic
outcomes
The CALM study demonstrated superior endoscopic
outcomes when treatment was escalated based on a
tight-control algorithm using symptoms and biomarkers,
compared with conventional management. However, optimal
biomarker cut-offs to predict mucosal healing have not been
established [11]. An analysis from CALM by Reinisch et al.,
investigated the association of endoscopic outcomes with
FCP and C-reactive protein (CRP) cut-offs at 48 weeks, in
adult patients with CD (n=244), using a chi-square test [12].
Endoscopic outcomes were mucosal healing (CDEIS <4),
no deep ulcers, and endoscopic response (CDEIS decrease
>5 from baseline). Analysed cut-offs for FCP (<250 or ≥250
μg/g) and CRP (<5 or ≥5 mg/L) were based on criteria for
treatment escalation in the tight control group. The results
showed that significantly greater proportions of patients
with CRP concentrations of <5 mg/L achieved endoscopic
outcomes in CALM. Similar findings were observed even to a
greater extent with FCP <250 μg/g. The highest proportion of
patients achieved the two endoscopic endpoints when both
CRP and FCP were considered (Table 2).
It was concluded that the 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.

ILC1 distribution predicts response to
ustekinumab
Innate lymphoid cells (ILC) are recently identified immune
cells with a high cytokine-producing capacity at mucosal
barriers. In patients with active CD, a shift is observed from
homeostatic ILC3 towards pro-inflammatory ILC1 in the
intestines. Ustekinumab – which targets the p40 subunit
shared by IL-12 and IL-23 – was recently approved by the
FDA and EMA for treatment of moderate-to-severe CD.
IL-12 and IL-23 play distinct roles in the plasticity of ILC1
and ILC3. Creyns et al. evaluated how biological therapy
impacts ILC populations in peripheral blood by studying the
effect of ustekinumab on ILC populations in blood [13]. A
total of 46 CD patients (68% female; median age 42 years)
was included. They were refractory to anti-tumour necrosis
factor (TNF) therapy and vedolizumab with a median SESCD of 16.5. Treatment initiated with ustekinumab (6 mg/kg
intravenous (IV) at induction, followed by subcutaneous (SC)
ustekinumab 90 mg q8w thereafter). It emerged that patients
with (n=6) and without (n=40) endoscopic response at week
24 had a similar inflammatory burden. This was reflected by

Table 2 Proportion of patients meeting endoscopic endpoints by
biomarker status at 48 weeks [12]
Biomarker
Cut-off

Mucosal Healing and
No Deep Ulcers, n(%)
Yes

No

<5 mg/L, n=98

65 (66.3)

33 (33.7)

≥5 mg/L, n=69

21 (30.4)

48 (69.6)

P value

Endoscopic
Response, n(%)
Yes

No

73 (74.5)

25 (25.5)

30 (43.5)

39 (56.5)

P value

CRP
<0.001

<0.001

FCP
<250 μg/g, n=97

72 (74.2)

25 (25.8)

≥250 μg/g, n=59

8 (13.6)

51 (86.4)

75 (77.3)

22 (22.7)

21 (35.6)

38 (64.4)

<5 mg/L
<250 μg/g, n=70

55 (78.6)

15 (21.4)

56 (80.0)

14 (20.0)

<5 mg/L
≥250 μg/g, n=18

3 (16.7)

15 (83.3)

9 (50.0)

9 (50.0)

≥5 mg/L
<250 μg/g, n=25

16 (64.0)

9 (36.0)

17 (68.0)

8 (32.0)

≥5 mg/L
≥250 μg/g, n=41

5 (12.2)

36 (87.8)

12 (29.3)

29 (70.7)

<0.001

<0.001

CRP and FCP

<0.001

<0.001

similar median FCP (1,800 vs. 1,225 μg/g, P=0.44) and CRP
(23.9 vs. 10.3 mg/L, P=0.10) levels at baseline. However,
baseline endoscopic activity was much higher in patients
responding to ustekinumab, compared with non-responders
(median SES-CD 22 vs. 14, P=0.02). Before the start of
therapy, the baseline contribution of ILC1 in the total ILC
pool was significantly lower in responders compared with
non-responders (7.39% vs. 16.90%, P=0.017). In contrast,
at baseline ILC2 contribution was elevated in responders
compared with non-responders (70.1% vs. 40.8%, P=0.02).
There was no significant difference in (-) ILC3 (P=0.12).
After four weeks of treatment, a significant increase
in natural cytotoxicity receptor (-) ILC3 frequency was
observed compared with baseline, independent of response
(P<0.001). This trend persisted at eight weeks (P=0.02) but
could no longer be observed after 24 weeks (P=0.19). Thus,
increased levels of ILC1 in peripheral blood at baseline may
be a predictive biomarker for non-response to ustekinumab.
Non-response may be explained by an increased reservoir of
pro-inflammatory ILC1 in the circulation, which can migrate
toward the gut to annihilate treatment effects. Validation is
needed in a larger and independent cohort with inclusion of
biopsies. In general, these findings may guide individualised
selection of biological agents in CD, and provide mechanisms
of primary (non-)response to ustekinumab.

Central role of IL-23 in molecular resistance to
anti-TNF therapy
Although anti-TNF antibodies have been shown to be effective
in many CD patients, a relevant subgroup does not respond
to this therapy [14]. The underlying molecular mechanisms
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associated with endoscopic resistance to anti-TNF therapy
were determined by Schmitt et al. [15]. In this study, mucosal
and blood cells from 197 CD patients were isolated prior to and
during anti-TNF therapy. CD patients responding to anti-TNF
therapy displayed a significantly higher expression of TNF
receptor 2 (TNFR2) on mucosal T cells than non-responders
prior to initiation. However, the expression of IL-23 receptor
(IL23R) was not increased. Array analyses of differentiated
gene regulation profiles in intestinal biopsies were compared
in endoscopic non-responding CD patients and responders
during ongoing anti-TNF therapy. Within the cohort of CD
susceptibility genes, there was a significant upregulation of
genes that are associated with IL23R-dependent signalling
pathways in anti-TNF non-responders. Apoptosis-resistant
TNFR2+IL23R+ T cells were significantly more expanded in
anti-TNF non-responders compared with responders and
expressed the gut-tropic integrins α4β7. These cells exhibited
increased expression of IFN-γ, T-bet, IL-17A and RORγt
compared with TNFR2+IL23R- cells, indicating a mixed
Th1/Th17-like phenotype. Intestinal TNFR2+IL23R+ T cells
were activated by IL-23 derived from CD14+ macrophages,
which were significantly more present in non-responders
than responders prior to anti-TNF treatment. Administration
of IL-23 to anti-TNF-treated mucosal organ cultures led to
the expansion of CD4+IL23R+TNFR2+ lymphocytes. There
was no accumulation of CD4+TNFR2+ T cells that were
negative for IL23R. Functional studies demonstrated that
anti-TNF-induced apoptosis in mucosal T cells is abrogated
by IL-23. It was concluded that expansion of apoptosisresistant intestinal TNFR2+IL23R+ T cells is associated
with resistance to anti-TNF therapy in CD. IL-23 is centrally
involved in mediating resistance to anti-TNF therapy in CD
patients, thereby representing a suitable molecular target in
patients refractory to anti-TNF therapy.

Genetic predisposition for gut barrier
dysfunction
Barrier dysfunction is a primary defect in Crohn’s disease
(CD). The dysregulated barrier may be explained by the
influence of genetics. This was shown by Keita et al. in
a study with monozygotic and dizygotic twins who were
discordant for CD [16]. A significant increase was observed
in gut paracellular permeability in healthy monozygotic
twins. It was also demonstrated that the passage of E. coli
K-12 could be a consequence of inflammation rather than
representing a primary defect in itself. A total of 15 twin
pairs (monozygotic n=9, dizygotic n=6) and ten external
controls were included. Healthy co-twins and CD twins
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displayed increased 51Cr-EDTA permeability at 120 min both
with (P<0.001) and without acetylsalicylic acid (P<0.001)
compared to the control group. The observed difference took
place at 20 min with acetylsalicylic acid when healthy cotwins were compared with external controls (P<0.05). When
stratified by zygosity, an increased permeability at 20 min
both with (P=0.05) and without acetylsalicylic acid (P<0.05)
was observed in healthy monozygotic co-twins. There were
no statistical differences between the healthy dizygotic cotwins and external controls. Healthy monozygotic twins
displayed an increased permeability at 20 min without
acetylsalicylic acid when compared with healthy dizygotic
co-twins (P<0.05). No difference in E. coli passage was
observed between groups. Immunofluorescence of the tight
junction proteins claudin-5 and tricellulin showed lower
levels in healthy co-twins (P<0.05) and CD twins (P<0.05)
compared with external controls. Only lower tricellulin in CD
was seen compared with controls, however (P<0.05).

Targeting early disease: lessons from
rheumatoid arthritis
Although there seem to be few similarities between IBD and
rheumatoid arthritis (RA), lessons may be learned from how
rheumatologists target early disease. A specific characteristic
of musculoskeletal disease such as RA is its destructive effect.
This gives way to an early preventive treatment, as timely
intervention can change the course of the disease. Structural
progression is different in early vs. very early treatment and early
effective treatment affects long-term outcomes of RA [17,18].
A problem frequently encountered in RA is the delay in
assessment; this has a negative impact on early treatment
and subsequent outcomes. A trial by Van Aken et al. with
methotrexate in pre-RA showed it somewhat delays the
onset vs. placebo, but not significantly [19]. When the (small)
study population was separated into two groups (serologic
positive and negative), there was, however, a clear difference.
Thus, serology might be an indicator for early diagnosis
and treatment. Another question is the role of biologics:
does early treatment reduce radiographic progression? The
OPTIMA study compared different treatment adjustment
strategies (adalimumab plus methotrexate or methotrexate
monotherapy) [20]. Treatment to a stable and low disease
activity target resulted in improved clinical, functional, and
structural outcomes (for both adalimumab continuation and
methotrexate monotherapy). A higher proportion of patients
who received initial adalimumab plus methotrexate achieved
the low disease activity target compared to those initially treated
with methotrexate alone. Timing of the therapy is important,

not so much its aggressiveness. However, there are limiting
factors to early treatment. Delays in patient presentation (up
to six months, which is very long in musculoskeletal disease)
may lead to a delayed referral to a rheumatologist. Screening
and prevention can be of help here, as can public awareness
from general practitioners, so they know what to watch for.
A triage system can aid timely diagnosis of the right patient
too. There are no diagnostic criteria for RA yet, but there are
classification criteria which can be used. The lessons learned
from RA point towards early treatment (the earlier the better),
as this leads to less permanent damage in RA. The window
of opportunity comes into view here as early treatment
may alter the course of the disease. The initial combination
of methotrexate and a TNF inhibitor is not superior to
methotrexate followed by methotrexate + TNF inhibitor. Thus,
step-up therapy is sufficient here. Shortening treatment delay
is also essential, with multiple causative factors needing to be
addressed by specific strategies [21].

Integration of “omics” and potential for clinical
practice
“Omics” have accelerated drug discovery for clinical practice
and are therefore promising elements in optimising IBD
treatment [22]. They can be used for each of the four basic
components in IBD pathogenesis (Table 3).
Omics-based biomarkers for clinical practice are able to
detect subtypes (molecular signatures). Thus, they suit
a holistic view of the patient integrating the person, the
affected organ, its lesion, as well as cell and molecular
structures [23,34].

Table 3 Basic components of IBD and their treatment strategies [24]
Therapeutic strategies
Exposome

Environmental treatment
Targets largely unknown
Selective efficacy (e.g., smoke cessation)
Implements behaviour modifications
Lifetime implementation

Immunome

Immune treatment
Reasonably effective
Limited target selection
Common side effects
Loss of efficacy with time
Immune status-dependent

Genome

Genomic treatment
Target selective
Technically feasible
Unknown risks
Doubtful effectiveness

Gut microbiome

Microbial treatment
Occasional efficacy
Not target-selective
Predictable side effects
Limited time use
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Novel Treatment Strategies
Despite the surge in new therapeutic options which
have become available for IBD in recent years,
research continues to optimise outcomes for patients.
Combinations of drug therapies are evaluated
alongside the ever-increasing number of real-life
data on practical use of IBD drugs.

Combining new drugs with different
mechanisms
As IBD is a mechanically complex disease characterised by a
high heterogeneity, it is highly unlikely that one treatment will

be sufficient. Combinations of drugs can lead to a numerically
greater efficacy (albeit with more serious adverse events
(AEs)), for example when etanercept (anti-TNF agonist) and
abatacept (CTLA-4-agonist) have been combined [1]. The
same is true when an anti-TNF (etanercept/adalimumab)
is combined with anti-CD20 (rituximab) [2]. However, the
combination of etanercept and anakinra (IL-1 receptor
antagonist) showed no greater efficacy, whilst there were no
serious infections with etanercept [3]. The EXPLORER study
aims to determine the effect of triple combination therapy on
endoscopic remission in participants. It combines an anti-
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integrin (vedolizumab IV), TNF antagonist (adalimumab SC),
and IMM (oral methotrexate). Newly-diagnosed CD patients
are stratified at higher risk for complications [4]. Moreover,
there are various approaches to develop bi-specific antibody
drugs (also called dual-variable domain antibodies) [5].
In methotrexate-treated RA patients in remission, a dualvariable domain immunoglobulin (Ig) which simultaneously
targets human TNF and IL-17A is currently being evaluated
[6]. Although combinations of biologics may offer better
efficacy than monotherapy, there are some caveats. For
example, the recognition of possible opposing pathways or
cell subsets, potentially increased side effects and increased
costs. Combining new drugs with different mechanisms
of action may seem tempting, but more data are needed.
Different combinations of agents are already used in daily
practice or may become available shortly [7].

Cobitolimod induces anti-inflammatory effects
by balancing Th17/T-reg cell response
Cobitolimod – a DNA-based oligonucleotide which is a tolllike receptor 9 agonist – can modulate the immune system
in UC by balancing the mucosal Th17/T-reg cell response.
Cobitolimod decreases IL-17 expression and the number of
Th17 cells, while increasing mucosal IL-10 expression and
the quantity of T-reg cells. This was shown by incubating
isolated peripheral blood or mucosal immune cells from
UC patients with cobitolimod in vitro. It emerged that after
incubation these cells demonstrated significantly decreased
IL-17 and increased IL-10 expression in comparison with
cells from controls. A quantitative immunohistochemical
analysis was made of colon biopsies from UC patients taken
before and four weeks after local cobitolimod treatment.
It clearly indicated a significant induction of IL-10+ and a
pronounced reduction of IL-17+ mucosal immune cells,
which was not observed in the placebo group. In addition,
FOXP3+ T-reg cells were significantly increased in the colon
of UC patients upon cobitolimod treatment. The researchers
concluded that local administration of the toll-like receptor
9 agonist cobitolimod modulates the Th17/T-reg imbalance
in mucosal inflammation. These findings indicate that
cobitolimod addresses new therapeutic targets in the
immunopathogenesis of UC, leading to pronounced antiinflammatory effects [8].

Apremilast in active UC shows promising
results
Apremilast is an oral small-molecule inhibitor of
phosphodiesterase-4 which modulates a wide array of pro-
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and anti-inflammatory mediators in UC. Application showed
clinically meaningful improvement in symptoms, endoscopy,
biomarkers, and mucosal healing compared with placebo. A
phase-2 study enrolled 170 patients who failed at least one
conventional UC therapy and who were naïve to biologic
therapy. These patients had active UC, defined as a total
Mayo score (TMS) of 6 to 11, with a Mayo endoscopic score
(MES) ≥2). They were randomised 1:1:1 to receive apremilast
30 mg twice daily (BID; n=57), apremilast 40 mg BID (n=55),
or placebo (n=58) for up to 12 weeks. Mean baseline TMS and
MES were 8.3 and 2.6, respectively. At week 12, significantly
more patients treated with apremilast 30 mg than placebo
achieved TMS clinical remission as well as modified Mayo
score clinical remission . A higher proportion of patients
treated with apremilast 30 mg and apremilast 40 mg
achieved a TMS clinical response compared with placebo.
However, the result was only significant for the apremilast 40
mg treatment group. Significantly more patients treated with
apremilast 30 mg than placebo achieved a decrease of at
least one point from baseline MES and an MES ≤1. Compared
with placebo, both apremilast treatment groups showed a
trend for a higher proportion of patients achieving histological
remission, defined as a Geboes score <2. A significantly
higher proportion of patients treated with apremilast 30 mg
than with placebo achieved mucosal healing (MES ≤1 with
Geboes score <2) (Table 4).
Patients treated with apremilast 30 mg achieved significant
improvements in amount of change from baseline in highsensitive CRP at weeks 4, 8, and 12. The same was true for
FCP at weeks 2, 4, and 8 compared with placebo. A similar
safety profile was seen in patients treated with apremilast 30
mg and apremilast 40 mg. Any AEs which occurred during
the study were consistent with what could be expected in UC
patients or the known safety profile of apremilast [9].
Table 4 Results of the study endpoints at week 12 [9]
Week 12 Study Endpoints

PBO n=58

APR30 n=57

APR40 n=55

TMS clinical remission¹

13.8%

31.6%*

21.8%

MMS clinical remission²

19%

43.9%*

27.3%

TMS clinical response³

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 healing4

15.5%

33.3%*

21.8%

*P<0.05 vs PBO. 1TMS ≤2 with no individual subscore >1. 2MMS ≤2 with no
individual subscore >1. 3Decrease 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. 4MES ≤1 with Geboes ≤2.

Early and significant effects with upadacitinib
induction treatment
A sub-analysis of the 16-week CELEST data evaluated the
onset of achieving clinical response and remission with
upadacitinib, an oral Janus kinase (JAK)1 inhibitor [10].
The patient group had moderate-to-severe active CD. With
upadacitinib 6, 12, and 24 mg BID, relatively more patients
achieved modified clinical remission already at week 4
compared with placebo (P≤0.05 for each). Over time, this
clinical measure was sustained in patients receiving the
upadacitinib 24 mg BID induction dose for up to 16 weeks.
Patients (n=220) were randomised double-blindly to placebo
or immediate release upadacitinib 3, 6, 12, 24 mg BID, or 24
mg once daily for 16 weeks. Admission criteria were CDAI
220-450, average daily liquid/very soft stool frequency ≥2.5
or daily abdominal pain score ≥2.0, and SES-CD ≥6 (or ≥4
for those with isolated ileal disease). The mean age was
40.7 years, CDAI 302.8, and mean CD duration was 13.2
years. Patients were randomised at baseline for follow-up
ileocolonoscopy at either week 12 or 16. Overall, patients
receiving upadacitinib achieved modified clinical remission
(daily stool frequency ≤2.8 and abdominal pain score ≤1.0,
both not worse than baseline) by week 4. Enhanced clinical
response (stool frequency or abdominal pain score reduction
from baseline ≥60% or ≥35%) was achieved with upadacitinib
at week 8 compared with placebo. Both clinical endpoints
were sustained in all dose groups for up to 16 weeks with
variable statistical significance (likely due to small sample
size). Mean CRP levels were significantly decreased in all
upadacitinib dose groups at week 2. They were sustained for
up to 16 weeks in the 12 and 24 mg BID and 24 mg once
daily arms. Mean FCP decreased significantly from baseline
with upadacitinib at 12 and 24 mg BID at week 4, and 24 mg
BID at week 16. In conclusion, early and significant effects
of upadacitinib on clinical parameters were demonstrated in
a refractory patient population with active CD. The effects
are concurrent with a rapid and sustainable decrease in the
markers CRP and FCP.

Vedolizumab induces endoscopic remission
and healing in refractory CD
Vedolizumab – a gut-selective humanised IgG1 monoclonal
antibody – has demonstrated statistically significant
differences in clinical remission for patients with moderateto-severe active CD compared with placebo [11]. However,
endoscopic healing has not been previously assessed.
Danese et al. [12] demonstrated positive effects of
vedolizumab on endoscopic remission and healing in CD

patients in the phase-3b, single-arm, multicentre VERSIFY
study. The subjects were 101 patients with moderate-tosevere active CD (≥3 months; CDAI 220-450; SES-CD ≥7; ≥1
mucosal ulceration on centrally read endoscopy). They had
previously experienced treatment failure with corticosteroids,
IMM, and/or at least one TNF antagonist. Treatment included
open-label standard induction dose of IV vedolizumab 300
mg on day 1, and at weeks 2, 6, 14, 22, up to week 26. They
also underwent screening colonoscopy at weeks 14 and 26
with a central reader performing the endoscopic evaluations.
Baseline SES-CD score was 16 (endoscopic remission was
defined as a score ≤4) and mean CDAI score was 324. Of
these patients, 55% had failed previous treatment with a
TNF inhibitor, while 40% had very high (>10 mg/L) levels of
CRP. All patients had one or more mucosal ulcerations on
ileocolonoscopy. At week 26, complete mucosal healing,
defined as an absence of ulceration, was achieved by 15% of
the overall study population. This was 24% of TNF inhibitornaïve patients and 7% of patients who failed previous TNF
inhibitor therapy (Table 5).
At week 10, clinical remission (defined as a CDAI score
≤150) was achieved by 36% of all patients. This percentage
increased to 42% at week 26. Patients who had not been
previously treated with a TNF inhibitor did better than those
previously treated, with 52% achieving clinical remission at
week 26. Regarding safety and tolerability, no new safety
signals were observed. A total of 66 patients had AEs and
11 patients had treatment-emergent AEs (TEAEs), including
two exacerbations of CD. No cases of liver injury or death
were observed. These findings demonstrate the ability of
vedolizumab to induce endoscopic remission and healing
in a refractory population. TNF inhibitor-naïve patients are
more likely to achieve endoscopic remission and healing
than patients who failed previous treatment with a TNF
antagonist [12].

SHP647 is efficacious and well-tolerated in CD
SHP647 - an IgG2κ anti-MAdCAM human monoclonal
antibody – is in development for induction and maintenance
Table 5 Endoscopic outcomes for vedolizumab at week 26, by previous
TNF-therapy status [12]

Outcome

Overall,
% (n=101)

TNF inhibitornaïve, % (n=46)

Previous TNF
inhibitor failure,
% (n=55)

Endoscopic remission

12

20

6

Endoscopic response

25

28

22

Complete endoscopic
healing

15

24
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of remission in patients with CD and UC. OPERA II, a 72week, multicentre, open-label, phase-2 extension study,
successfully added evidence for the long-term safety and
efficacy of SHP647 in patients with moderate-to-severe CD.
D’Haens et al. included 268 patients from OPERA I and the
open-label study TOSCA. Patients had completed 12 weeks
of treatment (placebo or 22.5, 75, or 225 mg SHP647, SC)
in OPERA I, or had a clinical response (≥3-point decrease in
Harvey-Bradshaw Index (HBI) score) on 225 mg SHP647 in
TOSCA. Patients received SHP647 (75 mg, SC) every four
weeks from baseline to week 72, and were followed up
monthly for six months. Dose de-escalation to 22.5 mg, owing
to intolerance/AEs, or escalation to 225 mg, owing to clinical
deterioration/poor response, were subject to investigator
evaluation. Primary endpoints were frequency of AEs, AEs
leading to withdrawal, and serious AEs [13]. Mean age of the
study population was 36.5 years, 56.3% were female, and
149 patients completed the study. Mean HBI score at OPERA
II baseline was 4.9. The number of AEs recorded during
the treatment and follow-up periods was 1,150 and 461,
respectively. The most common TEAEs during treatment
were nasopharyngitis (5.6%), arthralgia (6.0%), and headache
(5.2%). No patient experienced progressive multifocal
leukoencephalopathy. A total of 80 patients experienced
serious AEs and these were considered treatment-related
in ten patients. A total of 54 patients had AEs leading to
discontinuation; the most common AEs were CD flares.
There were two deaths in the study. One patient (75 mg)
died of multiple organ failure after post-operative aspiration
following a resection of the terminal ileum. Another patient
(225 mg) died of metastatic neoplasm of unknown primary
(adenocarcinoma was identified on cytology). Neither death
was considered drug-related. HBI remission and response
rates showed no unexpected decay over time. These results
lead to the conclusion that SHP647 was well-tolerated by the
study population. The sustained HBI response rate suggests
efficacy of SHP647 over the 72 weeks of treatment [14].

Higher rates of remission and healing with
vedolizumab vs. TNF antagonist
The effectiveness of vedolizumab to TNF antagonist
therapy was assessed for both CD and UC patients,
included in a multicentre consortium. Both studies found
that vedolizumab-treated patients had higher rates of
clinical remission, steroid-free remission, and endoscopic
healing than TNF antagonist-treated patients [15,16]. These
results were obtained after accounting for measurable
disease- and patient-specific characteristics (which may
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affect biological effectiveness). Researchers performed a
propensity score matching (1:1) accounting for age, sex,
and prior disease-related hospitalisation within the previous
year. Other factors matched were stricturing or penetrating
disease complication history, prior bowel surgery, disease
severity, steroid refractoriness or dependence, and prior TNF
antagonist failure. Treatment response was categorised
using the Physician Global Assessment. Cumulative rates
of clinical remission (complete resolution of disease-related
symptoms) were compared. Steroid-free remission (on
steroids at baseline, tapered off, not repeated for four weeks),
and endoscopic healing (absence of ulcers or erosions) were
also assessed.
The propensity score model accurately predicted the
treatment status (AUC of 0.80 for CD; AUC of 0.73 for UC).
From the initial 1,122 CD patients, 538 were included after
matching (n=269 vedolizumab; 44% male; median age 35
years). Results were obtained after adjusting for concomitant
steroid or IMM use, disease location (isolated small bowel,
ileocolonic, isolated colonic), and prior TNF antagonists used.
Vedolizumab-treated CD patients had numerically, but not
statistically significantly higher 12-month cumulative rates
for clinical (38% vs. 34%; HR 1.27) and steroid-free remission
(26% vs. 18%; HR 1.75). They also had significantly higher
12-month cumulative rates for endoscopic healing (50% vs.
41%; HR 1.67). Among patients with colonic involvement,
vedolizumab-treated patients had significantly higher rates
of clinical remission, steroid-free remission, and endoscopic
healing (Table 6) [15].
Regarding UC, 334 of the initial 646 patients were included
after matching (n=167 vedolizumab; 49% male; median
age 36 years). Adjustments were made for concomitant
steroid or IMM use, and the number of prior TNF antagonists
used. Vedolizumab-treated UC patients had statistically
significantly higher 12-month cumulative rates of clinical
remission (54% vs. 37%; HR 1.54) and endoscopic healing
(50% vs. 42%; HR 1.73). Cumulative 12-month rates
for steroid-free remission were numerically higher for
Table 6 Vedolizumab vs. TNF antagonist therapy in CD* [15]
Location

Clinical remission

Steroid-free
remission

Endoscopic healing

Isolated small-bowel

HR 0.70

HR 0.60

HR 1.45

disease

(95% CI 0.32-1.51)

(95% CI 0.17-2.05)

(95% CI 0.52-4.10)

Colonic or ileocolonic

HR 1.51

HR 4.90

HR 1.70

disease

(95% CI 1.04-2.20)

(95% CI 2.44-9.83)

(95% CI 1.10-2.61)

*Adjusted for concomitant steroid use, concomitant immunomodulator use,
and number of prior TNF antagonists used.

vedolizumab-treated patients, but not statistically significant
(49% vs. 38%; HR 1.43). These findings were consistent
when stratified by disease extent and prior TNF antagonist
exposure [16].

Table 7 Baseline characteristics [17]
Baseline characteristic
Age, yr
Male, n (%)
Mean disease duration, yr

Comparative effectiveness of vedolizumab and
ustekinumab in CD
Vedolizumab and ustekinumab can both be considered
for treatment in CD when conventional and anti-TNF
medication fail. As head-to-head trials are not available
and methodological issues limit an indirect comparison
based on the registration studies, Biemans et al. compared
vedolizumab- and ustekinumab-treated CD patients in a
real-life systematic observational cohort (Initiative on Crohn
and Colitis case series) [17]. They reported that clinical
remission and AEs were comparable between treatments
after 24 weeks. CD patients receiving either vedolizumab or
ustekinumab in standard care were followed using predefined
follow-up visits (at 0, 12, 24, 52, and 104 weeks). CD
characteristics documented included clinical disease activity
(HBI), inflammatory markers (CRP, FCP), hospital admissions,
CD-related surgery and AEs. Clinical remission was defined
as HBI <5. As the aim was to compare treatments, patients
with a history of both studied treatments were excluded.
Propensity score analysis was used to match, correcting
for hospital of admission, gender, disease duration, location,
behaviour, prior CD or perianal surgery, and number of failed
biologicals. Based on similar baseline characteristics, 42
patients (out of 172) starting on vedolizumab and 42 (out of
125) starting on ustekinumab were matched (Table 7).
Reduction of HBI was significant for both vedolizumab
and ustekinumab after 12 weeks (vedolizumab mean HBI
-2.9, P=0.002; ustekinumab mean HBI -4.2, P<0.001). The
mean difference in HBI decrease between vedolizumab and
ustekinumab was not significant at week 12 (P=0.346). HBI
did not decrease further beyond 12 weeks: at week 24 mean
HBI was −3.9 on vedolizumab vs. −4.6 on ustekinumab
(P=0.72). After 24 weeks, a comparable proportion of

Median follow-up, week (IQR)

Vedolizumab (n=42)

Ustekinumab (n=42)

39.6 ± 13.6

40 ± 13.7

13 (31)

15 (35.7)

14.0 ± 10.5

14.3 ± 9.2

33.4 (22-60.3)

16.1 (8-25.2)*

Mean HBI

7.8 ± 5.7

8.9 ± 5.2

Mean CRP

12.5 ± 13.6

15.9 ± 22.4

Disease location CD, n (%)
Ileum only
Colon only
Ileum and Colon
Ileum and upper GI
Ileum and Colon and upper GI

12 (28.6)
12 (28.6)
14 (33.3)
2 (4.8)
2 (4.8)

11 (26.2)
14 (33.3)
14 (35.7)
1 (2.4)
1 (2.4)

Disease behavior
Inflammatory
Stricturing
Penetrating
Perianal disease

22 (52.4)
13 (31.0)
7 (16.7)
8 (19.0)

23 (54.8)
12 (28.6)
7 (16.7)
7 (16.7)

5 (35.7)
13 (31.0)

6 (14.2)
12 (28.6)

4 (9.5)

4 (9.5)

Concomittant medications, n (%)
Corticosteroids only
Immunosupressants only
Both Immunosupressants and
corticosteroids
No corticosteroids or immunosupressive
agents

10 (23.8)

20 (47.6)*

Prior TNF antagonist therapy, n (%)
≥1
≥2

42 (100)
31 (73.8)

41 (97.6)
31 (73.8)

Prior IBD surgery, n (%)

22 (52.4)

23 (54.8)

Perianal surgery, n (%)

10 (23.8)

8 (19)

* Significant difference.

patients (46.2% vedolizumab and 57.9% ustekinumab) were
in corticosteroid-free clinical remission (P=0.44). The rate of
AEs was also comparable.
References
1.
2.
3.
4.
5.
6.
7.
8.
9.
10.
11.
12.
13.
14.
15.
16.
17.

Weinblatt M, et al. Ann Rheum Dis. 2007;66:228-34.
Greenwald MW, et al. Arthritis Rheum. 2011;63(3):622-32.
Genovese MC, et al. Arthritis Rheum. 2004;50(5):1412-9.
www.clinicaltrials.gov; NCT02764762.
Yu S, et al. J Hematol Oncol. 2017;10(1):155.
Fleischmann RM, et al. Arthritis Rheum. 2017;69:2283-91.
Ben-Horin S, et al. ECCO 2018.
Schmitt H, et al. OP004. ECCO 2018.
Danese S, et al. OP006. ECCO 2018.
Schreiber S, et al. OP022. ECCO 2018.
Sandborn WJ, et al. N Engl J Med, 2013;369:711-21.
Danese S, et al. OP023. ECCO 2018.
Sandborn WJ, et al. Gut. 2017 [Epub ahead of print]
D‘Haens GR, et al. OP024. ECCO 2018.
Bohm M, et al. OP025. ECCO 2018.
Faleck D, et al. OP026. ECCO 2018.
Biemans V, et al. DOP052. ECCO 2018.

NOVEL TREATMENT STRATEGIES

11

Efficacy and Safety of Biologics
With the widespread use of biologics in IBD, efficacy
and safety remain the cornerstone of treatment. This
has been assessed in various long-term (extension)
trials and cohorts, with a prominent role for real-life
cohorts.

Vedolizumab in anti-TNF-naïve IBD patients
The effectiveness and safety of vedolizumab in anti-TNFnaïve patients was demonstrated in a real-world setting
using a retrospective, multicentre, pooled cohort study
[1]. This included consecutive, active, anti-TNF-naïve IBD
patients treated with vedolizumab. The primary outcome
was clinical response at week 14. Patients with follow-up
beyond week 14 and those discontinuing vedolizumab at any
time were included for last follow-up analysis. Since January
2015, anti-TNF-naïve patients (CD n=50; UC n=134) initiated
vedolizumab treatment. In CD, 82% of patients responded
by week 14, and 64% were in clinical remission. A total of
52% achieved corticosteroid-free remission. At last followup (44 weeks), 77.1% of patients with available data had
responded to treatment: 68.6% were in clinical remission,
60% in corticosteroid-free remission. In UC, 79.1% of patients
responded to treatment and 39.5% were in remission by week
14; 36.6% of patients achieved corticosteroid-free remission.
Figure 1 Efficacy of vedolizumab in CD and UC at last follow-up [1]
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Corticosteroid-free
remission

At the last follow-up (42.5 weeks), 76.7% of patients had
responded to treatment: 67.0% were in remission, and 59.2%
in corticosteroid-free remission (Figure 1).
Endoscopic improvement was achieved in 63.7% and mucosal
healing in 45.5% of CD patients with available data from
baseline till follow-up. In UC, mucosal healing was achieved
in 58.5% of patients. Secondary loss of response developed
after 39 weeks of follow-up in 10% of the patients who
continued treatment at week 14. AEs were reported in 11% of
the patients; in 3.3%, this lead to treatment discontinuation.
It was concluded that vedolizumab was effective in inducing
clinical remission and response in anti-TNF-naïve patients,
with similar response rates in UC and CD. The efficacy of
vedolizumab is higher than has been reported in anti-TNFexperienced patients and is comparable to that of anti-TNF
biologics in this population.

Vedolizumab shows long-term effectiveness
and favourable safety profile
A post-hoc analysis was done of 421 vedolizumab-naïve
patients from the GEMINI long-term safety studies [2]. This
showed that almost two-thirds of UC patients and more than
half of CD patients persisted with vedolizumab treatment for
three years. Rates of vedolizumab discontinuation due to
AEs were low and vedolizumab treatment persistence rates
were higher in patients without prior TNF antagonist failure.
Vermeire et al. used this de novo cohort from the GEMINI
study to validate the long-term effectiveness and favourable
safety profile of vedolizumab. The cohort consisted of a
population without prior vedolizumab exposure. These
patients were more likely to represent patients physicians
see in their daily clinical practice than patients who had
participated in randomised controlled trials. These de novo
patients (n=421; UC n=190, CD n=231) received vedolizumab
every four weeks. Among them, 61% of UC patients and
74% of CD patients had prior TNF antagonist failure. Median
disease duration was 5.8 years for UC and 8.3 years for
CD, respectively. The number of patients who discontinued
vedolizumab treatment during follow-up was 218, the main
reason being lack of efficacy in 46% and AEs in 27%. The
respective survival probabilities of continuing vedolizumab
at one and three years were 77% and 64% in UC patients,

and 67% and 55% in CD patients. These probabilities were
higher in patients without than in patients with prior TNF
antagonist failure. For UC patients, they were 81% vs. 75%
at one year, 69% vs. 61% at three years (P=0.18). For CD
patients, the values were 84% vs. 60% at one year, 68% vs.
51% at three years (P<0.01). Cumulative probabilities of
treatment discontinuation for lack of efficacy at one and
three years were: 16% and 22% in UC, and 26% and 33% in
CD. For AEs, this was 8% and 17% in UC, and 10% and 18%
in CD. These data were concluded to support the long-term
effectiveness and favourable safety profile of vedolizumab
and suggest improved outcomes of vedolizumab treatment
in TNF antagonist-naïve patients.

Long-term safety profile of adalimumab

the first day in the registry for up to 70 days for adalimumab
or 30 days for IMM after the last dose in the registry, or up
to the cut-off date of May 31, 2017. For the adalimumab
registry group, data were reported with or without concurrent
IMM, and overall. AEs were recorded based on concurrent
IMM use at the time of occurrence. A total of 4,245 patients
enrolled in the registry, of which 4,203 patients were
evaluated (adalimumab n=1,984; IMM n=2,219). Mean age
at enrolment was 44.5 years with a mean UC duration of
10.3 years. Of the patients, 54% were male and 95% were
white. Overall, 137 and 135 patients in the adalimumab and
IMM groups, respectively, discontinued the registry. The
registry data represent 2,707.77 and 3,364.54 patient-years
of exposure to adalimumab and IMM, respectively. Incidence
and event rates of TEAEs are shown in Table 8.

Previously, safety and efficacy of adalimumab in UC patients
had been demonstrated in the ULTRA 1 and ULTRA 2 trials.
LEGACY – an on-going ten-year, post-marketing, noninterventional, multinational registry – has been designed
to further assess the long-term safety and effectiveness of
adalimumab as used in the daily clinical practice for adult
patients with moderate-to-severe active UC, thus providing
real-life data. The registry also evaluates the long-term safety
of patients receiving IMM (thiopurines) without concurrent
biologic. Registry TEAEs were defined as AEs occurring from

The most common serious infections in the adalimumab
registry group were pneumonia (n=4), appendicitis,
cellulitis and sepsis (each n=3). In the IMM registry group,
anal abscess, appendicitis, and pneumonia (each n=4)
predominated. Malignancies were observed in 15 patients
in the adalimumab group and 24 patients in the IMM
group. Deaths were recorded for six and four patients in the
adalimumab and IMM registry groups, respectively. Thus,
in patients with moderate-to-severe active UC, safety of

Table 8 Incidence and event rates of TEAEs in the LEGACY registry [3]
ADA Registry Group
Without IMM
n=1663

IMM Registry Group

With IMM
n=464

Overall ADA
n=1984; 2707.77 PY

Overall
n=2219; 3364.54 PY

n (%)

n (%)

n (%)

Events (E/100 PY)

n (%)

Events (E/100 PY)

Any AE

246 (14.8)

82 (17.7)

321 (16.2)

554 (20.5)

290 (13.1)

485 (14.4)

Serious AE

122 (7.3)

38 (8.2)

157 (7.9)

234 (8.6)

129 (5.8)

194 (5.8)

Deaths

4 (0.2)

2 (0.4)

6 (0.3)

6 (0.2)

4 (0.2)

4 (0.1)

Infection

73 (4.4)

25 (5.4)

96 (4.8)

120 (4.4)

86 (3.9)

101 (3.0)

Serious Infection

32 (1.9)

9 (9.1)

41 (2.1)

44 (1.6)

27 (1.2)

29 (0.9)

Pneumonia

2 (0.1)

2 (0.4)

4 (0.2)

NA

4 (0.2)

NA

Appendicitis

3 (0.2)

0

3 (0.2)

NA

4 (0.2)

NA

Cellulitis

2 (0.1)

1 (0.2)

3 (0.2)

NA

0

NA

Sepsis

2 (0.1)

1 (0.2)

3 (0.2)

NA

0

NA

0

1 (0.2)

1 (<0.1)

NA

4 (0.2)

NA

2 (0.1)

0

2 (0.1)

2 (<0.1)

0

0

Tuberculosis

1 (<0.1)

1 (0.2)

2 (0.1)

2 (<0.1)

2 (<0.1)

2 (<0.1)

Malignancy

11 (0.7)

4 (0.9)

15 (0.8)

15 (0.6)

24 (1.1)

34 (1.0)

Lymphoma

1 (<0.1)

0

1 (<0.1)

1 (<0.1)

2 (<0.1)

2 (<0.1)

NMSC

3 (0.2)

4 (0.9)

7 (0.4)

7 (0.3)

7 (0.3)

15 (0.4)

4 (0.2)

1 (0.2)

5 (0.3)

6 (0.2)

7 (0.3)

7 (0.2)

Reactivation of hepatitis B

0

0

0

0

0

0

Demyelinating disorder

0

0

0

0

0

0

Anal abscess
Opportunistic infection, excluding oral candidiasis and
tuberculosis

Allergic reactions, including angioedema/anaphylaxis
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adalimumab was consistent with the known safety profile;
no new safety signals were identified [3].

Overall manageable safety profile of tofacitinib
in long-term use
Tofacitinib is an oral, small-molecule JAK inhibitor. It has
been shown to be safe and effective for the treatment of
moderate-to-severe UC in the OCTAVE induction (P2/P3) and
maintenance phase (P3) [4]. Long-term safety and efficacy
of tofacitinib for UC are currently being evaluated in an ongoing, open-label, long-term extension study [5]. Sandborn
et al. described an updated integrated analysis of the safety
profile of tofacitinib in the UC global clinical development
programme. Patients were exposed to tofacitinib for up to
4.4 years [6]. Patients who received placebo or tofacitinib
5 or 10 mg BID were analysed as three cohorts. To begin,
an induction cohort (P2/P3 induction, n=1,220); the second
was a maintenance cohort (P3 maintenance, n=592). Thirdly,
an overall cohort (patients receiving tofacitinib 5 or 10 mg
BID in P2, P3, or the open-label extension study, n=1,157).
In total, 1,613 patient-years of exposure were included.
Demographics and disease characteristics were generally
similar among the treatment groups in each cohort.
Proportions and incidence rates were evaluated for AEs of
special interest. Opportunistic infections, malignancies,
major adverse cardiovascular events, and gastrointestinal

perforations were reviewed by independent adjudication
committees. In induction studies, AEs of special interest
were similar for tofacitinib and placebo groups. In the
maintenance cohort, the incidence rate of herpes zoster (HZ)
was numerically higher with tofacitinib 5 mg BID (2.1) vs.
placebo (1.0). It was significantly higher with tofacitinib 10
mg BID (6.6). Incidence rates for other AEs of interest were
similar across treatment groups. For the overall cohort, 84%
of patients received an average dose of tofacitinib 10 mg BID.
AEs of special interest were death (0.2), serious infection (2.0),
opportunistic infections (1.3) and HZ (4.1). Malignancies –
with the exception of non-melanoma skin cancer (NMSC) –
were 0.5, NMSC 0.7, major adverse cardiovascular events 0.2,
and gastrointestinal perforations 0.2. Tofacitinib treatment in
patients with UC was associated with a dose-dependent risk
of HZ. Nevertheless, the researchers stated that these results
show an overall manageable safety profile of tofacitinib 5
and 10 mg BID in the UC programme. This profile is generally
similar to what has previously been reported in the tofacitinib
RA programme. With the exception of an increased HZ risk,
it is also similar in other UC therapies, including biologics.
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Oncology in IBD
There are different aspects to oncology in IBD. It
can be related to the risk of oncologic AEs as a
result of the disease itself, but also to safety risks
associated with treatment. Therefore, oncology in
IBD is a multifactorial and often multidimensional
complication of which physicians and patients need
to be aware.

Long-term risk of advanced neoplasia after
colonic low-grade dysplasia in IBD
It is known that IBD patients have an increased colorectal
cancer (CRC) risk, which is further increased following
colonic low-grade dysplasia (LGD). Endoscopic surveillance
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programmes aim to reduce CRC risk by detecting and
removing pre-cancerous lesions such as LGD. Long-term
risk of high-grade dysplasia (HGD) or CRC after LGD is
relatively unknown, as most available studies are small and
cover short follow-up periods. A Dutch study presented
results from a nationwide cohort of IBD patients with LGD.
Long-term cumulative incidence of advanced neoplasia
(HGD and/or CRC) was determined to be 21.9% after 15 years
[1]. Meanwhile, older age at LGD, longer IBD duration before
LGD, and male gender were recognised as independent
risk factors for advanced neoplasia development. All IBD
patients presenting with LGD between 1991 and 2005 in
the Netherlands were identified using the Dutch National

Median time to developing advanced neoplasia after LGD
was 4.7 years. Multivariable analysis identified independent
risk factors for advanced neoplasia following LGD. These
included higher age (>55 years) at initial LGD (HR 1.87; 95%
CI 1.53-2.30) and IBD duration >5 years before LGD (HR 1.46;
95% CI 1.13-1.90). In addition, male gender (HR 1.37; 95%
CI 1.10-1.71) was also a risk. Findings of this study may aid
in risk stratification for endoscopic surveillance after LGD in
patients with IBD.

Cancer risk in IBD associated with age and
recent immunomodulator use
Although IMM might contribute to an increased cancer risk
(despite their control of the underlying chronic inflammation),
available data remain inconsistent. Cross-sectional and
longitudinal analysis of the Swiss IBD cohort elucidated
prevalence and incidence of cancer next to protective and
risk factors, including the role of IMM. Data on IBD patients
included between 2007 and 2013 were initially analysed
in a cross-sectional manner. Patients with malignancies
(=composite of cancer, dysplasia and lymphoma) were
compared with controls. A total of 122 malignancy cases
(3.9%) were detected in a total number of 3,119 patients. Most
patients had gastrointestinal carcinoma (23.0%), dysplasia
(22.1%), or skin cancer (9.0%). Patients with malignancies
were more often male, older at the age of diagnosis, and
had longer IBD duration. Fistula, intestinal surgery, and
surgery for fistula were more frequently reported. Cancer
patients were more often found to be taking antibiotics and
steroids, but medication with biologics was less frequently
reported. Data were analysed using a multivariate logistic
regression model. Age (OR 1.04, P<0.001), UC (OR 1.68,
P=0.03), intestinal surgery (OR 4.51, P<0.001), fistula (OR
1.74, P=0.015), and treatment with steroids (OR 2.13,
P=0.001) were independent predictors for the presence
of cancer. Treatment with 5-aminosalicylic acid (OR 0.61,
P=0.036) and biologics (OR 0.38, P<0.001) were identified as
protective factors. In a second analysing step, only patients

Figure 2 Cumulative incidence of HGD/CRC following LGD in IBD [1]
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Pathology Registry. Follow-up data were collected until
January 2016. A total of 2,738 patients with colonic LGD
were identified. Median follow-up was 9.5 years after initial
LGD diagnosis (72.4% UC, 19.8% CD, and 7.9% indeterminate
colitis). Colectomy was performed in 15.5% of patients.
Advanced neoplasia was detected in 14.4% of patients,
including 240 patients with CRC. The cumulative incidence
of advanced neoplasia was 3.5%, 9.1%, 14.4%, 21.9%, and
29.9% after 1, 5, 10, 15, and 20 years, respectively (Figure 2).
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without malignancy at enrolment and a follow-up of ≥1
year were included to calculate risk of cancer development.
Seen from this longitudinal perspective, 2.6% malignancy
cases occurred in 2,580 patients not previously diagnosed
with cancer. Based on a median follow-up of 4.9 years and
a total follow-up of 12,420.8 patient-years, an incidence
rate of 539/100,000 was calculated. CRC (17.9%), dysplasia
(14.9%), skin malignancy (13.4%), and lymphoma (9.0%)
were most frequently reported. In a univariate Cox regression
model, age, intestinal surgery, treatment with antibiotics, and
recent use of IMM were predictors for the development of
cancer. Treatment with 5-aminosalicylic acid and biologics
were identified as protective factors. These factors remained
significant predictors in a multivariate regression analysis [2].

Shallow whole-genome sequencing predicts
future cancer risk of LGD in UC
The burden of chromosomal copy number alterations (CNAs)
in precursor LGD relative to that in HGD/CRC has not yet been
defined. Therefore, the correlation between LGD CNA burden
and future CRC risk is unknown. Researchers used shallow
whole-genome sequencing to investigate these matters
[3]. Shallow whole-genome sequencing is a novel, costeffective technique for high-resolution CNA assessment in
formalin-fixed, paraffin-embedded tissue. A total of 19 UC
proctocolectomy specimens with HGD/CRC were identified
and 77 neoplastic regions (36 LGD, 34 HGD, and 7 CRC)
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were analysed. Subsequently, analysis was performed in
13 ‘progressor’ patients, with 27 LGD lesions, and 22 ‘nonprogressor’ patients, with 26 LGD lesions. Progressors later
developed HGD/CRC (after a median of 427 days) while nonprogressors remained HGD/CRC-free for over five years. The
two patient groups were matched for age, gender, disease
duration, and LGD location. The results showed that a
median 12% of the genome of LGDs from proctocolectomy
specimens showed CNAs, compared with 23% in HGD/CRC.
Similarly, the number of CNA events was greater in HGD/CRC
than in LGD (P<0.001). Multiple CNAs involving key driver
genes were more frequent in HGD/CRC compared with LGD
(adjusted P<0.05). Both the maximal total CNA burden and
number of CNA events were greater in LGD of progressors
than in LGD of non-progressors (P<0.01). A Kaplan-Meier
analysis was carried out. The 25% of patients in this cohort
exhibiting LGD with greatest CNA burden were significantly
more likely to develop CRC/HGD than the remaining 75% (HR
5.1, P=0.001). This led the research group to conclude that
LGD lesions demonstrate a surprising diversity in CNA burden.
Some LGD lesions bear CNA profiles indistinguishable from
HGD/CRC. Shallow whole-genome sequencing has potential
translational utility, by stratifying patients with LGD according
to risk of progression to HGD/CRC.

Malignancies occur infrequently with
tofacitinib
Integrated analysis of malignancies observed in the UC
clinical development programme of tofacitinib showed they
occurred infrequently. The incidence rates for malignancies
were similar to those reported for tofacitinib in RA patients and
for UC patients treated with biologics [4]. A dose-dependent
increased risk of NMSC could not be derived from the data.
Lichtenstein et al. [5] analysed patients who received placebo

or tofacitinib 5 or 10 mg BID as three cohorts. These were
induction (P2/P3 induction studies, n=1,220), maintenance
(P3 maintenance study, n=592) and overall (patients
receiving tofacitinib 5 or 10 mg BID in P2, P3 or ongoing longterm extension studies, n=1,157). Altogether, 1,613 patientyears of tofacitinib exposure and ≤4.4 years of treatment
were included. The induction cohort had no patients with
malignancy (excl. NMSC), while the maintenance cohort had
one (placebo, breast cancer). There were eight such patients
in the overall cohort (incidence rate 0.48; 95% CI 0.210.95); all had received tofacitinib 10 mg BID. No clustering
of malignancies (excl. NMSC) was noted. NMSC occurred in
two tofacitinib-treated patients in the induction cohort and in
three in the maintenance cohort (all 10 mg BID). In the overall
cohort, 11 patients were recorded (Table 9).
NMSC incidence rates in the maintenance cohort for
tofacitinib 5 mg BID were not higher than for placebo. Of the
11 overall cohort patients with NMSC, ten had been exposed
to azathioprine or 6-mercaptopurine and ten had failed
treatment with TNF inhibitors [5].

SLC12A2 potential marker of dysplasia
associated to inflammation in UC
It remains difficult to reach an anatomopathological diagnosis
of dysplasia associated to inflammation (DAI) in UC, especially
when tissue inflammation is present. The study by Merli et al.
aimed to compare the proteomes of dysplastic, inflammatory,
and normal paired tissues [6]. Their approach highlighted
specific proteins such as Solute Carrier Family 12 member
2 (SLC12A2) which may aid diagnosis of UC-DAI. This small
study was performed on formalin-fixed, paraffin-embedded
samples from UC-DAI (n=5). Epithelial cells from the paired
tissues were collected by laser capture microdissection and
differentially analysed using label-free proteomics.

Table 9 Demographics and summary of incidence of malignancies [5]
Induction cohort

Maintenance cohort

Placebo

Tofacitinib 10 mg
BID

Placebo

N (PY)

282 (44.8)

938 (156.2)

Age (yrs), mean (SD)

41.4 (14.4)

41.3 (13.8)

Female, n (%)

Overall cohort

Tofacitinib 5 mg BID

Tofacitinib 10 mg
BID

Tofacitinib (all)

198 (100.4)

198 (146.2)

196 (154.3)

1157 (1612.8)

43.4 (14)

41.9 (13.7)

43 (14.4)

41.3 (13.9)

127 (45)

381 (40.6)

82 (41.4)

95 (48)

86 (43.9)

478 (41.3)

Prior TNF inhibitor failure, n/N1 (%)

124/234 (53.0)

465/905 (51.4)

89 (44.9)

83 (41.9)

92 (46.9)

583/1124 (51.9)

Prior immunosuppressant failure, n/N1 (%)

158/234 (67.5)

661/905 (73,0)

129 (65.2)

143 (72.2)

141 (71.9)

813/1124 (72.3)

Prior immunosuppressant treatment, n/N1 (%)

160/234 (68.4)

683/905 (75.5)

134 (67.7)

149 (75.3)

144 (73.5)

838/1124 (74.6)

Disease duration (yrs), mean (SD)

8.2 (6.8)

8.2 (7.0)

8.8 (7.5)

8.3 (7.2)

8.7 (7.0)

8.2 (7.0)

Malignancies (excl. NMSC), n (%),
IR (95% CI)

0 (0)

0 (0)

1 (0.5),
0.97 (0.02, 5.39)

0 (0),
0.00 (0.00, 2.48)

0 (0),
0.00 (0.00), 2.35)

8 (0.7),
0.48 (0.21, 0.95)

NMSC, n (%),
IR (95% CI)

0 (0)

2 (0.2)

1 (0.5),
0.97 (0.02, 5.40)

0 (0),
0.00 (0.00, 2.48)

3 (1.5),
1.91 (0.39, 5.59)

11 (1.0),
0.67 (0.33, 1.19)
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Proteomic analysis enabled confident identification of 1,070
proteins, among which 19 proteins showed differential
abundance between DAI and inflammatory or normal tissue. Of
these, SLC12A2 was only detected in DAI. Tissue distribution
of SLC12A2 was assessed by immunohistochemistry on UCDAI (n=11). Colonic tissues of a colitis-associated cancer
mouse model (AOM/DSS) were also evaluated by SLC12A2
immunohistochemistry [7]. The model encompassed LGD
(n=39), HGD (n=12), adenocarcinoma (ADC, n=6), inflammatory
(n=30) and normal (n=6). SLC12A2 immunohistochemistry
on UC cases confirmed a significantly different distribution
with DAI>inflammatory (P=0.0001 for bordering epithelium,
P=0.002 for crypt epithelia). The distribution for DAI was
also higher than normal (P<0.0001 for bordering epithelium,
P=0.001 for crypt epithelia). In the AOM/DSS model, SLC12A2
was significantly increased in dysplasia compared with
inflammatory and normal tissues (LGD>inflammatory,
P<0.0001; LGD>normal, P=0.004; HGD>inflammatory,
P<0.0001; HGD>normal, P=0.007). In ADC, results were
ADC>inflammatory, P=0.0002; ADC>normal, P=0.009;
SLC12A2 was also significantly higher in advanced lesions
(HGD>LGD, P=0.012; ADC>LGD, P=0.038). It was concluded
that SLC12A2 could be a potential marker of DAI in UC, as
it could distinguish dysplasia from surrounding tissues with
inflammation. Proper validation is required to evaluate the
power of SLC12A2 as specific immunohistochemical marker
useful for clarifying difficult cases currently diagnosed as
“indefinite for dysplasia”.

Significantly increased risk of CRC and/or HGD
after appendectomy in UC
The suggested correlation between appendectomy and
UC was investigated in a meta-analysis; at the same time,
possible confounding factors were analysed. A systematic
review and meta-analysis were performed in July 2017

using MEDLINE, EMBASE and the Cochrane library. Data
from studies describing the influence of appendectomy on
colectomy rate and risk of CRC and/or HGD were extracted
from published reports. Exclusion criteria were patients <18
years, non-UC, and animal studies. A total of 891 studies
were collected, of which 13 studies evaluating 73,323 UC
patients were included (appendectomy n=2,859). All studies
except one were rated as poor quality. Overall, colectomy
rate in appendectomised and non-appendectomised patients
was not significantly different (OR 1.21, 95% CI 0.84-1.75).
Four of six studies demonstrated significantly longer disease
duration, however, with a decreased use of steroids after
appendectomy. A total of six studies investigated the risk
of CRC and/or HGD, which was significantly increased
after appendectomy (OR 3.68, 95% CI 1.70-7.94). Three
studies looked at CRC specifically, which showed the same
trend although not significantly so (OR 5.50, 95% CI 0.9531.96). The increased incidence of malignant degeneration
seemed related to longer disease duration. Average disease
duration was 102.7 months in the appendectomy group
vs. 76.6 months in the non-appendectomy group. Also, the
cumulative percentage of primary sclerosing cholangitis
was higher in appendectomised patients (13.7%) than in
non-appendectomised patients (4.4%). Thus, a significantly
increased risk of CRC and/or HGD after appendectomy in
UC patients was found, which is presumably correlated with
delayed colectomy. This finding shows that there is no need
to stop on-going trials, but emphasises the importance of
endoscopic surveillance in high-risk patient groups [8].
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Surgery for IBD
Despite the plethora of new pharmaceutical treatment
options physicians can choose from, surgery remains
a highly prevalent intervention in IBD. Optimising
surgery, thus ensuring the best clinical outcome as
well as patient comfort, is a key driver in IBD surgical
practice.

Enhanced post-operative recovery pathways
for IBD patients
When assessing patients for surgery, one of the key
elements is patient counselling to adjust expectations and
inform the patient (and caregiver) on various subjects. These
include expected course, surgery logistics, practical issues
(e.g., preventing dehydration in patients who will have a
stoma fitted), and stoma pre-operative counselling. Giving
information decreases post-operative anxiety [1]. Surgery
has undergone a revolution in recent years: enhanced
recovery pathways have been developed and minimally
invasive surgery has become the gold standard in IBD. The
goals of minimally invasive surgery go beyond the single
fact of leaving behind smaller scars. Minimising surgical
trauma has many benefits such as shorter hospital stay, less
(work-related and social) inactivity, less disability, decreased
fears and anxiety of patients, etc. A study by Spinelli et al.
combined laparoscopy with an enhanced recovery pathway
in 20 patients with CD [2]. This included no bowel preparation
nor fasting, no nasogastric tube, no abdominal drains, and
early removal of the urinary catheter. In addition, early solid
dietary intake and mobilisation, opioid-sparing analgesia,
and restrictive fluid management were instituted. The results
showed that compliance with the enhanced recovery pathway
was high (≥80%) for all items except no drain placement.
Also, a significantly earlier return of bowel function (time
to first flatus and stool) was observed in the patients who
had been subject to the enhanced recovery pathway. The
historical control group consisted of 70 CD patients who
underwent laparoscopic ileocecal resection and were treated
with conventional care. Mean post-operative and total length
of stay were significantly shorter in the enhanced recovery
pathway group. Post-operative complications were similar
in both patient groups. A multimodal pain management
strategy is recommended, where two or more analgesics
which act on different mechanisms at different sites are
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used simultaneously. A step strategy to minimise opioids
and related AEs also leads to adequate pain control, earlier
return of bowel function, and shorter hospitalisation [3].
Additional perioperative measures include preventing nausea
and vomiting, surgical site infection, and thromboembolic
events (low molecular weight heparin and mobilisation).
Over-infusion should also be avoided, as there is a linear
relation to complication [4-10]. After the patient has been
discharged from hospital, follow-up is essential; this should
be done at specific time-points, depending on the condition
(Table 10) [11].

Higher colectomy rate with infliximab vs.
conventional therapies in more severe UC
The OPUS registry was set up to collect long-term (five
years) real-world clinical practice safety data in patients with
moderate-to-severe UC treated with infliximab [12]. This
safety profile was compared with that of UC patients treated
with conventional therapies. It demonstrated a higher rate of
colectomy in infliximab-treated patients. For most patients
it became necessary after they discontinued infliximab (≥90
days) and probably was related to a more severe disease at
baseline. The prospective, non-randomised, observational
study followed more than 2,000 UC patients in routine practice
across 14 European countries. These patients were enrolled
to receive treatment with either infliximab or conventional
therapies, as determined by their treating physician. At any
time during the study, the patient’s therapy could be changed
to any other UC therapy, based on the physician’s clinical
judgment. In the intention-to-treat main analysis, Cox
proportional hazards models were used to compare time
to colectomy for the infliximab and conventional therapies
Table 10 Timing follow-up post-surgery [11]
Crohn's disease

Ulcerative colitis

At discharge
● Evalution of risk factors for post-operative
recurrence
● Discussion with the patient about the
therapeutical options
● Outpatient visit planned within 2-4 weeks

At discharge
● Planned evaluation within 3 months (pouch
clinic)
● Multidisciplinary team patient's education

After discharge
● Regular follow-up depending on therapies
● Colonoscopy at 6-12 months
● Follow-up depending on the presence of
recurrence

After discharge
follow-up (at 3, 6, and 12 months after
surgery)
● Endoscopy at 12 months
● Regular follow-up (visit ± endoscopy every year)
● Treatment for pouchitis (if needed)
● Regular

groups. Adjustments were made for baseline covariates of
disease severity, smoking history, and other UC medications.
In a separate secondary analysis, colectomy incidence rates
were examined using an exposure-adjusted approach based
on the timing of exposure to infliximab. Infliximab exposure
time was defined as time from first dose to within 90 days
after the most recent infliximab dose. Data concerning 2,239
patients were available. A total of 1,180 patients – including
296 patients who switched to infliximab during follow-up –
were enrolled in the conventional therapies group and 1,059
patients in the infliximab group. Patients selected by their
physicians to start on infliximab had more severe disease at
baseline (shown, e.g., by their partial Mayo score) than those
selected for conventional therapies. A total of 222 patients
had colectomy during five years of follow-up. In time-to-event
analyses, enrolment in the infliximab group was associated
with higher risk of colectomy (HR 3.12; 95% CI 2.25-4.34;
P<0.001) than in the conventional therapies group. After
controlling for exposure to infliximab, however, incidence
rates of colectomy were similar whether exposed or not.
Criteria for exposure were <90 days of dosing with infliximab
(27.0/1000 patient-years) and for non-exposure, ≥90 days
after the most recent dose (22.7/1000 patient-years). Within
the infliximab registry group, 97 of the colectomies occurred
during up to five years of follow-up when not exposed to
infliximab. The incidence rate was 48.9/1000 patient-years
(Table 11).
Colectomy was reported at a higher rate in the infliximab
registry group compared with the conventional therapies
registry group. Nevertheless, it was concluded that the
infliximab registry group had more severe disease at
baseline. Also, most of the colectomies in the infliximab
group occurred after patients had been off infliximab for at
least 90 days.

Significant reduction of emergency stoma
surgeries for CD
Discrepancies in surgical rates for CD are observed between
population-based studies and referral cohorts. As medical
therapy advances further, temporal trends in rates of surgical
ostomy creation need to be re-evaluated. Ma et al. conducted
a population-based surveillance using the Discharge Abstract
Database of the Calgary Health Zone [13]. Data for the period
between April 1, 2002 and March 31, 2009 were included.
Patients aged ≥18 years were identified who were admitted
for CD and underwent surgical stoma creation (n=427).

Table 11 Incidence of colectomy based on timing of exposure to infliximab [12]
Exposure time

Non-Exposure Time (defined as ≥ 90 days after infliximab dosing, if
any)

TOTAL

TOTAL

Originator
Infliximab and
Switchedto- Originator
Infliximab Groups
Time=2852.0 PY

Originator
Infliximab Group

Conventional
Therapy Group

Switchedto- Originator
Infliximab Group

Time = 6392.0 PY

Time = 1984.6 PY

Time = 3584.0 PY

Time = 824.4 PY

Colectomy
No. of
Events

Rate/ 1000
PY (95%
CI)

No. of
Events

Rate/
1000 PY
(95% CI)

No. of
Events

Rate/ 1000
PY (95%
CI)

No. of
Events

Rate/ 1000
PY (95%
CI)

No. of
Events

Rate/
1000 PY
(95% CI)

77

27.0
(21.3,
33.7)

145

22.7
(19.1,
26.7)

97

48.9
(39.6,
59.6)

44

12.2
(8.9,
16.5)

4

4.9
(1.3,
12.4)

The overall stoma creation rate was 1.9 stomas per 100
person-years (95% CI: 1.5-2.5). The rate of stoma creation
between 2002 and 2009 trended downwards by an average
of 5.8% per year (95% CI: −11.4%, 0.2%). It decreased from
2.3 stomas per 100 person-years (95% CI: 1.8-3.0) in 2002 to
1.6 stomas per 100 person-years (95% CI: 1.3-2.1) in 2009.
When stratified by surgical indication, the rate of emergencyostomy creation decreased significantly from 2002 to 2009,
with an annual change of −14.6% (95% CI: −22.8-−5.6%).
In contrast, elective-ostomy creation rate remained stable
with an annual change of 3.1% (95% CI: −2.8-9.4%). At the
beginning of the study period, emergency-stoma creation
rate exceeded elective-stoma creation rate (1.3 emergency
stomas vs. 1.0 elective stomas per 100 person-years). By
the end of the study period, this pattern had reversed (0.6
emergency stomas vs. 1.1 elective stomas per 100 personyears). The frequency of emergency compared with elective
stoma surgery was observed to shift between 2005 and 2006.
Thus, this large population-based study showed a significant
reduction in the rate of emergency-stoma surgeries for CD.
A paradigm shift in surgical care trended towards increasing
the rate of elective-stoma creation during the biologic era.
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Harmony in the Microbiome
Understanding the role of gut microbiome provides a fundamental
insight into bowel diseases.
Inflammatory Bowel Diseases (IBD) are a heterogeneous
cluster of autoimmune diseases that affect the
gastrointestinal tract, primarily however, downstream of
the stomach. The predominant manifestations of IBD are
ulcerative colitis (UC) and Crohn’s disease (CD) which are
becoming a worldwide epidemic [1]. In CD, parts of the
intestine are inflammated whereas in UC the inflammation
is limited to the colon. The aetiology of IBD remains to be
elucidated. The cause is estimated to be a dysfunction
in intestinal-barrier signaling, or a breach of this barrier,
which can sometimes be initiated by an imbalance in the
microbiome (dysbiosis). Thus, IBD represents alterations
in the microbiome of susceptible individuals [1-3].
Humans and microbes have a symbiotic relationship,
essential for maintaining homeostasis. However,
the microbiome is highly dynamic and sensitive to
environmental modifications. Among such environmental
factors, food and nutrition-related habits, progressively
modified in western societies, appear to be of critical
importance. Especially in the last half-century IBD
prevalence has increased, which strongly suggests a
role for environmental factors. Thus, environmental
factors have been the focus of research; strategies to
exploit microbiota (diet, probiotics, antibiotics, or faecal

microbiota transplantation (FMT)), can modulate disease
activity [2]. However, clinical trials that investigated
viability of FMT in IBD have variable and difficult-tointerpret results [4].
The prevalence of IBD in more developed countries is
far greater, and growing at a much higher rate [5]. One
explanation is the observed difference of the microbiome
of developed societies, which can be characterised
by loss of bacterial diversity. Therefore, determining
biomarkers and establishing personalised medicine is
of utmost importance in the treatment of IBD [4]. A novel
study, presented at ECCO, investigated faecal DNA [6].
They identified several microbial characteristics that can
be used as biomarkers or therapeutical targets. There is
promise to move beyond defining the phenotypic footprint
of the microbiome and identifying how it contributes to
IBD.
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We are recruiting Editors for our annual Medicom Conference Report Series in
Gastroenterology.
Medicom publishes a series of high-quality peer-reviewed Medical Conference Reports
for clinicians and medical professionals around the world, both in print and online.
Our publications cover the latest clinical developments in medicine, presented at the
annual recurring European and American conferences, and are published online within
6-8 weeks after the conference.
Within the specialty area Gastroenterology, we publish the annual European Crohn’s
and Colitis Organisation (ECCO) and the annual United European Gastroenterology
Week (UEG Week) Conference Reports.
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Clinical data for UC

Novel data and treatment options
with tofacinib, ozanimod, vedolizumab and inﬂiximab against ulcerative colitis.
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Therapeutic Potential of
FMT Growing

FMT established as a therapeutic
option for IBS. Further microbiome
enrichment with probiotics is also
a promising strategy for treating
Cirrhosis.
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Endoscopic Tools

The new endoscopic classiﬁcation
EGGIM showed a higher diagnostic performance than the standard
OLGIM, in particular in type 3 and
4 patients.
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Responsibilities of the Editor
The Editor will nominate reviewers and suggest topics and sessions to be included in
the conference reports. Medicom customers are also invited to suggest interesting
topics and sessions for Editor consideration and approval. The Advisory Board,
consisting 1 Editor and 2-3 reviewers, will review and advise on the report, particularly
on its scientific accuracy. The Editor will have final Editorial decision responsibility.
We are looking for candidates who:
• are active researchers, who have gained recognition as an expert within
Gastroenterology. You have a good understanding of related and interdisciplinary
areas, a feel for how your field is developing and a view of the emerging topics
• have a network of international contacts and collaborators, and can attract key
scientists as reviewers and/or editorial board members
• together with the Editorial Project Manager, would be interested in developing ideas
about future directions for our conference series in Gastroenterology
The initial term of appointment is 1 year for all Medicom conferences covered in the
specialty area Gastroenterology during 2018, currently projected to be ECCO, 14-17
February 2018, Vienna, Austria and UEG Week, 20-24 October 2018, Vienna, Austria.
Alternatively an Editor role for a single conference report is open for discussion.
Compensation for time, and Editor recognition in the conference report series.
Please submit a resume and cover letter explaining your suitability and interest for the role
to Medicom Medical Publishers, to the attention of Lisa Colson, Editorial Project Manager.
e-mail: MCReditor@medicom.nl

•

Our Medicom Conference Reports fill the gap between live presentation at the conference
and the publication in scientific journals. We publish the outcomes well before the
information is available in journals.

•

The Medicom Conference Reports facilitate a faster and broader dissemination of the
breakthrough findings from a conference, while maintaining scientific quality standards.

•

For recent publications please visit us at www.medicom.nl/mcr

