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e are overwhelmed by medical papers and journals. Open access is the
word of the day, i.e. things have been turned upside down. It is not the
readers but the authors or institutions that pay for publishing their
achievements in science. This is of course a good thing - disseminating
science all over the world giving equal opportunity for all to read not being
dependent on economic resources. In the long run this should enhance progress
of science in the world community.
But there are downsides; the scientist will have to increase project budgets
allowing for publication cost. The number of open access journals is increasing
dramatically and they are in competition trying to attract papers. Many of them
are serious with a proper peer review process, whilst on the other end of the
scale there are the pure predator journals accepting articles as long as you pay
them good money. Many of them are not indexed and most of them have only
online businesses. This in turn dilutes the overall quality of scientific publications, making it even more difficult to navigate in your field of research interest.
Authors might easily be lured into this business expanding their publication lists
with rather low quality papers. Then there are the predator congresses where
you are invited to present at a rather high cost…….
Another phenomenon that has been more and more obvious during the last
decades is scientific papers used also as advertisement for your business. We
have seen this mostly in countries where attracting patients to your hospital is
of major interest, where there is a competition among institutions and where
the institution economy is totally dependent on patient fees. Such systems will
of course influence publication bias. The more recent trend is what we see in
gastroenterology where only the pharma industry has the economic muscles
needed for conducting the huge international randomized studies comparing
their new drugs with placebo treatment. These studies are often so complicated
to understand that one can suspect this is on purpose to make the message look
better, although they are honest at the bottom line. Here we must also be aware
of publication bias.
IBD Congress News is an easy to “see through” commercial endeavor aiming
to help you navigate in today’s complicated landscape of new drugs and new
developments in IBD. It is distributed free of charge and financed by advertisers
who cannot influence the content. Hopefully free of too much bias, only reporting what’s said at meetings and congresses, of course not always reflecting what
is right. Enjoy reading this issue!
Tom Øresland and Jonas Halfvarsson
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IBD AT THE DDW 2018
Digestive Disease Week (DDW) is the world’s largest gathering of medical professionals in the
specialities of gastroenterology, hepatology, endoscopy and gastrointestinal surgery. In 2018 it
was held in Washington, USA, and more than 14.000 delegates had come to the US
capital to attend. As always, IBD was an important topic on the agenda.

P

rof James D. Lewis gave a lecture in
which he asked if diet can be used
to prevent IBD. He began by pointing out that the incidence of both
Crohn’s disease (CD) and ulcerative colitis
(UC) is increasing worldwide.
– In the last couple of decades, at least in
more developed areas, maybe there is a little stabilization in the CD incidence while
it continues to rise in developing countries,
Prof Lewis said.
Two hypotheses
In order to explain why diet might have an
influence on this, he used CD surgery as an
experimental model.
– The most common procedure in CD
would be an ileocecal resection, with a
primary anastomosis. But sometimes the
surgeon will elect to create a loop-ileostomy upstream to protect that anastomosis.
We know that the disease typically does
not re-occur until the faecal stream is re2

stored. And when is does happen, it is typically just proximal to the anastomosis. Prof
Lewis presented a 20 year old Dutch study
that showed that a faecal diversion heals
ileal mucosa – and that exposure to ileal
contents lead to inflammation.
– So there has to be something that is in
there – I think we should concentrate on
food.
Many traditional epidemiology findings
support this theory. CD incidence rates
increase within a generation after immigration from a low incidence country to a
high incidence country. First generation
immigrants generally retain their lower
incidence, but their offspring tend to have
IBD that is comparable to people who
were born in the country where they have
moved.
– There are two hypotheses here: One
is that the first generation did not really
adopt the lifestyle of the country they
moved into. The alternative hypothesis is

that you need those early life exposures to
see this effect.
Food that drives inflammation
Processed foods is defined as foods that
have undergone biological, chemical or
physical processes to improve texture,
taste or shelf life. Typically, such foods
have a higher content of fat, added sugar
and salt and a lower content of fibres and
vitamins.
– The real focus has been on ultra-processed foods, which are those foods that
contain little or no whole foods (such
as potato chips, breakfast cereal, hot
dogs etc.). They don’t look like as what
the source to that food looked like at the
beginning, Prof Lewis continued.
Data from Sweden show that from 1960
to 2010 there was a 142 % increase in ultraprocessed food product consumption.
– Why is such foods important? There
are some non-nutritional contents in
IBD CONGRESS NEWS 2 · 2018
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them – neoformed contaminates from the
reaction between amino acids and sugars
at high temperatures that results in browning, bisphenol A from packaging, approved
nanoparticles, emulsifiers and thickeners.
Titanium dioxide is the most common
approved nanoparticle in food, used as a
whitener. There are several hypotheses
why nanoparticles may be important in
IBD – they could carry antigens that would
not otherwise cross epithelium into Peyer’s patches, is one.
– More recent evidence suggest that
nanoparticles can activate NLRP3 (a gene
that provides instructions for making a
protein called cryopyrin), with downstream activation of caspase 1 and creation
and release of pro-inflammatory cytokines.
A randomised, controlled trial (RCT) of
20 patients from 2001 showed that patients
on a low microparticle diet (all processed
foods removed) had a significant reduction
in their CD activity index, compared to the
group on control diet. 7 of the 10 patients
in the low microparticle arm went into remission, but none in the control diet arm.
There are studies that had looked at exclusive enteral nutrition (EEN) versus partial enteral nutrition (PEN = 50 % of foods
from formula and 50 % from table food) in
CD.
– Interestingly, these studies have shown
that EEN was more effective in inducing
remission and in reducing calprotectin,
than PEN. This suggests there is something
in table-food that drives inflammation.
An accumulative add-on effect
In his summary, Prof Lewis said that the
content of gut lumen seems to drive inflammation and that the regional incidence
of IBD is correlated with a Western lifestyle.
– The age-specific incidence of IBD is
correlated with dietary patterns – particularly with consumption of fast foods and
not home made food.
Effective restriction diets typically require preparation of meals made from
fresh ingredients.
– At the end of the day, if you put all that
together, there seems to be a component
of western diet – perhaps related to processed food – that contributes to the incidence of IBD, particularly to CD.
Prof Lewis ended with some advice.
– Consumption of a Mediterranean diet
prepared from fresh ingredients may reduce the risk of IBD, and has also other
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important health benefits. But I don’t think
that 100 % avoidance of processed foods is
going to be necessary to reduce risk of new
onset IBD. I think this is an accumulative
add-on effect – otherwise we would all
have IBD, he stated.

“IT USED TO TAKE IMMIGRANTS
OVER 30 YEARS TO DEVELOP
IBD ONCE IN THE U.S”
3 of 4 FMT trials positive
At the Presidential Plenary, Dr Maria
Abreu talked, among other topics, about
the rising incidence of IBD and faecal mucosa transplantation (FMT).
– Prof Siew Ng in Hong Kong has the
most recent epidemiological data on IBD.
These show that there is a rapid rise in the
incidence of IBD in newly industrialized
countries of Asia and South America, she
pointed out.
Dr Abreu is working in Miami, and stated
they had seen an enormous rise in IBD in
Latin-American immigrants there in the
last years.
– It used to take immigrants over 30
years to develop IBD once in the U.S. Now
it is only taking 7 years. So we are changing
something in the environment, Dr Abreu
said.
She continued by presenting a meta-

analysis of 4 clinical trials on FMT in UC.
In this, 3 of the 4 included RCTs demonstrated clinical benefit.
– The one trial that did not, used fresh
stool via upper GI route. The other 3 used
initial colonic delivery, followed by repeated enemas of frozen stool during induction. The trials that used multi-donor
stools, seems to be the most effective, Dr
Abreu established.
Gut microbiome involved in IBD pathogenesis
FMT as a treatment for IBD, especially UC,
has generated a lot of renewed interest. At
the Congress, Dr Sam Costello presented a
Cochrane review on the subject.
He started with defining FMT.
– It is a procedure where stool is collected from a healthy donor and administered to a patient in order to treat disease.
The aim is to restore a healthy microbial
ecosystem in the gut, and FMT can be delivered via colonoscopy, enema, nasoduodenal tube or capsules. Primarily, FMT is
used to treat refractory Clostridium diffi-

Maria Abreu

William Sandborn
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cile infection, however more recently FMT
has been investigated to treat a number of
other conditions, including IBD, Dr Costello
said.
A 3-stage process is needed in preparation for FMT – donors are recruited, then
donors are screened using a thorough history examination, and also blood and stool
testing. This is in order to reduce risk of
disease transmission from donor to recipient, he explained.
– There are a number of reasons why
FMT is investigated in IBD. There has
been a rapid rise in IBD over the last century, this has paralleled rapid environmental
changes associated with urbanisation and
industrialisation. Many factors associated
with modern living are associated with reduced microbial exposure – and reduced
microbial diversity in the gut.
Multiple lines of evidence points to the

involvement of the gut microbiome in IBD
pathogenesis. However, the majority of
currently available therapies target the immune response, and do not directly target
the gut microbiome.
– We have some good very good therapies for IBD, but they all have incomplete
efficacy and many have significant adverse
events, Dr Costello continued.
Increase rates of clinical remission
The purpose of the Cochrane review that
Dr Costello presented was to assess the
efficacy and safety of FMT for treatment
of IBD. Randomized controlled trials and
prospective cohorts were included with
CD and UC patients of all ages The primary outcomes were clinical remission
and relapse, and adverse events. A number
of secondary outcomes included clinical
response, endoscopic remission and response and quality of life, among others.
– After the exclusion process, 4 studies
were included in the meta-analysis – all
on UC. There were no studies on patients
with CD that met the criteria, he said.
All 4 studies were relatively small, and
included between 50 and 81 patients. The
study characteristics varied considerably
between the studies.
– In conclusion, the review found that
FMT increased rates of clinical remission
at 8 weeks – a twofold remission rate compared to controls. There was no difference
in clinical remission rates or relapse rates
at 12 weeks. However, these 2 primary endpoints were only assessed in a single trial,
which was the smallest RCT, using upper
GI delivery. So these conclusions may not
be more broadly generalisable.

FMT increased rates of clinical and endoscopic remission at 8 - 12 weeks. There
was no difference in serious adverse events
at 6 - 12 weeks, Dr Costello finished.
Decreased colectomy rates
10-year follow-up data from the Swiss IBD
cohort study on colectomy in UC were presented by Dr Luc Biedermann.
– We found male sex, lower age at diagnosis, pancolitis and also extra-intestinal
manifestations to be associated with risk
for colectomy – but not smoking or previous smoking, he stated.
The colectomy rates in the cohort were
at the lower end – or even lower – than any
colectomy rates previously reported in the
literature of UC, Dr Biedermann continued.
– The risk of colectomy appears to follow a bell-shaped curve with an initial
increase in the individual course of the disease, and subsequent decrease of the risk
after 15 years.
When colectomy is indicated in the patient, it appears that it is performed earlier
than in recent years.
– We also found a significant decrease of
colectomy in the recent years of our prospective follow-up, he said.
Whether this is due to an increased
awareness, or an earlier administration
of our more potent treatment options –
which would lead to a shorter period of
lost time due to futile medical treatment –
can only be a speculation, Dr Biedermann
underlined.
– But it might be that the bell-shaped
curve of individual colectomy risk in the
future may even be shifted when we start
using our more potent treatment options
earlier in the course of the disease. This
also means that the inevitable event of
colectomy, if it needs to occur, will occur
more early, Dr Biedermann said at the end
of his report.
Three risk factors for readmission
A study on readmission after abdominal
surgery for CD was presented by Dr Diane
Mege.
– We know that 50 % of patients require
surgery during the 10 year period after
diagnosis. The surgery is frequently performed after failure of biotherapy, or for
complications, she initially said.
Some authors have reported readmission rates between 13 and 38 %.
– That is why we initiated this study –
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NEW HORIZONS A GUT REVOLUTION

UEG Week Vienna 2018
October 20-24, 2018
Venue: Austria Center Vienna
Ahead of UEG Week Vienna 2018, UEG President Professor
Paul Fockens discusses why he is looking forward to one of
the world’s premier digestive health meetings.
With more than 13,000
attendees from across the
globe, UEG Week is one
of the largest gastroenterology and
hepatology meetings in the world.
This year’s congress will take place
at the heart of Europe in Vienna, the
home of UEG.
A world-class programme has
been carefully pieced together
by my colleagues in the UEG
Scientific Committee, featuring
the latest advancements in clinical
management and the best new
research in digestive health. The
programme boasts a variety of
symposia and session types to ensure
that a comprehensive offering is
provided for all attendees, whatever
their specialty may be.
The congress kicks-off with the
Postgraduate Teaching Programme,
comprising of two days of excellent
medical education and state-ofthe-art sessions. The interactive
session formats will include
tricky clinical cases, controversial
debates and exciting video cases,
supplying a perfect mix for both
gastroenterologists in training and
established physicians.
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UEG Week will once again host the
hugely successful ‘Today’s Science,
Tomorrow’s Medicine’ initiative
and this year’s theme will focus on
regenerative medicine in digestive
diseases. This symposium series is
constructed through a combination
of invited speaker and Free Paper
sessions, ensuring the world’s leading
scientists and young researchers unite
to help shape future developments in
our dynamic field.
Science is at the forefront of UEG
Week and we are constantly looking
to attract the best science and
research to our congress. The meeting
provides a fantastic opportunity
for researchers around the world
to submit and present their latest
research findings and, to support the
quality of submissions, UEG offer a
number of awards, including the Top
Abstract Prize and the UEG Rising
Stars Awards.
I am anticipating a very exciting week
of scientific advances and updates
from leading digestive health experts
and, along with my fellow colleagues,
look forward to welcoming
new and returning delegates
to UEG Week Vienna 2018.

To find out more,
visit www.ueg.eu/week
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our objective to identify predictive factors
for readmission, Dr Mege explained.
During the study period – 2004 - 2016 –
a total of 908 abdominal procedures were
performed. The readmission rate was 70
individuals, or 8 %.
– The most common causes for readmission were superficial and deep site infection, ileus and dehydration. We identified
three independent risk factors: Age, proctectomy and intra-operative blood loss.
For this reason, the authors suggested
a heightened attention to at-risk patients
for readmission – the elderly, patients who
suffered high intra-operative blood loss
and/or underwent a proctectomy.
– A careful follow up should be performed in these patients, by a closer
post-discharge monitoring by phone, telemedicine or mobile health device, were Dr
Mege’s conclusions.
Surgery is too often delayed
Prof Benedict C. Nwomeh talked about
surgical approaches and outcomes in paediatric IBD.
The main indication for surgery in children is in refractory illness.
– This can cause delayed growth and
maturation. Also surgery can be due to
complications of disease and extra-intestinal manifestations, he said.
Surgery can also be indicated in order to
improve quality of life.
– Children who miss school due to frequent hospital admissions, blood transfusions etc. or have excessive stooling.
The decision on which patient to operate
on, and what operation to perform is more
important than which technique to use for
the operation. A multidisciplinary team is
essential, according to Prof Nwomeh.
To prepare the patient, extensive preoperative counselling is very important. Discuss all options, including no surgery and
permanent ileostomy. Ensure complete
and factual disclosure of risks and potential outcomes, he stressed.
– Tell the truth! CD is incurable. Surgery
may be the last option, but is too often delayed to patient’s detriment. With perianal disease, too much surgery may not be a
good thing. Limit it to drain abscesses, use
setons and treat infections – try not to cut
so much.
Goals of surgery in CD are to alleviate
complications, improve quality of life and
for the surgeon to conserve as much bowel
as possible. Key surgical techniques in-
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clude bowel resection, strictureplasty, to
drain intraabdominal abscesses and performing an ostomy.
In UC, the surgical goals are to remove
disease-bearing mucosa. This means a total colectomy and proctectomy (i.e. proctocolectomy). Prof Nwomeh talked about
ileal-pouch anastomosis (IPAA) and some
complications of this (anastomotic leak,
pelvic sepsis and abscess were some he
mentioned).
– Long term complications include small
bowel obstruction, pouch stricture and
pouchitis. So these patients we need to
keep an eye on, he ended his talk.

“THE MAIN INDICATION FOR
SURGERY IN CHILDREN IS IN
REFRACTORY ILLNESS”
A close link between PSC and IBD
Primary Sclerosing Cholangitis (PSC) is an
asymptomatic chronic inflammation of the
bile ducts with consequent stricturing and
sclerosis.
– We have two forms of PSC – smallduct PSC, that can only be diagnosed with
histology, and classic PSC which can be
seen on MRI, said Dr Guillaume Bouquen.
PSC can lead to complications such as
liver cancers, bacterial cholangitis, cirrhosis and ultimately to liver transplantation,
he continued.
– There is a close link between PSC and
IBD, 60 - 80 % of PSC cases are diagnosed
in individuals with IBD. This is a threatening partnership of diseases – beside the

liver complications, the risk of colorectal
cancer is increased 4-fold for these patients. But we do not have screening for
PSC in IBD patients.
At Dr Bouquen’s hospital in Rennes,
France, they have a local recommendation
to perform intraoperative liver biopsy during IBD surgery. The aims of the study he
presented was to assess the prevalence of
PSC within a cohort of operated IBD patients. Also to characterize PSC phenotype
and IBD associated to PSC phenotype –
and to assess liver and gut complications.
390 patients were included, 288 with CD
and 102 with UC. The mean follow-up was
5,7 years.
– We found that one in seven operated
patients had PSC, one in six developed
liver complications and one in six
developed colorectal neoplasia.
Dr Bouquen underlined that biological
blood tests remain insufficient for screening of PSC, since there is a high frequency
of asymptomatic patients without biological abnormalities.
– So this study suggests a systematic
screening for PSC in IBD patients whatever the way – including intraoperative liver
biopsy, he concluded.
Clinical characteristics for UC-PSC
UC is the most common form of IBD in
PSC – UC is identified in 75 % of PSC patients, said Dr Omar Mousa.
UC-PSC patients may have a unique UC
phenotype – with less severe colitis and
more extensive pancolonic involvement
reported in the literature.
– UC usually precedes PSC diagnosis
in this population, with high cumulative
probability of colonic dysplasia or colorectal cancer, Dr Mousa pointed out.
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However, there are limited data on utilization of anti-TNF therapy, UC-related
colonic resection rate, racial difference
and long-term clinical outcomes in the
UC-PSC population.
Dr Mousa presented a study with the
aim to assess this. It was a multi-centre
study on retrospective IBD cohorts from
the three Mayo clinics and Washington
University at St Louis, in total 522 UC patients. 11 % of these had PSC as well.
– For clinical characteristics and phenotype, our study found that UC-PSC patients had younger age at diagnosis, milder
UC severity index and more extensive
colonic involvement. They had similar
colonic resection rate, and less smoking
history, but this was not significant.
For UC medication history, UC-PSC patients had less use of anti-TNF therapy, less
use of steroids and rectal 5-ASA.
– They had no significant higher use of
antibiotics, but similar anti-TNF response
rate and similar use of immunomodulator
therapy, Dr Mousa concluded.
Safety data of tofacitinib
Tofacitinib is an oral, small molecule
JAK inhibitor recently approved for the
treatment of UC. Prof William Sandborn
explained that the safety of tofacitinib
has been evaluated in several studies.
He presented an updated analysis of the
safety data from the clinical development
program in patients with moderately to
severely active UC with tofacitinib exposure up to 4.4 years.
– Data from the maintenance cohort
suggests dose dependency for the risk of
Herpes zoster in patients with UC, he said.
Based on the maintenance and overall
cohorts, the risk of serious infection, opportunistic infection, Herpes zoster, malignancy, non-melanoma skin cancer and
major adverse cardiac events did not increase with longer duration of tofacitinib
treatment up to 4.4 years.
– These data are consistent with previously presented integrated analysis of
the safety cohorts up to 3.9 years. An overall manageable safety profile of tofacitinib
5 and 10 mg twice daily was observed and
generally similar to that of the tofacitinib
rheumatoid arthritis program, Prof Sandborn summarised.
With the exception of Herpes zoster, the
safety profile of tofacitinib was similar to
that of other UC therapies – including biologics, he added.
IBD CONGRESS NEWS 2 · 2018

Retreatment often successful
Prof Jean-Frédéric Colombel presented
data on tofacitinib retreatment after treatment interruption in UC.
– As you know, there are many circumstances under which we would like to stop
or interrupt UC therapy to accommodate
a number of scenarios – adverse events,
illness or surgery, he said.
Tofacitinib is not expected to elicit neutralizing anti-drug antibodies that may
limit successful retreatment after treatment interruption. The objective of the
study Prof Colombel presented was to
evaluate the efficacy and safety of tofacitinib 10 mg in 101 patients who responded
to induction therapy and reinitiated treatment with 10 mg after treatment interruption of up to 52 weeks.
– The retreatment appeared to be efficacious and well tolerated. Clinical response
was recaptured in approximately three
quarters of patients by month 2, and generally sustained at month 12, Prof Colombel
reported.
The safety in the retreatment subpopulation appeared to be consistent with
that observed in the overall population,
although the sample size was small. No
new safety signals were observed in this
subpopulation of patients.
– To conclude – and I think this is a clinical message – these analyses suggest that
therapy with tofacitinib 10 mg BID can be
temporarily stopped and reinitiated safely
and efficaciously.

– The pro-inflammatory cytokine IL-23
plays a critical role in the pathogenesis of
IBD. The IL-23 pathway blockade has been
shown to have efficacy in CD, he explained.
249 patients were randomised 1-1-1-1 to
either placebo, to mirikizumab 50 mg IV
exposure based dosing, 200 mg IV exposure based dosing or 600 mg IV fixed dosing. (Exposure based dosing was adjusted
if serum trough concentrations fell below
0,5 microgram/ml and 2,0 microgram/ml
respectively).
22,6 % of patients in the 200 mg arm
achieved the primary endpoint of clinical
remission at week 12, as compared to 4,8
% in the placebo arm. For the two other
arms the figures were 15,9 % for the 50 mg
arm and 11,5 % for the 600 mg arm. Clinical
response was seen for 59,7 % for 200 mg,
49,2 for 600 mg and 41,3 % for 50 mg – to
be compared with 20,6 % for placebo.
– To conclude, mirikizumab demonstrated efficacy in the induction treatment
for patients with moderate to severe UC, as
assessed by multiple measures, Prof Sandborn said.

First data on mirikizumab
Prof Sandborn also presented data from
a Phase-II study on anti-interleukin-23
therapy with mirikizumab in patients with
moderate to severe UC.
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Subgroup analysis based on prior biologic therapy demonstrates trends towards
efficacy in both biologic naive and biologic experienced patients, with a relatively greater effect in biologic naive patients.
Overall adverse events frequencies were
similar for mirikizumab and placebotreated patients.
– These are the first data evaluating the
efficacy of an IL-23 monoclonal antibody
in patient with UC, Prof Sandborn ended
his lecture.
Vitamin D and CD
We all know that CD is a chronic immune-mediated disease.
– But it is perhaps less known that vitamin D has immunomodulatory properties.
We also know that there is an inverse relationship between vitamin D levels and vitamin D disease activity. Even in our clinic
we see that patients with more active disease tend to have low vitamin D levels,
said Dr Berkeley Limketkai.
He presented a study on pre-diagnosis
vitamin D levels and the risk of CD. Epidemiologic studies have suggested that perhaps low vitamin D levels are associated
with the pathogenesis of CD.
– Is vitamin D deficiency a risk factor
for CD? We have to be careful when we interpret data – the phenomenon of reverse
causation may also be at play: CD, with its
inflammatory burden and change in dietary habits, may lead to lower vitamin D
levels instead.
The study aimed to directly measure vitamin D concentrations before and after the
diagnosis of CD. Also the authors looked
at potential interaction between vitamin D
concentrations and vitamin-related genes,
such as vitamin D receptor protein (VDR)
and vitamin D binding protein (DBP).
The study population was US military
personnel who served between 1998 and
2011 – 240 cases and 240 matched con-
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trols. Serum samples were retrieved from
three time points: 8 to 3 years prior to diagnosis, 3 years to 3 months prior to diagnosis and round the time of diagnosis.
– We found that before diagnosis, vitamin D levels were not associated with CD.
However, after diagnosis CD was associated with low vitamin D levels, Dr Limketkai reported.

“WE FOUND THAT BEFORE
DIAGNOSIS, VITAMIN D LEVELS
WERE NOT ASSOCIATED WITH CD”
These data suggests that perhaps previous associations of low vitamin D levels
leading to worse CD, may actually instead
been influenced by reverse causation, he
continued.
– In our additional results we found
that VDR polymorphisms were associated
with CD, however there were no interactions between vitamin D levels and vitamin
D-related genes, Dr Limketkai ended his
presentation.
Vedolizumab compared with anti-TNF in
UC
Vedolizumab is an effective therapy for patients with moderately to severe UC who
have failed, or were intolerant to, conventional therapy or to anti-TNFs.

– We have seen in clinical practice that
prior exposure to anti-TNF therapy is a
predictor of reduced vedolizumab effectiveness. As the case of much IBD literature, we have no randomised head-to-head
trials of these two agents or classes, which
complicates comparisons, said Dr Parambir Dulai.
Indirect comparisons of RCTs have suggested that anti-TNF therapy and vedolizumab may be equally efficacious in UC.
Real world comparative effectiveness data
are however lacking, he added.
Dr Dulai presented a study that aimed to
compare the effectiveness of the two different regimens in clinical practice. The
cohort was a multicenter US based consortium of patients who completed induction
therapy with either vedolizumab or an anti-TNF between 2014 (the year vedolizumab was approved) and 2017.
The absence of randomisation in this
retrospective cohort was compensated by
a propensity score matching 1:1, accounting for patient characteristics (such as
age and gender), disease characteristics
(extent, severity and prior hospitalization)
and treatment history.
– There were three primary outcomes
in our study: Clinical remission defined by
physicians global assessment, steroid-free
remission and endoscopic healing defined
by Mayo endoscopic sub-score of 0 or 1, Dr
Dulai continued.
Higher rates of clinical remission
The analysis of the study included cumu-
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clinical indices for measuring remission.
The study’s conclusion was that vedolizumab treatment for patients with UC led
to higher rates of clinical remission and endoscopic healing as compared to anti-TNF
therapy in a large, propensity-matched,
multi-centre cohort.
– Of course, the gold standard randomized controlled trial data are still needed to confirm these findings, and to determine the optimal position of vedolizumab
in current treatment algorithms, Dr Dulai
ended his talk.

lative rates of outcomes at 12 months and a
Cox proportional hazard model was used
for comparative effectiveness.
– In our study we found that the cumulative rates for clinical remission and
endoscopic healing at 12 months were significantly higher in vedolizumab-treated
patients, as compared to anti-TNF-treated UC patients. Cumulative rates for steroid-free remission at 12 months were numerically higher – but not statistically different – in vedolizumab patients, Dr Dulai
summarised the findings.
The strengths of the study are several:
Its large, real-world, multi-centre data
represents a broad population with UC,
standard extraction methods ensure detailed clinical and endoscopic data and a
rigorous propensity match was performed
to minimize bias.
– Several limitations however must be
noted – the data were collected retrospectively, there was a lack of well-validated
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Vedolizumab induces accumulation of
T-cells in circulation
– Vedolizumab has been shown to be efficient to treat UC, but the mechanism
of action is not fully understood, said Dr
Mathieu Uzzan.
To date, no biomarker to predict response exists, there are conflicting data
on the predicting value of alpha4beta7 expression on the surface of T-cells – which
would be an obvious candidate, he continued.
The current paradigm regarding the
mechanism of vedolizumab is that it inhibits the homing of “pro-inflammatory”
lymphocytes toward the colonic lamina
propria. However, no human data currently backs up this paradigm.
The aim of the study Dr Uzzan presented was to evaluate changes in the composition of T-cells – both in blood and in
colon – induced by vedolizumab. Also to
assess whether baseline T-cell immune
profile and expression of integrin alpha4beta7 on T-cells can predict response to
vedolizumab.

– We prospectively recruited 35 active
UC patients at Mount Sinai hospital, with
clinical remission at week 14 as our primary endpoint. After immune profiling, they
had uninvolved and involved mucosa colonic biopsies taken before and after treatment. 40 % achieved clinical remission at
week 14.
The investigators found that vedolizumab induces an accumulation of T-cells
in circulation – more pronounced in CD4
cells. They also found that colonic CD4
cells are decreased at baseline in uninflamed segment and increases with vedolizumab.
– So vedolizumab therapy in UC patients
induces a balancing in T CD4-cells from
inflamed mucosa to uninflamed. Unexpectedly, we found vedolizumab does not
diminish CD4-cells homing to uninvolved
mucosa.
Beta7 high memory CD4 cells strongly
accumulates in the blood.
– If we look at baseline T-cell phenotypic profiles, there might be some association with week 14 remission but we need
to perform deeper analysis on this, and
validate in independent cohorts. Further
investigations are ongoing to decipher
the underlying mechanisms, Dr Uzzan
finished his presentation.
Study on vedolizumab and cyclosporine
combination
Prof Dino Tarabar presented a study in
which an old and a new drug had been
combined to treat severe, steroid-resistant
UC.
– I don’t have to remind you it is a challenge to treat those patients, Prof Tarabar
started by saying.
Today there are three options available
for severe, steroid-resistant UC – infliximab, cyclosporine as a bridge to azathioprine/6MP or colectomy. But there are
issues with all of those options.
– If you give infliximab, you will need
high doses. Repeated infusions are needed due to a “leaky gut”. This is costly, and
if you fail the surgeons are not happy to
operate on a patient that is overloaded
with anti-TNF, due to post-operative problems (i.e. infections), he continued.
Cyclosporine as a bridge to azathioprine
exposes the patient for 3 or 4 months with
a double immunosuppression, and this also
causes a lot of problems with infections.
– Sending the patient to colectomy – is
that the option? You will have to face the
11
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early post-operative complications, sometimes chronic active pouchitis, so it also
has a risk of decreased quality of life for
those patients.
Prof Tarabar showed newer data on
combining cyclosporine with vedolizumab, presented at the ECCO Congress in
2018. He explained that they decided to
treat steroid-resistant patients with cyclosporine IV 2 - 4 mg/kg through 7 days. If
response, cyclosporine was continued per
orally 4 - 8 mg/kg up to 8 weeks.
Vedolizumab 300 mg was given on week
0, 2, 6 and later every 8 weeks during one
year. Week 10 a colonoscopy was performed (vedolizumab is not fast-acting), at
week 26 a sigmoidoscopy, at week 52 again
a colonoscopy – plus biopsies were taken
and trough levels were measured. Every
visit included blood tests and measuring
of calprotectin.
Significant efficacy
At the DDW, Prof Tarabar presented the
week 26 results. He said he hoped that the
week 52 results were going to be ready for
the UEG Week in Vienna 2018.
– The rationale for this protocol was
to avoid high costs and overload with
anti-TNF, avoid risks of post-op complications, to reduce exposure to from 12 - 16
weeks to 8 weeks, avoid cyclosporine +
azathioprine immunosuppression and
to avoid infectious complications, he explained.
The results he presented at DDW were
that of 17 patients at admission, 2 did not
respond and went to surgery. Of the 15 patients that did respond, one was excluded
due to worsening and also had surgery. 14
patients were ongoing with the protocol.
– All patients were Mayo score 3 at admission, and 11 out of 14 at week 26 were
Mayo 1 or below.
Side effects included headache, joint
pain, common cold and nausea, all occurring within the first 8 weeks.
– In conclusions we can say that this is
the first prospective study of cyclosporine
and vedolizumab in steroid-refractory
severe UC patients. Definitely the results
demonstrate significant efficacy and safety
of this treatment – which was both rapid
and sustained. Those 6 or 7 patients that
have reached week 52 have a sustained response.
Prof Tarabar said he thought the next
step should be a head-to-head study in
which this therapy should be compared
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with infliximab monotherapy.
– We propose this as a novel options
for hospitalized patients with severe,
steroid-resistant UC, was his last message.
5 questions on GI infections
Dr Peter Higgins presented a study on gastrointestinal infectious agents in IBD.
– The study was inspired by a clinical
question. A patient with CD was admitted
to the inpatient service with 8 bowel movements per day, pain and dehydration. A
smart young intern had ordered a new PCR
panel for GI infections, which turned up
positive for E.coli. This raised the question
on what to do with this result – should you
delay the treatment of IBD and treat the
infection, and does the infection change
the treatment algorithm? At the time, we
had no data to guide us, Dr Higgins told the
audience.
We know that intestinal infections matter in IBD. Salmonella and Campylobacter

are associated with the onset of IBD. C.
difficile infection has been associated with
IBD flares, longer hospital length of stay
and increased colectomy in IBD (although
there is some dispute on this), he continued.
– There were 5 questions we wanted to
answer: Is the presence of GI infectious
agents associated with active IBD, and
which infectious agents are differently associated with active IBD, versus inactive
IBD?
Are there factors in the clinical presentation that predicts positive tests? And
are particular medications associated with
more frequent detection of GI infectious
agents?
– The last question was: What is the clinical impact of the presence of GI infectious
agents?
The most important question
To answer all these questions, they created
a prospective study collecting 5 groups –
CD active and inactive, UC active and inactive and healthy subjects. Stool samples
were prospectively collected.
– Our conclusion is that active CD and
UC patients have a higher rate (31,3 %)
of detectable GI infectious agents than
asymptomatic patients. In IBD patients
with acute flares, 47 % had a detectable
agent in their stool, Dr Higgins revealed.
Triple immunosuppression with steroids + tacrolimus + vedolizumab was associated with an increased presence of
infectious agents.
– What this means in terms of treatment
has yet to be determined, he commented.
Patients with detected infectious agents
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– especially viral agents – have less severe
flares, and are often responsive to supportive care without corticosteroids.
– But I wish to stress it is important not
to delay the IBD treatment in patients
having a significant flare.
So who to test? According to Dr Higgins,
based on the data he presented, it is reasonable to test someone with an abrupt onset of symptoms, with active inflammation,
with triple immunosuppression or those
who are considered for steroids.
– The really important question is in
which to treat the infection. I think certainly in C. difficile. For norovirus and
other infections, supportive care may be
sufficient. For E.coli in CD I am uncertain
because our numbers are small – but I am
tilting towards treating these patients.
Hopefully we will have data from more
centres on this in the future, Dr Higgins
said at the end of his presentation.
New faecal calprotectin cut-offs
Disease activity assessment is an essential
part of management in UC, most accurately evaluated by endoscopy and biopsy, said
Dr Alissa Walsh.
– In UC, most published cut-offs for
faecal calprotectin are based on the prediction of relapse, rather than being a
surrogate marker for current endoscopic
or histologic activity. Thresholds that indicate endoscopic mucosal inflammation
remain debated, ranging from 60 - 250
microgram/g. Thresholds that indicate
histologic remission range from 40 - 170
microgram/g, she pointed out.
Dr Walsh described a programme called
TrueColours in UC that they run in Oxford
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University Hospital where she works.
– It is a comprehensive web-based programme that allows collection of patient
reported outcomes measures (PROMs)
prospectively through e-mail prompts.
The programme uses home testing with
IBDoc and CalApp for faecal calprotectin,
and this is really easy to use at home. This
was utilized to define new faecal calprotectin cut-off points for remission and active disease – defined by UC Endoscopic
Index of Severity (UCEIS) and the Nancy
histological index for UC.
– We found a faecal calprotectin level of
less than 187 microgram/g was indicative
of endoscopic remission in our cohort, and
a level of less than 72 microgram/g indicative of histologic remission.
These are clinically useful cut-offs as
they were achieved by maximising sensitivity – not wanting to mislabel people
with active disease as being in remission,
she stressed.
– We feel that faecal calprotectin may act
as a reliable marker of endoscopic and histologic disease, replacing the need for endoscopy in some patients, Dr Walsh stated.
1 in 4 IBD patients is prescribed opioids
Opioid use in IBD was a hot topic at the
DDW 2018. Three studies on the topic
were presented.
Dr Rachel Bensen talked about persistent opioid use and healthcare utilization
among adolescents and young adults with
IBD. It was a longitudinal retrospective cohort analysis.
– It is the first nationally representative longitudinal study on this subject.
We found a significant proportion (18 %)

of adolescents and young adults received
chronic opioid therapy between 2007 and
2015, she said.
Awareness of the risk of opioid dependence among young people with IBD is
important for prescribing providers, Dr
Bensen commented.
– Expanded and standardised psychosocial screening and evidence based behavioural interventions are needed for this vulnerable population, such as cognitive behavioral therapy and multidisciplinary
pain management, she concluded.
From 1999 to 2010, prescription opioid
use has nearly quadrupled in the US, but
there has been no overall change in reported pain, Dr Marc Landsman pointed out.
– And since 1999, deaths from prescription opioid use have also quadrupled, he
continued.
Dr Landsman presented a trend analysis of 15 years on chronic opioid use among
IBD patients.
– Over this period of 15 years the trend
of chronic opioid use has significantly increased. By 2016, 1 in 4 IBD patients have
been prescribed opioids for more than a
3-month period.
Despite advances in treatment, chronic
pain clearly remains a significant issue, he
underlined.
– A multidisciplinary approach – including alternative therapies for pain control –
will be vital in managing chronic pain, Dr
Landsman summarised.
Dr Mohamed Noureldin presented a retrospective cohort study that aimed to investigate the incidence of new persistent
opioid use following IBD flares treated
with oral corticosteroids, and patient factors associated with new persistent opioid
use among opioid-naive patients.
– We found that 1 in 3 opioid-naive patients developed persistence following a
flare if started on an opioid. We also found
that prior opioid use was an independent
predictor of future opioid persistence.
The final conclusion from the study was
that independent predictors of opioid use
among naive patients were depression,
substance use, CD and indeterminate colitis.
With these findings, IBD Congress News
ends its report from DDW 2018. Next year
the Congress will be held in San Diego,
California, May 18 - 21.
Per Lundblad
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THE 16TH NORDIC
POSTGRADUATE COURSE
KRISTIANSAND, NORWAY

THE 16TH NORDIC POSTGRADUATE
COURSE IN COLORECTAL SURGERY
The course is a biannual event that alternates between the Nordic countries, and in 2018 it was given in
Norway. The Norwegian Society for colorectal surgery was responsible for the scientific program. Approximately 150 delegates had come to Kristiansand, situated at the south tip of Norway, to participate. The
last session of the three day Meeting was dedicated to IBD, at which IBD Congress News was present.

C

hairs for the IBD session were Prof
Tom Øresland, Norway, and Dr Ingvar Syk, Sweden.
They introduced Prof Vegard
Dahl, anaesthesiologist at Akershus University Hospital, Norway, who talked about
perioperative pain treatment for patients
with Crohn’s disease (CD).
Better to prevent than treat pain
Prof Dahl started by pointing out that although patients with CD are often young,
they have been sick for a long time.
– They are often a long way from opioid
naivety, we always have to consider that,
he underlined.
14

They will often experience an extended
postoperative period with considerable
pain. The pain persists after successful
surgery in half of patients, and the surgery
is often complicated.
– It is much better to prevent pain, compared to treating pain, Dr Dahl continued.
Due to inflammation, there is in CD an
altered sensitivity of mechanoreceptors.
This leads to neuropathic pain.
– The longer it takes before the illness
is treated, the worse the pain, Dr Dahl explained.
Pre-operatively the patient should be referred to the anaesthesia department, and
to the acute pain service, well in advance.

Problems with opioid efficacy, or nonefficacy, and opioid dependence should
be addressed. The different analgesic options must be thoroughly discussed – and
a plan should be made – and agreed upon,
he stressed.
The epidural should be activated perioperatively. Glucocorticosteroids (dexa/
betamethasone), gabapentins and paracetamol should be part of the patient’s
preoperative management.
– Post-operatively there should be a
close follow-up by a dedicated team that
should consist of the acute pain service
and a surgeon – preferably the responsible
surgeon, although I am aware of this someIBD CONGRESS NEWS 2 · 2018
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times is difficult to achieve. As little opioid
as possible should be used, and if possible
by oral route. NSAIDs postoperatively is
controversial but can be used on demand,
Dr Dahl ended his lecture.
The real top-down strategy
Pär Myrelid is Associate Professor at
Linköpings University hospital, Sweden.
He talked on how to avoid complications
in CD surgery.
The treatment options in CD are both
medical and surgical. A medical step-up
approach starts with steroids and is continued with immunomodulators if the patient does not respond, and, if this is not
enough, then with biologics. There is also
a reverse approach – the top-down option
– which starts with biologics and then is
de-escalated.
– I think that surgery is the real topdown treatment, Prof Myrelid stated and
referred to the LIRiC trial.
Established indications for surgery in
CD are strictures, penetrating disease,
delayed growth/puberty and risk of malignancy.
– Surgery is good for induction of remission – especially early resection in ileocaecal disease, he continued.
Can surgery be improved? According to
Prof Myrelid, it can.
– Don’t do emergency surgery! 30
days mortality rates are much higher in
non-elective settings. Another way to improve outcomes is to work close together
with gastroenterologists in multidisciplinary teams, he advised.
A road map is needed
The risk of anastomotic complications are
doubled in IBD compared to colorectal
surgery in general, Prof Myrelid continued. There are several known risk factors
for anastomotic failure, including steroids,
smoking, anaemia, opioids and emergency
surgery among others.
– Steroids carry approximately 2 - 6
times the risk versus no steroid use, and
there is a dose response relationship.
Malnutrition carries a 16 % risk for anastomotic complications.
– In biologics, the problem when we
compare is that we are talking about different cohorts – with different severity and
extent of disease, more previous resections
and patients where surgery is the last option. Probably biologics are a marker of
severe disease, Prof Myrelid pointed out.
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Do biologics change the need for surgery? Data from USA on trends in surgery
after introduction of biologics show a decrease in left hemicolectomies, no change
in right hemicolectomies including ileocaceal resections – and a 60 % increase in
surgery due to enteric fistulas.
– Data on vedolizumab show an increase
in surgical site infections – but not in anastomotic dehiscence.
There are many things one can do to decrease the risk.

“THE RISK OF ANASTOMOTIC
COMPLICATIONS ARE
DOUBLED IN IBD”
– You need a “road map” – use colonoscopy, and MRI enterography to minimize
preoperative surprises. Plan your operation – the time of day and ensure the right
team. If it is not possible to optimize, play it
safe with a staged procedure: Refrain from
primary anastomosis and create a temporary double barrel stoma, Prof Myrelid
finally said.
Should be treated by experienced IPAA
surgeon
The problematic pouch was the topic for a
lecture given by Anna Lepistö, Head of the
colorectal surgery department at Helsinki
University Hospital, Finland.
– If we look at pouch failure as a whole,
globally between 6 and 7,1 % of patients

experience it within 20 years, she started
by stating.
The hospital has performed ileal pouchanal anastomosis (IPAA) surgery since
1986, and until now 1,416 restorative proctocolectomies. Between January 2005 and
June 2016 they have operated 510 patients
and the anastomic leak rate has been 5,5 %
and the pouch failure rate 2,5 %.
– Symptoms of problematic pouch include urge with frequent toilet visits, perianal pain, incontinence, difficulties in bowel emptying and bleeding with anaemia
and fatigue, Dr Lepistö said.
The typical indications for a redo-IPAA
are long rectal remnant mucosa with inflammation and dysfunction after stapled
anastomosis. Also persisting symptomatic
anastomotic sinus or fistula.
She continued by talking about her own
experience of 6 new pouches with handsewn anastomosis, and presented some of
these cases in more detail.
Dr Lepistö also talked about problematic chronic pouchitis. 0,5 - 1,3 % of patients
with chronic pouchitis end up with pouch
excision.
– The patients who are symptomatic despite maintenance
therapy including
antibiotics, are the
problematic ones.
Perhaps there could
be a role for faecal
mucosal transplantation here in the
future?
In her conclusions she said that
Vegard Dahl
patients with a pro-

From left: Anders Tøttrup, Anna Lepistö, Hans Wasmuth and Per Nilsson debating centralization.

15

THE 16TH NORDIC
POSTGRADUATE COURSE
KRISTIANSAND, NORWAY
blematic pouch should be evaluated and
treated by an experienced IPAA surgeon.
– A continuous patient-surgeon relationship is of utmost importance. And redo-IPAA is only for a minority of highly motivated and thoroughly informed patients.
Several things to decrease risk
Prof Myrelid then returned to the podium
to talk about the non-healing perineal sinus.
He explained that persistence of 6
months or more postoperatively defines
poor wound healing.
– The general strategy is serial debridement and curettage to remove chronic
granulations and establish conditions
more likely to heal.
Known risk factors for perianal sinus
can be divided in pre-operative factors
and peri-operative factors. For the latter,
faecal contamination during surgery, extra-sphinteric dissection and type of pelvic
dissection were those he mentioned.
– Peri-operative factors are several – to
begin with CD is worse than ulcerative colitis (UC). Also perianal sepsis, high anal
and anovaginal fistulas, anal stenosis, rectal involvement, smoking, obesity and poor
nutrition are among these factors, Prof
Myrelid continued.
We can also do several things in order to
decrease the risk: Drain collections and fistulas, get control of proctitis and perineal
sepsis by surgical diversion and/or medical
therapy.
– Also ensure the patient stops smoking
4 - 6 weeks before therapy, optimise nutrition and plan the surgical procedure or
procedures.
Should one perform proctectomy with

close rectal dissection (CRD) or with total
mesorectal excision (TME)? He presented
a study from 2017 where 59 patients – 17
with UC and 42 with CD – were included.
CRD was performed in 8 UC patients and
32 CD patients.
– It found no difference in perineal complications for TME versus CRD in UC patients. But in CD, the rate of perineal complications was 20 % for TME and 56,3 %
for CRD. The explanation might be that the
mesorectal fat is involved in CD.

“DEFUNCTIONAL STOMA PRIOR
TO PROCTECTOMY IF
PERIANAL SEPSIS”
A useful adjunct to the healing process
Prof Myrelid also talked about omentoplasty – a surgical procedure in which part
of the greater omentum is used to cover or
fill a defect.
– A small study – 6 patients with
non-healing 6 months or more from proctectomy – with median 28 months of follow-up showed that with omentoplasty 5
of them (83 %) healed. Maybe we should
add it already at the time of proctetomy?
He continued with gracilis transposition
(muscle flap) and showed data from 3 patients with non-healing 1 - 10 years from
proctetomy and 23 - 30 months of follow
up. All healed within 3 - 6 months.
– So perhaps we should add it already
at time of proctetomy in high risk individuals?

Pär Myrelid, Per Nilsson, Anders Tøttrup and Anna Lepistö.
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On anti-TNF the data are even more
scarce.
– Two patients had anti-TNF treatment
followed by a rapid reduction of subjective
and objective parameters of inflammation
which caused a substantial reduction of
the wound size.
In his take-home messages, Dr Myrelid
underlined the importance of minimizing
the risk of developing perianal sinus.
– Defunction stoma prior to proctectomy if perianal sepsis. Use TME in CD
and intersphinteric dissection. Consider
omentoplasty.
In cases of poor healing, wait – depending on symptoms. Currettage is a useful
adjunct to the healing process.
– Ensure multidisciplinarity – work with
the gastroenterologist. On the topic of stem
cells, I have not discussed that. But I think
it is going to be discussed in he near future.
And remember to listen to the patient’s
view on anti-TNF and/or flap.
TAMIS or robotic surgery?
The final Speaker was Prof Anders Tøttrup, Aarhus University Hospital, Denmark. Transanal or robotic pouch surgery
was the title of his talk.
– Are there any advantages of each modality? There is no evidence to be found in
the literature, he initially said.
There are both differences and similarities between the robotic and transanal
minimal invasive surgery (TAMIS) approach. Essentially they have the same initial sequence of steps: Ileostomy takedown, formation of a pouch through ileostomy site, balloon port and additional ports
– and laparoscopic mobilisation of small
bowel mesentery to the mesenteric root.
– But there are also differences. With a
robot we perform a complete dissection of
the rectum from above – with TAMIS the
dissection is performed from below.
The problem with the abdominal approach – also when using the robot – is the
low cross-stapling of the upper anal canal.
The reason for this is the confined space,
especially in males. Prof Tøttrup’s preference was to use only the 60 mm stapler, in
order to avoid multiple firing.
– The operating time is shorter with
TAMIS, and the robot is more costly.
He ended by presenting pros and cons
for the two different techniques.
– Both have equal advantages when it
comes to ergonomics and 3D vision. The
wrist function is much better for the robot,
IBD CONGRESS NEWS 2 · 2018
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but the versatility and table tilt is much
easier with TAMIS. The costs and theatre
time are better with TAMIS, which also
has the lowest conversion rate. When it
comes to function of the pouch – we do

Ole Helmer Sjo

Tom Øresland

not yet know which technique will have
the best results.
Who should create a pouch?
The last item on the agenda was a debate
on volume. It began with an orientation on
how IBD surgery is organised in the different Nordic countries.
Approximate data from Sweden, compared with Denmark, were presented
by Dr Per Nilsson, Karolinska Institutet,
Stockholm.
– In Sweden, the mortality rates following colectomy is 1,3 %. In Denmark it is 2
- 3 %. Proportion of restorative surgery is
46 %, in Denmark it is approximately 80 %.

The proportion of IPAA is 49 % in Sweden,
while in Denmark it is 80 %. The failure
rate at 5 years is 17 % in Sweden – in Denmark it is 9 %, he pointed out.
Dr Nilsson added that in Sweden there
are no specialised hospitals for colectomy,
nor for restorative operations.
Dr Hans Wasmuth, St Olav’s University
Hospital, Trondheim, Norway, pointed out
that the single surgeon strategy is history.
– You have to have a team of experts that
the patient can trust! These are complex
procedures, so I’m personally for centralisation. When the volume increases, the
quality of the pouches increases. It has
been shown again and again. In Norway,
we have 10 - 12 centers and in total we do
approximately 50 Pouches per year – and
that is not good, he said.
Dr Nilsson stressed the need to not to be
“too brutal” when centralising, otherwise
several hospitals could be killed.
Chair Prof Øresland gave an example of
a skilled, university trained, surgeon moving to a small country hospital. There, the
surgeon continues to create pouches – at a
rate of a couple of times per year. The panel
was asked whether this was acceptable or
not – and there were divided opinions on
this.
The main argument against, was the
those patients are too few to function as a
base for educating next generation of surgeons. Also that there can be no support
organisation for those few patients at the
hospital.
In the debate it was also revealed that in
Finland pouch surgery has now been concentrated to a few hospitals. This is the
case also in Denmark. In Norway, however,
pouches are created at more than 10 hospitals. So there is a big difference between
the Nordic countries.
An important point is that in Finland
and Denmark, the concentration of this
surgery was not the choice of the surgeons
– it was enforced by the health authorities.
The panel agreed upon that this is the best
way to do it – if not, it will lead to disagreements between different hospitals and surgeons.
Then the Meeting in Kristiansand had
come to the end. Dr Ole Helmer Sjo, and
Prof Øresland on behalf of Norwegian Society for Colorectal Surgery, thanked all
the participants and speakers for coming.

Per Lundblad
18

IBD CONGRESS NEWS 2 · 2018

THE 16TH NORDIC
POSTGRADUATE COURSE
KRISTIANSAND, NORWAY

IBD NORDIC Conference

2018

11 - 12 October 2018, Quality Hotel View, Malmö, Sweden
Thursday October 11th

Friday October 12th

Coffe and sandwich will be served from 08.30
09.00-10.00 Registration
10.00
Satellite symposium 1 - Takeda
10.45
Opening of the meeting, Tom Øresland
10.50
Has the disease course of IBD changed in the
biological era, Johan Burisch
11.05
Discussion
11.15
IBD in the elderly, an epidemiologists view
Åsa Hallqvist Everhov
11.30
Discussion
11.40
Tandem talk on environmental and genetic
factors Mauro D’Amato, Jonas Halfvarsson
12.20
Lunch
13.20
Paediatric IBD phenotype:
Differences between children and adults,
Kaija-Leena Kolho
13.35
Discussion
13.45
IBD surgery in children, Pernilla Stenström
14.00
Discussion
14.10
Tandem talk on perianal Crohn’s disease
Christianne Buskens, Eduard Stange
14.50
Coffee break
15.20
What are the problems with current
design of IBD trials? Peter Irving
15.35
Discussion
15.45
Diagnostic delay in Crohn s disease,
Silvio Danese
16.00
Discussion
16.10
Oral presentation of 5 selected posters
16.50-17.35 Satellite symposium 2 - Pfizer
Satellite symposium 2 – Pfizer
Next step in UC treatement, Silvio Danese
17.40-18.25 Satellite symposium 3 - Janssen
Predicting response to treatment
Lena Öhman, Associate Professor/Senior Lecturer,
Dept. of Microbiology and Immunology, Institute of
Biomedicine, University of Gothenburg
18.25
Adjourn & Mingle
20.00
Dinner at the Hotel
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08.45
Satellite symposium 5 - Takeda
Mucosal healing in the real world – global
and Nordic perspectives on the impact of
anti-integrins Jonas Halfvarson, Ailsa Hart
09.30
Fecal microbiota transplantation in IBD,
Ailsa Hart
09.45
Discussion
09.55
Where are we with defensins, Eduard Stange
10.10
Discussion
10.20
Coffee break
10.50
MDT Conference - Ebbe Langholz, Christianne
Buskens, Ailsa Hart and others
12.00
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13.00
Education of IBD nurses, Karen Kemp
13.15
Discussion
13.25
CAM in IBD, Randi Opheim
13.40
Discussion
13.50
Pathogenesis of Crohns’ fistula Treatment strategies, Phil Tozer
14.05
Discussion
14.15
Coffee break
14.45
Diet asa trigger or therapy, Arie Levine
14.55
Discussion
15.05
Selected reproduction issues in patients
with IBD, Bente Nørgård
15.20
Discussion
15.50
Best poster award
16.00
Adjourn
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NURSES NETWORK
MIDDELFART, DENMARK

TRAVELLING WITH IBD - NURSES
NETWORK IN DENMARK
For the 17th year in a row, a thematic day arranged by the Danish Nurses Association was held in
the middle of May. The meeting was sponsored by Tillotts. Approximately 70 attendees from all
over Denmark had gathered in the Danish town Middelfart in order to learn both
practical and medical aspects of travelling abroad with a chronic disease.

T

he train ride from the Danish capital
Copenhagen to Middelfart, situated
on the island Funen, takes two hours.
It is a warm and lush early summer
day. In the garden of Hotel Park, a stone’s
throw from the train station, nurses working with IBD at different paediatric and
adult clinics in Denmark, have gathered for
a simple lunch.
The meeting took place on the 15th of
May. World IBD Day – led by patient organisations representing over 50 countries united in their fight against Crohn’s
disease and ulcerative colitis – was 2018
on the 19th of May. In order to comme20

morate this, the purple ribbon symbol used
as a symbol of awareness and support for
those living with IBD, was given to all participants at the meeting.
Lene Bak, country representative of
Tillotts Pharma Ltd in Denmark, greeted
all delegates welcome and started the day
with a short presentation of the company.
Tillotts Pharma has since it started focused
on improving the management and care for
individuals with gastrointestinal diseases.
What does the insurance cover?
Catherine Courtois, Contract manager and
Lotte Rinnaes, specialist Nurse, both from

the ERV insurance company, gave an informative lecture on travel insurances for
the chronically ill.
– When one has a chronic disease it is
more important with a thorough knowledge about travel insurances, and what
they involve. And if one travel with a large
family, or in a group, it is important to have
the same insurance company – this eases
the procedures a lot if there is an accident,
Ms Courtois said.
European ERV was founded in 1920, and
is one of the main players for private and
working company insurances, and they
have service offices around the world.
IBD CONGRESS NEWS 2 · 2018
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IMPRESSIONS
– We have an emergency call centre with
50 co-workers that offer service around
the clock. We also have a network with
clinics and hospitals, doctor, nurses, ambulance organisations, dentists, lawyers,
psychologists and crisis teams.
Ms Courtois described ERV’s supply of
travel insurances and how one can combine these for best protection. She underlined the importance of always bringing
the blue card when travelling to an EU
country, especially if one has a chronic
disease. If admitted to a public hospital
during the trip, an individual does not have
to pay the cost for the admission period. If
the blue card is forgotten, ERV’s emergency call centre can provide a so called CPR
number.
– But there are limits, and the card is not
valid for transportation home or at private
doctors and hospitals, she emphasized.
No guarantee to receive money in return
Lotte Rinnaes has been working as a specialist nurse at ERV since 2016. She talked
about the importance of a “medical binding advance commitment” when one has
a chronic disease or in advance wants to
know what the insurance will cover in the
event of damage or disease.
– It is always necessary with a binding
advance commitment if you have a chronic
disease that has not been stable two
months prior to departure, or if you have
a serious chronic disease.
The application can be made online, and
downloaded from ERV’s homepage. But
this has to be done at least two weeks prior
to departure.
– If one for example is travelling in
USA and South-America and has a lot of
medical drugs in the luggage, the advance
commitment is a protection. It also makes
the process much smoother and simpler if
something should happen.
Ms Rinnaes also spoke about the importance of a cancellation insurance, which
should be purchased at the same time as
the trip itself. But she underlined that even
if with a cancellation policy there is no
guarantee to receive the money in return.
It is the condition the individual is in when
the trip is booked that decides this.
– We perform an individual examination, and investigate how the state of
health was when the trip was booked and
evaluate from journals and medical information how stable the chronic disease was
prior departure. The outcome of this then
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decides if it is possible to refund the costs
for the trip.
If something happens during the trip, go
to ERV’s homepage and follow the instructions, Ms Rinnaes finally said.
– All necessary information on where
the European service offices are located,
and a round-the-clock readiness to answer
acute questions, is to be found there.
Travelling with a chronic disease
Tessa Burgdorf is 23 years old and a student at the University in Aarhus, Denmark. She was diagnosed with ulcerative
colitis when she was 18. She described a
10 months long trip to Australia, New Zeeland, Thailand, Laos and Cambodia: What
was important to think of prior the trip,
what medical assistance was available in
the different countries and how does one
manage one’s medication during so many
months of travelling?

“IT IS ALWAYS NECESSARY WITH
BINDING ADVANCE COMMITMENT
IF YOU HAVE A CRONIC DISEASE”
– A good advice is to start planning in advance. I took contact with ERV for a binding advance commitment, and with
Tillotts who helped me with my questions
on how to handle my medication. In Australia, for example, the medications I nee-

ded were not available so my parents had
to send them to me. This worked out fine.
Ms Burgdorf participated in a travelling group of 14 individuals. Due to good
planning and the assistance from ERV and
Tillotts she was able to get help with practical, important issues. She also received
help during the trip to adjust her doses,
and brought along antibiotics as a security
measure. The trip went without incidents,
and she appreciates that she – in spite of
having a chronic disease – could go and be
ensured that she was in safe hands in the
event of illness or an accident.
– It is important to know in advance
where medical aid is available along the
route, and what the terms in the travelling contract are. There are many practical things to keep in mind – for example to
buy a good cooling-box, so the medications
won’t be wasted by the heat.
Vaccinations
Dr Mads Buhl is a specialist in infectious
diseases at a clinic in Aarhus, Denmark.
He gave a lecture on vaccinations and important preconsiderations when travelling

Lotte Rinnaes

Mads Buhl
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with a chronic gastrointestinal disease.
Dr Buhl has summarised what to consider before, and during, the trip in a medical travel guide that is downloadable electronically (www.travelmedicine.dk, it is also
available in English). Here the reader can
learn about reassociated diseases such as
altitude sickness, diver’s sickness and motion sickness. He also talked about insect
transmitted diseases carried by food and
water, airborne infections and what one
need to keep in mind when it comes to
travel vaccinations, prophylaxis and what
should be part of a travel dispensary.
– When it comes to vaccinations it is the
destination that decides. The same goes
for malaria prophylaxis – if one is going
to destinations outside malaria-affected
areas, this is unnecessary. Many talk positively about probiotics, but there is no scientific evidence for that. However, it might
be a good idea to prevent tourist diarrhoea.
ETEC (enterotoxin producing E-coli)diarrhoea is the most common reason for
tourist diarrhoea, according to Dr Buhl.
E.coli is a gut bacteria that among other
places exists in polluted water. The drinkable vaccine Dukoral against cholera gives
some protection against tourist diarrhoea.
– We have seen some large outbreaks of
cholera in the world, for example on Haiti
after the earthquake. From there it spread
to Dominican Republic, Cuba and Mexico.
In a Swedish study from Linköping University (Östholm, Balkhed, Hällgren A et
al, 2013), 226 returning travellers were
investigated after returning from Asia and
the Indian sub-continent. It showed that
42 % suffered from diarrhoea caused by
ESBL (extended spectrum beta lactamase) bacteria, and 30 % were colonized by
ESBL bacteria.
Dr Buhl also presented a list of the 10
most common travelling diseases. Number
1 was tourist diarrhoea (30 %), number 2
airborne diseases (10 - 20 %) and number
3 malaria (West Africa, 2 - 3 %).
Increased risk for infections
Prof Jens Kjeldsen works at the medical
gastroenterology department at the University Hospital in Odense, Denmark. He
talked about important considerations
before travelling if one has a chronic GI
disease.
– The risk is that the disease will exacerbate, that one is affected by travel-related
co-morbidities, and an increased risk for
infections if on immunosuppressive treat22

ment – especially prednisolone/steroids,
not the new biologicals.
Many people with IBD choose to limit
their travels, according to Prof Kjeldsen.
This is not due to worries of vaccinations,
but the worry for not finding a toilet in
time during the trip. Many also want to
know where the nearest IBD clinic is
situated.
– IBD clinics at home have a key function to inform the patient on what is important to consider when travelling with
IBD. It could be questions about vaccinations when on biologics or immunosuppressive treatment, and what risks are
faced in terms of opportunistic infections
such as fungal- or virus infections.
The patient has to be well prepared, to
take contact in good time with the IBD
clinic to discuss vaccinations – and to have
a plan in advance on what to do if the disease exacerbates during the trip.
– A good advice is to travel when the
disease and treatment is stable. More and
more patients on immunosuppressive
treatment travel today, and IBD patients
seem to do well and do not get more ill
than others. But you have to go prepared
and make a plan in due time before you go,
Prof Kjeldsen said.
Tips and tricks
Majbritt Møller, Nurse and quality coordinator at Aarhus University Hospital, gave
a short lecture with some tips and good advice before travelling the world.
She talked about common diseases and
complaints that can happen during the

Jens Kjeldsen

Majbritt Møller

trip, and how to protect oneself against
insects such as scorpions and how to best
manage scorches after stinging jellyfish.
– The best thing to do is to scrape off tentacles with a sharp object such as a plastic
card, for example a credit card or an icecream stick. When it comes to scorpions,
most of them are harmless. But they can
cause a rise in the blood pressure or cause
vomiting or allergic reactions. Scorpions
like to hide under mattresses, in shoes and
in the toilet bag. Therefore it is a good idea
to always shake your shoes before putting
them on.
Nurse Møller also talked about how to
prevent thrombosis on longer journeys
and special terms that apply if travelling
when pregnant, have a chronic disease or
is elderly.
The day then ended with mingling and a
buffet where colleagues had opportunities
for networking and exchange advice and
experiences with each other.

Eva Nordin
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CROSSING NEW BORDERS IN IBD
Falk Symposium 210 was held in Lisbon, Portugal, in April 20 - 21. The full title of the Conference was
Crossing New Borders in IBD: Thoughts and Demands – From Mechanisms to Treatment. The aim was
to critically discuss established and emerging new concepts in the diagnosis, treatment and monitoring
of IBD. Prof Fernando Magro, Portugal, and Prof Axel Dignass, Germany, were the Scientific Organizers.

I

n their welcoming address, Prof Magro
and Prof Dignass underlined that in the
Meeting special emphasis would be directed to the multidisciplinary management of complex IBD patients, namely
intra-abdominal abscess, stenosis of small
and large bowel in CD, anal disease, and
treatment of extra intestinal manifestations.
– We also have a multidisciplinary session to address microscopic colitis as an
inflammatory disease, or an only drugs induced disease entity, they said.
The IBD interactome
The first Session was on “Omics” science
in IBD. Prof Claudio Fiocchi, USA, gave a
State-of-the-Art Lecture on the topic.
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In this he pointed out that today the
most advanced immunological therapies
are far from optimal. We are presently
trying to suppress the immunome for IBD
therapy – targeting cytokines, receptors,
CAMs and signalling molecules.
– But data from the ACCENT I trial on
infliximab show 16,7 % of patients in overall remission at week 54. CHARM trial on
adalimumab had 25,2 % in overall remission at week 54. In GEMINI II on vedolizumab the figure was 17,7 % at week 52 –
and UNITI-2 on ustekinumab had 36,3 %
in overall remission week 50, Prof Fiocchi
said.
He continued by stating that integration
of biological and medical knowledge can
be achieved by assessing each individual

pathogenic component – an “ome” – in its
totality. The word ome refers to the study
of disciplines ending in omics, such as
genomics, proteomics, metabolomics etc.
– Considering its overall nature, IBD is
the perfect entity that can benefit from
an “omics” approach. Its pathogenesis is
still undefined – and its treatment is far
from ideal in spite of significant progress
achieved in the last few decades.
In order to address this we need new
thinking, new paradigms and new technology.
– By developing technologies that comprehensively assess genetic variation, environmental influences, molecular alterations, cellular metabolism and protein
function – and this can be done already
23
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today by utilizing artificial intelligence –
we can study systems biology, Prof Fiocchi
underlined.
Systems biology is an approach in biomedical research to understanding the
larger picture by putting its pieces together.
It is in stark contrast to decades of reductionist biology – which involves taking the
pieces apart, he explained.
– Merging medical and computing technologies can lead us to new breakthroughs
for IBD. It can open up new paths for uncovering causes and identify cures. These
concepts are at the core of the “IBD interactome”, defined as a disease network,
which in turn defines a “single” therapeutic target, Prof Fiocchi ended his lecture.
“In the end the clinics will show us”
The second Session was on targeting inflammation. Prof Stefan Schreiber, Germany, talked about T-cell trafficking in IBD
and mechanisms in therapeutic targets.
– In T-cell targeting drugs, we have seen
monoclonal antibodies against T-cells, adhesive molecule inhibition and migration
inhibition, he said.
Targeting immune cell trafficking into
the inflamed mucosa appears to be a relevant therapeutic development, given the
large number of immune cells leaving circulation and entering areas of intestinal
inflammation in IBD, Prof Schreiber commented.
– Integrins are essential for the entry of
immune cells into inflamed tissue. Vedolizumab inhibition with alpha4beta7 is carried out with no severe side-effects seen
from the use of the drug.
Etrolizumab is a subcutaneously administered anti-beta7 monoclonal antibody
blocking the alpha4beta7 integrin (which
promotes homing of T-cells to intestinal
sites) and alphaEbeta7 integrin (which interacts with E-cadherin in epithelial cells).
– In the Phase II EUCALYPTUS trial,
etrolizumab was well tolerated and efficacious in patients with moderate to severe ulcerative colitis (UC), he told the
audience.
Another concept is sphingosine-1-phosphate (S1P) modulation. S1P regulates
lymphocyte circulation between lymphoid
tissue, peripheral blood and tissues of the
body.
– S1P modulators reduce cell surface
expression of S1P receptors, which causes
T-cells to become sequestered at the lymph
nodes. Decreased circulating T-cell levels
24

reduces inflammation within the tissues –
and improves clinical signs of autoimmune
disease, Prof Schreiber explained.
Ozanimod is an investigational S1P1 receptor modulator, and he presented data
from the TOUCHSTONE study on ozanimod induction and maintenance treatment
of UC.
In his conclusions, Prof Schreiber stated
that T-cell trafficking modifiers are clinically effective in IBD. Also that alpha4beta7 inhibition appears to do more than just
blocking migration of T-cells.
– It has no direct effect on T-cell flow –
at least not what we can see. But we can
see a substantial regulation of innate immunity.
Is there a differential between different
drugs?
– In the end the clinics will show us, he
stated.
Knowledge from other organs may help us
Intestinal fibrosis is a serious clinical problem, relevant for both Crohn’s disease (CD)
and UC, said Dr Florian Reider, USA.
– Fibrosis is a dynamic and multifactorial process, he continued.
Inflammation and fibrosis in IBD are intertwined.
– There may be a “pre-fibrotic” microbiota, such as there is a pre-inflammatory
microbiota, that in the future could be targeted for therapeutic intervention.
However, there are many obstacles for
translation of treatment approaches – slow

disease progression, no validated biomarkers and challenges in defining clinical endpoints were some Dr Reider mentioned.
– So trials will be long, large and expensive as a consequence. We do not yet have
a anti-fibrotic drug, but I think that will
change in the future, he envisioned.
Dr Reider also pointed out that the
microbiota and mesenteric fat can contribute to fibrogenesis.
– Knowledge from other organs than the
gut offers future therapeutic options, was
his last message.
MC is a chronic inflammatory bowel disease
Different sides of colitis was the title of the
third session. Prof Stephan Mielke, Germany, was the first speaker and he talked
about diagnosis and treatment of microscopic colitis (MC). He began with ECCO
statement 31.
“The term microscopic colitis describes
a clinical pathological entity characteri-

Claudio Fiocchi

Stefan Schreiber

Poster awards: From left, Axel Dignass, Vanessa Popp, Germany, who won First Prize, Subrata Ghosh
who picked up the 2:nd Prize for Louisa E. Jeffery, UK, J. Alfonso who was awarded 3:d Prize, Martin
Falk, Dr Falk Pharma, Germany and Fernando Magro.
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zed by three elements: A clinical history
of chronic watery (non-bloody) diarrhoea,
a normal, or almost normal, endoscopic
appearance of the colon and a distinct histologic pattern. The latter could be either
that of collagenous colitis (CC) or that of
lymphocytic colitis (LC).”
Prof Mielke continued with endoscopic
findings in MC.
– A systematic review of 80 articles including 1,582 patients found erythema,
edema, friability, contact bleeding, scaring,
loss of vascular pattern and ulcerations in
up to 38 % of cases.
The incidence of MC is rising. Is this
due to a real rise, or just better awareness?
According to Prof Mielke both of these answers could be true.
– Also, there can be some patients with
MC that today are diagnosed with IBS-D,
he added.
Colonoscopy with multiple colonic biopsies is the main procedure to establish
the diagnosis and to rule out other causes
of diarrhoea.
– So far, no biomarker accurate enough
has been identified for clinical practice. So
the histology is very important, he said and

Florian Reider

Stephan Mielke
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showed examples of CC, LC and incomplete colitis.
Risk factors for MC are female gender,
increased age, smoking and drugs. For
treatment, oral budesonide is highly effective and safe for short-term and long-term
(up to a year).
– Immunomodulators and anti-TNF may
be an option in budesonide-dependent or
refractory patients.
Prof Mielke’s take home messages were
that MC is a chronically inflammatory
bowel disease, associated with a significant symptom burden and reduced quality
of life. It is probably as common as IBD.
An exclusion diagnose
Is MC a distinct entity or just one form of
drug induced colitis? Prof Darrell S. Pardi,
USA, talked about this.
– Some cases of MC are drug-induced.
The strongest evidence are for PPIs,
NSAIDs and SSRIs, Prof Pardi said.
Then diarrhoea may resolve if the patient discontinue the drug – rechallenge
experiments are rare.
– Check point inhibitors (drugs that
block proteins that stop the immune
system from attacking cancer cells) and
chemotherapy can induce colitis that
grossly look like IBD on histology, he continued.
In the universe of MC, there is a subset
of patients that can be drug-induced. But
many cases of MC do not have drug associations, Prof Pardi said in his summary.
The word idiopathic means “of unknown
cause, any disease that is of uncertain or
unknown origin”, said pathologist Paula
Borralho, Portugal.

– Many inflammatory conditions of the
gut have symptoms – but also histologic
features – that can imitate idiopathic colitis.
So how does one rule out other causes of
colitis? Her advice was to get enough biopsies to confirm – or rule out – MC.
– Please remember there is no histopathological hallmark that differentiates
idiopathic MC from MC evolved secondary to another syndrome or treatment – or
that differentiate MC in healthy subjects
from patients with symptoms. The diagnosis of MC is an exclusion diagnosis – to
be made in the appropriate clinical and endoscopic setting, were Dr Borralho’s takehome messages.
More common than CD
Dr Andreas Münch, Sweden, is the President of the European Microscopic Colitis
Group. He started by saying that ECCO incorporated MC in IBD in 2013.
– The history of MC began with the
Swedish professor CG Lindström, who in
1976 published an article entitled Collagenous colitis with watery diarrhoea – a new
entity. In 1989, AJ Lazenby showed that
the most distinctive feature of MC was a
marked increase of the number of intraepithelial lymphocytes. Microscopic colitis
was therefore renamed lymphocytic colitis, Dr Münch told the audience.
In 1993, collagenous and lymphocytic
colitis were identified, and two research
groups suggested the use of “microscopic
colitis” as an umbrella term.
– In the eighties, MC was regarded as a
rare disorder. But the incidence today is
much higher. MC is more common than
CD – with 10 - 12 per 100.000 inhabitants.
For CD, this figure is 7,5 and for UC it is
15,6.
A study on genetics from 2015 found a
high association between CC and HLA.
Its conclusion was that CC has a genetic
component that involves pathways which
potentially overlap with those of IBD. The
findings support the important role of
CD4+ T-cells and regulatory T-cells in CC
pathogenesis.
Smoking is a risk factor for MC.
– Current smoking has a significant association with watery diarrhoea, and current
– and previous – smokers have a less likelihood to achieve clinical remission. And
smokers get CC earlier than non-smokers,
Dr Münch underlined.
What is specific for MC? According to Dr
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Münch it is non-bloody, watery stool.
– There should be no progressive damage or benign condition – no stenosis, no
tumours.
A severely deteriorated quality of life for
the patient is also specific.
– This is due to the fact that 55 % of patients have sudden onset of diarrhoea. So
they don’t want to go to the theatre, drive
a car etc.
He ended his lecture by stating that
these patients have excellent efficacy of
budesonide – but not prednisolone.
– IBD is UC, CD – and MC, Dr Münch
finished his talk.
Bowel damage in CD
Evaluation of IBD was the theme for Session IV.
Dr Gionata Fiorino, Italy, gave a lecture
on evaluating damage in CD and began by
talking about the natural history of the disease.
– CD usually evolves with flare-ups,
followed by periods of clinical remission
– during which inflammation may persist.
This may result in anatomic lesions, and
structural damage, he established.
Why measure bowel damage? Dr Fiorino

Andreas Münch
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presented two patients, a man and a woman, both 24 years old. Both had ileal CD,
deep ulcers, stricture of the ileocecal valve
and obstructive symptoms. The man was
treated with surgical resection, and the
woman with anti-TNF.
– Six months later, both had a Harvey-Bradshaw Index (HBI) of 2, and CRP
was 0,2 mg/L. But the man had bowel damage, and the woman did not.
There is a need for assessing digestive
damage at a given time in a CD patient,
and to assess damage progression, he underlined.
– We also need to investigate the effect of
early therapeutic intervention on damage
progression, Dr Fiorino continued.
Bowel damage is a predictor for surgery.
Anti-TNF can have a role in delaying – or
inhibiting – bowel damage according to
data. But this needs to be evaluated and
confirmed.
– The next challenge may be to link Patient Reported Outcomes (PROs), bowel
damage assessment and disability together
for more patient-oriented strategies, Dr
Fiorino stated.
The importance of mucosal healing
Dr Uri Kopylov, Israel, then talked about
measuring disease activity in CD.
– There are several tools for measurement of patient response: CD Activity
Score (CDAI) is the established standard
in clinical trials. Also there is a short CDAI,
but it is less common. Then there is HBI
which is easy and simple – and PROs, derived from CDAI diary cards for 7 days, he
explained.
He continued to talk about monitoring
for endoscopic activity, and pointed out

that CRP levels are normal in 25 - 30 % of
CD patients experiencing a flare. Then Dr
Kopylov talked about the importance of
mucosal healing.
– Those who achieve mucosal healing
have a good chance to maintain it long
term.
The CALM trial demonstrated the effect
of tight control management in CD – the
group randomised to treatment according
to biomarker data, had better outcomes.
Another question is how deep the remission is. CD is a transmural disease – not
only the mucosa is affected, but also deeper
layers. However, the importance of this is
not yet proven.
– In one study, those who achieved
transmural healing had better outcomes.
But that has not been evaluated, he said.
Dr Kopylov ended by presenting therapeutic goals for treat-to-target as defined
by STRIDE (the Selecting Therapeutic
Targets in IBD program).
– The composite endpoint is clinical/
PRO remission defined as resolution of abdominal pain and normalisation of bowel
habit – and endoscopic remission defined
as resolution of ulceration. CRP and faecal
calprotectin are adjunctive measures of inflammation – not targets – for monitoring
CD. Histologic remission is not a target.
The importance of PROs
Then Dr Jonas Halfvarsson, Sweden, talked
about assessing disease severity in UC.
– Various scores/indices developed to
assess clinical severity, generally classify
active disease as mild, moderate or severe.
But these thresholds are rarely validated,
he started by saying.
More recently we have learned that
these terms do not always correlate with
the patient’s perspective. There is a discrepancy between physicians and patients.
– This illustrates the importance of
PROs.
The rational to use PROs is that physicians often reports fewer problems than
patients, may underestimate the severity
of the problem and overestimate treatment
improvement.
– PROs also engage patients in their disease management, Dr Halfvarsson stressed.
In a cohort in Denmark, 600 UC patients
were followed up from diagnosis up to 25
years. Every year 25 % of the patients were
inactive, and 18 % had a flare.
– Activity and severity of UC are two entities that sometimes overlap.
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criteria. If not, look carefully at subgroup
analyses for hints. As real world data become available, apply them to your patient.
Where there is a lack of data, apply knowledge and judgement, were Prof Sands advice.

Uri Kopylov

Jonas Halfvarsson

There is no agreed gold standard for
what poor prognosis means – is it surgery,
hospital admissions, flare frequency or
days of being on sick leave from work? This
has to be defined.
– We should be aware of that the prognosis of chronic conditions entails a significant degree of unpredictability and
uncertainty.
In his conclusions, Dr Halfvarsson stated that disease severity is built on three
domains – impact on daily life, disease
burden (inflammation) and disease course.
– An index to assess overall severity in
UC has recently been developed. Further
validation will allow its implementation in
clinical trials.
Applying trial evidence in the clinic
Clinical trials is the gold standard for proving efficacy, said Prof Bruce Sands, USA,
in his State-of-the-Art lecture. But there
are problems with the external validity of
IBD clinical trials, he added.
– More men than women qualify for
trials.
Frequent exclusion criteria in IBD studies are several: Age (children, elderly), di-
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sease location, disease behaviour such as
fistulas and strictures, patients with stomas and significant morbidity.
Patients not specifically excluded, but
frequently not enrolled, include those with
early disease, with lower socioeconomic
status and non-Caucasian populations –
particularly those with African ancestry,
Prof Sands pointed out.
– For registrational trials FDA now mandates outcomes that include patient reported outcome and objective measures,
i.e. endoscopy. Cross-sectional imaging,
histology, laboratory biomarkers, boweldamaging score are all proposed, but not
yet incorporated.
What affects efficacy in the real world?
According to Prof Sands, it is the complexity of the intervention, compliance and inter-individual variation in biology that is
averaged out in clinical trials.
– Possible solutions are network metaanalyses and observational data in the real
world – from prospective and retrospective cohorts. And pragmatic trials, which
may include head-to-head trials of two active comparators.
Further solutions include studying narrower populations using predictive biomarkers, comparative effectiveness studies and strategies to enrol early or mild
patients, he continued.
– I also want to underline the importance of post-market analyses. There are
many rare adverse events that don’t show
up initially.
He ended with a “check-list” for applying trial evidence to individual patients in
the clinic.
– It is easy if your patient fits enrolment

Choosing between biologics
Migration of leucocytes plays a key role in
inflammation in IBD.
– There is a high influx of white blood
cells. If you can do something about that,
you can make a benefit to the patient, Prof
Gert Van Assche, Belgium, said.
Approved biologics for IBD in Europe
include infliximab, adalimumab, golimumab, vedolizumab and ustekinumab.
But there are no head-to-head comparative trials.
– Therefore we need to create our own
algorithms, Prof Van Assche continued.
If your patient needs more than one
course of steroids per year, you move to biologics. An American observational study
matched 81 biologic-naive patients on vedolizumab to 162 biologic-naive infliximab
patients and compared any IBD-related
flare, hospitalization and corticosteroid
use – and found the efficacy for the two
regimens comparable.
Prof Van Assche then presented the Leuven clinic’s approach on choosing between
biologics.
– I want to underline the fact that this
represents current practice in Leuven, and
is not based on evidence from randomised,
controlled trials, he commented.
In an elderly patient with high risk of
infection, their preferred choice is vedolizumab. Anti-TNF is an option and also
ustekinumab (for CD patients only).
In acute severe UC requiring hospitalization, infliximab is used.
In complex perianal CD anti-TNF is preferred, and vedolizumab an option.
For CD with pronounced synovitis/erythema nodosum, anti TNF is preferred
with vedolizumab and ustekinumab as
options.
In primary non-response to anti-TNF,
both vedolizumab and ustekinumab are
options.
Finally, in primary no response to adalimumab or golimumab, vedolizumab is
preferred with a different anti-TNF as an
option.
“Is nature trying to tell us something?”
Biosimilars enter our health-care systems
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with the potential to improve access to early biological therapy at reduced financial
burden for the payors, Prof Pierre Michetti,
Switzerland, said.
– Biologicals are responsible for a main
part of costs for treatment, he continued.
Results of the NOR-SWITCH study suggest a possible issue regarding full extrapolation of indications in IBD. Additional
data – especially in IBD – are required.
– The results are very close to the margin
in CD patients in that study. Maybe nature
is trying to tell us something?
These results also fit with the structural and functional differences identified
between these molecules – and may open
opportunities for precision medicine.
– CT-P13 (biosimilar to infliximab) data
may have revealed a decreased response
to anti-TNF in CD patients carrying a ATG16L1 mutation, Prof Michetti pointed out.
He ended by stating that as additional
biosimilars of infliximab and other anti-TNF biosimilars appear, efficacy studies
and pharmacovigilance conducted independently of the pharma industry– as well
as payors – should be promoted.

Intra abdominal abscess in CD
Two sessions in Lisbon was on challenging
problems in IBD management. The first
topic was intra abdominal abscesses in
CD. Prof Franck Carbonnel, France, made
a plea for medical treatment.
– Patients with abscesses are not included in clinical trials, he started by pointing
out.
He presented a meta-analysis from 2016
of percutaneous drainage versus surgery in
CD with abdominal abscess.
– Pooled data found that 29 % of patients
did not need surgery. In other words, only
in one third – but it is still a considerable
response.
Patients with a long segment or with
early CD and naive to immunosuppressors
or anti-TNF are most suitable for medical
treatment, according to Prof Carbonnel.
– In summary: Treat the abscess – with
antibiotics, drainage and artificial nutrition. Treat CD – with surgical resection or
medical therapy.
He ended his talk by stressing the need
for cooperation between physicians and
surgeons at every step.
The surgeon’s view
Prof Andre D’Hoore, Belgium, then talked
about the surgical approach.
– A significant proportion of CD patients
presents with ileal abscesses as first presentation, he said.
A key questions is why the abscess occurs. Is it a penetrating ulcer, a complex

“IF THE SEPSIS IS UNDRAINED,
SURGERY SHOULD BE
PERFORMED. RESECT AND DIVERT”

fistula or is it in a stenotic segment? And is
all sepsis drained?
– Those patients can be treated medically. But if there is a stricture, it will remain
there.
If the sepsis is undrained, surgery should
be performed. Resect and divert. An anastomosis should be placed outside the septic field – this is important, Prof D’Hoore
underlined.
Percutaneous drainage has replaced immediate surgical intervention.
– Following drainage, sufficient time is
needed for sepsis control and decision for
elective surgery or medical therapy. This
needs to be made during multidisciplinary
consult. Anti-TNF may be a valuable option, but close follow up is needed. Prof
D’Hoore ended his talk.
Stenosis in CD
Should the treatment be medical or surgical in stenosis of small and large bowel
in CD? Prof Yoram Bouhnik, France, made
the case for medical treatment.
Stricturing CD is defined by persistent
luminal narrowing, and can include obstructive symptoms.
– Cross sectional imaging has a high accuracy for diagnosis of intestinal stenosis.
It may also assist in identifying inflammation, but is currently not able to determine
degree of fibrosis, Prof Bouhnik established.
Stricturing CD is significantly associated with lower response to anti-TNF. But
he also pointed out that the CREOLE
study, made by GETAID, showed that is
can be successfully treated with anti-TNF.
Prof Bouhnik presented a care algorithm
for small bowel strictures and ileocecal
strictures in CD.
– Determine length, location, angulation
and accompanying features of the stricture
as well as patient preference. If the stricture is in reach of endoscopy, shorter than
5 cm, non-angulated and has no accompa-
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nying features – go for endoscopic balloon
dilation without concomitant local therapy.
If it is longer than 5 cm, balloon dilation
is not feasible, or if there are accompanying
features – perform surgical resection.
– Finally, for strictures outside of reach
of endoscopy, longer than 5 cm and with
no accompanying features, consider strictureplasty.
Early surgery an option
Dr Michele Carvello, Italy, was pro surgical treatment, and began by ECCO-ESCP
Statement 2 D:
“Surgery is the preferred option in patients with localised ileocecal CD with
obstructive symptoms but no significant
evidence of active inflammation”.
He talked about the new surgical techniques, such as minimally invasive surgery
and enhanced recovery pathways.
– These are not only associated with
less bowel resected and smaller scars –
but also with less systemic inflammatory
response to surgery, fewer complications
and a shorter hospital stay among others,
Dr Carvello said.
So early surgery might be considered
an option for CD stricture even if it is not
complicated, and patients should be informed about ileocecal resection, he summarised.
– In Crohn’s colitis, remember the importance of endoscopic surveillance. The
type of surgery is mainly due according to
disease location. And remember that balanced IBD multidisciplinary teams – including pathologist and radiologist – enables more room for decision-making.
CMV frequently reactivated in treatment
Prof Britta Siegmund, Germany, talked
about cytomegalovirus virus (CMV) infection in IBD patients.
– The seroprevalence of CMV in adults
is between 40 and 100 %. That means that
half of you in this room have CMV, she began by stating.
In patients with severe colitis, CMV has
been reported in colonic tissue in 21 - 34 %,
and in 33 - 36 % of steroid refractory colitis. Patients with IBD and high density of
CMV inclusions in intestinal biopsy specimens benefit from antiviral therapy.
– Patients with fewer viral inclusions
in biopsy specimens might also benefit,
but the severity of the IBD should be the
prime consideration in determining treat32

ment strategies, Prof Siegmund continued.
CMV is frequently reactivated in patients with UC treated with steroids or
6-mercaptopurine, but disappears without
antiviral therapy. CMV during immunomodulator, or biological, therapy is common – but nearly always self-limited even
if therapy is continued.
In her conclusions, she said that in
steroid refractory disease, splenomegaly
(enlargement of the spleen), absence of
leukopenia and punched-out ulcerations
– always check CMV.
– If positive, initiate antiviral treatment.
If negative, escalate immunosuppressive
therapy.
Preventive strategy needed in the clinic
The third State-of-the-Art Lecture in Lisbon was presented by Prof James Lindsay,
UK. Balancing the risks and benefits of
biologics, was his title.
– Since both UC and CD are progressive
diseases, our goal of treatment is to stop
this progression, he said.
Therefore we aim for mucosal healing –
and perhaps also histological healing. Mucosal healing achieves a better outcome in
both UC and CD, he continued by explaining.
– The choice of biologics has increased
– but with this choice comes responsibility. Just because a drug is cheap, it does not
necessarily mean it also is safer.
It is, according to Prof Lindsay, fair to
say that all biologics can achieve mucosal
healing, but it may require increased dosing of drugs and levels. Bio-naive patients

achieve higher rates of mucosal healing –
but not in all of them.
– Also, the exact level of mucosal healing
required is not certain.
Class specific adverse events need to be
considered.
– Most data relating to IBD is with
anti-TNF antibodies. They are associated
with malignancy (especially lymphoma),
opportunistic infections and skin reactions.
For ustekinumab, which has been on the
market for psoriasis for many years, there
are no signals as of yet.
Risk factors for opportunistic infections
that need to be considered are patient age,
comorbidity and concomitant medication.
– Embed a preventive strategy into your
clinical practice – screen, vaccinate and
monitor patients, and ensure a robust governance structure, Prof Lindsay advised the
audience.
Information for up to five years in over
2,800 patients on vedolizumab shows no
PML cases and no increased risk of serious
or opportunistic infections.
– However, enteric infections occur infrequently with vedolizumab treatment.
Data from 2016 show that 264 of 917
(29 %) patients treated with anti-TNF developed skin lesions. In 11 % of these 264
(11%) skin lesions was a reason to stop
therapy.
– Biologic therapies are all immunogenic, and this varies with class. So there
is a need to understand the context when
assessing risks and benefits of biological
therapy – we need to consider the patient
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sitting in front of us, Prof Lindsay ended
his lecture.
Non-adherence an issue with 5-ASA
The treatment with aminosalicylates (5ASA) for IBD was the topic for a talk given
by Prof Axel Dignass, Germany.
– We know from many years of therapy
that mesalazine is a safe treatment modality. It is standard of care for the treatment
and maintenance of mild to moderate UC
– which constitutes the majority of UC patients, he said.
5-ASA is the standard treatment in
guidelines for mild to moderate UC. According to Cochrane database conclusions,
5-ASA is superior to placebo for induction
and maintenance therapy for this patient
group. There is no difference in efficacy
and safety between the various formulations of 5-ASA, and once daily dosing is as
effective as conventional dosing.
Prof Dignass presented a recent study
he had published in 2018, that showed that
mesalazine can induce mucosal healing in
UC patients.
– But 5-ASA needs to be optimised,
and adherence is an issue. This has been
shown to be suboptimal. Non-adherence
is frequent in quiescent IBD, and significantly increased in multiple dosing, young
age at diagnosis, singles, when switching
medication and full employment. There is
a significantly increased risk for relapse in
patient non-adherent to 5-ASA.
He continued with a study on suppositories, that had found that these should be
considered in all UC patients with rectal
inflammation as additional therapy.
– A metaanalysis from 2017 from a huge
amount of studies demonstrated that
5-ASA reduces the risk of colorectal cancer in IBD.
In CD, the evidence for 5-ASA are still
inconclusive.
– Probably there is a moderate efficacy
for the treatment of active disease, maintenance of mild to moderate CD and postoperative maintenance. But further studies
are needed – there is frequent clinical use,
despite the lack of evidence and guidelines,
Prof Dignass finally stated.
Promising data for IL23 monoclonal antibodies
Prof Matthieu Allez, France, talked about
the IL23/IL12 pathways in IBD, and ways
to target this.
The cytokine interleukin-23 (IL-23)
34

“FOR BIOLOGIC NAIVE PATIENTS,
INFLIXIMAB AND ADALIMUMAB
MAY BE MORE EFFECTIVE”
shares a common p40 subunit with the
cytokine interleukin 12 (IL12) and have a
central role in T-cell mediated responses
in inflammation.
– Targeting this pathway is effective in
multiple immune-mediated inflammatory
disorders, including CD, he underlined.
Prof Allez presented data from the UNITI-1 and -2 studies on ustekinumab. They
showed that ustekinumab induces and
maintains remission on the long term in
CD and is well tolerated.
– New anti-IL23 monoclonal antibodies are being investigated. Results from
the risankizumab Phase II trial are very
promising.
Data presented at the ECCO Congress
this year showed that targeting IL-23 is
associated with good results for patients
that have failed anti-TNF, he added.
– Today, the choice between the different therapeutic classes of biologics
depends mainly on clinical parameters,
long term objectives and available data

Axel Dignass

Matthieu Allez

for each biologic. Integration of multiple
omics should pave the way towards a more
personalized medicine approach, with a
rationale choice between the alternative
therapies, was Prof Allez’ conclusion.
Future algorithms in IBD
The final State-of-the-Art lecture was given by Prof William Sandborn, USA. He began by talking about UC.
– The most dangerous drug we describe
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is steroids – but we tend to forget that. In
UC, steroid therapy is associated with a
significantly increased risk of mortality
relative to anti-TNF agents, he pointed out.
Azathioprine is minimally effective as
monotherapy in UC, and is associated with
increased risks of infection, lymphoma and
non-melanoma skin cancer.
– It has a lot of toxicity for a relative
small benefit – so it is doubtful if it can be
recommended for monotherapy.
For biologic naive patients, infliximab
and vedolizumab may be more effective,
and for biologic failure patients tofacitinib
is the most effective agent.
– For vedolizumab, 50 % efficacy for induction in UC has been reported, but lower in patients that have failed anti-TNF.
The safety profile is better than that for
anti-TNF.
New agents, including vedolizumab and
tofacitinib, will play an important role in
the care of patients with UC, according to
Prof Sandborn.
He then turned his attention to CD. Also
in this disease, steroid therapy is associated with a significantly higher mortality relative to anti-TNF agents. Prof Sandborn’s
summary of azathioprine as monotherapy
was also the same as it was for UC.
– For biologic naive patients, infliximab
and adalimumab may be more effective.
For biologic failure patients, ustekinumab
is the most effective agent. Ustekinumab
is effective in both anti-TNF naive and failure patients. There has been no warnings
for infections and malignancy yet – and we
have long term data from its use in psoriasis, Prof Sandborn reminded the audience.
Vedolizumab and ustekinumab are the
safest agents in CD.
– New agents, including vedolizumab
and ustekinumab, will play an important
role in the care of patients with CD, was
Prof Sandborn’s final conclusion.
With this, the Falk Symposium 210 had
come to the end. Prof Dignass and Prof
Magro thanked the faculty, the speakers,
the moderators and the audience.
– We also want to thank the Falk foundation – that enabled us to create a programme without any interference, and
provided a great team that took care of
everything practical. So we hope we will
see you again at the next Falk symposium,
were Prof Dignass’ final words.

Per Lundblad
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