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EDITORIAL

PROF TOM ORESLAND

WHAT IS IT ABOUT - CONGRESSES?

W

hy do we have congresses? We get to know new people. We learn something new. We get a break from our everyday life and maybe come to a
place where we never have been before.

All these reasons are in my mind good and will make us better doctors. On the
other hand when we come home and are supposed to tell our colleagues what
we have learnt it is often not that much to tell? Well, there are always one or
more new things that we pick up and can use in our everyday practice. Then
there are all the good research ideas, many of them at least in my mind, emanate
from what you hear and think at congresses. A third major benefit of attending
meetings is that one consolidates one’s knowledge. You feel comfortable in that
you know, what is up to date and that your own practice is not that bad.
Congresses really are a big exchange of knowledge and ideas; they are also very
good for socializing and building networks. We also come closer to the industry
and their new products. In this we are now facing at least partly a new era.
In many countries legislation prohibits the industry from sponsoring congress
travelling and employers do not always see the benefit of their employees attending meetings. This attitude is astonishing indeed, I can not think of any other activity than medicine that is so heavily dependant on good knowledge and a
skilled well trained work force. We are becoming more and more preoccupied by
personalized medicine and quality of care. Where can we learn and get the good
ideas if not attending meetings? Travelling with one or more of your colleagues
is also most often rewarding, it is a kind of team building and also makes it easier
to discuss and perhaps implement changes when you come home.
To attend at least one major and a couple of minor meetings during the year
seem to me a minimum. Maybe we now have to focus more on formalized Continuous Medical Education. In the Scandinavian countries there have not until
now been so much focus on CME points, but this may be the way forward in
persuading employers to pay for education. Although in the best of worlds in my
mind this should be a natural part of your profession not requiring special rules.
Then in the end we cannot cover all congresses and meetings, but our senior
writer Per Lundblad is doing his best to help us out. I hope you will enjoy this
issue of IBD congress News. Note the fact that there are in total only a dozen
or so of invited persons presenting at all the different IBD meetings throughout
Europe, why? What’s the implication of this?
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CHRONIC DIARRHOEA IN ADULTS - UNDERESTIMATED AND EMERGING CAUSES
Research concludes that chronic diarrhoea and its impact on patient’s lives is worse than generally
assumed. The number of patients affected increases, either due to more attention to the clinical picture
– or due to an increased number of causes. Therefore a Falk Benelux Symposium, with delegates from
Belgium, The Netherlands and Luxemburg, on the topic was arranged in the Dutch city Eindhoven.

T

he Chairs for the Symposium were
Prof Stephan Miehlke and Dr Marieke Pierik.
Dr Pierik greeted nearly 100 delegates from the three countries welcome to
Eindhoven and the Evoluon – a futuristic
designed conference centre that resembles
a flying saucer.
Drugs are often the villain
The first Speaker was Dr Jan Willem
Straathof, who talked about medication
and chronic diarrhoea.
– Diarrhoea is a common side effect of
many classes of medications, with more
than 700 drugs that have been implicated
in causing it, Dr Straathof stated.
Watery diarrhoea involves changes in ion
transport, shortened transit time or increased motility. Inflammatory diarrhoea
generally exhibit mucopus, and fatty diarrhoea suggests malabsorption.
Dr Straathof continued by describing the
mechanisms behind the different types of
diarrhoea and the mechanisms behind the
drug that induces it.
So how does one approach patients with
suspected drug-induced diarrhoea?
– Just ask them simple questions, he said.
A careful history is important in order to
find the offending agent in drug-induced
diarrhoea.
– Try dose reduction, or drug withdrawal.
Observe effects, and reintroduce the drug,
was Dr Straathof’s advice.
Gastric acid secretion – a very old function
Proton pump inhibitors (PPI:s) are prescribed to a lot of patients, and the use
of PPI:s is increasing, said Dr Joachim
Labenz.
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– More than 50 % of people admitted to
hospital in Germany are given PPI:s.
They are very effective and good drugs,
but they also have side-effects.
A systematic review from 2011 indicates
that PPI:s lead to increased susceptibility
to enteric bacterial infection – clostridium
difficile infection (CDI), campylobacter
and salmonella infections.
– But people who are prescribed PPI:s
have a greater underlying risk of gastrointestinal infections beforehand – and a
higher prevalence of risk factors before
PPI prescription. There is no evidence that
PPI is associated with an increase in diagnosed GI infection, Dr Labenz continued.
Gastric acid secretion is a phylogenetically old function – probably first developed
in cartilaginous fish more than 400 million
years ago.
– Gastric acidity is found in all vertebrates – and the preservation of this highly
energy consuming, and at times hazardous
function – reflects its biological importance. The hypothesis is that it protects the
digestive system from bacteria.
Should be stopped as early as possible
For Clostridium difficile infection (CDI),
there is to date insufficient evidence to
conclude that there is a definitive relationship with PPI:s.
For Bacterial gastroenteritis the data on
specific bacterial infections are overall
supportive of no associated risk.
– And there are conflicting results from
studies if PPI:s are associated with Small
intestinal bacterial overgrowth (SIBO) or
not. The relationship between SIBO and
PPI use is still not understood.
The benefits and potential risks of PPI

therapy should therefore always be taken
into account.
– PPI therapy should be indicated, prescribed in an appropriate manner with respect to dosage and duration – and stopped
as early as possible, Dr Labenz summarised.
There was a discussion on the role of
RCT:s and meta-analysis after his lecture.
Dr Labenz pointed out that observational
and cohort studies often come to different
conclusions.
– I just want to point out that the question
is not so easy! We can’t say that RCT:s are
proof, nor can we say that observational
and cohort studies are evidence enough.
This is complicated, he stated.
The microbiota
More than three loose or liquid stools per
24 hours is the clinical definition of diarrhoea. If these last for more than 4 weeks,

Stephan Miehleke
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the condition is defined as chronic diarrhoea.
This was pointed out by Prof Paul Savelkoul. After mentioning different causes
for diarrhoea, he talked about faecal transplantation as treatment.
– There is evidence that it works. But
it’s a black box – we don’t really know the
mechanisms behind, and there are also
risks with the procedure, he underlined.
Prof Savelkoul presented data on gut microbiota under antibiotic pressure.
– The results vary from patient to patient.
Everyone has their own personal microbiota.
Parasites
Dr Daisy Jonkers talked about Blastocystis hominis (a single celled protozoan parasite) that resides in large intestine. The
parasite has been associated with chronic
diarrhoea and abdominal pain.
– The prevalence is varying, and there are
many asymptomatic carriers, she said.
Should we treat B hominis?
– It is a challenge to answer that question,
Dr Jonkers said.
Clinical improvement with parasite clearance in symptomatic patients has been
reported. Medications for treatments
are metronidazole or trimethoprim/sulfamethoxazole, but there is a large variation in treatment response.
– There is a need for future studies on
association with symptoms, host specificity, genotypes and drug susceptibility, Dr
Jonkers underlined.
First check all other infectious and noninfectious causes.

Curt Tysk
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– You may try treatment in patients with
persistent symptoms – and a complete work
up for alternative causes, was her summary.
Bugs
Risk factors for Clostridium difficile-diarrhoea include antibiotics, elderly age, underlying diseases and infection pressure,
said Prof Ed Kuijper.
– But also daily exposition to infected patients. Every person working in healthcare
should therefore be aware of C difficile!
C difficile infection (CDI) is not only a
human disease – it is also found in animals.
– The number of reported cases of CDI
has increased in the past decade in many
European countries. The concept of CDI as
a nosocomially acquired disease therefore
needs to be reconsidered, he continued.
The burden of CDI in Europe may be
underestimated, due to a lack of clinical
suspicion.
– And it is also a serious adverse reaction
of antibiotic therapy, Prof Kuijper summarised.
Two subtypes of MC
The next Session concerned microscopic
colitis (MC). Prof Curt Tysk talked on the
epidemiology of both collagenous and lymphocytic colitis.
– Chronic diarrhoea is a common cause
for referral. The prevalence is between 4
and 5 % in a Western population – but the
figure is between 7 and 14 % in an elderly
population, he initially said.
MC is defined by both clinical and immunological features, Prof Tysk stressed.
– It is chronic non-bloody diarrhoea from
a macroscopically “normal” colon – but
with characteristic microscopic changes. Females are affected more often than
males.
Currently there are two subtypes of MC
– collagenous colitis (CC), first described
in 1976 and lymphocytic colitis (LC), described in 1989.
The clinical symptoms of the two subtypes are as follows:
96 % of LC patients and 100 % of CC-patients have diarrhoea. 47 % of LC-patients
and 41 % of CC-patients experience abdominal pain.
Weight loss is suffered in 41 % of LC and
in 42 % of cases of CC. Faecal incontinence
is reported from 9 % of patients with LC
and 10 % of patients with CC. But Prof
Tysk added that he thought faecal inconti-

nence to be more common than the figures
indicate.
– A vastly increased number of publications on MC on Medline, reflects the growing interest in this topic, he said.
As common as CD in Sweden
Laboratory tests do not give any help in diagnosing MC.
– Colonoscopy with biopsies is essential.
Pancolonoscopy is recommended, Prof
Tysk continued and showed microscopy
pictures on pathology for CC and LC.
Associations with other diseases include
coeliac disease, thyroid disorders, diabetes
mellitus and rheumatoid arthritis.
– There is also a bile acid malabsorption
in several of these patients.
During the eighties the reported incidence was low, but now it is much higher.
The increase is five- to six-fold.
– Is this due to increased awareness, increased use of colonoscopy and better diagnostics? Or is it a true increase of MC,
due to drugs or change in microbiota due
to diet? We don’t know, Prof Tysk said.
By using data on IBD in Sweden, he
showed that MC now is as common as
Crohn’s disease.
Clinical remission means no chronic
diarrhoea. But Prof Tysk underlined that
patients also can experience other symptoms such as abdominal pain, fatigue and
arthalgia/myalgia.
– The long-term survival for these patients is not altered, though. There is no
increased risk for colorectal cancer for patients with MC.
Among his take-home messages were
that 20 % of patients, who are older than
70 years of age with chronic diarrhoea and
a normal colonoscopy, may have MC.
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– And medical treatment is often successful. Patients do very well, Prof Tysk
finished his talk.
The etiology is unknown
Dr Marieke Pierik gave a lecture on the etiology and pathophysiology of MC.
Her definition of pathophysiology was
that it seeks the physiological processes or
mechanisms for development and progress
of a pathologic state.
– In pathology, we see chronic inflammation, she said.
In CC there is an increased permeability
in the intestinal barrier, also when the patient is in remission. There is an increased
transmucosal uptake of non-pathogenic
bacteria. However, the small bowel mucosa is intact.
– In MC patients we also find increased
number of CD8 T-cells, elevated messenger-RNA levels of TNF-alpha, IFN-gamma and IL-15. What we can conclude from
these data is that there is something going
on in the immune system, Dr Pierik pointed out.
In 43 % of MC-patients bile acid malabsorption is found. There are some clinical
observations regarding this:
– There is no association between cholecystectomy and MC. Bile acid binding
treatment is effective symptomatic treatment, but leads to no significant changes
in histopathology.
The etiology of MC is unknown. There is
a strong association with drugs – NSAIDs,
PPI:s and serotonin-specific reuptake inhibitors (SSRIs).
– There is also an association with auto-immune diseases, Dr Pierik stated.
UC patients in remission have
better quality of life
A cross sectional Swedish study on quality
of life in CC was presented by Dr Henrik
Hjortswang. He had studied demographic and disease-related information with
the aid of a one-week symptom diary and
health-related quality of life questionnaires.
The study had 116 participants – 79,3%
woman and 20,7% men.
– We found that also patients in remission
have a poorer quality of life. Interestingly,
a similar survey of ulcerative colitis (UC)
patients in remission found that they had
better results, compared to CC patients in
remission, Dr Hjortswang said.
This proves that these patients have a se4

rious impact on their life, he added.
Worse health related quality of life
(HRQOL) was associated with symptomatic disease, co-existing disease, shorter
education and shorter disease duration.
The number of stools per day was linked
to HRQOL in the way that the higher their
number, the worse was the HRQOL.
– The influence of urgency was related to
HRQOL in the same way – and the worst
was for incontinence.
Stool consistency more
important than frequency
So how can these figures on HRQOL be
improved?
– Be aware of the diagnosis, reduce the
burden of symptoms and maintain remission and prevent complications. Also give
social support, was Dr Hjortswang’s advice.
He also underlined the importance of information to the patient, in order to help
them understand the disease and to manage it by patient empowerment. A counsellor or psychologist can help the patient to
accept the disease.
– Patients with active MC have a seriously deteriorated quality of life. And we
found that stool consistency influences this
more than stool frequency. The treatment
goal is remission – i.e. less than 3 stools per
day and less then one watery stool per day,
he summarised.
Treatment is available to obtain remission – and to normalise HRQOL, was Dr
Hjortswang’s final message.
Treatment of MC
Prof Stephan Miehlke began his lecture by
asking the audience a question:
– Do you regard MC as IBD?
He saw that the vote showed an estimated
50 % yes and 50 % no among the delegates,
and said that there had been some debate
upon this in the past.
– But that has changed – today MC is regarded as IBD, Prof Miehlke continued.
For treatment of MC, budesonide is very
effective.
– There is no doubt about that. And the
treatment is also highly effective in improving patient’s quality of life. Budesonide also has significant effect on histological findings.
There are at present no studies on alternatives to budesonide. Prof Mielkhe presented a study that had compared budesonide with mesalazine and placebo, in

which mesalazine was no more effective
than placebo.
– Cholestyramine can be beneficial as an
addition to budesonide in some patients, he
continued.
Another study demonstrated a symptom
relapse in patients with CC after withdrawal of budesonide.
– Most patients that relapse, do so early.
What to do
For azathioprine the data are conflicting.
Prof Mielkhe presented two studies, one
from 2001 that showed good response in
MC patients – the other from 2013 did not.
– This is all the information we have on
the subject right now, he said.
The situation is the same for methotrexate: Two studies with conflicting results.
For anti-TNF:s however, the data are bet-

Marieke Pierik

Henrik Hjorswang
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ter. There are two studies on adalimumab,
from 2011 and 2012 – but in this case both
show good results.
– And these two are also the only we have
available now.
Prof Miehlke presented a treatment algorithm in which azathioprine, 6-mercaptopurine or anti-TNF is the last option. If a
patient still does not respond, an ileostomy
is recommended.
– More research is needed to identify effective alternatives for budesonide non-responders. Also for patients requiring high
doses of budesonide to maintain remission,
he stated.
A “what to do-list” ended his lecture.
– Consider MC as a common cause of
watery diarrhoea, especially in the elderly
patient. Take multiple colonic biopsies to
ensure diagnosis, he said.

Consider withdrawal of suspicious drugs
if possible, and recommend smoking cessation in smokers. Induction therapy is
budesonide 9 mg per day for 6 – 8 weeks,
then stop and wait for symptom relapse.
– In case of relapse, reintroduce budesonide and continue with dosages as low as
possible. Use other drugs – i.e. cholestyramine, loperamide, AZT/6MP or anti-TNF – on an individual basis, Prof Miehlke summed up his lecture.
CD – or CD?
The last speaker at the Symposium was Dr
Karel Geboes, who gave the pathologist’s
view on patients presenting with chronic
diarrhoea.
He talked about infectious causes, and
described viruses, bacteria, protozoa and
helminths that all can cause diarrhoea. Dr

Geboes then presented a case – a man who
first was diagnosed with coeliac disease.
Much later he had surgery, and the diagnosis on operative specimen was Crohn’s
disease.
– Chronic diarrhoea needs to be defined
clearly. It is important to know the immune
status and the age of the patient. Histology
of both colon and small bowel needs to be
performed – especially for the diagnosis of
rare conditions.
– And remember that drugs and infections are major pathogenic factors, Dr Geboes ended his talk.
Then the Benelux Symposium 2014 had
come to the end.

Per Lundblad
Senior writer

Evoluon is a former science and technology museum in Eindhoven, Netherlands, that opened in 1966 to mark the 75th anniversary
of the founding of the company Philips. In 1989 the museum closed, and the building later became a conference centre.
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IBD 11- IN PRAGUE
The Czech Republic with its 10 million inhabitants lies at the heart of Europe. Its capital Prague is a
magical, romantic city with a well preserved medieval centre with lanes, old buildings, cathedrals
and towers. This was where IBD 11 – the biannual Congress sponsored by Ferring – was held.

I

n his welcoming address, Prof Milan Lukas told the audience that the
Czech Gastroenterological Society was
founded in 1948, and was affiliated with
ECCO in 2002.
Dr Lukas continued to talk about their
research, and ended by wishing the more
than 850 delegates welcome – and hoped
they would enjoy the fantastic city of
Prague, which is his home town.
Prof Michael Kamm from the Scientific Committee stated that the theme of the
Meeting was “Unleash your knowledge”.
– What does that mean? It means that
you should increase your knowledge about
IBD, compare your practice with others –
and to learn in a stimulating interactive
way.
He also expressed his hope that all delegates should enjoy the company of, and
interact with their colleagues.
Prof Severine Vermeire, Prof Axel Dignass, Prof Laurent Peyrin-Biroulet and Dr
James Lindsay were also in the Scientific
Committee for the Meeting.
IBD CONGRESS NEWS 1 · 2014

Patients first
The first Speaker at IBD 11 was Marco Greco who is the Chairman of EFCCA – European Federation of Crohn’s and Ulcerative
Colitis Associations – i.e. the patients’ umbrella organisation.
– It is very rare to have a patients’ organisation to start a meeting – and I’m very
grateful for this, Mr Greco started by saying.
He told the audience about a survey of
over 5 000 patients called IBD 2020,
– In this, about half of the patients state
that the overall quality of IBD care is either
“very good” or “excellent”.
Think outside the bowel
But the aims of care are rarely discussed.
50 % of the responders state that no health
care professional ever discussed the main
goals, or priorities, for their treatment with
them.
– 72 % say that no health care professional helped make a plan that could be
carried out in daily life. This demonstrates

that there is a need for improving quality of
care for IBD, Mr Greco stated.
Mr Greco wished to go from a therapeutic-based approach to a patient-focused
approach.
– Think outside the bowel! Not only
healthcare personnel, but also patients
must be aware of their role.
A patient with a long history of IBD has
a lot of experience and knowledge; book
knowledge is not the equivalent of a patient’s subjective feelings and long experience with IBD.
– Patients should come back to the centre
of our common work! This approach could
lead to a better allocation of the actual limited resources – this is an important message to policy-makers – and could work
only in the context of an open, honest and
mutual cooperation, was Mr Greco’s takehome message.
Incidence of CD in young
patients has doubled
Dr Corinne Gower-Rousseau then talked
7
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about research in IBD via EPIMAD. The
EPIMAD Registry covers a large area of
Northern France with almost 6 million inhabitants representing 9.3% of the entire
French population, she said.
– It allows us to record all incident IBD
cases in the defined geographical area, and
to study incidence variations according to
time and according to space. Today we
have 23 674 patients recorded. Dr Gower-Rousseau continued.
From 1988 to 2008 an increase in incidence of Crohn’s disease (CD) – especially
in women – has been observed. The incidence of ulcerative colitis (UC) has been
stable during the same period. The incidence is here higher in men.
EPIMAD also allows a better knowledge
of the natural history of IBD course.
– The natural history of elderly-onset
IBD is less aggressive than in younger-on-
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set patients. One could ask if it is the same
disease. The incidence in CD in young patients has doubled between 1988 and 2008.
– Risk factors of IBD may be different
according to the age of onset, Dr Gower-Rousseau, summarised.

Corinne Gower-Rousseau

Probiotics
The microbiota was the topic for the following Session. Prof Philippe Marteau began this by stating that the gut microbiome
consists of 70 % yet uncultivable bacteria.
The specificity of the microbiota is individual, with few “common” species.
– The composition is impacted by several
factors – among those are genetic background, age, alimentation and medical
treatment.
In IBD there is a dysbiosis in the microbiota. It becomes instable, there is a decrease
in diversity of bacteria and the richness of
different genes is lower.
– There are lower counts of bacteria that
usually are dominating in a healthy individual and a higher count of opportunistic
bacteria – pathobionts, Prof Marteau explained.
Dr James Lindsay talked about the therapeutic impact of probiotics. One of these,
a probiotic live lactic acid acidophilus and
bifidus bacteria mixture called VSL#3, did
show some benefit in a trial in UC patients.
– ECCO guidelines include use of probiotics in maintenance of UC, he pointed out.
Evidence also suggests some benefit in
pouchitis, Dr Lindsay added.
The session finished with a panel debate,
in which the audience also could ask questions via I-Pads that all delegates had been
provided with for the Meeting. (After-

Liping Zhao

Peter Irving

wards they had to hand them back).
Fat diet cause changes in mice microbiota
During IBD 11, two Special Lectures were
held. The first of these ended the first day
and it was given by Prof Liping Zhao. The
title was “The perfect microbiome”.
– Humans are walking bioreactors. 36 %
of metabolites in our blood are from gut
microbiota, Prof Zhao said.
Gut microbiota can be beneficial – but can
also poison us with toxins, he continued.
Can we manipulate the microbiota by dietary interventions? This is not yet known,
but Prof Zhao described an experiment on
mice: By giving the mice a fat diet, this
caused changes in their microbiota that
was reversed when the mice were back on
a natural diet.
– We try to understand the correlation
between gut microbiota and health phenotype, but are not there yet.
Prof Zhao also described gut microbiota-associated antigen changes. He ended
his talk by the following definition:
– The perfect microbiota delivers the
lowest antigen and toxic load from the gut
to the host. Hence – eat right, live long and
die quickly!
Different disease courses in CD
Monitoring in IBD was the title of the next
Session. Dr Peter Irving talked about different monitoring for different patients.
– Not all patients have a poor prognosis,
Dr Irving said.
He referred to the IBSEN study in which
patients with CD were divided into four
different disease courses over a 10 year
time-period.
– They either described a decrease in
symptom severity, or an increase in symptom severity, or chronic continuous symptoms – or chronic relapsing symptoms.
We know that some patients have disabling disease. The aim is to predict the diseases with poor prognosis, complications
of disease and the response to therapy.
– However, overall our ability to predict
outcome is poor. If we see deep ulcers in
the colon in a CD patient, we know this indicates a high risk for colectomy, Dr Irving
continued.
Other clinical predictors for aggressive
disease in CD are young age, strictures,
perianal disease and weight loss among
others – and smoking:
– The only thing we can do something
about is smoking, he underlined.
IBD CONGRESS NEWS 1 · 2014
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Who, how and where
Clinical features for identifying severe disease in UC are also young age at presentation, extensive disease, lack of mucosal
healing and acute severe colitis.
– The short term response predicts long
term disease course, Dr Irving said.
Therefore it is important to follow up
these patients, and to educate them on
what to do when they have a flare.
– That means they should not go to their
GP, but come to us!
Dr Irving presented the following advice
for adapting follow up for patients:
– Think about setting, the person, the
timing – and empower the patients.
With this, we are creating a large burden for ourselves and therefore there is a
need to make use of different methods for
follow up.
– Think of who it is that should see the
patient – is it the doctor, a nurse specialist
or a pharmacist. How – face to face, telephone, E-mail or virtual? And finally where
– in tertiary care, second care or primary
care?
Adapt monitoring to the patient, use novel ways of following up patients to manage
the load and try to develop a network, were
his conclusions.
– And when all drugs fail – always review
previous therapy carefully and check for
adherence!
Trough levels are important
Therapeutic drug monitoring (TDM) was
the topic for Prof Severine Vermeire’s lecture.
– TDM means measuring of drug concentration in blood to help individual dose
adjustment. The basic concepts of TDM
are related to anti-TNF treatment, she explained.
Peak levels indicate the highest dose of
the drug in serum, and trough levels the
lowest level.
– Trough levels are what we are interested in. In clinical practice we see a big difference in patients. There are many factors
– such as co-medication and immunological factors among others – that affect the
through levels, Prof Vermeire continued.
She presented six studies evaluating correlation between trough levels and efficacy
in IBD. Four of these established a connection, one was indecisive and one did not
find a connection. The SONIC study found
that trough concentrations of infliximab
are higher with concomitant azathioprine.
IBD CONGRESS NEWS 1 · 2014

Prof Vermeire continued with loss of
response (LOR). There are several underlying mechanisms for this: Patient is
non-compliant, or has developed neutralizing antibodies and low trough levels.
– Or it could be that other (non-TNF)
pathways drive inflammation – or that the
patient has no residual inflammation. It is
important that you try to figure out what
is going on if the patient previously had a
good response to anti-TNF.
Check levels one or two times per year
Prof Vermeire presented data from the
TAXIT study (trough level adapted infliximab treatment trial) and pointed out that
they found that some patients need less
drug, and some more.
– In total, the costs of drugs were not escalated. But you need to constantly measure and adjust, she underlined.
This means that patients trough levels
need to be checked one or two times per
year.
– In the study we also found that trough
levels early after drug admninistration determine long time response.
Therefore monitor trough levels early on
– during the induction phase. Dose optimise if they are low, or if the patient has
insufficient response.
– Follow up levels after the intervention.
Distinguish sustained antibodies from
transient antibodies by measuring antibodies on consecutive time points, Prof
Vermeire summarised.

son could be that patients don’t like it.
Also, topical treatment is often abandoned
with time.
For maintenance 3 gram of rectal 5-ASA
per week is recommended.
Suppositories better then enema
In resistant UC, re-evaluation is crucial.
This could be due to poor adherence, inadequate concentration of active drug
and superimposed infection among other
causes.
– It could also be inappropriate diagnosis. Sexual history and HIV also have to be

Siew Ng

Topical treatment is not liked by patients
UC management update was the title for
one session. Professor Siew Ng started
this by talking on best practice in ulcerative proctitis.
After presenting several studies, she said
that mesalazine suppository is effective for
all UC patients with rectal inflammation.
So what about once daily or twice daily dosing? In a study that had compared
slow-release once daily 5-ASA suppositories versus conventional twice daily 5-ASA
suppositories, the efficacy at 2 weeks was
similar.
– But the slow release group had less frequent early expulsion (0,5 % versus 3,4 %).
It was also better tolerated – I think that is
very important.
Prof Ng said that, although it is recommended, topical treatment is underused
in patients with UC. Less than 30 % use it.
– The cause of this is not clear. One rea11
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investigated. Prof Ng presented data on infliximab for refractory proctitis.
– 69 % had complete response, 15 % partial response and 15 % were primary no-responders.
Two studies on rectal tacrolimus also
demonstrated high response/remission
rates.
To sum up best practice for proctitis Prof
Ng stated that ulcerative proctitis should
first be treated topically.
– Topical mesalazine seems to be better
than topical steroids, and suppositories
better then enema. Adding oral mesalazine
or rectal steroids could be helpful.
Surgery is needed in less than 10 % of
cases.
– Mucosal drug concentration or contact
time is also important, she stated.
A small fraction of ingested
drug reach distal colon
Prof Laurent Beaugerie talked about best
practice for mild to moderate UC. After presenting the definitions for this, he
said that there are drawbacks of the extent-based classification system.
– Disease extent often varies with time,
and there are frequent discrepancies between macroscopic and microscopic extent.
Treatment modalities of active disease
are based on contemporary macroscopic
extent.
– By contrast, extensive macroscopic colitis at diagnosis is predictive of unfavourable disease course. And finally, but most
important: Extensive – macroscopic or
microscopic – colitis at any time is predictive of a long-term high risk of colorectal
cancer, Prof Beaugerie underlined.
In colonic delivery of mesalazine, various
processes are used to limit drug absorption
in the small bowel. They include prodrugs,
gastroresistant drugs, pH-dependent coating and slow-release galenic formulations.
– Despite all these processes, only a small
fraction of the ingested drug reaches the
distal colon. Therefore enemas or suppositories are recommended to treat mild to
moderately active UC – whatever the proximal extent, he said.
Prolonged therapy is a reasonable option
Some patients are slow responders to mesalazine. If rectal bleeding persists after 10
-14 days, the patient is a slow responder.
– In such cases, there are two therapeutic
options: To immediately add steroids – or
12

to wait for clinical response for two additional weeks and increase mesalazine dosage. If oral steroid regimen is decided, give
40 mg/day for one week then reduce it by 5
mg every week, Prof Beaugerie continued.
When it comes to maintaining remission,
it is firmly established that oral mesalazine
reduces the risk of relapse by 50 %.
Prolonged therapy with 5-salicylates is a
reasonable option in UC. They still work
beyond 2-3 years of treatment.
– There is no significant long-term safety
signal providing monitoring of renal function. Immunosuppressants or biologics
are indicated as second-line maintenance
therapy, Prof Beaugerie summarised.
Many pathways to investigate
In the second Special Lecture given in
Prague, Dr Silvio Danese talked about new
drugs in IBD.
– In 2013 the etiology of IBD is still unknown. Controlling inflammation is therefore the best option, he started by stating.
Dr Danese continued by describing many
years of frustration – and a bit of success.
Most programs have failed – why is that
so?
– The reason is that inflammatory diseases are not the same, although anti-TNF
works in gastroenterology, rheumatology
and dermatology.
Another question is if we have picked the
right therapeutic targets? Mice are easy to
treat, but animal models are not good for
answering immunology questions in humans, according to Dr Danese.
– And are we targeting the right cells?
Non-immune cells can be villains in IBD.
He described drugs that are coming in the
near future: Ustekinumab could be a drug
for Crohn’s disease (CD).
– Vedolizumab for UC shows very good
data so far – and data are also consistent
for CD.
Dr Danese described two more drugs,
antiMadCAM and an antibody for Beta-7,
which are in development. The response/
remission rates suggest benefit.
Inhibition of the JAK pathway – tofacitinib that is blocking several cytokines at
the same time – has demonstrated high efficacy for remission in UC so far.
– There are so many other pathways to
investigate – such as oxygen in the gut, just
to name one, Dr Danese concluded.
Another example of this was presented
in Prague – Phase I trials on FE999301, a
small molecule that inhibits the IL-6 in-

duced pathway – is completed. The drug
is hoped to have a better safety profile than
anti-TNF, and is going into clinical trials
during 2014.
No guidelines on patients
with previous cancer
We are going to get more and more patients with previous cancer, Dr Iris Dotan
pointed out.
– This poses a lot of questions: Does IBD
therapy predispose patients to cancer recurrence? If cancer develops in an IBD pa-

Iris Dotan

“CAN WE – OR SHOULD WE
TREAT IBD AND CANCER
CONCOMITANTLY?”

Laurent Beaugerie
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tient on immunomodulators or biologics
– is the prognosis worse? And can we – or
should we – treat IBD and cancer concomitantly?
There are no guidelines on the subject,
and little evidence. In clinical trials, recent cancer is an exclusion criterion. In
observational studies, very large cohorts
are needed.
However, anti-TNF in rheumatology in
patients with previous cancer has been
shown not to lead to increased incident
cancer, Dr Dotan continued.
– But in patients with previous melanoma, there was an increase, she added.
Multidisciplinary approach needed
Data from a French study shows that IBD
patients with previous cancer have an
increased risk to develop any – new or
recurrent – cancer. Exposures to any immunosuppressant or recent cancer were
not independent risk factors for new or recurrent cancer in patients with a previous
cancer.
– That is an important message!
Does anti-TNF accelerate cancer?
– The answer is probably not. There are
some existing examples in the literature
that anti-TNF could be beneficial in cancer, but I don’t think we should try this at
home, Dr Dotan said.
A multidisciplinary approach is needed
for to address cancer and IBD monotherapy. Prevention is also important.
– As for the drugs, remember that 5-ASA
are non-tumorgenic and chemopreventive.
The main considerations are: Time since
cancer, type of cancer, IBD activity and behaviour, Dr Dotan summarised.

Gerassimos Mantzaris
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Manifestations run parallel
with the activity in the gut
Extra-intestinal manifestations (EIMs)
may be due to IBD in itself, co-exist as
manifestations of other immune-mediated inflammatory diseases (IMIDs) or they
may be therapy-related, said Dr Gerassimos Mantzaris in his lecture.
– The prevalence is 6 – 50 %, depending
on which population was studied and definitions, he continued.
EIMs are more common in CD than in
UC, and there is a higher prevalence with
colonic involvement. They may precede
the diagnosis of IBD by months or years,

“WE SEE A HIGH CONCORDANCE AMONGST FIRST
DEGREE RELATIVES
AND FAMILY MEMBERS.”
and the presence of one EIM increases the
susceptibility for development of additional EIMs.
The pathogenesis of EIMs remains a mystery, and is multifactorial.
– There is a genetic predisposition – we
see a high concordance amongst first degree relatives and family members.
EIMs may impact tremendously on quality of life and social activities – occasionally,
they are the leading cause of the patient’s
disability.
– The manifestations run parallel with
the activity in the gut, even if there are also
others that have an independent course, Dr
Mantzaris said.
For treatment of EIMs, there are very few
randomised controlled trials (RCTs).
– Treatment is often extrapolated from
non-IBD patients with the same condition,
and is usually empirical, Dr Mantzaris explained.
If the EIM is due to IBD in itself, treatment of active IBD usually heals – or at
least eases the burden – of the EIM. If the
EIM run an independent course, it is more
difficult. EIM-targeted therapy may lead
into flares of IBD.
– Treatment should be delivered by a multi-disciplinary team of experts, and should
be individualised. Do not forget topical
treatment, Dr Mantzaris summarised.

Mucosal healing – a different
story in UC and CD
The last session on the second day concerned new treatment goals. Prof Geert
D’Haens talked about mucosal healing
(MH).
– MH offers prognostic benefit and depends on therapeutic potency of available
treatments. It is being adopted by regulatory agencies as required endpoint, but the
degree of healing is under discussion – it
may differ for CD and UC, Prof D’Haens
explained.
In UC, score Mayo 0 should probably be
the endpoint for trials. Treatment should
be continued or intensified until Mayo 0
is attained.
In CD, MH is a different story. The definition is still unclear and assessment is more
difficult – depending on complete ileocolonoscopies. It is harder to achieve MH with
available treatments.
– The best thing we can do today is a combination of infliximab and azathioprine, as
demonstrated in the SONIC trial. About
half of patients reached the no ulcers-definition, Prof D’Haens said.
The role of histological remission needs
further research.
– Partial healing, e.g. 50 % reduction in
ulcer load, may be equally beneficial – at
least for the following 6 months, as shown
in the SONIC trial, he concluded.
We are doing something good
Prof Gerhard Rogler asked in the title for
his talk if drugs make a difference to the
natural history of IBD – and do they affect
the outcome of surgery?
He began by establishing the concept on
continuous digestive damage in CD.
– The first statement I wish to make is
that surgery is not always bad for our patients! It prevents damage in the long run,
Prof Rogler said.
Data show however that drugs do change
the course of the disease.
– Otherwise we would not use them. We
are doing something good, Prof Rogler underlined.
Mucosal healing – which correlates with
better outcome in UC – may be achieved
with 5-ASA or steroids in UC, which reduce surgery rates.
– Successful thiopurine and anti-TNF
therapy reduces the need of surgery in IBD
patients – especially in population-based
studies. And this refers mostly to thiopurines.
IBD CONGRESS NEWS 1 · 2014
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Therapy should be tailored to the individual patient.
5-ASA, thiopurines and anti-TNFs reduce
the risk for colorectal cancer in both UC
and CD patients, and Prof Rogler said he
thought this to be an important outcome.
– Finally, IBD medications do increase
postoperative complications in IBD. Most
likely steroids are much more dangerous,
anti-TNFs are more dangerous and thiopurines not so dangerous, was his summary.
Interactive case discussions
The final day in Prague had an interactive
Session on clinical cases.
– IBD are quite difficult diseases to deal
with – with a burden also to the clinician,
Prof Michael Kamm initially stated.
During the Session the audience had to
vote via their I-pads on how to proceed
with the patients presented. The cases
were also commented upon by a panel,
and questions from the audience who also
could ask questions via the I-pad.
The cases that were presented and discussed concerned fine tuning anti-TNF
and thiopurine therapy, C difficile in IBD
and post-operative CD. Prof Kamm also
presented early data from the POCER
(Post-Operative Crohn’s Endoscopic Recurrence) study.
Perform colonoscopy every six months
after surgery, and adjust therapy when
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needed, was one of the conclusions from
POCER.
– Aim high! Learn the literature, learn
the art – and attend meetings like IBD 11,
were Prof Kamm’s advice to the audience.
Look beyond the symptoms
CD management update was the title for
the last session.
Prof Pia Munkholm talked about the role
of 5-ASA in mild CD. She said that data
from EPICOM shows that monotherapy
with 5-ASA for CD exists, especially in
Eastern Europe.
– 5-ASA has perhaps a place in mild to
moderate CD. It lowers the surgery rate
and prevents recurrence after surgery in
terminal ileum, she said.
Prof Laurent Peyrin-Biroulet talked about
how to manage newly diagnosed moderate
to severe CD patients.
– When you start your treatment you
have to bear in mind that you may need
to change it during the disease course, he
underlined.
After 10 years, half of patients will have
bowel damage – and 50 % will need surgery. This is a fact Prof Peyrin-Biroulet
said was important to remember.
An increasing number of patients with
moderate CD are receiving anti-TNF as
first line therapy.
– But what is most important is looking

beyond symptoms and tight monitoring, he
stressed.
Take a rapid step-up approach, was Prof
Peyrin-Biroulet’s advice.
– And please think about the long-term
outcomes – disability and bowel damage –
when treating a progressive, destructing
and disabling chronic condition, was his
summary.
An extraordinary three days
After Prof Jean-Frédéric Colombel’s final
lecture about the many steps that has to be
taken before starting immunosuppressive
therapy (which he compared to a pilot’s
check-list before take-off ), the Meeting
was over.
– I think we had extraordinary three days,
and it has been a privilege for me to work
with such a fantastic Faculty, said Prof
Kamm at the end.
He thanked Ferring for organising the
meeting, and reminded the audience that it
takes two years of preparation. Prof Kamm
also thanked the speakers, the audience
and the audio-visual team.
After that, IBD 11 in Prague 2013 was over.

Per Lundblad
Senior writer
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HOW TO BUILD A FLOURISHING IBD
SERVICE - THE AMC SUCCESS STORY
Three years ago the AMC (Academic Medical Center) in Amsterdam appointed professors
Geert D’Haens, formerly active in Belgium, and Gijs van den Brink as heads of the
clinical and laboratory sections for Inflammatory Bowel Diseases.

T

he targets were clear: Within 5 years
the AMC wanted to become one of
the leading IBD centers in the world.
And this is exactly what happened.
With amazing enthusiasm and entrepreneurship the IBD team in Amsterdam built
an exemplary service with high scientific
output and many clinical innovations.
Therefore IBD Congress News came for an
interview.
Professor D’Haens, why did you accept the
challenge to move to Amsterdam?
– The IBD service in Amsterdam has always been forward thinking. I knew there
was an excellent team of clinicians, radiologists and surgeons in addition to a very
large patient population. The scientific
output from the service had diminished
somewhat in recent years, but nonetheless
several very attractive out-of-the-box projects had been initiated and were running.
I think in the first place of the fecal transplantation for ulcerative colitis trial led
by Cyriel Ponsioen and the LIRIC trial
comparing early surgery with medical
treatment for ileal Crohn’s disease. The
research staff was there but needed some
restructuring. It felt like relatively little
seeding need to be done to collect a big
(scientific) harvest.
Professor van den Brink, what were your
challenges when you moved to Amsterdam?
– My previous appointment was at the Academic IBD Center in Leiden where I collaborated with Daan Hommes. I returned
to my alma mater and old love in Amsterdam in 2009 where I could take most of my
research team with me.
The Tytgat laboratory that was set up
several years ago to facilitate GI basic and
translational research was a perfect place
16

to make my dreams come true. We now run
several animals models for IBD, study new
therapeutic strategies and look into the
mechanism of action of old and new IBD
drugs.
Our strong connection with the biopharmaceutical industry has been of paramount importance to this end. In addition
we collaborate with the Sanquin institute
for stem cell research and pharmacokinetics of biological agents.
Professor D’Haens, what did you consider
priorities when you first moved into this
service?
– A number of important elements leading
to improved care and research were taken immediately. We re-grouped a number
of our clinic sessions on 1 day (Tuesday),
when 70-80 patients are being seen. This
clinic is followed by a multidisciplinary
team discussion with our surgeons, IBD
nurses and psychologists. Here we take
decisions on challenging cases and other
patient-related issues are discussed.
Secondly, I restructured the clinical trial
unit. Currently, we run around 20 sponsored and investigator initiated prospective trials from phase 1 to 4. In order to
meet modern standards, you need a large
staff for that. This staff now has a trial physician, a trial office coordinator and 5 trial
nurses. Every single team member if fully
GCP trained. Florien Toxopeus, the manager of this unit, has been able to transform
it to an exemplary IBD trial office.
Furthermore, the role of the IBD nurse
practitioners was better defined. We wrote
protocols for several treatments in which it
is clearly stipulated what is expected from
the physicians and from the nurses.
– A critical step in this whole process has
also been the decision by Robarts Clinical
Trials, a CRO (clinical research organi-

zation) based in London, Ontario (Canada) and led by Brian Feagan, to expand
its wings toward Europe and to establish
a European Office in Amsterdam on the
AMC campus. Robarts Europe has now
close to 20 employees and coordinates
multiple international clinical trials in IBD
throughout Europe. It is my pleasure to act
as European director, although the daily
management is in the hands of Christina
King, operational director Robarts Europe.
– Through Robarts we set up an international IBD fellowship. Last year we enjoyed
the presence (and hard work) of Krisztina
Gecse and this year Dr Mark Samaan from
the UK works here on multiple IBD related projects such as the development of an
MRI score for fistulizing Crohn’s disease
and patient reported outcomes in clinical
trials. As recognition for all this, the AMC
has appointed Professor Brian Feagan as
Spinoza visiting professor next year. The
expectations are that Robarts will further
expand and we hope to run phase 3 trials
with biologic agents in the coming years.

Gijs van den Brink
IBD CONGRESS NEWS 1 · 2014
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The finances of the unit appear to be quite
solid for the years ahead, certainly if the
collaboration with Robarts will come to its
full deployment.
Nonetheless, we certainly wish to keep
the translational nature of our research.
That is why I continue to see patients
every week and also do some IBD endoscopies. This is where you really see what
drugs do to these diseases.

Geert D’Haens, far right, during endoscopy.

Professor van den Brink, what challenges
do you face in the lab currently?
– We run a number of attractive collaborations with the biomedical industry. For this
work, however, very high scientific standards are expected. Therefore, we are currently transforming part of our lab into a
‘GLP’ (good laboratory practice) compliant
lab. This would make the unit an excellent
place for early drug development, both in

animal models and in a phase 1 setting.
Currently we are testing several molecules for the first time in IBD patients,
which is an extremely challenging but also
gratifying endeavour.
A challenge is also to attract and retain
talented researchers. Fortunately, the
Dutch training system for specialists facilitates and encourages a period of research
for all talented physicians.

The AMC is also a well known place for
teaching activities. What is the position of
IBD in that regard?
D’Haens:
– Many years ago the EPGS (European
Gastrosurgical School) was initiated by
Professor Guido Tytgat. That entity has
now basically become a congress office for
all our gastroenterology-related symposia,
congresses and teaching activities. Every
other year we organize a large congress
‘IBD Today and Tomorrow’ where we really try to attract the best speakers and most
creative minds in the field globally.
In addition, we offer single topic masterclasses, workshops and training for industry. For our own staff and Robarts employ-

The IBD research laboratory. Prof Gijs van den Brink is one of the Principal Investigators and coordinates IBD translational research. He has built his own
research group. The research of the van den Brink group focuses on the understanding of the development of colorectal cancer and on the design of
novel therapies for patients with inflammatory bowel disease.
– The underlying idea of the research on inflammatory bowel disease is that we have a very poor understanding of the molecular mechanism of
action of drugs that are successfully used in our patients on a day to day basis, says Prof van den Brink.
– A better understanding of the mechanism of action will not only teach us valuable lessons on the biological processes that drive inflammation in
CD and UC, but may also help to improve existing treatments. The goal of the research at the laboratory is to reduce side effects of existing drugs and/
or improve efficacy, Prof van den Brink continues.
The AMC-IBD Unit is well known for spearheading many important developments in the treatment of IBD. Notably, the use of anti-TNF antibodies
in IBD was first developed at AMC.
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ees we offer weekly training session son
relevant topics in the IBD field.

AMC has the most modern facilities for Surgery. Virtually all abdominal procedures carried out
in patients with IBD can be done laparoscopically, and vary from stoma formation to restorative
proctocolectomy. Professor Willem A. Bemelman is the lead Surgeon, specialised in colorectal and
minimal invasive surgery, and one of the AMC Principal Investigators. From 1999 until now he
has worked at the department of Surgery of the Academic Medical Center responsible for the
Minimally Invasive and Colorectal Surgery with special interest in the treatment of IBD. In 2006 he
became a Professor in Minimally Invasive Surgery.

How is the IBD research activities coordinated?
D’Haens:
– We meet monthly with the 9 IBD principle investigators to discuss research related issues. Besides the van den Brink group,
we have a group focusing on animal models
led by Anje te Velde, a mucosal immunology group focusing on B cells and innate
lymphoid cells led by Hergen Spits and the
group of Wouter de Jonge looking at neuroimmunology and early drug assessment.
At the clinical side we have a cluster of
surgical researchers (led by Willem Bemelman), radiology projects (led by Jaap
Stoker) and microbiome-projects with Cyriel Ponsioen. Dysplasia research is coordinated by Professor Evelien Dekker.
Personally, I lead pharmacokinetic research, endpoint assessment and clinical
drug development. The main goal is to
stimulate interaction, facilitate collaboration and technology, coordinate submissions of papers and presentations at congresses and scientific papers.
Professor van den Brink, where do you see
your IBD lab 5 years from now?
– The Inflammatory bowel diseases are
diseases without a known cause that we
treat with drugs with poorly defined mechanisms of action. I expect that the field will
be coming much closer to the cause of IBD
in the coming years, and that we will find
that it is less multifactorial than currently
believed.
This brings the promise of novel therapies
that are increasingly specific to the underlying immunological defects. Already, increasing understanding of the molecular
mechanisms of existing therapies will allow us to develop more potent drugs with
reduced side effects. I have the aim to contribute to these important developments to
improve the quality of life of patients with
IBD.
Professor D’Haens, are there any new initiatives we can expect to see in Amsterdam?
– We try to be forward thinking. Treating
more than 3000 patients is quite a challenge. We therefore are establishing an
instrument to continuously measure the
quality of our care and will appoint a ‘quality manager’ to put the system in place.

18
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Furthermore, we are participating in a
project on e-health (IBD Coach) through
which patients can easily interact with
their centre. Patients treated with biologicals enter a ‘biologic care path’ with structured measurements of outcome, biomarkers and endoscopy.
A recent initiative is the administration
at home of infliximab (Remicade@Home),
led by Dr Mark Löwenberg. Earlier this
year we started a multidisciplinary fistula clinic. Difficult Crohn’s patients with
refractory fistula problems are managed

Christina King

here by a coloproctological surgeon and
IBD gastroenterologist jointly.
Another particular challenge is the management of the Dutch String of Pearls
initiative, a large biobank at the 8 university medical centers in the Netherlands
which we manage from here. The biobank
is unique in that it contains very detailed
phenotypic data and holds follow-up information on virtually all patients.
This year we expect the first joint publications using this bank. And, finally, the
biggest future challenge is probably the

upcoming merge with the other academic
centre in Amsterdam, the VUmc, and the
advanced collaboration with three regional
hospitals in our neighbourhood, the OLVG,
Tergooi Hospital and Flevoziekenhuis.
In the foreseeable future we will hence
offer the best possible care to more than
7 000 IBD patients. We are not quite ready
for retirement!

Geert D’Haens
Gisj van den Brink

Robarts Clinical Trials is an academic Clinical Research Organization (CRO) which provides a broad range
of clinical research services to pharmaceutical and biotechnology companies, government agencies and
academic investigators.
– Our mission is to improve the lives of patients, their families and caregivers by supporting the development of novel treatments, says Christina King, Manager of Robarts.
Under the leadership of Drs. Geert D’Haens, Brian Feagan and William Sandborn, Robarts has achieved
academic excellence and a track record in the performance of multi-centre clinical trials since 1986, in
particular in the evaluation of therapeutics in patients with ulcerative colitis (UC) and Crohn’s disease
(CD).
Robarts Clinical Trials Inc. is headquartered in London (Ontario, Canada) with offices in La Jolla (California, Unites States) and Amsterdam, (the Netherlands) providing global coverage for our services.
– Robarts are currently working with more than 300 IBD trials at more than 20 European countries
and in North America. Our Central Image Management work has involved over 700 sites accounting
for approximately 750 investigators and requiring the processing of thousands of video recordings from
around the globe, Ms King continues.
Robarts interest in novel treatment for IBD expands beyond managing industry or academic sponsored
trials.
– Our Academic Research department includes research fellows and scientific leaders and is currently
working internally and collaboratively with IBD experts across the globe on a number of initiatives related
to outcome measures.
Furthermore Robarts is the global leader in central endoscopy reading services and our data has shown
that central reading reduces the placebo effect and increases data quality.
– Finally, in collaboration industry, Robarts is leading a collaborative industry effort to develop a new
Patient Reported Outcome (PRO) measure for Crohns Disease. All these activities are carried out in accordance with our mission to perform high quality multi-centre randomized controlled trials that assess
issues of importance to human health, says Christine King.

Hanke Brandse is a Research Fellow who has spent two and a half years here at AMC.
– I’m working with Prof D’Haens when it comes to research, but I also have my own clinics, he says.
Dr Brandse’s current research is focusing on improving biological therapy for patients with IBD. The
work includes measuring trough levels in serum.
– We also measure drug levels in stool samples – which is new. The findings correlate well with the
patient’s response to medical therapy, says Dr Brandse.

Hanke Brandse
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Anje te Velde is principal investigator at the Tytgat Institute for Liver and Intestinal Research. Te Velde investigates immunological aspects of inflammatory bowel diseases using experimental models and human material.
Housing more than 70 basic and clinical scientists, the Tytgat institute are one of the leading international research centers in gastroenterology and
hepatology. Research in the Tytgat Institute is both fundamental and translational, but always built on clinical questions, providing results that can be
translated into clinical practice.
In these pictures, PhD-research technician Cindy Kunne at the Tytgat Institute is performing endoscopy on a mouse.
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ECCO CONGRESS 2014 IN COPENHAGEN
The first ECCO Congress was held in Amsterdam 2006, and had 350 delegates that attended.
When the 9th Congress of ECCO was held in the Danish capital Copenhagen,
it attracted a record-breaking 5040 delegates.

I

n his opening speech, ECCO President
Simon Travis welcomed them all.
– You – the audience – contribute to
the largest and best IBD Meeting in the
world, he said.
Dr Travis also pointed out that the
number of abstracts submitted was record-breaking too – almost a thousand.
– There are 80 countries represented
among the delegates!
After Ole Hamberg, Chairmen of the Danish Society of Gastroenterology and Hepatology had welcomed everyone to Copenhagen, the scientific programme started.
A new way of therapeutic approach
The first Speaker in Copenhagen was Dr
Silvio Danese, who talked about lymphatic
endothelial cells as mediators and targets.
The lymphatic and vascular endothelial
system – which Dr Danese referred to as
“brothers in arms” – form distinct vessel
networks in the gut.
– There is increased lymphatic vascularisation in the lamina propria and sub22

mucosa in both Crohn’s disease (CD) and
ulcerative colitis (UC) compared to control
tissue, he said.
The lymphatic functions in inflammation
are threefold: To control tissue edema and
antigen clearance, control of leukocyte exit
and control of inflammation by chemokine
clearance. Lymphatics express vascular
cell adhesion protein 1 (VCAM-1) in inflamed mucosa.
Dr Danese pointed out that the lymphatic system provides an entirely new way of
therapeutic approach.
– Stimulating the lymphatic function may
help to drain inflammatory cells away from
the inflamed tissue and resolve tissue edema. Antigen clearance is the resolution of
inflammation, he concluded.
Quality must be defined and measured
Next session had Dr Gil Melmed talking
about defining quality in IBD care. He
started by describing three patient cases –
one had drug underuse, one had drug overuse and the third had drug misuse.

– Not only is their therapy wrong – they
are all also wasting resources, he underlined.
We have the greatest healthcare in history, but we also see care that falls short of
theoretic potential. There is a significant
variation in practice, preventable complications, waste and high costs.
– All are true for IBD, but publishing
more review articles and guidelines won’t
solve these problems, Dr Melmed continued.
He exemplified with a map on patients
in USA treated with biologics in CD, presented by zip code. It displayed a great heterogeneity. The adherence to guidelines is
poor in many places.
– There are significant opportunities to
improve care for patients with IBD. But
quality must be defined and measured before we know what needs to be improved,
he said.
Dr Melmed’s view was to consider local
efforts that can start this work immediately.
– We envision regional and global efforts
IBD CONGRESS NEWS 1 · 2014
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to measure – and improve – quality of care
in IBD, he summarised.
Pre-travel advice for IBD patients
Dr Stephan Vavricka gave a lecture on travelling with IBD.
– The traveller with IBD is exposed to
two main risks during travel. The first is
relapse, exacerbation or complications of
underlying IBD.
This could be due to gastrointestinal infections, a change in diet and decreased
compliance with medication.
– The second risk is acquiring endemic
infections, which may be more severe in
IBD patients who are immunosuppressed.
Dr Vavricka had prepared a list with
pre-travel advice for IBD patients. It included antibiotics for self-use in gastroenteritis, to monitor immunity after vacci-

Stephan Vavricka

Pierre Michetti
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nation, not travel to yellow fever endemic
areas if the patient is immunosuppressed,
sun protection and pointing out that immunosuppressants and anti-TNF increase
the risk for TB.
Hypoxia can induce a flare
He also addressed the topic of air travel.
IBD-patients are at a higher risk for venous thromboembolic events, and air travel can also cause abdominal pain.
– However a recent research from a major
airline stated that there is one physician on
85 % of flights…
Dr Vavricka presented an own study on
the subject if high altitude journeys and
flights are associated with the increased
risk of flares in IBD patients. It demonstrated that a large proportion of patients
that have had a flare had been on high altitude – or taken a flight.
– A conclusion of this is that we have to be
aware that hypoxia (a condition in which
the body is deprived of adequate oxygen
supply) can induce a flare, Dr Vavricka finished his talk.

are just two properties that can be affected.
Prof Michetti said that Europe has been
leading the way in development of guidelines for evaluation of biosimilars. He
called it a stepwise comparability exercise. The last step in this process is clinical
trials.
– The study PLANETRA/AS on Remsima showed that the mean serum concentration was found to be highly comparable
to that for infliximab. A randomised switch
between infliximab and biosimilar was
also highly comparable.
Prof Michetti also reminded the audience
that biologics evolve over time.
– No batch of any biological – including
reference products – is identical to the
previous one. Manufacturing changes to
infliximab have been made more than 30
times over time.
This “non-identicality” is a normal feature of biotechnology that has to be controlled by tight specifications of the critical
attributes of the product.

First approved monoclonal
antibody biosimilar
Biosimilars are according to WHO’s definition “a biotherapeutic product which is
similar in terms of quality, safety and efficacy to an already licensed reference product”, explained Prof Pierre Michetti in his
lecture on the subject.
– The anti-TNFs patents are expiring. For
infliximab this is happening in 2014, for
adalimumab in 2018, Prof Michetti said.
The first approved monoclonal antibody
biosimilars for infliximab are Remsima,
Inflectra and Flammegis. They are all one
single infliximab biosimilar produced by
Celltrion in South Korea, where it was approved already in 2012.
– The EU approval came on September 12
in 2013, and 15th of January Health Canada
approved it.
No doubt this will have an impact on
costs, but Prof Michetti underlined there
are many issues with biosimilars.
– They raise several questions, he stressed.

More patients on biologicals
There were many other issues Prof
Michetti addressed, but in his conclusion
he stated that biosimilars will become an
integral part of our prescriptions in the
near future.
– The need for additional equivalence
clinical trials to validate extrapolation of
indication is still debated.
The lower cost will lead to a volume effect.
– There will be more patients on biologicals – either the original product or the
biosimilar.
With the increasing number of biologicals
on the market – and the pressure induced
by biosimilars – the number of manufacturing changes will increase. Worldwide
pharmacovigilance is needed to detect
– early – any safety or loss of efficacy signal. This is the concern of all physician involved in the field.
– Clear naming and interchangeability
rules are essential to this process, to secure
the traceability of each prescription and of
each product, Prof Michetti stated.

“Non-identicality”
The first of these questions concerns evaluation of biosimilarity.
– Biologicals can’t be copied and proved
identical to their reference product.
They’re taken from cells – a lot of things
can happen. Half-life and immunogenicity

Better tools and strategies
The evolution in IBD surgery has gone
from removal to preservation in CD and
from removal to restoration in UC, said Ass
Prof Antonino Spinelli in his lecture with
the title Tomorrow’s surgery.
He began this by quoting Bob Dylan: “To23
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morrow is never what it’s supposed to be…”
In his outlook for IBD surgery of tomorrow, Prof Spinelli said there are two areas
of further improvement.
– We will see better tools – i.e. techniques
and technologies – that are likely to improve outcome, and better strategies likely
to be followed and to impact on IBD care.
He continued by describing single port
laparoscopy. It is a minimally invasive surgical procedure in which the surgeon operates almost exclusively through a single
entry point, typically the patient’s navel.
– It is not only about smaller scars. It
means minimising surgical trauma and interference with body homeostasis, fewer
complications and shorter hospital stay,
Prof Spinelli pointed out.
Tools
Another major breakthrough in minimally
invasive techniques is transanal proctectomy. It consists in removal of the rectum
from the anus up – “reverse” proctectomy.
The main advantage is a much better access to the lowest part of the pelvis.
– This technique synthesizes minimal invasivity with single port surgery and natural orifice surgery, Prof Spinelli continued.
The work is in progress and needs refinement and standardisation. Its potential
role in IBD is still to be explored.
Robotic surgery is cutting-edge technology. On the positive side it enables magnified 3-D HD vision and has wristed, tremor-less instruments under remote control.
– But the costs are high and the technique
has so far not demonstrated benefits over
standard of care in colorectal surgery.
In the next generation we will see singleport robots for abdominal and transanal
single-port surgery. This could relaunch
robotics in colorectal surgery.
An objection against all this new technology, that Prof Spinelli said he often encounters, is that most of what it performs
is already achievable with the existing ones
– sometimes even in shorter times.
– But that was also said about cars a long
time ago, he reminded the audience.
Strategies
So far Prof Spinelli had talked about the
new tools.
He continued by talking about new strategies, and described enhanced recovery
after surgery (ERAS) protocols. The key
elements of these include preoperative
counselling, optimisation of nutrition,
IBD CONGRESS NEWS 1 · 2014

standardized analgesic and anaesthetic
regimens and early mobilization.
– The best results are when ERAS is applied together with minimally invasive
techniques.
Daycase colectomies were until present
considered impossible, but according to
Prof Spinelli they are now very near reality.
A problem is that surgery is negatively
perceived by IBD patients, despite strong
evidence of positive effects on quality of
life. This can result in a negative loop:
A common negative perception and bad
attitude towards surgery delays the acceptance of surgery which leads to more complex disease and worse conditions with a
higher risk for complications – which in
turn adds to the negative perception the
loop started with in the first place.
– We have to combat that loop! The potential role of patients’ active involvement
and positive engagement in this has probably been underestimated.
We have goals for tomorrow to achieve
Volume matters in IBD surgery. Mortality
is inversely related to IBD centers volume.
Prof Spinelli therefore advocated for centralization of IBD surgery.
– It is an easy concept to understand – but
difficult to implement in many countries.
Good surgical evidence is rare. Apart
from being a matter of culture and tradition, it also is due to the intrinsic nature of
surgical trials.
– A pill can be tested in the same way
in many patients; a drug is always the
same. But for the same operation there is
a patient’s variability – which means the
surgical therapy also has variability, he explained.
This means less industry support. Possible future directions in IBD surgery are to
promote multicentric trials, and promote
closer networking between centers.
– Possibly we could also see a standardisation of procedures.
Prof Spinelli also envisioned an integration of therapies.
– Biologics and surgery are both high potential therapies. A strategic therapeutic
alliance between physicians and surgeons
can make a difference! We have goals for
tomorrow to achieve…
Guidance for surgeons treating UC
At the Congress Surgical-ECCO (S-ECCO)
presented guidelines for surgery for UC.
– It is a privilege to be here as a Surgeon
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and to present these guidelines, said André
D’Hoore, Past-President of S-ECCO.
He said that the mission for S-ECCO is
to promote cooperation between surgeons
and gastroenterologists and to foster education and patient care.
– It is also to coordinate European surgical research and produce guidelines and
provide surgical expertise and input for all
ECCO activities, Dr D’Hoore continued.
S-ECCO’s activities include position
statement, surgical papers and the development of guidelines and coordination of
research studies.
– It also includes the organisation and
running of the “S-ECCO IBD Masterclass”,
Dr D’Hoore added.
The rationales for guidelines are to provide recommendations for diagnosis, medical and surgical treatment based on best
evidence, to provide a basis for in-hospital
records and to standardise treatment.
– The items we addressed are indications
and preoperative phase, technical considerations, postoperative phase and follow-up and special situations. The consensus statements provide in depth guidance
for surgeons treating UC in the emergent
and elective situation, Dr D’Hoore summarised.
All published ECCO Guidelines can be
downloaded at the ECCO website – go to
www.ecco-ibd.eu.
5 – 10 % of MC patients are
refractory to treatment
Microscopic colitis (MC) was included in
the Programme at the Congress. Dr Andreas Münch talked about treatment-refractory MC.
– I’m very pleased to be here! I think it is
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inal pain. 16 of these patients switched to
6-MP, and clinical remission was reached
by 6 (46%). A trial on methotrexate in MC
on 9 patients (all refractory to budesonide)
saw 4 patients discontinued due to adverse
events – and no patient achieved clinical
remission at week 12.

Andreas Münch

the first time ECCO has placed MC in the
program, Dr Münch initially stated.
He presented the European MC group
and their article MC: Current status, present and future challenges published in Journal of Crohn’s and Colitis (JCC) in 2012.
There are no prospective data on how frequent treatment refractory MC is.
– Single centre experience is between 5
and 10 % of patients, Dr Münch said.
No response to budesonide – standard
treatment for MC – is between 15 and 20 %
in induction therapy, and for maintenance
therapy approximately 30 %.
He presented two studies on azathioprine/6-MP in MC.
The first had 9 patients treated with azathioprine (AZT) and 8 (89%) had response.
In the other study, on 46 patients, only 13
(28%) responded to AZT and 31 (67%)
showed intolerance to AZT – nausea, vomiting, increased liver enzymes and abdom-

Immunomodulating therapy –
always on an individual basis
Anti-TNF in treatment-refractory MC
demonstrates better outcomes. Dr Münch
presented two studies on this.
– In my hospital we have so far treated
seven patients – all had failed on loperamide, cholestyramine, budesonide and
methotrexate. Four of them are now in
clinical remission, one has discontinued
due to adverse events and one have discontinued due to anxiety. In the last patient –
who is the most recent – we see clinical
improvement, Dr Münch summarised.
He ended his talk by underlining that
prior to immunomodulating treatment for
budesonide non-responders or intolerant,
rule out the following differential diagnoses: Drug-induced MC, bile acid malabsorption, celiac disease and infections.
– Also – have you tested high doses of
loperamide?
The choice of initiation of an immunomodulating therapy should always be done
on an individual basis. To avoid serious
side effects a thorough risk-benefit calculation is necessary with special respect to
age and co-morbidity.
– A regular follow up with symptom diaries are important, Dr Münch finally said.

Per Lundblad
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PERSPECTIVES ON IBD QUALITY OF CARE
The day before the ECCO Congress an initiative to raise the profile of quality in care in IBD – an event
called Perspectives on IBD Quality of Care – was held at the Congress Centre. It highlighted
personal experience, advances in treatment and research into the
cause of IBD – and a premier of a unique art exhibition.

T

he event started with a press conference to which Prof Severine Vermeire, President-elect of ECCO,
greeted all media representatives a
warm welcome.
– Three in every thousand people have
IBD – which means there are more than
two million people affected in Europe, Prof
Vermeire said.
Unmet needs have to be defined
Children are increasingly affected.
The fact that disease onset shows a shift
to younger ages is causing biological therapies – which are associated with considerable expenses – to be applied earlier
in disease and continued for many years,
should push health care providers to critically revise standards and quality of care
throughout the EU countries, Prof Vermeire continued.
– For this, the unmet needs should be
clearly defined – both from the patient’s
perspective as from medical experts. Both
should seek where and how care can be improved. It’s only by critical self-reflection
and an open mind that one could always do
better in order for this to be achieved, Prof
Vermeire summarised.
Roadmap towards transformation
70 % of healthcare expenditures are spent
on chronic diseases, said Prof Daniel
Hommes, Past-President of ECCO.
In a situational analysis he drew attention
to the fact that globally, health expenditure
is uncontrolled.
– We need to do something about that.
Also there is significant waste in the way
healthcare is delivered – basically in every
region. We need to change that.
He also underlined that a very small percentage is spent on prevention and said
there is a need for a shift – from cure to
prevention.
– In my mind, there are three ways to
do this. The first is coordination of care –
IBD CONGRESS NEWS 1 · 2014

many patients are not treated in specialised centers.
The second way involves task differentiation – who should perform what – and
patient engagement.
– And finally we need performance indicators – metrics – which measure healthcare process and health outcomes and provide us with a value of the quality of care.
We’ve been lacking this in healthcare, Prof
Hommes said.
He ended his talk with a roadmap towards
transformation. In this, metrics around
quality of care is introduced in 2014.
– When we have done that, in 2016 we
should have best practices and coordinated
care pathways.

Arne Schatten, who represented European Federation of Crohn’s and ulcerative
Colitis Association (EFCCA), continued
talking on the patient’s perspective.
– Patients version of quality of life includes not only remission – but also all
other aspects of life.
He described a conference in the European
Parliament that was held last year on IBD.
– IBD stops you from being a citizen – and
also from being a professional, to work.
That was a statement from EFCCA in the
Parliament, he underlined.
Survey of more than 5 000 patients
Richard Driscoll is an independent healthcare specialist with a particular interest in

“THREE IN EVERY
THOUSAND PEOPLE
HAVE IBD”
This would in 2020 result in a value-based
healthcare – which means affordable
health benefit over full cycles of care.
– I think this is an exciting way forward,
Prof Hommes summarised.
Two patients’ perspective
Gerald Nash was diagnosed “a long time
ago” with Crohn’s disease (CD). In his talk
on the patient’s perspective he described
the impact it has had on his quality of life.
– CD changes one’s life! After diagnosis
I felt loneliness and confusion. You also
need to find out what drugs work for you
– and what diet you can tolerate, he said.
But there are gaps in the services provided for patients – things could be done
better, Mr Nash continued.
– If we could do that, every patient’s life
would be better, he summarised.

Severine Vermeire
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patient engagement and quality improvement in health services for long term conditions. He spoke about IBD2020.
– IBD2020 was created in Oxford last
year and aims to be a global forum for professionals and patients where they can
discuss how to best improve the quality of
care for patients with IBD.
The starting point for the forum was the
IBD2020 survey of over 5 000 patients
from six countries. Mr Driscoll presented an outline of the survey results. This
showed that IBD has a significant impact
on peoples life and that we are not getting
quicker at diagnosing IBD.
– More than 1 in 3 patients with CD wait
more than one year for diagnosis. Many
patients also have to seek emergency care
before diagnosis, Mr Driscoll said.
The patients also wanted an expanded
multidisciplinary team. Only 37 % of patients in the survey had access to an IBDnurse. 40 % of responders stated they
needed access to a dietician, but did not get
it. A psychologist was another unmet need.
– Access to multidisciplinary teams is associated with higher perceived quality of
care.
The results are going to be published later this year – what was presented during
the press conference was just a “flavour”
according to Mr Driscoll.
Study establishes management paradigm
The newest research on IBD at the ECCO
congress was also presented. While new
drugs and discoveries about disease
pathogenesis are important, care for IBD
patients can be improved now by testing

and adopting beneficial management strategies.
Prof Michael Kamm talked about the
study on Post-Operative Crohn’s Endoscopic Recurrence (POCER). It evaluated
the value of endoscopic monitoring after
surgery, the timing and best use of drug
therapy, the identification of risks for recurrence and whether calprotectin measurement can substitute for endoscopic
monitoring.
– POCER demonstrated that treating
according to a patient’s risk of recurrence
– with early colonoscopy and treatment
step-up for recurrence – is superior to
optimal drug therapy alone in preventing

“MORE THAN 1 IN 3 PATIENTS
WITH CD WAIT MORE THAN
ONE YEAR FOR DIAGNOSIS”
post-operative disease recurrence, Prof
Kamm said.
The study also shows that faecal calprotectin can be used to monitor for recurrence, and is superior to established serological markers and clinical indices.
– This study has established a management paradigm for patients undergoing
surgical resection, Prof Kamm stated.

The next steps
– You’ve heard the patient’s perspective,
and that research can make a difference. So
where do we go from here, asked Dr Simon
Travis, President of ECCO.
He answered his own question with a list
of the next steps, and commented on each
item. The first was sharing current examples of best practice.
– That means stealing shamelessly and
sharing seamlessly!
Defining a vision for global quality of
care, incorporating clinician and patient
perspectives – this should be the standard
of care.
– Acknowledging the needs for standards
to change the healthcare landscape in IBD
– for this we need to engage with payors.
Establishing practical approaches to
measure improvement in the quality of
care – we need toolkits.
– And we must have mobilising strategies
to ensure that delivering high quality IBD
care becomes a focus in all countries. For
this we need public awareness, Dr Travis
said.
After Dr Travis lecture, there was a panel debate with all Speakers, and questions
from the audience.
One concern was that patients hesitate to
talk about their symptoms to begin with.
– It’s a taboo subject!
One of the questions concerned smoking.
– Why don’t we talk more about smoking?
Many doctors don’t, although smoking is a
very bad prognostic factor in CD.
– I’m glad you took that up, answered Dr
Travis.
– I rarely see a patient that doesn’t want

The disease course can be changed
Prof Brian Feagan talked about the Randomised Evaluation of an Algorithm for
Crohn’s Treatment (REACT) trial.
In this cluster-randomized trial, 39 community gastroenterology practices in Canada or Belgium were randomly assigned to
a conventional management approach, or
to an accelerated step-care algorithm that
featured early use of combined adalimumab/antimetabolite therapy.
– The results seemed at first a bit disappointing – they showed that combination
therapy did not have a clinical difference
in remission. But they did demonstrate a
difference in hospitalisation and surgery.
This shows that with highly effective therapy the disease course can be altered, said
Prof Feagan.
Richard Driscoll
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to stop smoking. Just telling them won’t be
enough, though. We have to help them stop
smoking!
Artist’s expression on patient’s
impact of the disease
The day ended with an unusual and appreciated initiative – an art exhibition.
This was called Perspectives – Art, Inflammation and Me. It aimed to bring a different dimension to the understanding of
immune-mediated inflammatory diseases
and their impact on patients and society.
It is a worldwide art initiative that brought together artists with patients. Together, they created more than 150 artistic
expressions. These creations depict a moment of meaning during the journey with
various immune-mediated inflammatory
diseases such as CD and ulcerative colitis.
The artistic expressions range from sculptures, to paintings and photographs – and
represent unique perspectives on the burden of these conditions. More than 30
universities, 40 countries, 200 artists and
patients are involved.
The exhibition was on display for the entire ECCO Congress, and many delegates
spent some time when they, for a break,
switched the posters for art.

Per Lundblad
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ADVANCES WITH ANTI-TNF THERAPY IN UC
Dr Michael Eberhardson chaired a Meeting that took a look at the therapeutic landscape
of ulcerative colitis (UC). It was held in the Swedish capital Stockholm.

D

r Eberhardson introduced the speaker Prof Geert D’Haens, who started by talking about current misunderstandings in the management of
the disease.
Not a mild disease
The first of these misunderstandings, according to Prof D’Haens, is that UC is a
mild disease compared to Crohn’s disease
(CD).
– However, physicians have a different
perception of disease severity than the patients, he said.
Prof D’Haens presented data that demonstrated this.
– 62 % of patients say it’s hard to have
a normal life. And patients change their
perception on what is good – only 42 % of
them state that remission means life without symptoms!
25 years after diagnosis, 25 % of patients
have active disease.
– So in my view, UC is not a mild disease.
The colectomy rate is high, the mortality is increased, UC has a negative impact
on the patient’s quality of life – and medication, as it is used, often does not offer
remission.
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Colectomy is not a cure
The second misunderstanding is that UC
can be “cured” by colectomy. The colectomy rate for UC in Europe is 20 % in the
long run.
– And it is worse in children. For them,
the colectomy often comes early in the disease course.
There are many postoperative problems
associated with colectomy – pouchitis, female infertility, sexual dysfunction, pouch
leakage, abscess and fistula formation and
faecal incontinence were some that Prof
D’Haens mentioned.
– So colectomy is not a cure for UC, he
stated.
However, Prof D’Haens underlined the
need to be swift in ones decisions for rescue therapy in order to avoid mortality.
– You should not have more than three
days of rescue therapy with drugs. If that
doesn’t help – call the Surgeon!
A patient with Mayo score 1
still have symptoms
So what if we treat the patients well – i.e. as
well as we can? Prof D’Haens continued by
presenting a treatment algorithm for mild
to moderate UC.

– For these patients mesalazine gives remission in approximately 38 % of patients.
But only 44 % of those achieve mucosal
healing.
One in three patients with mild to moder-

Michael Eberhardson
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ate UC achieves remission with infliximab.
– The good news is that most of those
patients stay in remission.
For adalimumab around 20 % of patients
achieve remission at week 8. They end up
with 16 - 17 % in remission.
– Perhaps this difference is due to the administration – subcutaneous versus infusion – but also perhaps in the dose?
Upon the topic of mucosal healing, Prof
D’Haens pointed out that this is defined by
a Mayo score 0 to 1.
– But a patient with score 1 still have clinical symptoms.

Geert D’Haens

Optimal treatment
The mechanisms of primary non-response
are not known. For secondary non-response there can be several causes.
– This could be due to fibrostenotic stricture, to infection, to immunogenicity by
neutralizing antibody formation and to low
serum trough levels just before the next infusion. The latter is important – you have
to have enough drug on board!
One of the ways to neutralize antibodies
to the drug is to give an immunomodulator.
– That’s why combo treatment in the beginning is so important – it is to prevent
your patient to create antibodies.
The good news is that antidrug antibodies can go away. Prof D’Haens presented a
study the showed that when methotrexate
was introduced as part of combo, the antibodies went away and drug concentration
increased.
– Some other patients have too much
drug. This is associated with fatigue, joint
pain etc. It is not harmful with high trough
levels – but it is not innocent either.
New drug
Golimumab is a new human IgG1? monoclonal antibody – a TNF-alpha blocker
that is subcutaneously administrated. Prof
D’Haens presented data from the PURSUIT-SC study on Golimumab for UC.
The conclusion was that among patients
induced into clinical response with golimumab, and then had maintenance therapy with the drug, maintained continuous
clinical response through week 54 – for
both the 50 and the 100 mg arm. Treatment

with 100 mg resulted in the achievement of
durable clinical remission, and long term
mucosal healing, at both week 30 and 54.
– The safety profile of golimumab maintenance in UC was generally comparable
to the golimumab experience in rheumatologic indications – no new safety signals
were identified. Adverse events were very
uncommon, he continued.
Other new drugs
Prof D’Haens finished his talk by presenting what exists on the horizon for UC therapy. An area of research is the recruitment
of neutrophils into inflamed tissue.
– At least five drugs are in development,
he said.
The first in line of these is vedolizumab, which Prof D’Haens thought would be
available during 2014.
– It also has a very good safety profile – it
only works in the gut, not in the lung etc.
Also JAK-inhibitors are promising. The
first one is tofacitinib, but many more are
in development.
– Tofacitinib showed up to 80 % response
in patients with UC after 8 weeks. And
they are tablets – to be taken orally.
There are many more drugs for UC in the
pipeline, and Prof D’Haens presented an
overview of them all.
Conclusions
During the entire Meeting, several questions were asked by the audience and there
were also lots of discussions.
In his conclusion, Prof D’Haens said that
approximately 20 % of UC patients lose
their colon, and that approximately 25 %
have symptoms of active disease at any
point in time.
– The best available treatments and combinations induce mucosal healing in 60 %
of patients.
An optimal use of biologic treatment
needs further study.
– And there are new treatment options
around the corner: Golimumab, vedolizumab and tofacitinib, he summarised.
Dr Eberhardson then thanked Prof
D’Haens for a very interesting talk, and
also thanked MSD who sponsored it.

Per Lundblad
Senior writer
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FUTURE DEVELOPMENTS
IN IBD MANAGEMENT
Where are we now in IBD treatment – and
where are we going? That was the topic for
a Satellite Symposium given at the ECCO
Congress. It was sponsored by Takeda.

Prof Geert D’Haens, who chaired the Symposium, began by talking about the current
clinical landscape in IBD.
– In Crohn’s disease (CD) more than 50
% of patients need resections, and more
than 30 % develop anal fistulas. In ulcerative colitis (UC) more than 20 % of patients
proceed to colectomy, he said.
Anti-TNF agents offer “deep remission”
in less than 50 % of responders, and toxicity remains a major impediment to optimal combination treatment, Prof D’Haens
added.
Therapies that targets the
mucosal immune system
– UC and CD are progressive diseases, and
we know that disease progression is driven
by inflammation, said Dr James Lindsay.
After talking about the importance of optimising treatment, Dr Lindsay continued
by describing gut-associated lymphoid tissue (GALT), which is the largest lymphoid
organ in the body, and its role in IBD pathology.
– MAdCAM-1 (mucosal vascular addressin cell adhesion molecule 1, a protein that
in humans is encoded by the MADCAM1
gene) expression is increased at sites with
IBD. You can target this, he said.
In his summary, Dr Lindsay pointed out
that sustained mucosal healing prevents
disease progression. Current biologic therapies deliver mucosal healing in a percentage of patients.
– But therapies that targets mucosal immune system is in the pipeline, he said.
Vedolizumab targets gut cells only
Prof Brian Feagan talked about the infection risk with IBD therapies.
– I don’t want to overemphasize – we
have good therapies, however there are
risks, he said.
32

Geert D’Haens, James Lindsay and Brian Feagan

Immunosuppression is associated with a
modest increase in the risk of serious infection.
– Combination therapy does not appear
to increase this risk, Prof Feagan continued.
There are also immunological risks. Psoriasis-like reactions are an important side
effect of TNF-antagonists.
Prof Feagan also talked about natalizumab and the risk for PML.
– This risk is likely not generalisable to
more selective agents. Vedolizumab (VDZ)
does not show this. There is an important
difference – alpha4 beta7, which VDZ inhibits, is highly selective. Vedolizumab
targets gut cells only.
There is extensive experience in the development programme for VDZ.
– A poisson model based on known risk
factors estimated occurrence of seven cases if the risk of PML was the same as natalizumab. But no cases have been reported,
Prof Feagan summarised.
Optimistic about the future
Prof D’Haens said that there are many
unmet needs of current management. So
what will the short-term future offer?
– We will have anti-integrin antibodies

(other than natalizumab). These are vedolizumab, anti-MaDCAM antibodies and
etrolizumab (a humanized, monoclonal
antibody targeting the Beta7 integrin subunit of alpha4beta7 and alphaEbeta7) he
told the audience.
Janus kinase inhibitors, also known as
JAK inhibitors, have therapeutic application in the treatment of cancer and inflammatory diseases. Tofacitinib is a JAK
inhibitor that is coming.
– And we will also have ustekinumab, an
anti-interleukin antibody, Prof D’Haens
said.
We should therefore be optimistic about
the future therapeutic possibilities for our
patients.
– And there is a development of predictors – clinical, genetic and serological –
that allows optimal choice of treatment at
diagnosis, he said.
The goals for this treatment should remain: Durable remission without steroids,
prevention of complications through mucosal healing and limited toxicity, Prof
D’Haens concluded his talk.

Per Lundblad
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SATELLITE SYMPOSIUM
COPENHAGEN

IN PURSUIT OF PROGRESS
IN ULCERATIVE COLITIS
Prof Gert van Assche Chaired a Satellite
Symposium sponsored by MSD in which doctors, patients and nurses were represented
in the Faculty. They addressed the issue of
care for ulcerative colitis (UC) – where are
we now and where should we be?

Bente Buus Nielsen is Chairman of Colitis-Crohn’s Association in Denmark. She
presented the patient perspective on the
unmet needs in UC.
Patients have a responsibility
Ms Nielsen started by stating that it is important for her that she meets the same
nurse when she comes to the clinic.
– If I know, trust and feel safe with you
the probability that I will follow your advice is higher, she said.
UC-patients that have had their colon removed are often looked upon as cured, Ms
Nielsen continued.
– But many of those patients would not
agree. In the patient organisation we have
compiled a long list of complications these
patients suffer from.
She also stated that she and other patients
have a responsibility to learn everything
they can about their disease.
– So we can be as prepared as possible
when we see you, Ms Nielsen explained.
New target
Prof Jean-Frédéric Colombel talked about
optimal UC management. He began by taking a historical view.
– When we started treating patients for
UC, you have to remember that it was in
order to prevent mortality that was 30 % at
that time. So we have made some progress,
it has decreased much since then.
After that, the goal of therapy has been to
get rid of symptoms – still a primary goal.
– But now we aim for endoscopic healing,
Prof Colombel added.
Preventing surgery is another goal, and
early mucosal healing at week 8 is shown
to predict less surgery.
– It is therefore very clear that mucosal
healing is a new target in UC.
IBD CONGRESS NEWS 1 · 2014

Gert van Assche, Bente Buus Nielsen, Marian O’Connor and Jean-Frédéric Colombel.

He presented data on golimumab in UC,
and stated that it has been proven to improve patient’s quality of life in the long
term.
But Prof Colombel also underlined the
need to prevent complications.
– As pointed out by the previous speaker,
incontinence, tenesmus and urgency are
major sources of disability for patients.
We can do better
Prof van Assche asked how successful we
are at this.
– Most of our drugs give symptom relief
– but in treating beyond clinical and endoscopic remission there are question marks.
More research is needed, he said.
The standard of care delivered in Europe
is not up to standard, which affect patient’s
quality of life. Despite effective alternative
strategies a substantial proportion of patients still cycle through several steroid
courses.
– We can do better! Disease monitoring
should improve, and we should react to
active disease. An increasing number of
medical therapies are becoming available
for UC patients.
The patient’s advocate
IBD-Nurse Marian O’Connor presented

the Nurse perspective.
– UC affects significantly all aspects of
patient’s life. They tell me it’s an invisible
disease – they often hear “How well you
look” – but their symptoms are often unspeakable, she said.
The patient also has to understand complex therapeutic options.
Nurses need to have an extra awareness
of the extra-intestinal manifestations of
the disease.
Nurse O’Connor also described the IBD
team at St Marks Hospital in London.
– Team approach can drive consistent
care. As a part of the multidisciplinary
team, the Nurse can act as the “Patient’s
advocate”.
– Patient’s understanding of the disease
is a key factor. Here nurses have an important role – to provide education!
She ended her talk by pointing out that
good chronic disease management can
make a real difference – by preventing crisis and deterioration.
– I firmly believe IBD-nurses can help
with this, Nurse O’Connor concluded.
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TILLOTTS PHARMA
SATELLITE SYMPOSIUM
COPENHAGEN

MANAGING MILD
TO MODERATE ULCERATIVE COLITIS
Most patients with ulcerative colitis (UC)
have mild to moderate disease: Why is
their management still challenging? This
question was addressed at a Satellite Symposium sponsored by Tillotts Pharma held
at the ECCO Congress in Copenhagen. The
symposium was chaired by Dr Alisa Hart.

Prof Abdul Basit was the first Speaker, and
he talked about 5-ASA, and pointed out
that there has been a vast increase in publications on this drug during the last years.
Old technique
He also talked about different coatings.
– Actually, a pH-triggered – or gastro-resistant – coating is an old technique. It was
invented by dermatologist Paul Unna in
1884, he said.
The reason for this was that the medicine
tasted bad, so Dr Unna gave it a coating, in
order to make it easier for the patient to
swallow it. Hence the first real enteric formulation was born.
Prof Basit presented several variants of
formulations that are available for 5-ASA
today, and underlined there is a lot of variability in patient’s uptake.
– But don’t blame the formulations for
this. Blame us – we are variable, he stated.
Different treatment decisions
Relapse in UC is common, and happens
to 50 % of patients within the first year of
diagnosis.
Dr Peter Irving talked about the impact
on patient’s life, and underlined that patients and doctors have different perspectives on how seriously affected by the disease the patient is.
– Trials demand categorisation into mild,
moderate or severe disease. But how useful
is that in clinical practice? These categorisations are, essentially, artificial and don’t
take account of modern biomarkers.
– Disease extent influences treatment
choices. Treatment strategies at the mild
end of moderate are different to those at
the severe end of moderate, he said.
Moderate UC accounts for approximately
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40 % of patients, but it is an imprecise term
– it doesn’t adequately specify appropriate
treatment, Dr Irving said.
– Moderate UC at the severe end is more
likely to need steroids. Otherwise, moderate UC responds well and rapidly to 5-ASA
therapy, was Dr Irving’s conclusion.
Risk of relapse more than doubles
– The doctor’s belief is that “patients do
what I tell them to”. But that is far from
reality, said Dr Lisbet Ambrosius Christensen.
She presented an adherence survey that
showed non-adherence among 20 % in
medical professionals (!), and non-adherence among IBD patients that was between
30 and 45 %.
A study followed UC patients in remission on 5-ASA for at least 6 months that
were followed for two years.
– The risk of relapse was 39 % among adherent patients – and 85 % among non-adherent patients!
Causes for non-adherence are either
unintentional – such as patient forgets or
does not understand – or intentional, such
as lack of belief in medication or fear of
harmful side-effects.
– Non-adherence is often a hidden problem, as assessment of adherence is often

not included in routine treatment review,
Dr Ambrosius Christensen said.
Concept of concordance
She finished by presenting some tools to
improve adherence.
– Acknowledge the difficulties for the
patient to remain adherent – and that the
reasons for non-adherence may change
over time. Use simple questions to reveal
present adherence
Use electronic equipment such as SMS
or automatic phone calls to remind patient,
and also use interactive patient educational programs.
– It is important to also find different
approaches for different categories of patients – such as age, disease experience and
level of education.
Instead of using the terms compliance or
adherence, she preferred to use concordance.
– It is a concept, by which doctor and patient agree on therapeutic decisions that
incorporate their respective views in the
process – from prescribing, to patient support in medicine taking, she ended her talk.
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ABBVIE

SATELLITE SYMPOSIUM
COPENHAGEN

INDIVIDUALISED CARE
IN IBD MANAGEMENT
In a Satellite Symposium, sponsored by
Abbvie, clinical situations that can particularly benefit from an individualised
approach were explored.

Dr David Rubin chaired the Symposium,
and stated in his opening remarks that treating beyond symptom control can change the
course of disease and achieve better outcomes.
Benefits of individualised therapy
Optimal use of therapy in IBD has to be given at the right time, in the right dose, for
the right cost at the right interval, Dr Rubin
said.
– Also with the right duration. Patients
often ask us when they should stop their
therapy, although it is a chronic disease they
suffer.
But existing phenotypes are not specific
enough to direct therapy – there are variations in phenotypes and changing disease
patterns over time.
Goals for management are subjective and
symptom-based. For many reasons – including inter-patient variation, wrong dosing and lack of adherence – therapies don’t
always work.
– And there is a disconnection between
patient and health-care provider due to lack
of communication, misunderstandings and
different expectations.
Hence the benefits of individualised therapy: It means better characteristics of the
patients and their disease. Also it means
directed therapies with defined endpoints
using pharmacokinetic guidance, Dr Rubin
concluded.
Predictive markers
First understand who is your patient, then
select the most adapted individualised therapeutic approach – and finally, empower
your patient, said Prof Jean-Frédéric Colombel.
– Who means age, gender, occupation, family and disease history. Paediatric Crohn’s
disease (CD) patients have much more stricturing disease – the strategy for them cannot
38
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be the same as for elderly patients, he said.
Select according to disease severity and
progression, response to therapies and the
risk of therapies.
– Assessing prognosis at an early stage is
essential for the development of an appropriate management plan, Prof Colombel
continued.
Individual predictive markers for severe
CD are disease location, disease extent and
lesion depth. For severe ulcerative colitis
(UC) the markers are disease extent, age
of onset and incomplete response to 5-ASA
and steroids.
CRP and calprotectin
Symptom monitoring in IBD is not enough,
Dr Iris Dotan stated.
– There is no correlation between symptoms, endoscopic findings and disease
course. Overall accuracy of clinical symptoms to endoscopic inflammation is 56 %,
she continued.
CRP is an accurate marker of disease activity in CD, but less valid in UC.
– For faecal markers there is no clear superiority for one marker, although calprotectin
is most validated. Calprotectin level of 100
microgram per gram is a suitable threshold
to select patients who require colonoscopic
assessment. Less than that has a high negative predicting value for the presence of

endoscopic disease – reducing the need for
colonoscopy in 41 % of patients!
CRP predicts disease complications, and
faecal markers predict relapse, she explained.
Dr Dotan also talked about therapeutic
drug monitoring (TDM) and a treat-to-target approach. The latter is based on regular
assessments of disease activity, using clinical and biological outcomes and adjustment
of treatments.
Treat-to-target
The last Speaker was Prof Brian Feagan that
pointed out that conventional “step-care”
has not altered the natural history of CD.
– But highly effective therapies for these
diseases are now available. There is consistent evidence that TNF blockers can reduce
rates of surgery and hospitalisation, with
acceptable risks of adverse events.
This strategy is likely to be most effective
when implemented early in the course of
disease in high-risk patients.
– Therefore the emerging concept of
treat-to-target has potential to replace existing treatment paradigms, Prof Feagan
concluded.
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DR FALK PHARMA
SATELLITE SYMPOSIUM
COPENHAGEN

MICROSCOPIC COLITIS –
AN EMERGING IBD
In a Satellite Symposium chaired by Prof
Jean-Frédéric Colombel and Professor Curt
Tysk, sponsored by Dr Falk Pharma, microscopic colitis (MC) and its subtypes were
discussed.

At the Symposium, that had attracted a
full house – some had to remain standing
throughout.
Prof Stephan Mielkhe presented the histological spectrum of MC.
– There are three types – characterised by
the presence of marked intraepithelial lymphocytes (IEL), and all three show histological damage, he said.
Affects quality of life
The three subtypes are called collagenous
colitis (CC), lymphocytic colitis (LC) and
incomplete microscopic colitis (MCi). Prof
Mielkhe showed histological images on
them.
– All three gives lamina propria inflammation and surface epithelial damage. In CC,
the collagen layer is thicker than 10 micrometer and IEL are normal or slightly elevated,
he explained.
In LC there are more than 20 IEL per 100
epithelial cells, but the collagen layer is normal. In MCi the collagen layer is thickened,
but less than in CC and IEL is increased, but
at levels below that of LC.
– These patients are really suffering – they
have several watery stools every day. This
affects their quality of life which is deteriorated. But when treated effectively, the quality reverts back to normal.
Effective therapy is available
Prof Mielkhe presented data from his own
study from 2014 on budesonide versus mesalazine in CC.
– Clearly budesonide is the effective drug
for MC right now, he commented the findings.
In his summary he pointed out that MC is
a chronic inflammatory disease.
– It is almost as common as classic IBD, but
may still be underrecognized.
MC is associated with a significant sympIBD CONGRESS NEWS 1 · 2014
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Characterised by microscopic
mucosal changes
One question from the audience was what
has kept MC away from IBD-classification
until this time. Prof Colombel was pleased
with that question, because his topic was
similarities and differences between MC
and IBD.
– Both diseases have a worldwide prevalence, but we have less data on MC, he started by saying.
IBD is characterised by macroscopic mucosal changes and MC by microscopic mucosal changes. Prof Colombel presented
data on epidemiology in USA, and noted
an interesting difference from IBD when it
came to geographic distribution:
– MC is more prevalent in the south – opposite to IBD which is more prevalent in
north USA.

faecal incontinence, mild weight loss and
abdominal pain.
– In LC, symptoms are more likely to be
mild and disappear, Prof Colombel continued.
Serious complications are uncommon.
Most of the patients respond to therapy and
some have spontaneous remission – but risk
of relapse after cessation of budesonide is
high.
– However there is no association with
increased risk of colon cancer. This is an
important difference to IBD!
70 % of patients with MC have normal appearance at endoscopy – this is the reason
why it is so important to diagnose with biopsies. The histology for CC diagnosis is slight
mucosal expansion, preserved crypt density
and architecture, lymphoplasmacytosis extend toward base of lamina propria.
Prof Colombel also showed an image on
intraepithelial lymphocytosis with mixed
inflammation in the lamina propria in LC.
– But there are cases that overlap, he said
and ended his talk by describing an unusual
case of CC.

Diagnose with biopsies
Clinical features of MC include chronic non
bloody diarrhoea with nocturnal diarrhoea,
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tom burden and impaired quality of life.
– Effective therapy is available for both
short-term and long-term treatment, however alternatives to budesonide still need to
be determined, Prof Mielkhe concluded.
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CONGRESSES 2014
IBD Forum
April 18-19
Penang, Malaysia, http://ibdforum2014.com/
IBD Today & Tomorrow
April 2-3, 2014
Amsterdam, The Netherlands
http://www.epgs.nl/pdf/IBD-2014_webversie.pdf
2014 Digestive Disease Week (DDW)
May 3–6, 2014
Chicago, Illinois, USA, http://www.ddw.org/
European Gastro Update
May 16-17
Vienna, Austria,http://www.european-gastro-update.eu/
Annual Meeting of the American Society
of Colon and Rectal Surgeons
May 17-21
Hollywood, USA, http://www.fascrs.org/
IBD 2014: Thinking Out of the Box Falk Symposium 192
May 30–31, 2014
Paris, France
http://www.drfalkpharma.de/events/international-falksymposia-and-workshops/2014/?L=1
Spanish Digestive Disease Week
June 14-16
Valencia, Spain, http://www.congresosed.es/
British Society of Gastroenterology Annual Meeting
June 16-19
Manchester, UK
http://www.bsg2014.org.uk/default.aspx?pageid=Home
Tripartite Colorectal Meeting 2014
June 30 - July 3
Birmingham, UK
http://www.tripartite2014.org/
The 2nd Annual meeting of Asian Organization for Crohn’s & Colitis
June 19–21, 2014
Seoul, Korea, www.aocccongress.org

40

Mastering Clinical Challenges and
Emerging Therapies in IBD
July 19, 2014
Chicago, Illinois, USA
http://www.imedex.com/challenges-therapiesibd-conference/index.asp
New Advances in Inflammatory Bowel Disease
September 6–7, 2014
San Diego, California, USA
http://www.gastro.org/education-meetings/live-meetings/
new-advances-in-inflammatory-bowel-disease
3rd International symposium on Pediatric
Inflammatory Bowel Diseases (PiBD)
September 10–13, 2014
Rotterdam, The Netherlands
www.pibd2014.com
International Society of University
Colon and Rectal Surgeons’
Meeting September 4-7
Cape Town, South Africa
http://www.isucrs2014.co.za/
European Society of Coloproctology - ESCP
September 24-26
Barcelona, Spain
http://live.escp.rstowebdev.com/index.php?option=com_
content&view=article&id=215&Itemid=1046#.Uw8Rgo2Ya-V
United European Gastroenterology Week (UEGW)
October 18–22, 2014
Vienna, Austria
https://www.ueg.eu/week/
Japan Digestive Disease Week
October 23–26, 2014
Kobe, Japan
http://www.jddw.jp/jddw2014/en/index.html
Crohn’s and Colitis Foundation Clinical & Research Conference
December 4-6
Orlando, USA
http://www.advancesinibd.com/
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