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EDITORIAL

TOM ØRESLAND

WORDS OF A SURGEON

A

s a bystander – surgeon - I note that the message is modified. Clinical remission in a patient on anti-TNF after one year is a problem, normally we
see it in only 25 - 30 % of the patients (ref. Feagan, this issue IBD Congress
News). This is balanced by the fact that there are several new options aiming at other mechanisms in inflammation. As a consequence pharmacological
therapy is becoming more complex, involving through levels, different ratios
of consumption of active drugs, interactions and immune reactions against the
drugs themselves. Then there are the unsolved issues of when to stop, reduce
or escalate dosage or switch to other drugs.
I do not envy my friends the gastroenterologists but certainly there are now
more and more opportunities to streamline and personalise therapy. The message is that most new drugs do not seem to be more effective than the older ones,
only that they involve different mechanisms, causal therapies are not here. One
hopes that the biosimilars at least will reduce cost but time will show whether
overall cost of medicines in IBD will decrease. It might not be so since the new
drugs are very expensive. Presently it is only infliximab that have biosimilars
and it will be another couple of years until adalumimab biosimilars will appear.
By that time we probably have two or three new expensive drugs on the market…
The question how much patients in a life time perspective will gain from these
advanced new therapies in terms of improved Quality of Life remains unanswered
These are the words of a surgeon that is a somewhat disappointed that progress in surgery has been rather slow the last decades. However we are also getting a bit better in refining indications, in understanding and avoiding the negative effects of our craft and in developing new and better technical approaches.
So hopefully we together improve the lives of our patients.
Enjoy this issue of the IBD Congress News!
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IBD: EAST MEETS WEST
The 198th Falk Symposium was held September 11 - 12 in Shenzhen, Peoples Republic of China.
It was a unique Meeting in that it included joint faculties from the Asia-Pacific and the EuropeanAmerican regions – and each Session was chaired by experts from both regions.

I

n the past decade, a rapid increase in
the incidence of IBD has been reported
in several countries in the Asia-Pacific
area. Even though genetic and microbial factors appear to differ between European and non-European populations, the
clinical characteristics and medical needs
for patients – with its healthcare implications – are similar. Therefore it is important to exchange experience – and to learn
from each other.
The Symposium in Shenzhen aimed to
serve as a platform for exchange of ideas
and to foster new collaborations and connections between the East and the West in
order to advance the understanding and
knowledge of IBD.
Approximately 500 delegates had come
to Shenzhen to participate.
– This meeting has a spirit: East and
West meet and learn to co-operate for the
future, said Prof Gerhard Rogler, Switzerland, when he gave in his welcoming address on behalf of the symposium’s Scientific Organisation.
Prof Rogler also thanked Falk for their
2

support and underlined the totally free
position for the Scientific Organisation to
choose topics and speakers.
The Asian’s genetic landscape is not fully
revealed
The first Session was on genetics. Prof
Stefan Schreiber, Germany, pointed in his
talk out the fact that genetic susceptibility
differs substantially between Asians and
people with European origin.
– This means studies have to be repeated in Asia before we can call them translatable, he underlined.
Therapies that are effective – anti-TNF
and anti-integrin – do not target etiology,
Prof Schreiber continued.
Pathways that lead to disease most likely
involve microbial changes and/or interactions.
– The microbiome may be the ultimate
target to induce therapeutic efficacy via
pathways that are linked to etiology in caucasians. I can’t make a conclusion on this in
Asians yet, he stated.
Dr Kaichun Wu, China, said in his lec-

ture that the genetic landscape is not fully
revealed in Asia.
– Fine mapping of the risk loci to identify candidate causal variants are needed.
But I think we are on our way to catch up
on this in our studies, Dr Wu said.
Deep sequencing to capture rare, but
strong, variants is important. We also need
in vitro and in vivo functional studies, he
added.
– We need all this in order to get personalised medicine for our IBD patients!
Multi-omics IBD research
In the first State-of-the-Art Lecture given
in Shenzhen, Dr Richard Blumberg, USA,
said that all complex, allergic diseases –
not only IBD – are increasing globally.
– Many of them have shared genes driving these diseases. The tragedy is that we
have very little understanding of environmental factors, he continued.
This led Dr Blumberg to protective microbial factors, or the lack thereof: The
hygiene (or microbial) hypothesis.
This term was first coined by David StracIBD CONGRESS NEWS 3 · 2015
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han 1989 to explain the relationship between household size, birth order and hay
fever in a birth cohort during one week in
1958, which was followed for 23 years. It
was then extended by J-F Bach to include
autoimmune diseases in 2002.
Dr Blumberg stated that there are two
categories of environmental factors.
– Modifying factors are those that come
before disease onset and do not cause disease in and out of themselves but modify
– probably cumulatively, and at critical periods of life – risk for disease.
Then there are the triggering factors –
i.e. those whose presence stimulate disease
activity in a genetically susceptible host
and initiate disease.
The microbiome/metatranscriptome
and the host genome/trascriptome are
two parts of a multi-omics analysis of IBD.
Each IBD “ome” allows us to interrogate
only one aspect of this multi-faceted disease model.
– We believe that multi-omics IBD research has the potential to lead more
quickly to novel insights about the mechanisms of these interactions, although the
integration and modelling of multi-omics
data remain challenging, Dr Blumberg
ended his lecture.
Immigrant’s children get more disease
Prof Arthur Kaser, UK, talked about endoplasmic reticilum (ER) stress, and showed
that this is common in IBD-patients epithelium.
– A presence of misfolded proteins –
dysfunctional, toxic – in the ER causes this
stress, he said.
Prof Kaser continued by stating that ER
stress on Paneth cells with hypomorphic
autophagy trigger Crohn’s disease-like ileitis.
A myriad of factors affect ER function
and unfolded protein response activation.
– A high caloric diet induces ER stress
– and causes insulin resistance. In obesity
we see ER stress in the liver, in adipose tissue and in Paneth cells.
In his summary, Prof Kaser said that
Paneth cells and epithelium orchestrate
the mucosal immune response. The pathways for this are affected by genetic polymorphisms, but the environmental triggers
are still unknown.
Prof Rupert Leong, Australia, talked
about studies on immigrants from the East
to the West, and their offspring.
– In migration, the first generation exIBD CONGRESS NEWS 3 · 2015

From left: Prof Gerhard Rogler and Prof Michael Kamm from the Scientific Organisation for the Symposium in Shenzhen. Then Cao Xian, who was one of the three to win Best Poster Prize. A total of 153
posters were presented at the Symposium. Next to her Siew Ng, from the Scientific Organisation and
to the right Roland Greinwald from Dr Falk Pharma.

Arthur Kaser

Richard Blumberg

periences a sudden environmental change
late in life. The second generation gets exposure to industrialised environment since
birth.
He presented findings from a Swedish
study on Middle Eastern migrants. The
first generation had an incidence of 0,81
per 100 000 for UC – in the second generation this was raised to 1,99. For CD, first
generation had 0,75 in 100 000, and in the
second generation the study found 1,68 in
100 000.
Prof Leong also talked about the hygiene
hypothesis.
– Antibiotics in childhood is a divergent
risk factor. It is associated with IBD in industrialised countries – but not so in developing countries. A poorer hygiene may

lead to recovery of microbial diversity, he
said.
Three stages of inflammation
Multiple mechanisms are involved in the
endothelial-leukocyte interactions mediating and perpetuating IBD. Prof Claudio
Fiocchi, USA, explained this process.
– Food antigens and/or gut microbiota, pathogens and xenobiotics (a foreign
chemical substance found within an organism that is not normally naturally produced by or expected to be present within
that organism) cause a primary response by
immune cells and endothelial cell activation, Prof Fiocchi said.
This causes inflammation, which causes
cell death.
3
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– The secondary response is platelet activation, extracellular matrix degradation
and endothelial cell proliferation. This
also causes inflammation and cell death,
he continued.
Then we see the tertiary response with
increased angiogenesis and lymphangiogenesis – which drives more inflammation
and cell death.
– The result is angiogenesis- and lymphangiogenesis-driven self-sustaining inflammation. This is very complex, and we
have to accept that, Prof Fiocchi summarised.
IBD patients often have other stressors in
life
One Session was on Environmental triggers
for disease onset: Can we avoid them?
Dr Charles Bernstein, Canada, started
this with a lecture on psychological stress
and depression.
– I want to talk about the brain and gut
interaction, he said.
A study from 2006 demonstrated that
perceived stress was higher for IBD patients when they had active disease.
– It is not having the disease per se that
relates to psychological difficulties, but
rather that disease activity is pivotal.
Dr Bernstein also presented findings in
those with IBD and a lifetime history of an
anxiety or mood disorder: The first episode of an anxiety disorder predated the
diagnosis of IBD by more than 2 years in
79 % of the cases. The first episode of mood
disorders predated the diagnosis by more
than 2 years in 54 % of the cases.
– So one can’t argue that IBD was causing
anxiety in these patients, he commented.

Charles Bernstein
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IBD per se is one of several sources of
high stress in those with active or fluctuating symptoms of disease.
– Interestingly, only 30 % of patients
with IBD reported IBD as the cause of
their stress. Other factors – such as family
or economy reasons – were as high.
Therefore, for those with high stress
loads, it should not be assumed that treating the IBD will relieve their stress burden.
– We must deal with the fact that there
are other stressors in their lives.
Dr Bernstein said in his summary that
clinicians must ask questions to their patients on what is going on in their life.
– It is time for clinicians to address psychological health of IBD patients as a routine! Enhancing psychological health may
enhance well being and the disease course.
I’ve got no doubt this goes for the East as
well as for the West!

“NO DATA SUPPORTING THE
PRESCRIPTION OF SPECIFIC DIETS
IN THE MANAGEMENT OF IBD”
No data for supporting special diet
Prof Jacques Cosnes, France, talked about
the impact of smoking and diet on disease
course, and started with the topic of smoking.
– In Crohn’s disease (CD), ex-smokers
have a decreased reoperation rate compared to continuing smokers, he said.
Smoking cessation is associated with decreased CD activity. The benefit is significant from 3 months after the quit date and
is long lasting.
– Achieving smoking cessation in CD
patients is therefore a major therapeutic
objective.
But the opposite goes for ulcerative colitis (UC). Quitting increase flares and need
for hospitalisation. But there is no shortterm increase of colectomy rate.
– But I do not think it is a good advice to
tell a patient that has quit smoking to start
again, Prof Cosnes underlined.
Instead he recommended intensifying
treatment during the quitting phase.
When it comes to diet, patients believe
that it can prevent relapse in IBD. 55 % of
patients change their dietary habits after

Kaichun Wu

diagnosis. Prof Cosnes presented a list of
different diets that has been studied (gluten-free, Mediterranean etc) and some of
them have shown to have a certain impact
on inflammation. But they are very small,
non-randomised studies with very low
numbers of compliant participants.
– Enteral nutrition (EN) should be used
more widely in active CD. The acceptability for this in adults is increased in experienced units and centers. It has a place
when steroids are contraindicated – and
may also be used as partial EN as maintenance treatment.
He ended his talk by stating there are no
data supporting the prescription of specific
diets in the management of IBD.
Some things that can be done
The first day of the Symposium ended with
the second State-of-the-Art Lecture. This
was presented by Dr Richard Gearry, New
Zealand, and had as its title the question
IBD and environment: Are there differences
between East and West?
– The basic facts on IBD prevalence are
that approximately 5 million people are affected worldwide, 0,5 % of the population
in the highest prevalence regions and that
there is a compound prevalence. The latter
means that there is a cumulative addition
of incident cases in a chronic disease with
young age of onset, and low mortality, Dr
Gearry established.
There are similarities in epidemiology:
UC emerges first, followed by CD. This has
first been seen in North America and Europe, then followed in Australasia and now
happening in Asia.
IBD CONGRESS NEWS 3 · 2015
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– The CD incidence then eventually surpasses UC incidence. We also have signs
that the IBD incidence might be plateauing
in the West, Dr Gearry continued.
One difference between East and West is
that there are differences in studies. These
are larger in the West, due to the fact that
IBD has had a longer prevalence there, he
commented. Dr Gearry also mentioned
that children to immigrants have a higher frequency of IBD than their parents –
but their frequency is also higher than the
background population.
– So environmental triggers for IBD –
can we avoid them? The answer is mostly no at the moment. But there are some
things that can be done: Don’t start smoking. Don’t move from a less to a more affluent country (for your children’s sake),
he said.
– Probably it’s a good advice not to stop
your children from playing in the dirt – and
to think carefully about antibiotic use, Dr
Gearry advised at the end of his lecture.
The best-characterised markers in the diagnosis of IBD
Next day Prof Zhanju Liu, China, talked
about the current state of serological
markers in IBD.
– More serological antibodies are now
used in the clinic, but they have low sensitivity and specificity. They are not included
in guidelines, and we are still waiting for
the best candidates, he said.
Serum antibodies in IBD are classified
into two categories: Auto-antibodies –
against autoantigens due to the auto-immune response, and antibodies – against
exogenous antigens from the translocated
microbiota.
Anti-Saccharomyces cerevisiae (ASCA)
and perinuclear anti-neutrophil cytoplasmic antibodies (p-ANCA) remain the
best-characterised markers in the diagnosis of IBD, strongly associated with CD and
UC respectively.
– ASCA and pANCA reactivity allows
better differentiation of CD from UC, and
from non-CD, compared to using the individual tests alone, Prof Liu stated.
Other anti-glycan antibodies (ALCA,
ACCA and AMC) and antibodies to microbial antigens (OmpC, I2 and CBir1) provide
an approach to stratify patients into serological subgroups.
– They may act as prognostic indicator
of the severity and behaviour of disease, he
continued.
IBD CONGRESS NEWS 3 · 2015

In his conclusion, Prof Liu underlined
that serological antibodies can be used for
the diagnosis of IBD, and also for prediction of prognosis and phenotypes of the
disease – but not for disease activity, mucosal healing and prediction of clinical
relapse.
– Further studies are needed to evaluate
the exact role of serological markers which
may help in management of IBD.
Prediction is based on a combination of
markers
Prof Axel Dignass, Germany, talked about
risk factors for complicated disease, and
began by underlining that there is no
standard definition for what complicated
disease is.
The main clinical predictors for CD
are: Age under 40 years, complicated behaviour, extensive involvement, perianal
lesion, need for steroids, weight loss, mucosal healing and smoking, he summarised.
– For UC they are disease extent, age at
onset, mucosal healing, previous hospitalisation and response to steroids.
Other predictors for complicated disease are assessment of mucosal cytokines,
intestinal permeability and assessment of
the mesenteric blood flow via ultrasound.
Genetic markers are not ready for prime
time, according to Prof Dignass.
– But when they come down in price, we
will probably use them, he added.
He ended his talk with the following
take-home message:
– There are no single and valid predictive parameters available. Current predic-

Zhanju Liu

Ala Sharara
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tion of disease is based on a combination
of clinical and serological markers. And
genetic testing and differentiated serological markers are not yet ready for routine
standard of care.
Test every 3 - 4 months
Dr Emily Wright, Australia, talked about
faecal calprotectin and lactoferrin.
– These faecal biomarkers derive from
neutrophils during inflammation, and expression is proportional to amount of neutrophils in the mucosa, she explained.
She continued by pointing out that faecal biomarkers are safe and inexpensive
– and that they can distinguish between
functional disorders and IBD.
A study from 2012 showed that faecal
calprotectin correlates significantly with
endoscopic disease activity in both UC
and CD.
– It is also elevated in pouchitis. Calprotectin correlates with Pouchitis score,
Pouch Disease Activity index and endoscopic scores.
Dr Wright also stressed that combinations of faecal biomarkers do not improve
the diagnostic power compared with a single marker used alone.
Her key clinical messages were several:
– For the management of IBD a treat-totarget approach is recommended. Tight
control of inflammation by normalisation
of faecal markers of inflammation is likely
to be important. But I think it is important
to always interpret in a clinical context.
More important than cut-off is intra-individual change over time.
– So test at diagnosis for active disease,
and test when disease is in remission – for
mucosal healing. In order to predict relapse, it is best to test every 3 – 4 months.
And remember that endoscopy is golden
standard, Dr Wright summarised.

was 27 %, and for 21 % of patients with UC.
– 57 % of the anaemic patients were iron
deficient, Prof Kruis said.
Iron supplementation can be achieved
by mouth or intravenously. Oral iron supp-

“COMBINATIONS OF FAECAL BIOMARKERS DO NOT IMPROVE THE
DIAGNOSTIC POWER”
lementation is frequently associated with
gastrointestinal side-effects. Compared
with oral iron, intravenous iron seems to
increase Hb and iron storage and improves
quality of life more rapidly.
Low serum zinc concentrations have
been reported in CD, which can cause
characteristic manifestations such as acrodermatis eneropathica. Patients with fistulae have more often decreased zinc.
Zinc supplementation has various therapeutic effects in IBD, Prof Kruis said.
– A clear indicator is lacking, because
there is no specific biomarker. Plasma zinc
concentrations can be measured, but zinc
can also be measured in urine and hairs.
“Prevent it, supplement it and treat it”
Magnesium deficiency is a frequent complication of IBD. In general, magnesium
can be supplemented – in acute situations
intravenously, and in chronic deficiency

orally by drugs or enriched diets.
Prof Kruis finally talked about vitamins
that are often deficient in IBD. He especially mentioned vitamin B12 and vitamin D.
– Prevention of deficiencies should be
performed accordingly, and symptomatic
deficiencies need consequent treatment,
he summarised.
In his conclusion he reminded the audience that strange extraintestinal symptoms may be due to deficiency.
– Prevent it, supplement it and treat it,
Prof Kruis finished his lecture.
Once daily dosing of 5-ASA is effective
5-ASA drugs were in focus for Prof Stephen Hanauer’s, USA, talk.
– It is a potent anti-inflammatory drug,

Emily Wright

Oral iron associated with gastrointestinal
side-effects
Micronutrient deficiencies are frequent
and span a wide range of different symptoms. Appropriate care of IBD patients requires through surveillance of deficiencies
according to the phenotype of disease.
This was pointed out by Prof Wolfgang
Kruis, Germany, who talked about iron,
zinc, magnesium and vitamin deficiencies
in IBD.
He presented data from a meta-analysis from 2014 that showed that the overall
prevalence of anaemia in patients with CD
8
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he started by pointing out and continued
by describing the mechanisms of action.
Since the drug has more topical activity
than systemical, there are many different
formulations. Upon pH-dependent release
mechanisms, Prof Hanauer underlined
that there are individual differences in different patient’s pH – and it can also vary
in the same patient, depending on disease
activity and variations in diet.
– All available 5-ASA:s induce remission
in active UC, independent of release mechanism, he stated.
A combination of oral and rectal administration is most effective for both distal
and extensive colitis. For mild to moderate
disease, one can have a dosing flexibility.
– Once daily dosing for mesalazine is effective at inducing remission for both extensive and left-sided colitis, Prof Hanauer
continued.
All 5-ASA:s have also demonstrated efficacy in maintenance of remission. Maintenance dosing depends on induction.
– Maintain same mesalazine dose required to induce remission. Higher doses
may be required after steroid-induced remission, he advised.
Also in maintenance, once daily dosing is
effective and may improve adherence, Prof
Hanauer stated.
Immunomodulators have several advantages
Prof Ala Sharara, Lebanon, talked about
immunomodulators.
– They are well established in the treatment of IBD. Immunomodulators are used
by 77 – 93 % of gastroenterologists in Europe and North America.
Thiopurines were used in practice by all
surveyed Swedish GI physicians for multiple indications in CD and UC. Azathioprine was the first-choice thiopurine.
Immunomodulators are modestly effective in steroid-dependent disease and for
maintenance of remission. They are also
associated with reduced immunogenicity
and higher anti-TNF levels, Prof Sharara
said.
– Combination with anti-TNF agent infliximab in early CD improves outcome
of immunomodulators in anti-TNF-naïve
patients.
Immunomodulators have several advantages – including low cost, and quality and
stability of remission in responders.
– Improved selection for immunomodulators, better timing and optimisation are
IBD CONGRESS NEWS 3 · 2015

what we need to enhance the benefit-risk
profile, Prof Sharara concluded.
Optimisation equals personalisation
A conventional approach to IBD-patients,
based on symptom control and step-wise
treatment does not improve long-term outcomes, said Prof Siew Ng, Hong Kong, in
the third State-of-the-Art lecture.
– Intervening in early CD and achieving deep remission may change disease
course – hospitalisations, surgeries, bowel
damage and disability – and ultimately patients’ lives, she stated.
Early anti-TNF treatment is more efficacious than late treatment. Azathioprine
can be started later in some patients, depending on risk profile.
Anti-TNF drug levels correlate with remission rates – so therapeutic drug monitoring may improve results, Prof Ng continued.
– But data obtained for one anti-TNF
may not apply for others. Data are significantly biased by populations included in
clinical trials. The question of patient selection for treatment based on beneficial
therapeutic ratio is not resolved, she told
the audience.
Prof Ng ended her talk with the importance of optimisation.
– Optimisation equals personalisation!
You have to consider the timing of treatment, the efficacy of treatment, the risk of
treatment – and also the cost of treatment,
she said.

Stephen Hanauer

Siew Ng
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Normalisation of biomarkers and mucosal
healing
How can we optimise treatment strategy,
in order to decrease and stop disease progression, asked Prof Peter Lakatos, Hungary, in his lecture.
– It’s all about appropriate timing and
re-assessment. Do not waste time if the
therapy is unsuccessful!
By this he meant that one should avoid
multiple courses or prolonged use of steroids. Also to proceed if conventional immunosuppression is ineffective after 3 – 6
months.
– Re-evaluate patients by using objective
measures of inflammation, and do not aggravate therapy if there is a complication
that needs a different therapy, Prof Lakatos stressed.
He presented how tight monitoring was
carried out in his practice. Patients with

mild disease are reviewed annually, patients with moderate disease, but without
any other risk factors, are being reviewed
every 6th month. Patients with moderate
disease and other risk factors – and those
with severe disease – are reviewed every
3:rd month.
– Instead of focusing on symptomatic
clinical response, treatment goals have
become ambitious and include normalisation of biomarkers and mucosal healing.
We want to change the natural history of
the disease and give the patient a normal
life, he said.
Cost efficacy for biologicals has yet to be
proven
Surgery or biologic therapy: Cost efficacy
was the title for a lecture given by Dr Simon Travis, UK.
Comparing cost versus value is a very
difficult balancing act, he initially stated.
– What is value? And from which perspective – is it from the patient, the physician, the payer or the society? Costs to
society also have to be taken into account.
He presented a chart on the costs of
IBD. This was divided into two categories
– direct costs and indirect costs. In- and
out-patient care, self-care, medications
and tests/procedures are all direct costs.
Work absence, decreased earnings, premature death and intangible quality of life
effects are indirect costs.
– The direct costs are easy to measure,
but the indirect are more difficult. But according to a Swedish study the indirect
costs makes up for two thirds of the total
cost, Dr Travis pointed out.
A study from the US on CD in the pre-biologic era showed that surgery accounts for
44 % of the costs for treatment. A study
from 2008 (i.e. in the biologic era) on CD
patients followed for 5 years shows that
surgery rates are unchanged 1998-1999
versus 2005-2006. It also showed that surgery is more likely after infliximab for 36
months after initiation.
– Most of us in this room prescribe infliximab and wait for surgery too long, was
Dr Travis comment.
Questions will be answered
He continued by describing the LIR!C trial
that is now being set up.
LIR!C is a randomised controlled trial
comparing the 12 month cumulative costs
and quality of life of surgery or infliximab
therapy for recurrent ileal CD. Recruit-
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ment of 142 patients is almost complete,
and the results will be presented in 2016,
Dr Travis announced.
In his conclusions Dr Travis pointed out
that no patient wants an operation if it can
be avoided. Also that anti-TNF therapy reduces surgery in short term clinical trials.
– But this can’t be demonstrated at a
population level. The costs of biological
therapy are twice that of surgery – but cost
efficacy has yet to be proven.
Usually the choice is simple:
– In limited ileocaecal disease with obstructive symptoms – why vaccinate a patient against biologicals before surgery?
And in ileocaecal disease with proximal or
perianal disease – why resect first if biologicals will need to be continued?
Dr Travis said LIR!C will provide some
answers, but also generate more questions.
IBD CONGRESS NEWS 3 · 2015

FALK SYMPOSIUM 198
IBD: EAST MEETS WEST
SHENZHEN P.R. CHINA

Suk-Kyun Yang

– And those questions will be answered
in Amsterdam, March 2006 at the ECCO
Congress!
Asians and Westerners are different
One of the last lectures in Shenzhen was
given by Dr Suk-Kyun Yang, South Korea.
He talked about the Asian perspective on
personalising IBD therapy.
– Why an Asian perspective? It’s needed because there are differences between
Asians and Westerners, he explained.
The differences are on environmental
and genetic backgrounds, medical infrastructure, cultural backgrounds and health
care systems.
One example Dr Yang presented was
immunomodulator monotherapy after
withdrawal of an anti-TNF agent. This, according to him, may be worth evaluating in
IBD CONGRESS NEWS 3 · 2015

Asian patients with UC.
– Tissue damage is less probable in UC
than in CD. There are regulations on the
duration of anti-TNF maintenance therapy
in some Asian countries. Also the colectomy rate of acute severe UC is lower in Korean patients than in British patients, he
said.
Dr Yang also pointed out that cost-effectiveness results vary between countries,
health care systems and model designs.
Cost-effect results therefore need to be
confirmed in Asians.
In Dr Yang’s conclusion he stated that

with the recent development of diagnostic
and therapeutic measures for IBD, personalised therapy is emerging as a feasible
way to improve outcome. Individual components of personalised therapy should be
integrated to achieve the best outcome.
– But recommendations for personalised
IBD therapy in Western populations need
to be validated prior to clinical application
in Asians.

Per Lundblad
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NURSES MEETING

GARDERMOEN NORWAY

NATIONAL NURSES MEETING IN NORWAY
At Gardermoen Airport, just outside Oslo in Norway, IBD nurses from
Norway gathered on the 7th of September for a two day Meeting.

T

he Chair for the Meeting was Nurse
Beathe Nesvåg. She explains for IBD
Congress News that it has taken place
on a yearly basis for several years.
– That has led to a Nurses Network for
IBD has been created in Norway, she says.
IBD nurses have earlier experienced
difficulties to find their place in the clinic
in Norway – but are now here to stay, she
emphasises.
– There are participants from 27 Norwegian hospitals present here today, which is
a record attendance, Nurse Nesvåg proudly
states.
Nurse Turid Bua was responsible for
the program for the meeting, and it was
co-founded by several sponsors from the
pharmacological industry – Ferring, Zeria
Group, Tillotts Pharma, Takeda, MSD and
Abbvie.
Updates on intravenous iron
The first speaker was Dr Svein-Oskar Frigstad, who started by talking about deficiencies in IBD. These include iron deficiency,
vitamin D – but also trace elements such as
zinc, copper and selenium.
– The prevalence of anaemia in IBD patients in Scandinavia is 23 % for patients
with Crohn’s disease and 14 % for ulcerative colitis (UC). 38 % of CD patients and
32 % of UC patients have iron deficiency,
he said.
In IBD patients, oral iron have a reduced
absorption – less than 10 % of the administered dose is absorbed . Oral iron can increase the oxidative stress in the intestine,
and it has been shown in animal models to
cause increased inflammation.
– So oral iron is suitable only in patients
with moderate iron deficiency, and without active inflammation, Dr Frigstad said.
European Medicines Agency presented
in 2013 an update of their safety guidelines
on intravenously iron treatment. In these,
they stress the need for observation of the
patient for 30 minutes after infusion.
– Non-immunological infusion reactions
are often mild, and reverse spontaneously
after 15 minutes.
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The guidelines also underlines the need
of caution in pregnancy.
– Never give intravenous iron in the first
trimester!
Dr Frigstad urged the delegates to remember that iron deficiency is common in
IBD. He encouraged them to measure iron
levels every 6 - 12 months in all patients,
and to measure those with active inflammation every third month.
Fatigue is correlated with inflammatory
activity
Chronic fatigue is more prevalent – 2-3
times higher – in patients with IBD, than
in healthy controls.
– Deficiencies of nutrients such as vitamin D and B12, iron, zinc and magnesium
are associated with fatigue, Dr Frigstad
pointed out.

“IMUREL, STEROIDS AND
SEDATIVE MEDICATIONS CAN
CAUSE FATIGUE”
One study found that 60 % of CD patients had malnutrition with loss of body
mass, compared to controls.
Dr Frigstad also presented data that
show that fatigue is correlated with inflammatory activity in IBD, systemic lupus
erythematosus and ankylosing spondylitis.
– In CD, adalimumab and infliximab
have shown to give a reduction of symptoms of fatigue, he said.
Disease activity (also sub-clinical) is the
largest predictor for fatigue, in addition to
sleep disturbances and smoking. Fatigue
has a significant influence on the patient’s
quality of life.
– Imurel, steroids and sedative medications can cause fatigue, and should be
stopped when necessary. Optimize medical treatment and adherence, and refer to

a nutritionist, were his final advices to the
delegates.
Differences between young and elderly
The global incidence of IBD is highest in
the North, said Dr Marte Lie Høivik.
– Norway is one of the countries with the

Svein-Oskar Frigstad
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highest incidence of IBD, she continued.
The North-South gradient can be seen
in many countries – Norway, Finland and
France among others.
– A study on this found that for each
one-degree increase in temperature the
odds for UC decreased with about 9 %.
There is also a East-West gradient – IBD
is more prevalent in Western Europe, compared to Eastern Europe.
In Norway, CD is more common compared to UC in children under 18 years
of age. These findings correlate well with
other countries, according to Dr Høivik.
– Ileocolonic disease is much more common in children, compared to adult-onset
IBD – and colonic involvement is much
less common in children. This leads to the
question if paediatric onset CD and elderly
onset CD is the same disease?

Need for surgery decreased?
She presented data on the natural disease
course, and began with UC.
– More than 50 % of UC patients have a
relapse within one year of diagnosis. However, the colectomy rates have decreased in
later years.
CD moves from inflammation to stricturing disease, and then to penetrating
disease. There is a high need of surgery for
CD-patients within 10 years.
On the risks of cancer, one meta-analysis
has shown an increased risk for colorectal
cancer in UC patients.
– But other, later, studies has shown less
risks, Dr Høivik said.
So have modern treatment changed the
natural course of disease?
– Recent data from Denmark indicate
that the need for surgery for these patients
have decreased. But this is very hard to
prove, Dr Høivik stated at the end of her
lecture.
When nurse-led consultations are appropriate
Nurse-led out-patients’ clinics was discussed at the Meeting. Nurse Inger Johanne Fatnes Bø presented a pilot study on
a follow-up on selected patients with IBD
at Stavanger University Hospital.
The reasons for starting the nurse-led
clinic were several: The doctors had long
waiting lists, a good follow-up for IBD patients can prevent future worsening of the
disease and the nurses’ competence is high
and could be better utilised, Nurse Bø explained.
– Nurse led consultations are appropri-

Marte Lie Høivik

Beathe Nesvåg
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ate at several times: After diagnosis – patients have a need for information when a
chronic diagnose is established. This will
also increase the patient’s compliance to
medical treatment, she said.
Nurse-led consultations are also appropriate in a mild to moderate flare of the
disease – and for check-up after flare-reducing treatment, initiated by a physician.
– And finally, for routine check-up of biological treatment. This follow-up could
partly be performed by IBD nurses, Nurse
Bø continued.
IBD patients got a better offering
The dedicated nurses at the clinic in Stavanger performed 20 consultations each,
and were then evaluated. The patients
evaluated immediately after the consultation, the doctors evaluated during the
entire process.
– More than 90 % of the patients were
very pleased with their consultations given by the IBD nurses. The study concluded that this meant that IBD patients had
a better offer, since they now won’t have
to wait a long time before they can talk to
the doctor.
The waiting time for consultations also
became shorter, and the nurses’ competence grew.
– Our IBD unit is 100 % dependant on
dedicated IBD nurses, Nurse Bø stated.
“Nurses are good at that”
The Meeting ended with a report from the
N-ECCO Network Meeting in Barcelona
2015, given by Nurse Ellen Vogt.
– At the N-ECCO Meeting in Barcelona good communication skills were discussed. This is important in order to assure
better compliance. Compliance has not improved in IBD-patients during later years.
It is therefore important to better involve
the patient in the treatment – and nurses
are good at doing just that!
Nurse Vogt also described some other
issues – such as diet, how to separate IBD
from IBS and new treatments – that were
discussed at the Nurses Meeting at the
ECCO Congress in Barcelona.
– The next Congress will be held in Amsterdam in March 2016, she said, and encouraged her colleagues to visit the Nurses
Network meeting there.

Per Lundblad
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STOCKHOLM, SWEDEN

THE SECOND ERA OF BIOLOGICS
In a Takeda Forum, held in Stockholm in September, management of
patients that lose response, or fail, anti-TNF therapy were discussed.

D

r Michael Eberhardson talked about
immunological knowledge in the
clinical setting.
– It is a challenge, he said.

Trough levels correlate well with remission
The problems with infliximab are that either we don’t get an initial response in all
patients, or the patient proves to be unable
to maintain a sustained response, Dr Eberhardson underlined.
He pointed out to the audience that antibodies against infliximab can only be detected when infliximab is undetected.
– Biologicals always trigger endogenous
antibodies. If you infuse something in the
body, the body will react.
Infliximab is consumed by the inflammation.
– We do not secrete it through the urine
or metabolise it in the liver. This means
that if inflammation is increased, infliximab will disappear quicker.
Then either we increase the dose, or
shorten the interval between doses. According to Dr Eberhardson, we still don’t
know which way is the best.
Trough levels correlate well with remission and endoscopic findings. There is a
correlation between antibodies, low serum
infliximab trough levels, risk of losing response and infusion reactions.
Algorithm of immunological monitoring
Dr Eberhardson presented data on trough
levels in patients with ulcerative colitis
(UC) treated with vedolizumab.
– Of 620 patients, 23 (3,7%) were antibody positive at any time. 6 (1%) were
persistently positive for anti-vedolizumab
antibodies through week 52, he said.
He summarised by presenting an algorithm of immunological monitoring of biological treatment:
If loss of response occur, measure serum infliximab trough level. If this is low,
escalate infliximab. If infliximab is undetectable, analyse the antibodies – if they
are negative, this could be due to intense
14

Brian Feagan, Sven Almer, moderator and Michael Eberhardson.

inflammation that consumes infliximab, or
there could be a leakage through the intestinal barrier. Then escalate infliximab.
If trough levels are therapeutic, investigate if there could be non-inflammatory
causes behind symptoms. If not, change to
vedolizumab.
A promising new class of drugs
Long term efficacy and safety for vedolizumab, was the title of a talk given by Prof
Brian Feagan.
– Clinical remission in a patient on anti-TNF after one year is a problem, normally we see it in only 25 - 30 % of patients.
That’s why we need more options, Prof
Feagan said.
Anti-adhesion molecules are a promising new class of drugs, with a good safety
profile. Prof Feagan presented the GEMINI trials on vedolizumab, and showed
tables that demonstrated that the rates of
infections were significantly higher in the
placebo-group, compared to the vedolizumab group.
– In the clinical data no cases of PML
(which was found to be associated with
natalizumab) were observed.

An option for anti-TNF failures
Vedolizumab is a potential first line agent
for induction and maintenance, with a
good corticosteroid-sparing effect, for
patients with UC. Also for anti-TNF failures – and it is preferable to anti-TNF:s in
patients at high risk of infections, or with
contraindications.
– But don’t use vedolizumab in severe
colitis until we have data. That’s infliximab
country!
For patients with Crohn’s disease, vedolizumab has a role in practice for anti-TNF
failures, and in anti-TNF naive patients
with moderately active disease.
– In severe disease and complex fistula,
use a anti-TNF plus azathioprine or methotrexate, Prof Feagan said.
Vedolizumab is the first gut selective
monoclonal for the treatment of UC and
CD. More are in the pipe-line.
– The precise role of these agents in
comparison to standard treatment will
require large scale, comparative efficacy
trials, Prof Feagan summarised.

Per Lundblad
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UEG WEEK IN BARCELONA
United European Gastroenterology Week is the largest Congress on digestive diseases in Europe.
It is also one of the two largest in the world. In October 2015, 13.200
delegates came to the Spanish city Barcelona to participate.

T

he Scientific programme is presented
– with the exception for the Opening
Plenary session – in several (up to
18) parallel sessions during the three
Congress days.
This means there is always something
interesting for everyone going on. IBD is
always to found as one of the topics, and
sometimes more than one of the parallel
sessions had IBD as its topic.
New drug retains lymphocytes in the
lymph node
After greeting everyone welcome to Barcelona in the Opening Plenary session,
Prof Magnus Simrén, Sweden, Chairman
for UEG Scientific Committee, introduced
Prof William Sandborn, USA.
Prof Sandborn presented the results of
the maintenance period of the TOUCHSTONE study.
This study is a randomised, doubleblind, placebo-controlled Phase II trial of
ozanimod – an oral S1P receptor modulator in moderate to severe ulcerative colitis
(UC).
– Sphingosine-1-phosphate (S1P) is a bioactive lipid whose effects are mediated
by five G-protein-coupled receptors (S1P15R). S1P1R signalling regulates lymphocyte
circulation between secondary lymphoid
organs and the periphery, Prof Sandborn
explained.
Ozanimod is a next generation S1PR
modulator with selectivity for SP1R and
SP5R. It has improved pharmacokinetic
properties, including enhanced distribution and a short half life, he continued.
– It has demonstrated efficacy and safety in a Phase II trial in relapsing multiple
sclerosis patients, and in a Phase II induction trial in UC.
S1P is a key molecule that promotes
the exit of CCR7+ lymphocytes from the
lymph node into the circulation. Ozanimod causes the S1P1R on lymphocytes to
be internalized so they are unable to respond to S1P – and hence are retained in
IBD CONGRESS NEWS 3 · 2015

the lymphnode, unable to traffic to sites of
inflammation.
– Protective immunity is generally preserved, since effector memory T-cells do
not circulate through lymph nodes, Prof
Sandborn underlined.
Top abstract award
Data from week 32, that Prof Sandborn
presented in Barcelona, showed that ozanimod 1 mg gave significant improvements
in clinical remission, clinical response and
mucosal healing or improvement over placebo.

“TODAY THERE IS ONGOING
RESEARCH ON SEVERAL NEW
WAYS OF TACKLE IBD”
– The increase in proportion of patients
in clinical remission at week 32, when
compared to week 8 in the ozanimod
groups, suggests that longer treatment is
associated with improving and sustained
response rates.
Prof Sandborn also stated that treatment with ozanimod during maintenance
did not result in an increased frequency of
adverse events.
– Ozanimod was well tolerated, with a
favourable benefit-risk profile – supporting the planned Phase III trial in UC, and
the Phase II trial in Crohn’s disease, he
summarised.
At the end of his talk, Prof Sandborn
received the UEG Top Abstract award –
which consists of the sum of 10.000 Euro
that should go to research.
New ways to tackle the disease
One of the parallel sessions was entitled
Management of IBD after anti-TNF failure.

It generated a lot of interest, and the seats
quickly ran out – many delegates had to sit
on the floor, or stand against the wall.
Dr Alessandro Armuzzi, Italy, who also
was one of the Chairs, began with a Stateof-the Art introduction.
– There is an unmet need. We know that
the primary non response in clinical trials
is 30 – 40 %, and 10 to 20 % in “real-life”
series. We also know that the secondary
loss of response is 15 to 20 % per patient
year follow-up, and mucosal healing is unachieved in 40 – 60 % of patients, he said.
Today there is ongoing research on several new ways to tackle IBD. One of these
ways is targeting leucocyte trafficking –
and we have good data on vedolizumab,
Dr Armuzzi pointed out.
– But we are also targeting T-cell differentiation and the JAK-STAT pathway.
And there are ongoing studies on TGF-β1
activity restoration and cell-based therapy.
Ustekinumab (targeting T-cell differentiation) provides clinical benefit for two
thirds of patients with CD, refractory to
anti-TNF agents according to a study Dr
Armuzzi presented. He continued by describing the JAK-STAT pathway, and studies on tofacitinib in IBD is ongoing.
Mongersen is a drug for TGF-β1 activity
restoration, and has also showed interesting results in CD.
– There are also several cell-based therapies: Autologus hematopoietic stem cells
(HSCs) transplantation for CD, mesenchymal stem cell (MSCs) transplantation in luminal IBD and in perianal IBD.
All these therapies are effective and hold
promise for treatment in IBD – even if the
disease is refractory to anti-TNF:s, was Dr
Armuzzi’s summary.
Vedolizumab and an immunosuppressant
Prof Brian Feagan, Canada, talked about
the efficacy of vedolizumab with and without continued immunosuppressant use.
In the GEMINI 1 and GEMINI 2 studies, vedolizumab was shown to be safe for
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induction and maintenance therapy in
patients with UC and CD. In these studies, approximately 34 % of patients were
receiving stable doses of immunosuppressants at entry. In the United States only,
immunosuppressants were discontinued
following induction, according to study
protocol.
– This sets up a nice observational analysis, Prof Feagan said.
The aim for this substudy was to value
the immunosuppressant therapy – US patients versus non-US patients, i.e. non-immunosuppressants versus immunosuppressants, in both CD and UC.
– The obvious limitations are that interpretation of these post-hoc analyses is
limited by the relatively small sample sizes – and that study protocols were not designed to investigate the effect of immunosuppressant use on vedolizumab efficacy,
he underlined.
In his conclusions Prof Feagan stated
that discontinuing immunosuppressant
use upon response to vedolizumab induction does not appear to substantially affect
the efficacy of vedolizumab maintenance
therapy in patients with UC. A modest
trend favoring continued immunosuppressant use during vedolizumab maintenance therapy in CD patients was however
observed.
– Prospective studies in patients initiating vedolizumab and immunosuppressants
concomitantly are needed to confirm these
results, he ended his talk.
Clinical improvement with temporary
faecal diversion
A systematic review and meta-analysis on
faecal diversion for management of perianal CD was presented by Dr Nik Ding,
United Kingdom.
– Perianal fistula is observed in 10 – 26
% of patients with CD. These patients have
a more aggressive phenotype, with higher
rates of corticosteroid dependence, admissions to hospitals and surgery, Dr Ding
said.
Refractory perianal CD may be treated
with temporary faecal diversion. A combination of diversion and aggressive medical
management may avoid need for surgery,
including proctectomy.
The aims of the analysis he presented
was to evaluate effectiveness, long term
outcomes and factors associated with success with temporary faecal diversion for
refractory perianal CD.
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– In the short term we found that 70 %
of patients with temporary diversion have
early clinical improvement. 34 % had stoma reversal, Dr Ding said.
In the long term 15 % of perianal disease,
diverted with temporary ileostomy, will be
reversed. 40 % of patients required proctectomy, was his conclusion.
Vedolizumab does not change CRP levels
Many talks were given on vedolizumab.
Dr Aurelien Amiot, France, gave two. The
first was a prospective observational multicenter study of vedolizumab efficacy and
safety.
– The study is called OBSERV-CD. We
assessed safety and efficacy of vedolizumab in a large real-life experience cohort,
Dr Amiot said.
He reported that one third of the patients achieved steroid-free clinical remission at week 14, whereas two thirds experienced clinical response.
– High Harvey-Bradshaw index (more
than 9) and the concomitant use of steroids were predictive for absence of steroid-free clinical remission – whereas the
occurrence of a clinical response at week
6 was predictive of steroid-free clinical remission.
Dr Amiot also pointed out that independent of the clinical response, vedolizumab did not change CRP levels.
– This suggests the absence of a systemic
mode of action, he commented.
The safety profile was in line with pivotal studies.
Dr Amiot then presented the findings from the same cohort on UC (OB-

Aurelien Amiot

SERV-UC). His conclusions were almost
the same: One third of patients achieved
steroid-free remission, two thirds achieved
clinical response. High Mayo Score (more
than 9) and high CRP level (more than 20
mg/L) were predictive of absence of steroid-free clinical remission.
Vedolizumab did not change CRP levels,
and the safety profile was the same.
Toxicity limiting factor for stem cell transplantation
Prof Chris Hawkey, UK, presented a study
on responders to haemopoetic stem cell
transplantation (HSCT) for CD. Prof
Hawkey had earlier during the Opening
Plenary Session been presented with the
UEG Lifetime Achievement Award.
He presented the ASTIC trial, in which
patients with resistant CD, a CD ActiviIBD CONGRESS NEWS 3 · 2015
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ty Index (CDAI) score over 250 and who
had previously failed three drugs or more,
participated. They were assessed after one
year, and the primary endpoints were drug
cessation, CDAI below 150 and a normal
gut.
– Following HSCT we saw regression of
all endoscopic signs of ileocolonic CD in
approximately one third of patients with
severe resistant CD, he reported.
Many of the patients could stop active
medication, and response can be prolonged, Prof Hawkey continued.
– These findings are supported by blinded histology, he also stated.
There is however a toxicity limiting factor associated with this treatment.
– Defining a responder phenotype or
genotype may help to target treatment and
optimize benefit, was his conclusion.
The end of the beginning
Another session was on long-term clinical
management of IBD.
Prof Gerassimos Mantzaris, Greece, who
was the Chair together with Prof Arthur
Kaser, UK, said that what patients want is
to have their life back.
– So what can we offer? First, we aim for
immediate management of flare and getting the disease under control. Then we
have to commit to long term management
of a life long disease.
This management has to be cost-effective and ensure a safe treatment. It should
avoid hospitalizations, surgeries and disability and restore health-related quality of
life, Prof Mantzaris explained.
– It means we have to meet patient’s expectations!
But do we have strategies for this? According to Prof Mantzaris, there may be
light at the end of the tunnel.
– Promising therapeutic strategies are
emerging – based on continuously acquired evidence from the fields of IBD and
other immune mediated diseases.
To plan long term management for a life
long disease like IBD, we should consider
many different patient- and disease-related parameters. Patient reported outcomes
are very important.
– These go beyond clinical symptoms
and include fatigue, mood disorders and
work productivity.
Treatment should shift from controlling
clinical symptoms to arrest and prevent
progression of intestinal inflammation.
Tight monitoring and fine adjustments of
18
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Maria José Casanova Gonzales

“WE AIM FOR IMMEDIATE MANAGEMENT OF FLARE AND GETTING
THE DISEASE UNDER CONTROL”
therapy – if disease activity persists – may
allow us to achieve the pre-specified outcomes. Dr Mantzaris also underlined that
these strategies need validation by prospective randomized controlled trials.
– So this is not the end – but it may be the
end of the beginning, he finished by saying.
Re-treatment with the same anti-TNF is
safe
Anti-TNF drugs are effective in inducing

and maintaining remission in patients with
IBD. Once remission has been achieved,
the discontinuation of anti-TNF treatment
could be considered, said Dr Maria José
Casanova Gonzales, Spain.
– We need to know when, how and in
which patients we can discontinue. The
risk of relapse after anti-TNF withdrawal
and the variables that impact the evolution
of the patients after discontinuation are
not well known.
She presented a study that aimed to
assess the risk of relapse, identify factors
associated with relapse and to calculate
the response rate to re-treatment with
the same anti-TNF after relapsing. The
study also aimed to evaluate the safety of
re-treatment with the same anti-TNF.
It was a multicentre, observational, retrospective study on 1055 patients with CD
or UC, who were treated with anti-TNF:s
and discontinued these drugs after having
achieved clinical remission.
– We found that almost 50 % of these
patients relapse within the first two years
of discontinuation. The incidence rate of
relapse after anti-TNF withdrawal was 18
% per patient year, Dr Casanova Gonzales
said.
Treatment with adalimumab, or discontinuation due to adverse events increased
the risk of relapse. Older age, and maintenance treatment with immunomodulators
were associated with a lower risk of relapse, she also reported.
– We also found that re-treatment with
the same anti-TNF drug was effective and
safe, Dr Casanova Gonzales summarized.
Low rate of long term severe failure after
cessation
Dr Catherine Reenaers, Belgium, presented a study on infliximab withdrawal in CD.
– Short term data after infliximab cessation in patients in clinical remission are
available in the STORI cohort. But long
term outcome after anti-TNF cessation is
not well documented, she said.
The study she presented aimed to find
out the long term outcome, and also to describe composite failures and the associated predictive factors.
115 CD patients from 20 IBD centers
were included, and their disease characteristics at the time of infliximab cessation
were prospectively collected. Every significant clinical event was recorded.
Severe failure was defined as surgical
resection and/or new ano-perianal lesions.
IBD CONGRESS NEWS 3 · 2015
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Moderate failure was defined as failure on
infliximab after resumption – and minor
failure any biologic start after infliximab
cessation.
– We found a relatively low rate of long
term severe failure – reflecting a low rate
of tissue damage progression. The majority of the patients who needed to resume
infliximab were successful over the long
term, Dr Reenaers said.
15 % of the patients did not have to restart a biologic over more than 8 years, and
no plateau is reached, she continued.
– A few factors – disease location, biologic signs of chronic inflammation or reflecting thiopurine or infliximab response/
pharmacokinetics – are associated with
patient outcome.
Dr Reenaers ended her talk by saying
that a prospective controlled trial – SPARE
– is ongoing to precisely assess the benefits
and risks of infliximab treatment cycles in
CD.
Optimization of 6-TGN levels decreases
relapse rates
ECCO statement 6H says that “the question
of whether treatment with anti-TNF agents
can be safely interrupted after a period of
prolonged remission is of great interest to
patients and physicians”.
– Many patients relapse after stopping
anti-TNF:s, said Dr Sandra Bohn Thomsen,
Denmark.
She also said that high levels of 6-Thioguanine nucleotide (6-TGN, a thiopurine
metabolite) are associated with remission.
Dr Thomsen presented a study with the
aim to investigate whether optimization
of 6-TGN levels before stopping anti-TNF
treatment can decrease the risk of relapse.
Physicians were instructed how to optimize thiopurine treatment using measurements of metabolite levels and combination therapy. When the patients had
reached a level of 6-thioguaninenucleotide
of 150-200 pmol/8x108, and were in clinical remission, biologics were discontinued.
– The study found that optimization of
6-TGN levels decreases relapse rates after
discontinuation of anti-TNF treatment. No
predictive factors for relapse were identified, were Dr Thomsen’s conclusions.
She added that prospective, randomized
studies are needed for further investigation.
Allopurinol reduced thiopurine therapy
A study on the use of adjunctive allopuIBD CONGRESS NEWS 3 · 2015

rinol in azathioprine/6-mercaptopurine
non-responders, in order to optimize
6-TGN production and improve clinical
outcomes (the AAA study) was presented
by Dr Anthony Friedman, Australia.
– Thiopurines have been the mainstay of
medical therapy for IBD; however suboptimal remission rates of 30 - 60 % occur.
Only 40 % achieve therapeutic 6-TGN levels, and up to 20 % of thiopurine patients
are “thiopurine shunters”, Dr Friedman
started by saying.
The study was a prospective, multicentre double-blind, dose ranging randomized
controlled trial on combination allopurinol-dose reduced thiopurine therapy.
The primary endpoint was steroid-free
clinical remission at 24 weeks.
Dr Friedman could report that this regimen is clinically effective: 39 patients (53
%) achieved the primary endpoint after 24
weeks.
– It is also biochemically effective. The
therapy reverses adverse thiopurine metabolite profile and decreases inflammatory markers. It is also safe – we saw three
episodes of mild, reversible leucopaenia.
There were only 15 adverse events – none
definitely related to allopurinol, he concluded.

hospitals. The aim of the study was to assess safety and efficacy of the switch.
Dr Sieckowska stated that they did not
notice any spontaneous disease exacerbations after the drug change. They did not
notice an increase in allergic reactions during biosimilar infusions.
– Switching original infliximab to biosimilar seems to be safe, and does not
reduce effectiveness of therapy, was her
conclusion.

Switching in Polish children
The first experiences of switching between
original and biosimilar infliximab in paediatric IBD patients were reported by Dr
Joanna Sieckowska, Poland.
32 paediatric patients with CD and 7
paediatric patients with UC were included.
The study was performed in three Polish

Capsule endoscopy in children with CD
Capsule endoscopy (CE) is a non-invasive method that enables excellent visualization of the small-bowel mucosa. The
method has been evaluated for detection
of CD lesions in the adult population, but
the value of CE in diagnosing CD in a large
paediatric material remains elusive.

Sandra Bohn Thomsen
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A poster at the UEG Week presented
a study at a tertiary academic hospital
(Skåne University Hospital) in Scandinavia. The aim of the study was to examine
the impact and safety of CE in the work-up
of children and adolescents with suspected
or established CD.
It was a retrospective evaluation of 180
patients (120 male and 60 female) with a
median age of 13 years. They were investigated with PillCamTM SB capsule system,
with an 8 -12 hours investigation without
bowel preparation.
The poster included 4 illustrated cases,
and the authors of the study were Artur
Nemeth, Gabriele Wurm Johansson, Henrik Thorlacius and Ervin Toth – all from
Sweden.

Julian Panes

The study’s conclusions were that capsule endoscopy in children with suspected
and established CD is a safe and well-tolerated method that often leads to a definitive diagnosis and has a significant impact
on the clinical management.
Guidelines bended
One Symposium was entitled Therapy update: IBD. The first speaker was Prof Pia
Munkholm, Denmark, who talked about
the efficacy for aminosalicylates in CD.
– You need a dinosaur like me to talk
about this subject, she jokingly said.
Prof Munkholm then presented a case
of ileum CD diagnosed in 1972. The patient had ileocaecal resection performed
in 1978. Between 1978 and 2015 she – on
her own initiative – started on 2 - 4 gram of
5-ASA, and stayed compliant. Colonoscopy
was performed in 1982, 1988 and 2012.
– She had no endoscopic relapse in 37
years, Prof Munkholm said.
According to ECCO guidelines on
5-ASA, in CD the “benefit of mesalazine is
limited”. Prof Munkholm was the leader in
creating a new population-based inception
cohort and investigating the occurrence
and disease course of IBD in Europe – EpiCom. She continued by telling the audience that they had asked their computer in
EpiCom to find patients with CD on 5-ASA
monotherapy.
– Our finding bended the guidelines!
The frequency for monotherapy for CD
with 5-ASA in Western Europe was 18 % in
2010 – and in Eastern Europe it was 32 %.
She underlined that more data on 5-ASA

are needed.
– It seems that 5-ASA probably has a
place in milder phenotypes in CD, and has
at best modest efficacy in mild to moderate
disease. It is also shown that 5-ASA lowers
surgery rate, and prevent recurrence after
surgery in terminal ileum.
Prof Munkholm also talked about the
future, in which she envisioned e-Health
home monitoring of disease activity and
faecal calprotectin.
– This can be done! It takes 15 minutes,
and costs 20 euro, she said.
Azathiopurine in combo only
Prof Julian Panes, Spain, summarized the
evidence-based use of thiopurines in 2015.
– In paediatric CD populations’ thiopurines can be used, with an early introduction. But not as monotherapy in adults. The
AZTEC trial showed that early azathioprine therapy is no more effective than placebo, he stated.
Subgroups of patients, such as perianal
disease, might be considered, Prof Panes
added.
Thiopurines have a steroid sparing effect, so they may also be considered in a
steroid dependent population.
– There is a documented effect for azathioprine in combination therapy with
infliximab. It is effective for prevention of
postoperative recurrence, and thiopurines
are also effective for prevention of colonic
dysplasia and cancer.
However, the incidence for non-melanoma skin cancer is increased 4 - 5 fold with
thiopurines.
– So beware – particular attention to
safety is required for thiopurines, Prof
Panes summarized.
Reassess the patient if loss of response
Practicing anti-TNF therapy in IBD was
the title of a lecture given by Prof Edouard
Lois, Belgium.
– Starting anti-TNF treatment is a matter of timing, dosing and combining, he
initially said.
Prof Lois pointed out that the REACT
study clearly showed that if anti-TNF was
started early in inflammation, later surgery
was decreased. The efficacy of a combined
treatment with an immunosuppressant has
been shown for CD in the SONIC study,
and for UC the SUCCESS trial showed a
clear benefit for combination treatment.
Then he talked about optimizing the
therapy. Treatment optimization based on
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endoscopic monitoring increases mucosal
healing rates. In a study from 2014, two
factors associated with mucosal healing
were found: Fewer than 26 weeks between
endoscopic procedures, and adjustment of
medical therapy.
– We still have a big problem with monitoring, but I think we at least are moving in
the right direction, Prof Lois said.
In case of loss of response to infliximab,
it is more the global assessment of the patient, than trough- and antidrug antibodies
levels, that is useful.
– Reassess the patient – look for strictures, malabsorption etc.
De-escalate instead of stopping
– I don’t think you should stop a drug that
is working. But you can de-escalate and
you can de-combine, i.e. withdraw the im-

Geert D’Haens

munosuppressant. And sometimes you can
stop, Prof Lois continued.
According to him, the most interesting
find in the TAXIT trial was that it showed
that in some patients without elevated
CRP you can decrease the dose of infliximab.
– Clearly there are patients that are over
treated!
Many factors have to be weighed in a
decision on de-escalating or continuing:
Patients demographics, disease features,
treatment history, current disease status
and patient’s preference and willingness
to accept various risks.
– So stopping can be discussed on a case
by case basis. The first thing to stop is the
thiopurines, because they are the most toxic, Prof Lois ended his lecture.
Real-life data on vedolizumab
Anti-integrin therapy was the topic for a
lecture given by Prof Herbert Tilg, Austria.
He began by explaining how this therapy
works.
– Recruitment of circulating leukocytes
reflects a multistep process that involves
rolling along the venular endothelium followed by integrin activation, firm adhesion
and finally migration, he said.
Pro-inflammatory mediators – cytokines
and chemokines – activate leukocyte integrins. Intestinal microvascular endothelial
cells from IBD patients have a profoundly
increased capacity to bind leukocytes. Anti-integrin therapy blocks this.
Prof Tilg talked about vedolizumab, and
the GEMINI I and II trials.
– No difference in efficacy and safety

Dr Ingrid Ordas was presented with the prestigious Rising Star award.
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with respect to age of patients was seen in
these trials. Clinically, I think this is very
interesting, he commented.
He also presented real-life data on 172
patients – 107 CD, 59 UC and 6 unclassified. 14 patients had an ostomy and 9 an
ileoanal pouch.
– Only 35 % of these patients fulfilled
eligibility for the GEMINI trials, and 70
% of them had 2 or more previous failures
with anti-TNF:s. 49 % of CD patients and
54 % of UC patients had clinical response
at week 14. The clinical remission was 24
% for CD and 29 % for UC. This is really
interesting clinical data, Prof Tilg said.
“A major step forward in the treatment of
IBD”
Prof Tilg described other approaches, and
started with etrolizumab, a humanized
monoclonal antibody that selectively binds
the β7 subunit of the heterodimeric integrins α4β7 and αEβ7.
– A randomized, controlled Phase II trial
in UC showed 20 % of patients in clinical
remission. Etrolizumab has now entered
Phase III.
In his summary, Prof Tilg pointed out
that treatments targeting α4β7-integrin are
highly effective in the therapy of IBD. They
also have an attractive safety profile.
– The role for concomitant immunosuppressive therapy is unclear; there is a trend
for monotherapy.
Several agents are currently tested in
clinical trials.
– Indeed, this is a major step forward in
the treatment of IBD, was Prof Tilg’s conclusion.
Predictors for colectomy
In a Symposium on the management of
acute severe colitis, Prof Geert D’Haens,
The Netherlands, talked about predicting
outcome in acute severe colitis.
– The rate for colectomy for UC is 12 %
after 10 years, he started by stating.
18 % of patients with UC have a severe
attack. Young age at diagnosis, extensive
disease and no appendectomy at childhood
are predictors of poor prognosis of UC at
diagnosis. CRP is the most useful biomarker to predict the disease course.
– In imaging, endoscopy is the most important tool. Normally, a sigmoidoscopy is
enough in severe UC – I do not recommend
a full colonoscopy, Prof D’Haens said.
No response to steroids is a predictor for
colectomy.
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– Low levels of infliximab in serum and
antibodies for infliximab, are also predictors for colectomy.
In acute severe UC, one has to search for
what caused the flare.
– Look for Clostridium difficile and cytomegalovirus. If you find virus, you have
to treat – and also treat the inflammation.
Prof D’Haens ended his lecture with
some take-home messages:
– There are no single and valid predictive parameters available. Current predictions of disease course are based on a
combination of markers – disease type and
extension, early response to treatment,
age, elevated CRP and calprotectin, and
imaging. Genetic testing and serological
markers are not ready for routine standard
of care yet.
Cyclosporine or infliximab in severe acute
colitis
Rescue therapy options in severe UC are
cyclosporine and infliximab, said Dr Ailsa
Hart, UK. She presented a list of rules of
engagement for cyclosporine.
– You can’t use it if you don’t know how.
Check magnesium and cholesterol. Use 2
mg/kg and wean steroids. Use with caution
in elderly and patients with hypertension,
and be consent with risks for neurotoxicity
and nephrotoxicity, Dr Hart underlined.
She added that one can’t use it if one
doesn’t have help – i.e. nursing and pharmacy support, and easy access to measuring drug levels. Dr Hart also stressed the
need for a planned exit strategy.
Being thiopurine-naive and starting a
thiopurine regimen after rescue therapy with cyclosporine reduces the risk of
colectomy.
– So patients with severe UC refractory
to adequate thiopurine therapy may be less
suitable candidates for cyclosporine rescue
therapy.
Dr Hart continued with infliximab. A
systematic review and meta-analysis of 34
studies shows that following infliximab approximately 50 % of patients avoid colectomy after 3 years.
The CYSIF trial showed no significant
difference in efficacy, colectomy rates or
adverse events between infliximab and cyclosporine in severe UC, Dr Hart said.
– Avoid cyclosporin in elderly, hypertensive patients. Also in patients with renal
failure, with low magnesium and cholesterol and in patients that are already on azathioprine. And avoid infliximab in elderly
IBD CONGRESS NEWS 3 · 2015

patients and in patients at risk for TB, demyelination and with severe heart failure,
was her advice.
Don’t wait
What if rescue therapy fails? Is there any
value of a “second” rescue therapy?
– No, then the patient has to go to surgery, was Dr Hart’s short answer.
In her summary she pointed out that
acute severe UC at initial presentation represents a particular challenge.
– Acute severe UC is associated with
mortality – so one has to ensure attention
to detail in management.
Infliximab and cyclosporin are both
good rescue therapies after steroids, and
surgery plays a key role.
– You have to optimize checklists and
pathways in your hospital. Timing is
everything – don’t wait until it’s too late,
was Dr Hart’s final message.
The surgeon needs to talk to the patient
early
The Symposium ended with a tandem talk
between Prof Simon Travis, who is a Gastroenterologist from UK and Prof André
d’Hoore, who is a Surgeon from Belgium.
Together they presented their views on
what to do with partial responders in acute
severe colitis.
Half of partial responders undergo a
colectomy within one year, and two thirds
have had a colectomy after 15 years, Prof
Travis started by pointing out.
– At day 3 of intravenous steroids for
a partial responder, discuss the medical
strategy and ask for the patient’s views.

Consider the pattern of the disease, and
request a consultant colorectal surgeon’s
opinion, he said.
Prof D’Hoore agreed, and emphasized
that the surgeon need to talk to the patient
early.
– There is a problem if the patient perceives that surgery is a “failure”. That
makes it hard for surgeons to explain the
benefit of an operation.
He also talked about the effect of delaying surgery.
– Today we operate on more sick patients. If you have an elective colectomy,
the outcome will be much better.
Prof Travis said that undetectable infliximab levels are associated with colectomy,
and that accelerated induction with infliximab may reduce early colectomy rate.
– I have a question for you, André:

André d’Hoore and Simon Travis
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high accuracy, between mild and severe
disease as well as the detection of enteric
complications such as stenosis, fistula and
abscess, she said.
However, there are several limitations
with diagnostic tools. Clinical indexes are
subjective and have poor correlation with
endoscopic lesions. Colonoscopy carries
the risk for perforation and exacerbation,
requires sedation or anesthesia, is incomplete and limited to the mucosa. Biomarkers also have poor correlation with endoscopic lesions.
– Therefore MRI has a key role in diagnosis and monitoring of CD, she continued.
Dr Ordas described the magnetic resonance index of activity (MaRIA) score for
accurate assessment of CD.
– A study published at DDW 2015 found
an almost perfect intra-rater reproducibility of centrally read MaRIA. So we can
conclude that it is a valid, responsive and
reliable index assessing response to therapy in patients with CD, she continued.

Should we worry about infliximab and
emergency colectomy?
Discussion shares the burden of decision-making
Prof D’Hoore answered that there is an
increased incidence of anastomotic leak
rate in ileo-anal pouch surgery for patients
treated with infliximab.
– So in an acute setting – don’t do an ileo-anal pouch!
He continued by presenting a survey in
which 50 % of patients that had surgery
stated that they wished they had it earlier.
Prof Travis summarized the medical approach to partial responders.
– Assess biological activity. Consider
context and consider reasons for partial response. It could be due to inadequate drug
– measure levels – or wrong drug. Discuss
options, with surgeon present, worry about
timing and potential complications. And
last – but not least – manage expectations
of the patient and the family.
Prof D’Hoore summarized the surgical
view on partial responders.
– Think ahead – recognize poor prognostic factors on admission and during
treatment. Consider dose escalation of
infliximab – vedolizumab if there is time
to bridge – and calling for help: Discussion
shares the burden of decision making. And
recognize that partial responders are likely
to need colectomy if not now, then in the
next 12 months!
Innovations in surgery
Surgery was also a topic in another Symposium. Dr Antonino Spinelli, Italy, talked
about what is new in IBD surgery.
– In surgery we are moving towards
minimal invasivity. In endoscopy we are
moving towards more complex procedures, he explained.
All surgeons aim to reduce the surgical
trauma. Dr Spinelli quoted an article from
2013 that stated that laparoscopy should be
considered as the standard of care for IBD
surgical management.
– Surgeons should shift the paradigm
and try to identify selection criteria for
open surgery, rather than trying to identify
good candidates for laparoscopy.
Minimal invasivity not only means
smaller scars – it also means minimizing
surgical trauma, he underlined.
Dr Spinelli described single port surgery
and trans-anal minimally invasive surgery.
– This is coming soon, and I think it will
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be the way for the future.
He continued with robotic colorectal
surgery.
– Until today it has not demonstrated
advantages in outcomes, and also has high
costs. But a new robotic platform is available today – with HD-3D camera, haptic
(interaction involving touch) feedback,
re-sterilizable instruments and an opensource system. The first IBD cases are
already performed with this platform, he
said.
– Innovation in surgery is not to pave the
way for something new, but for something
better, Dr Spinelli ended his lecture.
A key role for diagnosis and monitoring
of CD
On the last day of the Congress, a Symposium on complications of CD was held. In
this, a UEG Rising Star was awarded.
Young researchers are awarded Rising
Star status based on a track record of international-quality research and developing scientific independence. Candidates
are nominated by UEG:s member societies
and selected by the UEG Scientific and National Societies Committees.
In this Symposium, Dr Ingrid Ordas,
Spain, was awarded as a Rising Star. She
gave a lecture on MRI and assessment of
disease severity over time in CD.
– An ideal diagnostic technique in CD
should allow detection of disease activity,

Score for intestinal damage
Dr Ordas also described the Lémann index
for intestinal damage.
– It is the first tool to assess intestinal
damage in CD.
In this index, the entire GI tract is divided in upper GI tract, small bowel, colon
and anus. For each segment, severity of
damage is scored on an ordinal scale ranging from 0 to 3 for stricturing and penetrating lesions, and for surgical resections.
– The index increases over time with
disease progression, she explained.
Dr Ordas ended her lecture with some
take home messages.
– MRI is very important for the diagnostic workup in CD. It is essential for mapping of disease location and phenotype of
lesions.
MRI enables quantification of disease
activity and complications, and can be used
for measurement of therapeutic response.
– And it has an impact on clinical management, can guide surgical approach and
with MaRIA and Lémann score it can provide us with measurement of intestinal
damage, Dr Ordas summarized.
Then UEG Week 2015 came to an end.
Next year the Congress will be held in
Vienna, October 15 - 19.

Per Lundblad
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ABBVIE SATELLITE
SYMPOSIUM
UEG WEEK, BARCELONA

FROM COMPLEXITY TO CLINICAL
PRACTICE IN A CHANGING ENVIRONMENT
At a Satellite Symposium given at the UEG Week in Barcelona, biosimilars
were discussed. The Symposium was sponsored by AbbVie.

C

hair Prof Remo Panaccione, Canada,
started by describing the evolution
and importance of biologics.
– And the good news is that there
are more of those in the pipe-line. I believe
there will be 2 - 3 more biologics on the
market within a couple of years, he said.
A complex manufacturing process
Biologics are more complex than conventional medicines. They differ in size,
manufacturing complexity, and in the way
they interact with cells and other proteins
in the body.
Prof Geert D’Haens, The Netherlands,
talked about the advent of biosimilars. He
stressed that biosimilars are “similar”, but
not exactly the same, as the reference biologic product.
– Structure impacts function. The mode
of action of targeted biologic agents is not
fully understood, Prof D’Haens stated.
The production of biologics is complex,
he continued and described this process.
– Biologics may have significant batch
variations – and what is the implication
of structural variability as it relates to patient response? This has not been evaluated properly.
Prof D’Haens added that adalimumab
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has displayed consistency in structural attributes through time.
– More than 540 batches have been analyzed, proving statistical confidence in
consistency, he said.

“DRUG SAFETY AND EFFICACY
ARE DOMINANT CONCERNS FOR
PATIENTS LIVING WITH IBD”

Keeping the patient good on long-term
management
Prof Panaccione talked about treatment
goals in IBD.
– What we want is that these goals
should be sustained. Getting the patient
better is good – but keeping them good is
better, he said.
The ULTRA 3 study was on long-term
mucosal healing of ulcerative colitis (UC)
with adalimumab. Data shows that remission and mucosal healing rates were maintained with up to 4 years of adalimumab
therapy.

– Low colectomy and hospitalisation
rates and improvement of quality of life
were observed with long-term adalimumab treatment. No new safety risks were observed, Prof Panaccione continued.
Switching
Prof Brian Feagan, Canada, talked about
strategies and challenges in patient management.
– Drug safety and efficacy are dominant
concerns for patients living with IBD.
When surveyed, patients in stable remission who are tolerating therapy are intrinsically reluctant to switch – even to identical generic drugs, he said.
Patients treated with biologic therapy, who have an inadequate response or
an intolerable adverse event, should be
switched to a different biologic agent for
clinical reasons. For patients switched
between anti-TNF:s because of lack of efficacy or intolerance, several studies have
shown that switching is both safe and effective.
– We are getting better at how to do this
in a more structured way, he continued.
Switching of biologic agents for patients
with well-tolerated, adequate therapy is
considered a non-medical switch. The mo-
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tivation behind this is normally the potential for cost-savings, or patient preference.
Prof Feagan finished by stating that he
personally is not against biosimilars.
– But I think we need more data! Biosimilars are structurally different from
innovator molecules, and clinical immunogenicity is a key consideration. We need
to understand the therapeutic index and
cost-effectiveness of these agents, he said.
Interchangeability has been poorly studied.
– Multiple switches in adequately powered studies are required to scientifically
evaluate the clinical consequences of interchangeability. But who will perform this
critical research?
Per Lundblad
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SECURE STUDY

AMC, AMSTERDAM

CLINICAL RESEARCH ON BIOSIMILARS
IN THE NETHERLANDS
The SECURE study is a multicenter study in 10 Hospitals in the Netherlands. The aim of the study is to
investigate if infliximab serum concentrations of the biosimilar CT-P13 (Hospira and Remsima)
are the same as with original infliximab (Remicade). Infliximab trough levels are
measured in patients with IBD and RA.

T

he study started in early summer
2015, and inclusion will be finished
in December 2015. 160 patients with
IBD and RA are going to participate.
– We hope to publish the findings in early 2016, says PhD candidate Anne Strik,
who is the study co-ordinator for the IBD
section at AMC University Hospital in Amsterdam.

– It is important to underline that the
only evidence we have on CT-P13 are from
RA. The data are extrapolated to IBD, Dr
Strik continues.

Look for serum concentration
The principal investigator for SECURE is
Prof Geert D’Haens at the AMC.
The difference between this study and
the Norwegian study NOR-SWITCH is
that in NOR-SWITCH they are only looking at disease activity, says Dr Strik.
– We look at serum concentration so
there’s a difference in endpoints.
Contrary to NOR-SWITCH, the participants in SECURE are aware of being on
CT-P13.

Benefit for all patients in the long term
SECURE also has secondary endpoints:
Immunogenicity and disease activity.
Dr Strik explains that they take serum
samples and store them in the freezer.
Then they look at the patient’s disease
activity, which is measured with Harvey
Bradshaw index for ulcerative colitis (UC)
and simple clinical colitis activity index
(SSCAI) for Crohn’s disease (CD). For
patients with RA, disease activity score
(DAS) 28 is used.
– The trough and the antibodies are
measured with ELISA assays at Sanquin
Laboratories in Amsterdam. Dr Strik continues.
IBD Congress News asks Dr Strik what

Geert D’Haens

Anne Strik
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the benefit this ongoing study has for the
patient?
– Right now patients don’t have any personal benefit – apart from being in a clinical trial and therefore being closely monitored, Dr Strik answers.
– But for the future it is good for all patients if we can show that CT-P13 is safe
and non-inferior. Because if that is the
case, the costs for treatment will come
down.
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CONGRESSES 2016
UCLH IBD Postgraduate Course
January 25-27 2016
London UK
http://www.bsg.org.uk/images/stories/docs/event_docs/uclh_ibd_
postgrad15.pdf

British Society of Gastroenterology
Annual Meeting 2016
June 20-23
Liverpool UK
http://www.bsg2016.org.uk/

Canadian Digestive Diseases Week (CDDW 2016)
February 26-29
Montreal, Canada
www.cag-acg.org/

11th Scientific and Annual Meeting of the European
ociety of Coloproctology (ESCP)
September 28-30
Istanbul, Turkey
www.escp.eu.com

Falk Symposium 201: Gut-Liver interactions: From IBD to NASH
March 11-12 2016
Innsbruck Austria
http://www.falk-foundation-symposia.org/uploads/tx_tocfpshoperw/
FS201_Innsbruck_2016_Preliminary_Program_01.pdf

Australian Gastroenterology Week
10-13 October
Adelaide, South Australia
http://www.agw2016.org.au/

ECCO Congress
March 16-19 2016
Amsterdam, The Netherlands
https://www.ecco-ibd.eu/ecco16

UEG Week
October 15-19
Vienna Austria
https://www.ueg.eu/week/past-future/ueg-week-2016/

Great Debates and Updates in IBD
March 2016
San Francisco USA
http://www.imedex.com/ibd-debate-conference/

Asian Pacific Digestive Week (APDW) 2016
Nov 2-5
Kobe Japan
http://www.apdw2016.org

Falk Symposium 202: Evolving therapies
in clinical practice in IBD
April 29-30 2016
Prague Czech Republic
http://www.falk-foundation-symposia.org/uploads/tx_tocfpshoperw/
FS202_Prague_2016_Preliminary_Program_01.pdf

Japan Digestive Disease Week 2016
November 3-6
Kobe, Japan
http://www.jddw.jp/english/index.html

Digestive Disease Week
May 21-26 2016
San Diego, USA
www.ddw.org
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