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EDITORIAL

TOM ØRESLAND

UPCOMING CONGRESSES

A

utumn is coming up and the congresses are becoming more abundant.
This November we will have our first Nordic IBD congress which is to be
held in Stockholm November 10 -11th. A scientific committee of Nordic
gastroenterologist and a surgeon has put together a program that promises to be very good. Top notch doctors and scientists from our own countries,
the rest of Europe including Israel and even USA will be the core faculty. Posters
and poster presentations will supplement this.
Why having a Nordic IBD conference? There are several reasons for this:
The new rules enforced upon us prohibit pharmacological industry to sponsor
travelling, congress fees, hotels etc. Per se, in my opinion this is good (surgeons
have rarely been sponsored so we don’t notice much change) but it will imply
that congress participation might be much more scarce. Our employers do not
have the money and financing out of our own pocket is not what we are used to.
So having a low cost congress in short travel distance with a good program seems
a good idea. However a much stronger argument in my mind is that hitherto we
have only had national meetings and no meeting arena for Nordic doctors with
an IBD interest. We do not get to know each other at the big international meetings simply because we do not recognize our Nordic colleges in the vast ocean
of people from all over the world. We have similar structures and traditions in
all Nordic countries and being able to network at a meeting with less than 200
people will hopefully boost cooperation and research over the Nordic boundaries. I presume similar conditions prevail among other groups of countries, so
we might see more of these smaller regional meetings around the world.
What is the future of the very big international congresses? If the rules of
sponsorship as they now are in our countries will spread on a worldwide basis
which seems probable, what will happen then? We do see an increase in single
pharma company meetings outside hospitals and as long as they have an educational purpose they are still allowed. These meetings tend to be local and
sort of “narrow” and perhaps not that interesting. The big meetings will probably still be there but maybe shrink a bit. They will be justified in that they are
the arena for worldwide communication of advances in science and treatment.
These meetings have in many instances been big money machines. In the best
of worlds these money have been reinvested by the organizers for good purposes, however that has not always been the rule. Will we see new regulatory
interventions for the big congresses? Another aspect
talking against this is the fact that big congresses and
meetings are extremely valuable also for the cities in
which they are held, boosting the economy of hotel
restaurants and shops. So science and capitalism is
as always closely intermingled and the alternatives
are not better.
The solution for those of you who cannot travel as
often as you wish is simple – the IBD Congress News.
In the last issue of IBD Congress News, a mistake
in the layout resulted in headlines and images from
the Satellite Symposias at ECCO being mixed up. We
deeply apologize for this, and you will find the correct
TOM ØRESLAND
versions re-printed in this issue.
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IBD AT THE DDW
Digestive Disease Week (DDW) announces itself as the world’s largest Meeting of physicians and researchers in the fields of gastroenterology, hepatology, endoscopy and gastrointestinal surgery. In 2016
the Congress was held in San Diego, California, USA. As always, IBD was one of the topics on its agenda.

P

nostic tools are needed to discriminate between different types of IBD – in order for
us to change our treatments and make different decisions that will affect outcomes,
Prof Rubin continued.

Wide heterogeneity
Prof Rubin continued by stating that one of
the most important quality measures identified in diagnosing IBD, is that at the time
of diagnosis to have patient’s type, anatomic location and the activity of disease
documented.
– Recognizing that is very obvious to all
clinicians. It is also very important to break
this down to what we mean by that: What
inflammatory bowel diseases are we actually talking about? From a drug approval
point of view, we have ulcerative colitis
(UC) and Crohn’s disease (CD). But everyone that has taken care of these diseases
recognizes the wide heterogeneity that
makes the question much more complex
than that.
Some of the available markers and diag-

A “one size fits all” approach
The five phases of chronic disease management are:
Cessation – pre-treatment assessment –
initial induction treatment – management
– monitoring and re-establishing control.
– Maybe the latter is not as much emphasized in IBD. But the tendency in any
chronic condition is to drift away from the
centre. So the development of monitoring
tools – to predict when this is occurring –
and proactively adjust therapy to regain
control is really important. It is something
we in our field haven’t done enough, Prof
Rubin underlined.
There are limitations to existing therapies in IBD. The first is that we are still using a “one size fits all” approach. We are
also stuck in the general concept of having
to fail one therapy before one can move to

rof David Rubin talked about diagnostics in IBD.
– We’re really in a transformative
phase in the world of medicine, and
this goes for IBD as well, he initially pointed out.
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another therapy.
– This is really contradictive to our general principle of trying to prevent harm.
Based on how we do things, we wait for
people to have harm before we do something else!
Also, unfortunately, we have large primary non-response rates and large secondary loss of response rates. To add to this,
patients (and physicians) are sometimes
non-adherent.
– There is no feedback to patients who
are in stable remission – this is needed for
them to understand, fully, why they are on
maintenance therapy, Prof Rubin said.
CRP more associated with outcomes in CD
He continued to present an overview of
biomarkers for IBD and divided these in
categories he called “The Good, the Bad
and the Wishful Thinking”.
– I saw a patient of mine, and asked him
how he was feeling. “I’m feeling fine”, he
answered. His wife, who was present, said
“No, he is not”. His colonoscopy revealed
severe colitis. Personally, I think spouses

IBD CONGRESS NEWS 2 · 2016

IBD AT THE DDW
SAN DIEGO, USA
are very sensitive biomarkers, Prof Rubin
told the audience.
Apart from findings at the clinical presentation (extra-intestinal manifestations,
nutrition parameters etc) and inflammatory markers in serum that can be useful,
but less specific, markers in stool are more
useful.
Many patients have normal CRP at diagnosis, making it a poor tool for differentiating between IBD and functional disorders. Furthermore, there is no association
between CRP at diagnosis and relapse at 1
and 5 years.
– But CRP is used, and it can be helpful.
It correlates more with disease extent in
UC, than in CD. However, it has been more
associated with outcomes in CD than in
UC.
Prof Rubin presented a study on 178 CD
patients in clinical remission, but that at
the same time had elevated CRP. The outcome showed that these patients were 6
times more likely to be hospitalized – usually for a bowel obstruction – than those that
did not have an elevated CRP.
– The message here is that regardless of
clinical symptoms, using this biomarker
can predict outcome and should prompt
clinicians to do something different with
their management.
Stress does not necessary make inflammation worse
Faecal calprotectin correlates best with
endoscopic activity in UC, and less in CD.
It is also useful in distinguishing degree of
inflammation in UC.
– In CD, the group from Australia who
did the POCER trial of post-op CD, demonstrated for us that if faecal calprotectin
were more than 100 microgram/g, you’re
likely to have endoscopic recurrence. This
could be used as a triage to whether you
should do an endoscopic assessment in CD.
Prof Rubin also presented a study on
withdrawal of infliximab in CD patients
in steady remission. They found that CRP
of 6,1 mg/L and calprotectin of 305 microgram/g were the best values for prediction
of relapse.
– It was elevated months before the actual relapse. This could be an important
fact in a de-escalation strategy, or just for
monitoring patients.
Another study had found that high perceived stress levels were not associated
with elevated faecal calprotectin.
– When patients feel stress, and get more
IBD CONGRESS NEWS 2 · 2016

GI-symptoms, the inflammation is not necessary worse. This is important!
Urinal markers of inflammation
He ended his talk by showing a glimpse of
the future of markers.
– What we desperately need is a longitudinal index of severity. For most parts, our
decisions on treatment is based on how
patients feel now. What we’ve been missing is a marker for prognosis – a better
way to study disease activity over time.
This is provided by the Lémann Index of
severity. In this, damage is evaluated at
upper GI, small bowel, colon/rectum and
anus.
There are also urinal markers of inflammation. Isoprostaglandin F2 alpha type
III is higher in patients with CD, predictive of clinical relapse and correlates significantly with CRP. Urinary neopterin for
CD has 73 % sensitivity and 82 % specificity in determining active disease. Patients
with inactive disease show similar level to
healthy patients, but mild to severe active
CD patients demonstrates higher levels
than controls. But there remains work to
be done before it could be used as a diagnostic tool.

relates with UC disease activity, and pentane correlates with IBD disease activity. I
think there is lots of room for work in this
area.
In his summary, Prof Rubin said that
diagnostics in IBD includes disease type,
prognosis and longitudinal methods assess
disease activity.
– Valid biomarkers and a treat-to-target
approach will revolutionize the management of IBD, was his final message.
Prognostic factors for surgery and hospitalisation
Prognosis in IBD was the topic of another
session.
Prof Laurent Peyrin-Biroulet presented
a Cochrane Review on prognostic factors
in CD. This was based on 57 reports of 13

Will revolutionize the management of IBD
Volatile organic compounds in breath are a
highly interesting possibility.
– What if our patients could just breathe
into a breathalyzer, attached to their
smartphone and know if they are starting
to have a relapse? Ethane significantly cor-

The USS Midway was America’s longest-serving aircraft carrier of the 20th century. It is now a museum
in San Diego, with an annual vitation of over 1 million visitors.
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population-based cohort studies.
The outcomes he focused on were surgery, hospitalisation and mortality. Surgery
was defined as any abdominal surgery for
CD, except perianal surgery and endoscopic dilation.
For surgery, male gender, current smoking, early need of corticosteroids and disease location – especially ileal and/or
ileocolonic disease and perianal disease
– were identified as factors for a bad outcome. So were also bowel damage – stricture or fistula, age at diagnosis and the absence of endoscopic healing.
– If we look at risk of hospitalisation,
also being a current smoker, disease location – ileal, upper GI tract and perianal
disease – were identified as bad prognostic
factors.
Heterogeneity between studies
When presenting data on mortality, Prof
Peyrin-Biroulet underlined that this is
more difficult.
– There are more conflicting data on
these patients. For this you need large
studies with long-term follow up. What
was interesting to find is that even though
young age at diagnosis is associated with
more aggressive disease, higher age at
diagnosis – i.e. more than 40 years – was
found to be associated with a higher risk
of mortality.
He ended his talk by underlining that
there is heterogeneity between studies –
regarding data collection, follow-up etc,
so this has to be taken into consideration.
– We would need a very, very large study
with prospective follow-up in these patients, but I think this is not longer possible
in the biologics era, Prof Peyrin-Biroulet
said.
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IBD patients more often seek emergency
care
Dr Zoann Nugent presented a populationbased study on emergency department use
by persons with IBD.
– There is a limited amount of data on
the magnitude and predictors of increased
use of emergency rooms by patients with
IBD, she pointed out.
Identifying predictors of this use could
help develop alternative strategies for such
encounters, Dr Nugent added.
The objects of the investigation were
to determine usage of emergency departments (EDs) by IBD subjects, to identify
excess use, examine frequency of hospital
admission associated with ED visits and to
look at some predictors of ED use in IBD.
The data were drawn from the University of Manitoba IBD epidemiology database.
Each patient found was matched with up
to 10 controls on age, sex and geographic
area of residencies.

“PEOPLE WITH IBD TURNED UP
AT THE EMERGENCY ROOM MORE
FREQUENTLY THAN CONTROLS”
– Not surprisingly, we found that people
with IBD turned up at the emergency room
more frequently than controls. The incident cases, diagnosed during the course of
the study, turned up more frequently than
prevalent cases.
Expensive and time-consuming
Patients with IBD also spend longer time
in ED, and are more likely to be admitted
following a visit.
– All of the above effects are more
marked for patients in the process of IBD
diagnosis, or in early treatment.
Patients using narcotics are more likely
to attend the ED, and to be admitted.
– Patients using anti-TNF turn up more
than you would expect – i.e. as much as
the others. However, they are less likely to
be admitted. This may be due to a lower
threshold to attend the ED for lesser complaints. They could have been told they
could get health problems, due to their
drug use.
Dr Nugent ended her lecture by stating
that more work is required to assess the

appropriateness of ED visits among IBD
patients.
– Also to determine ways this can be limited, since ED care is very expensive and
time consuming – both for the healthcare
team and the patient.
Ethnicity is a social construct
IBD has become a global disease. While
the incidence and prevalence of IBD has
remained highest in North America and
Europe, we see an increasing prevalence in
other countries such as in Asia. This was
not seen a couple of decades ago.
These facts were pointed out by Dr Geoffrey Nguyen, who gave a talk on regional
variations and disease characteristics of
adult IBD patients.
– These variations may be explained by
variations in environmental factors and
susceptibility amongst ethnic groups. But
the relationship between ethnicity and geographic variations is actually quite complex, he continued.
Ethnic groups may be influenced by geographic borders, and migration and globalization have altered this relationship.
Ethnicity in itself is a complicated term –
the definition is “cultural and sometimes
physical characteristics used to classify
people into groups or categories considered to be significantly different from others”.
– It’s predominantly a social construct,
not a biological one. IBD studies looking
at ethnicity often combine distinct ethnic
groups into larger, more manageable, categories. There is a significant heterogeneity
between these studies, which makes the
results sometimes conflicting, Dr Nguyen
established.
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Differences between ethnic groups
In North America, most studies of ethnic
variations in IBD disease presentation
have focused on 4 groups: Non-Hispanic
whites, African Americans, Hispanics and
Asians. They do not account for heterogeneity within ethnic or racial groups.
Dr Nguyen presented one of the first
studies on ethnic variation – it was on CD
prevalence in Southern California 1984 –
1988. The study found that the prevalence
of CD was highest in whites – 43,6 per
100.000 inhabitants. For African Americans this figure was 29,8 and for Hispanics
4,1 and Asians 5,6.
A decade later a national survey on
self-reported IBD (including UC) confirmed these findings – IBD prevalence
and incidence was most common in
non-Hispanic whites. By using data from
NIDDK IBD genetics consortium to investigate ethnicity and phenotype for CD, Dr
Nguyen showed that the prevalence for upper GI CD was higher for African Americans, compared to non-Hispanic whites
and Hispanics.
– We also saw a lower prevalence of ileal
involvement for African Americans, compared to the other ethnic groups. The prevalence for perianal disease was highest for
Hispanics from Puerto Rico.
Looking at UC phenotype, extensive
disease was also highest in Hispanics from
Puerto Rico.
More colonic disease in Asians
In United Kingdom, studies of ethnic
groups have focused on South Asians located in the UK, comparing them to European whites.
– In this population we have seen a rising incidence of IBD, particularly in UC.
There seems to be a consistent pattern of
higher prevalence of UC in South Asians
compared with European whites, Dr
Nguyen continued.
We also know there has been a rising
incidence of IBD in Asia. The Asia-Pacific
Crohn’s and Colitis Epidemiology Study
(ACCESS) includes 8 regions/countries,
and has Australia as a comparator group. It
is a prospective cohort study with at least 6
months follow-up 2011 - 2013. They found
no difference in disease phenotype for CD
or UC between Southeast Asians and Australians.
– Southeast Asian had however a faster
progression to stricturing and penetrating
disease over time. But the Australians did
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catch up after 20 months. In UC, the extension of disease was higher in Asians. Interestingly this did not translate into any
increase in surgery.
In his summary, Dr Nguyen said that
there is a trend toward more colonic disease in Asians. This is not consistent
across all studies, and he once again underlined that ethnic groups are very heterogeneous.
– And one has to take into account that
disease presentations and outcomes may
be influenced by healthcare access and
delivery!
Increased rate of suicides
Depressive symptoms are common in patients with IBD – 20 to 40 %, according to
studies. A study from 2016 showed that
IBD patients with depression are less likely to adhere to medical plans.
This was underlined by Dr Eva Szigethy.
She also said that 0,5 % of all IBD patients
are suicidal – and that 29 % of depressed
IBD patients are suicidal.
– Suicidal severity is associated with depression severity, but not with inflammatory
biomarkers, she continued.
One study, from the Danish national registry of 27.053 completed suicides, found an
increased rate of suicide in both CD and
UC compared to matched controls.
She presented a study that – after
screening all patients with a depression
screen, including suicidality during GI
clinic – aimed to evaluate the adherence
of suicidal patients to two different models of behavioural care offered at a ter-

tiary medical centre. These two models
were: Referral to outpatient behaviour
health clinic (BHC) across the street from
their GI care – or behavioural care integrated into the GI clinic in an IBD subspecialty medical home (SMH).
In BHC – i.e. standard care – behavioural services are offered by psychiatrist and
psychologist. The referral is GI-driven.
In SMH, behavioural health is provided
by psychiatrist and social worker, and is integrated with medical care during GI visit.
It is a team-based, coordinated care with
telehealth modalities to enhance access
and communication.
Collaborative care can improve outcomes
– Most cases of depression can be treated
successfully with psychosocial interventions, such as cognitive behavioural thera-
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py and mindfulness techniques. Suicidal ideation and behaviour is treatable if
detected as part of suicidal screening, Dr
Szigethy stated.
She also added that, although no random trials exist in IBD patients, serotonoin
re-uptake inhibitors (SSRIs), tricyclic antidepressants (TCA) and serotonin-noradrenergic reuptake inhibitors (SNRIs) have
the most support for reducing depression.
For the screening in the study, the patient health questionnaire (PHQ-9) was
used. 2335 consecutive IBD patients were
screened over an 18 month period.
The results she presented saw a significant reduction in suicidal ideation for both
BHC and SMH over 2 - 6 months. There
was a significant clinical and statistical
reduction in depression in IBD SMH patients, and a significant statistical reduction in depression in the only 11 % of patients that continued behavioural care at
BHC.
– So my conclusions are that screening
in GI clinic is feasible and uncovers depression and suicidal ideation. Depression
and suicidality are treatable conditions!
Another conclusion was that there is
poor adherence to the conventional behavioural care model – even when suicidal
IBD patients are identified.
– Collaborative care – with integration of behavioural health – at point of
GI care, and access to telepsychiatry, can
improve adherence and outcomes, was Dr
Szigethy’s final conclusion.
The effects of anti-TNF on EIMs
IBD is not limited to the gastrointestinal
tract. Many patients develop extra-intestinal manifestations, (EIMs) which considerably affect both mortality and morbidity.
Prevalence of EIMs range from 6 to 47 %.
This was pointed out by Dr Thomas
Greuter, who presented data on anti-TNF
treatment for EIMs of IBD in the Swiss
IBD Cohort study.
– Little is know about the efficacy of anti-TNF treatment in EIM, although there
are some data for infliximab and adalimumab, Dr Greuter said.
The Swiss IBD Cohort is a nation-wide
cohort study, which started enrolment in
2006. The aim for the study he presented
was to assess the effect of three anti-TNF
agents – infliximab, adalimumab and certrolizumab pegol – on the evolution of
EIMs in the cohort. (Certolizumab pegol
is not approved for IBD in the EU, but it is
8

in Switzerland). The EIMs analysed in the
study were: Peripheral arthritis, axial arthropathy/ankylosing spondylitis, uveitis,
pyoderma gangrenosum, ertythema nodosum, aphtous stomatitis, psoriasis and primary sclerosing cholangitis. All were diagnosed by clinical experts.
– The course of EIMs under anti-TNF
treatment was classified into three categories: Clinical improvement, stable disease
unaffected by anti-TNF and clinical worsening.

“SCREENING IN GI CLINIC IS FEASIBLE AND UNCOVERS DEPRESSION AND SUICIDAL IDEATION”
Dr Greuter told the audience that of
1.249 IBD patients investigated, 366 (29,
3%) had at least 1 EIM.
– More than half of patients with EIMs
were treated with anti-TNFs, and in more
than 40 % anti-TNFs were started for the
purpose of treating EIM.
He reported that response rates to anti-TNFs were generally good – with overall improvement in more than 50 % of patients.
– We saw the best rates for psoriasis,
aphtous stomatitis, uveitis and peripheral
arthritis. EIM as a side effect of treatment,
was rarely encountered, he summarised.

Lactose associated with symptoms and
inflammation
Registred dietitian Kathy Vagianos said
in her lecture that lactose intolerance is
common, and this is increased in CD. Lactose ingestion has been associated with
GI symptoms, but lactose has not been
thought to trigger inflammation.
– Lactose foods are a category of FODMAPs (Fermentable Oligo- and Monosaccharides and Polyols), which are getting a
lot of attention in the literature at present,
RD Vagianos continued.
FODMAPs are poorly absorbed carbohydrates; small and osmotically active, and
rapidly fermented by bacteria, she explained.
Consumption of FODMAP foods is
linked to GI symptoms, however information on FODMAP intake and IBD is limited. The association of FODMAP intake
and gut inflammation is unknown.
The study RD Vagianos presented aimed
to investigate the association between
FODMAP consumption, IBD related
symptoms and intestinal inflammation.
– We found that foods high in lactose
are associated with both symptoms and
inflammation in UC – and with active inflammation in CD. But whether or not
lactose ingestion triggers inflammation in
IBD, can not be answered from our work.
She finished by stating that as the next
step they hoped to perform a longitudinal,
prospective study to determine if lactose
ingestion in fact triggers inflammation –
and if restriction in lactose can alter inflammation in IBD.

The San Diego Convention Center offers 57 200 square meters of exhibit space, and has a capacity
of 125 000 attendees.

IBD CONGRESS NEWS 2 · 2016

IBD AT THE DDW
SAN DIEGO, USA

Consider therapeutic drug monitoring in
second trimester
The effect of pregnancy on the pharmacokinetics of infliximab and adalimumab
in IBD women was the title of a study presented by Prof Cynthia Seow.
– Active IBD during pregnancy is associated with adverse events. Optimal management of IBD before and during pregnancy
is essential to being able to achieve favourable maternal and neonatal outcomes, she
initially said.
The study had found that maternal infliximab concentrations increase during
pregnancy, but adalimumab concentrations remain stable. Albumin, BMI and
CRP were not shown to have a significant
effect on anti-TNF levels in pregnancy.
– The implications of this is that therapeutic drug monitoring may be considered
for pregnant women receiving infliximab
in the second trimester – to guide the use
of third trimester dosing, Prof Seow said.
Fetal anti-TNF exposure has implications for current live vaccination recommendations in infants.
She finished by underlining that the long
term consequences of fetal anti-TNF exposure remains unknown.
IBD patients’ knowledge of biologics examined via social media
– We know that decisions on biologic therapies in IBD are very difficult. While we
realise the benefits of their effectiveness,
there are many associated downsides as
well, said Dr Francis Dailey.
He presented a large-scale analysis on
IBD CONGRESS NEWS 2 · 2016

patient understanding of the risks and
benefits of biologic therapies in IBD. For
this, social media platforms had been used.
– Social media posts can provide unfiltered conversations, free-flowing and open
information regarding patient’s knowledge, attitudes and beliefs. This provides
researchers with a wide sampling pattern.
The aim was to use social media to examine IBD patients’ understanding of the
risks and benefits associated with biologic
therapies, and how this may affect decision-making in IBD treatment.
24.988 posts were retrieved from a keyword search. 8.453 of these discussed biologics, and 452 of these discussed risks and
benefits, Dr Dailey explained.
– While 452 may not seem large, compared to the original number of posts, it
is still highly significant because it can be
considered as the largest focus group ever
conducted on this topic!
These posts were divided in 5 main
themes. 55 % had negative experiences
with biologics, 37 % concerned decisions
regarding treatment, also 37 % had positive
experiences with biologics, 28 % were categorised as online information seeking and
8 % was on the topic of cost.
– That is greater than 100 %, which is
due to the fact that posts were not mutually exclusive – they could consist of more
than one theme.
A promising epidemiological data source
For the negative experiences (the largest
group), concern about potential side effects was the most common topic, followed by pregnancy safety concerns and
increased cancer risk concerns.
In the next group – decisions regarding
treatment – subjects most often discussed
non-biological treatment options, followed
by hesitation to initiate biologic therapy or
changing/discontinue biologic treatment.
– For those with positive experiences,
the most common view expressed was on
symptom improvement from biologics. A
smaller number described that biologics
had caused their IBD to be in remission.
The online information seekers wanted
mostly information about biologics, and a
slightly smaller number looked for information about other IBD-related issues.
The smallest group, on costs, did not
have any subgroups. They were all voicing
how expensive the drugs are, and problems
with their health insurance for reimbursement.
9
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In his conclusions, Dr Dailey draw attention to the fact that social media has been
shown to be a promising epidemiological
data source.
– The growing number of users worldwide means that social media will continue
to be a viable tool for years to come.
Many issues surround the choice of biologics in IBD. With the growing number
of available biologics, further research is
indicated to better understand how patients navigate in the biologic risk/benefit
profile.
– Finally, we know from our daily practice – and from discussions on social media
– there is a need for a decision tool to assist
IBD patients and their providers. Hopefully, insights from this study will help us to
address patient’s concerns when choosing
among the various biologics. The ultimate
goal is to optimise shared decision-making,
so we can incorporate patients’ thoughts
and preferences – while selecting the best
possible treatment for them, Dr Dailey
ended his lecture.
No reduction in colorectal cancer mortality
The magnitude of increased risk for
colorectal cancer (CRC) in IBD varies
among studies. In Denmark, no overall increased risk is seen in recent era – but in
Northern California a stable 60 % higher
incidence of CRC for IBD patients, compared with the general population, is reported.
Dr Harminder Singh presented a study
with the objective to estimate relative
risks of IBD associated CRC diagnosis and
mortality by era of follow-up in a population-based cohort in Manitoba, Canada.
For this, the study authors had used the
University of Manitoba’s IBD epidemiology database matched with up to 10 controls on age, sex and geographic area of residence.
– We used competing-risk proportional
hazard models to compare CRC incidence
and mortality among those with and without IBD over 25 years (1987 - 2012), Dr
Singh said.
Of 9.095 individuals with IBD, 175 (1,9
%) were diagnosed with CRC. Of 86.948
individuals without IBD, 886 (1,0%) were
diagnosed with CRC.
The mortality is not reduced over 25
years.
– Our findings are that the magnitude
of increased CRC risk among those with
10

IBD is smaller than reported in the earlier
studies. However, there is no reduction in
the magnitude of increased CRC mortality
among those with IBD in North America,
Dr Sing reported.
Hence, surveillance for CRC should continue to be performed for persons with colonic IBD, was his final message.
Surgery for UC has very low mortality
Dr Joseph D. Feuerstein presented a
study on mortality following elective and
non-elective surgery for UC.
– The incidence for UC is rising, and
approximately 20 - 30 % of patients may
necessitate surgical management for their
disease. Surgery may be performed – electively or urgently – for medically refractory disease, toxic megacolon, perforation,
uncontrolled haemorrhage or dysplasia.
The primary outcome of the study Dr
Feuerstein presented was overall mortality following elective and non-elective
surgery for UC at a tertiary care referral
centre. The secondary outcome was complications following surgery at the same
centre.
– We found that surgery for UC is associated with a very low mortality – for both
elective and non-elective surgery. Also that
nearly 50 % of patients will develop a complication post-operatively, he said.
However, 70 % of these complications
are more mild, on a Clavien-Dindo (a classification of surgical complications) grade
1 or 2.
– Approximately 25 % of patients will
be readmitted following surgery, and gastrointestinal related issues were the most

common complication that we saw after
surgery.
Further studies are needed to determine
the optimal time for when surgery should
be performed in patients with UC, was Dr
Feuerstein’s last conclusion.
No change for surgery in paediatric CD
Dr Kerur Basavaraj presented a study on
surgery in paediatric CD.
– We know from randomised controlled
trials in adults that biologics decrease risk
of surgery for CD at one year, compared to
placebo. What is not clear is if biologics alter natural history of disease, the long term
risk of surgery, or if early use of biologics
delay the surgery, he said.
The authors had used data from the Paediatric IBD collaborative research group
registry that came from a prospective, inception cohort of children under 16 years
of age from 31 North American centres.
The primary outcome was first bowel surgery, and data were collected from 2002 to
2014.
One of the findings was that there was
no change in risk of surgery 2002 - 2008,
versus 2009 - 2014.
– The risk of bowel surgery is 4 % at 1
year, 13 % at 5 years and 26 % at 10 years,
Dr Basavaraj said.
The best predictor of surgery was disease behaviour at diagnosis. Stricturing
and penetrating disease carried the highest
risk, followed by penetrating disease only,
and then stricturing disease. Inflammatory
disease had the lowest risk for surgery over
a 10 year period.
– We also found that early use of biolog-
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and 2. The efficacy endpoints were remission at week 8 (primary efficacy endpoint)
and mucosal healing at week 8 (key secondary endpoint). Partial Mayo score over
time was also studied.
– The safety endpoints were adverse
events, clinical laboratory parameters and
safety endpoints of special interest, Prof
Sandborn said.
The participating patients were well balanced over age and geographic region and
had an average of 8 years disease duration.
– Tofacitinib demonstrated significantly greater efficacy versus placebo as induction therapy for patients with UC in
two replicate studies. The results across
the two trials were homogenous, was Prof
Sandborn’s first conclusion.
The observed treatment effects were
similar between anti-TNF experienced
patients and anti-TNF naïve patients.
– Improvements in partial Mayo score
as early as week 2 supported early onset
of treatment effect. No new or unexpected
safety signals were observed, Prof Sandborn summarised.

ics appear to change the progress of disease behaviour, Dr Basavaraj said at the
end of his lecture.
Two trials on UC
Tofacitinib is an oral, small molecule Janus
kinease (JAK) inhibitor that is being investigated for UC. It inhibits the JAKSTAT pathway. (a signalling pathway that
transmits information from extracellular
chemical signals to the nucleus resulting
in DNA transcription and expression of
genes), preventing gene transcription and
cytokine production.
Prof William Sandborn presented results
from two Phase-III randomised trials that
had investigated the efficacy and safety of
tofacitinib in patients with moderately to
severe UC – called OCTAVE induction 1
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Ustekinumab for maintenance in CD
Prof Sandborn also presented results from
IM-UNITI, a Phase-III study on ustekinumab maintenance therapy in moderate
to severe CD.
Ustekinumab is a fully human IgG1k
monoclonal antibody binding the p40
subunit of interleukins 12 and 23 – the key
cytokines in the pathogenic immune cascade of CD. It is approved for moderate to
severe psoriasis and psoriatic arthritis. Induction efficacy has recently been demonstrated in a broad CD population in the
studies UNITI-1 and UNITI-2.
The primary endpoint in IM-UNITI
was clinical remission at week 44, major
secondary endpoints included clinical response at week 44.
Patients – who had initially responded
to induction therapy – were randomised
to either placebo, 90 mg ustekinumab subcutaneously every 8th week or every 12th
week.
The results for primary endpoint at
week 44 showed a significant difference
for both the 8-week arm (12,9 % in remission) and the 12-week arm (17,2 % in remission) over placebo. Major second endpoint
(clinical response at week 44) had 13,8 % in
the 8-week arm and 15,1 % in the 12-week
arm – also a significant difference versus
placebo.

– There were no deaths, a remarkable
finding in a clinical programme with more
than a thousand patients in it. There were
no serious opportunistic infections.
Overall, IM-UNITI maintenance study
achieved statistical significance for both
regimens for primary and secondary endpoints. Q8w dosing demonstrated efficacy
more dependably than q12w dosing across
the range of endpoints.
– Maintenance efficacy was confirmed
by reduced inflammatory markers and
Quality of Life measures.
No notable new safety issues were identified, in either induction or in maintenance.
– The safety findings were generally
consistent with established psoriasis and
psoriatic arthritis ustekinumab safety profile, Prof Sandborn summarised.
Trial on dose increase based on drug levels
versus symptoms only
TAILORIX is a prospective, randomised
multicentre study on drug-level based
dosing versus symptom-based dose adaptations for infliximab in CD. It was presented in San Diego by Prof Geert D’Haens.
– We know that retrospective studies
and case series have suggested a correlation between serum concentrations of anti-TNF drug and drug efficacy in IBD. But
so far there have not been any prospectively controlled trials, documenting this phenomenon, Prof D’Haens explained.
Therefore the study objective for TAILORIX was to investigate whether CD
patients treated with a combination treatment of infliximab plus immunomodulators attain higher rates of steroid-free
remission and mucosal healing with “tailored dosing” of infliximab based on drug
concentrations at trough (= just before you
are given the next infusion of infliximab).
It is a proof of concept, exploratory
study on CD patients treated with combination treatment for one year.
– We explored the benefit of dose increase guided by symptoms and serum
concentrations at trough. Then we compared that to usual care, i.e. based on symptoms only.
The 40 patients in usual care jumped
from 5 mg/kg to 10 mg/kg if the following criterium was met: CD Activity Index
(CDAI) more than 220 at current visit or
CDAI between 150 and 220 at the two
previous consecutive weeks. This dose increase was then maintained for all follow11
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ing infusions. The primary endpoint was
steroid-free remission at all visits between
week 22 and 54, with a CDAI less than 150
and absence of ulcers at week 52 - 54 and
no surgery during the study.
After presenting the results, Prof
D’Haens concluded that in this exploratory trial, dose increase of infliximab based
on symptoms and serum concentrations at
trough was not superior to dose increase
based on symptoms alone.
– We also found that dose increase by 2,5
mg/kg was equally effective as 5 mg/kg.
And the overall outcome of combination
treatment correlated with previous prospective trials, he ended his presentation.
Biologics are not the answer for all
What are the current treatment options in
CD?
– For anti-TNF agents, the outcome is
56 % in steroid-free remission, and 43 %
achieve mucosal healing. Approximately
one quarter of patients have no response
to anti-TNF, and we know that one third of
those that do respond, lose response over
time, Dr James Lindsay said.
The other biologic that is presently
available is vedolizumab, and he pointed
out that data previously presented at this
DDW suggested that approximately one
third of patients, previously exposed to an
anti-TNF will be in remission on vedolizumab after a maintenance period.
– So our patients that are treatment refractory face a choice – to go to surgery,
which they are often reluctant to, or to wait
for a new biologic, Dr Lindsay continued.
An effective, but dangerous, treatment
He was presenting data from a pooled
analysis from the ASTIC trial, which was
on autologous haemapoietic stem cell
transplant (HSCT).
The trial had 76 serious adverse events
in 19 patients undergoing HSCT, and one
patient died. This was compared to 38 serious adverse events in 15 control patients.
The pooled analysis that Dr Lindsay presented in San Diego is the largest series of
patients with refractory CD undergoing
HSCT.
– These are robust data, collected in a
clinical trial with a blinded adjudication
panel.
There is evidence of a clinically relevant
patient benefit, with significant, prompt
and sustained reduction in clinical disease
activity and increase of Quality of life.
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– We saw a marked improvement in endoscopic disease activity, but no difference
for patients with perianal disease. It also
appears that patients undergoing HSCT
regain responsiveness to anti-TNF therapy, he reported.
Patients with short disease duration,
high Simple Endoscopic Score for Crohn’s
Disease (SES-CD) and low CDAI seem to
have a better outcome.
– There is however a high burden of serious adverse events (SAEs), that limits
current use of HSCT. Patients with perianal disease and smokers experience more
SAEs. It appears that high dose mobilisa-

tion immediately prior to conditioning also
is a factor.
Dr Lindsay concluded his talk by telling
the audience that they now have designed
a follow-on trial incorporating cyclophosmamid free mobilisation and low intensity
conditioning to enhance safety.
– That would be “ASTIC-lite”, he ended.
And by that, we also end our report
from DDW in San Diego 2016. Next year
the Congress will be held in Chicago, from
6th of May to the 9th.

Per Lundblad
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EVOLVING THERAPIES
IN CLINICAL PRACTICE IN IBD
Falk Symposium 202 took place in Prague, the capital of the Czech Republic, in April 29-30.
The Congress focused on several aspects of current IBD management: Introduction of new,
pathophysiology-based therapies, discussion on unmet needs and improvements in
currently used therapeutic modalities were among the topics in the program.

O

n the behalf of the scientific organisers, all delegates were greeted welcome by Prof Eduard F. Stange who
told them that a very interesting
programme was on the agenda.
Prediction that became true
He also thanked Falk Foundation for supporting the Meeting, and underlined that
Falk does not interfere with the scientific
content at all.
Prof Milan Lukas, Czech Republic, –
who together with Prof Stange, Germany,
Prof Wolfgang Kruis, Germany, and Dr
Martin Bortlik, Czech Republic, was in
the Scientific Organisation – described the
progress in our understanding of IBD that
have taken place since the last Falk Symposium in Prague in the year 2003.
Prof Lukas talked about the development
in biologic therapy and in surgery that has
taken place since then. He quoted a statement from the Meeting in 2003: “The num-
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ber of patients who have undergone laparoscopic surgery for CD is small, it is likely
that this number will increase considerably in the next few years in IBD”.
– That was correct! There has been a
tremendous development of mini-invasive
surgery in the last 10 years in IBD, he said.
Cytokines in IBD
Then the programme started.
The first speaker was Prof Gerhard
Rogler. The title of his lecture was Anti-cytokine strategies beyond the anti-TNF alpha
therapy – pathophysiology and clinical implication. He began this by illustrating the
need for additional therapeutic options
via a chart that showed that surgery is still
frequent in Crohn’s disease (CD) patients.
– But I wish to stress that surgery is one
of the treatments for IBD, Prof Rogler said.
CD patients diagnosed in the pre-biological and biological era had a similar risk
of developing stricturing or penetrating

disease. These findings indicate that disease phenotype has not changed, despite
changes in CD management.
Prof Rogler continued by presenting an
overview of cytokines in the pathogenesis
of IBD – and the concept of precision medicine where DNA tests lead to individually
tailored therapy.
– Personally I do not believe in this. The
cytokine network is too complex. We will
have difficulties to find the right target for
our therapy.
Good news for anti-TNF non-responders
There are several drugs in different stages
of development in the current pipeline for
drugs in adult IBD. Prof Rogler described
some of these in more detail.
– Ustekinumab has shown efficacy in
moderate to severe CD. Especially patients
who have failed anti-TNF therapy can have
a benefit from ustekinumab, he said.
MEDI2070 is a human IgG2 monoclonal
antibody that selectively binds the p19 subunit, which is specific to IL-23. It does not
interact with IL-12. Targeting IL-23 alone
may offer a better benefit-risk profile, compared with dual inhibition of IL-12 and IL23 (as ustekinumab does).
– I think there is enough evidence that
IL-23 therapy is effective, and we will see
that therapy in our clinics.
A pilot trial for anti-IL-6 in CD with tocilizumab also showed very good results.
– However, the major problem is that
IL-6 down regulates CRP in the gut – inhibition therefore leads to many perforations.
Janus kinase (JAK) inhibitors are broader.
– But broad spectrum often leads to
anaemia. There are however positive sig-
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nals for the JAK inhibitor tofacitinib in
ulcerative colitis (UC).
Filgotinib is the first JAK-inhibitor
to show efficacy in CD. A Phase-II study
showed 48 % clinical remission rate for
filgotinib, statistically significant versus
placebo, after 10 weeks induction therapy.
– Personally, I think that with JAK-inhibitors, we will have a new class of drugs.
In his summary, Prof Rogler first stated
that cytokines play an important role for inflammation in many organs – however their
role in specific organs may be different.
The cytokine network is very complex,
and multiple back-up mechanisms exist.
– Beyond anti-TNFs and anti-integrins,
anti-IL-23 strategies will soon be approved
and available. This is good news – especially for anti-TNF non responders and refractory patients.
Anti-IL-6 strategies have potential, but
also risks.
– JAK-inhibitors target several cytokine
receptors, and are a promising class of
“broader” or “unspecific” anti-cytokine
strategies, was Prof Rogler’s final statement.
Lower dose of etrolizumab seems more
efficient
Prof Bruce Sands then talked about leukocyte anti-trafficking strategy.
He described the process of leukocyte
recruitment, and the consequences of leukocyte entry: Cellular and humoral immunity, cytokine and chemokine expression,
phagocytic activity and antigen presentation.
Vedolizumab is a gut-specific integrin
antagonist that blocks α4-β7, an integrin
that promotes homing of T cells to intestinal sites.
– The GEMINI-1 trial was on vedolizumab for UC. It was probably the largest
trial in IBD ever. Almost every country in
the world participated, Prof Sands said.
The trial showed vedolizumab to be
good in inducing and maintaining remission in UC.
– In CD, the story is a little different. The
GEMINI 2 trial showed no significant difference over placebo at week 6 – but it did
at week 10. It takes a little longer for vedolizumab to work in CD.
Etrolizumab is a humanized monoclonal
antibody against the β7 subunit of integrins
α4-β7and αE-β7. Prof Sands presented data
from a trial from 2014 on etrolizumab in
UC.
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– There was significant difference over
placebo. The etrolizumab arm was divided
into a 100 mg arm and a 300 mg arm. Interestingly, it seems like the lower dose was
more efficient, he pointed out.
Monoclonal antibodies to integrins
Anti-adhesion molecule PF-00547659 is
an investigational biologic being evaluated for the treatment of moderate-to-severe IBD. Prof Sands showed data presented at ECCO and DDW 2015 on PF00547659 in UC for naïve and anti-TNF
experienced patients.
– As with other agents, naïve patients do
better. The benefit of treatment is not as
robust in CD, as it is in UC.
S1P1r agonism induces receptor internalisation on lymphocytes, resulting in
functional antagonism and loss of ability
to respond to SP1 gradient. Lymphocytes
become trapped in lymph nodes, reducing circulating lymphocyte counts. Upon
drug withdrawal, receptor expression is
restored and lymphocytes leave nodes reversing peripheral reduction.
– An example of this is the drug fingolmod in MS. Ozanimod is another, and this
has been tested in UC. This was successful,
so it now moves on to further studies.
Monoclonal antibodies to integrins and
their ligands with relative specificity for
trafficking of leukocytes to the gut are effective for induction and maintenance in
UC and CD, Prof Sands summarised.
– The safety profile of these agents is
excellent, but long term data are needed.
And I think there are more drugs to come,
he stated.
IBD as a barrier defect
– There are many reasons why we should
keep on looking for new ways of treating

our patients. We do not cure the disease,
and all patients do not respond. In studies
we exclude several patients. We must do
something new, said Prof Eduard F. Stange.
His lecture was entitled Improvement of
“leaky” intestinal barrier.
How to define a leaky barrier? There
are two ways of leakage – inside out and
outside in. Proteins and anti-TNF leak out,
and small molecules and bacteria leak in –
which immunize the patient against their
own gut bacteria, Prof Stange emphasized.
– Some of these bacteria invade the epithelium, and then they are not tolerated any
more.
Confocal laser endomicroscopy is a
new imaging modality for recognition of
intramucosal bacteria in IBD in vivo. He
showed pictures of the bacterial invasion
in both UC and CD.
– Researchers ask: Why is this so? Why
is it a local problem – in terminal ileum, but
not in the colon, for example? It has to be
due to something local.

Eduard F. Stange, Germany
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It could be that different defensins is
the explanation. In small intestine, there
are Paneth cell alpha-defensins, and in the
colon there are instead epithelial beta-defensins, Prof Stange continued.
– In Paneth cells of CD, autophagosomes
engulf and destroy defensins containing
granules – a phenomenon called crinophagy. The sensitivity for crinophagy for
CD is 90 %.
Prof Stange described IBD as a barrier
defect.
– I think that we can see a paradigm shift
in understanding IBD – from autoimmunity, to defective epithelial barrier disease,
he ended his talk.
Fibrosis is reversible
Next session had a focus on intestinal fibrosis.
Dr Florian Reider stated that inflammation and fibrosis in IBD are intertwined.
Fibrosis results from the gut tissue to the

insult inflicted by chronic inflammation.
He continued by describing creeping fat
in CD.
– Why do we have creeping fat? It could
be to protect the bowel from bacteria, but
there are no data available so we are investigating this, Dr Reider said.

“FIBROSIS IS A SERIOUS CLINICAL
PROBLEM, AND IT IS RELEVANT
FOR BOTH CD AND UC”

Florian Reider, USA

Fibrosis is a serious clinical problem,
and it is relevant for both CD and UC. Dr
Reider summarised the pathophysiology
behind, and also underlined that epigenetic changes are the ultimate regulators
of inflammation and fibrosis.
– The conventional view – that intestinal fibrosis is an inevitable and irreversible process in IBD patients – is gradually
changing. Clinical observations in patients
that undergo strictureplasty have shown
that stricture formation is reversible!
He presented a systematic review and
meta-analysis he published in Gut 2013
on safety and efficacy of strictureplasty
for CD. The 5 year surgical recurrence rate
was 28 %, and site-specific re-operation
rate was 3 %.
– Fibrosis is reversible, and knowledge
from other organs than the gut offers future therapeutic options, Dr Reider summarised.
Surgical technique of choice
The surgical approach was presented by
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Prof Yves Panis. He began with stenotic
form of CD.
– ECCO Statement 7 A says that localised ileocaecal CD with obstructive symptoms, but no significant evidence of active
inflammation, should be treated with surgery, Prof Panis pointed out.
He recommended laparoscopic resection. If this is short it will give the patient a
better Quality of Life (QoL). According to a
randomised study, 2 cm margin is enough.
– Is this better or worse than six more
months of medical treatment? There is
now a randomised trial on this in progress,
he said.
Dr Panis showed a slide with the following quote: “QoL is greatly improved after
surgery for CD, and this reassuring message
might be delivered to our patients”.
– Now, who is the surgeon able to say
that? Actually it was Physician Prof JeanFrédéric Colombel!
He continued to talk about the laparoscopic approach, which he said in 2016
must be the technique of choice for all IBD
patients.
Modified side-to-side isoperistaltic
strictureplasty over the ileocaecal valve
is an alternative to ileocaecal resection in
extensive terminal ileal CD.
– The concept of strictureplasty is to
treat stenosis without intestinal resection
– by opening the stenosis.
No randomised study between the two
techniques exits. Most surgeons propose
intestinal resection in case of short stenosis – and primary surgery and strictureplasty only in recurrent cases and/or multiple stenosis, Prof Panis said.
Physician’s and surgeon’s view on perianal
disease
Management for complex perianal disease
in CD was in focus for two interactive lectures, where first a Physician and then a
Surgeon talked about how to improve care
from their point of view.
Professor Peter Lakatos was the Physician, and via a case history he made a summary:
– For diagnostics, assess disease activity
and anatomy adequately with MRI or endoscopic ultrasound or examination under
anaesthesia. Rule out the presence of septic complications, he said.
It is always important to treat underlying active disease. Treatment of complex
fistulising CD should be invidualized, Prof
Lakatos stressed.
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– An optimal outcome is dependent on a
multidisciplinary approach!
It is important to ensure preservation of
the sphincter function and continence, he
added.
Zuzana Serclova is a Surgeon, and she
used a clinical case. The patient in this received an advancement flap.
– The success rates for advancement
flaps are between 50 and 84 %. They come
with 33 - 88 % risk of recurrence, she said.
In her IBD Centre at NH hospital in the
Czech Republic, they have performed 140
procedures with advancement flaps. Their
rate of primary healing - including vaginal
flaps - is 82 %. The recurrence rate was
only 8,6 %, Dr Serclova continued.
She also presented a systematic review
with meta-analysis on faecal diversion in
perianal CD. 64 % had clinical improvement, however 41,6 % went to proctectomy. There was no improvement of this in
the biologic era.
– A combined conservative and surgical management could lead to successful
treatment of patients with perianal CD,
was her take-home message.
Choice of therapy for patients with prior
cancer
What should be done in IBD patients with
prior malignancy? This question was also
the title of Prof Jacques Cosnes talk.
– Patients with prior cancer are more
prone to develop a new cancer – or to have
already developed a growing latent cancer,
he said.
Urinary tract and skin cancer are those
most at risk to recur on immunosuppressants. There are no alarming signals
with the use of immunomodulators and
anti-TNFs, but studies are biased, Prof
Cosnes continued.
For choice of IBD therapy for patients
with prior cancer, there are some elements
that must be taken into account: Natural history of the previous cancer (organ,
staging, histological type and prognosis),
oncologist collaboration and time since
completion of cancer treatment.
– Also the expected impact of immunosuppressants on the previous cancer – and
the characteristics of underlying IBD.
He advised the audience to ensure there
is no residual or another latent cancer before initiating or resuming immunosuppressants.
– Try to respect a 2-5 year pause. Choose
the immunosuppressive drugs according
16

to their potential carcinogenic effects towards cancers, including the previous
one. Prefer monotherapies and step-up
approaches, was his conclusion.
Actively treated patients have lower recurrence
Prof Axel Dignass talked about the impact
of perioperative medical therapy on surgical outcome.
– Perioperative medical therapy optimise outcome of surgery – this goes for

“PATIENTS WITH PRIOR CANCER
ARE MORE PRONE TO
DEVELOP A NEW CANCER”
both preoperative treatment and postoperative treatment, he said.
80 % of all CD patients require surgery,
and 70 % require a second operation. CD
is not cured by surgery – it is a disease for
life, Prof Dignass reminded the audience.
– Postoperative recurrence precedes clinical symptoms, CD progression and further operations. Therefore prevention of
postoperative recurrence is essential for
disease control.
Strategies for this, based on risk factors,
provide a better outcome. Prof Dignass
presented the POCER trial, in which pa-

tients operated for CD were randomised
in two groups: One arm of standard best
drug care with no endoscopy at 6 months
(control arm), or an arm with endoscopy at
6 months and treatment step-up in case of
signs of recurrence.
– The study showed clearly that actively
treated patients had lower rate of recurrence, compared to the control arm.
POCER also showed that adalimumab
reduces endoscopic recurrence in patients with ileocaecal resection. A study
published in Gastroenterology 2016, had
the same finding for infliximab.
– In real life, there is no difference, Prof
Dignass said.
Decisions should be made on interventional endoscopy 6 - 12 months after surgery.

Jacques Cosnes, France
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– The association between anti-TNF
treatment and postoperative complications is contradictory, and depends on various factors. If possible, plan surgery at
the nadir of anti-TNF and resume it 2-4
weeks after the operation.
He finished his talk by saying that for
emergency surgery there is a special approach.
An association between concentration and
effect
The relevance of drug levels and antibodies
in clinical practice was Prof Ann Gils’ headline.
– Therapeutic drug monitoring (TDM)
measures concentration of the drug in
plasma – which can be very different in
different patients on the same dose, she
explained.
For intravenous administration of infliximab and vedolizumab, the peak concentration of the drug is 2 hours after administration. Intermediate concentration
is measured 4 weeks after infusion and
trough concentration is measured just before the next infusion.
For subcutaneous administration (adalimumab and golimumab) the peak concentration is between 2 and 8 days, and trough
just before the next administration.
– TDM is mainly based on trough concentrations.
There is a significant difference between
serum infliximab levels in patients with
IBD in remission, compared with those
who relapse. A trough threshold during
maintenance of more than 2 microgram/
ml is associated with a greater probability

of clinical remission and mucosal healing.
– There is an association between concentration and effect for infliximab, adalimumab, golimumab and vedolizumab, Prof
Gils established.
An objective tool to assist in treatment
decisions
Anti-drug antibodies (ADA) will compete
with the target set, and bind to the drug,
which influences the drug’s efficacy. There
are several assays available for detecting
ADAs.
In her take home message, Prof Gils underlined that TDM implies more than just
measuring drug concentration.
– Patient and disease characteristics
need to be combined with TDM.
TDM is an objective tool that can assist
in treatment decisions.
– TDM can be used in treatment algorithms – to distinguish primary non-responders from patients with insufficient exposure during induction, for patients with
secondary loss of response and for patients
in clinical remission!
CD surgery is decreasing
The day ended with a Special Lecture, presented by Dr Dana Duricova. The title was
What can we learn from epidemiological
studies in IBD?
– Inception population-based cohorts
are the gold standard in epidemiological
research, she started by saying.
Dr Duricova presented new data that
shows that surgery for CD actually is decreasing. 30 - 50 % of CD patients undergo
1 or more intestinal surgery within 10 years

of diagnosis (a lesser figure than presented
by previous and further speakers).
– Also the risk for re-operation is decreasing, she added.
So does the risk for colectomy in UC,
even if the risk is higher in Northern Europe, compared to Southern Europe. About
10 % of UC patients undergo colectomy
within 10 years.
– A meta-analysis confirms that. But a
UK study differs – they found an increase
of colectomy in UC.
Immunosuppressants have had an effect on the decrease in surgery for CD; in
UC data are more conflicting. Other factors with impact on decline of surgery are
changes in overall patient management,
shorter diagnostic delay and change in
disease severity over time.
There is also a decrease in risk of CRC

Ann Gils, Belgium

Dana Duricova, Czech Republic
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in UC. Dr Duricova showed data from
Danish national cohort of IBD patients to
illustrate this. UC and CD patients have
approximately a two-fold relative higher
risk of CRC, compared to the background
population.
– Age at diagnosis is a risk factor for cancer. The risk has to be individualised with
regard to presence of risk factors, Dr Duricova ended her lecture.
Clinical consequences of biosimilars
Next day started with a State-of-the Art
Lecture, given by Prof Björn Moum. This
was based on the question if introduction
of biosimilars change our understanding of
track treatment?
– Norway was one of the first countries
in the world where biosimilars were approved. We have some experience, he said.

Björn Moum, Norway

CT-P13 is the biosimilar to infliximab,
and it is marketed under the names Remsima and Inflectra. Prof Moum told the
audience that at Oslo University Hospital,
all new IBD patients received Remsima
from February 2014 – and all IBD patients
switched from original infliximab Remicade to Remsima in September 2015. Stable patients on adalimumab continue on
adalimumab.
He also described the study Nor-Switch
that is ongoing. In this government-financed, randomised, double-blind study
investigators are looking for safety and efficacy in switching.
There are clinical consequences when
biosimilars are introduced.
– More patients with moderate disease
are introduced to biologicals. They are
also introduced earlier, and will receive an
intensified dosage. And patients are not
stopping biologics for economic reasons,
Prof Moum said.
Will lead to more complexibility
He ended by drawing attention to some future questions.
– If switching to the cheaper biosimilar
leads to more patients on biologics, who
will end up with these costs? They include
not only the pure costs of drug, but also
the need for equipment, rooms and medical staff.
Another question was if the reduced
price by originator to match similar will
put the biosimilar out of business.
– And will reduced price affect funding
for innovative therapy from big pharma?
We have already experienced that manu-

facturers of biosimilars do not want to
sponsor scientific work.
Prof Moum’s conclusion was that biosimilars have come to stay and they seem
– so far – to be safe. Resources are saved,
but more biosimilars will lead to more
complexity.
– And my final question is if we will see
“biosuperiors”, and second biosimilars, in
the future?
An accepted but rare therapeutic approach
Dr Pavel Drastich talked about intestinal
transplantation in CD.
The majority of these transplants take
place in North America, but in Europe this
procedure is slowly becoming more common.
– Currently, approximately 100 intestinal transplants are performed per year in
adults globally. CD is an indication for 11 %
of these, Dr Drastich said.
Factors leading to intestinal failure in
CD include the severity of CD, poor control
of the disease, extensive small bowel resection and mesenteric venous thrombosis.
A 5-year follow up in USA found that
patient survival is 69,2 % after 1 year, and
62 % after 3 and 5 years. 22,4 % of patients
have acute rejection after 1 year, 38,1 %
after 3 years and 42,7 % after 5 years. The
risk of graft failure is 5, 6 % year 1, 16,8 %
year 3 and 19,2 % year 5.
– CD-associated polymorphisms in the
NOD2 gene in the recipient represent a
critical immunological risk factor for intestinal allograft rejection, and even death.
In his summary, Dr Drastich pointed out

Pavel Drastich, Czech Republic
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that intestinal transplantation has become
an accepted therapeutic approach in those
who fail total parenteral nutrition (which
is first-line treatment).
– The outcome of these CD-related
transplantations seems to be comparable
to that seen in short bowel syndrome for
other reasons.
He underlined the importance of careful management of CD patients to prevent
short bowel syndrome.
– CD can recur after transplantation, but
without significant clinical complications,
Dr Drastich finished.

So IPAA in UC – is that end of story? According to Dr Molnar the answer to this is
yes – in some patients. He presented a letter from a patient:
“I have now been living with a J-pouch
for about a year... Fortunately, none of the
possible complications occurred, and my life
is back to normal. I don’t have to explain my
bag to anyone, nor do I worry about leakage
which I always did when I had the ileostomy
bag”.
However, there are complications that
can happen after IPAA.

End of story – for some patients
Gastroenterologist Dr Tamas Molnar, talked about complications after ileal pouchanal anastomosis (IPAA).
– Restorative proctocolectomy with
IPAA is the surgical procedure of choice
for patients with medically refractory UC
or UC-associated colorectal neoplasia, he
said.

“CD CAN RECUR AFTER TRANSPLANTATION, BUT WITHOUT
SIGIFICANT CLINICAL
COMPLICATIONS”

Tamas Molnar, Hungary
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– Pouch-related septic complications are
caused by pelvic sepsis, which are infections that originate from the pouch. Risk
factors for these complications include
steroid use, BMI over 30, age older than 50
years, diagnosis of IBD and surgeon inexperience, Dr Molnar said.
Small bowel obstruction occurs after ileal
pouches in 18 - 23 % of cases. Generally
they are due to adhesions. Strictures of the
IPAA occur in about 16 % of cases. Local
treatment is usually sufficient in strictures.
They include dilations at home, in the operating room or endoscopic balloon dilation.
Two forms of mechanical complications
The double-stapled technique has become
standard for the J-pouch, because it is associated with good outcomes and shorter

operative times. In this technique, a few
centimetres of rectal mucosa just above
the transition zone is retained.
– This rectal columnar mucosa is at risk
for cuffitis, chronic inflammation or recurrent disease in the retained rectal mucosa,
and the incidence has been reported to be
as high as 15 %, Dr Molnar continued.
He also described women’s health issues
after IPAA surgery.
– It has a minimum impact on menstrual
cycle. Dyspareunia (painful sexual intercourse) might be more frequent after operation, although most women report better
sexual life after IPAA than during UC.
The rates of infertility are higher than
in the general population, but Dr Molnar
underlined that a majority of studies were
based on the previous practice of traditional open surgery. The impact of laparoscopic surgery on infertility remains to be
further explored.
In his key points, the first was that mechanical and inflammatory complications
are common in patients undergoing restorative proctocolectomy, suggesting that the
technical expertise of colorectal surgeons
plays a key role in optimised pouch outcome.
– The main mechanical complications
of pouch surgery can be divided into two
forms – leak and obstruction. Chronic pouchitis share some risk factors with chronic
anastomotic leak, such as male gender and
obesity and mediated by the immune process, were Dr Molnar’s final points.
A multidisciplinary approach required
What should be done in pregnant women with severe UC? Dr Zuzana Zelinkova
talked about this question.
Regardless of it being the first presentation or a flare of known UC, one should always first do a stool culture, including C.
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difficile. Also do a blood count, check CRP
and hemocoagulation.
– The management should be in-patientbased. Treat with steroids – prednisone,
prednisolone or methylprednisolone. Also
with low-molecular-weight heparin, and
do not underdose!
Then check on blood count, prothrombine time, ionogram and CRP for 3 - 5 days,
and evaluate.
– If there is no improvement, treat with
cyclosporine or with anti-TNF. If still no
improvement, the patient should go to
colectomy. But if she is in the third trimester, delivery should come first.
If the patient responds, what to do next
is depending on the stage of pregnancy.
– Ensure a multidisciplinary approach!
Make the decisions by the patient’s bed –
together with all specialists, Dr Zelinkova
stated.
ECCO Guidelines often quoted
Three Poster awards were handed out
at the Symposium. A total of 101 Posters
were submitted, and he jury decided not to
separate the three winners, so three First
awards were presented.
Dr Alexander Galushkin, Russia, was
awarded for his poster The role of the innate immune components in predicting the
risk of early relapse of CD.
Lucy Lynch, UK, for Ileal inflammation
at the resection margin may be predictive
for increased risk of postoperative CD recurrence over a 10 year follow up.
Eva S. Rodansky for LYC-53976, a
ROCK2-selective inhibitor, attenuates the
fibrogenic response of intestinal myofibroblasts to TGF-beta and substrate stiffness.
At the end of the Congress, Prof Lukas
thanked the Scientific Committee for their
work.
– I would like to point out that during
the entire Meeting, ECCO Guidelines and
Statements have been frequently quoted.
Prof Stange in the Scientific Committee
was the first one to put these together, and
to write them down, he said.
Prof Lukas also thanked the audience
for coming to Prague – and finally the Falk
staff for the outstanding services they had
provided throughout. He asked them to
come up on the stage, where they were
formally thanked with flowers.
Then Falk Symposium 202 was over.

Per Lundblad
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EDUCATIONAL DAY FOR
IBD NURSES IN DENMARK
IBD Nurses from all over Denmark gathered in the Danish town Middelfart for an educational,
interactive day. The programme focused on sex – a topic a good Nurse also should
take up for discussion with the patient.

T

he delegates were all greeted welcome by Lene Bak from Tillotts Pharma, who on a regular basis sponsors
these annual Nurses Meetings.
– We have got a very exciting programme
today, and it is all planned by nurses, she
said.

The scientific content for these days is
organised by the members of the Nurses
Board, and is in turn based on requests
taken from evaluations from last year’s
Meeting.
The members of the Board were introduced by Ms Bak.

Astrid Højgaard

Else Olesen

Lotte Hansen, Rikke Edelbo, Jette Jensen, Majbritt Møller and Birgitte Wingum Topp from the Nurses
Board.
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Affects quality of life
Nurse Birgitte Wingum Topp, Vejle Hospital, talked about the challenges in daily
practice to talk about sex with IBD patients. Nurse Lotte Hansen, Aalborg, continued by describing obstacles for having
these conversations.
– Nurses often only talk about sex if the
patient brings the subject up, but hesitate
to initiate these conversations themselves,
she said.
There are also physical obstacles –
sometimes there are only curtains between
patients, and no access to a private room,
Nurse Hansen pointed out.
Nurse Rikke Edelbo, Aarhus University
Hospital, summarised why it is important
to talk about IBD and sexuality.
– A chronic disease affects the patient’s
quality of life, and sexuality is only one of
the many components in this. IBD normally makes its debut in people between
15 and 30 years of age, and especially young
individuals are focused on emotional and
sexual relationships, she said.
Nurse Edelbo also underlined that a
study from 2007 had shown that between
60 and 75 % of women with IBD, and 44
% of men with IBD, had sexual challenges.
Sexual consequences for IBD patients
Dr Astrid Højgaard, Aalborg University
Hospital, gave a lecture on chronic diseases and sexuality, with a focus on IBD.
– 11 % of all Danes have a sexual dysfunction, and more than half of the Danish population have sex less than twice a month, she
stated.
Having a chronic disease often causes
the patient to feel less desire. Furthermore
intestinal surgery can cause neurological
damages that affect sexuality.
– Having IBD have many consequences
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for the patient’s sexual life: The patient
does not feel attractive, feels sexually inadequate and hence does not feel desire.
Medications can also affect sexuality –
steroids, and antibiotics, affect the mucous
membrane.
Dr Højgaard also pointed out that many
men that have an operation, or radiation
therapy, in the rectum will experience
erectile dysfunction.
– They should always be informed that
this is common prior to the operation. But
often they are not.
She ended her lecture by underlining
that there are tools that can help these patients, and many of these were on display
in the auditorium. Dr Højgaard encoura-

ged all delegates to take a closer look at
these during the break.

Gitte Vittrup

Jens Kelsen
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Difficult topic to talk about
Nurse Gitte Vittrup, Hjörring, emphasised
in her lecture that sexuality consists of an
interaction between biologic, psychological and social functions.
In disease, a vicious circle is created:
Sexual dysfunction leads to frustration,
misunderstandings and guilt which in turn
cause lack of intimacy, bad communication
and problems in the relation. All this leads
to an inferior quality of life and worse coping with the disease.
– It is very often hard to talk about this,
she said.

Sexual dysfunctions in female IBD patients are lack of desire, lack of sexual
arousal, difficulties in having an orgasm
and pain during intercourse. Male IBD patients often experience erectile dysfunction, lack of desire and have ejaculation
problems.
– The patient expects us to take the initiative to talk about this, but often we do not.
Why is this so?
The PLISSIT model
According to Nurse Vittrup there are many
reasons for this: The subject could be regarded as taboo, both patient and health
care provider could be bashful, the health
care staff lack education, experience and
routine for this – and they also have to prioritise physical problems and lack of time.
For conversations about sexuality she
recommended the PLISSIT model. This is
an acronym for four levels of interaction.
The letter P stands for permission.
– If you do not have the patient’s permission to talk about this, it is meaningless
that the conversation takes place!
LI stands for limited information.
– Tell the patient that questions on sexuality is normal in this disease. Give information to the patient by mouth and in writing
– information on sexual side-effects for
drugs is important, and ensure the patient
is aware of referral options. But never be
private!
SS stands for specific suggestions.
– You could recommend to avoid intercourse for a time period, or prescribe drugs
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gate their morphology and motility.
But there are also other methods: Sperm
Chromatin Structure Assay (SCSA) detects
damaged sperm DNA and altered proteins
in sperm. The Comet assay, is another
method to measure DNA damage in individual cells. Also drug metabolites can be
measured in sperm plasma.

to promote erection, or local oestrogen.
Also inform on sexual aid tools!
Nurse Vittrup ended her lecture by explaining that the letters IT stands for intensive therapy.
– It means that the patient is referred
to other medical health professionals that
can help the patient with the deeper, underlying issues and concerns.
There are vibrators, erection rings,
dildos, glide cream and erection pumps
available – tools for both men and women.
Nurse Else Olesen, Aalborg, talked about
these in more detail.
The microscope and other techniques
Sperm quality in patients with IBD was the
topic for a lecture given by Dr Jens Kelsen,
Aarhus University Hospital.
He started this by stating that 15 % of all
couples are not able to conceive – and in
50 % of these cases this is due to the man.
– Male fertility is measured by sperm
quality, Dr Kelsen said.

Karin Bonnesen
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But the fertility of men with IBD is unknown.
– Men with IBD have less children after
being diagnosed, and men with Crohn’s
disease (CD) fathers fewer children than
expected. But we do not know if this is an
indicator of reduced fertility, or if this is
voluntarily.
An investigation from 1983 on 13 CD patients showed that untreated disease can
affect sperm quality.
Sperm is defined as sperm plasma with
sperm cells. Dr Kelsen described the
spermatogenesis – the process in which
spermatozoa are produced from male primordial germ cells by way of mitosis and
meiosis.
– Drugs can harm male fertility, either
by genetic or chromosomal damage during
mitosis or meiosis – or by metabolites that
can affect spermatozoa in plasma.
The classic way to investigate sperm
quality is to use a microscope.
– One count the sperm cells, and investi-

Better advise to male IBD patients
Dr Kelsen continued by presenting what
the guidelines say about fertility.
– They mostly discuss pregnant IBD
patients. But some facts are established:
Sulfasalazin can cause oligospermia (semen with a low concentration of sperm
cells) which is reversible. Imurel has no
effect on sperm quality or pregnancy outcome. Methotrexate also causes reversible
oligospermia and is contraindicated 3 – 4
months before planned paternity. For antiTNFs there are no sure effects seen.
He ended his talk by presenting an ongoing PhD-project that aimed to investigate the effect of active disease on sperm
quality in men with IBD. Also the effect of
the drug treatment on sperm quality will
be investigated.
– So far we can say that azathioprine and
methotrexate can be measured in sperm.
But the investigation is ongoing.
The perspectives are to be able to shed
light on questions on family planning in
IBD – and to be able to offer better advise
to male IBD patients, Dr Kelsen explained.
Underwear for stoma patients
Designer Karin Bonnesen ended the day by
presenting especially designed underwear
for men and women who have undergone
stoma surgery.
She described in great personal detail
her own experiences from this, and the
challenges associated with a stoma.
– I started to design underwear that are
more up to date in style, and in better materials, Ms Bonnesen said and also presented pictures of the collection.
The underwear is made in anti-bacterial fibers and helps to keep the skin in balance. The collection can be found online at
www.bybonnesen.com.
Then the educational day in Denmark
was over.

Per Lundblad
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INCIDENCE OF VERY-EARLY-ONSET COMPARED TO LATER-ONSET PAEDIATRIC IBD
Very-early-onset inflammatory bowel disease (VEO-IBD) is a distinct form of IBD from that of children
with older-onset. We compared changes over time in the incidence and phenotype at diagnosis between
two groups according to age at IBD diagnosis; VEO-IBD defined as IBD diagnosed before the age of 6,
and early-onset IBD (EO-IBD) as IBD diagnosed between 6 and 16 years’ old.

P

atients and Methods: Data were obtained from an incident cohort enrolled in a prospective French population-based Registry from 1988 to
2011. Results: Among the 1,412 paediatric
(<17 yrs) cases, 3% (n=42) were diagnosed
before the age of 6 yrs. In VEO-IBD, incidence remained stable over the study
period. In contrary, EO-IBD incidence
increased from 4.4/105 in 1988-1990 to
9.5/105 in 2009-2011 (+116%; p<10-4).
Crohn’s Disease (CD) was the most common IBD, regardless of age, but ulcerative
colitis (UC) and unclassified IBD (IBDU)
were more common in VEO-IBD (40%
vs. 26%; p=0.04). VEO-IBD diagnosis was
most often performed in hospital (69% vs.
43%; p<10-3). Rectal bleeding and mucous
stools were more common in VEO-IBD
while weight loss and abdominal pain were
more frequent in EO-IBD. Regarding CD,
isolated colonic disease was more common in VEO-IBD (39% vs. 14%; p=0.003).
Conclusions: In a large population-based
cohort, the incidence of VEO-IBD was
low and stable from 1988 to 2011. VEOIBD have a specific clinical presentation.
These results could reinforce the probable
influence of the genetic origin in VEOIBD while the increase of the EO-IBD incidence could be linked to environmental
factors.
Introduction
Paediatric-onset Inflammatory bowel diseases (IBD) represent 8 to 25% of incident
cases of IBD (1,2). The incidence of paediatric-onset IBD is increasing, especially
in industrialized countries, and children
are being diagnosed at a younger age than
before (3,4). A small number of monogenic mutations (5-8) have been identified
in children with IBD diagnosis at a very
IBD CONGRESS NEWS 2 · 2016

Figure 1: Incidence of very-early-onset (<6 years) Crohn’s disease (VEO-CD) and early-onset (6-16
years) Crohn’s disease (EO-CD), and very-early-onset ulcerative colitis (VEO-UC) and early-onset (616 years) ulcerative colitis (EO-UC) , indicated by 3-years consecutive periods from 1988 to 2011 in
Northern France.

young age but Genome Wide Association
Studies failed to detect large differences
between adult-onset and paediatric-onset
disease (9,10). Age at diagnosis had thus
taken an important role, and it appears that
very-early-onset IBD (VEO-IBD) (<6 years
at diagnosis) may be a distinct form of IBD.
Phenotype of VEO-IBD is sparsely defined
but usually considered as more severe (1112). However, most published studies are
not population-based but gather patients
followed in referral centers, and the incidence of VEO-IBD is still poorly known.
In a population-based study from 1988
to 2011, we compared changes over time
in the incidence between VEO-IBD (<6
years) and EO-IBD in children (diagnosis
between 6 and 16 years).
Patient population and EPIMAD methodology
The study population included all children
prospectively recorded in the EPIMAD

registry with a diagnosis of definite or
probable CD, UC, or inflammatory bowel
disease unclassified (IBDU), diagnosed
before 17 years of age from January 1988
to December 2011, according to validated
and published diagnosis criteria (2). The
study population was divided into two
groups according to age at diagnosis; VEOIBD was defined as IBD diagnosed before
6 years of age, and EO-IBD defined as IBD
diagnosed between 6 and 16 years of age.
The EPIMAD Registry is a prospective population-based study recording all
the incident cases of IBD since 1988 in
Northern France. This study area includes
5,864,508 inhabitants, which represents
9.3% of the whole French population and
is divided in four administrative areas. The
population under 17 years is as follows:
Nord: 593,837, Pas-de-Calais: 332,228,
Somme: 115,969 and Seine-Maritime
270,107 with a total of 1,312,141 children
(2011 national population census from the
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National Institute of Statistics and Economic Studies - INSEE 2011).

in EO-IBD group than in VEO-IBD (74%
vs. 60 %) (Figure 2).

Statistical analysis
Incidence rates were computed as the
number of incident cases (i.e. new diagnoses) divided by the population at risk. To
identify changes in the incidence of IBD,
we divided the 21-year study into seven
equal 3-year periods (1988-1990, 1991-1993,
1994-1996, 1997-1999, 2000-2002, 20032005, 2006-2008 and 2009-2011).

Discussion
This population-based study that has been
conducted in a large prospective paediatric cohort (N=1,412) over a 24-year period,
showed that the incidence of EO-IBD increased by 116% in Northern France from
1988 to 2011 while the incidence of VEOIBD remained stable during the same period. CD was the most common IBD in the
two age groups. UC and IBDU were more
common in VEO-IBD than in EO-IBD.
VEO-IBD diagnosis was most often performed in hospital.
Previous epidemiological data showed a
dramatic increase of paediatric-onset IBD
worldwide (13-18). Our study confirms that
the incidence of EO-IBD is continually rising since 1988, but not that of VEO-IBD.
It is generally accepted that the influence
of genetics in the pathogenesis of IBD is
higher in VEO-IBD. It is unlikely that genetic factors have changed over a period
of 24 years, as opposed to environmental
factors. This could explain the increased
incidence of 6-16 years IBD and the stability of VEO-IBD. Table 2 shows the
prevalence of VEO-IBD (with diagnosis
before the age of 5 or 6 years, depending
on the series) reported since 2002. Studies performed by Sawczenko et al. in 2003
(19) and by Benchimol et al. in 2014 (20)
showed a proportion of VEO-IBD similar
to that in our population, respectively 4
and 5%. This proportion was lower than
the 6.5-15% previously reported. This
wide range in the prevalence of VEO-IBD
is probably related to the study population,

Results
From 1988 to 2011, 1,412 children with a
diagnosis of IBD before 17 years were included in the EPIMAD registry (8% of all
incident IBD cases). Among them, 42 (3%
of all paediatric incident IBD cases) were
diagnosed before the age of 6 (VEO-IBD),
with 6 children (14% of VEO-IBD) before
the age of 1 and a total of 13 children (31%
of VEO-IBD) before or equal to the age of
2. A total of 1,370 IBD cases was diagnosed
between the ages of 6 and 16 and was considered as EO-IBD. Fifty-two percent of
the patients were males, with no significant difference between the two groups of
age.
In the VEO-IBD group, IBD incidence
was 0.40/105 [0.30 to 0.50] including
0.25/105 for CD [0.10 to 0.30], 0.12/105 for
UC [0.06 to 0.20] and 0.03/105 for IBDU
[0.00 to 0.06] during the same period. In
the EO-IBD group, IBD incidence was
6.4/105 [95% CI: 6.0 to 6.7], including
4.7/105 for CD [4.4 to 5.0], 1.5/105 for UC
[1.4 to 1.7] and 0.2/105 for IBDU [0.1 to 0.3]
during the whole period (1988-2011).
The overall incidence of paediatric-onset IBD increased from 3.0/105 in 19881990 to 6.3/105 in 2009-2011 (+110%;
p<10-4 by Poisson regression). In the
VEO-IBD group, the incidence remained
stable (p=0.14 by Poisson regression) during the whole period (Figure 1) while the
incidence of EO-IBD increased from 4.4 to
9.5/105 (+116%; p<10-4 by Poisson regression) during the same period (Figure 1).
IBD classification at diagnosis
In VEO-IBD, 60% were CD (N=25), 33%
UC (N=14) and 7% IBDU cases (N=3). In
EO-IBD, 74% were CD (N=1,007), 24% UC
(N=329) and 2% IBDU (N=34). The repartition of cases according to diagnosis was
significantly different (p=0.04) between
the two age-groups, with UC and IBDU
more frequent in VEO-IBD than in EOIBD (40% vs. 26%) and CD more common
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higher prevalence being reported in studies from referral centers. As opposed to the
stable incidence of VEO-IBD over time in
our study, the Canadian study (20) showed
that the increase of the incidence of IBD
from 1994 to 2009 was higher in VEO-IBD
(<6 years) (+ 7.4% average yearly change)
than in 10-16 years IBD (+ 2.2% average
yearly change).
Our study was performed through a
population-based Registry while even if
Benchimol et al. (20) applied a diagnosis
algorithm through health administrative
data base, the ascertainment of all incident cases could be discussed. In addition,
our study is focused on a specific region
in France, narrower than that studied by
Benchimol, which may influence the results. Therefore conclusions should be interpreted with caution.
Although most represented in both age
groups, CD was significantly more common in EO-IBD than in VEO-IBD. UC
was slightly more common in VEO-IBD in
our study. However, there was 60% of CD
cases in VEO-IBD, unlike previous studies that reported a ratio CD/UC for UC in
VEO-IBD. This could be due to the diagnostic criteria used, as well as to specific
environmental factors and lifestyle in the
study area. Complete bowel investigation
was obtained as often in VEO-IBD than in
EO-IBD and the diagnostic criteria (definite or probable IBD cases) did not change
over time. Thus, the risk of mislabeled patients seems to be low.
Our study has some strengths and limitations. Strengths include large population-based, long duration, validated
and published diagnostic criteria, and an
exhaustivity of data collection (96.5%)

Figure 2: Repartition of type of inflammatory bowel disease (IBD): Crohn’s disease (CD), ulcerative colitis (UC) and inflammatory bowel disease unclassified (IBDU) in very-early-onset (<6 years) IBD (n=42)
and in early-onset (6-16 years) -IBD (n=1,370), issued through the population-based Epimad Registry
between 1988 and 2011.
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(2). Limitations include a small number
of VEO-IBD patients, so that the results
should be interpreted with caution.
In conclusion, our large paediatric-onset population-based study over a 24-yr
showed stability in the incidence of VEOIBD with a classification into UC and
IBDU more frequent than in 6-16 yrs IBD.
Further longitudinal studies, especially
genetic, are needed to increase the understanding of pathogenesis and to help predicting the subsequent course of these rare
diseases in very young children, in order to
improve treatment strategies.
Corinne Gower-Rousseau
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EVENING MEETING ON CANCER AND IBD
The relationship between IBD and colon cancer was the topic for an evening meeting in Stockholm,
Sweden. Is surveillance needed? And is surveillance offered in the most effective way?
This was discussed, and three invited lecturers talked on the topic.

T

he evening was organised by Ferring
Academy, and Nicklas von Below
from the pharmaceutical company
Ferring greeted all delegates welcome.
Recommendations for surveillance
Dr Ann-Sofie Backman, was one of the
moderators and she began with an overview. In this, she stated that patients in
Sweden with a long duration of IBD have
an increased risk for colorectal cancer
(CRC) compared to the background population.
– The risk for CRC is highest for patients
with extensive colitis, she said.
Patients with a family background of
CRC have a higher risk for CRC, and also
patients with early diagnosis of IBD.
The Swedish recommendations for surveillance for patients with extensive ulcerative colitis and for patients with heredity
for CRC are: Every other year between 10
and 20 years duration, yearly after 20 years
duration and yearly in patients with primary sclerosing cholangitis (PSC) from IBD
diagnose, Dr Backman summarised.
Vision of zero
After presenting some cases, Dr Jan Björk
continued by talking about risk factors
for cancer. Primary sclerosing cholangitis
(PSC), dysplasia and strictures together
account for 80 % of risk factors. Males also
have a higher risk.
Dr Maria Elmberg described the incidence of IBD in Sweden.
– Approximately 1 900 individuals are
diagnosed yearly, she said.
Dr Elmberg presented data that showed
that the number of persons killed in road
accidents in Sweden is decreasing – they
were 270 in the year 2014, and 440 in 2007.
She explained that Sweden has adapted a
vision of zero being killed.
– But in 2007, 2615 individuals in Sweden died from CRC – and that figure is not
decreasing. In 2014, 2742 deaths in CRC
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were reported in the country. I think we
should have a “zero-vision” for CRC, too,
she stated.
Chromoendoscopy with targeted biopsies
first choice
The last speaker was Dr Charlotte Höög,
who talked about endoscopic surveillance
in IBD.
– There are several preconditions for
surveillance: A clean intestine is important. Avoid performing endoscopy during
active inflammation – it is difficult to separate inflammation from dysplasia, Dr Höög
underlined.
She also encouraged to a thorough investigation – take the time needed, flush clean
and turn the patient over to visualize all
parts of the mucosa.
The Swedish Gastroenterology Guidelines from 2009 suggests random biopsies
from at least 5 localisations (ascendening, transverse, descendens, sigmoid and
rectum). Although chromoendoscopy
with targeted biopsies is an alternative in
trained hands.
– ECCO 2013 stated that chromoendoscopy with targeted biopsies is the first

choice, and that random biopsies in white
light, 4 per ever 10 cm, is the second alternative. Recommendations from SCENIC
2015, also supports the use of chromoendoscopy with target biopsies. So far narrow
band imaging is not suggested in place of
chromoendoscopy.
She ended her talk by presenting a film
on the technique of chromoendoscopy.
An experienced endoscopist is important
In the summary and discussion afterwards, it was pointed out that interval cancer (CRC detected in an individual that is
in a screening programme, but not within
the frame of the programme) is higher in
IBD patients. Also that the endoscopist has
to be well trained, and that the need for a
standardised nomenclature is high.
– Chromoendoscopy is the technique
of choice, and if this is not available high
definition is the best alternative. Narrow
band imaging (NBI) is not recommended,
Dr Backman summarised the Meeting.
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TILLOTTS PHARMA
SATELLITE SYMPOSIUM
AMSTERDAM 2016

HOW TO IMPROVE YOUR SUCCESS IN
TREATING MILD AND MODERATE IBD
Success factors in the treatment of mild to moderate ulcerative colitis and Crohn’s disease was
discussed at a Satellite Symposia at the ECCO Congress. The Symposium was
sponsored by Tillotts Pharma, and Prof Geert D’Haens was the Chair.

P

rof D’Haens greeted everyone welcome.
– What we are going to focus on
here today are the patients that you
see the most, he underlined.
Extent of disease affects administration
of drug
Dr Ailsa Hart talked about patients with
ulcerative colitis (UC).
– Mild disease is defined as 4 or less
stools per day, no systemic illness and
normal erythrocyte sedimentation rate.
Moderate disease has more than 4 stools
per day and minimal signs of systemic toxicity. Severe disease is characterized by 6
or more bloody stools per day, high pulse,
fever etc, she said.
A majority – 85 % – of patients with UC
have mild to moderate disease.
Another way to score the disease is using
the Mayo score, and Dr Hart presented it.
She also showed endoscopic images.
– Remember to consider the extent of the
disease, since this affects how we administer the medication.
There are three ways to optimise the use
of 5-ASA: Maximise dose, increase the duration of the treatment and to combine oral
and rectal 5-ASA.
– Enemas may not provide good 5-ASA
delivery to the rectum, so consider enema
plus suppository, she pointed out.
Use all tools available
Adherence is also an important factor, and
Dr Hart presented data that shows that 70
% of non-compliance is intentional. In order to optimise adherence, one has to educate and motivate the patient.
– Educate about the disease and benefits
of maintaining remission – and integrate
the regimen in patient’s life. Make it convenient for them – reduce complexity of
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treatment. Also treat depression, she continued.
In Dr Hart’s summary she stressed that
one has to seek ways to avoid delay in diagnosis.
– Ensure the patient has the right drug
in the right dose and right mode of delivery at the right time – at every time! This
means you’ll have to assess and monitor
continuously.
Respect patient preference and motivate
your patients.
– Develop models of care that fit your
service. And remember, symptoms such as
fatigue, pain and faecal urgency – to name
a few – are not due to inflammation, but
still need addressing. Use all tools available
– diet, loperamide, anti-depressants and
psychological therapy. Patient’s that fall
out of the system can have a very hard time
ahead, Dr Hart ended her lecture.
Important role for the IBD nurse
Uncomplicated Crohn’s disease (CD) is
defined as the absence of bowel damage,
fistulizing and/or stricturing CD, perianal
fistulas and the need for surgery at diagnosis, said Dr Peter Hendryckx.

So how does one identify patients with
risk for complicated disease?
– Age and disease location matter. Ileal
location is associated with a complicated
disease course, compared to colonic, Dr
Hendryckx said.
For patients with mild disease there
is a role for 5-ASA as first-line induction
treatment. A meta-analysis he presented
showed a benefit for budesonide over conventional steroids for adverse events.
– But budesonide is not to be used for
maintenance treatment.
Strategies to improve adherence includes educational, behavioural and cognitive interventions and motivational
strategies.
– Here we have an important role for the
IBD nurse. And remember to educate the
patient – and their relatives – on the risk
association of smoking.
Treat according to risk stratification in
order to prevent damage and minimise
harm. And empower your patients – identify ideas, concern and expectations, were
Dr Hendryckx take-home messages.
Per Lundblad
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TAKEDA SATELLITE
SYMPOSIUM
AMSTERDAM 2016

IN IT FOR THE LONG HAUL
Managing the complexity of Crohn’s disease (CD) – the patient and their physician are in this together.
They need to develop strategies and have tools available that help manage this chronic, relapsing
disease and its range of complications in the long term. This was discussed in
Satellite Symposium at the ECCO congress, sponsored by Takeda.
Blocking accumulation of lymphocytes
Prof Michael Kamm was the Chair, and he
introduced Prof Remo Panaccione as the
first Speaker.
– Often patients with CD, newly diagnosed, want to know why they have got the
disease, he said.
But the etiology of CD is unknown.
There are many proposed pathogenic
mechanisms – genetic, environmental and
host immune response. As there is no one
cause, it is likely that CD is an outcome of
interactions of these factors.
Prof Panaccione described the α4β7 integrin – MAdCAM-1 addressin interaction.
This process relies on the key interaction
between the two on the surfaces of the
appropriate cell, and is one of the interactions that contributes to chronic inflammation in ulcerative colitis (UC) and CD.
– It leads to accumulation of excess infiltrating lymphocytes in the gastrointestinal tissue.
The mechanism of vedolizumab blocks
this accumulation.
He also described the typical physician
goals, which have a long-term perspective,
and compared them with typical patient
goals – which have a short-term perspective.
– We need to establish appropriate management goals together with the patient,
Prof Panaccione underlined.
Very good safety signals
Anti-TNF therapy is an independent predictor of serious infections, Prof Panaccione continued.
– A prospective cohort study on 3079 patients over 10 years showed that patients
more than 65 years old are at particularly
high risk for infection.
He presented data on vedolizumab and
serious infections.
– There are very good safety signals over
5 years.
34
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In his summary he pointed out that the
benefit-risk profile supports that vedolizumab can be used as first-line biologic.
– Remember to think about the complexity of the disease – such as extraintestinal manifestations and perianal disease.
The GEMINI 2 study showed that the reported probabilities of fistula closure with
vedolizumab were 29 % at 6 months and 33
% at 12 months.
Prof Panaccione ended his talk by stressing the need to respect the patient’s fear
and concerns.
– Balance long-term benefit with longterm risk!

Prof Schreiber stated that a broad confirmation of efficacy and safety is seen in
registration and other real-world trials.
– It is remarkable how similar the numbers are from many real-life cohorts from
all over the world.
Data show improvement of disease activity, decrease of steroid use and reduction of inflammation markers. Vedolizumab is effective in both UC and CD, and in
CD the efficacy is higher in patients with
colonic inflammation.
– Safety data from real-world trials is
consistent with that reported in clinical
trials.
Prof Schreiber also said that up to 30 %
of patients with CD are receiving vedolizumab as first biologic.
– The limitation is of course that real-life
data from cohorts at present are small, he
ended his lecture.

Real-life data
The real-world experience of treatment
with vedolizumab in patients with CD was
the topic of Prof Stefan Schreiber’s talk. In
this he referred to multiple “real-practice
cohorts”, with more than 800 patients
with CD.
– Most included patients had failed one
or more treatment with anti-TNF, he said.
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ABBVIE SATELLITE
SYMPOSIUM
AMSTERDAM 2016

THE IMPORTANCE OF CONTROLLING
INFLAMMATION IN IBD
To date, IBD management goals have focused on gastrointestinal symptom resolution and mucosal healing. However, IBD is often a systemic disorder. Common pathogenic pathways can lead to inflammatory
manifestations beyond the gut. Therefore there is a need to reduce the overall inflammatory burden associated with IBD. This was discussed at a Satellite Symposium at ECCO Congress, sponsored by Abbvie.
Tissue-specific factors dominate
Prof Geert D’Haens was the Chair, and he
introduced Prof Yehuda Chowers as the
first Speaker. He began by describing the
inflammatory process and the interaction
between cells.
– Multiple cell types are involved in
IBD pathogenesis. Effector cell function
depends on local environment and immune conditions – T-cell effector function
is plastic and can be shifted by changing
conditions, Prof Chowers said.
He continued with protein-protein interactions between IBD and extra-intestinal manifestations. Perianal disease is a
frequent complication that affects up to 40
% of IBD patients. The pathogenesis is not
known.
– Common genes, inflammatory pathways and environmental factors may be
involved in extra-intestinal manifestations,
related immune-mediated diseases and
perianal disease manifestations. However,
tissue-specific factors may dominate the
final pathophysiology and clinical manifestations, Prof Chowers concluded.
PSC is the most serious
Extra-intestinal manifestations, which are
systemic, identify patients with more severe forms of IBD, said Prof Remo Panaccione.
– Sometimes, these manifestations can
be more debilitating than the intestinal
disease. Early recognition of these manifestations should help guide therapy that
will reduce overall morbidity in affected
patients.
The most common extra-intestinal
manifestations are muscoskeltal, such as
arthritis – reported in 9 - 53 % of IBD patients. The second most common are der-
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matologic and oral – reported in 2 - 34 %
of IBD patients.
– Ocular extra-intestinal manifestations
are also common. The occur in 0,3 - 5 %.
One of the most serious is primary sclerosing cholangitis (PSC), which has a strong
association with IBD. 75 % of PSC patients
have co-existing ulcerative colitis (UC)
and another 5 - 10 % have Crohn’s disease.
However, only 5 % of UC patients and 2 %
of CD patients develop PSC, Prof Panaccione said.
A multidisciplinary team is required
He continued with the epidemiology for
perianal CD.
– 25 - 80 % of patients with CD will develop perianal disease. The disease may be
continuous with active disease or remote
from area of activity.
9 - 17 % of patients undergo proctocolectomy for perianal disease, and the presence
of perianal fistula has been associated with
a poor prognosis.
– For fistulizing CD, the goals of treat-

ment are to drain sepsis, reduce frequency
of abscess formation, preserve the sphincter, reduce drainage symptoms and to improve quality of life. These goals are best
achieved trough multidisciplinary teams,
Prof Panaccione stated.
This team includes an experienced radiologist, a thoughtful gastroenterologist
and an appropriately aggressive surgeon
who “takes sepsis draining personally and
diverts when necessary”, according to Prof
Panaccione.
Anti-TNF successfully treats many of the
common extra-intestinal manifestations.
– When thinking of overall management of IBD we need to consider the entire picture – not only the intestine. When
choosing therapy it is important to consider treatment that will resolve intestinal
symptoms, improve extra-intestinal manifestations and change the natural history of
the disease, Prof Panaccione summarised.
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CONGRESSES 2016-2017
Australian Gastroenterology Week
October 10-12
Adelaide South Australia
www.agw2016.org.au/
UEG Week
October 15-19
Vienna Austria
www.ueg.eu/week
10th European Mucosal Immunology Group Meeting
October 19-21
Copenhagen Denmark
www.emig2016.org/
New treatment targets in Gut and Liver disease
Falk Symposium 205
October 21-22
Lucerne Switzerland
www.falk-foundation-symposia.org/symposia-andworkshops/2016/?L=1
Asian Pacific Digestive Disease Week 2016
November 2-5
Kobe Japan
www.apdw2016.org
Japan Digestive Disease Week
November 3-6
Kobe Japan
www.jddw.jp/jddw2016/en/index.html
IBD Nordic Conference
November 10-11
Stockholm Sweden
www.ibdnordic.se

New Zealand Society of Gastroenterology
Annual Scientific Meeting
November 23-25
Hamilton New Zealand
www.gastro2016.co.nz/programme/
Advances in the management of IBD
November 25
AMC Amsterdam
The Netherlands
www.epgs.nl/advances-in-the-management-of-ibd/
Advances in IBD
December 8-10
Orlando, Florida
USA
www.advancesinibd.com/
The 7th AHUS Colorectal Symposium
IBD - when pharmacological therapy fails
January 26-27 2017
Oslo, Norway
Register with merete.helgeland@ahus.no
ECCO Congress
February 15-18 2017
Barcelona Spain
www.ecco-ibd.eu/ecco17
4th International Symposium of Pediatric IBD
September 13-16 2017
Barcelona Spain
www.pibd2017barcelona.com/welcome.html

St Marks Frontiers in Intestinal and Colorectal Disease
November 22-25
Harrow United Kingdom
www.stmarksacademicinstitute.org.uk/courses/frontiers-in-intestinaland-colorectal-disease/
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