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TOM ØRESLAND

S-ECCO IBD MASTER CLASS

T

he 12th ECCO Congress in Barcelona was another success, and for us coming from the north also a taste of summer. The 6th S- ECCO IBD Masterclass was attended by a mix of surgeons and gastroenterologist with lots of
good discussions. Focus on techniques and new developments in Crohn’s
surgery as well as on the bottom up anal approach for rectal excision. Personally
I miss the talks on what we do in UC surgery, the focus for the time being on how
we do things. Restorative proctocolectomy with a pouch anal anastomosis was
developed some thirty years ago and apart from nowadays stapling the anastomosis rather than hand-sewing, the operation have not changed at all and yet it
is not perfect. Functional outcome is mostly good but there are those who function less well and we can’t predict who they will be. Sooner or later someone will
come up with an improved restorative proctocolectomy, the problem however as
I see it is that today’s surgeon has lost interest in physiology and understanding
the enigma of pelvic functions.
However the S-ECCO IBD Master class course had lots of interesting topics
with refreshing tandem talks, pro – cons and gastroenterologist versus surgeon’s
point of view. We heard an update on the ACCURE trial- appendectomy as a
treatment for UC. A randomized trial with planned sham operations in the control arm. It will be very exciting to hear more about that in the years to come.
There were discussions on the role of the mesentery in Crohn’s disease, there
are indications that the mesentery is involved in the disease process more than
just secondary to the bowel inflammation. More extensive removal of the inflamed fatty tissue would then be of value not only in the small bowel, but also
removing the mesorectum could diminish the problems with perineal wound
healing. However we also heard from Fabrizio Michelassi ( New York) that the
Japanese Kuno-S anastomosis, a side to side technique where the mesentery
is not removed to any extent, had excellent results in terms of low recurrence
rates. In a study from Bologna it was pointed
out that the risk of mucinous adenocarcinoma
in chronic perianal fistulas (2.4%) is probably
further increased if patients have been on biologics and not had previous surgical excision of
the fistula tracts. A study from the Mayo Clinic reported that patients on vedulizumab had
an increased risk of surgical site infections and
anastomotic leaks. However two other studies
have not been able to confirm this, obviously
more data is needed.
The S-ECCO day
continues to be the
meeting place for IBD
surgeons, I guess next
year the program will
be as good or even
better than this year,
mark your calendar.
Enjoy reading the IBD
Congress News.
TOM ØRESLAND
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ECCO CONGRESS IN BARCELONA
The annual Congress arranged by the European Crohn’s and Colitis Organisation the ECCO Congress has established itself as the world’s reference Meeting for IBD.
In February 2017, the 12th Congress was held in Barcelona, Spain

I

n his welcoming address, ECCO President Prof Julian Panes said that more
than 6 000 delegates from around the
world had come to the Spanish city to
learn about the latest trends in IBD research and clinical care.
– The theme for the Congress this year
is “Advancing knowledge, improving care”,
he stated.
New in 2017 was that there for the first
time was a session on basic science that
ran in parallel with one session in the main
programme.
Is dysbiosis in the microbiome a cause or
effect?
The first speaker in the first Session was Dr
Charlie Lees, and he talked about nutrition
and food additives.
Dr Lees began by describing the evolution of the microbiota over 7 million years.
– 10 000 years ago began the agricultural revolution, and that started a massive
change in the microbiota – and a few hundred years ago the industrial revolution
shifted it again, he said.
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Since then there has also been a major
change in hygiene – and we have seen an
increase in inflammatory diseases.
– The incidence of IBD has exploded in
countries that has been “westernized” in
the last decades, Dr Lees added.
We know that diet rapidly and reproducibly alters the human gut microbiome. If
an individual changes from a plant-based
diet to an animal-based diet, changes in the
microbiome can be seen 2-4 days after this.
– But what components of diet are associated with IBD? We know that a high fat
diet increases the risk for ulcerative colitis
(UC) and Crohn’s disease (CD), and a high
fruit and fibre diet decreases the risk of CD,
a high vegetable diet decreases the risk of
UC – and that emulsifiers develop IBD in
healthy mice!
Dr Lees described emulsifiers in more
detail, and explained that they are common in lots of our foods.
The dysbiosis seen in the microbiome in
CD – is this a cause or effect of CD?
– People change their behaviour when
they are affected with disease – including

their diet, he pointed out.
Dr Lees ended his talk by describing a
study – PREDICT – which is being set up
in order to investigate this.
– Our patients ask us “what should I
eat”, and at present we can’t really answer
that, Dr Lees said.
Nitrogen dioxide associated with CD
Prof Stephan Vavricka, Switzerland, gave a
lecture on how smoking, pollution, stress
and sedentary lifestyle affects IBD. He
started with smoking.
– In our Swiss IBD cohort many – up to
30 % of patients – smoke, Prof Vavricka
said.
CD patients that smoke, develop more
often complications, relapses, need more
steroids and more immunosuppressants
and have greater risk of surgery. Quitting
smoking is associated with less flares, he
continued.
Smoking may change the intestinal microbiota. In an intervention group, after
smoking cessation, an increase of Firmicutes and Actinobacteria was seen – and a
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decrease of Proteobacteria and Bacteroidetes.
Are there specific air pollutants relevant
for IBD onset? Prof Vavricka presented an
UK study that had found that air pollution
in general was not associated with the incidence of IBD.
– They did however also find that residential exposure to higher concentrations
of nitrogen dioxide was associated with an
elevated risk of developing CD in young
adults and children, he said.
Physical activities improve QoL
Stress – does it cause IBD or does IBD
cause stress, or do they exist symbiotic? A
study from 2000 showed a clear connection with stress and flares in IBD. So does
psychotherapy help in IBD?
– A Cochrane review looked at 21 studies. In adolescents, there were positive
short term effects of psychotherapy on
most outcomes – including Quality of Life
(QoL) and depression. But it stated that
there is no evidence for efficacy of psychological therapy in adult patients in general.
Prof Vavricka added that cognitive behavioural therapy, IBD-focused counselling and lifestyle modification programs
was found to affect psychological problems
and QoL – and in some cases also course
of IBD.
– So certain psychotherapies might be
helpful.
Finally he touched upon physical therapy, and presented two interventional studies in CD. The first was on a 3-month intervention with a low-intensity walking
program.
– It reported decreased BMI, psychological improvement and an improved QoL.
But no detrimental positive effect on disease activity.
The other was on a 12-month homebased low-impact exercise. This reported
a trend for increased bone mineral density – but again no detrimental effect on disease activity.
– Physical activities improve QoL but
have no effect in IBD activity, Prof Vavricka concluded.
Tight control could avoid IBD-related complications
Chronic systemic inflammation is associated with an increased risk of acute arterial
events.
– But the risk of acute arterial events in
IBD patients is still unclear, said Dr Julien
IBD CONGRESS NEWS 1 · 2017

Kirchgesner, France.
He presented a study that had assessed
this risk in IBD patients, including the impact of age and IBD activity, and compared
the results with the general population. It
was a nationwide cohort study-based design, using French hospital discharge database. The study included more than 200
000 IBD patients.
– The study found an increased risk of
acute arterial events in patients with IBD,
compared to the general population. The
highest risk ratio was in young patients
with CD. There is a clear link between IBD
activity and the risk of acute arterial event,
Dr Kirchgesner summarised the results.
He added that these findings are in
accordance with the hypothesis that a
tight control of inflammation could avoid
IBD-related systemic complications.
– For arterial diseases and IBD, the impact of treatment – including anti-TNFs
– still has to be addressed. A second stage
of the study, which is ongoing, will investigate that. I hope to share the data from
that with you in the future, Dr Kirchgesner
ended his talk.

response – 21 % had complete transmural
remission of CD. With results like this, I
wonder why EEN is not used in adults as
well, Prof Levine said.
There are pros and cons with EEN, Dr
Ellul pointed out.
– EEN improves nutritional status and
improves bone. It is associated with mucosal healing and has no side effects. But it
is difficult – for patients, for parents and for
the physician. It also demands resources,
and there is no exit diet therapy, he said.
Dr Ellul also described a positive study
on EEN in CD. In this, radiological remission was seen in 54 % – a significant improvement.
Prof Levine showed data from the
PLEASE study, in which no difference be-

Exclusive enteral nutrition
A tandem talk on dietary therapies and
strategies in IBD was given by Prof Arie
Levine, Israel and Dr Pierre Ellul, Malta.
Prof Levine started by describing a trial on
exclusive enteral nutrition (EEN) in children with ileal CD.
– 34 patients underwent 8 weeks of
EEN. 84 % of them came to remission – 58
% early. There was also good endoscopic

Julien Kirchgesner

Charlie Lees
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tween patients treated with infliximab or
EEN was seen.
“Diet will come back as a treatment”
A slide summarised possible deleterious
dietary components, divided into two
groups: Natural and additives.
– High animal fat diet may affect mucus
layer and cause dysbiosis. High animal
protein diet is associated with dysbiosis,
as is gluten – that also is associated with
intestinal permeability. A diet that lacks
fibre, depletes the mucus layer, Prof Levine
continued.
Of the additives, emulsifiers, maltodextrin, sulphites and carrageenan (sulphated
polysaccharides that are extracted from
red edible seaweeds, and widely used in
foods) are all associated with affecting the
mucus layer and/or cause dysbiosis.
Dr Ellul talked about partial enteral nutrition (50% of calories as EN), and presented a study that had found no significant difference between treatment with
6-MP and partial EN for maintenance of
remission. He continued with a combination of biological and EN therapy:
– 4 studies, on a total of 342 patients,
found 69,4 % of patients on EN + infliximab
in clinical remission – compared to 45,4 %
for those on infliximab alone.
There is also a role for EEN in the pre-op
optimisation of patients with CD. A study
presented data that that the EEN group
had a decreased incidence of postoperative
complications after abdominal surgery.
They ended their talk by stressing the
need for more research and better clinical
studies with more palatable diets.
– Diet will come back as a treatment!
We need to make it more attractive to our
patients – and also further investigate diet
in combination with other therapies, Prof
Levine ended their talk.
Where shall we put new treatments in the
algorithm?
In a Session on evolving therapeutic algorithms, Prof Gerhard Rogler, Switzerland,
gave an introductory lecture on new molecules.
He started with ustekinumab in CD.
– The first study showed better results
for ustekinumab in anti-TNF failures, but
another study found ustekinumab more
effective in long term in anti-TNF naive
patients, he said.
Prof Rogler continued with a randomised controlled trial (RCT) Phase IIa
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study of MEDI2070 (an anti-p19 antibody)
in patients with active CD and failed anti-TNF therapy. This showed a statistical
difference over placebo, with 49,2 % of
patients with CDAI response and 27,1 %
with CDAI remission (CDAI decrease of
minimum 150)
He continued with the 12 months results
of safety and efficacy of oral tofacitinib as
maintenance therapy in patients with UC.
– The question with these new treatments is where we should put them in our
treatment pyramid? This goes for vedolizumab too. In algorithms there is a problem with the word “or”...
What evidence would be needed in order to properly place these new drugs?
– Head-to-head studies will probably
not be supported by drug companies. We
need combination studies and long term
safety data from real life experience.
We also need more information on risk/
benefit ratios, and we don’t have that, Prof
Rogler stated.

“DIET WILL COME BACK AS A
TREATMENT IN COMBINATION
WITH OTHER THERAPIES”
Three steps
The reasons for why we have insufficient
benefit/risk data are several. The FDA
does not use a quantitative assessment of
benefit/risk assessment (BRA) and relies
on a qualitative assessment – collected
during clinical trials.
– For the FDA, the drug benefit derives
from the efficacy endpoints of clinical
trials, and risks are based on adverse events
reported in trials.
For the EMA, as for the FDA, assessment
by experts are essential in BRA, and quantitative approaches do not yet replace this
qualitative assessment.
– In CD patients, I’m not sure vedolizumab always should come after antiTNF. Data shows that patients that are naive to anti-TNF, reach remission and mucosal healing much quicker, Dr Rogler said.
He ended his talk with his suggestion for
placing new molecules in the treatment
pathway. In this, physicians could switch
from one of the products, mainly from
5-ASA to steroids for first line of therapy.

Pierre Ellul

– In many more severe cases, physicians
add antibiotics or systemic steroids to the
products of first line.
In second line (steroids + methotrexate
or thiopurines), reasons for switching to
another medication are inadequate response to the previous one. Sometimes,
physicians switch from the second line
therapy to biologics, and use them as monotherapy in third line.
– More often, the biologics are added to
the immunosuppression and they may be
used in combination in third line therapy.
Finally, third line therapy consists of
biologics or biologics plus immunosuppression.
– Treatment algorithms should not be
too complicated. This have three steps –
where every drug can be properly placed,
Prof Rogler finished his talk.

Gerhard Rogler
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Costs for drugs a global problem
Healthcare costs are increasingly driven by
biologics, said Dr Peter Irving, UK.
He showed data from the COIN study – a
large Dutch cohort examining healthcare
costs in IBD. These demonstrated that
costs for biologics in UC has risen from 31
% to 39 % over the last two years, and from
64 % to 72 % in CD.
– I have a dream – to treat all patients
with all the drugs that are good with no
regards to cost. Unfortunately, this dream
can not become true, Dr Irving said.
Costs for drugs are a global problem,
and Dr Irving presented WHO cost-effectiveness recommendations. According
to these, a drug or medical intervention
is deemed as being very cost-effective if
it cost less than 1 gross domestic product
(GDP) per capita. In a range between 1 and
3 GDP, it is regarded as cost effective – but
not if it exceeds 3 GDP.
– This makes much care impossible in
Africa, where many countries have a very
low GDP, he pointed out.
Dr Irving stated that he believed that azathioprine is beneficial as monotherapy in
some patients.
– And that is a cheap drug! Also – why
should we use a more expensive drug
when cheaper drugs are available? I’m now
talking about biosimilars, he continued.
He talked about the Norwegian study
NOR-SWITCH, that showed that switching patients on steady treatment on infliximab to biosimilar infliximab CT-P13 is safe
with no difference in efficacy, and said we
are lucky to have that study.
Getting the most from drugs improves
cost-efficacy
Dr Irving continued with examples on optimising biologics – i.e. combo therapy infliximab or adalimumab with azathioprine
in order to avoid immunogenicity.
– Early aggressive therapy causes mucosal healing in a much higher proportion
of patients. Mucosal healing is associated
with long term effects – more patients in
remission off steroids, with no flare and
off anti-TNF. Certainly the signs are there:
Early expensive therapy gives cheaper
therapy later.
Maximising cost-efficacy for drugs without adversely impacting care includes to
use cheaper drugs first where appropriate,
to use drugs in the most effective way possible – and to stop using expensive drugs
when possible, Dr Irving summarised.
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Ignoring costs is not an option in IBD (or
in any branch of healthcare). Getting the
most from our drugs improves cost-efficacy, were two of his conclusions.
– Exploring where drug withdrawal is a
safe and effective strategy is appropriate.
We need to measure the “bang we get for
our bucks” we spend – and to explore ways
to maximise it!
Efficacy and safety of CT-P13
In his lecture, Dr Irving also mentioned
the PROSIT cohort of the infliximab biosimilar CT-P13.
Dr Gionata Fiorina, Italy, talked about
this study in more detail. He presented a
prolonged follow-up on the efficacy and
safety across Italy.
When the biosimilar to infliximab CTP13 was approved, the approval process
was based on pre-clinical studies of biosimilarity, and on clinical data coming
from rheumatoid arthritis and ankylosing
spondylitis.
– Initially, some concerns about efficacy
and safety were raised by several national
societies. Also IBD experts have been cautious and little confident about the use of
biosimilars, Dr Fiorina said.
The PROSIT study was a multi-centre
real-life study across referral centres in
Italy. All consecutive patients undergoing
therapy with CT-P13 were prospectively
included since March 2015.
– This is currently the largest cohort enrolling IBD patients treated by CT-P13, Dr
Fiorina underlined.

Gionata Fiorina

The conclusions he presented were that
no significant issues in terms of safety is
raised from the study population. The infusion reaction rates observed in patients
previously exposed to anti-TNF is in line
with the literature data on the originator.
– Efficacy profile seems to be in line with
infliximab originator. The safety and efficacy profile of CT-P13 is not different from
the originator in a real-life setting, he reported.
Rule does not apply to severe uncontrolled IBD
The IBD medicine in patients with cancer,
was the topic for a lecture given by Prof
Laurent Beaugerie, France.
He began by talking about metastatic
7
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uncontrolled cancer and active IBD with
disabling symptoms.
– QoL is a priority. In addition to
steroids and nutritional therapy , the use of
anti-TNF agents may be considered.
He quoted two studies from 2008.
– The first one found good tolerance of
infliximab in patients with advanced cancer of various organs, and no overt progression. The other one saw no worsening
effect of infliximab on cancer in patients
with pancreatic cancer and cachexia.
Patients with past cancer are at risk of
new (second) cancer, or cancer recurrence.
Prof Beaugerie presented data that showed
no higher incidence rates of new cancer or
cancer recurrence with immune-mediated
disease exposed to immune-suppressive
therapy.
– But in current clinical practice, the use
of immune-suppressive therapy is limited
in patients with cancers at highest risk of
recurrence. And we should be increasingly
sensitive to the concept of immunosurveillance, he underlined.
ECCO Statement 6G says that as a general rule, physicians should consider delaying the resumption of immune-suppressive therapy for IBD in patients being
treated for cancer for 2 years following the
completion of cancer treatment.
– This rule does not apply to patients
with severe uncontrolled IBD! Lifethreatening risks of uncontrolled IBD are
superior to putative risks of cancer recurrence. The priority is to heal lesions, and
restore QoL – using immunosuppressive
therapy, if there is no better alternative,
Prof Beaugerie stated.
His take-home messages were to try to
respect a 2 - 5 year pause in the use of immune-suppressive drugs for cancers with
intermediate to high risk of recurrence,
except in patients with severely active disease without a therapeutic alternative.
– Choose the immunosuppressive drugs
according to their potential promoting effect on cancers – including the previous
one. And – very importantly – cooperate
with the oncologists, he said.

pain (CNCP), and problems with opiates
for this.
– It is not an IBD-specific problem. Opiates leads to excess deaths, are ineffective
and distracts physicians from dealing with
psychological co-morbidities and from
using other effective therapies.
She reminded the audience that IBD is
not a six-weeks illness, and that there are
scant data that opioids are effective beyond
six weeks.
Worldwide, approx. 96 % of opiate use is

“MEDICAL THERAPY CAN
REDUCE AND DELAY BOWEL
DAMAGE IN IBD”
in regions containing only circa 15 % of the
world’s population .
– In the USA, rates of deaths from prescription opioid overdose have quadrupled in the last 15 years. This is paralleled by
quadrupling opioid prescription rates, Prof
Andrews continued.
According to experts, opiate use in
CNCP has low therapeutic ratio. The benefits are uncertain, especially as compared
to other treatments for chronic pain. Opiates for chronic pain may actually worsen
pain and functioning – possibly by potentiating pain perception.
– So if I go back to my original question:
How can we wean these patients off opia-

tes? My answer is don’t prescribe them to
start with! Treat IBD early, and especially
address mental health issues. And is there
a preference in drugs? Yes – no drugs!
With this, Prof Andrews ended her talk.
Single port laparoscopy – a real alternative
On the second day of the Congress, a Session had the headline Managing bowel
damage in IBD: Surgical or medical treatment? The first Speaker was Prof Yves
Panis, France.
– The good news is that medical therapy can reduce and delay bowel damage in
IBD – and the need for early surgery, Prof
Panis said.
But he also presented data from 2015
that showed that after 36 months on medical therapy, 33 % of patients had bowel
damage progression, and 30 % had surgery.
– Surgery is frequently proposed as a
last option. Hence it is often performed on
high-risk patients, that suffers from denutrition, abscesses etc. In these situations
there is a high postoperative morbidity
rate, and a high risk of stoma, he continued.
Early surgery can sometimes be better
than prolonged medical therapy. Prof Panis
told the audience about the CD obstructive
score (CDOS) which can give information
on whether to continue medical treatment,
or refer the patient to early surgery.
He also described single port laparoscopy, and underlined that this procedure
carries a very low morbidity risk.
– This approach for IBD surgery is a real
alternative to open surgery. Data from 574

Opioids have low therapeutic value
The person with IBD and psychological
co-morbidities: How can we wean these
patients off opiates – and is there any
preference in drugs? These questions also
formed the title of Prof Jane Andrews
lecture.
She talked about chronic non-cancer
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consecutive patients had only one death –
0,17 %.

Jane Andrews

Marisa Aborra

Joline de Groof
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Surgery can be a success
In stenotic and perforating forms of CD,
the surgery rate is 50 - 60 % at 5 years. Prof
Panis pointed out that surgery in stenotic
CD improves QoL.
He presented a comparison of health-related QoL and disability in UC patients following restorative proctocolectomy with
ileal pouch-anal anastomosis (IPAA), versus anti-TNF therapy, published this year
in European Journal of Gastroenterology &
Hepatology. The conclusion was “Patients
in the surgery group reported better outcomes for generic health compared with
those in the anti-TNF group”.
– So surgery remains indicated – even
early – in patients refractory to biologics
and with severe bowel damage. “Late”
surgery can be more risky – don’t blame
the surgeon for a bad outcome if it is performed on too late indication. Surgery is
not always a failure, it can also be a success,
was Prof Panis conclusion.
Second surgery factor for poor prognosis
50 % of CD patients undergo an intestinal resection within 10 years. 25 % have
second surgery. There is a high incidence
of postoperative recurrence.
Dr Marisa Aborra, Spain, presented results from the PRACTICROHN study, that
aimed to compare the characteristics and
clinical management of CD patients who
have undergone one surgery with patients
that have undergone more than one.
It was an observational study, with patients from 26 centres in Spain. They underwent CD-related ileocolonic resection
with ileocolonic or ileorectal anastomosis
between 2007 and 2010. Data came from
time of diagnosis and up to 5 years after
surgery.
– We found that penetrating and stricturing behaviours at diagnosis was associated with increased risk for more than one
surgery in CD, Dr Aborra said.
Although the study authors found a benefit for giving prophylactic treatment for
recurrence in the first surgery group, they
did not find it in patients with more than
one surgery.
– This fact highlights that undergoing
a second surgery is an important factor of
poor prognosis in CD patients, Dr Aborra
stated.

Non-conventional strictureplasty
Medical and surgical therapy in combination constitutes a combined approach.
– The question is – can we together
achieve intestinal sparing in CD management, asked Dr Paulo Kotze, Brazil.
Population data from Denmark show a
reduction in major surgery for CD in parallel with an increased use of anti-TNF and
azathioprine and a reduction in the use of
5-ASA and steroids, he said.
– Here is the question if we are just delaying surgery...?
Dr Kotze continued by stating that we
now live in the era of strictureplasty. He
described non-conventional strictureplasty, a bowel-sparing technique that have
emerged to facilitate bowel conservation
for atypical strictures. These are safe, according to data Dr Kotze presented.
Delayed surgery leads to worse outcomes
He continued with the model of treating
rectal cancer.
– Downgrading rectal cancer with
chemo and radiotherapy that gives a reduction of rectal tumours and masses –
that leads to better outcomes and sphincter preservation in surgery. My question is
if we can we apply the same method? Surgery is better in not so inflamed tissue, Dr
Kotze underlined.
Timing is however important. A German
study on perforating Crohn’s ileitis found
that delay of surgery is associated with
more postoperative complications.
Dr Kotze ended his lecture with some
messages.
– For gastroenterologists I want to point
out that delay in surgery usually leads to
worse outcomes, more structures are involved and that leads to a more resected
bowel. There is still a need for evidence
that biological therapy reduces surgical
specimens and stoma rates.
For surgeons, bowel sparing surgery
should be used when indicated. Knowledge of relation of indication and postoperative outcomes are required. A caution
not to make things worse in patients at risk
for intestinal failure is needed.
– And all this is already here. Joint medical and surgical efforts aiming for intestinal sparing are already happening!
Laparoscopy less costly
The LIR!C trial was presented by Dr Joline
de Groof, The Netherlands.
– The hypothesis behind the trial was
9
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that for patients with active CD located in
the terminal ileum, not responding to conventional therapy, a laparoscopic ileocecal
resection is more effective than infliximab
in improving QoL and associated with a
lower cost, Dr de Groof explained.
In the trial, 143 patients with active CD
in the ileum were randomised. 70 went to
an arm with infliximab and 73 to laparoscopic resection. They were then followed,
and costs was calculated and QoL measured.
– We found that laparoscopic resection
was as effective as infliximab in improving
QoL, but not significantly better on the
IBDQ (a quality of life questionnaire for
patients with IBD).
19 % of patients in the infliximab arm
discontinued, and 19 % needed surgery
within one year. In the surgery arm, 4 %
started infliximab within one year.
– We also found that laparoscopic resection was on average less costly and more
effective, Dr de Groof said.
Her conclusions were that laparoscopic
ileocecal resection and infliximab treatment are comparable in terms of their effect on QoL and that laparoscopic ileocecal
resection is cost-effective.
– Therefore we need to upgrade laparoscopic ileocecal resection in the treatment
pyramid as a good alternative to starting
infliximab!
IRA has many advantages...
Is it time for a come-back for ileorectal
anastomosis (IRA) in UC? The question
was asked by Dr Oded Zmora, Israel.
– One third of patients with UC will require surgery. These are mostly young patients, with a high demand for quality of
life and a wish to avoid a permanent stoma,
Dr Zmora said.
The ileal pouch-anal anastomosis
(IPAA) is considered the gold standard –
but it is associated with a significant rate of
complications, even in experienced centres.
– Total abdominal colectomy with IRA
may be an easier, safe alternative.
IRA has many advantages: It keeps the
natural route of evacuation, there is no
need for permanent stoma and it is technically relative easy to perform. Usually
there is no need for temporary diversion,
it gives potentially a better anorectal function and there is no risk for pouchitis.
– IRA does not need a pelvic dissection
and carries a low risk of sexual and uri10

nary dysfunction. There is a lower risk of
reduced fecundity and in case of failure,
IPAA is a valid option, Dr Zmora continued.
...in selected patients
However, IRA has some disadvantages –
there is a risk for proctitis, a common need
for medical treatment and a higher risk of
cancer. The risk for cancer and failure increases over time, compared to IPAA.
– The use of immunosuppressants,
anti-TNF, or both before colectomy are
associated with IRA failure. Colectomy
performed for neoplasia is not associated
with higher IRA failure, compared with
refractory disease.
Dr Zmora underlined the need for patient selection.
– IPAA is the best option for most patients with UC requiring surgery. But the
option of IRA should be considered in
selected patients – those with mild rectal
inflammation, distensible rectum, good
response to 5-ASA and a good compliance
with annual surveillance.
He ended by quoting ECCO Statement
51:
“Under optimal circumstances IRA is a
reasonable alternative to IPAA”.
CC and LC – specific mucosal responses to
different antigens
A panel of several Speakers discussed in
another Session microscopic colitis (MC).
MC is a generic term that includes two
major presentations – collagenous colitis
(CC) and lymphocytic colitis (LC) – which
describes a form of chronic relapsing

Britta Siegmund

illness characterised by a triad of: Chronic
or intermittent watery diarrhoea, a macroscopically normal mucosa and characteristic histopathological features.
The panel consisted of an epidemiologist, Prof Vito Annese, Italy, Basic Scientist
Prof Britta Siegmund, Germany, Pathologist Prof Roger Feakins, UK and Physician
Dr James Lindsay, UK.
– CC and LC are considered to represent
specific mucosal responses to different luminal antigens in predisposed individuals,
resulting in an uncontrolled immune response, said Prof Siegmund.
Budesonide – evidence based therapy
Prof Feakins described the histology of
MC.
– Mucosal chronic inflammation is common to both types. However, a collagen
IBD CONGRESS NEWS 1 · 2017
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band is seen in CC only, and increased intraepithelial lymphocytes are required for
LC, he established.
Prof Feakins also described “incomplete” MC, in which mucosal chronic inflammation is seen.
Dr Lindsay said that he thought diagnosing the patient with MC is very important.
– The disease has a significant influence
on the patient’s QoL. The presence of watery stools and urgency drives this.
Budesonide is the evidence-based induction therapy for MC. Dr Lindsay presented data that showed 80 % of CC patients
in remission after budesonide, compared
with 32 % for mesalamine and 37,8 % for
placebo.
– And low dose budesonide is evidence-based therapy for maintenance.
A RCT found that after 52 weeks 61 % of
patients were in remission on budesonide
– 17 % of patients on placebo. 82 % of patients relapsed off therapy, he continued.
FXR may contribute to diarrhoea
The panel had guests that came on the

stage for short presentations. One of these
was Dr Carolina Palmela, Portugal, who
talked about the potential role of bile acid
farnesoid x receptor (FXR) in MC.
The study she presented had the hypothesis that reduced FXR expression in the
colon of MC patients, leads to excessive
bile acid in the colon, that could contribute to diarrhoea and perpetuate colonic
inflammation.
– This is the first report of abnormal
FXR expression in MC patients. We found
that patients with MC have significantly
lower expression of FXR in the right and
left colon, she said.
This difference is not specific of MC histologic subtype.
– Future avenues of research should
focus on the potential role of FXR agonists
in treatment of steroid-refractory MC, Dr
Palmela concluded.
IBD better explained by three groups
The panel then continued with the topic
IBD Unclassified (IBD-U). This is defined
as clinical features of chronic IBD restric-

ted to the colon, with inconclusive colonoscopy and lack of diagnostic histologic
features of either UC and CD.
A population based study have shown
that 5 - 20 % of IBD patients with colonic
inflammation can not be definitively diagnosed with CD or UC.
Prof Siegmund quoted a study published
in Lancet 2016 where the data support a
continuum of disorders within IBD much
better explained by three groups (ileal CD,
colonic CD and UC), than by CD or UC
currently defined.
Goals of therapy for IBD-U mirror that
of UC/IBD. The indications for surgery are
similar to UC.
Oxygen therapy for UC
Hyperbaric oxygen therapy (HBOT) is
perhaps best known for treatment of decompression sickness, a hazard of scuba
diving. But it is also used for a wide variety
of other medical treatments, and at the
ECCO congress a report on its use for
treatment of UC was presented.
Dr Parambir Dulai, USA, presented the
study that had investigated HBOT with
the primary outcome to see if this therapy
could induce clinical remission in UC patients hospitalised for moderate to severe
flares.
18 patients were randomised 1:1 to either sham hyperbaric air + steroids or hyperbaric oxygen + steroids. They had up to
10 sessions, and on day 10 both groups had
flexible sigmoidoscopy.
– We found that HBOT given as an adjunct to intravenous steroids in these patients results in higher rates of response
and remission, compared to steroids alone
– and a reduction in the need for progression to biologics or colectomy during hospitalisation, Dr Dulai reported.
Promising Phase II data for new drug
FITZROY Phase IIb is a study on filgotinib, a highly selective inhibitor of Janus
kinease 1 (JAK1) for maintenance of clinical effect in patients with moderate to severe CD. Prof Severine Vermeire, Belgium,
presented exploratory 20-week data from
the study.
– Filgotinib maintains, after 20 weeks of
treatment and despite mandatory steroid
tapering, clinical efficacy and improvement in patient’s QoL (IBDQ), Prof Vermeire said.
In patients who did not respond to placebo during weeks 0 - 10, filgotinib 100 mg
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also showed efficacy. Further evaluation is
warranted.
– There is also a favourable risk-benefit
profile. These data therefore support currently ongoing Phase III program, Prof
Vermeire summarised.
Increased risk for cancer
Childhood-onset IBD is a more severe
phenotype. But there is a lack of assessments regarding the risk of cancer in different IBD phenotypes.
Dr Ola Olén, Sweden, presented a study
with the aim to provide robust data on relative and absolute risks of any cancer in
childhood-onset IBD – and of cancer risk
during both childhood and adulthood. It
was a Swedish nationwide cohort study
1964 - 2014.
– We found that childhood-onset IBD is
associated with an increased relative risk
of cancer during childhood. Also with an
increased relative risk of cancer during
adulthood. The highest hazard ratios were
seen in gastrointestinal cancers, lymphomas and skin cancer, Dr Olén concluded.
Adalimumab highly effective in paediatric
CD
Dr Steven Steiner, USA, presented an evaluation of adalimumab effectiveness in antiTNF naive paediatric patients with CD in
clinical practice.
– The aims were to measure the duration
of adalimumab treatment, and to demonstrate the clinical outcomes in clinical practice, he explained.
It was a retrospective longitudinal observational cohort study, utilising the ImproveCareNow Registry.
– The study shows that adalimumab is
highly effective in anti-TNF naive paediatric CD. 94 - 97 % of patients remained on
therapy for 6 - 24 months of follow-up. And
there were steroid-free remission rates of
75 - 95 % in this timeframe.
Patients weighing less than 40 kg often
required increased maintenance dosing.
– We saw no significant change in remission rates with concomitant immunomodulator therapy, Dr Steiner said.
Impressive results for FMT in UC
FIRST-UC study is a study on faecal microbiota transplantation (FMT) for patients
in UC, and it was presented by Dr Samuel
Costello, Australia.
– Two of three RCT of FMT have demonstrated efficacy in the treatment of UC. But
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each trial used different timing, intensity
and method of administration, donor stool
processing methods and blinding and placebo techniques, Dr Costello initially said.
FIRST-UC is a multi-centre, randomised, double-blind, placebo-controlled trial with the primary endpoints
steroid-free remission of UC at week 8
and several secondary endpoints: Clinical
response, clinical remission, endoscopic
remission and safety.
The donor stool was pooled from 3 - 4
screened healthy donors, and anaerobically
(with a lack of free oxygen) prepared. It
consisted of 25 % stool, 65 % saline and 10
% glycerol and stored frozen at -80 degrees
centigrade.
The placebo stool was autologous, and
in all other respects prepared the same as
the donor stool.
– 73 patients were randomised, with 38
patients allocated to donor FMT and 35
allocated to autologous FMT, i.e. placebo,
Dr Costello continued.
12 of the 38 (32 %) patients in the donor
group reached primary endpoint (steroidfree remission) while only 3 of 35 with autologous stool did. Clinical remission was
achieved by 19 (50 %) in the active treatment group, and 6 of 35 (17 %) in the placebo group. The figures for clinical response
were 58 % versus 26 %, and for endoscopic
remission in 50 % versus 17 %. Both of
these endpoints were also in favour for the
donor group.
– UC disease extent, disease duration,
concomitant medical therapy and donor
stool batch were not significantly associated with achieving the primary endpoint.
Dr Costello’s conclusion was that short
duration, low intensity FMT therapy using anaerobically prepared donor stool is
effective at inducing remission in UC.

Babies born to mothers with IBD present
different microbial diversity
Dr Joana Torres, USA, spoke of the microbiome in infants born to mothers with IBD.
– Mom matters! Human studies have
shown that profound changes in the microbiome occur during healthy pregnancy.
Human and animal studies have reported
different microbes at the foetal-maternal
interface, suggesting that the colonisation
of the infant may begin in-utero, Dr Torres
stated.
Microbial colonisation of the neonate
runs in parallel with the immune system
maturation and development. Disturban-
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ces in early life microbiota composition
may predispose to diseases later in life.
– These balancing acts may be even
more complicated in pregnant women
with IBD, who exhibit a variety of immunological and gut microbiota alterations.
Therefore the MECONIUM study was set
up, to investigate what role does IBD play
in the composition of maternal microbiome during pregnancy – and offspring’s
microbiome, she explained.
In Dr Torres conclusions, she established that the gut microbiome in IBD
mothers remains altered during the period
of intense immunological and metabolic
changes that coincide with pregnancy.
– Mothers with IBD harbour a different
placental microbial composition, which

could potentially impact intra-utero colonisation. For the first time we have showed
that babies born to mothers with IBD
present different microbial diversity. They
present an enrichment in Gammaproteobacteria, and a decrease in Bifidobacterium
– differences that seem to persist at least
for the first 3 months of life.
She pointed out that the functional consequences, if any, of these changes remain
to be clarified, but could potentially impact
immune system development.
– Strategies applied during this window
of opportunity (i.e. early life) could offer
the potential to modulate disease risk, was
Dr Torres final comment.
Optimisation of drug led to increased remission rates
The last lecture at the ECCO Congress is
traditionally called the ECCO Lecture.
In Barcelona this was presented by Prof
Michael Kamm, Australia. His topic for
this was Individualised therapy for IBD.
Prof Kamm began by talking about four
concerns for a patient with IBD – drugs,
psychological support, diet and microbial
manipulation.
– Wouldn’t it be great if we had a drug
for every problem, and we could choose
the right drug, gaining complete disease
remission without any side effects? If you
think that will be possible – you’re dreaming, he said.
There are no genetic tests that are predictive of drug response. Immunological tests have some association, but are
not specific enough for clinical use, Prof
Kamm pointed out.
There are many factors that speak for a
bad prognosis in CD. Prof Kamm selected
perianal disease, deep ulceration on endoscopy and past history that he found useful.
– The TAXIT trial on clinical versus drug
level infliximab dosing is very interesting.

It included 263 patients with CD. When
their drug levels was examined, it turned
out that 44 % had a therapeutic through
concentration. Of the other 148 (56 %) of
patients 51 % had a dose escalation – and
49 % had a dose reduction. After this optimisation, remission rates increased: It
went from 65 % pre-optimisation to 88 %
post dose optimisation.
“A triad of evil” affects the microbiota
Prof Kamm underlined that the TAXIT trial addressed clinical remission.
– Mucosal healing or fistulae healing, for
example, may require higher drug levels.
He continued with the importance of
disease monitoring and proactive drug
therapy adjustment.
– The POCER trial demonstrated that
after CD resection, patients who have a
colonoscopy at 6 months and drug adjustment have less disease recurrence a year
later than patients on best drug therapy
and no evaluation. More studies are confirming this.
There are high levels of depression and
anxiety in IBD patients, and Prof Kamm
talked about cognitive behavioural therapy
(CBT).
– Teenagers with depression and CD
were randomised to 3 months of CBT
(teaching coping skills) or supportive
nondirective therapy (supportive listening). Both treatment types decreased depression – but CBT was more effective at
decreasing somatic symptoms associated
with active disease and depression.
He ended his lecture by talking about the
effect of diet on gut microbiota and antibiotics.
– I work a lot in Asia, and I think of a
“triad of evil” – antibiotics, emulsifiers and
other food additives and non-sugar sweeteners – that affect the microbiota. On the
question of which child is at risk for IBD,
there is of course the genetic background
– the future lies in microbiota profiling for
the risk of IBD and many other disorders.
He finished by returning to the four
concerns he started with – drugs, psychological support, diet and microbial manipulation – as the road forward in order to
individualise therapy for the IBD patient.
Then three days of the ECCO Congress
had come to end. Next year it will be held
in Vienna, February 14 - 17.

Per Lundblad
IBD CONGRESS NEWS 1 · 2017

13

TDM MEETING
AMSTERDAM, HOLLAND

MEETING ON THERAPEUTIC DRUG
MONITORING IN AMSTERDAM
New data show a relationship between the dose of therapeutic monoclonal antibodies, their
concentration in serum and tissue and the biological and clinical effect they exert. Hence
therapeutic drug monitoring (TDM) is a novel - but pivotal - concept in inflammatory
diseases. On December 9, 2016, a Symposium on TDM was held.

T

his was the first conference to be
given that was dedicated to TDM
only. 260 delegates came for the
Meeting that was given at the public
library in the heart of Amsterdam.
Sanquin (a knowledge institute that provides blood services in the Netherlands on
a non-profit basis) and the Academic Medical Center (AMC) in Amsterdam were the
organisers. They had jointly invited a number of leading investigators from the field
of gastroenterology – but also from rheumatology and dermatology.
IBD Congress News asked Prof Geert
D’Haens, AMC, why they decided to devote an entire Meeting to TDM.
– Take a look around you in the room – it
is full. That’s why, Prof D’Haens answered.
An important symposium
The welcoming address was given by the
Dean of the AMC, Prof Marcel Levi. He began this by underlining the sharp increase
in our understanding of biomedicine.
– For the first time in our history, we live
longer due to medicine. This is a success
story – but I am more interested in medicine for those with diseases. Personally,
I think there are many ways to treat and
help patients with chronic inflammatory
diseases, he stated.
Prof Levi continued by pointing out this
comes with a price, and talked about costs
that puts the accessibility of drugs at stake.
– One of the solutions to this problem
is proper use of expensive medications –
which is our topic here today.
Proper use of biologicals include more
precise – and perhaps individualised – indications. In order to learn more on how to
dose we need dose-response studies that
investigate increasing dose intervals and
14

tapering dose during remission.
– And we need therapeutic drug monitoring – so this is an important symposium,
Prof Levi ended.
One dose does not fit all
As already pointed out, it was an interdisciplinary Symposium. The first Speaker was
Prof Ronald van Vollenhofen, AMC, and he
talked about biologics in rheumatology –
past, present and future.
He described rheumatoid arthritis (RA)
as a destructive process for the bone that
leads to handicap. Treatment aims not only
to reduce symptoms, but also to prevent
damage.
By presenting data from the Swedish
SWEFOT trial 2009, he could show that in-

Ronald van Vollenhofen
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fliximab had significantly better outcomes,
compared to conventional combination
therapy for RA.
– In 2016, we have nine approved biologics + biosimilars with five distinct mechanisms of action, that are highly effective,
Prof van Vollenhofen continued.
This means that today many patients do
very well, but some only so-so. Only rarely
a patient is doing outright badly.
– But chronic treatments also have
side-effects and risks. Even though we now
can after 20 years with biologics, they – as
a group – have been found to be very safe.
But they come with high societal costs –
patients have to take the drugs for the rest
of their life.
There are however reasons for optimism
for the future, according to Prof van Vollenhofen: New drugs such as JAK-inhibitors are on their way, and they are an oral
alternative. Adjusted (personalised) dosing is another.
– One dose does not fit all, he said and
presented a study from 2015 in which almost all patients did as well on a half dose,
as they did on a full dose.
Finally, the arrival of biosimilars – with
nearly identical proteins that are pharmacologically equivalent – also is a reason to
be optimistic on the costs of treatment in
the future, was his final message.
Anti-drug antibodies
Immunogenicity was the topic of Dr Theo
Rispens’, Sanquin, talk.
– Therapeutic antibodies have seen an
increased use, and they are here to stay, he
established.

Diane Mould
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Human proteins are immunogenic.
We want tolerance for the drug, but we
still don’t know how that is achieved, Dr
Rispens underlined.
– The clinical impact of immunogenicity
could be that the drug has no impact, or
lead to adverse events – or loss of response.
Then you have something to worry about.
Anti-drug antibodies (ADA) to therapeutic antibodies may cause loss of efficacy
and may occasionally induce hypersensitivity – probably this is immune complex
mediated. Neutralisation leads to noresponse to the drug. The quantity of ADA
is relevant – there has to be a balance between ADA and the drug.
– But ADA assays are difficult to standardise, he said and presented a study that
had found a different number of ADA positive patients when investigated in different
assays.

“THERAPEUTIC
ANTIBODIES HAVE SEEN
AN INCREASED USE”
Drug-tolerant assays are not useful in
the clinic, but drug-level testing can be
useful.
– The clinical relevance of ADA is best
interpreted in conjunction with pharmacokinetics, Dr Rispens finished.
Higher clearance of infliximab in IBD
Dr Diane Mould, Projections research
Inc, USA, talked about dose-finding and
pharmakokinetic/pharmacodynamic optimisation with biologicals. She started by
defining the two terms.
– Pharmacokinetics (PK) means what
the body does to the drug – absorption,
distribution, metabolism and elimination.
Pharmacodynamics (PD) means what the
drug does to the body – it is about biomarkers, safety and efficacy. Both are affected by
structure and other factors, she explained.
The protein absorption in subcutaneous
administration is not very well understood,
and believed to be via the lymphatic system. It is a incomplete, variable and slow
uptake. Peak concentrations are reached
4 - 9 days after dose, Dr Mould pointed out.
She also said that the estimated infliximab clearance in IBD is 40 - 50 % higher

than in other inflammatory diseases.
– The causes for this are not completely
understood, but partially this is due to inflammatory burden.
The more human a monoclonal antibody
is, the less immunogenicity they cause. But
there are also other factors to consider:
episodic exposure, assay technologies, patient factors and unknown factors.
– This is why TDM is useful!
Strategies to maintain effective exposure
A study from 2013 had found that in severe
IBD, monoclonal antibodies may be lost in
faeces through ulcerated and denuded mucosa (protein losing enteropathy), forming
an alternate route of clearance and contributing to primary non-response.
– The authors found that non-responders to infliximab induction had lower
serum infliximab concentration on day 14,
compared with responders. These nonresponders had significantly higher faecal
infliximab on day 1, Dr Mould continued.
She also talked about obesity as a special
consideration for TNF-inhibitors.
– Obesity is similar to a low-grade inflammation, that involves other cell
types – outside of adipocytes – residing in
adipose tissue.
Adipose tissue is an endocrine organ
that synthesizes peptide and non-peptide
compounds. It may predict need for dose
escalation or shorter intervals.
– High circulating TNF means higher
antigen burden. Increased inflammatory
cytokines in patients who are obese, may
lead to more anti-drug antibodies.
Dr Mould ended her talk with strategies
to maintain effective exposure.
– Consider shortening the dose interval for patients with low albumin. Also
consider increasing dose for patients with
low weight. And remember that TDM is
useful, consider PK-guided dosing, was
her advice.
Hospitals and academia have to collaborate
How the regulators look at biologicals
and immunogenicity was the topic of Prof
Pekka Kurki’s, EMA, lecture.
– Even though the manufacturers have
eliminated most reasons for immunogenicity, I believe that most drugs that we
give our patients will be recognised by the
immune system. But this may not always
result in ADA, he said.
Prof Kurki continued by underlining
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that EMA does not know all about immunogenicity when the product is licensed –
so the medical community has to keep on
monitoring.
– EU does not have specific technical
guidance for immunogenicity assays. The
applicant may look at guidance by other
official and academic organisations.
But immunogenicity must always be investigated, and by a multidisciplinary risk
assessment.
– The goal is to prevent, detect and mitigate immune-mediated adverse events.
But assays of ADAs are still inadequate.
There are other areas of improvement
for the future – including information on
immunogenicity that is useful to the prescribers, detection and mitigation of immune mediated adverse effects, he stated
in his conclusion.
– And we have to strengthen the
post-marketing monitoring of immunogenicity, which is very difficult. It is an
area where I hope hospitals and academia
can collaborate – which brings us back to
TDM, was Prof Kurki’s last message.
Apoptosis
Prof Joao Goncalves, Portugal, talked
about biosimilars. He began by explaining
how the mechanism of action of anti-TNFs
are used differently in IBD and RA. But in
all chronic inflammation, removal of activated monocytes and CD4+ T-cells might
be desirable.
– Infliximab may exert its sustained
therapeutic effects by causing apoptosis
of T lymphocytes from IBD patients, since
uncontrolled T-cell activation plays a central role in IBD pathogenesis, Prof Goncalves explained.
Apoptosis has also been observed in circulating monocytes from CD patients following infliximab infusion.
– This caspase-dependent process
occurs within hours to days of TNF antibody exposure.
The issue of apoptosis induced by reverse signalling in lymphocytes and macrophages has the potential to delineate
a unique immunomodulatory in IBD to
selectively deplete TNF-producing cells.
– Remicade and CT-P13 (biosimilar
infliximab) show similar capacity to inhibit
proliferation of T-cells from IBD patients.
Also similar induction of apoptosis, Prof
Goncalves continued.
– We have explored all mechanisms, and
can not find differences between biosimi-
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lars and original biologicals, was his final
statement.
Dose doubling is more effective than interval shortening
The hurdles to implement TDM in daily
clinical practice was the topic for Prof Ann
Gils, Belgium.
The first of these is the development,
standardization and validation of rapid
TDM assays that react with originator and
biosimilars. She described MAGE (Monitoring of Monoclonal Antibody Group
Europe), an initiative from Leuven on
exchange of samples to evaluate performance of assays on a yearly basis.
– Another issue I want to address is how
we can increase the speed of TDM.
Today, the long time to results hamper
clinical adjustments, she continued and
described ongoing work on rapid assays:
Lateral flow technology and Fiber Optic
Surface Plasmon Resonance (FOSPR).
– I think they will be commercially available soon.
What are the real hurdles – not technical – to implement TDM in daily clinical
practice?
– We have to provide scientific evidence
to clinicians and guide them in when to
measure and what to expect, Prof Gils
underlined.
But also demonstrate to patients that
their quality of life can increase by finding
the best treatment at best dose, she continued.
– Finally we must show to pharmaceutical industry and health care payers that
drugs can be used more efficiently!
By using data from the TAXIT trial, Prof

Ann Gils

Gils stated that in the long run, optimizing
patients in remission is a good idea.
She ended her talk by presenting a study
submitted to ECCO and DDW 2017. It
showed that TDM also can be used to regain response.
– It found that dose doubling is more
effective than interval shortening for restoring therapeutic T-cells and clinical
and biological response and remission in
patients with low ADA titers. When ADA
titers are high, neither treatment intensification strategy is effective, Dr Gils said.
The need for a dashboard
Biologics have revolutionized treatment,
but some patients lose response – therefore we need models for biologic dosing
and dashboard systems, Prof Ron Mathot,
AMC, said.
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There are many factors influencing
pharmacokinetics: Demographic variables,
disease variables, treatment variables, immunogenicity and blood chemistry all affect monoclonal antibody exposure.
– All this makes it very complex, Prof
Mathot continued.
He showed an example on vedolizumab
in patients with low albumin – their dose
should be increased.
– That is why we need a clinical decision
support tool – a “dashboard”.
Prof Mathot presented an example of a
patient with ulcerative colitis, treated with
infliximab, in the dashboard environment.
This showed that there was not enough
drug left before next infusion.
– In the dashboard, one can simulate
dosing regimens, and adjust therapy after
this, he pointed out.
Prof Mathot also told the audience that
they had performed a study in Amsterdam
on 20 patients with Crohn’s disease.
– It showed us that the dashboard really
help you to increase the dosing when necessary. But we need large trials to confirm
this.
TDM in dermatology
Prof Jo Lambert, Belgium talked about
TDM in psoriatic patients. She presented a
case where a patient was tapered, and then
came back with a flare.
Prof Lambert described her ongoing
work in Ghent University Hospital to find
predictive markers for response.
– In dermatology, TDM seems worthwhile – at least in adalimumab, infliximab
and etanercept, but not in ustekinumab,
she said.
Anti-drug antibodies determination can
be relevant in loss of response, but also
other symptomatology.
– Do not switch before you know why
you switch – and predictive response
markers are under investigation, not only
by our group, were her take-home messages.
Finally, Prof Lambert underlined that
TDM can also be used to prevent sideeffects and toxicities.
– We have a lot of work to do!

for patients with Crohn’s disease (CD).
We also saw this in ulcerative colitis (UC)
– which probably releases even more TNF,
Prof D’Haens continued.
The KINETIC study from 2015 studied

“THE CLEARANCE OF
VEDOLIZUMAB INCREASES WITH
THE DEGREE OF INFLAMMATION”
serum infliximab concentrations in acute
severe colitis. It showed big differences in
individual patients already at week 2.
– Now we know why – you lose a lot in
stool.
Prof D’Haens continued by talking
about a study presented at UEG Week that
showed that higher dosing of ustekinumab
in CD resulted in better mucosal healing.
Clinically there was no difference between
the two dosings.
He also talked about risankizumab and
vedolizumab.
– We now know that the clearance of
vedolizumab increases with the degree of
inflammation. So probably vedolizumab is
also lost in stool – this is being studied at
present.
Start TDM early
TAILORIX was the first study on TDM.
The objective was to investigate whether
CD patients treated with combination

treatment infliximab + immunomodulators attain higher rates of steroid-free
remission and mucosal healing with
“tailored dosing” of infliximab based on
drug concentrations at trough.
– It did not show statistical difference
for TDM. Probably this was due to not
dose-adjusting during induction – we
should have done that, Prof D’Haens said.
He added that it also took a long time to
get results back.
– Therefore, a dashboard system would
have been to our benefit.
Prof D’Haens take-home messages were
that higher doses of antibodies are usually
more effective, but not everybody needs
the high dose – clearance decreases in remission.
– And TDM should probably be more
pro-active and start earlier. Strategies

Jo Lambert

Drug is lost in stool
Anti-TNF therapy is most effective in early
disease, said Prof Geert D’Haens, AMC.
– The SONIC study showed that combination therapy was superior to monotherapy, and set the standard of treatment
18
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for TDM should incorporate structural –
i.e. endoscopic and MRI – endpoints, he
ended his lecture.
TDM in combination therapy
– It has been shown that immunogenicity
affects the efficacy of infliximab, and also
that combination therapy with an immunomodulator is more effective, Dr Shomrom Ben-Horin, Israel, said.
This goes for both CD and UC.
Primary response to antigen starts as
early as 10 - 14 days after exposure, and this
might be the reason that combo therapy is
more efficient in induction.
– Also adalimumab is more efficient in
combo – in spite of what has been previously said, Dr Ben-Horin continued.
An interesting question from a clinical
perspective is if low dose immunomodulator is enough to optimise anti-TNF. A
study from 2015 found little added benefit for thiopurine metabolite 6-TGN levels
above 125 pmol/108RBC.
Another study presented at ECCO 2016
showed that in patients in maintenance,
halving purine dose does not affect flare
risk or infliximab levels.
– And at ECCO 16 it was reported that
immunomodulators can reverse loss of response!
Combo therapy reduces immunogenicity and impacts both primary non-response
and secondary loss of response, he summarised.
– However, the benefit of combo should
be weighed against more adverse events –
so apply combo to patients with a high-risk
profile.

Geert D’Haens
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And even if addition of immunomodulators can reverse immunogenicity and loss
of response in some patients, it takes time.
So this is not for severely active patients.
– The optimal levels of immunity for reducing immunogenicity is still undefined,
were Dr Ben-Horin’s take home messages.
Share data between each other
The two last speakers at the Symposium
were a dermatologist and a rheumatologist.
The dermatologist was Prof Catherine
Smith, UK, who talked about TDM in
psoriasis. She told the audience about an

ongoing project in UK set up to investigate the effect of personalised medicine in
psoriasis.
– I think there is a value for TDM in
psoriasis, Dr Smith stated.
The rheumatologist was Prof Denis Mulleman, France, who talked about methotrexate in combination with biologicals.
After the day was over, IBD Congress
News asked Prof Geert D’Haens about the
background for arranging it.
– We gastroenterologists have had a long
collaboration with rheumatology at the
AMC, and also with Sanquin, for several
years. So we thought – why not share this,
Prof D’Haens answered.
He continues to state that his impression
– that gastroenterology is the most difficult
speciality to work in due to the lowest efficacy of the biologic drugs – was confirmed
during this day.
– But there are many good reasons for
multidisciplinary work: The world of sideeffects is also an area for IBD specialists
to work together with rheumatologists.
– It was also interesting to hear the dermatologists – Prof Smith’s project in UK
is very good. That is probably the way to
go forward – but we can only do that by
sharing our data with each other, Prof
D’Haens said.

Per Lundblad
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REAL WORLD DATA SYMPOSIUM IN OSLO
Doctors and Nurses with an interest in IBD were invited to an evening in Oslo, where the treatment
of IBD was discussed. The Meeting was sponsored by the pharmaceutical companies Takeda,
Ferring Pharmaceuticals and Tillotts Pharma. Prof Björn Moum, Norway, was the Chair.

P

rof Moum introduced Prof Severine
Vermeire as one of the Speakers.
– Prof Vermeire works at the IBD
Centre in Leuven, which I think is
one of the most best known IBD centers in
the world, he said.
Increasing amount of drug classes
– I’m here to discuss the real world of IBD,
and I really think the landscape in the last
two years has dramatically changed, and
will continue to do so in the next couple of
years as well, said Prof Vermeire.
She explained that meant that drugs like
5-ASA will remain as first line treatment
of ulcerative colitis (UC), except for those
with severe disease. For all other patients,
especially those with Crohn’s disease (CD),
steroids, azathioprine and methorexate
will be limited for those with mild disease.
– For all other patients with mildto-moderate and severe disease we start
to see an increasing amount of classes of
agents we can offer, Prof Vermeire pointed
out.
These classes are: Anti-TNFs (infliximab including biosimilar, adalimumab
and golimumab), anti-trafficking (vedolizumab, etrolizumab and anti-MadCam),
anti-IL12/23 (ustekinumab, rizankizumab
and p19 antibodies), JAK-inhibitors (tofacitinib, filgotinib and selective JAK1/3) and
others (Mongersen, S1P receptor modulation and stem cells).
Vedolizumab needs more time
Real-world data can be useful to help us in
our decision-making. Prof Vermeire continued by describing real-world data on
vedolizumab. She started with data from
France, the multi-centre GETAID studygroup, with 173 CD and 121 UC patients
treated with vedolizumab. 99 % of these
were anti-TNF exposed, and 44 % received
concomitant steroids.
At week 14, 39 % of UC patients were in
clinical remission, and 50 % in steroid-free
clinical response. Prof Vermeire under-
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Severine Vermeire

lined that the results in all endpoints were
better at week 14, compared to week 6.
– We are used to look at results from
the GEMINI trials at week 6. In real life
we can see that vedolizumab clearly needs
a bit of time before it starts working, she
pointed out.
The results for patients with CD were
quite similar – also the fact that data from
week 14 were better than those from week
6.

– CD is a transmural disease, so it takes
longer time, compared to UC.
After presenting several cases, Prof Vermeire ended her lecture with some take
home messages:
– I think most data from real life come
from “worst case scenarios” – i.e. patients
being previously anti-TNF exposed. But
what we see in those in terms of effectiveness confirms what was seen in registration trials, she said.
Vedolizumab has a slow onset of action.
– Don’t expect a rapid response, and discuss this with your patient. Also discuss
your bridging strategy – you may need up
to 6 months or longer to achieve best response.
For mucosal healing so far, this seems to
be in similar proportions for vedolizumab
as seen for anti-TNFs.
– The predictors of poorer response are
again as for the other therapies: Severe
disease and prior anti-TNF use. And we
have multiple studies ongoing to answer
questions and other practical issues, Prof
Vermeire summarised.

Real life data often comes from worst case
scenarios
Prof Vermeire also presented data from the
VICTORY consortium (USA) in which 200
patients with CD treated with vedolizumab from 8 centres were combined. 90 %
of patients had anti-TNF exposure, and
were investigated at week 6, 26, and 52.
Some had a longer follow-up at month 18.
– What is clear is that the results are
roughly the same – and the result is better,
you longer you wait.
VICTORY also had novel data on mucosal healing. At week 26, 20 % of patients
had mucosal healing, and at week 52 this
figure had risen to 63 %.

Per Lundblad
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INTESTINAL FAILURE
IN CROHN´S DISEASE

PREVENTION AND MANAGEMENT OF
INTESTINAL FAILURE IN CROHN’S DISEASE
Although intestinal failure (IF) is a feared complication of Crohn’s disease, little is known
about how often and why this occurs in practice. This summary will review these issues from
the vantage point of a national intestinal failure unit managing many such patients.

I

ntestinal failure was first described
in 1981, when Fleming and Remington described failure of the digestive
functions in analogy to other types of
organ failure.[1] The European Society for
Clinical Nutrition and Metabolism (ESPEN) recently updated their definition of
IF as a reduction of gut function below the
minimum necessary for the absorption of
macronutrients, water or electrolytes,
such that parenteral supplementation is
required.[2] This definition encompasses
both conditions where the anatomy of the
gastrointestinal system has been altered
(e g, short bowel syndrome or enterocutaneous fistulation) and conditions where the
gut is anatomically intact but functionally impaired (e g, motility disorders or radiation enteritis).
Many patients with impaired gastrointestinal function remain nutritionally independent by increasing their oral intake
(compensatory hyperphagia) or enteral
feeding, a state best referred to as intestinal dysfunction rather than IF.[3]
Intestinal failure is classified into three
types according to duration and severity.
[2] Type 1 IF lasts <28 days and is usually
self-limited; postoperative ileus is the most
common example. Type 2 IF lasts more
than 28 days but is potentially reversible.
Patients with type 2 IF often present acutely with sepsis and physiological derangements, but after stabilisation can often
be managed with home parenteral nutrition (HPN). Enterocutaneous fistulation
secondary to anastomotic dehiscence is a
common cause of type 2 IF. When reversal
of IF by standard surgery is not feasible,
it is referred to as type 3 IF. Short bowel
syndrome and small bowel dysmotility are
common examples of type 3 IF. Type 3 IF
is treated with lifelong HPN, although in
highly selected cases there are other opIBD CONGRESS NEWS 1 · 2017

Image 1: Resection of enterocutaneous fistulas
resulting from anastomotic dehiscence after jejunal resection for Crohn’s disease, demonstrating
the sizeable abdominal wall defect that often is
associated with such fistulas.

tions. Increasingly, care is centralised to
regional or national intestinal failure units
for types 2 and 3 IF.
Although people with Crohn’s disease
can develop IF of any type, we will focus
here on the more severe forms of IF, types
2 and 3.
How common is intestinal failure in
Crohn’s disease?
Among the 545 patients who received
HPN at the Irving National Intestinal Failure Unit in Manchester between 1987 and
2011, 30% had Crohn’s disease.[4] The corresponding data from the Lennard-Jones
Intestinal Failure Unit at St Mark’s Hospital are very similar at 32%.[5] The converse
and more important statistic, the prevalence of IF in Crohn’s disease, is unknown.
However, the incidence of IF following surgery for Crohn’s disease has been

Image 2: Intestinal continuity is restored and the
abdominal wall reconstructed often using a biologic implant in the retrorectus space.

well described by a Japanese multi-centre
study. This important study of some 1700
patients reported that the incidence of IF
(defined as HPN >12 months) over 5, 10
and 20 years after index surgery was 0.8%,
3.6% and 8.5%,respectively.[6] As a small
number of patients with Crohn’s disease
develop IF without prior surgery,[7] the
total incidence is likely to be somewhat
higher.
What are the direct causes of intestinal
failure in Crohn’s disease?
It is often assumed that cumulative loss of
bowel is the main route by which Crohn’s
disease leads to IF. Bowel-sparing techniques such as strictureplasty have been
developed to minimise this risk.[8] However, a detailed case study from our unit
found that repeated, elective bowel resections are the cause of IF in a relatively
small group (22%) of people with Crohn’s
disease who develop IF.[7] Instead, the
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majority (61%) developed IF due to abdominal sepsis complicating surgery for
Crohn’s disease. These patients typically
underwent multiple re-laparotomies
within a short time frame, leading to loss of
short bowel, enterocutaneous fistulation,
or both. A smaller group of patients (18%)
developed IF due to extensive mucosal
disease without surgical resection.
Thus, the main cause of IF in Crohn’s
disease is septic complications of abdominal surgery, typically anastomotic dehiscence or missed enterotomies.
Attempts have been made to identify demographic and phenotypic characteristics
of people with Crohn’s disease who go on
to develop IF. Not surprisingly, given that
complications to abdominal surgery are
the main factor, such characteristics have
weak associations to IF.[9] Younger onset,
family history of inflammatory bowel disease and penetrating disease may be associated with IF, although the small number
of cases limit the utility of multivariable
regression in such studies.[9,10]
Reducing the risk of intestinal failure by
operating less on patients with Crohn’s
disease
As surgery, and complications from surgery, are the main risk factors for IF in
Crohn’s disease, concerted and systematic
efforts to reduce the need for surgery, and
to reduce the risks for complications when
surgery is necessary, will be the most successful strategies to reduce IF.
Several population-based studies have
demonstrated that the rate of abdominal
surgery in people with Crohn’s disease has
decreased steadily during the past decades.
[11,12] This decrease must be attributed
to a range of factors such as shifts in the
management of the disease, improved
training and specialisation of clinicians,
and advocacy through patient associations.
As has been well described, several
aspects of management of Crohn’s disease
have been shown to directly reduce the
rates of surgery or the risk of postoperative
recrudescent disease. Smoking remains
perhaps the strongest modifiable factor affecting the risk of recrudescent disease following index surgery for Crohn’s disease,
increasing this by a factor of 2.5.[13] Smoking cessation should therefore be a central
component of management of the disease.
To be successful, this intervention needs to
be intensive and prolonged, necessitating
investment of adequate resource.[14]
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The emergence of biologic monoclonal
antibody therapy has been linked to a reduced overall rate of abdominal surgery
on population level in many,[15] but not
all studies.[12] Early surveillance with ileocolonoscopy at 6 months after ileocaecal
resection with step-up to immunomodulator and biologic therapy when mucosal
disease is found successfully reduces the
risk of endoscopic recrudescence at 18
months.[16]

“THE MAIN CAUSE OF “IF” IN
CROHN´S DISEASE IS SEPTIC
COMPLICATIONS IN SURGERY”
Some 21% of patients with luminal
Crohn’s disease develop an intraabdominal
abscess or a phlegmone.[17] Traditionally,
the finding of such a Crohn’s mass has been
an indication for laparotomy and resection.
Several case series from North American
centres have demonstrated that approximately 30% of patients in this group can
be managed non-operatively.[18] Early
image-guided percutaneous drainage and
antimicrobial therapy can “down-stage”
the disease, allowing subsequent aggressive medical therapy in an attempt to
achieve mucosal and fistula healing. Case
selection is key, and many patients will
still require surgery in the medium or long
term, but such a staged approach is likely
reduce morbidity and stoma rates when
surgery is indicated and may make laparoscopic resection more feasible. Overall,
aggressive treatment of penetrating disease by initially non-operative methods is
another approach likely to reduce the risk
of IF in Crohn’s disease, and is the approach recommended by the European
Crohn’s and Colitis Organisation (Ecco).
[19] Percutaneous drainage also has an important role in treating perianastomotic
abscess of anastomotic dehiscence following bowel resection for Crohn’s disease,
thereby avoiding relaparotomy in many
cases.[20]
Reducing the likelihood of intestinal failure by managing risk before and during
surgery
Bowel resection will remain a cornerstone
of therapy for Crohn’s disease. Indeed,

it has been proposed that laparoscopic
ileocaecal resection of primary unifocal disease results in better outcomes than medical therapy,[21] and if confirmed this may
again increase surgical volumes. As we
have seen, the most successful strategy to
minimise the risk of IF is to minimise the
occurrence of septic complications, caused
mainly by anastomotic dehiscence but also
by missed enterotomies.
Detailed studies of anastomotic complications in ileocaecal resection with primary anastomoses has allowed identification
of risk factors for dehiscence.[22–25] Although the low number of events (dehiscence) is a caveat for the multivariable
regressions presented in many of these
studies, risk factors frequently identified
are intraabdominal abscess at the time of
surgery, steroid usage within 2 weeks of
surgery (the equivalent of ≥10mg prednisolone daily) and preoperative weight loss
(>10%). Recrudescent disease, hypoalbuminaemia and smoking are additional risk
factors proposed in some studies.[14,22,23]
An increasingly important issue in
inflammatory bowel disease surgery is
whether ongoing biologic therapy increases perioperative risks. Several meta-analyses have been published examining the
possible association to anastomotic dehiscence in Crohn’s disease, with disparate results. However, when data from
high-quality studies only are used, a significantly higher risk is found (relative risk
1.75, I2 heterogeneity score 0.0).[26] This
meta-analysis is currently the highest level
evidence available on this central issue.
The identification of the above risk factors has allowed for more informed decision-making at surgery regarding primary
anastomosis. For patients with risk factors,
a double-barrelled stoma is formed and
subsequently reversed when the patient’s
condition has improved.[27] The current
ECCO guidelines do not comment on the
important issue of case selection for primary vs staged anastomosis.[19]
These risk factors are nearly all modifiable, as are several other general perioperative risk factors such as anaemia. Socalled preoperative optimisation pathways
have recently been described, combining
interventions to correct or minimise the
range of identified risk factors.[28–30]
Such pathways are similar in concept to,
and complement, the immediately perioperative enhanced-recovery after surgery
(ERAS) pathways now widely used for
IBD CONGRESS NEWS 1 · 2017
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major colorectal surgery.[31] The aim is
to proceed to surgery with reduced overall risk, improving early postoperative
outcomes, allowing a safe primary anastomosis without a stoma and enabling
a laparoscopic approach in more cases.
Laparoscopic surgery is the recommended approach for ileocaecal resection by
ECCO,[19] and is possible also in penetrating disease treated prior to surgery.[32]
One caveat is that fistulas to the sigmoid
colon can be difficult to detect laparoscopically.[32]
The duration of such pathways varies between centres. The author favours
a washout period from steroids (>10mg
prednisolone/day) and biologic therapies
of 6 weeks prior to an elective gastrointestinal anastomosis; time periods between 2
and 12 weeks have been published. During
this time, exclusive enteral diet is often
necessary to prevent progression of disease
and correct malnutrition,[33] and in some
cases parenteral nutrition is indicated.
Abscesses and phlegmones, anaemia, smoking and psychological and other needs are
addressed during this time period.
Treatment of type 2 intestinal failure in
Crohn’s disease
Type 2 IF often results from complex and
life-threatening clinical scenarios. Patients
are typically systemically unwell due to
multiple physiological insults such as sepsis, electrolyte disturbances, malnutrition,
underlying disease activity, secondary
complications, an open abdominal wound
(laparostomy) and often enterocutaneous
or enteroathmospheric fistulation. A structured approach is essential to achieve the
many key goals of management: to eradicate sepsis and prevent death, to establish
safe HPN, to avoid type 3 IF by restore as
much intestinal integrity and function as
possible, and often to reconstruct the abdominal wall.
A wide and dedicated multidisciplinary
team is essential. Health authorities in the
UK and elsewhere have formally centralised such care to dedicated Intestinal Failure Units (IFUs). To address the multiple
clinical challenges in order of urgency, the
so-called “SNAP” (Sepsis, Nutrition, Anatomy, Procedure) approach has evolved.
[34] Sepsis control is the first priority as
sepsis causes most of the deaths in type
2 IF, and in addition, prevents anabolism
and recovery if allowed to prevail. Aggressive interventional radiology is the key to
IBD CONGRESS NEWS 1 · 2017

source control, but occasionally early relapatotomy is required.[35]
Clinicians who do not routinely manage
type 2 IF may be tempted to perform early
definitive surgery in an attempt to restore
gastrointestinal continuity and discharge
the patient with nutritional autonomy.
However, a large proportion of postoperative enterocutaneous fistulas heal spontaneously with in the first 8 weeks. Bowel
rest and parenteral nutrition may assist
spontaneous healing and is reasonable
during this period.[36] Importantly, results
of definitive surgery are directly related to
the time allowed for local, physiological
and psychological recovery, with failure
rates as high as 25% if definitive surgery
is attempted within the first couple of
months.[37] The practice in our Unit is to
proceed to definitive surgery some 6–12
months after presentation. Most patients
are managed at home with HPN during the
majority of this period. In Crohn’s disease,
surveillance of disease remains important
during this phase, and occasionally aggressive medical therapy is indicated.
Given the complexity of type 2 IF care,
early contact with a unit experienced in
management of this condition is encouraged. Important tasks for the referring unit
is to focus on sepsis control, wound and
skin care, and initiate safe parenteral nutrition.
Treatment of type 3 intestinal failure secondary to Crohn’s disease
Safe long-term parenteral nutriton allows
long-term survival in type 3 IF. Our 30-year
data, the longest and largest series published, suggests that long-term survival
depends primarily on underlying diagnosis.[4] Overall 10-year survival was 59% in
this series, but patients with Crohn’s disease had the best survival of the diagnostic
groups. Mortality related to HPN is caused
by IF-associated liver disease and catheter related bloodstream infections and
accounts for some 15% of deaths.[4] Home
parenteral nutrition is therefore associated
with some risk over the longer term.
Over the past decade, three novel therapies have emerged that allow selected
patients with type 3 IF to become less dependent on HPN, or in some cases nutritionally autonomous. As the outcomes of
intestinal transplantation have improved,
volumes have increased so that this is now
a relatively routine procedure in major
transplant units, often combined with

liver and other organs.[38] Otherwise fit
patients who develop either IF-associated
liver disease requiring liver transplantation or loss of venous access are common
candidates for intestinal transplantation.
Crohn’s disease is the most common underlying condition.[38]
A less invasive surgical procedure, possible in some patients, is intestinal lengthening and tapering, procedures initially developed to treat bacterial overgrowth in
children with short bowel syndrome. The
longitudinal intestinal lengthening and
tailoring procedure was developed in the
1970s by Bianchi in Manchester, UK,[39]
and was complemented some 30 years
later by the serial transverse enteroplasty
procedure developed by Kim in Boston,
MA.[40] In adults, case series totalling 30
cases have recently been published with
favourable results.[41,42] In England, a
national programme for adult intestinal lengthening has been established by
the National Health Service at our unit.
Referrals are accepted from major HPN
centres nationwide and highly selected
patients undergo the procedure. Patients
with Crohn’s disease at low risk for recrudescent disease have undergone intestinal lengthening in the United States with
good outcomes, although data are limited.
[42,43]
Most recently, growth factor therapy has
emerged as an alternative option in selected patients with a borderline amount of
small bowel. So far, a glucagon-like peptide
2 (GLP–2) analogue has been most successful in reducing dependency on HPN.
[44] This therapy is only effective as long
as it is continued, and is currently very
costly. The experience in type 3 IF associated with Crohn’s disease is favourable.
[45] Case selection is key for favourable
outcomes and safety for these three novel
therapies. In England, proposed cases are
discussed at the bimonthly National Adult
Small Intestinal Transplantation forum,
which advises on whether to proceed to
these therapies.
Conclusions
Crohn’s disease is a leading cause of type
2 and 3 IF. Data accumulated in large IBD
and IF units have allowed for identification of, firstly, events that lead to IF in this
patient group and, secondly, strategies to
avoid such events. The most important
finding is that while sequential loss of
small bowel is important in a number of
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patients, the leading cause of IF among
people with Crohn’s disease is postoperative septic complications.
Many aspects of contemporary management have been shown to decrease the
need for abdominal surgery overall. When
surgery is needed, risk factors for septic
complications have been identified and
most of them are modifiable. Increased
specialisation of IBD medicine and surgery
is important, as are well thought out clinical pathways to optimise the surgical candidate. The decision to perform a primary
anastomosis is critically important. In patients with risk factors present for septic
complications, a primary anastomosis is
best avoided and instead performed in a
staged approach.
Intestinal failure in Crohn’s disease is
treated similarly to other aetiologies. Definitive treatment, be it surgery to restore
gastrointestinal continuity, HPN or novel
therapies such as intestinal lengthening,
is best centralised to dedicated regional or
national referral centres. The important
goals for the referring hospital is to ensure
rapid sepsis control and initiate safe parenteral nutrition.
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MSD
SATELLITE SYMPOSIUM
BARCELONA 2017

IT’S TIME TO GET UC UNDER
CONTINUOUS CONTROL
A satellite symposium at the ECCO Congress, sponsored by MSD, was given in a format
of a discussion between two IBD experts and questions put to the audience
to vote on. Prof Gert Van Assche was the Chair.

P

rof Van Assche started by talking
about the importance of having patients with ulcerative colitis (UC)
in continuous clinical response. He
presented data that showed that many of
these patients fare much better, and experience a normal quality of life (QoL).
– Continuous clinical response may
change the course of UC, he established.
The first question was then put to the
audience, who were asked to vote.
– According to you as a clinician, what is
the most important event that constitutes
the loss of continuous clinical response?
The answers to vote for were 1: The
need for a course of corticosteroids. 2: An
increased calprotectin on one occasion. 3:
Patient have mild endoscopic disease. 4:
A week of rectal bleeding or 5: All of the
above.
The majority voted for alternative 5, and
nr 2 came in second.
Rectal bleeding most important for a UC
patient
The problem with calprotectin is the possibility of false positivity, according to Prof
Van Assche.
Dr James Lindsay underlined the importance for the patient to be able to predict
how they will be feeling next week.
– Can I go to work, on my holiday etc.
This predictability affect patients QoL.
This led to the next question: What is the
clinically most relevant patient reported
outcome (PRO) in UC? Of the five answers
to choose from, stool frequency and degree
of rectal bleeding (PRO2) came out as the
winner with 64 % of votes.
– That is the correct answer, Dr Lindsay
said.
He told the audience that there has been
a shift in FDA, who now demands PROs
when they are investigating a drug for
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approval – not only Mayo scores etc.
– If you ask patients, rectal bleeding is
very important. Fatigue is also a big issue
in UC.
Prof Van Assche asked Dr Lindsay how
he would rate stool frequency versus rectal
bleeding.
– I think it then has to be rectal bleeding,
Dr Lindsay answered.
Advantage with mobile technology
Next question was: Do you assess endoscopic response in patients with UC?
The answers from the audience were
more distributed. 33% (the winner) said
yes, week 8 - 12 for induction and beyond
In the discussion over this result, Dr
Lindsay said that one need at least one
endoscopic assessment.
The last question concerned mobile-health applications: How would you
use these to monitor patients on UC? The
majority answered to monitor for continuous clinical response.
– I’m happy to see that 80 % can see an
advantage for this technology – so can I, Dr
Lindsay commented.
He pointed out that there really is no
need to see a patients that is doing well in
clinic.

– But we must also monitor them traditionally on a regular basis – for safety, he
added.
Continuous clinical response is key
They finished their discussion with some
take-away messages.
– Achieving a meaningful response to
therapy is important – but maintaining it
over time is more important, both for the
physician and for the patient, said Dr Lindsay.
Continuous clinical response is associated with improved long term outcomes and
enhanced long term QoL.
– There is still debate over the most useful PRO and monitoring strategy. Currently
what we have is rectal bleeding and stool
frequency, Dr Lindsay continued.
Physician awareness of the impact of
continuous clinical response will advance
clinical care.
– We can harness technology to monitor our patients – and we found out today
that 80 % of you agree with us, Dr Lindsay
ended the symposium.
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ABBVIE
SATELLITE SYMPOSIUM
BARCELONA 2017

TACKLING THE BURDEN OF IBD
The multifactorial burden of IBD was discussed in a Satellite Symposium at the ECCO Congress,
sponsored by AbbVie. Prof Subatra Ghosh was the Chair.

I

n his welcoming address, Prof Ghosh
talked about how the chronic nature of
IBD has a considerable impact on patients lives – beyond intestinal symptoms alone – and leads to substantial costs
to both the healthcare system and society.
– Only by fully understanding the wider
consequences of IBD can positive changes
be made to manage the condition better,
he said.
Direct and indirect costs
Prof Ghosh then introduced Dr David Rubin, who presented a lecture on the societal impact of IBD.
– The global burden of IBD is escalating,
with rising prevalence in both Western
countries and newly industrialised countries, Dr Rubin pointed out.
IBD is a chronic disease with onset in a
population that is young, and IBD has multi-system involvement.
– The economic burden goes beyond direct healthcare costs. The real impact lies
in indirect costs, related to work productivity, sick leave and unemployment, Dr
Rubin continued.
Early diagnosis and targeted therapies
are among those factors leading to improved disease outcomes – and reduced
resource utilisation, he summarised.
The cumulative burden
Prof Ghosh then spoke about the personal
burden of IBD, and exemplified with the
cumulative burden on a patient with UC.
– The disease itself is not the only burden – the reality is much more complex,
he said.
There are many factors that add to the
cumulative burden: Personal quality of life,
physical well-being, concerns for family,
current psychological effect, expectations
for the future, educational impact, financial considerations and the satisfaction
with care received, were those Prof Ghosh
described.
Different perspectives and priorities
The successful management of IBD was
30
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the topic addressed by the last Speaker,
Prof Eduard Louis.
He began by underlining the complexity
of IBD management.
– There are different players and different aims, Prof Louis said.
The aims have evolved over time from
response to remission to mucosal healing
– and now to deep remission. But different
categories of stakeholders have different
priorities in the process.
First the patients perspective:
– They say “I want to live normally”. By
that they mean a complete and quick resolution of symptoms, and an improved quality of life. No – or limited – side effects of
treatment are also very important to them,
Prof Louis continued.
The clinician have a different set of
priorities. They are looking for intestinal
healing in order to avoid complications.
That means to get the patient in remission
without steroids, achieve mucosal healing,
have normal laboratory data and avoiding
treatment escalation.
Finally there is the perspective of
society/payer.
– They say “I want the best outcome and
an active patient at an affordable cost”,
Prof Louis said.
This translates into improved outcomes
with avoidance of complications, hospitalisations, surgeries and mortality – which
means a direct cost decrease.
– They also want to see the patient return to work, with improved productivity.

Subatra Ghosh

Eduard Louis

This means an indirect cost decrease for
payers.
All these different goals can be aligned in
a Treat-to-target approach.
– Set the target of treatment, decide the
treatment and then assess on a regular basis if the target is reached. If it not, change
the treatment accordingly, Prof Louis explained.
When the target is reached, the different
perspectives can come together.
– The patient can say “I live normally”, the clinician “The intestinal healing
is sufficient to avoid disease progression
or complication – and society “The cost
of drug is compensated by a reduction of
other direct medical costs and indirect
costs”.

Per Lundblad
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TILLOTTS PHARMA
SATELLITE SYMPOSIUM
BARCELONA 2017

MILD-TO-MODERATE IBD MANAGEMENT:
CHALLENGES BEYOND INFLAMMATION
At a satellite symposium given at the ECCO Congress, sponsored by Tillotts Pharma, the elderly, patient
reported outcomes and treat-to-target were discussed. It was Chaired by Prof Gerhard Rogler.

I

n his welcoming speech, Professor
Rogler reminded the audience that
mild-to-moderate disease constitutes
the largest group of IBD patients. He
continued by pointing out there are two
types of elderly population with IBD –
young IBD patients who become elderly,
and elderly patients receiving a diagnose of
IBD at the age of more than 65 years. The
latter is a growing group.
– Challenges in the treatment of the
elderly includes comorbidities, polypharmacy, an increased risk for complications
from immunosuppressants and biologics,
among others, Prof Rogler said.
He continued by talking about patient
reported outcomes (PRO) – any outcome
evaluated by the patient themselves, based
on the patient’s perception of a disease and
its treatment. PRO2 is based on stool frequency and abdominal pain.
– There are advantages with PRO2: It
engages patients in their disease management, cause bidirectional communication
with patients and provide education of patients to speak a common language.
But also disadvantages: PRO2 is not well
validated, comparison to efficacy data from
older trials becomes no longer possible –
and it is subjective, Prof Rogler summarised.
Specific therapeutic considerations
Dr Ian Arnott talked about managing
mild-to-moderate IBD in the elderly, and
started with some epidemiology.
– 10 - 30 % of the IBD population is over
60 years, and 1 out of 3 of all new cases of
CD are in the elderly. Males and females
are equally affected, but the diagnosis of
IBD decreases with age, he said.
The effect of medical therapy is broadly
similar in adult an elderly populations. But
there are considerations.
– Topical therapy may be difficult, there
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are issues with dosing schedules and depression.
There are some specific therapeutic considerations for the elderly IBD patient.
– 5-ASA is undoubtedly the treatment of
choice in UC. Its efficacy in inducing and
maintaining remission in UC is comparable with younger patients. Once-daily dosing and foam formulation of topical
therapy might increase compliance. Creatinine clearance should be monitored annually or bi-annually during therapy – and
be cautious of drug interaction with warfarin, 6-MP and azathioprine, Dr Arnott said.
Surgery at older age is associated with
an 8-fold increased risk of in-hospital
post-operative mortality. Also with higher
post-operative morbidity.
– When considering surgical options,
consider pre-existing comorbidities, ensure multidisciplinary care and optimise
nutritional status.
Communication and co-ordination is vital for the elderly, Dr Arnott summarised.
– And don’t procrastinate!

marker or conglomerate score for poor
prognosis in IBD – not even a gold standard for what poor prognosis means, Prof
Jonas Halfvarson pointed out.
This led to the concept of treat-to-target,
which has many potential benefits. He presented the present recommendations from
the Selecting Therapeutic Targets in IBD
(STRIDE) program.
– Composite endpoint in CD is PRO remission to be assessed at a minimum of 3
months during active disease. Endoscopic
remission should be assessed at 6-9
months interval during active disease.
Composite endpoints for UC are PRO
remission (resolution of rectal bleeding
and diarrhoea) and endoscopic remission
(resolution of friability and ulcerations) to
be assessed at a minimum of 3 months interval during active disease.
– Biomarkers CRP and f-calprotectin
can be used for monitoring disease – there
is not enough evidence to use them as
treatment targets alone, Prof Halfvarson
ended his talk.

STRIDE recommendations
There is no agreed gold-standard test,

Per Lundblad
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JANSSEN IMMUNOLOGY
SATELLITE SYMPOSIUM
BARCELONA 2017

RAISING THE BAR: DEFINING THE
NEW ERA OF CD MANAGEMENT
New ideas and strategies in Crohn’s disease (CD) management were discussed at a satellite
symposium, sponsored by Janssen Immunology. Prof Subatra Ghosh was the Chair.

P

rof Ghosh started by talking about
unmet needs in IBD. Despite recent
advances in therapies, there is still
much more to achieve in enabling
patients to enjoy a sustained good quality
of life in the long term.
– A questionnaire revealed that only a
minority of gastroenterologists makes a
prognosis when a patient for the first time
is diagnosed with IBD. Clearly, this is an
unmet need, he said.
Prof Ghosh continued with shared decision-making.
– That is a process by which patients and
healthcare personnel consider outcome
probabilities – including balancing benefit
with risk – and patients’ preferences in order to reach healthcare decisions based on
mutual agreement, he continued.
This means there is a need for a motivational communication style, where the
healthcare staff should seek to understand
the patients’ frame of reference.
– Also to express acceptance and affirmation, elicit and selectively reinforce the
patient’s own self-motivation and monitor the patients’ readiness to change, Prof
Ghosh stated.
Patient factor important in long-term
Prof Iris Dotan talked about different
treatment strategies for long-term management of disease, and how to apply them
into clinical practice.
– Today we have many options for patients with IBD, and more are coming in
2017. This is a big difference, compared
to 20 years ago – and it means we have to
make a choice, she underlined.
Prof Dotan presented a study that have
shown that dose optimisation increases
probability of remaining on infliximab up
to 5 years.
In order to optimise efficacy, she said
that trough guided dosing has modest ef-
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fect during maintenance.
– It has potentially a larger effect during
induction.
For dosing, patient related factors and
pharmacokinetic algorithms should be
utilised.
To ensure long term safety, consider
mechanisms with improved saftey profiles
and potential for disease modification.
Most important in the long-term is the
patient factor. Non-adherence is a large
problem, and there are many reasons for
this. Fear or experience of side effects, a
lack of perceived need for medication and
financial hardship, were a few of those she
mentioned.
– Communication, education and multidisciplinary team support may increase adherence to therapy, Dr Dotan summarised.
Ustekinumab significantly induce clinical
response and remission
The landscape of therapy in CD is changing, said Prof Matthieu Allez.
He described the IL-12/23 pathway in
inflammation.
– Both IL-12 and IL-23 share subunit of
p40. Ustekinumab is a fully human IgG1k

monoclonal antibody that binds the p40
subunit. It normalizes IL12 and IL23 mediated signalling, cellular activation and
cytokine expression. It is already approved
for psoriasis and psoriatic arthritis, he said.
Targeting the IL12/IL23 pathway is effective in multiple immune-mediated inflammatory disorders – including CD. This
was demonstrated in the Phase III studies
UNITI-1 and UNITI-2.
– IV ustekinumab was found to significantly induce clinical response and clinical
remission in patients with moderate-tosevere CD, both in anti-TNF naive patients
and in patients with previous anti-TNF
failures, and was well tolerated.
Subcutaneous ustekinumab maintained
remission and response with both dosing regimens at week 44. Clinical efficacy
was confirmed by control of inflammatory
markers (CRP and faecal calprotectin).
– The long-term use of ustekinumab in
other indications has shown it to be well
tolerated, Prof Allez concluded.
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SHIRE
SATELLITE SYMPOSIUM
BARCELONA 2017

OPTIMIZING THE IBD JOURNEY - EARLY
INTERVENTION TO MANAGEMENT OF IF
In a Satellite Symposium sponsored by Shire, therapeutic options and treatment strategies in IBD and
different stages of disease were discussed. It was Chaired by Prof Remo Panaccione and Dr Peter Irving.

D

r Peter Irving talked about the therapeutic options that are expanding
in IBD. But optimal therapy is still
desirable – many patients lose response over time.
– Ulcerative colitis (UC) has long-term
complications, as does Crohn’s disease (CD).
This makes them costly, he said.
Treating disease before complications
have developed is likely to be more effective,
he continued.
Treating at the right dose makes drug
therapy more effective.
– Thiopurine therapeutic drug monitoring (TDM) allows more effective therapy,
and TDM with biologics is becoming more
widely available, Dr Irving said.
Although the number of therapeutic
drug options is increasing, the fundamental
principles of IBD management remains the
same:
– Use drugs wisely – for the right patient,
the right drug at the right time! Optimal use
is likely to be more effective, safer and more
cost-effective. And if a drug is ineffective, or
not tolerated – switch treatment, he underlined.
New treatment concept
Treatment strategies need to evolve as
treatment goals evolve, said Prof Panaccione.
– Upon defining the treatment target and
goals, definition needs to consider both early
and late disease. Symptomatic remission
may not be achievable in late-stage disease,
he underlined.
Mucosal healing after 1 year of treatment
is predictive of reduced subsequent disease
activity, and a decreased need for surgery –
so that is a good treatment goal.
He presented clinical results at 2 years
from a top-down versus step-up trial. Of 26
patients who received top-down treatment,
19 (73 %) had no ulcers at week 104. For
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those who received step-up treatment, 7 of
23 patients (30 %) had no ulcers.
– Treat-to-target is evolving as an important new treatment concept in IBD. Treatment of early IBD could change the course
of the disease. Evidence to support and better define these new treatment paradigms in
IBD is accumulating – but we must act now,
Prof Panaccione summarised.
Management of intestinal failure
Prof Jean-Frédéric Colombel talked about
short bowel syndrome (SBS) and intestinal
failure.
– The leading causes for this are mesenteric ischemia and CD, Prof Colombel pointed out.
Factors that may lead to multiple short
bowel resections and chronic intestinal failure during the course of CD include CD severity and resistance to medical treatment,
poor control of CD due to delayed appropriate treatment and postoperative complications.
Management of SBS is based on nutritional, medical and surgical interventions.
Patients with SBS and intestinal failure need
parenteral support to survive.
– However, long-term parenteral support
may lead to serious complications that can
be life-threatening.
Bowel resections leading to SBS intestinal
failure remain an issue in the era of biologics – despite an overall decline in the rate
of small bowel resections.

Jean-Frédéric Colombel

– A sub-population may exist, e.g. with
long-term accumulated bowel damage, that
do not respond as well to therapies, Prof Colombel said.
He described teduglutide, a recombinant
analogue of human glucagon-like peptide-2
(GLP-2) in intestinal function. Post-hoc
analyses of data from the STEPS study and
STEPS-2 extension study suggests that teduglutide is effective at reducing the need
for parenteral support with SBS intestinal
failure due to IBD – as well with those with
SBS intestinal failure due to other causes.
– I think we have entered a new therapeutic arena for this group of patients, and
we are very fortunate to have this drug, Prof
Colombel ended his lecture.
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PFIZER
SATELLITE SYMPOSIUM
BARCELONA 2017

PATIENT AND CLINICAL
PERSPECTIVES OF UC
What it is like to live with ulcerative colitis (UC) was discussed at a Satellite symposium,
sponsored by Pfizer, at the ECCO Congress. Prof Stephen Hanauer was the Chair.

D

r Alessandro Muzzi talked about the
disease burden in ulcerative colitis.
– We all know it’s an unpredictable disease, he said.
In a survey of 436 Spanish patients with
UC, there were only 47 % who had their
symptoms under control. 25 % experienced symptoms impairing everyday life. 31
% had visited the emergency room due to
worsening of their disease last year. The
symptoms they stated had most impact
on their quality of life (QoL) was urgency
(74 %), followed by diarrhoea (72 %).
An international survey on the impact
of IBD on patient’s life, found that only 25
% were very satisfied with their treatment
plan. 31 % were somewhat satisfied.
– UC is associated with a significant
clinical burden; many patients have uncontrolled symptoms that disrupt everyday life, he pointed out.
Patients with UC experience pain, physical discomfort and impaired psychological
well-being.
– Many patients with UC are dissatisfied
with management of their disease, and
with current treatment options, Dr Muzzi
concluded.
Limitations to available drugs
– I think it is fair to say that management
of UC has improved - and there are many
exciting possibilities in the pipe-line, Dr
Peter Irving said.
He added that we have to acknowledge
there is room for improvement.
Dr Irving showed data on perceptions of
disease burden and symptom severity. Often these perceptions differ between the
patient and the physician.
1 in 5 patients with UC will become
steroid-dependent within the first year of
treatment. Only half of patients maintain
steroid-free remission.
– For steroid-dependent patients, de-
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velopment of a treatment plan that aims to
maintain long-term steroid-free remission,
typically involves escalation to immunomodulators or biologics, Dr Irving said.
But the limitations of corticosteroids,
immunomodulators and biologics may act
as barriers to achieving long-term therapeutic success.
– 5 - 30 % of patients with UC undergo
colectomy during the course of disease.
Restorative proctocolectomy via an ileopouch anal anastomosis is the surgical
procedure of choice. It can be curative,
has acceptable morbidity rates, extremely
low mortality and good post-operative
QoL. But also limitations – development
of short- and long-term complications.
Patients preferences for treatment, and
shared decision-making should be taken
in consideration and may improve adherence, was Dr Irving’s last message.
New classes of therapeutic agents
Prof Stephen Hanauer talked about emerging therapies in UC.
– Biologics for UC became available in
2005. Prior to them, there were immunomodulators. The next step will be oral

compounds with novel mode of actions –
this development is ongoing, Prof Hanauer
said.
He continued to describe the JAK pathway. This controls activation of signalling
cascades for many UC-relevant cytokines.
– JAK inhibitors work intracellularly to
inhibit the phosphorylation and activation of JAKs. Inactive JAKs prevent the
phosphorylation and activation of signal
transducers and activators of a transcription (STATs) and activation of gene transcription. A reduced production of inflammatory cytokines modulates the immune
response, Prof Hanauer explained.
Emerging therapies in clinical development target diverse inflammatory pathways involved in intestinal inflammation,
he summarised.
– New classes of therapeutic agents may
provide opportunities to overcome the
barriers associated with current therapies and satisfy unmet needs for UC, Prof
Hanauer ended the Symposium.
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IBD Today & Tomorrow
June 21-23
Amsterdam, The Netherlands
www.epgs.nl/ibd-today-tomorrow-2017/
Mastering Clinical Challenges and Emerging Therapies in IBD
July 22
Chicago, USA
www.imedex.com/challenges-therapies-ibd-conference/index.asp
4th International Symposium of Pediatric IBD
September 13-16
Barcelona, Spain
www.pibd2017barcelona.com/welcome.html
12th Scientific and Annual Meeting of the European
Society of Coloproctology (ESCP)
September 20-22
Berlin, Germany
www.escp.eu.com
Where innovation meets expertise Leuven IBD 2017 Congress
September 21-23
Leuven, Belgium
https://kuleuvencongres.be/ibdleuven2017
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Japan Digestive Disease Week
October 12-15
Fukuoka, Japan
www.jddw.jp/jddw2017/en/index.html
UEG Week
October 28-November 1
Barcelona, Spain
www.ueg.eu/index.php?id=605
Nordic EUS 2017
Nov 8-9
Gothenburg, Sweden
www.nordiceus.com
Advances in IBD
Nov 9-11
Orlando USA
http://advancesinibd.com/
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