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Y
ours truly is for the time being located in South West Australia, the Perth – 
Fremantle area. Having the opportunity to travel and stay for an extended 
period observing and taking part of a different health care system is of 
immense value in ones career.

Seemingly everything is much the same as back home. The treatments are 
the same, the big lines of reasoning around and designing and suggesting the 
best options for patients, whether it is colorectal cancer or IBD, seems to be as 
I am used to. Then there are the differences: An administrative system that at 
least to me as a foreigner is a magnificent overkill. My dear and highly reputed 
colleague has to renew his endoscopy certificate this year although he has been 
scoping every week for thirty years. This time he has to demonstrate that he can 
wash endoscopes, not one but fifteen! The paperwork to be completed just to 
be a visitor is not that bad either, I estimate it was as many pages as an ordinary 
JCC issue.  MDT meetings, I have been to them at two different hospitals, are 
much more structured and efficient then I am used to. Maybe this is an effect of 
the consultants valuing their time more than we do - here I speak for the sur-
geons. The health system is much like the British, the private sector in surgery 
is bigger than the public, and most surgeons work in both systems and in two 
or three hospitals. Patient care is centred around the consultants who act much 
as “liberos” - they take care of their own planning both in theatre work and out 
patient clinics. I imagine that patients appreciate this very much. The consultant 
is in turn guarded by a fellow or senior registrar that does much of the practical 
work. She or he might write letters and answer phones on behalf of the consult-
ant. They also seem to accept different ways of doing things, but always do as the 
consultant they are assigned to for the time being. Patient paper work is easier 
than I am accustomed to and it all adds up to the feeling that consultants devote 
more of their time to the patients. They do operate more than their Scandinavian 
counterparts, thus I have the feeling that in general terms they might be better 
in the wound. Also operating theatres in general is functioning well. They have 
plentiful of staff and everyone seems focused on getting the job done.

Aussies are extremely friendly and also in some respects a bit laid back, e.g. 
there is no dress code for doctors. You see the whole range from the black suit 
and tie to those having shorts a T shirt and flip flops. But this does not seem to 
be an issue at all, neither among colleagues or patients. Students are very well 
behaved. You can distinguish them from others in that they have a stethoscope 
around their neck. The education system in now changing, it will begin with 
a general three year university education that not necessarily has to focus on 
biology. After that the medical education starts with an accelerated 4 year pro-
gram before internship, and then specialisation. The idea is that the three first 
years will sort out candidates that are study-motivated and also to give doctors 
a broader knowledge base in general. All are a bit apprehensive on how this 
will work. 

There is a whole lot more to see and learn and that’s 
where one can be a bit philosophical:  “To see what 
you do not see” - the small subtle things that, when you 
think of them, maybe are much more important than 
the gross differences. However, for sure one thing that 
one definitely sees a lot more of down under at this 
time of the year is the sun.  

Now I hope you will enjoy reading this last 2014 is-
sue of the IBD Congress News.

TOM ØRESLAND
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PIBD IN ROTTERDAM
The third international symposium on Pediatric Inflammatory Bowel Disease – PIBD – was held 

between September 10 and 13th in Rotterdam, Belgium. Close to 500 delegates
from all over the world had come to participate.

T
he first PIBD was held in Rome 2006.
   – It was Prof Salvatore Cucchiara 
who thought it was about time to 
have a Meeting. Then we had approx-

imately 250 delegates, said Prof Hankje 
Escher, Congress President in Rotterdam.

The next meeting took place in Par-
is 2009, and had 400 delegates. It is also 
decided that the fourth will take place in 
Barcelona in 2017.

PIBD is not organised by The European 
Society for Paediatric Gastroenterology 
Hepatology and Nutrition (ESPGHAN) or 
European Crohn’s and Colitis Organisation 
(ECCO), but the two organisations have 
endorsed it and PIBD can use their logo, 
Prof Escher explained.

Unique aspects of pediatric IBD
In the first Session, Dr Scott Snapper de-
scribed the crosstalk between host cells 
and microbes in health and disease.

– When the process is interrupted, there 
is inflammation, he said.

Dr Snapper then talked about the patho-

genesis of IBD, and he had two key points 
to make. The first was that IBD is a com-
plex genetic disorder that requires a genet-
ically susceptible host with an appropriate 
environmental trigger, or triggers.

– My second key point is that IBD results 
from an exaggerated mucosal immune re-
sponse to commensal microorganisms!

He also presented some unique aspects 
of pediatric IBD.

– Approximately 20 % of all IBD pre-
sents in children. Children with ulcerative 
colitis (UC) have more extensive disease. 

In children with Crohn’s disease (CD) 
upper intestinal involvement is common – 
and young children often present with 

Crohn’s colitis with perianal involve-
ment.

Very early onset (VEO) IBD has unique 
clinical features. There is colonic involve-
ment in 80 % at patients diagnosed before 
10 years of age – for adult-onset IBD the 
figure is 20 %.

– For ileal involvement this is reversed 
– it is less common, actually quite rare, in 

patients under 10 years of age, but found 
in up to 80 % in adult-onset patients, Dr 
Snapper said.
 
Major insights can come with studying 
younger children
Then there is infantile IBD – i.e. patients 
diagnosed below 2 years of age.

– They often have isolated colonic dis-
ease with a severe course – refractory to 
multiple immunosuppressant medica-
tions, often require surgery and occasion-
ally their disease is fatal.

40 % of infantile IBD have one or more 
family members with IBD. These patients 
are rare, so therefore international collab-
oration is needed to study it further. 

Dr Snapper described NEOPICS (inter-
National Early Onset Pediatric IBD Cohort 
Study) of which he is one of the three prin-
cipal investigators. NEOPICS is expanded 
to 80 centers with 250 scientists on five 
continents with access to over 1 000 VEO-
IBD patients.

– We believe that major insights can 

PIBD
ROTTERDAM
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come from studying younger children with 
IBD. 

Functional studies in mice and man have 
identified the role of IL-10R signalling in 
VEO-IBD.

– IL10R-deficient patients develop IBD. 
They make less inflammatory mac-

rophages and a lot of pro-inflammatory 
macrophages. We think this is very rele-
vant for early onset IBD, he ended his lec-
ture.

The RISK stratification study
Current IBD clinical phenotyping used for 
clinical management include suspecting 
the diagnosis, determining disease loca-
tion and classifying the disease as CD, UC 
or IBD-Unknown (IBD-U).

– But this classification does not predict 
outcome or risk stratification, Prof Subra 
Kugathasan said.

Risk stratification is a statistical process 
to determine detectable characteristics 
associated with an increased chance of 
experiencing unwanted outcomes, he ex-
plained.

– By identifying these factors before the 
occurrence of an event, it is possible to de-
velop targeted interventions to mitigate 
their impact.

Prof Kugathasan continued by present-
ing the RISK stratification study. These 
data were published for the first time at 
the Meeting in Rotterdam.

They stem from a large cohort – 1112 
children with CD, diagnosed between 
2008 and 2012 in order to get adequate 
power. The aim of the study was to devel-

op and validate a composite risk score for 
complicating CD based on age, cytokine 
and microbial antigen sero-reactivity, and 
early anti-TNF therapy.

– We also wanted to compare the effec-
tiveness of early versus late introduction of 
anti-TNF therapy upon rates of complicat-
ing behaviour, Prof Kugathasan said.
 
Antibiotic exposure amplifies the microbi-
al dysbiosis  
In determining the key players of micro-
bial dysbiosis in new-onset pediatric CD, 
Prof Kugathasan reported that they had 
identified microbial organisms associated 
with subject’s disease phenotype – con-
trolled for confounding variables such as 
past antibiotic use, age, gender and race.

– Several taxa (a group of one or more 
populations of an organism or organisms 
seen to form a unit) were reported be-
fore, including Enterobacteriaceae, Bac-
teriodales and Clostridiales. However, we 
identified additional taxa as significant 
biomarkers for disease – including mem-
bers of the Pasteurellaceae, Veillonellace-
ae, Neisseriaceae and Fusobacteriaceae, he 
stated.

They had also found that antibiotic ex-
posure amplifies the microbial dysbiosis – 
by further loss of Bacterioides, Clostridiales 
and Erysipelotrichaceae, and increase in 
Fusobacteriaceae and Enterobacteriaceae.

He ended his talk by stating that a wealth 
of data is yet to come.

General and metabolic pathways changes 
during EEN
Gut microbiota plays a role in CD aetiology. 
But there are differences in gut microbiota 
composition, and it is difficult to rule out 
reverse causality.

Exclusive enteral nutrition (EEN) treat-
ment in children with CD works well, but 
the mode of action remains unknown.

– Our hypothesis was that changes in 
the microbiota during EEN may give clues 
for its role in CD, said Dr Konstantinos 

Gerasimidis who presented a study on the 
subject.

They had used next generation sequenc-
ing to compare the faecal microbiota 
composition and functional capacity (the 
whole genome) in CD children and healthy 
controls.

– We also wanted to explore serial 
changes during EEN and associations with 
faecal calprotectin.

15 CD-patients with 8 weeks on EEN 
and 21 healthy controls participated. 12 of 
the 15 clinically improved, and their faecal 
calprotectin decreased.

The conclusions of the study was that 
CD microbiota is less diverse – but with a 
wider functional capacity.

– Several general and metabolic path-
ways changed during EEN. Some corre-
lated with calprotectin and others did not. 
EEN may work by suppressing either the 
entire microbiota, thus inducing a lower 
antigenic effect to the gut – or by suppress-
ing bacteria associated with CD but also 
other bacteria sensitive to EEN composi-
tion, Dr Gerasimidis said.

Registries crucial for increased knowledge
Another Session was devoted to epidemi-
ology and registries. Dr Lissy de Ridder 
who was the Chair began this by pointing 
out that in pediatric IBD we have few clin-
ical trials.

– So we therefore need high quality reg-
istries, she said.

Prof Hankje Escher gave a lecture on 
what we have learned from registries in 
Europe. 

Hankje EscherKonstantinos Gerasimidis

“CD MICROBIOTA IS LESS
DIVERSE - BUT WITH A WIDER 

FUNCTIONAL CAPACITY ”
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She began this by describing different Eu-
ropean registries, and asked what we have 
learned from these about incidence?

– We have learned that the incidence of 
CD is increasing – primarily in 10 – 19 year 
old teens, she answered.

We have also learned that for the phe-
notype at diagnosis of CD there is a big 
difference between childhood-onset and 
adult onset.

– Quality of diagnostic work-up im-
proves with registries. We can see that – 
we are doing better and better every year, 
Prof Escher continued.

The future of registries is monitoring of 
quality of care. We can also monitor the 
changing pattern of the disease.

– I think registries can be an interface for 
patient reports and health management, 
and help us to have a better partnership 
with industry and regulatory agencies.

Prof Escher’s conclusions were that reg-
istries in Europe have brought us essential 
knowledge on pediatric IBD and constitute 
a cornerstone of clinical research. 

– And they have also brought us collabo-
ration and friendship!

The difference between a registry and a 
trial   
Pediatric IBD Collaborative Research 
Group Registry in USA is an observational 
database enrolling newly diagnosed IBD 
patients under 16 years of age. It comprises 
over 20 pediatric centers, and was present-
ed by Dr Jeffrey Hyams.

He reminded the audience about the 
differences between registries and clinical 
trials.

– A clinical trial is an experiment in 
which an active intervention intended to 
change a subject’s outcome is implement-
ed. Decision making is taken away from the 
practitioner, he pointed out.

Also the research protocol describes in-
clusion and exclusion criteria that are used 
to select the patients who will participate 
as human subjects. 

– A registry use an observational study 
design that does not specify treatment or 
require any therapies intended to change 
patient outcomes. There are generally few 
inclusion and exclusion criteria in an effort 
to study a broad range of patients to make 
the result more generalizable, Dr Hyams 
underlined.

He summarised by describing how to or-

ganise a register, what should be thought 
of – and mistakes that should be avoided.

– You need a strong leadership and 
steering committee. You also need ade-
quate funding. And you need strict quality 
assurance measures, were some of the ad-
vice he presented.

Studies on incidence
The difference in adult and pediatric on-
set IBD – does it matter? The question was 
the headline for Dr Johan van Limbergen’s 
talk.

– Yes, it does! Disease etiology, pres-
entation, course, growth and side effects 
of treatment differ across ages, was his 
answer.

Childhood IBD is extensive and dynam-
ic. IBD is a heterogeneous disease across 
the ages, he continued.

– Colonic IBD is predominant in patients 
under 8 years. Upper GI, and involvement 
of ileum comes over time.

Dr van Limbergen said that there is on-
going work to improve classification and 
diagnosis of pediatric IBD.

Dr Silvia Ghione presented a popula-
tion-based study from the EPIMAD regis-
try in France. They had found an increase 
of IBD incidence in teenagers under 17 
years of age – it has doubled in 20 years. 75 
% of these children have CD, 25 % have UC.

– Diagnosis of pediatric IBD has in-
creased markedly in the two last decades, 
but the features of CD and UC remained 
fairly stable, she reported.

The reasons for this increase are still to 
be found, Dr Ghione added.

Dr Fiona Jagger presented a study on ten 
years of pediatric IBD incidence in Scot-

land, and had a different finding to report.
– We also found a continuing rising 

trend. But in contrast to other surveys we 
saw in Scotland an increasing age at diag-
nosis, she said.

They too had found a high proportion of 
patients with extensive disease.
 
Magnetic resonance enterography  
In a Session on monitoring of disease ac-
tivity, Dr Dan Turner and Dr Marie-Louise 
Greer had a tandem talk on MRI.

– We gastroenterologists have to know 
more about radiology, because that tech-
nique is for the future, said Dr Turner.

When imaging of the small bowel – al-
ways use MRI, not CTE, he stated.

– That’s a take-home message! EUROK-
IDS registry shows that this is happening, 
less and less radiation is used in children.
   He presented a meta-analysis of six com-

PIBD
ROTTERDAM
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parable studies that gave a pooled sensitiv-
ity and specificity for magnetic resonance 
enterography (MRE) detection of active 
terminal ileal CD of 84 % and 97 % respec-
tively.

– Overall, MRE is better than capsule 
endoscopy.

MRE is a transmural measure, endosco-
py is a mucosal measure, Dr Turner con-
tinued.

– That’s my second take-home message! 
However, sometimes you need to have a 
mucosal measure.

Dr Greer presented pros and cons for 
MRE.

– On the positive side, MRE detects in-
flammation and damage. It assesses the en-
tire bowel wall, and assesses extent beyond 
endoscopy. It also detects other abdominal 
pathologies and emits no radiation, she 
said.

On the negative side MRE does not well 
assess mild mucosal disease, it is not so ef-
fective for upper GI and is expensive and 
therefore has low access.

– But the pros outweigh the cons – so 
I hope I have convinced you that MRE is 
the modality of choice in pediatric IBD, she 
summarised.

Diet as an environmental factor
Growth and nutrition are key concepts in 
pediatric IBD. Prof Arie Levine began a 
Session on this topic with a lecture on die-
tary treatment.

– There are clues for diet as an environ-
mental factor – they come from epidemi-
ological studies, the role of dysbiosis and 
effect of diet on dysbiosis, and also from 
the fact that dietary interventions as EEN 
cause remission and mucosal healing. This 
is the most important clue of all, Prof Lev-
ine stated. 

There are many reasons why we should 
research diet. The first is the possibility 
of addressing environmental causes of 
disease. Also the possibility of controlling 
upstream driver of inflammation without 
additional drugs.

– We should also research diet in order 
to understand the limitations and ideal 
candidates for dietary therapy. And we 
need to find an exit strategy for patients 
using EEN, he said.

Variations in the use of EEN
Dr Angelika Kindermann talked more on 
EEN.

– For UC the remission rate is 33 %, 
which is approximately what we expect for 
spontaneous remission. EEN is not effec-
tive for UC. But in CD the remission rates 
vary from 40 - 85 % – so it is effective, Dr 
Kindermann established.

However the relapse rates are 60 - 70 % 
within 12 - 24 months.

There are significant variations in the 
use of EEN. A survey of 167 pediatric gas-
troenterologists revealed that 62 % of Eu-
ropean gastroenterologists used EEN, in 
contrast only 4 % of those working in the 
US did so.

Dr Kindermann concluded that there 
is enough evidence that EEN is an effec-
tive and safe option to induce remission in 
acute CD patients.

– It should therefore be used as first line 
treatment to induce remission in pediatric 
CD.

There are still challenging questions about 
the mechanism of action, the microbiota 
and the efficacy in relation to disease lo-
cation. 

– And diet as intervention might not be 
limited to EEN in the future, she said.

Growth and progression of puberty im-
proves after surgery
Prof Sanja Kolaček talked about growth re-
tardation. She pointed out that 7 - 10 % of 
children with CD have growth failure, for 
children with UC this figure is up to 5 %.

– The long-term consequences of this 
are comprised adult height, decreased 
bone mass and an increased risk of frac-
tures.

She continued by systematically go 
through the treatment options for growth 
failure in IBD children.

– Enteral nutrition has an anti-inflam-

PIBD
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matory effect, and leads to mucosal healing 
in 19 - 75 % of cases. It also gives nutrition-
al restitution. 

Cohort studies say that growth abnor-
malities persist in a majority of patients 1 
- 2 years after diagnosis. The use of inflixi-
mab does not make a significant difference.

For the role of surgery the evidence are 
mostly of poor quality – there are only 
small studies.

– But growth velocity and progression 
of puberty is often improved after surgery. 
The outcome is improved if surgery is un-
dertaken early in puberty and within the 
first 3 years of diagnosis, Prof Kolaček un-
derlined.

In the largest pediatric cohort (82 CD 
patients, mean age 14,8 years) the mean 
height velocity before surgery was 2, 4 cm 
per year – and 8,1 cm after surgery.
   She summarised how to treat growth fail-
ure.

– Decrease inflammation and limit the 
use of steroids. Provide nutrition support, 
and promote weight-bearing physical ac-
tivity. Act early in puberty and calculate 
target height based on parents. The latter 
in order to avoid unrealistic expectations.

Partly enteral and partly exclusion diet
CDED stands for Crohn’s disease exclusion 
diet. It is a structured, step-down diet that 
allows and disallows food and products. 

Gluten, gluten free baked goods, bread, 
yeast, dairy products, animal fat, processed 
meats and products containing emulsifiers 
are excluded.

Director Rotem Sigall Boneh presented a 
study with the aim to evaluate remission 
and inflammatory markers in children and 
young adults with CD treated with 50 % 
partial enteral nutrition and CDED over 6 
weeks.

– We found that this led to remission in 
70 % of the patients with mild to moderate 
disease – primarily ileal and ileo-colonic 
disease, she said.

Furthermore, this diet was accompanied 
by a significant decrease in CRP and eryth-

rocyte sedimentation rate (ESR), and nor-
malisation of CRP in approximately 70 % 
of patients entering remission.

Use of CDED allows effective therapy 
without requiring exclusive enteral nutri-
tion in both children and adults, and may 
be associated with mucosal healing.

– These results further strengthen the 
concept that dietary components play a 
role in the pathogenesis of IBD, Director 
Boneh concluded.
 
Give the Gastroenterologist a chance 
One Session had surgical cases presented 
and discussed. Prof Severine Vermeire was 

the Chair, and an expert panel consisting 
of Prof Willem Bemelman, Prof Salvatore 
Cucchiara and Prof Sanja Kolaček who 
commented and answered questions.

The first case concerned a 14 year old 
girl with localized ileocaecal disease. Af-
ter failing steroids, azathioprine and in-
fliximab she had a laparoscopic assisted 
ileocaecal resection.

– Should we have performed this resec-
tion earlier – could we have seen this com-
ing, asked Prof Vermeire.

Prof Bemelman answered that they 
would more or less have followed the same 
course.

– Give the Gastroenterologist a chance, 
he said.

He continued by underlining two impor-
tant things when treating IBD medically: 
Correct dosing and monitoring.

A vote in the audience on if one should 
had continued medical treatment or per-
form surgery gave a very mixed result.

Fecundity and pouch surgery
Next case was a 17 year old female pa-
tient, severely ill in UC and unresponsive 
to medical treatment. The conclusion of a 
multidisciplinary discussion at the Center 
where she was treated was there were two 
options: Colectomy with ileal pouch-anal 
anastomosis – or a subtotal colectomy with 
ileostomy.

The audience was again put to vote for 
one of these alternatives, and it caused 
some debate. 

– We need to know if dose and trough 
levels of infliximab were accurate, before 
a decision, one delegate said.

The patient had a subtotal colectomy 
with ileostomy and rectal stump. When 
she got pregnant 2 years later, this was 
complicated with a disease flare in the re-
maining rectum stump and a mechanical 
bowel obstruction. Shortly after pregnancy 
a rectum amputation and IPAA was per-
formed.

– The patient had problems to conceive 
again after this, so fertility treatment was 
given. Currently she is pregnant again, 
said PhD candidate Kanis that presented 
the case.

Study on pediatric CD surgery
There are limited data on the outcome of 
surgery for pediatric CD, said Mr Michael 
Stanton, a Consultant Pediatric Surgeon at 

PIBD
ROTTERDAM
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Southampton Children’s Hospital in UK.
All patients under 16 years of age in the 

area are managed by pediatric surgery or 
gastroenterology. Mr Stanton presented 
a study that aimed to review their expe-
rience and report outcomes of surgery for 
pediatric CD.

The study period was from January 
2002 until December 2012, and patients 
were identified prospectively.

– All in all we found 286 patients with 
CD in the ten years. The median age at di-
agnosis was 14 years – ranging from 6 to 17 
years. 69 of these (24 %) underwent sur-
gery, Mr Stanton said.

Of the procedures performed, ileo-cae-
cal resection was by far the most common 
– in 40 of 69 patients. Perianal procedure 
was at second place with 10 patients.

– We found in this study that the risk of 
complications was 29 % and that the risk of 
relapse before transition to adult services 
was 15 %.

The risk of a second unplanned intra-ab-
dominal procedure was 21 %, and the oper-
ations was found to improve the patient’s 
BMI – but not height, Mr Stanton summa-
rised the findings.

Ways to optimise thiopurines
Should we stop using thiopurines in our 
pediatric patients due to the risk of can-
cer? This question was asked by Dr Lissy 
de Ridder.

– They are still valuable drugs with ster-
oid sparing potential and proven efficacy in 
maintenance of remission, she continued.

Joint ECCO and ESPGHAN guidelines 
on management of pediatric UC state that 
thiopurines are recommended for main-
taining remission in 5-ASA intolerance 
and for those with frequently relapsing or 
steroid-depending disease, despite maxi-
mal 5-ASA treatment.    

– Thiopurines are also recommended for 
maintenance after induction by steroids 
during acute colitis.

Fortunately there are ways to optimise 
safety and efficacy. Dr de Ridder recom-
mended measuring TPMT (thiopurine 
methyltransferase) and therapeutic drug 
monitoring. One also has to screen for op-
portunistic infections and prevent infec-
tions.

She summarised that thiopurines are ef-
ficacious drugs, and the risk-benefit ratio 
supports the use. The cost is low, and they 
are easy to administrate.

– Use thiopurines for maintenance of 
remission in pediatric moderate CD, and 
as a steroid-sparing agent in pediatric UC. 
Also use them as combo with infliximab in 
patients with highest risk.

Dr de Ridder also pointed out that in 
adult patients, thiopurines are shown to 
be protective against colorectal cancer.

Communication is very important
At the end of the Meeting a patient with 
CD, Laurence Walhout, gave a talk about 
his experiences from having CD as a child.

– 15 years ago I was diagnosed at the 
age of eight. I started enteral food therapy 
– and I was really happy with it, I gained 
weight and came in remission, he told the 
audience.

But he did not remain in remission. Mr 
Walhout described how he went from aza-
thiopurine and methotrexate to infliximab, 
and that made him better.

– There are three lessons I’ve learned. 1: 
Every child is unique. 2: Never allow a bad 
day let you think that you have a bad life. 3: 
Information, medication and communica-
tion are very important.

Every child with IBD needs medication, 
but how this is administrated is also im-
portant, he continued.

– Communication is very important for 
every child. In order to prevent depression 
they need someone to talk to. Caregivers, 
family, school and friends can fulfil that 
need.

Life can be difficult if you have IBD, he 
stated.

– But I do think a change will come. I 
therefore want to thank all of you that are 
here – because you work with children 
with IBD. Thank you – and good luck, Mr 
Walhout ended his highly appreciated lec-
ture.   

– I thank you all for spending these three 
days here. I also want to thank all speak-
ers, best abstract presenters and poster 
presenters. You all did an incredible job 
to make this Meeting a success, said Prof 
Escher.

The audience was also invited to the 4th 
International Symposium of Pediatric IBD. 
It will take place in Barcelona on 13 – 16th 
of September 2017.

Then the Meeting in Rotterdam was over. 

Per Lundblad

Lissy de Ridder

Laurence Walhout

Michael Stanton
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ABBVIE
SATELLITE SYMPOSIUM

ROTTERDAM

BRINGING EVIDENCE AND
EXPERIENCE IN PEDIATRIC CD

At a Satellite Symposium in Rotterdam, sponsored by Abbvie, the audience was
taken on a journey through pediatric Crohn’s disease (CD) management.

I
n the Chair’s introduction, Prof Hankje 
Escher underlined that CD is a disease 
with uncontrolled inflammation.

– CD has many different manifesta-
tions – both intestinal and extra-intestinal. 
It is therefore strange that we treat them 
all with the same medication, she said.

Many pediatric patients have poor out-
come
Prof Escher talked about severe pediatric 
CD. 

The ECCO and ESPGHAN treatment 
Guidelines in pediatric CD states that an-
ti-TNF should be used for steroid non-re-
sponsiveness in patients with refractory 
disease despite immunomodulators.

– Disease severity in pediatric CD should 
be assessed by clinical disease activity, 
endoscopy, disease location and extent, 
growth failure and presence of perianal 
disease, Prof Escher continued.

She underlined that many pediatric pa-
tients have a risk of poor outcome.

Combination therapy carries higher risk
Prof Frank Ruemmele summarised the 
benefits and risks of anti-TNF medications.

– They are highly efficacious for severe 
and or immunomodulator-refractory CD, 
and have an important role in top-down 
strategies.

These medications also have a high po-
tential for mucosal healing and improve 
growth and quality of life, he continued.

– Anti-TNF:s are associated with preven-
tion of disease progression and complica-
tions.

But Prof Ruemmele also underlined 
there are risks. By using data from adult 
registries on the incidence of malignancies 
he said that there are some signals, but no 
specific tumour increase, with anti-TNF 
medication.

– We can see age-dependent increase in 
lymphoma in thiopurine-exposed patients. 
Combination therapy might put patients at 
higher risk for developing malignancies.

Combination therapy and/or steroid 
medication significantly increase the risk 
for severe infections. 

– The risk is highest in patients receiving 
triple immunosuppression with anti-TNF, 
immunomodulator and steroids.
   Anti-TNF monotherapy does not seem 
to increase the risk for malignancies, but 
carry high costs, he summarised.

Tight control 
– The biggest risk with biologics is using 
them in patients who are not responding 
to them, said Dr Marla Dubinsky.

She talked about the concept of disease 
monitoring, and underlined that this can 
be done by doctor and patient together.

Dr Dubinsky described the concept of 
Treat-to-target.

– It means that you don’t wait for a pa-
tient to flare before you act.

She stressed the fact that patients who 
do not have clinical symptoms still can 

have ongoing disease causing tissue dam-
age, and called this “silent CD”.

– Silent CD patients have a sixfold high-
er risk for hospitalization!

Dr Dubinsky presented data from the 
REACT trial, in which an algorithm-based 
treatment with early combined immuno-
suppression was shown to reduce compli-
cations in CD.

– The standard of care was tight con-
trol – at 4 weeks in the beginning and then 
every three months, she said.

In her summary she listed the reasons 
for why we should treat beyond symptoms.

– Objective measures more closely corre-
late with mucosal inflammation than sub- 
jective measures, Dr Dubinsky pointed out.
Objective measures also predict disease 
flare, and monitoring can minimize dis-
ease drift.

– Disease and drug monitoring can pre-
dict treatment response. Therefore tight 
control of patients can result in better out-
comes, was Dr Dubinsky’s conclusion.

Per Lundblad

Marla Dubinsky, Frank Ruemmele and Hankje Escher
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IT IS TIME TO CHANGE THE APPROACH AT 
THE MOMENT OF FIRST DIAGNOSIS?

Crohn’s disease (CD) has very different forms, from a quiet and indolent to a very aggressive
presentation; its transmural inflammation can progress and cause bowel strictures,

fistulas or abscesses before diagnosis has been made.

A 
prompt diagnosis, avoiding or mini-
mizing diagnostic delay, is therefore 
essential for treating our patients ef-
fectively, when there is still poten-

tial to influence unfavourable disease pro-
gression. Right now, we are unfortunately 
far from this early diagnosis and effective 
management: in the 2011 ECCO-EpiCom 
inception cohort, a quite high number of 
patients (27%-43% in Europe) was found 
at diagnosis with a complicated disease 
(stricturing and/or penetrating and/or 
perianal involvement). 

Traditionally the first approach to the 
disease after its recognition is medical, 
even if not in all cases is in fact indicated 
starting with a medical treatment, as also 
stated in ECCO statement 7a, “Localised il-
eocaecal Crohn’s disease with obstructive 
symptoms, but no significant evidence of 
active inflammation, should be treated by 
surgery” and statement 7o, “In compli-
cated Crohn’s disease, surgery at an early 
stage is a valid alternative to medical ther-
apy”.  

Avoidance of surgery
Relevant medical advancements have been 
made over the last 15 years, especially with 
the development and progressive adoption 
of anti-TNF’s. Over these years it has been 
shown that outcomes can be enhanced by 
using anti-TNF’s with immunosuppres-
sants and by adapting and escalting dosag-
es when needed. Also the goals of medical 
therapy evolved: from the initial target of 
controlling patients’ symptoms to the more 
sophisticated treat-to-target strategies, in 
order to mantain an objective monitoring 
of treatment goals. Nevertheless, among 
the aims of every medical therapy for CD 
there was avoidance of surgery. 

Nevertheless, even surgery underwent 
major developement over the same years: 
minimally invasive surgical techniques 
completely revolutionized the panorama 
of surgery. Technological advancement 
with refined instruments and much bet-
ter imaging tools for diagnosis allowed 
surgeons and clinicians to better stratify 
and select indications and making surgical 
planning more precise. Another important 
factor is the progressive subspecialization 
of surgeons, which has facilitated the de-
velopment of dedicated IBD surgeons 
within tertiary centers, more specialized 
and devoted to the knowledge of the dis-
ease at 360° and not only of the technical 
aspects of the surgical treatment. Many 
of those surgeons operate, with the same 
principles, more and more through mini-
mally invasive accesses (traditional lapa-
roscopy or even single port laparoscopy) 
with no differences in rates of recurrence 
and repeat resection. As a consequence of 
the use of a standardized minimally inva-
sive techinque and a patient’s tailored ap-

proach, morbidity is significantly reduced. 
Minimal invasivity in surgery is not only 

limited to the obvious advantage of smaller 
scars (better body image and greater satis-
faction with the cosmetic result) but also 
to the preservation of the abdominal wall 
for subsequent possible operations (due to 
natural history of the disease) and main-
ly to the lower interference with patients’ 
body homeostasis (through the use of en-
hanced recovery principles). 

Attitudes, fears and ambitions
Furthermore the indication to surgery 
is not anymore based on the opinion of a 
single actor, but the result of the evidence 
based discussion and interaction among 
the members of an IBD team, with direct 
involvement of patients, taking into ac-
count, whenever possible, their attitudes, 
desires, fears and ambitions. 

Within tertiary centers, this collabora-
tive attitude and the progressive knowl-
edge of the reciprocal potentials of medical 
and surgical therapies has optimized the 
timing of decision making for CD patients 
and has led to critically re-considering for-
mer dogmas (like “surgery becomes indi-
cated when all medical therapies failed”): 
now there are several inputs, both on med-
ical and on surgical sides, to consider sur-
gery not only at the time when there is no 
other option, but also as a valid treatment 
option after analyzing risks and benefits 
and taking into account also cost-efficacy 
issues. 

“Last resort therapy”
Avoiding to consider surgery as only con-
fined to the role of “last resort therapy” 
could potentially result in decreasing the 
number of patients coming to the opera-

Antonino Spinelli

ANTONINO
SPINELLI
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tion in compromised general conditions 
and needing avoidable stomas or extensive 
resections for the involvement of target or-
gans. 

In the literature there are few studies 
comparing the results of surgery as a first 
approach for CD with those of medical 
therapy, but they are all retrospective and 
not homogeneous with regard to popula-

tions; therefore the results from the first  
randomized clinical trial - the LIRIC tri-
al - comparing prospectively patients with 
limited ileocecal CD treated with inflixi-
mab and laparoscopic ileocecal resection 
are eagerly awaited for the next future. 

In our view, the time is ripe for consider-
ing a more prompt approach after diagno-
sis both on medical and on surgical side: a 

multidisciplinary discussion may evidence 
the factors for addressing the patient to 
the therapy with highest potential for his 
specific situation: may this be a medical or 
surgical one. 

Antonino Spinelli
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IBD AT UEG WEEK 2014
Approximately 13 000 delegates came to the Austrian capital Vienna in order to

participate in UEG Week – the largest Gastroenterology Meeting in Europe.

F
or three days they gathered in Aus-
tria Center, situated by the Danube 
and surrounded by contemporary 
architecture.

   Up to 16 Scientific Sessions were held 
simultaneously during the day – but there 
was almost always one or more session on 
IBD to visit in the parallel program.

Of mice and men
During the Opening Session, Dr Silvio 
Danese and Dr Simon Travis had a tan-
dem talk. The topic for this talk was How 
to translate basic immunology findings into 
clinical reality in IBD?

Dr Danese began by describing the re-
search for therapies. He depicted it as 
many years of frustration – and a bit of 
success.

– Why have we seen so many failures? 
And what have we learned from the suc-
cesses, he asked.

Dr Travis underlined that Crohn’s dis-
ease (CD) is not “psoriasis of the gut”.

– These are heterogeneous diseases, 
and they have to be tackled individually, 
he stated.

IBD animal models are limited, Dr 
Danese continued.

– There are technical limitations: Repro-
ducibility is depending on strain, animal 
facility, model and investigator experience. 

In translational studies from mice to 

man we see therapeutic failure – mice are 
easy to treat, he underlined.

The ideal animal model simply does not 
exist, Dr Danese added.

– The limit is that a mouse is not human!

Bench at bedside
Non-immune cells are now the target for 
intervention. They play an active role in in-
flammation. Dr Travis presented an exam-
ple of this by describing anti-cell adhesion 
molecules.

– There is absolutely something of inter-
est going on there, he said.

Dr Danese said that immunology is not 
static – yet we treat patients with the same 
therapy over time.

– Probably we need different drugs for 
different stages of the disease instead.

Anti-TNF therapies are most effective in 
early disease, because then the disease is 
TNF-driven, Dr Travis pointed out.

– So are we selecting appropriate pa-
tients for our trials, Dr Danese asked him.

– Clearly not, Dr Travis answered.
He continued by presenting lessons for 

success in IBD trials.
– The message is first to get the target 

right. Then we got to stage and stratify ho-
mogenous patient populations. 

This has to be done by objective inflam-
mation, similar duration, extent and distri-
bution of disease and by patient’s different 
therapeutic history, Dr Travis clarified.

We also need to improve indices to corre-
late with biological inflammation.

– And that is difficult. But it means that 
the number of patients in trials can come 
down.

Finally, we have to agree outcomes – e.g. 
defining remission, and speak the same 
language. In order to do that, clinicians 
need to work more closely with scientists, 
he underlined.

– This means bench at the bedside! And 
I think that is going to change things, Dr 
Travis ended the talk.

Afterwards, Prof Michael Farthing, who 
was the Chair, commented that Dr Danese 
and Dr Travis had set the standard for fu-
ture tandem talks.

Question marks for influence of diet
One Symposium concerned environmen-
tal factors and IBD. In this, Ass Prof Peter 
Lakatos talked about nutrition as a risk fac-
tor for IBD.

“WE NEED TO IMPROVE INDICES 
TO CORRELATE WITH

BIOLOGICAL INFLAMMATION ”
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– When it comes to diet, studies are in-
consistent and subject to important meth-
odological limitations, he started by stat-
ing.

The IBD in EPIC study – a European 
prospective cohort study – found no asso-
ciation between carbohydrate and protein 
and IBD. A NHS study on fibre and CD 
hints that fibre might be protective. Fat is 
another factor, but this area has difficulties 
with methodology, so the results are con-
flicting.

– For vitamin D, data are increasing on 
the immunologic role of vitamin D – par-
ticularly on the innate immune system. 
Some findings suggest that vitamin D sup-
plementation may reduce risk of relapse in 
CD, Prof Lakatos continued.

He also told the audience about the cold 
chain hypothesis: 

Epidemiological data allow assessment 
of familial risk factors related to western 
lifestyle, diet, bacteria and domestic hy-
giene.

– All findings point to refrigeration as a 
potential risk for CD. Furthermore, cold-
chain development paralleled the outbreak 
of CD during the 20th century.

The cold chain hypothesis suggests that 
psychrotrohpic bacteria (bacteria that are 
capable of surviving or even thriving in a 
cold environment) such as Yersina and Lis-
teria contribute to the disease.

Prof Lakatos ended his talk by stating 
that there still are many question marks 
on the diet’s influence on IBD.

Confocal laser endomicroscopy
New imaging tools for IBD was the topic 
for a Free Paper Session. Chair Prof Ger-
hard Rogler began this with a State-of-the-
art introduction.

– Due to changing treatment goals, im-
aging is getting more and more important, 
Prof Rogler stated.

We need these tools in order to evaluate 
symptoms – and for diagnosis, including 
prediction.

– It is important to select patients that 
will benefit from treatment with biologics 
– and those that would benefit from sur-
gery, he stressed.

Prof Rogler also pointed out that we 
need diagnostic tools to follow fluctuating 
disease activity.

Dr Gian Eugenio Tontini then present-
ed a study on differentiation of ulcerative 

colitis (UC) and CD by using confocal laser 
endomicroscopy (CLE).

– The differential diagnosis is of pivotal 
importance for tailored management, as 
both entities often involves disease-spe-
cific strategies, Dr Tontini said.

The aims of the study he presented were 
to assess the value of CLE in predicting the 
correct differential diagnosis in IBD, and 
to develop a prediction model for in vivo 
diagnosis of IBD.

Dr Tontini also presented the IDEA 
Score (IBD Differentiation based on En-
domicrosopic Assessment). 

– We found that CLE enables the char-
acterization of most microscopic inflam-
matory changes currently regarded as 
histopathological hallmarks to define IBD 
colitis, he continued.

CLE can predict the differential diag-
nosis with very high accuracy in patients 
with UC or Crohn’s colitis using medical 
history, endoscopy and histopathology as 
golden standards.

– We also found that the proposed new 
scoring system IDEA is an easy tool that – 
following larger prospective trials – could 
aid on future diagnostic algorithms in IBD, 
Dr Tontini summarized.

Crohn’s capsule
Dr Debra Helper presented a study on cap-
sule endoscopy in CD.

– A videocapsule has been developed to 
examine the entire small bowel and colon. 
Its features include a two headed video-
capsule, optics with super-wide field of 
view and a higher and adaptive frame rate, 
among others, she said.

Peter Lakatos

Gerhard Rogler
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The aim of the study she presented was 
to compare the diagnostic yield of this vid-
eocapsule – called the Crohn’s capsule – to 
that of ileocolonoscopy in patients with ac-
tive CD.

– Of the 46 subjects with active CD diag-
nosed with ileocolonoscopy, 43 (93%) were 
similarly diagnosed by the CD capsule, she 
reported.

Her conclusions were that the diagnos-
tic yield of the CD capsule was comparable 
to that of ileocolonoscopy in diagnosing 
active CD in the terminal ileum and colon.

– And that the CD capsule provides the 
advantage of imaging the entire small bow-
el and colon as a single procedure.

The CD capsule may be useful as a sin-
gle modality for monitoring the activity in 
patients with known CD, Dr Helper stated.

Magnetic resonance enterocolonography
There are many imaging modalities for 
assessment of CD, and recent studies have 
highlighted the role of MR in the small in-
testinal lesions, said Ass Prof Toshimitsu 
Fujii.

Magnetic resonance enterography 
(MRE) can investigate not only intralumi-
nal changes, but also extraluminal abnor-
malities without ionizing radiation and 
anaesthesia – which makes it appropriate 
for frequent examinations in CD changes, 
Prof Fujii pointed out.

He presented a study which aimed to 
evaluate the capability of magnetic reso-
nance enterocolonography (MREC) for 
prediction of clinical recurrence in CD. 

In summary, the study found that the 

detection of active lesion on MREC sig-
nificantly predicted clinical recurrence 
– whereas serological and endoscopic 
remission did not prolong the duration 
to hospitalisation and surgery in patients 
with clinical remission.

– Among patients in endoscopic re-
mission, the detection of active lesion on 
MREC also significantly predicted clinical 
recurrence and hospitalisation, Prof Fujii 
said.

These data suggests that MR enteroco-
lonography is useful for recurrence of CD, 
was his first conclusion.

– MREC might be able to identify pa-
tients who need more aggressive treatment 
beyond mucosal healing, was his second 
conclusion.

Biologics in pediatric IBD
Dr Fortunata Civitelli presented a study on 
the effect of biologic therapy in pediatric 
CD, using small intestine contrast ultra-
sound (SICUS) to evaluate their healing.

– Our aim was to evaluate the efficacy of 
anti-TNF alpha therapy in inducing trans-
mural healing in children with ileal CD, 
she explained.

Ultrasound assessed parameters were 
extension of disease, bowel wall thickness 
and vascularity, stratification of bowel 
wall, presence of mesenteric fat hypertro-
phy and enlarged nodes – and presence of 
strictures and pre-stenotic dilatation.

– Our findings show that biologics are ef-
fective in inducing clinical and laboratory 
remission and mucosal healing in pediatric 
CD. Transmural inflammation significantly 
improves in patients with endoscopic re-
sponse, but transmural healing is achieved 
only in a small percentage of patients – 15 
%, Dr Civitelli reported.

They also found that when a substantial 
bowel damage, such as a stricture, is pres-
ent the effect on transmural disease might 
be poorer.

– Further studies – now running in our 
unit – are needed to evaluate the impact of 

transmural healing on the long-term out-
come of pediatric CD, she said.

Three scores for UC 
New guidelines in diagnosing IBD were 
discussed in a Symposium.

Dr James East talked about endoscopy, 
and he began with scoring systems for UC.

– In ECCO Statement 9 A, the ulcera-
tive colitis endoscopic index of severity 
(UCEIS) and the ulcerative colitis colo-
noscopic index of severity (UCCIS) have 
received formal evaluation, he said.

The third score – Mayo endoscopic sub-
score – is the best validated score. Mayo 
subscore 1 or less represents complete en-
doscopic remission.

– However, according to the same ECCO 
Statement, complete endoscopic remission 
should be restricted only to score 0.

He continued by talking about Crohn’s 
capsule endoscopy.

– There has been an amazing shift in a 
short time period. New data have pushed 
Crohn’s capsule endoscopy upwards for 
diagnostic accuracy, Dr East stated.

He continued by presenting a Danish 
study that shows supremacy for this over 
MR and CT. In an ECCO Statement from 
2013 it says “small bowel endoscopy may be 
the initial diagnostic modality for the eval-
uation of the small bowel”.

More risk stratification is going to enable 
us to focus our resources, Dr East contin-
ued. He presented British guidelines that 
divide patients in risk groups.

For scoring UC severity, there is a con-
sensus among guidelines that chromoen-
doscopy is standard of care. ECCO State-
ment 13 G states “pan-colonic methylene 
blue or indigo carmine chromoendoscopy 
should be performed during surveillance 
colonoscopy, with targeted biopsies of any 
visible lesion”.

Pathology for UC, CD and MC
Dr Cord Langner talked about pathology.

– Analysis of multiple biopsies allows 
a correct diagnosis of IBD in 66 - 75 % of 
newly diagnosed patients. Providing addi-
tional endoscopic and clinical data to the 
pathologist increases the diagnostic ac-
curacy, allowing a final diagnosis in more 
than 90 % of cases, he said.

Dr Langner continued by stating some 
selected difficulties in histological IBD di-
agnosis.

– UC and CD show overlapping morpho-

Toshimitsu Fujii

“MRE CAN INVESTIGATE INTRA- 
LUMINAL CHANGES AND EXTRA- 

LUMINAL ABNORMALITIES ”
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logical features, and a precise diagnosis 
may be difficult, if not impossible, in 10 - 15 
% of cases. Differential diagnosis between 
UC and CD may also be challenging when 
patients are under therapy – mucosal heal-
ing in UC may cause discontinuous inflam-
mation.

He ended his talk by presenting difficul-
ties in microscopic colitis (MC) diagnosis. 

These include incomplete lymphocytic 
colitis, and incomplete collagenous colitis.

– Variant forms of MC are cryptal lym-
phocytic coloproctitis, lymphocytic colitis 
with giant cells, collagenous colitis with 
giant cells and pseudomembranous col-
lagenous colitis, Dr Langner summarised.

Revised criteria for diagnosis of pediatric 
IBD
Dr Arie Levine talked about the diagnosis 
of pediatric IBD.

– Pediatric IBD is different! Both pedi-
atric UC and CD have a more aggressive 
disease course, and children have a longer 
life-long risk from disease complications 
and complications from medications, he 
initially underlined.

He presented the Porto Criteria for the 
diagnosis of pediatric IBD and revised by 
the European Society for Paediatric Gas-
troenterology Hepatology and Nutrition 
(ESPGHAN). These have been developed 
to meet present challenges and develop-
ments in pediatric IBD, and provide up-
to-date guidelines for the definition and 
diagnosis of the IBD spectrum.

– Pediatric disease is different with dif-
ferent phenotypes and different natural 
history. Use of the new pediatric classifi-
cation scheme (Paris classification) and 
diagnostic criteria (Porto criteria) should 
facilitate more accurate diagnosis than 
previous classification. 

Dr Levine added that it is important to 
capture data about disease behaviour at 
disease onset, primarily in CD, in order to 
identify stricturing and penetrating dis-
ease.

European Microscopic Colitis Group awar- 
ded
More news on MC: 

Dr Andreas Münch was in Vienna pre-
sented with the UEG LINK-award.  

This is an award that aims to encourage 
the development of cross-border scientif-
ic and professional co-operations that have 
not yet been organised within the UEG 

community (for example development of 
clinical guidelines, cross-border fellow-
ship programmes, etc.) 

With the award UEG also wants to 
strengthen relationships, knowledge and 
skills transfer between individual Nation-
al Societies and with the UEG. The LINK-
award supports National Societies as a 
whole, rather than individuals.

Dr Münch was given the award as he is 
the Chairman of European Microscopic 
Colitis Group (EMCG), a group he also 
founded. The group had applied for it on 
behalf of a project on collaboration to har-
monize follow-up and treatment for MC in 
Europe.

The LINK-award is 100 000 Euro, and 
Dr Münch told IBD Congress News that 

EMCG will use it to build a European Reg-
istry for MC.

Novel treatments are badly needed
One Session had New Drugs in IBD as its 
topic. Even though it was held in one of the 
larger rooms at Vienna Centre, it was a full 
house.

– I’m happy to see so many in this room. 
It proves that there is an interest in new 
drugs for IBD, said Prof Geert D’Haens 
who was the Chair.

In his introduction, Prof D’Haens said 
that over the last years, we’ve mainly seen 
development of anti-TNF:s. The efficacy 
for those is more or less the same.

– But they have been associated with 
side-effects – mainly infections. Now 
gut-selective agents are being developed. 
These more selective agents may have a 
better safety profile.

He also talked about Smad7. This is a 
protein that in humans is encoded by the 
Smad7 gene. Overexpression of Smad7 has 
been shown to antagonize tumour growth 
factor (TGF)-beta-mediated fibrosis, car-
cinogenesis, and inflammation.

– It is a very attractive molecule, and we 
are going to hear more about it today.

In his conclusions, Prof D’Haens 

stressed that novel treatments with favour-
able efficacy and safety are badly needed. 
Different modes of actions need to be 
looked at, and antibodies need to be used 
in a more optimal way.

– Prognostic markers in an arena with a 
wide choice of drugs would be helpful in 
selecting treatment. This is my most impor-
tant conclusion, he said.

Targeting Smad7 provides clear clinical 
benefit
Dr Giovanni Monteleone then talked about 
Mongersen, an oral Smad7 antisense oligo-
nucleotide, in CD.

He began by describing the TGF-beta/
Smad signalling in the normal gut.

– In IBD, Smad7 blocks TGF-beta signal-
ling, he explained.

Andreas Münch

“PEDIATRIC DISEASE IS DIFFER-
ENT WITH THEIR PHENOTYPES

AND NATURAL HISTORY ”

Giovanni Monteleone
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Mongersen is a modified-release tablet 
through pH-dependent coating to deliver 
the drug topically into terminal ileum and 
right colon. It means that systemic absorp-
tion is avoided.

Dr Monteleone presented a multicenter, 
randomised, double-blind, placebo-con-
trolled phase II study in which patients 
with active CD were randomised equally 
to placebo or Mongersen 10, 40 or 160 mg 
per day. The treatment period was 14 days, 
with a follow-up period of 84 days.

The percentage of patients achieving 
clinical response (defined as decrease in 
the CDAI score of 100 points at day 15 and 
28) was 65,1 % at day 15 and 72,1 % at day 
28 for the 160 mg arm. 

For 40 mg per day it was 45 % and 57,5 
% respectively, and for 10 mg daily 22 % 

and 36 %. The rates of adverse events were 
similar across groups. 

– No clinical meaningful changes in se-
rum complement or coagulation factors 
were observed. Neither in other laborato-
ry values, vital signs, physical findings. No 
adverse events related to stricture devel-
opment were reported. Mongersen was 
safe and well tolerated, Dr Monteleone 
summarised.

He concluded that targeting Smad7 with 
Mongersen provides clear clinical benefit 
in patients with active CD.

– Further studies are needed to better 
characterize the benefit/risk profile in 
Mongersen.

Bovine milk antibodies
AVX-470 is the first gut-targeted, orally de-
livered, anti-TNF antibody in clinical de-
velopment. Dr M. Scott Harris presented 
data from the first human trial in humans 
with AVX-470 in UC.

– It is a milk-based polyclonal anti-TNF 
antibody. Pregnant dairy cows are immu-
nized with recombinant human TNF, and 
antibody is purified from colostrum (early 
milk), Dr Harris told the audience.

The antibody retains activity in the GI 
tract.

– Bovine milk antibodies are inherently 
stable to intestinal digestion – and enteric 
coating is designed to release drug at pH 
6.0.

We have a long history of safe oral ex-
posure to bovine immunoglobulin – from 
dairy products, meat and whey-based (the 
liquid remaining after milk has been cur-

dled and strained) food additives.
– They are lactose-free, and there is no 

risk of bovine spongiform encephalopathy 
(BSE – commonly known as mad cow dis-
ease) in dairy products, Dr Harris under-
lined.

Well tolerated
The placebo-controlled, double-blind 
study he presented included 37 patients 
with active UC at 13 centers in US, Canada, 
Belgium and Hungary. Colonoscopy and 
biopsy was assessed by central reading at 
baseline and week 4.

– AVX-470 was found to be well toler-
ated with no drug-related severe adverse 
events, opportunistic infections or allergic 
reactions, Dr Harris said.

It was stable in passage through the GI 
tract and was not associated with signif-
icant systemic exposures. No immuno-
genicity was observed.

– Prior dietary exposures interfered with 
detection of changes in tissue levels. How-
ever, bovine immunoglobulin was shown 
to penetrate the colonic mucosa – even in 
areas of normal endoscopic activity.

Efficacy trends were observed across 
multiple parameters – clinical, endoscopic 
and biomarker – of disease activity.

– Future studies will examine the effect 
of higher doses and longer dose treatment 
duration, Dr Harris summarised the find-
ings.

104 weeks data on vedolizumab in GEMINI 
LTS
There were three studies on vedolizumab 
presented at the Session. Prof Paul Rut-
geerts was the first speaker, and he talked 
about the long term efficacy in CD.

– In the GEMINI 2 study, vedolizumab 
was efficacious and safe in patients with 
CD. GEMINI LTS is an ongoing, long-term 
open label extension study of the safety 
(primary) and efficacy (exploratory) of 
vedolizumab 300 mg in patients with CD 
or UC, Prof Rutgeerts explained.

He could report that vedolizumab was 
efficacious and safe in maintaining clinical 
remission and response for an additional 
52 weeks in CD patients who had complet-
ed the first 52 weeks of therapy with the 
drug in GEMINI 2.

– Safety was as for background patients 
in general. No new adverse events were re-
ported, Prof Rutgeerts added.

M. Scott Harris
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Prof Brian Feagan then presented data 
on UC patients in GEMINI LTS. 

– An additional 52 weeks of treatment 
led to long-term efficacy, with modest in-
creases in clinical remission and response 
over time. Adverse events per patient-year 
seen in GEMINI 1 decreased, or were sim-
ilar, in GEMINI LTS, he stated.

In the discussion after these presenta-
tions, Prof Feagan underlined the fact that 
he has now treated patients with vedol-
izumab for many years in trials.

– I think it is the biologic of first choice 
in UC, he said.

Four week dosing beneficial in certain pa-
tients
The findings on effects on increased dosing 
frequency of vedolizumab were presented 
by Prof Severine Vermeire.

– This study included patients who ini-
tially responded to the therapy during in-
duction, but discontinued GEMINI 1 or 2 
for loss of efficacy on vedolizumab every 
8th week, and enrolled in GEMINI LTS to 
receive the drug every 4th week, she said.

Mean disease scores improved with this 
increase, and this suggests that every 4th 
week dosing may be beneficial in certain 
patients.

– I think we can conclude from these 
data that there was no apparent difference 
in the safety profiles of the 8 week and 4 
week regimens in GEMINI 1 and 2. Al-
though uncontrolled, these data provide 
insight into the possible value of 4 week 
dosing of vedolizumab, Prof Vermeire 
summarised.

This finding requires further investiga-
tion through prospective studies and serial 
measurements of vedolizumab concentra-
tions, she added.

Evaluate after 14 weeks
 – We switch back to anti-TNF again, said 
Prof Rutgeerts as he returned to the podi-
um to present a study on golimumab.

For how long should treatment with go-
limumab be continued in patients with UC 
who do not respond to initial therapy?

By using data from the PURSUIT trial, 
the study Prof Rutgeerts presented had the 
objective to determine the answer to this 
question. 

– In PURSUIT, 53 % of patients who 
received two golimumab induction dos-
es achieved response. Among patients 
who were initial non-responders, 15,6 % 

achieved partial Mayo score remission and 
28,1 % achieved response by week 14 – i.e. 
after four doses of golimumab.

In induction non-responders, it is there-
fore useful to continue treatment to week 
14, was his conclusion.

– If the patient does not respond at week 
14, therapy should be discontinued, Prof 
Rutgeerts said.

No increased risk of adverse pregnancy 
outcome
In a Session on therapeutic drug monitor-
ing in IBD, Prof Yehuda Chowers stated 
that anti-TNF drug levels matter.

– They are correlated with positive re-
sponse, and associated with mucosal heal-
ing and reduced colectomy rates.

Dr Mette Juulsgaard talked about in-
tra-uterine exposure to anti-TNF therapy.

– Adalimumab and infliximab are ac-
tively transported across the placenta in 
increasing amounts, especially during the 
third trimester. Therefore, to reduce foetal 
exposure, cessation of anti-TNF drugs in 
the last trimester has been suggested, she 
said. 

She continued by presenting a study to 
determine drug levels of anti-TNF in cord 
blood of newborns exposed in pregnancy, 
and to correlate these with maternal levels, 
duration of therapy in pregnancy and time 
to drug clearance in infants. The study also 
assessed pregnancy outcome after expo-
sure, and investigated child development 
and risks for infection during the first year 
of life.

– We found that maternal and neonatal 
levels were inversely correlated with du-
ration since last exposure, Dr Juulsgaard 
reported.

Detectable anti-TNF level in a baby at 9 

months supports avoidance of live vaccines 
until 12 months. Cessation of anti-TNF pri-
or to week 30 is a reasonable strategy for 
women in remission, she continued.

– However, active IBD can cause a dif-
ficult delivery. For those women who 
continued anti-TNF and delivered babies 
positive for anti-TNF antibodies at birth, 
we found no increased risk of adverse 
pregnancy outcome. Children seem to be 
developing normally, and are not at in-
creased risk of infections during the first 
year of life.

Trough levels are worth measuring
Standard dosing regimen of infliximab may 
not be sufficient in some patients with UC, 
said Dr Hanke Brandse.

He presented data that showed that pa-
tients with moderate to severe UC, who do 
not respond to infliximab induction treat-
ment at standard doses, have low serum 
infliximab concentrations at week 6.

Paul Rutgeerts
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– Most primary non-responders develop 
antibodies to infliximab after the second 
infusion – as early as day 18. Early anti-in-
fliximab antibody development leads to 
faster clearance of the drug and low serum 
concentrations, resulting in lower efficacy, 
Dr Brandse said.

Dr Ana Echarri stated that early low in-
fliximab trough levels are associated with 
primary failure of induction treatment.

– Infliximab trough levels above 3 mi-
crogram per ml at week 6 could be an opti-
mal predictor of post-induction clinical re-
mission. Optimising induction of anti-TNF 
treatment according to individual patient 
needs, may provide a more rational ther-
apeutic approach that can result in better 
outcomes, she said.

Also this session generated a high inter-
est among delegates. The room was totally 

full, with lots of people standing along the 
side wall.

Improved understanding on the role of 
genetics
The last IBD Symposium in Vienna 2014 
had the title What’s new in 2014?

Dr Azucena Salas began by talking about 
pathophysiological discoveries in humans. 

– We’re starting to see that the microbi-
ota has a major impact. Our understanding 
of genetics has much improved during the 
last years, she said.

Dr Salas presented different studies on 
genetic risk loci for inflammatory disease

– The transcriptional signature of an-
ti-TNF non-responders reveals alterna-
tive targets. A study on this published in 
GUT 2014 has changed the way we treat 
patients.

Genetics may explain response to envi-
ronmental cues. Studies that challenge the 
system in genetically well-defined individ-
uals will be required to better understand 
the role of genetics in the pathophysiology 
of the disease, she continued.

– The interaction between epithelium 
and other components of the intestinal 
mucosa deserve further investigation, and 
new models of primary epithelial cell cul-
ture will pave the way, Dr Salas summa-
rised.

Surgery should be more acceptable
Dr André d’Hoore talked about surgical 
innovations.

– It’s a balancing act between surgeons 
and physicians, he commented.

After presenting a case, Dr d’Hoore ex-
pressed that he sometimes does not un-

derstand why physicians hesitate to refer 
to surgeons.

– If you have a lot of fibrosis, I believe it’s 
time for surgery, he said.

Dr d’Hoore continued by talking on op-
timisation of CD patients before surgery.

– You all know that steroids should be 
tapered. There are lots of discussions on-
going if to taper anti-TNF:s or not. If one 
looks at levels of anti-TNF in blood pre-op 
serum it seems to indicate more comorbid-
ities, so the jury is still out.

Surgery is changing, and laparoscopy has 
reduced the surgical trauma. Dr D’Hoore 
also talked about enhanced recovery pro-
grams and single site laparoscopy.

– We want to make the procedure more 
acceptable for patients, he explained.

Guidelines on surgery
There is also a renewed interest in stric-
tureplasties, according to Dr d’Hoore.

– Isoperistaltic side to side strictureplas-
ty over the IC valve provides ultimate bow-
el preservation. A new procedure makes it 
accessible to your endoscope, he said and 
showed images on this.

Dr d’Hoore pointed out that surgeons 
have published guidelines, and quoted 
ECCO Surgical statements 2014:

“Laparoscopic surgery is safe and feasi-
ble for elective surgical treatment of UC and 
confers better short term outcomes...Long-
term advantages of a minimally invasive 
approach are a reduction in adhesion for-
mation and a better preserved fecundity in 
addition to a reduced incidence of incisional 
hernias.”

– The Statements also underlines that 
“there is clear evidence that high volume 
surgeons in high volume units achieve low-
er pouch failure rate as well as better pouch 
salvage. Centralization should lead to refer 
patients to centers that performs at least 10 
pouches per year,” he stressed.

To summarise IBD surgery in 2014, Dr 
d’Hoore had four points to make:

– Surgery is a part of a multidiscipli-
nary approach in a long term strategy for 
the patient. Minimally invasive surgery is 
gold standard in 2014. There are new and 
promising techniques that need to be val-
idated. And finally – ileo-anal pouch sur-
gery should be centralised!

Per Lundblad

André d’Hoore
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OPTIMISING CARE IN UC 
Provision of optimised care is central to the successful management of patients with

ulcerative colitis (UC). This was the theme for a Satellite Symposium given at 
he UEG Week in Vienna, sponsored by Abbvie.

P
rof Walter Reinisch who was the 
Chair pointed out in his welcoming 
introduction that there is a changing 
landscape for UC.

   – We have learned that we earlier have 
underestimated the inflammatory load. 
We need to disconnect between symp-
toms and objective signs of inflammation. 
We already knew this from Crohn’s disease 
(CD), but now we can see this in UC too, 
he said.

Understand issues important to patients
Prof Jean-Frédéric Colombel reminded 
the audience that according to the IBSEN 
study 50 % of UC patients potentially will 
have an unfavourable disease course.

– Interesting data from Denmark has re-
cently shown that IBD is associated with 
an increased risk for heart failure. Maybe 
this is something we have underestimated, 
he continued.

Patients’ lives are significantly negative-
ly impacted between flares. Gradually the 
patient’s focus expands from impact on 
the body alone to an increasingly greater 
impact on the mind.

– It is important for physicians to devel-
op a close and effective therapeutic rela-
tionship with patients, integrating medical 
and psychological support, Prof Colombel 
said.

UC is often considered to be less serious 
than CD, but UC is also associated with ad-
verse outcomes.

   – We need to understand the issues that 
are important to our patients – be aware of 
the impact of symptoms both during, and 
between, flares.

This would help us define meaning-
ful management goals, as part of a pa-
tient-centred approach, he summarised.

Therapeutic drug monitoring
Biologic therapy in UC was the topic 

of Dr Shomron Ben-Horin’s talk. He dis-
cussed the mechanisms of loss of response.

– When drug level is adequate and CRP 

and calprotectin elevated – a switch out of 
class is better than anti-TNF optimisation, 
i.e. dose increase in class, Dr Ben-Horin 
said.

Also verify that the patient is taking the 
drug: Up to 15 - 29 % of adalimumab/inflix-
imab-treated patients are not adherent to 
their injections – they missed at least one 
injection or infusion during the last three 
months, according to Dr Ben-Horin.

Optimising primary response by drug 
levels has yet to be established. Drug and 
anti-drug antibodies are useful in diag-
nosing etiology of loss of response and for 
guiding the appropriate intervention.

– Therapeutic drug monitoring (TDM) 
during maintenance may improve efficacy 
without additional costs. This was shown 
in TAXIT study, he stated.

He ended by describing a coming trial: 
SERENE UC. It will in a blinded, prospec-
tive study, evaluating TDM for mainte-
nance in UC.

Difficult to compare trials
Prof Subrata Ghosh explained that the evo-
lution of trial designs in IBD makes com-

parisons between therapies confusing.
– Changes in clinical experience, regula-

tory requirements and patient populations 
have all contributed to this evolution.

Still, clinical trials are an important tool 
to informed treatment decisions, Prof 
Ghosh said.

He described different designs, and ex-
emplified by pointing out that different 
Mayo scoring had been used as endpoints.

– This makes it difficult to compare trials 
head to head.

In the future he saw new outcome meas-
ures, such as patient-reported outcomes 
(PRO) being increasingly more important 
to regulatory agencies. He also pointed 
to new trial designs and different patient 
populations.

– It will be very difficult to enrol trials of 
anti-TNF naïve patients in the future, Prof 
Ghosh said.

Per Lundblad

Shomron Ben-Horin, Subrata Ghosh, Jean-Frédéric Colombel and Walter Reinisch.
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NEW HORIZONS IN IBD THERAPY

P
rof Herbert Tilg, who was the Chair, 
started by presenting some key as-
pects of IBD pathophysiology.

   – It is clear that the microbiota is 
a crucial trigger of disease, and a key role 
is played by pro-inflammatory cytokines, 
he said.

Mucosal healing has emerged as a major 
goal in treatment of IBD.

– Targeted therapeutic interventions 
based on insights into the disease patho-
physiology may lead to modification of the 
disease course and prevention of sequelae 
– particularly if used at earlier stages of 
disease, Prof Tilg continued.

He said that many unmet needs current-
ly remain – e.g. therapies that maintain ef-
ficacy over time.

Anti-TNF:s have high attenuation rates
Prof Stefan Schreiber pointed out that 
step-up care can delay access to more ef-
fective therapies.

Long-term mucosal healing reduces re-
section rates. This leads to the question: 
Can we achieve mucosal healing through-
out therapy?

– Anti-TNF therapies can change the 
course of disease if started in time – they 
work best if introduced early in disease 
history. However, anti-TNF:s show loss of 
efficacy in the first year of Crohn’s disease 
(CD). Between 28 and 34 % of patients 
have benefit after 52 weeks.

Furthermore, response to treatment has 
been shown to diminish with each suc-
cessive anti-TNF agent, highlighting the 
need for therapies capable of achieving 
sustained remission.

– Novel therapies with alternative mech-
anisms of action may provide benefits in 
term of efficacy and safety, and should 
strive for better parameters of efficacy 
indicating disease control, Prof Schreiber 
stated.

Localised reduction of inflammation in the 
gut

– We have a new class of drug in our 
therapeutic armamentarium. It provides 
us with a new option for the first-line bi-
ologic treatment of ulcerative colitis (UC) 
and CD, said Dr Silvio Danese.

This new drug, Vedolizumab inhibits 
lymphocyte trafficking to the gut mucosa 
through selective antagonism of α4Β7 in-
tegrin interactions with mucosal address-
ing cell adhesion molecule-1 on intestinal 
endothelial cells. The selectivity of vedol-
izumab for α4Β7 integrin offers localised 
reduction of inflammation in the gut with-
out identified systemic immunosuppres-
sive effects.

– Vedolizumab can also be used as sec-
ond-line biologic in patients who have 
not responded to – or are intolerant to – 
anti-TNF:s. Safety and tolerability reflect 
gut-selective mechanism of action. The 
drug will be a valuable addition for pre-
scribers and patients to consider when 

they fail conventional therapy, Dr Danese 
said.

Benefits
With a number of biologic therapies now 
available for the treatment of IBD, it is in-
creasingly important to identify the most 
appropriate treatment strategy for our pa-
tients in order to maximise the potential 
for success, Prof Geert D’Haens said.

In a panel discussion that followed, he 
asked the speakers what potential benefits 
vedolizumab offer patients with UC and 
CD.

– One more choice of drug, Prof Schrei-
ber answered.

– The gut selectivity – and the fact there 
are so many patients that have failed on an-
ti-TNF:s, Dr Danes replied.

– There is really room for improvement 
in IBD drugs – that is what attracts me, 
said Prof Tilg.

Per Lundblad

Silvio Danese, Geert D’Haens, Herbert Tilg and Stefan Schreiber.

Although current conventional IBD therapies and TNF inhibitors are efficacious, these treatments have 
limitations due to their systemic effects. Targeted therapeutic interventions may lead to modification

of the disease course and prevention of sequelae, particularly if used at earlier stages of disease.
This was discussed at a Satellite Symposium sponsored by Takeda.
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IBD EVENING MEETING IN BERGEN
Among the famous fjords of Norway’s west coast lies the city Bergen. Surrounded by mountains and 
the sea it has a wonderful location, and the famous Hanseatic quarter Bryggen is on UNESCO’s world 

heritage list. This was the place where an educational evening IBD Meeting took place in October.

I
t was the pharmaceutical companies 
Pharmacosmos, Abbvie and Tillott’s 
Pharma that had invited Professor 
Geert D’Haens, leading principal in-

vestigator from AMC in the Netherlands, 
to speak to Gastroenterologists from this 
part of Norway. 

He was greeted welcome by the 
Chair, Professor Georg Dimcevski from 
Haukelands University Hospital that is 
situated in Bergen.

Very safe – but not 100 %
Long-term safety of aminosalicylates, thiop-
urines and anti-TNF agents was the title of 
Prof D’Haens lecture. He also talked about 
how to evaluate exit strategies.

First Prof D’Haens stated that it would 
not be easy to fill a full lecture on side ef-
fects on 5-ASA.

– Because basically, there aren’t any, he 
explained.

He had constructed a table on side ef-
fects from sulfalazine and aminosalicy-
lates. The most common are rash, head-
ache and nausea for sulfalazine – for 
aminosalicylates they are abdominal pain, 
headache, nausea and watery diarrhoea.

– But most patients on 5-ASA have ulcer-
ative colitis (UC) – and this disease cause 
watery diarrhoea in many patients, Prof 
D’Haens underlined.

Uncommon side effects for 5-ASA in-
clude, among others, pancreatitis.

   – We see that once in a while. The good 
thing is that if you stop the drug, it won’t 
come back.

Nephritis is a rare side effect. 
– So you should check for that once a 

year, which is also ECCO’s recommenda-
tion.

A recent (2014) study on the safety and 
efficacy of 5-ASA granules versus place-
bo is interesting, because it is long term 
– more than a year – which is unusual. It 
showed a much higher probability of re-
maining free from UC-related adverse 
events compared to placebo arm.

Prof D’Haens returned to his first table.
– Keep this in the back of your mind! 

5-ASA is not 100 % safe, but 90 %, he said.

The TREAT registry
He then turned his attention to infliximab, 
and presented yet unpublished data from 
the TREAT registry.

– It’s a very huge database. It includes 
nearly 15 000 patient-years of follow-up.

More than 6 000 patients with Crohn’s 
disease (CD) are being followed to assess 
long-term safety of infliximab in CD.

– It is a real world experience – 80 % 
community and 20 % academic. Patients 
are to be followed at least 5 years. Approx-
imately half of patients have received in-
fliximab, usually in combination with oth-
er CD treatments – approximately half of 
them have received other CD treatments 
only, Prof D’Haens told the audience.

The safety outcomes to be assessed are: 
Infusion reactions, mortality, infections, 
malignancies, pregnancy outcomes and 
neurologic events.

– Remember that patients on infliximab 
have more severe disease – this is a con-
founder, he underlined.

After presenting some data in more de-
tail, Prof D’Haens concluded that pred-
nisone and narcotics were associated with 
a significantly increased risk of serious in-
fections and death.

– According to the TREAT registry, in-
fliximab safety appears similar to that of 
conventional immunomodulators. Despite 
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having more severe CD, infliximab-treat-
ed patients have similar rates of mortality, 
neoplasm and lymphoma as patients not 
treated with infliximab.

The PYRAMID registry
So what about adalimumab? A paper from 
2014 on data from all clinical trials – not 
registries – shows an increased risk of ma-
lignancy with adalimumab combination 
therapy, compared with monotherapy, in 
CD.

– We can therefore deduct that it is the 
immunomodulator that drives the risk – 
not adalimumab.

Prof D’Haens presented PYRAMID – a 
European registry on adalimumab that has 
more than 5 000 patients included.

As of December 1 2012, 37 deaths have 
occurred in PYRAMID. 

– 6 out of 37 of those were considered 
treatment-emergent, i.e. not caused by the 
treatment. The number of observed deaths 
in the registry population is lower than 
would be expected in a general population. 
All in all, the data on safety of adalimumab 
is very reassuring.

The conclusions from PYRAMID are 
that adalimumab continues to be well tol-
erated in patients with moderately to se-
vere active CD at the 5-year timepoint the 
PYRAMID registry. Adverse events rates 
have been stable between years 3 and 5.

– No new safety concerns have been 
identified with prolonged use of adali-
mumab up to 5 years.

However at this timepoint, the rate of 
serious infections for patients receiving 
adalimumab combination therapy with im-
munosuppressants and/or corticosteroids 
is slightly higher than for patients receiv-
ing adalimumab monotherapy.

Can anti-TNF therapy be stopped?
The REACT trial is new, and is being pre-
sented at the ECCO Congress in 2015 and 
in an article in Lancet soon.

– It is a proactive way to follow patients 
with CD, with re-evaluation of therapy 
every 12 weeks, Prof D’Haens explained 
and presented the therapeutic algorithm 
for this.

He also announced REACT II.
– In this, we will use endoscopic evalua-

tion, and follow the same 12 week evalua-
tion and action.

Prof D’Haens ended with the question 
on if we ever can stop anti-TNF:s.

– The STORI trial is the only trial that 
has assessed that. 

For 115 CD-patients – treated with combin- 
ed scheduled infliximab plus an immu-
nosuppressant for 1 year and in stable re-
mission for 6 months or more – infliximab 
was discontinued. Their endoscopic and 
biological markers of activity were low.

– STORI found that this discontinuation 
did not lead to a relapse in more than half 
of the patients. Endoscopic and biological 
markers of inflammation permitted the 
identification of patients with very low – 
or very high – risk of relapse. In relapsing 
patients retreatment with infliximab was 
successful and well tolerated in almost all 
patients, he said.

The AMC stopping rules
He presented the stopping rules for an-
ti-TNF agents that they follow at the AMC.

– They are not written in stone, but this 
is what we do:

To stop anti-TNF therapy the use should 
have been for 2 years or more. The patient 
should have been in clinical remission for 
1 year or more. There should be no actively 
draining fistulas anymore and fistula heal-
ing should have been documented with 
MRI. 

– In case of endoscopy there should have 
been no ulcers in the previous year. The 
immunosuppression should preferably be 
continued.

Prof D’Haens added that their data are 
as those from STORI – 50 % of patients 
that stop relapse.

– The good news is that in most cases we 
can start infliximab again.

He summarised his talk as follows:
Aminosalicylates are extremely safe, 

although adverse effects need to be rec-
ognised. Thiopurines are associated with 
non-melanoma skin cancer.

– And well selected patients can be of-
fered discontinuation of anti-TNF treat-
ment, Prof D’Haens concluded.

   
Sensitivity and specificity for US in CD
Prof Odd Helge Gilja from Haukelands 
University Hospital continued the evening 
with a talk entitled Is ultrasound useful in 
CD?

– The gastrointestinal landscape is a 
great challenge for ultrasound (US) im-
aging. There’s a lot of gas, which is not so 
good for US, he started by stating.

But US can be used in IBD for evaluat-
ing disease activity, to distinguish between 
fibrous and inflammatory strictures, to lo-

Geert D’Haens
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calise abscesses and visualise fistulas. 
The European Board of Gastroenterolo-

gy and Hepatology has stated that they are 
unanimous in their belief that training in 
US techniques is highly desirable for spe-
cialists in hepatogastroenterology, Prof 
Lilja pointed out.

– A meta-analysis of US in CD showed 
80 % sensitivity and 90 % specificity, he 
continued.

Prof Gilja continued with complications 
in CD, and illustrated these with several 
pictures.

– The sensitivity for US to detect ab-
scesses in CD is fairly good – better than 
CT.

He also presented a film on the flow in a 
CD stricture, for which US also has good 
specificity and sensitivity. 

Guidelines for elastography
The most frequent site of CD affection is 
terminal ileum. In order to distinguish 
normal tissue from active CD, one needs 
to investigate the bowel wall thickness. 

Prof Lilja talked about the five layers of 
the wall, and demonstrated with US-pic-
tures how thin this is in CD-patients.

Elastography is relatively new medi-
cal imaging modality that maps the elas-
tic properties of soft tissue and Prof Lilja 
demonstrated images from it. 

– A key question in a patient that has a 
Crohn’s stricture is if it is fibrous or inflam-
matory – because the treatment is different 
depending on which, he said.

He showed an ultrasonogram and elasto-
gram in a patient with stricture. The elas-
togram showed a blue colour in the ante-
rior wall, which indicates hard tissue (i.e. 

fibrosis) in the GI wall.
In 2013 new guidelines for elastography 

was published by European Federation of 
Societies for Ultrasound in Medicine and 
Biology (EFSUMB). Part one of these con-
cerns basic principles and technology, and 
part two clinical applications. These can 
be found online at www.esumb.org/guide-
lines.

Another aspect on US
Ultrasonography is useful for the examina-
tion of IBD in most of the gastrointestinal 
tract, particularly for ambulant follow-up 
and monitoring effect of treatment, Prof 
Gilja summarised.

– Wall-thickness and flow in the GI-wall 
are predictive of disease activity. US can 
also detect different complications to CD.

Contrast-enhanced ultrasound (CEUS) 
can be used to study in detail the perfusion 
of the GI wall, and CEUS estimation of per-
fusion is associated with disease activity in 
IBD, was his conclusion.

He ended his lecture by presenting an 
image of an Ethiopian boy age 17, with se-
vere malnutrition and chronic diarrhoea. 
This boy had been diagnosed with TB and 
had received three regimens with anti-TB 
medication – to no effect.

– With US we could see that he had CD, 
he was operated and is now doing fine! En-
doscopy is not common in Ethiopia, but US 
is coming around. This is another – totally 
different – aspect of the use of US in CD, 
Prof Lilja said.

Per Lundblad

Odd Helge Lilja

Georg Dimcevski
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CONGRESSES  2015
2015 AGA Clinical Congress of Gastroenterology and Hepatology
January 22 - 24
Miami Beach, Florida USA
www.gastro.org/clinicalcongress

International Colorectal Forum
January 25 - 27
Villars-sur-Ollon  Switzerland
www.icf-colorectal.com/en/

ECCO Congress
February 18 - 21
Barcelona, Spain
www.ecco-ibd.eu/ecco15

Canadian Digestive Diseases Week
February 27 - March 2
Alberta, Canada
www.cag-acg.org

Falk Symposium 196
Critical Evaluation of Current Concepts and Moving to New 
Horizons in the Management of IBD
March 6 - 7  2015
Frankfurt, Germany
www.drfalkpharma.com/uploads/tx_tocfpshoperw/FS196_
Frankfurt_2015_Preliminary_Program_01.pdf

Great Debates and updates in Inflammatory Bowel disease
March 2015  
San Francisco, California  USA
http://www.imedex.com/ibd-debate-conference/index.asp

International Inflammatory Bowel Disease Summit: A Bench to 
Bedside Approach
March 27  2015
Columbus, Ohio USA
ccme.osu.edu/ConferenceDetail.aspx?ID=1537

Digestive Disease Week
May 16 - 19  2015
Washinton DC  USA
www.ddw.org

Gastro Update Europe
June 12 - 13  2015
Budapest, Hungary
www.gastro-update-europe.eu/

International Congress of Mucosal Immunology
July 14 - 18  2015
Berlin, Germany
http://www.socmucimm.org/meetings-events/icm15/

European Society of Coloproctology 
September 23-25 2015
Dublin, Ireland
www.escp.eu.com/

Falk Symposium 198
IBD: East Meets West
September 11 - 12
Shenzhen, China
www.drfalkpharma.com/uploads/tx_tocfpshoperw/FS198_
Shenzhen_2015_Announcement_01.pdf

Gastro 2015 AGW/WGO International Congress
September 28 - October 2  2015 
Brisbane, Queensland Australia
www.gastro2015.com/

Japan Digestive Disease Week 
October 8-11  2015
Tokyo, Japan
www.jddw.jp/jddw2015/en/index.html

Falk Symposium 200. Therapeutic Strategies in Diseases of the 
Digestive Tract - 2015 and Beyond
October 16 - 17 
Freiburg, Germany
www.drfalkpharma.com/uploads/tx_tocfpshoperw/FS200_
Freiburg_2015_Announcement_01.pdf

UEG Week
October 24 - 28
Barcelona, Spain
www.ueg.eu/week/
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