
GERMANYiBDNEWS #2/15
The magazine that covers major international congresses and symposia focusing on inflammatory bowel disease (IBD)

CONGRESS

IBD at the DDW 2015 · IBD at Gastrodagarna in Sweden
New data on a non-pharmacological therapy







Sender: Mediahuset i Göteborg AB, Marieholmsgatan 10C, SE-415 02 Göteborg, Sweden



T
he development of new biological treatments directed against the inflam-
mation in the gut seen in both Ulcerative colitis and Crohn’s disease is in 
a rapid developmental phase akin to what has been seen in rheumatology 
during the last years. In this issue you will be presented with excellent 

summaries of the State of the Art pharma therapy and we see that there are 
different options with secondary and tertiary choices in patients who fail initial 
treatment.

We are gradually emerging into more personalized medicine. A bit frustrating 
though is that none of the agents seem to perform more than 20% better than 
placebo. Still, however the industry resources seems to be focused on dampen-
ing inflammation not so much on developing therapies which are targeting the 
mechanism causing the diseases.

This is perhaps understandable since the etiology is by large unknown.  But 
you can also read that there are independent researchers trying to understand 
the core mechanisms. Will we ever be able to cure the diseases?  How does the 
etiology differ from one patient to the other? Is there a distinct initial common 
pathway for all patients with Ulcerative colitis and one for those with Crohn’s 
disease? Are the different phenotypes just modifications of the same disease 
etiology or are the starting points diversified and representing a whole spectrum 
of disease etiologies? 

Today there are more than hundred and fifty genes associated with Crohn’s 
disease, fewer than so has been connected with Ulcerative colitis and there is an 
overlap with some genes found in both diseases. What does this tell us?  Then 
we have all the bugs, most of them not named yet, and all the different stuff we 
choose to eat. Both the micro biome and environment are considered as the two 
other crucial elements in the disease etiology. Gradually researchers understand 
more of this interplay; the future will certainly be very interesting. 

In this IBD news you can also find some most useful information on pedi-
atric IBD and surgery by two young upcoming researchers in this field. IBD is 
increasingly affecting children and adolescents.  The two articles from Sweden 
and France will give you good insights in the surgical treatments and outcomes. 
It is intriguing to note that in children both phenotypes and the relative distri-
bution of Ulcerative colitis vs. Crohn’s disease differ from that seen in adults. Is 
this another clue to understanding the complexity of 
inflammatory bowel diseases?
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IBD AT THE DDW 2015
Digestive Disease Week – DDW – is the worlds largest gathering of physicians and researchers in the 
fields of gastroenterology, hepatology, endoscopy and gastrointestinal surgery. In 2015 the Congress 
was held in Washington DC. Approximately 15 000 GI professionals came to the US capital to attend – 
and also IBD Congress News, in order to provide an extensive report on the IBD content of the Congress.

D
r Maria Abreu gave a lecture enti-
tled Bugs and drugs in IBD. 

In this, she started by pointing 
out that IBD is not one disease, but 

clearly there are some common pathogenic 
mechanisms.

– One of the reasons for the title of this 
talk is that I deep down inside many of us 
– including myself – have the hope that at 
least some patients with IBD have an in-
fectious disease. And if so, can eliminating 
whatever that “pathogen” is, turn off the 
immune response, Dr Abreu continued by 
asking.

She stated that at this phase in her life, 
after taking care of so many IBD patients, 
she wants to see real progress.

– And at this years DDW I think we have 
a lot to be excited about, Dr Abreu said.

IL-10 receptor mutations
Dr Abreu continued by describing the IBD 
pathogenesis. Patients have inherited a 
common group of genes and genetic poly- 
morphisms that probably have a lot to do 

with “how patients deal with the outside 
world inside their gut”.

A lot of progress has been made in ge-
netics of IBD – over 163 loci have been 
confirmed. 

– The real seminal observation is that 
there are so many genes common for both 
diseases related to Crohn’s disease (CD) 
and ulcerative colitis (UC). 

She said that this makes it hard to opera- 
tionalize – where does one begin with 163 
genes for IBD? 

– But other people have taken a different 
approach, and looked at very early onset 
IBD in very small children. Those children 
tend to get very aggressive disease. 

Dr Abreu presented a study that had 
found that families that had IL-10 receptor 
mutations develop early aggressive IBD.

– These children had haematopoietic 
stem cell transplant, and had disappear-
ance of the disease. It is a small group of 
IBD patients that have IL-10R mutation, 
but understanding the root cause of their 
disease made them in a way “curable”.

Selective antibodies 
But so far we have focused on the “bullets” 
of the inflammatory response. The best 
therapy to date has consisted of anti-TNF:s 
and immunomodulators.

– But the best responses for mucosal 
healing in CD is 44 % and in UC 63 %. 
There is still an unmet need, Dr Abreu un-
derlined.

What other ways of treatments are there? 
In the genetic research, one of the early 
findings was the discovery that patients 
with UC and CD had IL-23 receptor poly-
morphisms. IL-12 and IL-23 cytokines are 
important in IBD – at least in animal mod-
els. Both IL-12 and IL-23 can be antago- 
nized with an antibody that blocks a com-
mon subunit of both (anti-p40 therapy).

– Ustekinumab is one such therapy, 
which is already commercially approved 
for the treatment of psoriasis. Now a paper 
has proved its efficacy in CD.

Also exciting is that antibodies to p19 (a 
subunit to IL-23) that would be very selec-
tive to just block the IL-23 arm of the path-
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way, are also effective for treatment of CD. 
– More data on this will be presented at 

this Meeting, she said.

Ways to keep the soldiers out
If one can target the bullets, why not target 
the “soldiers” (i.e. cytokines) – or keep the 
soldiers out? There are two ways to do this: 
either target the lymphocyte with vedoli- 
zumab (anti-alpha4beta7), etrolizumab 
(anti-beta7) or AMG 181 (anti-beta7) in or-
der to stop them finding their way to the 
GI tract. 

– Vedolizumab is the first of these drugs 
that is commercially available. It is for 
treatment of both CD and UC, and in my 
view it represents a big step forward, Dr 
Abreu stated.

The other strategy would be to target the 
adhesion molecule on the intestinal vascu-
lature. Dr Abreu pointed out that results 
from a study on an anti-MaDCAM-anti-
body would be presented at the Congress.

She also described another way of keep-
ing the soldiers out.

– You can try to sequester these T-cells 
so they cannot get to the gut. Ozanimod is 
an oral S1P receptor modulator that causes 
sequestering of auto-reactive lymphocytes 
in the lymph node. 

Dr Abreu explained that this means the 
lymphocytes get in the lymph node, but 
they can’t get back out. (She called this the 
“Hotel California” drug for lymphocytes!).

– Protective immunity may be preserved 
because effector memory T-cells do not 
circulate through the lymph nodes.

 
Emuslifiers affect the mucus layer 
She ended her talk by talking about bugs. 

– The goal for finding a bug that caus-
es CD and UC is that it would enable us to 
find a cure for these diseases. But it’s like 
finding a needle in a haystack...

A healthy colon has a normal microbio-
ta. When an inflammatory trigger causes 
mild colitis, this causes the microbiota to 
be dysbiotic. If this microbiota is given to 
another recipient – this has been done to 
both animals and humans – the recipient 
get more severe colitis.

– It’s a vicious cycle: The bugs change, 
and those changed bugs causes more se-
vere colitis!

Dr Abreu also warned about emulsi- 
fiers, and therefore for processed food. 
She presented a study on mice, with nor-
mal microbiota localization and compo-
sition, which were given 1 % emulsifiers 

commonly used in food for 12 weeks. The 
mucus layer thinned out in the presence of 
the emulsifiers in the mice, and they got 
a dysbiotic microbiota and epithelial en-
croachment – and inflammation.

– Hopefully in the future we will be able 
to properly target all these mechanisms 
that I’ve talked about in our patients – to 
be able to find the right mechanism for the 
right patient. So I think the future is bright, 
was Dr Abreu’s conclusion.

Going gut selective
Selective leucocyte trafficking inhibitors for 
treatment of IBD, was the title of a lecture 
given by ECCO’s President Prof Séverine 
Vermeire. Migration of leucocytes plays a 
key role in gut inflammation in IBD, Prof 
Vermeire established. 

She described the process of migration: 
The leucocytes are rolling along the sur-
face of the blood vessel, slow down, arrest 
and then transmigrate into the tissue.

– They do that through a sequential 
expression of selectins, and later on inte- 
grins, which will bind to the receptors in 
the endothelium. If we can block this pro-
cess, we can block the migration of leuco-
cytes towards the site of inflammation. 

Natalizumab was the first molecule 
studied to block this pathway in IBD. But 
this was a non-selective blocker, and the 
serious adverse event progressive multifo-
cal leucoencephalopathy (PML) in some 
patients caused the drug to be withdrawn 
from IBD patients.

– We don’t want to interfere with the im-

mune surveillance of the CNS, we want to 
go more gut selective. This could be done 
by blocking alpha4-beta7, or the ligand 
MaDCAM-1 or alphaE-beta7 – and the lat-
ter is what etrolizumab is doing, Prof Ver-
meire continued.

Etrolizumab is a humanized immuno-
globulin G, monoclonal antibody to the 
beta7 integrin. It blocks the migration into 
the inflamed tissue and also the retention 
of the lymphocytes in the epithelium. It 
does not interfere with leucocyte traffick-
ing to the CNS or other non-mucosal tis-
sues, so PML is not expected.

Unanswered questions
Prof Vermeire also described the mecha-
nisms of vedolizumab and anti-MaDCAM, 

Maria Abreu
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before summarising her lecture.
– This class of selective leucocyte traf-

ficking inhibitors are really effective in in-
ducing and maintaining clinical remission 
in UC and CD. In UC, this class of drugs via 
vedolizumab and MaDCAM are also asso-
ciated with significant endoscopic healing 
rates. The data from CD are under study at 
the moment.

The safety profile of this new class of bio- 
logic agents is – until now – reassuring, but 
continued monitoring is mandatory and is 
taking place.

There are some open questions: Which 
biologic class should be used as the first 
one? And since these drugs take some 
weeks to reach their maximum efficacy – 
how are we going to deal with those first 
weeks in patients with severe symptoms?

– What is the long term risk for immuno-
genicity and loss of response? And finally, 
when and how are we going to switch be-
tween classes?

With these unanswered questions Prof 
Vermeire ended her lecture.

Several possible scenarios
Dr Luca Stocchi talked about IBD associa- 
ted with cirrhosis.

– Particularly the conundrum of primary 
sclerosing cholangitis (PSC), which is the 
main reason for cirrhosis in this patient 
population, he said.

IBD is associated with PSC in 5 - 10 % of 
cases, and PSC is associated with IBD in 
70 - 75 % of cases. The vast majority of IBD 
associated with PSC is UC.

– We have to keep in mind that PSC is a 
progressive disease, which evolves into cir-
rhosis and ultimately it can only be cured 
by liver transplant, Dr Stocchi continued.

UC may, or may not, require surgery. 
When surgery is necessary, it is general-

ly total proctocolectomy with ileal pouch-
anal anastomosis (IPAA). 

– It is also important to keep in mind 
that both PSC and UC are precancerous 
conditions, he underlined.

When these two diseases co-exist, there 
are several possible scenarios. One is that 
both are in a very early stage or have mild 
severity levels, and therefore no immediate 
surgery is required.

– But sometimes surgery may be re-
quired for liver disease – it can be a liver 
transplant, which is initially the opera-
tion for patients who have combined dis-
eases. In some cases, rarely I should say, 
when there is an indication for immediate 

surgery for IBD it is possible to do a liver 
transplant and a total colectomy. After the 
patient has recovered, it is possible to do 
a completion proctectomy followed by an 
IPAA.

IBD may be better or worse after liver 
transplant
Other patients have earlier disease stage 
with respect to the liver, and can under-
go IPAA first. Some patients also undergo 
total proctocolectomy with end ileostomy, 
Dr Stocchi said.

When liver transplant is performed first, 
the possible outcomes are that IBD can im-
prove – either because it has a favourable 
course per se, or due to the immunosup-
pressants used after the transplant.

– However, IBD can in spite of these 
medications also worsen, and surgery may 

become necessary. It is also important to 
point out that dysplasia is a significant risk, 
particularly in this patient population be-
fore and after their liver transplant. 

Therefore they require surveillance and 
sometimes surgery, Dr Stocchi stated.

When liver transplant is performed first, 
and IPAA after that, this is generally asso-
ciated with good outcomes.

In his conclusions Dr Stocchi said that 
IPAA for UC associated with PSC is gene- 
rally safe.

– But if PSC-associated cirrhosis is pre- 
sent, the perioperative risk substantially 
increases, he underlined.

Fingolimod – the first S1P receptor mod-
ulator
Prof William Sandborn presented the 
TOUCHSTONE study – a randomised, 
double-blind, placebo-controlled induc-
tion trial of an oral S1P receptor modulator 
in moderate to severe UC.

– S1P receptors exist on the surface of a 
subset of auto-reactive lymphocytes – so 
called central memory cells – which leave 
them to be retained in the lymph node if 
you block them with a modulator, he ex-
plained.

Protective immunity is generally pre-
served by effector memory T-cells that do 
not circulate through the lymph nodes. 

They remain intact, so you can think of 
this as a selective form of immunomodula-
tion to the gut, the brain and other places, 
Prof Sandborn continued.

– Ozanimod, or RPC1063, is a next gen-
eration oral S1P receptor modulator which 
has receptor selectivity for the SP1 and 5 
receptors, potentially resulting in an im-
proved clinical profile.

The drug admits a subset of lymphocytes 
to get in to lymph nodes, but they can’t 
leave it. 

The first S1P receptor modulator was 
fingolimod, approved in 2010 for the treat-
ment of relapsing multiple sclerosis. It has 
been used in more than 100 000 patients.

– Interestingly, and importantly in the 
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setting of IBD, there are no clinical signals 
of serious infections, opportunistic infec-
tions, TB, PML or malignancies for fingo-
limod, he pointed out.

Both primary and secondary endpoints 
met
Ozanimod is a next generation drug, modi- 
fied in several ways. 

– It increases the selectivity for the type 
1 and type 5 receptors, leaving the 3 and 4 
receptors that has been associated with 
side effects for fingolimod. It has improved 
pharmacokinetic properties of enhanced 
tissue penetration and faster clearance 
from the body. It is therefore more revers-
ible when you stop it, Prof Sandborn said.

 It has demonstrated efficacy and safety 
in a Phase 2 trial of MS patients. Hence the 
interest to take this lymphocyte reduction 
drug into patients with UC. Included in the 
trial were adults with moderate to severe 
UC defined by a Mayo score of 6 - 12, re-
ceiving treatment with oral aminosalicy-
lates and/or prednisone.

– Patients were allowed to receive MTX, 
6-MP or AZA until the first day of dosing 
with Ozanimod.

Exclusion criteria were treatment with 
biologics within 5 half-lives, history of 
clinically relevant cardiovascular disease 
and a resting heart rate of less than 55 
beats per minute.

The primary efficacy endpoint was the 
proportion of patients in clinical remission 
at week 8. Key secondary endpoints were 
the proportion of patients with clinical re-
sponse or a reduction of Mayo score from 
baseline at week 8 and the proportion of 

patients with mucosal improvement or 
mucosal healing.

Patients were randomised to three arms: 
placebo, Ozanimod 0,5 mg or 1 mg. There 
was a very high rate of study compliance 
and completion, and similar completion 
rates across the treatment groups, Prof 
Sandborn said.

16.4 % of patients in the 1 mg dose arm 
met the primary endpoint, which was a 
statistical significant difference to 6.2 % 
in the placebo arm. 13.8 % of patients in 
the 0.5 dose arm met the endpoint, which 
demonstrates a dose-response. 

As for the secondary endpoint of clinical 
response, this was met by 36.9 % of place-
bo, 53.8 % of 0.5 mg dose and 56.7 % of 1 
mg dose.

– The conclusions are that Ozanimod  
1 mg induced clinical remission at week 8, 
which was the primary endpoint. All three 
secondary endpoints were met for Ozani-
mod 1 mg at week 8. A dose-response rela-
tionship was observed for all primary and 
key secondary efficacy endpoints. 

Ozanimod was well tolerated with a fa-
vourable benefit-risk profile, supporting 
the planned Phase III trial in UC and the 
Phase II study in CD, Prof Sandborn ended 
his talk.

A multidisciplinary, multi-step approach
Medical management of perianal CD, was 
the title of a lecture given by Prof Geert 
D’Haens.

– Successful fistula management is a 
multidisciplinary challenge! You need sur-
geons, gastroenterologists and radiologists. 

Two years ago an expert panel, consist-

ing of these experts – WCOG – reviewed 
literature critically and came up with a 
number of statements that I am going to 
present to you during my presentation, 
Prof D’Haens started by saying.

Perianal fistulas in CD are common. 
After 1 year, up to 12 % of patients have at 
least one fistula. After 20 years, one in four 
patient has had a perianal fistula.

– If you take all the fistulas in CD, the 
vast majority (54 %) are in the perianal 
area. 24 % are entero-enteric, 9 % recto- 
vaginal and 13 % in other areas, he contin-
ued.

The management is a multidisciplinary, 
multi-step approach beginning with the 
radiologists and the surgeons for the first 
examination under anaesthesia. Then fol-
lows the medical treatment with the gas-
troenterologists – and finally, sooner or 
later, you have to discuss the patient with 
the surgeon, Prof D’Haens underlined.

– You need to know whether there is 
proctitis or not, proctitis being defined as 
the presence of ulcers – basically any ul-
cers. This you will only know after having 
performed at least a sigmoidoscopy – I 
prefer the new patients to do an ileo-co-
lonoscopy.

The surgeon has to determine if there is 
an abscess or not, and if possible immedi-
ately drain this.

– Finally I think it is of interest where 
the openings are – internally and external-
ly, and if there are secondary tracts.

No role for steroids or aminosalicylates
WCOG statement on treatment goals states 
that the short-treatment goals in the treat-
ment of perianal fistulizing CD are abscess 

IBD AT THE DDW
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drainage and reduction of symptoms.
– More important are the long-term 

goals: Resolving the drainage, improving 
quality of life (QoL), closure of the fistula 
and preserving continence – this is very 
critical, if the fistula is closed but your 
patient is incontinent, what service have 
you done? And of course – if we can – we 
should avoid proctectomy with a stoma, 
Prof D’Haens stated.

Surgical drainage of perianal abscesses 
is generally recommended prior starting 
medical therapy. Non-cutting seton place-
ment is useful in order to prevent recur-
rent abscess formation. 

Prof D’Haens continued with presenting 
data on medical treatment, and he summa-
rised with the WCOG statements:

– There is no demonstrable role for cor-
ticosteroids or aminosalicylates in perianal 
CD. Antibiotics, namely metronidazole and 
ciprofloxacin, improve symptoms and may 
contribute to healing. Therefore antibiot-
ics are only recommended as adjunctive 
treatment for fistulas. 

Thiopurines may have a moderate effect 
in the treatment of fistulizing CD. Evidence 
for the efficacy of MTX and cyclosporine is 
limited. Tacrolimus is effective to treat ac-
tive fistulas; when used, therapeutic drug 
monitoring is required to minimise toxici-
ty, according to the statements. 

Biologics
– The agent that really changed the out-
come are the anti-TNF agents, Prof 
D’Haens continued.

The first essential trial were done with 
infliximab (IFX). In 1999, a randomised 
controlled trial (RCT) showed a response 
rate of 62 % for IFX versus 26 % for pla-
cebo, and for complete remission 46 % for 
IFX versus 13 % for placebo. In this trial 
only induction therapy was tested, and 
later trials have showed the importance of 
maintenance treatment.

– WCGO statement on medical treat-
ment with anti-TNF says that that IFX 
and adalimumab (ADA) are moderately 
effective for induction and maintenance 
of fistula closure. Evidence for the efficacy 
of certolizumab pegol is weaker. Anti-TNF 
and thiopurine combination therapy may 
lead to higher fistula healing response and 
closure rate compared to monotherapy, al-
though there is no controlled trial in that 
regard.

– What about the new agents? Of course 
you have all heard about vedolizumab. The 

number of patients with CD and fistula in 
the vedolizumab GEMINI trial were not 
high, but a majority of patients who had, 
and had cessation of drainage when they 
entered the maintenance phase of the trial, 
kept their fistulas closed.

Prof D’Haens underlined that the num-
ber of patients is way too small to draw 
conclusions, and told the audience that a 
controlled prospective trial for fistulizing 
CD with vedolizumab is presently being 
prepared.

 
Strive for mucosal healing
He presented a treatment algorithm for 
Crohn’s perianal fistula. The first thing to 
investigate is if there is an abscess. If there 
is, ensure drainage, antibiotics and seton. If 
not, endoscopy has to be performed, dilate 
if there is a stricture and look for proctitis.

The management for proctitis is to treat 
with anti-TNF with or without an immu-
nomodulator, and with or without an anti-
biotic depending of the severity of the case.

– If that fails, you can still consider tac-
rolimus. If that fails, the surgeon has to 
come in again – you need to consider a di-
verting stoma, and a proctectomy at a later 
stage.

If there is no proctitis, the situation is 
much more favourable.

In his conclusions, Prof D’Haens once 
again underlined that fistula management 
requires expertise and team work. Also 
that complete assessment is mandatory be-
fore one embark on any definite treatment.

– Mucosal healing in the rectum is a con-
dition for permanent fistula healing – other- 

wise you will fail. MRI should be used as 
guidance for treatment, as well as endos-
copy. And anti-TNF is the cornerstone – as 
we speak – of medical treatment!

Surgical decision making – the patient 
perspective
Patients faced with a choice of surgical op-
tions want to engage their physicians and 
take a more active role in decision-making, 
according to a study presented at the Con-
gress. 

– In this evolving health-care landscape, 
there is an effort to involve patients in de-
cision making about their health care, 
said Dr Jessica Cohan, the study’s lead re-
searcher.

In this pilot study, the researchers sur-
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veyed 18 patients with UC who were re-
ferred for surgical evaluation because they 
needed their large intestine removed, with 
a subsequent procedure to compensate for 
this removal. Patients had to choose be-
tween an end ileostomy or an ileal pouch-
anal anastomosis (IPAA). 

Before patients met with a surgeon, Dr. 
Cohan and her team gauged the patient 
desire to actively participate in the deci-
sion-making process in choosing between 
the two procedures.

The 18 patients surveyed indicated that 
they spent an average of 5.5 hours re-
searching the two procedures before com-
ing in for the surgical evaluation, citing the 
Internet and information given to them by 
their physician as the most frequent sourc-
es of information. 

Interestingly, patients reported that the 
physician-provided information was the 
most believable, but least helpful (!). 

Sixteen patients also said that they spoke 
to a spouse, friends, parents and/or siblings 
about this decision. Ultimately, 17 of the 18 
patients expressed a desire for ownership 
by saying they wanted to make the decision 
“on my own” or “on my own after seriously 
considering my doctor’s opinion.”

Paper-based decision-support tools
– While our study demonstrates that pa-
tients seriously consider the advice and 
information provided by their doctor, it 
also shows that the information– and how 
it is presented – needs to be revised to meet 
patient needs, Dr Cohan said.

Decision-support tools, such as pam-
phlets, need to be written for a general 
consumer audience and present all the in-
formation needed for patients to actively 
participate in the surgical decision-making 
process. 

– The materials should be designed in a 
way that supports patient desire to speak 
with the various people in their lives about 
these important medical decisions, she 
added.

As a follow up to this pilot study, re-
searchers are speaking with ulcerative co-
litis patients after surgery to understand 
their perspective on the pre-surgery de-
cision-making process with the benefit of 
hindsight. 

Dr. Cohan’s team is also testing paper- 
based decision-support tools that address 
some of the patient concerns discovered 
during the study, including increased clar-
ification of medical procedures. Research-

ers intentionally chose to print these mate-
rials as to make them easily accessible and 
shareable.

Pouchitis
Approximately 25 % of UC patients will 
undergo total proctocolectomy surgery. 

Usually this is due to uncontrolled di- 
sease activity, or other disease complica-
tions such as dysplasia, said Dr Namita 
Singh.

– The surgical procedure of choice 
is usually restorative proctocolectomy, 
which is also called pouch surgery, where 
the normal small bowel is used to create 
a reservoir – which is called a pouch, he 
explained.

This surgery is usually performed in two 
stages: In the first stage the colon is resec- 
ted, an ileal pouch is performed that later 
on serves as a reservoir, and a protective 
ileostomy is created. In the second stage – 
usually after a few weeks – the ileostomy is 
closed and the stool stream is beginning to 
flow down the ileum and the pouch starts 
to function.

A normal pouch is defined as with no 
clinical, endoscopic or histologic inflam-
mation during the past 2 years and no an-

tibiotic or anti-inflammatory therapy.
– Unfortunately, de-novo inflammation 

of the pouch can occur. Up to 50 % of pa-
tients can get acute or recurrent pouchi-
tis – up to 4 flares per year responding to 
short antibiotic therapy. Then between 5 
and 19 % of patients can suffer from chro- 
nic pouchitis – more than 4 flares per year, 
or chronic administration of antibiotics or 
anti-inflammatory therapies for more than 
a month.

Bacterial composition differ between 
groups
The problem is that we can not really an-
ticipate which patients that will develop 
pouchitis, Dr Singh continued.

– However, we know that pouch inflam-
mation may be associated with the micro-
biota structure and function. We also know 
that pouchitis appears only after the clo-
sure of the ileostomy – when the pouch is 
exposed to the faecal stream and bacteria. 

He also said that we know that antibio- 
tics and probiotics are effective therapies 
– and that they obviously affect the micro-
biota.

– And we know that toll-like receptors 
expression is increased in patients with 
pouchitis.

Dr Singh presented a study that aimed to 
examine whether stool microbiota compo-
sition can predict pouchitis. Pouch patients 
were prospectively recruited from a com-
prehensive pouch clinic that follows up on 
more than 300 patients after IPAA.

– We included normal pouch patients. 
Those patients had their stools analysed 

“THE PHYSICIAN-PROVIDED 
INFORMATION WAS THE MOST 

BELIEVABLE BUT LEAST HELPFUL”
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for 16S ribosome RNA gene pyrosequen- 
cing. Patients with antibiotic exposure 3 
months prior to stool sampling were ex-
cluded.

The patients – all with a normal pouch 
– were then followed for more than a year. 
Some of them developed pouchitis, some 
retained a normal pouch. 

– When we looked at the bacterial com-
position of the two groups (normal pouch 
sustained and pre-pouchitis group) we 
found that they differed. 

Among the findings that Dr Singh re-
ported was that Clostridia was significantly 
decreased in the pre-pouchitis group and 
Gammaproteobacteria was significantly in-
creased in the same group.

– So to conclude, changes in the mi-
crobiota of patients with a normal pouch 
precede clinical pouchitis and may be pre-
dictive of pouchitis. These alterations may 
result from a subclinical inflammation re-
flected by faecal calprotectin levels – but 
they may also be the cause of inflamma-
tion, was Dr Singh’s summary.

Two endoscopic surveillance techniques 
compared
Patients with ulcerative colitis (UC) have 
an increased risk for colorectal cancer, 
compared to the general population. The 
yield of surveillance can be improved by 
addition of newer endoscopic methods 
that enhance the detection of subtle mu-
cosal abnormalities like chromoendosco-
py (CE) and High definition white light 
endoscopy (HDWLE) when compared to 
standard definition endoscopy.

CE however is still not widely adopted 
and no studies have compared High defi-

nition chromoendoscopy (HDCE) and 
HDWLE.

Associate professor Venkat Subramani-
an presented a randomised controlled trial 
that aimed to compare the rate of detection 
of dysplasia in patients with long standing 
UC – with HDWLE being compared to 
HDCE.

– Patients with UC have an increased 
risk for colorectal cancer, compared to 
the general population. This was elegantly 
demonstrated in a meta-analysis 15 years 
ago, Prof Subramanian pointed out. 

HDCE significantly improves detection
In the trial he presented, patients with 
long standing (more than 10 years) exten-
sive UC requiring surveillance colonos-
copy were randomized to either HDWLE 
or HDCE (with 0.2% indigo carmine 
spray). HD scopes (Olympus CF260L or 
290L) and processors (Olympus Spectrum 
CV260 or Elite CV290) and HD monitors 
were used for all procedures. 

Time to reach caecum and withdrawal 
time was recorded. Presence of dysplasia 
was confirmed by two expert GI histo- 
pathologists. Data was analysed according 
to the number of patients who had dys-
plastic endoscopic lesions detected (per 
patient analysis) and also to the number 
of dysplastic lesions (per lesion analysis).

In total 53 patients were randomized to 
HDWLE and 50 to the HDCE arm. HDCE 
was found to be significantly better than 
HDWLE on a per patient basis for the de-
tection of endoscopically visible dysplas-
tic lesions, and detected more dysplastic 
lesions per-patient.

– To conclude, HDCE significantly im-
proves the detection of dysplastic lesions 
in patients with long standing extensive 
UC undergoing surveillance endoscopy, 
and should be the procedure of choice in 
these patients, Prof Subramanian said.

– On average it increases procedure time 
by 8 minutes over HDWLE, but abandon-
ing random biopsies could make up for 
some of this extra time.

He added that a follow up study in all of 
UK with approximately 1600 participants 
is now being initiated to confirm the re-
sults of this study.

A vicious cycle
Dr Claudia Ramos Rivers presented a long-
term study on stress in IBD patients.

– The definition of stress is a reaction 
to a stimulus that disturbs our physical 

or mental equilibrium. We have different 
kind of stressors – physical, emotional and 
environmental, she defined.

Acute stress is the most common. It can 
be thrilling and exciting in small doses, but 
there is not enough time of it to do exten-
sive damage, Dr Rivers continued.

– In contrast, chronic stress could be 
exhausting and can lead to psychological 
symptoms like anxiety and depression.

The literature support that stress con-
tribute to IBD flares, and likewise the in-
crease of disease activity contributes to the 
amount of perceived stress by the patient. 

It is a vicious cycle that ends up affecting 
the QoL of the patient.

The study aimed to characterize stress 
over time in a large cohort of IBD patients 
and its association with QoL and disease 
activity over a 4 year period.

– Our hypothesis was that patients who 
reported constant stress will have worse 
QoL, and increased disease activity com-
pared to those with occasional stress, Dr 
Rivers explained.

An important clinical factor
300 patients, 60 % females and 40 % males, 
with a total number of 2457 clinic visits 
were followed. 69 % of the patients had 
CD and 31 % had UC. The mean age was 
44.8 years.

One of the results Dr Rivers reported 
was that there was no difference between 
patients with a history of surgery, and pa-
tients with no such history, prior to the 
study period.

– But patients with persistent stress had 
higher rate of surgery during the study 
time period.

In her conclusions, Dr Rivers pointed 
out that over one third of the IBD patients 
reported persistent stress over a 4 year 
time period. This stress is associated with 
lower QoL and increased disease activity 
– regardless of the presence of serologic 
inflammation.

– We also found that IBD patients with 
persistent stress have increased health 
care utilization and charges.

Implications to the study is that persis-
tent stress is an important and underap-
preciated clinical factor in IBD, which may 
not be adequately addressed with current 
treatment paradigms. There is a need for 
integrated care to address persistent stress 
in IBD.

– Future research will determine whet- 
her improved coping with persistent stress 
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will optimize clinical outcomes and health 
care utilization in IBD, Dr Rivers summa-
rised.

 
The effect of novel therapies and strate-
gies for CD
Has the disease outcome for CD improved 
over the last two decades?

This question was asked by Dr Steven 
Jeuring who presented a study on the sub-
ject.

– Currently we know that the long-term 
outcome of CD is unfavourable in many 
patients. We see complicated phenotype 
quite often, we see that many patients re-
quire at least one hospitalisation during 
the disease course and we see that surgery 
and resurgery are frequently needed, Dr 
Jeuring said.

But if we look at this prognostic data, 
we have to acknowledge that most of it de-
rives from population-based cohorts that 
recruited their patients in the 90:s in the 
previous century. 

– Over time, luckily we’ve seen some de-
velopments in CD management, in medical 
therapy and management with multi-dis-
ciplinary consultations, he continued.

This causes the initial question to be 
asked: Does a CD patient diagnosed in for 
example 2010 still have the same prognosis 
as a patient diagnosed in the early 90:s? 

This was what the study Dr Jeuring pre-
sented aimed to find out.

A Dutch population-based cohort from 
South Limburg (IBD-SL) was used. Since 
1991 registration of adult incident IBD 
cases has been performed. In 2014 there 
were 1162 CD patients included, and all 
of them were included in the study. Di- 
sease phenotype was classified according 
to the Montreal classification, cumulative 
probability of an event was calculated by 
Kaplan-Meier survival analysis and differ-
ences between eras were determined by 
Cox proportional hazard regression anal-
ysis, while correcting for confounders.

Hospitalisation and surgery rates have 
declined
The patients were divided in two cohorts – 
one diagnosed between 1991 and 1998, and 
the second cohort diagnosed between 1999 
and 2011. The results were accounted for 
the two cohorts in three categories – phe-
notype progression, hospitalisation rate 
and surgical resection rate.

In his summary of the findings, Dr Jeur-
ing reported that in the second cohort – i.e. 

the more recently diagnosed CD patients – 
a complicated phenotype at diagnosis was 
48 % lower compared to the first cohort, 
albeit developing complicated disease has 
not changed over time.

– We have seen that the hospitalisation 
risk at diagnosis was 55 % lower, but also 
during the disease course where it was 35 
% lower. We have also seen that the risk 
for surgery at diagnosis was 77 % lower 
– and the surgery risk during the disease 
course was 54 % lower, mainly driven by a 
reduced risk of surgery due to inflamma-
tory disease.

Therefore Dr Jeuring concluded that in 
an era of novel treatment options and strat-
egies for CD the hospitalisation and sur-
gery rate have declined, while progression 
to complicated disease is unfortunately 
still common nowadays.

Vedolizumab in paediatric IBD
Novel therapies are needed in paediatric 
IBD, said Dr Ronan Stein.

– Although biologics have revolution-
ized the way we treat paediatric IBD, they 
are not perfect. Biologics may lose effica-
cy, either by primary or secondary loss of 
response and there are also drug reactions 
and side effects to consider.

The new drug vedolizumab was app- 
roved for adults, but Dr Stein presented 
a study that aimed to determine clinical 
response for vedolizumab in paediatric 
patients.

– Specifically for those with severe IBD 
that have previously failed biologic thera-
py. We also wanted to identify adverse ef-
fects associated with vedolizumab therapy.

The study is a single centre, prospec-
tive observational cohort study. Patients 
received vedolizumab infusion at 300 mg 
(the adult dose) at week 0, 2 and 6 for in-
duction and then at 8 weeks intervals for 
maintenance. Outcome measures that 
looked at each infusion were laboratory 
evaluation, disease activity scores and ad-
verse events.

– Our inclusion criteria were ages 13 - 21 
with IBD, weight 40 kg or more and past 
failure of TNF-alpha inhibitor therapy. Pa-
tients with current or previous treatment 
with natalizumab or current treatment 
with TNF-alpha inhibitor were excluded, 
Dr Stein said.

On the subject of reasons for biolog-
ic failure, he explained that most (70 %) 
of the patients included were secondary 
non-responders without detectable anti-

bodies, and the majority (47 %) had failed 
two previous biologics.

 
Ongoing study 
The strength of the study is that it is one of 
the first studies looking at vedolizumab use 
in paediatric IBD. The limitations are that 
that the study is observational, has a small 
sample size and that it does not include 
any patients with UC – only CD and IBD-U 
(unclassified), Dr Stein emphasised.

– In conclusion, at week 6 CD and 
IBD-U patients on vedolizumab demon-
strated significant clinical improvement 
from baseline – in terms of PCDAI and 
serum albumin. There was a sustained im-
provement through to week 22.

Approximately one third of patients 
were in remission by week 6.

– Although we have seen adverse events 
associated with vedolizumab, they seem 
to be unrelated to the medication itself, he 
said.

The study is ongoing and will continue 
to follow the patients to week 52.

– We are actively recruiting new partici-
pants, including UC patients. In the future 
we also want to look at vedolizumab in 
anti-TNF naïve patients, Dr Stein summa-
rised the study’s findings so far.

 

Per Lundblad
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IBD AT GASTRODAGARNA IN SWEDEN
The Swedish Gastroenterology Association’s annual Congress is called Gastrodagarna (which means The 
Gastro Days in Swedish). It is a Meeting open for both Doctors and Nurses working in Gastroenterology.

A record number of delegates – 694 
– came in May to the Swedish city 
Uppsala to participate. The Scien-
tific Programme is divided in three 

parallel Sessions, so all of them could per-
sonally pick the topics they were interest-
ed in.

Every year three distinguished interna-
tional lecturers are invited to speak, and 
these three Sessions are outside of the par-
allel program – in order to ensure that all 
delegates can attend.

One of the subjects during the Meeting is 
always IBD, and in 2015 one of the interna-
tional Speakers had IBD as her topic.

The characteristics of a good biomarker
Prof Iris Dotan from Israel was this inter-
national lecturer.

– Monitoring of patients with IBD is es-
sential, and Prof Dotan is one of the world’s 
leading specialists on this subject, said Dr 
Björn Lindkvist who was the Chair.

Prof Dotan began her lecture by stating 
that symptom monitoring in IBD is not 
enough. 

– There is no correlation between symp-

toms, endoscopic findings and disease 
course, she underlined.

The overall accuracy of clinical symp-
toms relative to endoscopic inflammation 
is 56 %.

– Therefore we certainly need biomark-
ers. So what defines a good biomarker in 
IBD, Prof Dotan asked.

It should be a marker of disease activity 
that predicts imminent relapse, post-ope- 
rative recurrence and response to therapy. 

It should also assist in treatment optimi-
sation, was her answer. But there are also 
other demands:

– It should be accessible, easy to process 
– standard laboratory methods should be 

used. Preferably in-office – specifically for 
markers of activity. It should also be repro-
ducible and easy to interpret.

The biomarker one chooses should give 
a meaningful answer to the biological ques-
tion one asks, Prof Dotan said.

Calprotectin predicts relapse
CRP is an accurate marker of disease ac-
tivity in Crohn’s disease (CD). It correlates 
well with clinical and endoscopical sever-
ity of disease – and equally well for small 
and large bowel activity.

– But approximately 25 % of patients 
never mount CRP response, Prof Dotan 
underlined.

CRP is however less valid in ulcerative 
colitis (UC). Up to 75 % of patients have 
normal CRP, despite active disease.

– This marker has good prognostic char-
acteristics. Early normalisation predicts 
sustained response to anti-TNF in both CD 
and UC. Increased CRP during follow-up 
treatment demonstrates a need for therapy 
optimisation, she said.

Faecal markers are markers of intesti-
nal inflammation – not specifically for IBD 

IBD CONGRESS NEWS 2 · 201512

GASTRODAGARNA
IN SWEDEN

“NO CORRELATION BETWEEN 
SYMPTOMS, ENDOSCOPIC FIND-

INGS AND DISEASE COURSE”



IBD CONGRESS NEWS 2 · 2015 13

only, Prof Dotan continued.
– There is no clear superiority for one 

specific faecal marker, although calpro-
tectin is the most validated.

In CD, calprotectin has god correlation 
with endoscopic activity. The value of cal-
protectin is especially high in patients with 
normal CRP. In UC there is also a good cor-
relation with endoscopic activity – howe- 
ver not in proctitis – and clinical symptoms.

– And calprotectin predicts relapse!
Prof Dotan presented a study on me-

salazine intensification in quiescent UC. 
It had found that in the patients who had 
increased faecal calprotectin, increasing 
the dose of mesalazine to 4,8 gram per day 
reduces calprotectin and lowers the re-
lapse rate. 

The importance of mucosal healing
Monitoring IBD patients in 2015 means 
higher ambitions, new strategies and more 
sophisticated tools. A new ambition is mu-
cosal healing (MH) – an important target 
in IBD, according to Prof Dotan.

– It is an achievable, monitorable goal 
that is associated with better outcomes. 
MH requires early introduction of effec-
tive therapy in high-risk patients – and 
we are becoming better and better in that 
respect. 

MH is associated with lower relapse 
rates in CD and UC and also with lower 
hospitalisation rates and a reduced need 
for surgery.

– Mucosal lesions predict post-operative 
clinical recurrence in CD and relapse after 
anti-TNF withdrawal. MH is also associ-
ated with lower risk of colorectal cancer 
in UC. I am surprised that the benefits 
of MH still sometimes are debated, Prof 
Dotan stated.

To evaluate MH, she suggested capsule 
endoscopy (CE). The technique has several 
potential roles in established CD.

– CE clarifies discrepancies between 
symptoms and laboratory results. It can 
detect new findings and impact manage-
ment – and assess therapeutic success in 
terms of MH.

An Israeli study that compared MRE and 
CE found that most patients in clinical and 
biomarker remission had small bowel in-
flammation. The study also found that CE 
is significantly more sensitive for proximal 
small bowel disease than MRE.

– Another conclusion from that study 
was that MH is more frequent in patients 
on biologics, she pointed out.

Treat-to-target
Prof Dotan then shifted her topic to treat-
ment optimisation, and started by talking 
about anti-TNF trough levels and thera-
peutic drug monitoring.

– Higher trough levels are associated 
with better outcomes. This gives a poten-
tial for individualising the therapy to the 
needs of the patient, she said.

Once target is established, individualis-
ing therapy may be achieved using thera-
peutic drug monitoring (TDM). 

– TDM, specifically trough levels, is a 
new standard of care! Higher levels are 
usually associated with a better outcome. 
But one has to remember that monoclonal 
antibodies show high variability in differ-
ent patients.

There are many factors that determine 
trough levels that are still unknown. Prof 
Dotan presented a study that showed that 
adalimumab trough concentrations are af-
fected by concomitant medications, line of 
therapy and anti-drug antibodies.

She also described the Treat-to-Target 
concept in CD. This means that after seve- 
ral assessments in a pre-defined timeframe 
adjust the therapy according to risk and 
target – in order to control inflammation 
and avoid long-term bowel damage and 
subsequent disability.

– You need to monitor your patients to 
see if they reach the target you aim for. If 
they do not – go back and optimise your 
therapy, Prof Dotan explained.

The future is already here
In her summary, Prof Dotan underlined 

that monitoring patients with IBD is man-
datory.

– CRP: Assess routinely, but remember 
it may not be sensitive enough. Faecal cal-
protectin – I suggest you check for that 
every 2 - 3 months.

Colonoscopy should be performed 6 - 12 
months post-operatively, and CE is a valu- 
able tool to assess the intestinal mucosa

– MR Enteroclysis and CT Enteroclysis 
have advantages in extraluminal, perfor- 
ating, proximal small bowel disease. How-
ever, there are modality-related disadvan-
tages such as accessibility and price.

Contrast enhanced ultrasound is pro- 
mising, and she once again stressed the 
need for TDM.

– Actively treat to target according to 
findings!

GASTRODAGARNA
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She ended her talk by stating that in IBD 
monitoring, the future is already here.

– Multidisciplinary follow-up, person- 
alised treatment, multifactor monitoring 
and research are crucial for better treat-
ment!

Norwegian study on biosimilars
In one of the parallel Sessions, Ola Win-
qvist and Jonas Halfvarson had a tan-
dem-talk about the new drugs in IBD. 

Which are the mechanisms, and how 
should we use them? was the title.

Prof Winqvist, who is a professor in 
immunology, started by stating that he 
thought that cytokines and cytokine recep-
tors is going to be the future for treatment 
of immune-mediated diseases.

– And this started with blocking an-
ti-TNF, he said and described the back-
ground on these drugs.

Dr Halfvarson is a Gastroenterologist, 
and he presented clinical data.

– If one should speak in general terms, 
the latest anti-TNFs have shown to be ef-
fective, he said and illustrated this with 
data on golimumab in UC.

Prof Winquist continued by talking 
about biosimilars.

– They differ very little from the original 
drugs. The future will tell us if that is of any 
importance, he said.

Dr Halfvarson described the process of 
approval for biosimilars, and underlined 
that it is only similarity with the original 
product that has to be demonstrated.

– Upon the topic of extrapolation, it is 
important that the debate is kept alive. But 
since there are large economic interests in 
this matter, it is extra important with good 
ethics in this debate, he stated.

He also described the Norwegian study 
NOR-SWITCH, that is ongoing and where 
– randomised and double-blinded – origi-
nal-infliximab is switched to CT-P13 (the 
biosimilar substance) in a number of rheu-
matic, gastroenterological and skin disease 
patients in order to see if their disease is 
worsening.

– The results from that study will have 
a great impact on how we will act in the 
future, Dr Halfvarson said.

JAK inhibitors
Prof Winqvist continued by talking about 

blocking IL-12 and IL-13.
– If you signal with IL-12 you will get 

TNF-alpha, and if you signal with IL-23 
you will get T-helper 17 (Th-17) cells, he 
said.

P40 is a subunit to IL-12, and also a com-
ponent of IL-23. Ustekinumab binds p40, 
and Dr Halfvarson said that in a Phase II 
study on ustekinumab, no effect was found 
for patients with CD.

– But in a subgroup, that had previous 
failures on anti-TNF, an effect was seen. I 
personally believe that with time we will 
have an approval for ustekinumab in IBD, 
he said.

JAK STAT signaling is a pathway that 
transmits information from chemical 
signals outside the cell, through the cell 
membrane, and into gene promoters on 
the DNA in the cell nucleus – which causes 
DNA transcription and activity in the cell. 

This was Prof Winqvist’s next topic, and 
he described the JAK inhibitor tofacitinib.

– The idea is to inhibit JAK kinases. To-
facitinib inhibits IL-2, IL-4, IL-7, IL-9, IL-
15 and IL-21, he explained.

Dr Halfvarson said that the compound 
has shown some good results in UC, but 
not as good in CD.

– But more JAK-inhibitors are in the 
pipeline, he revealed.

IL-10 is the main anti-inflammatory cy-
tokine, and IL-10 knock-out mice develop 
IBD, Prof Winqvist continued.

Clinical studies on treatment with IL-
10 have in initial trials shown efficacy in 
steroid-dependent patients with CD, but 
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the follow-up trials have been negative, Dr 
Halfvarson commented.

Alternative for those who fail anti-TNF 
– How do the cytokines find their way to 
the intestinal wall, asked Prof Winqvist 
and provided the answer himself: Adhe-
sion molecules ensure that cytokines at-
tach to the place of damage.

This process was first blocked with 
natalizumab. Dr Halfvarson told the au-
dience that initial studies demonstrated 
a certain effect for natalizumab, but the 
serious adverse event progressive multifo-
cal leukoencephalopathy (PML) led to the 
drug not being approved in Europe.

– In order to get around this problem, al-
pha4beta7 was instead blocked with vedol-
izumab, Prof Winqvist said.

– Vedolizumab has shown good clini-
cal results in patients with UC – and this 
in very refractory patients, Dr Halfvarson 
commented.

In CD, an effect was also observed, but 
not as significant. 

So when should one use vedolizumab 
and when should one use anti-TNF?

– We do not have a good answer to that 
question as of today. But for patients that 
have failed anti-TNF, or when it is con-
traindicated, vedolizumab is of course of 
interest, Dr Halfvarson stated.

Different drugs for induction and mainte-
nance?
Finally they talked about blocking SMAD7. 
SMAD7 inhibits TGF-beta signaling, and is 

up-regulated in IBD.
Dr Halfvarson presented data on Mon-

gersen, an oral SMAD7-blocker, in CD.
– This study has only short term data, 

but demonstrates a very high response al-
ready in week 2 – as well as after 28 days, 
he said.

To wrap up their talk, they described the 
situation of today.

– Already in 2012, the future looked 
bright – and it is even brighter today. We 
now have access to more drugs to use in 
our patients. This situation poses a new 
challenge – to select the patients to the 
optimal treatment, Dr Halfvarson summa-
rised.

In the discussion that followed af-
ter their talk, Prof Winqvist said that he 
thought that we in the future might have 
one type of drug to induce remission, and 
then change to another – with a safer pro-
file for side-effects – for maintenance.

Data from outside the trial setting
The first real-life experiences of vedo- 
lizumab in 24 patients with IBD, that pre-
viously had failed anti-TNFs, were report-
ed by Dr Charlotte Höög.

This gut-selective antibody blocks al-
pha4beta7-integrin and reduces T-helper 
lymphocytes migration to the gut mucosa. 
Good results for vedolizumab have been 
previously reported from clinical trials.

– Our question was how vedolizumab 
performs outside a trial setting, Dr Höög 
said.  

She continued by presenting real-life 

data that showed that vedolizumab 300 
mg week 0, 2 and 6 resulted in remission 
in 25 % of patients with IBD, who previ-
ously failed, or had loss of response, for 
TNF-inhibitors.

– The effect was better for patients with 
UC, compared to patients with CD – 33 % 
and 20 % respectively achieved remission.

A partial response was observed in 33 % 
of UC patients and in 40 % of CD patients.

– The study has a low number of pa-
tients included, so I want to encourage 
for assembling a larger cohort – and this 
is ongoing in the SVEAH study, she ended 
her talk.

The faecal microbiota in collagenous co-
litis
A study on intestinal dysbiosis in collagen-
ous colitis (CC) was presented by Dr Adam 
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Carstens. The aim was to map the compo-
sition of the faecal microbiota in CC, and 
to compare this with a normal population 
matched for age and gender.

The study also aimed to evaluate possi-
ble differences or similarities with the mi-
crobiota in patients with IBD.

Differences in operational taxonomic 
units (OUT) between the groups were cal-
culated using Wilcoxon’s test.

– We found that patients with CD dif-
fered from the other groups by having a 
lower alpha diversity. This has been estab-
lished in earlier studies, Dr Carstens told 
the audience.

They also found that several OTUs, be-
longing to the family Ruminococcaceae 
were significantly underrepresented in 
the CC group.

– A decrease of these bacteria has earlier 
been associated with CD.

  The conclusion of the study was that 
the composition of the faecal microbiota 
in CC differs from healthy controls on the 
OTU-level.

Surgery in CD
How many patients with CD need sur-
gery within five years? Dr Daniel Sjöberg 
presented a study in which this had been 
looked into. The investigators had used the 

IBD cohort in the Uppsala region (ICURE) 
and had identified 268 patients with CD.

Data showed that after one year, 12.7 % 
had undergone a resection. After five years 
this number had only increased to 14.8 %. 

Dr Sjöberg compared this result with 
earlier studies, where a higher number of 
resections had been found. He also pre-
sented a meta-analysis that compared the 

number of resections per decade – and 
this also showed that the number has gone 
down.

– Something is happening! Probably 
is what we see an effect of earlier use of 
TNF-inhibitors, he said.

– I also think there is a difference in 
strategy: Today doctors venture to wait a 
little longer before a patient is operated on 
– in order to give the medical treatment a 
chance to work, he ended his presentation.

Psychological factors most important
Dr Börje Jonefjäll presented a study on 
IBS-like symptoms in patients with UC.

– These symptoms are quite common in 
these patients when they are in remission 
from their UC, Dr Jonefjäll pointed out.

The aim of the study was to evaluate 
prevalence, low-graded inflammatory ac-
tivity and psychosocial factors in patients 
with UC in deep remission.

He underlined that before the GI symp-
toms in a UC-patient is classified as IBS-
like, the intestine should be evaluated 
endoscopically – and other GI-conditions 
should have been excluded.

The study found that psychological fac-
tors, rather than low-grade inflammatory 
activity, seem to be of importance for the 
origination of IBS-like symptoms.

– Patients with UC in deep remission 
with IBS-like symptoms experience GI- 
symptoms, a reduced psychological well- 
being and quality of life – comparable to 
UC-patients with active disease! This 
underlines the importance of a proper 
caretaking of this group of patients, Dr 
Jonefjäll summarised.

 
Per Lundblad

GASTRODAGARNA
IN SWEDEN

“PATIENTS WITH CD DIFFERED FROM 
THE OTHER GROUPS BY HAVING A 

LOWER ALPHA DIVERSITY”
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POST-OPERATIVE COMPLICATIONS IN
PAEDIATRIC-ONSET IBD

Inflammatory bowel disease (IBD), including Crohn’s disease (CD) and ulcerative colitis (UC),
are chronic diseases for which 8-20% of patients are diagnosed under the age of 20 years.

P
revious studies (1, 2, 3, 4) showed 
that clinical presentation and na- 
tural history of pediatric-onset IBD 
was particular with a more exten-

sive and aggressive disease. Moreover epi- 
demiological data indicate that IBD inci-
dence, particularly of CD, in this age range 
is still rising (6, 7, 8). 

In our population-based pediatric IBD 
cohort (Epimad Registry) the cumulative 
probability of intestinal resection in CD 
and of colectomy in UC, five years after 
diagnosis was 34% and 20%, respective-
ly (1,2). Surgery may be associated with 
post-operative complications (POC). In 
adults, POC were reported from 11% in 
a Swedish cohort (9) to 14% in a popula-
tion-based study from Olmsted County 
(USA) (10). In a recent study also per-
formed in Olmsted County, about one third 
of CD patients experienced at least one 
early POC (within 30 days after surgery) 
and ¼ at least one late POC (at least 30 
days after surgery) (11). A few data on POC 
in pediatric IBD are available from referral 
tertiary centers. However, the prevalence 
of POC and the underlying associated 
factors are unknown in population-based 
pediatric-onset IBD cohorts.

The aims of this population-based study 
were: 1) to assess the prevalence of POC 
in IBD children issued from our popula-
tion-based EPIMAD registry, 2) to assess 
the prevalence of early complications 
(within 30 days after surgery) and late 
complications (at least after 30 days), 3) to 
identify underlying factors associated with 
the risk of POC including infectious POC.

Patient population
All patients less than 17 years of age at the 
time of IBD diagnosis were included. They 
were issued from EPIMAD Registry, diag-
nosed with CD or UC from January 1988 
to December 2004, and underwent first 

intestinal resection (including colectomy 
for UC) before the age of 18.

Additional data collection for the present 
study
Data were extracted from medical charts 
of adult and pediatric gastroenterolo-
gists, and were collected in standardized 
questionnaires specifically designed for 
the study. All records were reviewed for 

accuracy and completeness and valida- 
ted by the investigator responsible (EP). 
Socio-demographic characteristics were 
collected at diagnosis and at the time of the 
first intestinal resection: age, gender, state 
of smoking, weight and height. The diges-
tive location and behavior was defined ac-
cording to the Montreal Classification (13). 
For CD, stricturing (B2) and penetrating 
(B3) behaviors were pooled and defined 
as “complicated behavior”. At the time of 
first intestinal resection, anoperineal le-
sions included abscesses and fistulae, and 
extraintestinal manifestations (EIM) were 
defined as joint, skin, ocular and hepatobi- 
liary manifestations.

Only intestinal resections were consi- 
dered as ileocaecectomy, right ileocolec-
tomy (both were pooled), partial or total 
colectomy (ileorectal anastomosis IRA and 
ileoanal anastomosis IAA) and small bowel 
resection. Appendectomy, stricturoplasty 
and perianal surgery were excluded from 
analysis. The presence of ileostomy was 
collected. 

The exposure to treatments within 
three months before first intestinal resec-
tion was detailed: systemic steroids (SS), 
immunosuppressants (IS) including az-
athioprine (AZA), methotrexate (MTX), 
6-mercaptopurine (6MP), ciclosporine 
(CSP), anti-tumor necrosis factor alpha 
(Anti TNF-α) therapy as infliximab (IFX) 
and adalimumab (ADA) and artificial nu-
trition (enteral or parenteral nutrition). 

At the time of first intestinal resection, 
antibiotherapy, antibioprophylaxy and 
thromboembolic prophylaxy were col-
lected. Biological data were also recorded 
including albumin, hemoglobin, C reactive 
protein (CRP) levels. Follow-up duration 
was defined as the time between the first 
surgical intestinal resection and maximal 
follow-up. 

Classification of complications 
Complications were pooled in four groups; 
the first group “extra-abdominal and in-
fectious complications” included urinary 
tract infection, pneumonia, Clostridium 
difficile infection, Candida infection, sep-
ticemia and other infectious syndrome; 
the second group “abdominal infectious 
complications” included wound infection, 
peritonitis, intra-abdominal abscess, anas-
tomotic fistula, the third group “mechanic 
complications” included ileus, digestive 
hemorrhage, hernia, ileal pouch dysfunc-
tion and obstruction; and the fourth group 
named “other complications” included 
thromboembolic complications, healing 
problem, anemia, hematoma …

The complications were classified in 
four severity grades according to Dindo 
et al (14). Grade 1 corresponds to compli-
cations requiring a symptomatic medical 
treatment like anti-emetics. Grade 2 cor-
responds to complications requiring IV 
access for parenteral nutrition, antibiotic 
therapy or transfusion. Grade 3 corre-

“GLOBALLY, THE FREQUENCY OF 
PATIENTS WITH AT LEAST ONE POC 

WAS HIGHER IN UC THAN IN CD”



IBD CONGRESS NEWS 2 · 2015 19

POST-OPERATIVE
COMPLICATIONS



IBD CONGRESS NEWS 2 · 201520

POST-OPERATIVE
COMPLICATIONS

sponds to complications requiring radio-
logical, surgical or endoscopic treatment 
needing or not general anesthesia. Grade 
4 corresponds to life-threatening compli-
cations with single or multiorgan failure 
requiring intensive care. Grade 5 corre-
sponds to the death of the patient. Severe 
POC was defined as POC with a grade > 2.

Complications were also divided in 
“early complications” when they occurred 
within 30 days after surgery, and “late 
complications” when they occurred after 
the 30th postoperative day.

Statistical Analysis 
Cumulative incidence curve of POC in 
this pediatric cohort was calculated by 
the Kaplan-Meier method. The start date 
corresponded to the date of first intestinal 
resection. The time to event was defined 
as the time between first intestinal re-
section and first POC. Regarding patients 
who did not have POC, the observation 
was censored at the date of maximal fol-
low-up. The identification of factors as-
sociated with the occurrence of POC (as 
well as early, late and infectious POC) was 
performed by bivariate Cox proportional 
hazards models. Parameters with a P-va- 
lue less than 0.2 in bivariate analyses were 
introduced into Cox proportional hazards 
multivariable regression with stepwise se-
lection.

Results
Between January 1988 and December 
2004, 692 patients (532 CD and 160 UC) 
under 17 years of age at diagnosis, were 
enrolled in the registry at a median age of 
13 years [11-15]. Among them, 153 (22%) un-
derwent intestinal resection before the age 
of 18 years (128 CD and 25 UC) at a median 
age of 16 years [14-17], similar in CD and 
UC (p=0.09). Median time between IBD 
diagnosis and first intestinal resection 
was 18 months [7-42]. In CD, the most fre-
quent location was ileocolonic (L3) (62%) 
and 89% of patients had a complicated 
behavior. In UC, 83% of patients had an 
extensive colonic disease (E3). Regarding 
the treatment received within 3 months 
before the first intestinal resection, more 
than one half of patients (n=86; 57%) were 
exposed to SS therapy, about one-third to 
IS (n=54, 36%) and only 5 children (3%) to 
anti-TNF-α therapy. All patients received 
pre surgery antibio-prophylaxis and 64% 
post-surgery prophylaxis of thromboem-
bolic complications.

Post-operative complications 
Median total duration of follow up was 10 
years [6-14]. After a median postoperative 
follow-up of 8 years [3-12], among the 153 
pediatric-onset IBD patients who under-
went at least one major abdominal surgery, 
76 (49.7%) experienced at least one POC 
with a total of 113 complications; 51 pa-
tients had one POC and 25 more than one. 
Globally, the frequency of patients with at 
least one POC was significantly higher in 
UC than in CD (45% of CD patients versus 
72% of UC patients experienced at least 
one POC, p=0.01). The cumulative pro- 
bability of any postoperative complication 
was 31% (IC 95%, 24-39) at 1 month, 46% 
(38-54) at one year, and 48% (41-57) at 5 
years (Figure 1). Median time before POC 
was 21 days [7-111] without any difference 
between CD and UC (23 days [8-134] vs 
18 [7-80]; p=0.33). The repartition of the 
grade’s severity of POC was as followed: 
grade 1, 38% (n=42); grade 2, 35% (n=39); 
grade 3, 28% (n=31); grade 4, 0 (0%). The 
frequency of severe POC (grade>2) was 
similar in CD and UC (28% vs 27%; p=0.95). 

- Early post-operative complications
A total of 64 early POC was observed in 47 
patients (31%) including 33 infectious and 
31 non-infectious POC. Globally, the fre-
quency of patients with at least one early 
POC was significantly higher in UC than 
in CD (25% of CD patients versus 60% of 
UC patients experienced at least one early 

POC, p<0.001). More than half early POC 
were of grade 2 (n= 36, 56%), 21 were of 
grade 1 (34%) and 6 were of grade 3 (10%) 
without any difference between CD and 
UC (p=0.23). Among these early POC, 33 
were infectious POC including 9 abdo- 
minal infectious complications and 24 ex-
tra-abdominal infectious complications. 

- Late post-operative complications
A total of 49 late POC were observed in 37 
patients (24%) including 6 infectious and 
43 non-infectious complications. Globally, 
the frequency of patients with at least one 
late POC was similar in UC and CD (23% of 
CD patients versus 28% of UC patients ex-
perienced at least one early POC, p=0.63). 
The majority of late complications were 
mechanic abdominal complications (n=26; 
53%). There was also 2 late thromboem-
bolic concerning patients with UC. 

Associated factors with Post-Operative 
Complications 
1. Associated factors with all post-opera-
tive complications
UC (UC vs CD, HR=2.2; 95%IC=1.3-3.8) 
and type of intestinal resection (subtotal 
or total colectomy vs other type of surgery; 
HR=1.7; 95% IC=1.0-2.9) were significantly 
associated with risk for POC in bivariate 
analysis. In multivariate analysis, the only 
factor significantly associated with POC 
was UC (UC vs CD, HR=2.2; 95% IC=1.3-
3.8).

Figure: Cumulative probability of late post-operative complications in the paediatric-onset IBD cohort (n=153) diagno-
sed from 1988 to 2004 through Epimad population-based registry and underwent a first digestive resection before the 
age of 18.



2. Associated factors with early post-ope- 
rative complications 
UC (UC vs CD, HR=2.9; 95%IC =1.6 – 5.4), 
type of intestinal resection (subtotal or 
total colectomy vs other type of surgery; 
HR=2.5; 95% IC=1.4-4.6) and SS therapy 
during the three months before surgery 
(HR=2.0; 95% IC=1.1-3.9) were significant-
ly associated with risk for early POC in bi-
variate analysis.
In multivariate analysis, the only factor 
significantly associated with early POC 
was UC (UC vs CD, HR=2.9; 95% IC=1.6-
5.4) (Table).

3. Associated factors with late post-opera-
tive complications
In bivariate and multivariate analyses, no 
factor was associated with late POC. 

4. Associated factors with infectious post- 
operative complications
In multivariate analysis only UC (UC vs 
CD, HR=2.2; 95%IC =1.0-4.9) was signifi-
cantly associated with the occurrence of 
infectious POC. 

Conclusion
In conclusion, in this population-based 

cohort, half of patients with IBD operated 
before 18 years presented a POC. 

While the frequency of severe complica-
tions was similar in the 2 IBD, UC was the 
only factor associated to POC. These data 
are very important when a therapeutic de-
cision must be taken between medical and 
surgical treatment in children.

Corinne Gower-Rousseau
Lille University Hospital, France
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Table: Bivariate and Multivariate Analyses of associated factors with post-operative complications in Total population 
(n=153) 

Variables           Bivariate Analysis       Multivariate Analysis

  HR 95%IC p-value     HR 95%IC p-value

Male gender 1,2 0,8-1.9 0,41  
Age<14y at
diagnosis  1,4 0,9-2,2 0,17  
Age at time of first
surgery  1,0 0,9-1,0 0,15  
Time diagnosis
to surgery  1,0 0,9-1,1 0,70  
UC  2,2 1,3-3,8 <10-2       2,2 1,3-3,8 <10-2
EIM  0,8 0,3-1,7 0,51  
Smoking  1,4 0,8-3,0 0,36  
Corticosteroids 1,2 0,8-1,9 0,48  
Immunosupressants 1,3 0,8-2,0 0,34  
Nutrition  1,6 1,0-2,5 0,06  
Type of surgery     
Total or subtotal
colectomy  2,5 1,4-4,6 0,03  
Definitive stomae 1,2 0,7-2,0 0,46 

Corinne Gower-Rousseau
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NEW DATA ON A NON-
PHARMACOLOGICAL THERAPY

The current medical treatment options for patients with steroid-dependent, active ulcerativ
 colitis (UC) with insufficient response, or intolerance, to immunosuppressants and/or

biologicals are limited – and not evidence based.

T
he clinical use of granulocyte, mono-
cyte/macrophage adsorptive (GMA) 
apharesis with Adacolumn® has pre-
viously indicated a potential benefit 

in this specific subgroup of UC patients.
  Most studies on the treatment with Ad-

acolumn® were performed up to 15 years 
ago. Now a new study has been performed 
– the ART trial – to generate further clini-
cal data to document efficacy, and to iden-
tify subpopulations of this difficult-to-treat 
UC population that would benefit from 
GMA apharesis.

An unmet need
One of the main investigators of the ART 
trial was Dr Ayesha Akbar at St. Marks 

Hospital and academic institute in Lon-
don, UK. IBD Congress News asked Dr Ak-
bar about why performing a new study?

– Because GMA apharesis is definitely 
a treatment option for patients with ster-
oid-dependent UC, Dr Akbar answers.

She continues to explain that the main 
purpose of the ART trial was that several 
patients – and many that are young – de-
spite the new drugs, are not being helped. 

This could be due to having no response, 
alternatively getting loss of response. But 
they don’t want an operation.

– There is still an unmet medical need 
for these patients. They want one more op-
tion before surgery.

Dr Akbar also points out that there are 
subgroups of patients with malignancy. 

– For them biologics can be a burden – 
treatment with anti-TNF’s is not without 
risks.

The ART trial was set up in order to con-
firm earlier findings in real-life patients, 
and the she stresses that the latter is very 
important.

Data for the refractory among the UC
patients
In this open label, multi-centre trial con-
ducted in the UK, France and Germany, 86 
patients with steroid-dependent UC were 
recruited. They were intolerant to – or had 
previously failed – immunosuppressive or 
biological therapy. The patients received a 
minimum of 5 up to 8 weekly treatments 
with GMA apheresis. Evaluation visits 
were planned at week 12, 24 and 48.

At the ECCO Congress earlier in 2015, 
the results from week 12 were reported.

– The findings were very positive – and 
refreshing due to being real-life data. The 
remission rate was 39,3 % – which is on par 
with clinicians’ expectations for this diffi-

cult-to-treat group of patients, Dr Akbar 
continues.

Now the week 48 results are available, 
and Dr Akbar can point out that the ster-
oid-free response rate for the patients that 
earlier had failed on anti-TNF’s is 21,3 % 
– and the remission rate is 20 %.

– I also like to emphasize that this is a 
patient friendly, safe therapy – patients 
want to come back, she underlines.

Her take-home message is that one 
should think of this therapy for patients 
that are refractory to other treatments.

Prospective maintenance study in Italy 
In 2006, the first results from the Spanish 
registry of apheresis treatment in UC (SI-
MAC) were presented. The results came to 
Dr Rodolfo Sacco’s, Pisa University Hospi-
tal, Italy, attention.

– I read the article on SIMAC and found 
it interesting, Dr Sacco explains.

He therefore initiated a study on GMA 
apharesis for maintenance in UC patients.

– It is important for me to find the right 
way to maintain these patients. After the 
first month we found a clinical response 
for 68 %, and I now agree with the authors 
of the SIMAC study.

In the study patients were monitored by 
measuring faecal calprotectin, and if this 
was increased GMA apheresis was per-
formed.

– The study on faecal calprotectin-guid-
ed Adacolumn® therapy has now been 
ongoing for 18 months. At present we are 
collecting data about this way to monitor 
and act on the findings, and we expect to 
publish probably in a year from now. But I 
can already say that we are obtaining very 
good results, Dr Sacco reveals.

200 Italian patients with UC have par-
ticipated.Rodolfo Sacco



– Not more than 10 % of these have gone 
to surgery. Some patients still continue – 
among them are patients on AZA or bio-
logics.

One of many tools for treatment
Dr Sacco believes that many doctors today 
do not consider GMA apharesis.

– Perhaps this is a cultural problem – one 
tends to think that a non-pharmacological 
therapy can not be very effective.

He continues by stating that when doc-
tors do try the treatment, they realise that 
it is one of many possible tools available to 
gastroenterologists for treating IBD. 

Dr Sacco also underlines the big advan-
tage that lies in the fact that there are no 
side-effects, even though septic problems 
can occur if patients with central venous 
catheter are treated

– Generally speaking, when the session 
is finished you don’t have any other effects. 
That’s good – both for the patients, and the 
doctors that treat them, Dr Sacco summa-
rises.

Per Lundblad
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INFLAMMATORY BOWEL DISEASE -
A PEDIATRIC SURGEON´S POINT OF VIEW

To get inflammatory bowel disease (IBD) already in childhood often lead to delayed growth and
lowered quality of life during important years in life. Therefore it is essential to limit the

disease immediately after diagnosis.

I
n Europe cooperation´s between IBD 
specialists are established: Both the 
European Crohn´s and colitis organiza-
tion (ECCO) and the European Society 

of Pediatric Gastroenterology, Hepatology 
and Nutrition (ESPHGAN) have pediatric 
work groups. In consensus those groups 
publish international medical and surgical 
guidelines and recommendations on pedi-
atric IBD [1-4]. 

Definitions of Crohn and Ulcerative Colitis 
in children
The criteria for IBD in childhood are not 
standardized in the same way as it is for 
adults. The essentials for establishing the 
IBD-diagnose in a child is that the typi-
cal clinical picture of IBD is supported by 
results from investigations performed ac-
cording to the Porto criteria with endos-
copy, histology, radiology and biochemical 
analyses [1-5].

The pediatric classification of IBD 
should be done according to the Paris 
classification (Figure 1) [6] which some-
what differs from the adults’ Montreal 
classification. IBD in children is, as for 
adults, divided into Crohn´s disease (CD), 
Ulcerative Colitis (UC) and indeterminant 
IBD (IBD unclassified). The latter is used 
when histopathology and clinical findings 
do not point to CD or UC, which is the case 
in around 50% children and adolescents 
with recently diagnosed IBD. In the other, 
50% the distribution CD UC is about 4:1. 
Infrequent cases of microscopic colitis are 
reported also among children [1, 7] .

Differences between IBD in children and 
adults 
IBD starting in childhood is reported to be 
more aggressive than in adults [1, 8, 9]. UC 
usually extends more extensively: 60-80% 
children compared with 20-30% adults 

have a pancolitis in the initial phase of IBD 
[9, 10]. As an effect of early onset of the dis-
ease more patients with a pediatric onset 
are reported to have had intestinal resec-
tions in young ages and children therefore 
have an increased risk of multiple opera-
tion during lifetime [2, 11]. 

As mentioned, to classify pediatric IBD 
is a problem. Around 20% of the spe- 
cified IBD-diagnosis set in childhood will 

be changed later on [2, 11, 12] and 30% of 
pediatric UC will be converted to CD in 
adult age [5, 7]. Pancolitis is more common 
among children with CD and UC without 
rectal inflammation is also more common 
among children than adults [2, 4, 13] which 
may blur the diagnosis. In histochemical 
staining the crypts of pediatric speciments 
with CD are not as flattened as adult spe- 
ciments and in the children inflammation 

Table 1 Comparison of Montreal and Paris classification [6]
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in UC involves the whole intestinal wall, 
similar to CD in adults [14]. The difficulties 
in diagnosing pediatric IBD must be con-
sidered when making decisions of which 
type of operation that will be performed 
and when choosing reconstructive met- 
hod [1, 3, 5, 15].

Pediatric criteria for IBD activity 
The pediatric scoring of inflammatory ac-
tivity also covers growth and puberty [1, 4, 
6]. ECCO/ESPHGAN recommends scoring 
the severity of an acute colitis in children 
with the Pediatric Ulcerative Colitis Index 
(PUCAI) (Figure 2). PUCAI is reported 
to be superior to predict a future need of 
acute colectomy compared with endo-
scopic and histopathological scores of in-
flammation. Furthermore, the association 
between a high PUCAI-score and elevated 
calprotecin is strong, as it is for a low PU-
CAI-score and endoscopical remission [4]. 
Specific for Crohn’s disease there is a Pedi-
atric Crohn´s disease activity index (PC-
DAI): a score of subjectively experienced 

symptoms last week combined with blood 
tests, weight, height and intraabdominal 
and anal/perianal manifestations [2].

Recommendations on investigation in chil-
dren
Endoscopy in children is routinely done 
under anesthesia and regularly includes 
also the upper GI tract. The radiological 
investigation of choice in children sus-
pected for having IBD is magnetic reso-
nance investigation (MRI) of the small 
intestine. Computer tomography (CT) is 
not recommended to children and adoles-
cents because of the radiation. It has been 
reported that three abdominal CTs du- 
ring childhood increases the risk of cancer 
with 7.3% [16, 17]. Contrary MRI does not 
contribute to the cumulative radiation and 
it also has a high sensitivity to both intra- 
and extra- intestinal manifestations of CD. 

One negative aspect with MRI is that 
child must be able to cooperate during the 
sustained examination or the MRI must be 
performed under anesthesia with a gastric 

tube for the contrast. If neither endosco-
py nor MRI brings any diagnostic clarity 
capsulea-endoscopy can be undertaken in 
children from 6 years of age. The size of 
the capsulea is big for a child and therefore 
it may be introduced by gastroscopy under 
anesthesia. Because of the higher risk of 
retention of the capsulea when the intesti-
nal lumen is smaller, as it is in children, and 
especially if there is a stricture, a pre- in-
vestigation with a dissolvable test-capsula 
always is recommended to be performed.
[2, 3, 5, 15]

Nutrition - successful treatment and es-
sential before and after surgery in children 
A good nutritional status is also of great 
concern if surgery is close. In children 
and adolescents, the most serious signs of 
ongoing inflammatory disease and subse-
quent secondary malnutrition are a dece- 
lerated growth, limited height and absent 
or delayed puberty [2-5]. Therefore it is 
very important always to keep the young 
person in an anabolic status. Total enteral 
nutrition is a complete nutrional solution 
made by protein- polymer diets (TEN) is 
given instead of all other food in order to 
induce remission. When TEN is used in 
children with active inflammation 110-
140% of the normal energy intake is given 
during 6-8 weeks. This has been shown to 
have as strong anti inflammatory effect on 
CD as steroids. Partial TEN is reported to 
prolong remission in CD in children [2].

TPN= Total parenteral nutrition in chil-
dren is recommended preoperatively and 
during fulminant episodes of IBD. Since 
the peripheral blood vessels in children 
do not tolerate the TPN, a central cathe-
ter must be used. Usually a portha cath is 
considered already in an early stage of the 
disease if foreseen that TPN will be used 
for more than 4-6 weeks [2, 3, 5].

The role of surgery in children with IBD
Compared to audults two additional con-
siderations has to be taken in children 
when deciding to operate; If the length 
growth or puberty in the child/adolescent 
is delayed because of an ongoing inflam-
matory process despite maximal medica-
tions or if there is a dependency of corti-
costeroids in order to control the disease. 
This could be although laboratories and 
bleeding is under control. Further on, the 
problem with differing CD and UC in chil-
dren affects the decision to operate and 
what kind of operation that will be per-

Table 2 The Pediatric Ulcerative Colitis Index (PUCAI) [4]

ITEM POINTS

1. Abdominal pain
No pain 0
Pain can be ignored 5
Pain cannot be ignored 10
2. Rectal bleeding
None 0
Small amount only in <50% of stools 10
Small amount with most stools 20
Large amount (>50% of the stool content) 30
3. Stool consistency of most stools
Formed 0
Partially formed 5
Completely unformed 10
4. Numbers of stools per 24 hours
0-2 0
3-5 5
6-8 10
>8 15
5. Nocturnal bowel movement
(any diarrhea episode causing wakening)
No 0
Yes 10
6. Activity level
No limitation of activity 0
Occational limitation of activity 10

SUM OF PUCAI (0-85)
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formed since the disease may change in 
some years. E.g. rectum is recommended 
always to be saved and total colectomies 
are always performed with the awareness 
that the diagnosis UC might well be turned 
into CD in some years. A factor maybe af-
fecting today´s reports on the frequency on 
need of surgery in IBD in children is the 
late introduction of biological in pharma-
cological treatment for children. Biologi-
cals was accepted for adults in the 90-ies 
but the official pediatric acceptance was 
not stated before 2010 [1-3, 5].

Colectomy in children
Colectomies are reported in 15-40% of 
patients with a pediatric IBD-debute 
within a 10 year period before the biolog-
ical IBD-medications were approved for 
children [1, 7]. After the introduction of 
biologicals in the late 2000ies, the rate of 
colectomies seems to have decreased. The 
statistical registry in the Swedish Natio- 
nal Board of Health and Welfare tells that 
in total 7 colectomies with ileostomies in 
children <15 years old were performed 
during 2011-2013 while the incidence of 
pediatric onset of IBD the same period is 
reported to be 150 children/year [5, 18].

Pediatric IBD often goes without any 
rectal inflammation. UC-colitis in child- 
ren is without rectal inflammation in 30%. 
Among children with indeterminant colitis 
without rectal inflammation 40% end up 
with CD as adults [1, 12, 13]. Therefore sub-
total colectomy, with saving of the rectum, 
is recommended both in acute and elective 
surgical procedures in children with IBD 
[3, 4].

Surgical procedure in three steps
Indications for elective surgery with colec-
tomy in children are severe malnutrition, 
delayed or inhibited growth and puberty 
or steroid-dependent disease. Steroids 
in children should be used only for short 
treatments because of the inhibition of 
growth. For those children the pediatric 
work group in ECCO recommends a three 
step procedure; 1. Subtotal colectomy with 
ileostomy 2. Reconstruction with protec-
tive ileostomy and 3. Stoma closure. Only 
for children who are in anabolic status 
and without steroids, a colectomy and re-
construction can be considered to be per-
formed at the same occasion [3-5]. 

Stoma problems in children
In children stomal prolapses of terminal 

and loop ileostomies are reported in 10-
45% which is more frequent than reported 
among adults. The reason is the intestinal 
mobility with frequent movements, soft 
tissues and soft attachments, even more 
typical for the youngest children [19, 20]. 

When deciding on the placement and 
size of the stoma in a child considerations 
have to be taken to the child´s short and 
broad abdomen and the growth. Because 
of the smaller area of skin bandaging can 
be troublesome. Furthermore some ado-
lescents prefer to have a very low stoma 
in order to hide it as much as possible. If a 
young child lives with a stoma for a longer 
time stricturing and narrowing of the sto-
ma should be controlled for because the 
opening of the stoma may not grow along 
with the child. Most IBD-studies on chil-
dren report on long intervals between the 
operation with subtotal colectomy/stoma 
and reconstruction; around 24 months (8-
40) [18, 21, 22]. The reasons for a prolonged 
time with stoma may be waiting to catch 
the growth, puberty or the final classifica-
tion to CD or UC. 

Reconstruction after subtotal colectomies 
in children/adolescents
The two reconstructive alternatives for 
children are; Ileal Pouch Anal Anasto-

misis (IPAA) and ileorectal anastomosis 
(IRA)[3-5]. There are advantages and dis-
advantages with both methods. IRA in-
volves little dissection in the pelvis, which 
is reported to save sexual function, fecun-
dity and fertility. Also the bowel function 
in young patients is reported to be better 
with IRA than among older patients. Furt- 
her on, since the IBD-diagnoses change 
in about 20-30% between childhood and 
adulthood IRA has been vowed for in or-
der to save rectum [3, 5, 12, 22-25] with the 
possible Crohn’s diagnoses in mind. The 
disadvantages with IRA is that a persis-
tent inflammation in rectum needs to be 

Picture 3. For biopsing there are special pediatric 
forceps.

Picture 1-2  Laparoscopic techniques are advantageous also in children. The technique can be challen-
ging since the instruments often are as long as the patient. The intraabdominal space is limited and 
there are no specially designed pediatric laparoscopic or robotic instruments (with consent from the 
parents). 

Picture 4-5. The pelvis in childhood and also in 
adolescence is narrow and small and the use of 
stapling instruments is difficult. Often anastomo-
ses will be hand sewn



IBD CONGRESS NEWS 2 · 2015 29

A SURGEONS
POINT OF VIEW

controlled and treated (3,4) and about 50% 
of those who had IRA as young will have 
another operation with IPAA later on in 
life because of malfunctioning or proctitis 
[3, 4, 23, 25]. IPAA is highlighted to be su-
perior because of the one reconstruction, 
with a better long term function [3, 21, 26, 
27]. A disadvantage with IPAA is mainly a 
higher frequency of pouchitis in children 
reported in 75% among children< 10 years 
old and 30-75% among 10-18 years old [21, 
26, 27] which is higher than among adults.

Surgery for Crohn´s disease
Surgical treatment for CD in children 
mainly aims to reduce inflamed area that 
has not responded to medical or nutrition-
al treatment, and to eliminate obstruction, 
fistulas or abscesses. Also in children of 
lower ages intestinal obstruction is primar-
ily treated by dilatations or stricture-plas-
ties rather than resections. If resection 
becomes necessary it must be as limited as 

possible and therefore peroperative intra- 
luminal endoscopy may be useful [1, 2, 5, 
11]. With or without a stoma, small child- 
ren depend much on the ileo caecal valve 
in order to slow down the intestinal transit. 

After resection of the valve possible loss 
of fluid and electrolytes must be replaced. 
If parts of ileum are resected deficits of 
iron, B-vitamins and Calcium must be cont- 
rolled for. 

Complications after abdominal surgery 
in CD in children are refistulating, infec-
tions and inflammatory relapse; simi- 
lar to those seen in adults. The difference 
is the child´s high sensitivity for diarrhea 
with loss of liquid and malabsorption 
which soon will affect the growth. Also 
repeated surgical procedures will accu-
mulate from childhood and become more 
numerous the earlier the first surgery was 
performed [2, 7]. 

Recto anal surgery
A perianal abscess once or twice during 
childhood has  not been shown to correlate 
with IBD. However, also in children ex-
tensive perianal pathology during several 
years may precede a final diagnos of CD [2, 
11]. If a fistulotomy is planned a preopera-
tive MRI of the pelvic floor is recommend-
ed. Transanal ultrasonography is usually 
performed in anesthesia or deep sedation 
since it is both painful and inconvenient 
for the child. General recommendation 
for treatment in children is to treat low 
fistulas with fistulotomy and high fistulas 
(above the dentate line) with a Seton [2, 5]. 
The overall frequency of recurrences after 
fistulotomy is reported to be 3% within 2 
years in children <16 years of age [28]. 

Cancer risk in patients with pediatric IBD 
diagnoses
The disease duration of IBD is reported to 
be a risk factor for the total life time risk 
of cancer. 

On the other hand, only early onset of 
UC has not been shown to bring a higher 
risk of colorectal cancer [4, 29, 30].

Pernilla Stenström
Pediatric Surgeon, MD, PhD

The Department of Pediatric Surgery 
Children’s hospital

Skane University Hospital in Lund
Lund University

Institution of Clinical Research
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The incidence of IBD has traditionally been higher in Hungary – in contrast to its neighbouring countries.
– Today we have 20 cases per 100 000 inhabitants per year, which makes the Hungarian incidence one 
of the highest in Europe, says Associate Prof Peter Lakatos. Prof Lakatos is the head of the Gastroentero-
logy outpatient clinic at the 1st Department of Medicine, Semmelweis University in Budapest, Hungary.

I
BD Congress News has come to the 
Hungarian capital in order to meet with 
Prof Lakatos and learn more about the 
treatment of IBD in the country.

Prof Lakatos has been working at the 
Semmelweis clinic since 1999. He is a 
member of EduCom in European Crohn’s 
and Colitis Organization (ECCO), which 
makes him the ideal person for us to talk 
to: One of the missions for EduCom is to 
strengthen the evidence-based knowl-
edge about IBD in all member countries of 
ECCO and beyond.

Prof Lakatos is also regular reviewer in 
many leading international journals in the 
field of Gastroenterology and Hepatology. 

During his career he has published more 
than 120 original papers including 20 book 
chapters. A search on PubMed/MedLine 
results in a total of 227 articles, with Prof 
Lakatos as one of the authors.

His primary research interest is the ep-
idemiology, outcome and biomarkers in 
prediction of disease progression and re-
sponse to medical therapy in IBD.

Was interested in genetics
Prof Lakatos father is a well-known and 
respected Gastroenterologist in Hungary.

– I followed in his footsteps, and wanted 
to be a doctor – already when I was four 
years old, he says.

This he explains with the fact that he 
sometimes at this age had to follow his 
father to the hospital when he was called 
there in order to take care of emergency 
patients.

Later in life he started at Semmelweis 
as a student, and soon developed a special 
interest in genetics, chronic liver diseases 
and endoscopy.

– After graduation, I started to work 
here and I finished my thesis and became 
a PhD in 2002. The thesis was about ge-
netics in chronic liver disease, but then I 
fully concentrated on IBD from 2002 and 
onwards.

This means that Prof Lakatos was in the 
right field – i.e. genetics – at the right time. 
NOD2/CARD15 had just been identified 
as the first gene important for developing 
Crohn’s disease (CD) and the field of ge-
netics caused a lot of interest for IBD re-
searchers.

In 2004 Prof Lakatos became a country 
representative for Hungary in ECCO, a po-
sition he still has. Now he is one of the six 
members of EduCom – prior to this he was 
a member of ECCO’s EpiCom.

We work together
Traditionally, in several East European 
countries the incidence of IBD has been 
low and is presently rising. But, as we al-
ready have stated, the incidence of IBD 
begun to rise earlier in Hungary.

Prof Lakatos believes this may be at 
least partly due to the mixed genetic back-
ground of Hungarians. The country once 
was in a union with Austria (1867 - 1918) 
and had a much higher input of people 
from central Europe, compared to the 
neighbouring countries.

– Today, the incidence here of CD and 
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of ulcerative colitis is roughly the same. 
But it used to be more UC. The pattern of 
first seeing an increase for UC, followed by 
an increase for CD is seen today in several 
other East European countries, he says.

Therefore Hungary has long experience 
in treating IBD, and the country has been 
successful in doing so. There is a special 
reason for the Hungarian success, accord-
ing to Prof Lakatos:

– The reason is that we work together 
– partly due to official request – in both 
treatment and monitoring. Today this is 
mandatory, according to our National in-
surance authority!

High figure for patients on biologics
Around 2005, corresponding to the in-
creasing availability of biologics, 16 nation-
al specialist IBD Centres were appointed. 
These Centres collaborate – in clinical 
outcomes, genetics, serology, translational 
science and monitoring of patients treated, 
Prof Lakatos explains.

– Four of those Centres are situated here 
in Budapest – and we here at Semmelweis 
is one of those. Today, between 1000 and 
1200 are being treated here, and approxi-
mately 30 % of our patients are on biolog-
ics, he continues.

Treatment with biologics has its own 
history in Hungary. 

– First, they were only available for in-
duction therapy, and had to be stopped 
after 12 months. But now we can also use 
them long term for maintenance.

There are at present totally 2 500 pa-
tients on biologics in the country today.

– Compared to our neighbouring coun-
tries, this is a high figure, Prof Lakatos 
points out.

Standard national procedure
There are clear rules for starting a patient 
on biologics.

– The patient has to fit the profile for 
starting. It includes a clinical score – Mayo 
score for UC and Crohn’s disease activity 
index (CDAI) for CD, biochemical mark-
ers, endoscopy/imaging/MRI findings and 
vaccination profile. It has also to be proven 
that previous therapies were unsuccessful.

All of this has to be done in a package, 
Prof Lakatos underlines.

There is still a stopping rule for UC after 
12 months. Not so for CD, but the benefit 
for the patient to continue on biologics has 
to be proven.

– Every third month the patient comes 

for evaluation. Every year you have to fully 
evaluate – including endoscopy and imag-
ing. It is a standard national procedure for 
Hungarian IBD patients – and to have that 
is unique!

After stopping therapy, the patient is 
followed for three months. If necessary, 
the stop can be re-evaluated and therapy 
started again.

Patients can attend their own MDT meeting 
25 - 30 % of CD patients, and 5 - 10 % of 
UC patients goes to surgery within 5 years 
from the start of their disease.

– The colectomy rates are quite low, 
compared to many other countries. They 
are higher at certain Centres, such as ours, 
with a high number of patients treated 
with biologics. We have more seriously ill 
patients here.

Four IBD specialists work at Semmel-
weis, together with four PhD and two en-
doscopy nurses and assistants. The ward 
has 10 beds for in-patients, and 8 beds for 
day-care infusion clinics.

– Surgery is performed here – 100 me-
ters further down the corridor. We have 
multidisciplinary clinics, where difficult 
patients are discussed by medical physi-
cians, surgeons and radiologists.

Prof Lakatos also underlines that the 
patient can attend these meetings, when 
their case is discussed.

– We offer them that, but very few actu-
ally do, he says.

Zsuzsanna Vegh is a PhD-student at Semmelweis.

Founded in 1769, Semmelweis University is the 
oldest medical school in Hungary.

Peter Lakatos with a patient at the infusion ward.
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Everything is available close by the unit. 
Prof Lakatos explains that the ultrasound 
is ten meters away and MRI is within 50 
meters.

– Infusion and endoscopy is situated one 
floor up. 

Act as one in IBD
The research at Semmelweis rests on two 
main pillars: Strategies for follow-up and 
studies. An example of the latter is a study 
on biosimilar efficacy and safety.

– We also perform epidemiology in 
adults and paediatrics. The Veszprem 
population based inception cohort has, to-
gether with western countries, generated 
much data.

The latest development includes cost-ef-
ficacy and outcome studies.

– We have access to the National In-
surance company’s IBD database, which 
we are currently evaluating for treatment 
strategy and patient management, Prof 
Lakatos says.

He returns to the fact that the success of 
the Hungarian group is that everything is 
done on a national level.

– Hungary is a small country with 10 
million inhabitants, so it has to be done like 
this. At the Centres, we act as one when it 
comes to IBD.

The national network is the key
We ask Prof Lakatos how he envisions the 
future for IBD in Hungary.

– A good level of care has now been 
achieved, and to hold the national IBD 
network together is the key for the future, 
is his answer.

Prof Lakatos adds that more drugs are on 
their way, and these will result in a more 
individualised care.

– National networks – to collect real-life 
data – are important for this too.

The pharma industry is actively collab-
orating.

– They need to co-operate with the na-
tional network, in transparent ways, in in-
vestigator-initiated studies.

Also public awareness of IBD has been 
raised in Hungary.

– We have an IBD-day, there have been 
different location events for the public, 
there is a web-presence and patient-groups 
that are active, Prof Lakatos summarises.

Loves sport and theatre
Prof Lakatos was born i Veszprem, which 
is one of the oldest cities in Hungary. It is 
situated in the western half of the country, 
approximately 110 km from Budapest. 

Here he started studying medicine.
Today he lives in Budapest with his fam-

ily, that includes two daughters – 9 and 6 
years old.

He tells us that he loves sports – espe-
cially skiing, which he goes to Austria for 
in the winter.

– During summer, I head for the seas and 
lakes.

Prof Lakatos has also a keen interest for 
the theatre. 

– Here in Budapest there are more than 
60 theatres, and when I was a student I 
could visit them twice a week. I like both 
classical plays and more modern drama. 
If I have to name just one favourite play-
writer, it would have to be Tom Stoppard, 
Prof Lakatos finishes by stating before he 
has to go back to work in the IBD ward at 
Semmelweis.

Per Lundblad
Petra Golovics is another PhD-student at Sem-
melweis.

Peter Lakatos at the entrance to his clinic in Bu-
dapest.
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CONGRESSES  2015-2016
European Society of Coloproctology
September 23 - 25 2015
Dublin, Ireland
www.escp.eu.com/

Falk Forum 48: IBD - but not as we know it!
September 25 2015
Glasgow UK
http://www.bsg.org.uk/images/stories/docs/event_docs/ff48_
glasgow_flyer2015.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

XXI Russian Gastroenterological Week
October 12 - 14 2015
Moscow, Russian Federation
www.gastro.ru/

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

UEG Week
October 24 - 28 2015
Barcelona, Spain
www.ueg.eu/week/

Falk Forum 47: IBD and related liver diseases
November 20 2015
Nottingham  UK
http://www.bsg.org.uk/images/stories/docs/event_docs/ff47_
nottingham_flyer2015.pdf

Advances in IBD
December 10 - 12 2015
Orlando, Florida
www.advancesinibd.com/

UCLH IBD Postgraduate Course
January 25 - 27 2016
London  UK
http://www.bsg.org.uk/images/stories/docs/event_docs/uclh_
ibd_postgrad15.pdf

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

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

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

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

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

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