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J
ust back from the IBD NORDIC conference I Stockholm. Lots of new in-
put, I especially enjoyed the talks on the real world story versus what the 
studies tell us when treating patients with biologics. There were one very 
good overview of new developments in IBD surgery, but the conference by 

large was perhaps too much oriented towards medical gastroenterology. Then 
there were the talks on the diminished need for surgery in the era of biologics. 
This need is too often in the chronically ill or intermittently ill patients defined 
by the gastroenterologist, who together with the patient has a hope that the 
revolutionary drug is just around the corner. Actually the colectomy rates in 
ulcerative colitis started to sink before the introduction of biologics. Maybe this 
is on the grounds that the indication of cancer and dysplasia are not so common 
anymore with good baseline 5-ASA treatment and improved overall care of IBD 
patients. However quality of life after a restorative proctocolectomy might be 
better than that for the medically treated UC patients (see ref 27 in Corinne 
Gower-Rousseaus article on patient reported outcomes in this issue of the IBD 
Congress news).

The real world data is better than those obtained from randomized controlled 
trials - this is difficult for a surgeon to grasp. In our practice we often say the 
reverse: In controlled studies the study arm performs better than in the real 
world. Might it be that the real world data in pharmacological treatment of IBD 
is the sum of the placebo effect and the drug effect? In the studies the drugs 
perform roughly 20 percent better than placebo in the short term and often the 
placebo effect is considerable. To me this is not to surprise, the clinical course 
of the diseases is unpredictable and it is not as one often gets the impression 
that if not treated, the patient will always deteriorate and end up in a disaster. 
We often see that after an ileocecal resection for Crohn’s disease - the patient 
gets well and stay well for the rest of her life without any additional treatment. 

Today pharmacological IBD treatments focus on the inflammatory pathways, 
not on the causes of inflammation. The drugs are acting on processes below the 
mucosal cell lining, but disease onset is probably a result of the breach of the 
mucosa. Treating the symptoms of inflammation is at best palliative - sometimes 
indeed it gives very good results, at least for a while. However more research 
from the pharma industry on disease prevention would be welcome. This might 
be hampered by the fact that the same biologicals can be used for a whole array 
of chronic inflammatory diseases. Let’s hope this reasoning is only that of a 
surgeon not able to understand the complexity of the IBD world.

Anyway going to congresses hearing talks, talking to people is always fascinat-
ing it gives mental input and hopefully good ideas for 
future research. Enjoy reading this Christmas issue of 
the IBD Congress News.
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IBD NORDIC CONFERENCE
The first IBD Nordic Conference was held in the Swedish capital Stockholm during November 10 to 11.
More than 200 delegates from the Nordic countries attended, and they were greeted welcome by Prof 
Tom Øresland, Norway, who also was the Chair of the Scientific Committee. In his welcoming address, 

Prof Øresland all encouraged them to talk to each other during the Conference.
Networking is what all these Meetings are about, he said.

T
he first Speaker at the Congress was 
Dr Hans Strid, Sweden, who talked 
about the interface of IBS and IBD.

High prevalence of IBS-like symptoms in 
IBD

He started by describing the two main 
diseases in IBD – ulcerative colitis (UC) and 
Crohn’s disease (CD) – and what charac- 
terize the two.

– Faecal calprotectin is an important 
marker for both. It increases with the de-
gree of inflammation, he said.

The recently updated criteria for IBS, 
states that for IBS there should be recur-
rent abdominal pain or discomfort at least 
3 days per months in the last 3 months, as-
sociated with 2 or more of: Improvement 
with defecation and onset associated with 
a change in frequency – or change in form 
(appearance) – of stool.

There are two subtypes of IBD. The first 

is IBS-D, which is the diarrhoea dominant 
subtype that gives the same symptoms as 
IBD, except rectal bleeding. The other is 
post-infectious IBS after an intestinal in-
fection, which is very similar to IBD.

– There is a high prevalence of IBS-like 
symptoms in IBD, Dr Strid pointed out.

The “brain-gut axis” is one of many 
shared mechanisms.

– In a 12-year longitudinal, popula-
tion-based study, anxiety and depression 
predicted the risk for IBS. Another study 
found that anxiety and depression were 
more common in IBD patients, compared 
with healthy controls.

Dysbiosis in microbiota is seen in both 
IBD and IBS. There is a change in compo-
sition and in diversity.

Shared pathological mechanisms
Dr Strid showed that similar mechanisms 
in IBD and IBS (visceral hypersensitivity, 
abnormal enteric nerves, abnormal moti- 

lity and an impaired ileal bile salt uptake) 
lead to accelerated transit and dysbiosis in 
gut microbiota.

Treatment of IBD patients with IBS-like 
symptoms is a clinical dilemma.

– The first thing is to find out what it is –  
active IBD with low-grade inflammation, 
or IBD with co-existing IBS?

Then what to do? If the patient has in-
flammation, this should be treated. But 
first exclude other causes of symptoms, 
such as infectious gastritis, celiac disease, 
lactose intolerance etc.

There are few trials on psychological or 
traditional IBS therapy, but Dr Strid had 
some advice on therapy:

– In diarrhoea serotonin receptor an-
tagonists can be used. For visceral hy-
persensitivity there are amitriptyline, 
anti-spasmodic, smooth muscle relaxants 
and tachykinin antagonists. For dysbiosis, 
probiotics, faecal transplantation and diet 
therapies can be considered.

IBD NORDIC
STOCKHOLM, SWEDEN
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He ended his talk by stating that he 
hoped he had convinced the audience that 
there is an interface between IBD and IBS.

– I think they have shared pathological
mechanisms, Dr Strid said.

More than 200 genes for IBD
– Why do only some people develop IBD, 
asked Prof Maria Abreu at the beginning 
of her lecture on the microbiome and deve- 
lopment of IBD.

There has to be a genetic disposition – 
but also epigenetics, colonisation of ente- 
ric flora and environmental factors to consi- 
der. Environmental factors are diet, anti-
biotics, mucosal disruption from NSAIDS, 
pathogens and stressors such as smoking.

– When you add up all these ingredients, 
you often get intestinal inflammation, Prof 
Abreu continued.

There are more than 200 confirmed ge-
netic loci for IBD. Many of them are shared 
with other diseases – but 30 are CD-specific, 
and 23 are UC-specific.

– Research in very early onset IBD has 
revealed that patients with IL-10 receptor 
mutations develop early aggressive CD. So 
can genes explain it all? I think there is a 
case also for the microbiome, the virome 
and the mycome, she said.

Anti-TNF and EEN reduce dysbiosis
Prof Abreu showed the differences in 
characteristics in the “healthy” versus the 
dysbiotic microbiome. The “healthy” mi-
crobiota has a high bacterial diversity with 
many firmicutes and less bacteroidetes. In 
dysbiotic microbiota this is reversed.

The enteric virome is abnormal in IBD 
and is disease-specific. She said it would 
be interesting to find out if this is a cause 
or an effect of IBD.

– Effective treatment with anti-TNF or 
exclusive enteral nutrition has been shown 
to reduce dysbiosis present in baseline.

Finally Prof Abreu presented data from 
a study that had found that IBD-patients 
have an increase in specific bacterial 
and fungal species compared with their 
first-degree relatives.

– A lot of progress has been made. We 
now know that changes in the microbiome 
in IBD takes place before the patient know 
they have IBD, she stated.

“A toxic regime”
Also Prof Chris Hawkey, UK, talked about 
very early IBD in his lecture on hemato-
poietic stem cell transplantation (HSCT).

 – Due to disrupted IL-10 signalling, 
children get horrible ileitis – often with 
fistulising disease, he said.

He talked about the evidence for allo-
geneic transplantation in CD. (Allogeneic 
= when the stem cells come from another 
person).

– It is a toxic regime, that can not be per-
formed in patients where there are other 
therapies to consider.

Prof Hawkey presented a case of autolo- 
gous HSCT in a patient with CD. (Autolo- 
gous = stem cells are removed from a per-
son, stored, and later given back to that 
same person).

– This patient had Crohn’s colitis since 
the 1980:s. In 2002 he received autologous 
HSCT, GI symptoms were resolved and 
for the next 10 years he had 4 colonosco-
pies that were histologically normal. His 
medical treatment was withdrawn, and 
he is still doing fine until this day. It was 
miraculous!

MSC can help fistulae healing
That was why the ASTIC trial was set up. 
It was a randomised trial on autologous 
HSCT in patients with resistant CD who 
had failed on three, or more, immunosupp- 
ressive drugs and were not amenable to 
surgery. They all went through conditio- 
ning, and then one group was randomised 
to have the transplantation. The endpoints 
were tough: Drug cessation, CDAI below 
150 and whole gut normal.

– Not to too much surprise, it did not 
work. Sustained disease remission was 
uncommon, but individual components 

did improve. The costs are unproportional- 
ly high, when we have biologics to treat 
them with.

However a study on mesenchymal stem 
cell (MSC) transplantation in patients with 
fistulae showed it can help fistulae healing, 
compared to placebo.

– My message is: Think of MSC for fis-
tulae, do not consider HSCT for the time 
being – except for a very few CD therapy 
refractory patients, Prof Hawkey ended 
his talk.

Environment main contributor to PSC
Many extra-intestinal manifestations 
(EIMs) run parallel with IBD.

– So treat IBD adequately, said Dr Jo-
hannes Roksund Hov, Norway. 

IBD NORDIC
STOCKHOLM, SWEDEN

Chris Hawkey
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He reminded the audience that drugs 
used also can cause EIMs, such as skin le-
sions, as a side effect.

In the Swiss IBD cohort study from 
2011, 32 - 41 % of IBD patients with EIMs 
at 10 year follow-up were reported. Corre-
sponding figure from a population-based 
European inception cohort 2015 was 17 %.

In his talk Dr Hov used primary sclero- 
sing cholangitis (PSC) as a model for EIMs. 
PSC mostly follows after IBD, but some-
times it is the other way around.

A study from 2016 had investigated 322 
IBD patients with magnetic resonance 
cholangiography in order to find out how 
common PSC really is. The known preva-
lence (based on clinical findings) is 2.2 %. 

– The study revealed it was much high-
er – 8,1 %! 6,8 % for UC and 9,1 % for CD. 
Interestingly, CD was higher.

He also said that smoking seems to 
be protective against PSC, according to 
studies.

– Coffee is also protective – but IBD is 
often worsened by coffee.

Patients with EIMs, at least PSC, seem to 
be part of a subgroup with in part different 
IBD phenotype and pathogenesis.

– My key message is that the main con-
tributor to PSC is not genes, but the envi-
ronment. That’s good news – if we can find 
exactly what, we can prevent PSC, Dr Hov 
finished.

CD is not a T-cell disease
CD is a chronic, potentially pan-gastro-in-
testinal disease, characterized by im-
mune-response directed against bacteria.

– It is formerly interpreted as a “T-cell- 
disease”, and treated with immunosupp- 
ressive drugs or anti-TNFs or integrins, 
said Prof Eduard F. Stange, Germany.

But, according to him, there are actually 
Crohn’s diseases, since it can occur in both 
the small intestine and the colon – where 
there are different defensins.

– How do you tell a T-cell to attack the 
ileum and not the colon, Prof Stange asked 
rhetorically. 

He continued by describing Paneth cells 
that produces defensins.

– In Paneth cells of CD patients, auto-
phagosomes engulf and destroy defensins 
containing granules. This is independent 
of inflammation but associated with AT-
G16L1 or NOD2 function mutations.

(ATG16L1 is a gene that provides in-
structions for making a protein called au-
tophagy related 16-like1. NOD2 is a gene 

that provides instructions for making a 
protein that plays an important role in im-
mune system).

This is linked to autophagy, and the sen-
sitivity for CD is 90 %.

– And that is fantastic!
Prof Stange ended by stating that CD 

patients monocytes cause an increased 
expression of antimicrobial peptides that 
downregulates the antimicrobial defense, 
and causes epithelial inflammation.

– CD is not a T-cell disease – it is due to 
a defensin deficiency, he said.

The Swedish twin studies
Dr Jonas Halfvarson, Sweden, talked about 
twin studies in IBD. He first explained the 
terms monozygotic pairs, i.e. concordant, 
where both individuals are identical. Dizy-
gotic pairs are discordant, non-identical. 

– By comparing monozygotic (MZ) and 
dizygotic (DZ) pairs, you can learn about 
genetic susceptibility, Dr Halfvarson said.

He continued by saying that in twin 
studies it is striking that MZ twins not only 
have the same disease – they also have con-
cordance in the phenotype of the disease.

– And this similarity is still present after 
10 years.

The concordance for CD and UC is higher 
in MZ twins, compared to DZ twins. The 
methylation profile is more similar in MZ 
than in DZ pairs, he continued.

– The microbiota is similar within both 
healthy and diseased pairs – but not in 
discordant pairs with CD. The microbial 
profile is associated with the phenotype, 
rather than the genotype.

Dr Halfvarson also spoke about the bar-
rier and mucosa. He said that there is an 
increased para-cellular permeability for 
MZ, compared to DZ.

– We see subclinical inflammation, cha- 
racterised by increased neutrophil activity, 
both in MZ and DZ.

His last statement was on serologic 
markers.

– Genetics seems to predispose to the 
anti-ompC (= outer membrane protein 

C) and anti-12 response, but less to ASCA 
(anti-saccharomyces cerevisiae antibody 
and anti-CBir1 (=anti-flagellin antibody) 
responses. 

 
No differences in Nor-Switch 
The introduction of biosimilars has cli- 
nical consequences. One of these is that 
more patients – especially with moderate 
disease – will be introduced to biosimilars.

– Patients will be introduced to biolo- 
gics earlier, will have intensified dosage 
and we will have more patients on combi-
nation treatment, Prof Bjørn Moum, Nor-
way pointed out.

The main driver behind this is that bio- 
similars have a lower cost. This will also 
mean that patients will not stop biologics 
on economic reasons.

The first biosimilar – CT-P13 which is 

“COFFEE IS ALSO PROTECTIVE
BUT IBD IS OFTEN

WORSENED BY COFFEE”

IBD NORDIC
STOCKHOLM, SWEDEN

Jonas Halfvarson

Eduard F. Stange
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a biosimilar to infliximab – was approved 
in Norway already 28th of February 2014. 
Data were extrapolated by EMA from 
rheumatology to gastroenterology, which 
made most gastroenterologists in Norway 
sceptical, Prof Moum continued.

– But today studies in CD and UC are 
reassuring.

The key question that remained was 
about interchangeability between CT-P13 
and originator infliximab (Remicade). 
The Norwegian Government budgeted 2,5 
million Euro to find out in a non-inferiority 
study called Nor-Switch. 

Prof Moum described the design of 
Nor-Switch. Patients who were on suc-
cessful treatment with infliximab were 
randomised to either switch to CT-P13, or 
to keep their infusion with Remicade.

– Nor-Switch showed that there are no 
differences between the two – in all indi-
cations, he underlined.

Here to stay
So the drug has become cheaper, but Prof 
Moum wanted to talk about other costs.

– In my hospital we have had a 50 % in-
crease in infusions. This has led to the need 
to employ more staff, set up more rooms 
and buy more equipment. Who will pay 
for this?

Another future question is if the reduced 
price by originator to match biosimilar is 
going to put the biosimilar out of business.

– And will reduced price affect funding 
for innovative therapy from big pharma? 
My feeling is that biosimilar producers are 
not so willing to fund research.

He concluded that biosimilars are here 
to stay; they are safe and resources are 
saved. But more biosimilars lead to a high-
er complexity.

Multiple second line therapies for UC are 
available
Prof Stange returned to the podium for a 
lecture on second line therapies in acute 
UC. He started by saying that 5-ASA and 
thiopurines reduce colectomy rates signifi- 
cantly.

– For biologics there are a substantial 
number of patients that do not respond. 
We do not have the perfect drug for UC.

Data published in 2005 showed that 
infliximab as rescue therapy in steroid re-
fractory UC saw 71 % of patients not being 
operated, while in the placebo group only 
33 % were not operated.

– My personal favourite is tacrolimus, 

due to its very short half-life. There are 
very few studies though – this is due to 
lack of interest from the pharmaceutical 
industry.

The colectomy rate with infliximab 
versus cyclosporine is approximately the 
same, according to a study from 2016.

In his conclusions Prof Stange said there 
are multiple second line therapies avai- 
lable.

– In frequent relapsers, use 5-ASA plus 
azathioprine as background medication. 
If patient is intolerant to azathioprine, use 
infliximab or vedolizumab depending on 
activity.

For repeated relapsers on azathioprine, 
with mild relapse, use vedolizumab – for 
the more severe, use infliximab.

– In acute severe relapse, my first per-
sonal choice is tacrolimus in azathio-
prine-naïve patients. If no response, using 
anti-TNF is possible, Prof Stange stated. 

 
Why we need therapeutic drug monitoring 
Loss of response to anti-TNFs is a major 
clinical concern, and a problem we always 
see in our clinic, said Prof Iris Dotan, Is-
rael.

– So is primary non-response. We see 
primary failure with anti-TNF agents that 
range from 19 to 58 %. Secondary loss of 
response occurs in up to 40 % of patients.

But there is also a positive side to anti- 
TNFs, she underlined.

Anti-TNF drug and antibody levels cor-
relate with clinical outcomes and mucosal 
healing.

Prof Dotan pointed out that when we 
dose on patient’s body weight, we assume 
a linear relationship between clearance 
and weight. 

– But most monoclonal antibodies do not 
exhibit this relationship.

Factors affecting drug levels include 
body mass, concomitant immunomodu-
lator use, serum albumin – and antidrug 
antibodies. 

– Immunogenicity increases drug cleara- 
nce, and may contribute to treatment fail-
ure. That is why we need to do therapeutic 
drug monitoring (TDM), she explained. 

Measuring anti-TNF drug levels and an-
tidrug antibodies may improve outcomes 
for patients with lack, or loss of, response.

The TAXIT and TAILORIX trials results 

IBD NORDIC
STOCKHOLM, SWEDEN

Bjørn Moum
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on TDM were disappointing, even though 
they showed improvement in secondary 
aspects. This could be due to problems 
in study design or patient selection, Prof 
Dotan continued.

– TDM assists in patient management. 
There are marginal prospective data to 
support proactive TDM. This means to add 
patient related factors to optimise therapy, 
was her final statement.

A need for good communication
Prof Dotan proceeded by talking about 
minimising the risk of biologics.

– There are main adverse effects of bio- 
logics, and recommendations for safety 
monitoring.

One risk is of serious infections. In 
clinical trials this risk generally is not in-
creased, but in cohort studies and meta- 
analyses an increased risk is observed.

– Therefore you should screen for infec-
tion, vaccinate and follow up, Prof Dotan 
established.

She stressed that there are greater risks 
of adverse events in older patients, primari- 
ly infectious complications.

On combining infliximab with azathio-
prine, the risks do not outweigh the greater 
efficacy for patients 35 – 65 years of age. 
But the risk of lymphoma may outweigh 
the benefit of combination therapy for 
those older than 65 years.

Biologics may (this needs further inves-
tigation) increase the risk of non-mela- 
noma skin cancer and melanoma – even 
though Prof Dotan pointed out that pa-
tients with IBD are at increasing risk of 
developing skin cancer at baseline.

– Therefore you need to advocate sun 
protection, perform a yearly dermatology 
evaluation and a proactive questioning.

There is however no increased risk for 
new or recurrent cancer in IBD patient 
with a history of cancer.

She ended her talk by underlining the 
need for good communication with the 
patient, and presented some tips:

– Discuss trade-offs, and have a plan. If 
the medication does not work, you stop it. 
Discuss prevention and realistic time hori-
zons – to first clinical remission, and when 
patient is expected to be steroid-free. Then 
plan for the next 6 months, and after that 
discuss the next one or two years. 

– Also discuss alternative mechanisms 
of action – reassure the patient that safety 
and safety assessment are improving.

Key criteria for study evaluation 
Next day of Congress began with two 
Speakers talking about biologics. Prof 
Stange was the first, and started by pre-
senting a diagram taken from a study. He 
then asked the audience what was wrong 
with it.

This caused a puzzled silence, until Prof 
Stange pointed out that the y-axis, showing 
percentage of patients in remission, ended 
at 20 %. The staple of 17,3 % in remission 
therefore looked much higher, compared 

to if the y-axis correctly had gone up to 
100. 

He talked about key criteria for study 
evaluation. The first was to ask if even if 
the study is statistically significant – is the 
benefit clinically relevant?

– Ask yourself, even if the study looks 
convincing, does it apply to my patient?

Other questions he encouraged the au- 
dience to ask themselves were: Even if 
there are additive effects of two drugs, is 
it worth the additive risk? If some end-
points, but not remission, show benefit – is 
it worth the effort and cost?

– And beware if results were normalised 
to responders only!

Prof Stange ended his talk by stating that 
biologics can help some patients.

– Real-world data are different, and they 
show this. But when reading clinical trials 
– always check the figures, he said.

Trials contribute to our understanding
The real world story was the title of Prof 
Gert van Assche talk. In this he established 
that both randomised controlled trials and 
real world experience are relevant.

– Clinical trials are from Utopia, patients 
enrolled do not represent the whole IBD 
patient population. But they contribute to 
our understanding too. However, we also 
need real-world data, he said.

Prof van Assche stated that we can make 
real-world data better.

– Precision medicine means selecting 
the best drug for a patient. But we need 
predictors of outcome, molecular markers 
and age-related risk assessment. We are 
not there yet.

We also need strict assessment of re-
sponse – in order to pay for performance. 
We are not yet there either.

– Finally, we need to initiate the best 
therapies early – and we are getting there, 
he stated.

In Prof van Assche’s summary, he said 
that Phase II and III clinical trials hap-
pen in a perfect world of patient selection, 
fixed dosing and stringent endpoints. He 
also said that the efficacy of thiopurines 
and biologics in real life are better than in 
clinical trials.

– Understanding the molecular and im-
munologic events associated with clinical 
response will guide us to precision medi-

“THERE ARE MARGINAL
PROSPECTIVE DATA TO

SUPPORT PROACTIVE TDM”

IBD NORDIC
STOCKHOLM, SWEDEN
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cine, was his final statement.
Then both Speakers had a debate.

The many factors of the exposome
Prof Severine Vermeire, Belgium, talked 
about the IBD exposome and genome. She 
started with genetics.

– The pivotal evidence came from the 
Swedish twin studies, published in 2003, 
she said.

Prof Vermeire continued by saying that 
very early onset-IBD seems to be a mo-
no-gene disorder.

– All patients have similar phenotype.
The first gene – NOD2/CARD15 – was 

identified in 2001, and is strongly associa- 
ted with CD. This finding proved that if we 
work together, we can find the genes, Prof 
Vermeire pointed out.

– Genome-wide association scans 
(GWAS) came in 2005. Instead of studying 
200 markers, we then could study several 
thousand. Today we have a huge number 
identified, more than 200. Many are com-
mon with other diseases.

Then she turned to the exposome – 
which means the complete environmental 
exposure on a human being from concep-
tion to death. It consists of many factors: 
Air pollution, stress, dietary factors, smo- 
king and drugs were some of those she 
mentioned.

– The gut is “seeded” at birth, so it is a 
part of the exposome. So is also antibiotics 
early in life, Prof Vermeire explained.

All of these have to be studied, and con-
sortias are needed in order to do that.

– We all need to work together, she ended 
her lecture.

Minimizing the surgical trauma
Dr Pär Myrelid, Sweden, is a Surgeon and 
he gave a lecture on evolving trends in IBD 
surgery. He started with an overview of 
mode of surgery in modern IBD treatment.

– Laparoscopy assisted surgery is here 
to stay – and to be developed. Enhanced 
Recovery After Surgery (ERAS) is as im-
portant. We aim for minimal resections, 
and we try to do strictureplasties, he told 
the audience. 

Why laparoscopy? According to Dr 
Myrelid, this is not only due to smaller 
scars. Minimizing surgical trauma has seve- 
ral other benefits – systemic inflammatory 
response to surgery and fewer complica-
tions were just two of those Dr Myrelid 
pointed out.

He continued with strictureplasties, 

and described a report published in 2016 
on ileocaecal strictureplasties in long ileal 
segment.

– In total 36 patients, anastomotic lea- 
kage was seen in 2 – and in both the anas-
tomosis could be rescued by additional 
suturing.

For perianal fistulas, a seton is still a 
good procedure. It does not cure, but helps 
the patient.

– Fistula plug has a rather poor outcome, 
and is also expensive. For LIFT (ligation 
of intersphincteric fistula tract) procedure, 
we need more reports. Rectal advancement 
flap is probably the best method so far, Dr 
Myrelid said.

The ADMIRE trial on stem cells injected 
around the fistulae tract showed good data 
for both remission and response, but also a 
very large placebo effect. More reports on 
this treatment are coming.

The Kock pouch – a good alternative
Dr Myrelid also talked about proctecto-
mies in IBD, and showed a study presented 
at the UEG Week on close rectal dissection 
versus TME. (See a report on this in a sepa- 
rate article from UEG Week in this issue).

Ileorectal anastomosis – IRA – is per-
formed in half of Swedish operations. IRA 
has no differences in QoL, compared with 
pelvic pouch, but is associated with better 
function, continence and less bowel move-
ments. The long term failure rate is simi-
lar to pelvic pouch – but IRA is associated 
with more urgency. It is also associated 
with less impaired sexual function and fe-
cundability.

– IRA carries a slightly increased risk for 
rectal cancer, so patients have to be selec- 
ted.

Transanal total mesorectal excision 
(TaTME) ileal pouch-anal anastomosis 
(IPAA) is easier for the surgeon, and a nar-
row pelvis is less of a problem. It uses a 
single circular stapled anastomosis rather 
than double stapling.

– We see a new type of complications 
with this technique – urethra injuries. 
And we do not know much about long term 
sphincter function, Dr Myrelid continued.

He ended his lecture by talking about the 
Kock pouch, or the continent ileostomy. 

– It is a good alternative in failed IPAA, 
or where IRA is not an alternative.

Data published 2016 on the Kock pouch 
showed that 79 % of a total of 85 patients 
underwent 235 re-operations over a time 
of 30 years. 187 were laparatomies, and 45 
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extra-abdominal procedures.
– These data are not worse than for any 

other pouch – and there are patients that 
have had their Kock pouch for more than 
30 years, Dr Myrelid finished.

Ustekinumab
A tandem talk on novel therapies for IBD 
was given by Prof Ola Winquist, immunolo- 
gist from Sweden, and Dr Halfvarson.

– IBD is extremely exciting – the im-
mune system meets the environment, and 
it all starts in the microbiota, Prof Win-
quist said.

He continued by talking about basic 
TNF biology and underlined that we are 
working with very complex mechanisms.

– Biosimilars – they are different from 
the original product. That is what we can 
see in a test tube. Is this of any conse-
quences for clinical practice, he asked Dr 
Halfvarson.

– Nor-Switch study found that there is 
no difference. And similar trough levels 
were observed, was Dr Halfvarson’s ans- 
wer.

He explained that the results support 
switching from originator infliximab to 
CT-P13 for non-medical reasons.

– But there are other ways than blocking 
TNF, isn’t there, he asked Prof Winquist.

Prof Winquist then described IL-12/
IL23 targeting with ustekinumab. Dr 
Halfvarson presented data from the UNI-
TI Phase III trial. These showed that treat-
ment with ustekinumab induced clinical 
response and clinical remission in patients 
with moderate to severe CD who had pre-
viously failed conventional therapy.

Other targets
Risankizumab is an IL-23 specific inhibi-
tor that binds the p19 subunit, continued 
Prof Winquist. A Phase II study presented 
at the DDW showed that it can achieve re-
mission in CD.

He continued with inhibition of the 
JAK/STAT pathway, and explained how 
this model of action works.

– Oral JAK inhibitor tofacitinib has 
shown clinical efficacy in UC. It has al-
ready been tested for rheumatoid arthritis, 
and now it is coming in IBD, Dr Halfvarson 
said.

– We can also add, instead of blocking, 
Prof Winquist said and talked about adding 
IL-10.

– But so far, studies have been negative. 
The effect of IL-10 in IBD has still to be 

shown, said Dr Halfvarson.
Integrin inhibition was the next topic for 

Prof Winquist. He described the mecha-
nism.

– As we have discussed at this Meeting, 
integrin inhibition with vedolizumab has 
shown efficacy in both trials and in the real- 
world, Dr Halfvarson commented.

Tomorrow’s therapy will be mechanism- 
driven 
SMAD7 is a protein that in humans is en-
coded by the SMAD7 gene. It is involved 
in cell signalling. SMAD7 is upregulated in 
the gut in IBD.

– It is an “inhibitor of the inhibiting 
pathway”, Prof Winquist explained.

Mongersen is an oral antisense oligonu-
cletide targeting SMAD7. Dr Halfvarson 
presented data from a Phase II trial on 
mongersen in CD. 

– It had an impressive response rate – al-
ready at week 2, he said.

Another way to address lymphocytes 
was described by Prof Winquist.

– Sphingosine-1-phosphate 1 (S1P) re-
ceptor agonist traps lymphocytes in the 
lymph nodes, he said.

Ozanimod is an agonist of S1P recep-
tor. Dr Halfvarson showed data from the 
TOUCHSTONE Phase II study on ozani-
mod for UC.

– It had significantly higher response 
rate than placebo.

At the end of their talk, Prof Winquist 
speculated about the future of IBD treat-
ment.

– IBD is not one disease, he said.
He continued by stating that we now 

have a fantastic palette of mechanisms to 
target, but we also have to know how to 
use it.

– Tomorrow’s therapy is going to be 
mechanism driven, with oral combinations 
that are patient tailored. And I totally agree 
that we need to take genetics in the deci-
sion of which treatment to choose, was his 
last message.

Many open questions on FMT
Faecal transplantation (FMT) has a very 
long history, starting in 4th century China. 
Prof Vermeire gave a lecture on the topic, 
and asked in the title of her talk if this is a 
blind end.

– Your gut flora is your friend – for food 
digestion, protection against pathogens 
and it provides essential nutrients (e.g. vi-
tamins) she started by stating.

IBD NORDIC
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Disturbance of the flora is linked to di- 
sease – IBD, diabetes, obesity, cancer etc.

The first published report of FMT in 
IBD came in 2003, six patients were treat-
ed with faecal enemas for 5 days.

– Symptoms improved from week 1. 
Clinical remission was seen in all patients, 
and 1 – 13 years afterwards – without any 
UC medication. There were no clinical, 
colonoscopic or histologic evidence of UC 
in any patient! But after that there was a 
silence for many years…

Prof Vermeire underlined that there are 
many open questions: Donor, bowel prepa-
ration, single or repeated installation are 
among them. She also said she was aware 
of movies on the internet on how to do this 
yourself at home, something she strongly 
advised against.

– I think that is dangerous!

Microbiome-based diagnostics
A trial performed in Leuven from 2016, 
had 8 UC- and 6 CD-patients that under-
went FMT.

– We did not see any difference in CD pa-

tients, with the exception for UC-like CD. 
In UC patients we saw some improvement.

For responders, a higher richness of bac-
terial flora was seen – in the donors. So do-
nors do make a difference.

Prof Vermeire ended by presenting a mi-
crobiome-based therapeutic model. This 
started with microbiome-based diagnos-
tics.

– Then follows a personalised treatment 
selection, based on metagenomic readout – 
that will lead to targeted microbiome mo- 
dulation, via custom probiotics cocktails, 
probiotics and FMT. So it is not a blind end!

Treat and monitor anaemia
Anaemia is the most common systemic 
complication and extraintestinal manifes-
tation of IBD. Iron deficiency is the most 
predominant cause of anaemia in IBD. The 
impact of anaemia on QoL in IBD patients 
is substantial.

This was pointed out by Professor Stefan 
Lindgren, Sweden. He also stated that he 
believe that anaemia is overlooked.

– Evidence for the benefit of treating 

iron deficiency without anaemia is not yet 
available in IBD patients. But iron deficien-
cy is an early development in iron deficien-
cy anaemia, Prof Lindgren underlined.

Anaemia should be treated, and intrave-
nous iron is the preferred treatment. It is 
a safe drug to administrate; according to 
Prof Lindgren the risk of overloading in 
IBD is low.

– Treatment goals are to normalise 
haemoglobin levels and refill iron stores. 
Regular monitoring of intravenous iron 
treatment effect should be performed af-
ter eight weeks. Then monitor for recur-
rence every three months, and consider 
retreatment when S-ferritin drops below 
100 ug/L.

A valuable instrument
Dr Myrelid described the Swedish IBD 
Registry – SWIBREG, a national multipur-
pose register.

Modern quality care in IBD is multi-
disciplinary, with gastroenterologists, 
paediatric gastroenterologists, colorectal 
surgeons, IBD nurses, radiologists, patholo- 
gists and nutritionists. 

– That is why we aim for a multipurpose 
register, he explained.

SWIBREG is also a useful clinical tool. 
– In the consultation situation with the 

patient, it gives an instant overview of the 
medical history. It is easy to show the de-
velopment of care to the patient.

In the consultation situation with col-
leagues, it is a valuable instrument at 
multidisciplinary meetings, Dr Myrelid 
added.

– The registry is an instrument to also 
measure quality in care, in order to see 
how your clinic is doing compared to other 
clinics in Sweden. It is also a tool for re-
search, with cohorts and randomised cont- 
rolled trials registered.

QoL, with a disease specific question-
naire and a generic questionnaire is in-
cluded. Also patient reported experiences 
measures (PREM) that enables evaluation 
of the department from the viewpoint of 
the patient, and valuation in comparison 
with other units.

– We have two patients represented in 
our Steering Committee, Dr Myrelid fin-
ished by saying.

Some novel markers look promising
Dr Halfvarson talked about biomarkers for 
diagnosis and monitoring.

– There is no biomarker to confirm the 

IBD NORDIC
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diagnosis of IBD. Existing markers – CRP 
and faecal calprotectin – reflect inflamma-
tion only, and are not exclusive for IBD. 
They also have poor ability to discriminate 
between UC and CD, he said.

Serologic markers are limited by modest 
sensitivity and genetic variants by low risk 
ratios.

– But some novel markers (protein pro-
files) look promising.

 In disease monitoring, faecal calprotec-
tin is valuable for following response and 
evaluating efficacy of therapy.

– Early detection – or prediction – of 
relapse, is feasible by consecutive mea- 
surements of faecal calprotectin. Also here, 
some novel markers (CD8 signatures) look 
promising, Dr Halfvarson summarised.

 
Always standardize endoscopic reading 
– Targets in clinical trials have evolved to 
patient reported outcomes and endoscopic 
healing, Prof van Assche said.

He continued by presenting the working 
definitions for mucosal healing in UC and 
CD, and scores for these. Then Prof van As-
sche shifted to central reading of endosco-
py in IBD clinical trials.

– Why is this good? Because we are 
all humans. Investigators are not equal-
ly skilled in scoring endoscopic lesions. 
Unsupervised scoring may lead to flawed 
inclusion and placebo effects, he said and 
provided some examples on this.

Upon defining endoscopic activity, Prof 
van Assche recommended for randomised 
controlled trials (RCTs) in CD the SES-CD 
score over CDEIS. For RCTs in UC, a Mayo 
score of 1 or less.

– In clinical practice, we want absence 
of activity. In CD this is Mayo 0, and in CD 
no ulcers.

He finished by encouraging everyone to 
always standardize their endoscopic rea- 
ding.

Biologics in pregnancy not associated with 
adverse outcomes
The last Speaker at the Congress was Prof 
Abreu, who talked on IBD and pregnancy.

– Many women with IBD are of child-
bearing age. The risk of adverse pregnancy 
outcomes and complications of labor and 
delivery are increased compared to the 
general population, she said.

To achieve or maintain remission during 
pregnancy, it is recommended that most 
IBD medications are continued.

– Steroids are not significantly associa- 

ted with birth defects, but there is a risk. 
However, if a woman flares during her 
pregnancy it is important to get her bet-
ter as quickly as possible – and steroids do 
that, she pointed out.

Thiopurines are controversial. They are 
graded D by the FDA in USA.

– D is bad. But thiopurines in pregnancy 
are not associated with significantly raised 
risks.

On anti-TNFs, Prof Abreu said that sig-
nificant placental transfer of infliximab 
and adalimumab has been documented 
with levels being present for up to 6 
months from birth.

– A study from 2016 concluded that use 
of biologic agents in pregnancy and de-
tectable levels in infants at birth were not 
associated with a significant increase in 
adverse outcomes. 

Communicate with the patient and the 
team
If your IBD patient wants to become preg-
nant preparation for this is important. First 
review medications and optimise. Stop 
methotrexate and Asacol HD.

– Confirm that the patient is in remis-
sion, by using faecal calprotectin and colo-
noscopy. Update health care maintenance: 
Surveillance colonoscopy, pap smear, 
vaccinations, laboratory markers such as 
vitamin D and iron status etc, Prof Abreu 
advised.

Then communicate with both the pa-
tient and the team.

– The patient needs education on med-
ication safety and disease risk. This helps 
compliance.

Communicate with the obstetrician 

that most IBD medications are low risk in 
pregnancy (except methotrexate) and can 
be continued during pregnancy and lacta-
tion. Mode of delivery is per obstetrician 
discretion, except with active perianal di- 
sease at the time of delivery and perhaps 
a J-pouch.

– To the paediatrician: No live vaccines 
in the first 6 months, if infant is exposed 
to biologic in utero. All other vaccines can 
be given on schedule. Also monitor for in-
fections.

And with this, the first Nordic IBD 
Congress had come to an end. There was 
no doubt that it was a large success, and 
plans are already in motion for it to return 
in 2017.

 

Per Lundblad

 Maria Abreu
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IBD NORDIC
POSTER AWARD

STOCKHOLM

IBD NORDIC 2016 POSTER AWARD
Of all posters submitted to the IBD Nordic Conference, the Scientific Program Committee selected one 

for the IBD Nordic 2016 Poster Award. This was rewarded with a Research Grant of 2.500 Euro.

T
he Committee first selected the top 
five, for which the Authors were 
invited to present in person on the 
second day of the Conference. The 

winner was then presented at the end of 
that day.

The five best posters were: 
• Rapid faecal calprotectin test and 

symptom index for monitoring the 
disease activity in colonic IBD, by An-
na-Maija Puolanne, Kaija-Leena Kol-
ho, Marti Färkilä, Finland. 

• Biosimilar infliximab is not inferior to 
originator infliximab: Results from the 
52-week randomised NOR-SWITCH 
trial, by Kristin K. Jørgensen, Inge C. 
Olsen, , Guro L. Goll, Norway, Merete 
Lorentzen, Nils Bolstad, Espen A. 
Haavardsholm, Knut E.A. Lundin, 
Cato Mørk, Tore K. Kvien, Jørgen 
Jahnsen, Norway.

• Phenotype correlation in IBD in regard 
to serological biomarkers. Is there a 
relevance? by Trond Espen Detlie, 
Norway.

• Restorative proctocolectomy with two 
different pouch designs, by Marie- 
Louise Sunde, Tom Øresland, A.E. 
Færden Norway.

• Variations in the use of biologics in the 
Norwegian Health Regions. Results 
from a large registry study, by Hans 
Olav Melberg, Sandre Svatun Lirhus, 
Marte Lie Høivik, Bjørn Moum, Nor-
way.

The winner
After the last Session, the winner was an-
nounced: It was Hans Olav Melberg who 
received the Award.

IBD Congress News congratulates!

Per Lundblad

Anna-Maija Puolanne, Kristin K. Jørgensen, Trond Espen Detlie and Marie-Louise Sunde.

Hans Olav Melberg
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IBD AT THE UEG WEEK
VIENNA, AUSTRIA

IBD AT THE UEG WEEK 2016
Approximately 13.300 participants from a total of 114 countries came to Vienna, the capital of Austria 
to attend Europe’s largest Congress on Gastroenterology – the UEG Week. In 2016 it was held from 
October 15th to 18th. As usual, the post-graduate course was given two days prior to the Congress. 
2.479 participants attended that. Also 118 members of the press came to Austria Vienna Center, just by 
the river Danube, where the Congress took place – and IBD Congress News was of course represented.

A
t the Opening Session, Prof Mag-
nus Simrén, Sweden, Chair of the 
Scientific Committee and Prof Mic- 
hael Manns, President of the UEG, 

Germany, greeted all delegates welcome 
to Vienna. 

As IBD always is a key topic on the 
UEG Week agenda, the Session started 
with Prof Manns introducing Prof Julian 
Panes, Spain, as the first Speaker. Prof 
Panes is also the President of ECCO (Eu-
ropean Crohn’s and Colitis Organisation). 
His topic was new treatment guidelines for 
ulcerative colitis (UC).

 
Increased linkage of anti-TNF
Prof Panes began by underlining that our 
target when treating UC should be to aim 
for endoscopic remission – not only for 
clinical remission. He underlined that in 
UC, even mild disease affects the patient’s 
Quality of Life (QoL).

– In order to get there, we must adapt 
our therapy based on predictors: Clinical 
assessment, biomarkers, histology and mo-
lecular signatures, Prof Panes said.

He continued by describing factors in-
fluencing tissue levels of biologic drugs.

– There is no clear advantage with using 
therapeutic drug monitoring. According to 
the TAILORIX study, dose adjustment on 
clinical symptoms works as well.

A study from 2016 showed that inflamed 
segments of tissue levels of anti-TNF are 
considerably lower than blood and healthy 
tissue levels. 

– It is demonstrated that there is an in-
creased leakage of anti-TNF antibody, both 
for infliximab and adalimumab. We may 
not reach the levels needed in inflamed 
tissue, Prof Panes pointed out.

 

New drugs in development 
Therefore we are coming back to drugs 
with small molecules. Prof Panes listed 

several differences between biologics and 
small drugs.

– In chemical entities, pharmacokinet-
ics (PK = what the body does to the drug) 
is usually independent of pharmacodyna- 
mics (PD = what the drug does to body). 
For therapeutic biologics, PK is often de-
pendent on PD.

For chemical entities, PK is usually linear. 
   – This means that if you double the dose, 
you double the effect. That therapeutic 
biologics often have non-linear PK, were 
some of the differences Prof Panes under-
lined.

There are many new drugs in develop-
ment, and Prof Panes showed results for 
tofacitinib for induction therapy in pa-
tients with UC, presented at ECCO earlier 
this year.

– The OCTAVE induction 1 and 2 stu- 
dies showed that a greater proportion of 
patients treated with tofacitinib, a janus 
kinease – or JAK – inhibitor, achieved 
remission, mucosal healing and clinical 
response at week 8, compared with those 
treated with placebo. It is a promising new 
option in UC.

He also presented promising data on 
ozanimod, a sphingosine 1-phosphate 
(S1P) 1 and 5 receptor modulator. 

– It represents another way to address 
lymphocyte circulation. Efficacy outcomes 
at week 8 was 16,4 % for clinical remission 
for 1 mg ozanimod (6,2 % for placebo), 58,2 
% for clinical response (placebo 36,9 %) 
and 34,3 % for endoscopic response (pla-
cebo 12,3 %).

Prof Panes ended his talk by presenting a 
hypothetical algorithm for steroid-free UC 
therapy in 2020, in which both tofacitinib 
and ozanimod had their place.

Julian Panes
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Trial on laparoscopic resection versus in-
fliximab 
The presenting first authors of the top 5 
submitted abstracts to the UEG Week are 
awarded The Top Abstract Prize. The prize 
money of 10.000 euro is to be spent on fu-
ture research.

During the Opening Session, 4 of the 5 
Top Abstracts were presented. Dr Joline 
de Groof, The Netherlands, was the first. 

She presented the results from the LIR!C 
trial. This compared laparoscopic ileocecal 
resection versus infliximab treatment pa-
tients with recurrent Crohn’s disease (CD) 
of the distal ileum with respect to QoL and 
costs. 

It is a multicenter randomised clinical 
trial, where a total of 143 patients were 
randomised to receive either infliximab, 
or undergo a laparoscopic ileocolic re-
section. Primary outcomes were QoL and 
costs. Secondary outcomes were hospital 
stay, early and late morbidity, sick leave 
and surgical recurrence.

– The hypothesis was that for these pa-
tients laparoscopic ileocolic resection is 
more effective than infliximab in impro- 
ving QoL, and also associated with a lower 
cost, Dr de Groof explained.

Room for shared decision-making
The primary endpoint measure was In-
flammatory Bowel Disease Questionnaire 
(IBDQ), which is a disease-specific ques-
tionnaire. The secondary outcomes were 
morbidity, endoscopy at 12 months, days 
on sick leave and the patient not being able 
to participate in social life.

Dr de Groof presented data that showed 

that the mean total cost at 12 months in the 
laparoscopic arm was 10.724 euro, and in 
the infliximab arm it was 19.655 euro. 

– We found that laparoscopic ileocecal 
resection was as effective as infliximab in 
improving QoL – but not significant better 
on the IBDQ. 32 % of patients with inflixi- 
mab discontinued, and 20 % needed sur-
gery within one year, she said.

4 % of the patients with surgery started 
infliximab within one year, Dr de Groof 
added.

In her conclusions she stated that lapa-
roscopic ileocecal resection and infliximab 
treatment are comparable in terms of their 
impact on quality of life.

– So there is room for shared decision- 
making! Patients should be informed about 
the laparoscopic ileocecal resection, she 
stated. 

An important question for clinical practice
After the Opening Session, many parallel 
Sessions started. One of this was entitled 
Established and new drugs in IBD. Prof 
Jean-Frédéric Colombel, USA, was the 
Chair, and he began by presenting data 
from the IM-UNITI study. The study was 
on the efficacy and safety of dose adjust-
ment and delayed response to ustekinu- 
mab in moderate to severe CD.

– The study objectives were to answer 
two questions: Among induction non-res- 
ponders, can subjects benefit from an addi-
tional dose of subcutaneous ustekinumab? 
This is a very important question for clini-
cal practice, Prof Colombel said.

The second question was to find out 
among randomised subjects who enter the 
maintenance trial in response – and subse-
quently lose response – if there is a benefit 
with dose adjustment?

– We are already doing that with ot- 
her biologics, but we need to find out with 
ustekinumab.

In his conclusions he said that they 
found that subjects who were initial in-
duction non-responders can benefit from 
continued treatment with at least one dose 
of subcutaneous ustekinumab 8 weeks af-

ter induction.
– In subjects who received ustekinu- 

mab every 12 weeks and subsequently met 
loss of response criteria, dose adjustment 
to every 8 week provided some additional 
benefit, Prof Colombel continued.

He added that no new safety signals 
were observed among delayed responders 
or dose adjustment groups.

 
Therapeutic drug monitoring with vedol-
izumab should be considered 
Prof Severine Vermeire, Belgium, pre- 
sented data on vedolizumab exposure.

– Our aim was to study the correlation 
between serum vedolizumab trough con-
centration – and clinical, biologic and en-
doscopic recurrence in real-life practice, 
she explained.

75 patients (46 CD and 29 UC) initiated 
vedolizumab 300 mg intravenously at Leu-
ven IBD center. Their serum levels were 
taken at trough (= just before next infusion, 
the lowest value) during induction week 2 
and 6, and early maintenance week 10, 14 
and 22.

– At this dosing regimen, we observed 
substantial variability in vedolizumab drug 
concentrations between patients, Prof Ver-
meire reported.

In UC, a significant correlation between 
serum vedolizumab drug concentrations 
and clinical and endoscopic response was 
observed as early as week 2 and 6. In bio-
logic responders with CD in remission, a 
significant impact of higher vedolizumab 
trough concentration was seen.

– Taken together, our data suggest that 
therapeutic drug monitoring with vedo- 
lizumab should be considered – and fu-
ture studies should investigate if expo-
sure-based treatment can improve out-
comes, Prof Vermeire summarised.

70 % non-responders or loss of response 
to initial anti-TNF therapy
Anti-TNFs have proven efficacy in CD and 
UC patients. However, a considerable pro-
portion of patients does not respond to 
therapy or lose response over time.

Limited data are currently available on 
risk factors for non-response or loss of 
response to anti-TNF therapy. But some 
contributing factors include demogra- 
phics, disease characteristics, prior treat-
ment history and modifiable factors – such 
as smoking and obesity.

This was pointed out by Prof Laurent 
Peyrin-Biroulet, France.

“4 % OF THE PATIENTS WITH 
SURGERY STARTED INFLIXIMAB 

WITHIN ONE YEAR”

IBD AT THE UEG WEEK
VIENNA, AUSTRIA
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– We need more data, he said.
He presented a study that aimed to 

measure the incidence of primary non-re-
sponders or secondary loss of response to 
anti-TNF therapy in a real-world setting, 
using a large multicenter prospective co-
hort of IBD patients. Also to identify pre-
dictors for non-response, or loss of res- 
ponse.

– More than 1.000 patients were inclu- 
ded, all anti-TNF naïve, Prof Peyrin-Birou-
let continued.

The study found that at least 70 % of IBD 
patients either did not respond to, or lost 
response, to their initial anti-TNF therapy.

– Among both UC and CD patients, 
IBD-related hospitalization was the most 
common primary non-response indicator. 
We also found that IBD-related hospitali-
zations and dose escalation were the most 
common secondary loss of response indi-
cators, he said.

Predictors of non-response or loss of res- 
ponse included for UC patients absence of 
rectal bleeding and/or moderate to severe 
endoscopic scores.

– For CD patients predictors were higher 
CRP values and/or a higher number of soft 
or liquid stools per day, Prof Peyrin-Birou-
let said.

Real-life therapeutic management of IBD
The management of IBD has evolved in the 
last decade. There is a high use of thiopu-
rines, and an increasing use of anti-TNFs. 
Combination therapy (anti-TNFs and thio-
purines) is more effective than monothera-
py with each drug.

– But the impact of combination therapy 

trials on real-life practice is unknown. And 
the magnitude of withdrawal in real-life 
practice has never been assessed, said Dr 
Julien Kirchgesner, France.

He presented a study with the objective 
to assess the real-life therapeutic manage-
ment of IBD, including treatment with-
drawals, surgery rates and hospital stays 
in the current era of anti-TNFs. It was a 
population study, based on French admini- 
strative health databases.

The conclusions were that in France the 
majority of incident patients treated with 
immunosuppressive drugs are treated using 
a step-up approach.

– It starts with thiopurines monother-
apy, follows with high exposure to anti- 
TNFs and a low rate of surgery, Dr Kirch-
gesner told the audience.

His other conclusion was that treatment 
withdrawal in IBD is more common than 
expected.

 
12 % of paediatric patients failed remis-
sion 
Dr Lucas Wauters, Belgium, ended the 
Session with a study on characteristics of 
children with CD failing sustained remis-
sion despite anti-TNF exposure.

It was a study on longitudinal data col-
lected yearly from Belgian children and 
adolescents with CD, with a follow-up of 
5 years or more. The aim was to compare 
anti-TNF exposed CD patients with and 
without sustained clinical remission.

– After 5 years, 12 % of children with CD 
failed sustained remission, despite anti- 
TNFs. Patient phenotype and treatment 
strategy did not predict failure to reach 
sustained remission, Dr Wauters reported.

Mild disease may not trigger appropriate 
treatment and lead to complicated disease 
course, he added.

– We found that paediatric follow-up 
and infliximab were associated with sus-
tained remission, was his final conclusion.

Success for transition programme 
There was more on paediatric IBD at the 
UEG Week.

Professor Britta Siegmund, Germany, 
talked about the Berliner Transitions Prog- 
ramme (BTP) established in Germany.

IBD can be an extremely debilitating 
condition, and one of the key issues con-
cerning clinicians is the transition from 
paediatric to adult care. This is fraught 
with difficulty and – with the incidence 
of paediatric IBD currently rising – many 

young people enter adult care with ext- 
reme and complex forms of the disease 
which is often mismanaged. 

The lack of support and effective mana- 
gement during the transition can have se-
vere consequences for both the individual 
and the healthcare system. 

The BTP has reported its first successes 
in safe and effective transition of child-
hood IBD patients into adult care. The 
programme lasts two years for each child, 
and involves close collaboration between 
paediatricians and adult care colleagues.

– Following the success of results in other 
disease areas, IBD was incorporated in the 
programme two years ago, said Prof Sieg-
mund, herself a member of the BTP task 
force.

Transition programmes are initiated in 
the paediatric setting and involve a gra- 
dual process aimed at building young per-
sons understanding of their condition to 
help prepare them, and their families, for 
a move into adult care, she continued.

– So far, our experience demonstrates 
that the young people taking part have ar-
rived into adult care very positively.

Can serve as a role model
As well as IBD, the BTP also includes other 
long-term paediatric conditions – such as 
juvenile diabetes, epilepsy, arthritis, kid-
ney disease and asthma.

– When a patient is included in the prog- 
ramme, a case manager is assigned who 
takes care of all the practical issues, main-
tains contact with the patient throughout 
the process and ensures that they are com-
fortable throughout the programme. The 
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patient can see both their paediatrician 
and their new treatment team during the 
transition, Prof Siegmund said.

Providing all the materials, structure 
and support required to transition child- 
ren safely, she hoped that the success of 
the programme will provide a framework 
that can be incorporated across the rest of 
Europe.

– The BTP can serve as a role model that 
can be adapted to the health service in 
each country, she explained.

One of the critical success factors for 
the programme is to ensure that children 
are transitioned into the care of specialists 
who really understand adolescents and are 
willing to invest the time in them. 

– All physicians who agree to take part in 
the programme fulfil this requirement and 
are committed to the success of the pro-
ject, Prof Siegmund ended her talk.

Different therapies for different patients
A Session entitled Future drugs in IBD, at-
tracted a vast number of delegates – even 
though the room was large, the seats were 
quickly filled up so many had to remain 
standing along the walls.

Chair Prof Silvio Danese, Italy, spoke 
in his introductory State-of-the-Art lec-
ture about the importance of personalized 
medicine. 

– In medicine of the present we have one 
treatment that fits all. The medicine of the 
future will include blood, DNA, urine and 
tissue analysis together with biomarker dia- 
gnostics. This will lead to different ther-
apies for different patients, depending on 
the outcome of the investigation, he stated.

Prof Danese also underlined that the 
problem is to know if we are treating our 
patients with the right drug and the right 
mechanism over time.

– IBD changes over time, he stressed.

Genes modulated
Dr Sudha Visvanathan, USA, talked about 
a Phase II study on risankizumab in anti- 
TNF experienced patients with active CD. 
Risankizumab is a humanized monoclonal 
antibody targeting interleukin 23A.

– Risankizumab induced changes in 
CRP, fecal calprotectin and serum IL-22 
over time, he said.

The superior efficacy observed with 
risankizumab in active CD patients at week 
12 was associated with significant changes 
in the gene expression profile in both colon 
and ileum from baseline to week 12. 

– In the colon, risankizumab treated pa-
tients that were in CDEIS (Crohn’s Disease 
Endoscopic Index of Severity) response at 
week 12 had a differentiated profile to pla-
cebo, Dr Visvanathan pointed out.

In colon and in ileum, genes associated 
with unique and common pathways were 
modulated by risankizumab. 

Common pathways included hypoxia, 
IFN-alpha response, coagulation, epithe-
lial-mesenchymal transition, IL-6 JAK/
STAT signaling and TNF-alpha signaling. 

Unique pathways included angiogenesis, 
heme metabolism, apical junction/surface, 
fatty acid metabolism and peroxisome.

– Treatment with risankizumab is sug-
gested to more strongly modulate selected 
genes in pathways associated with second 
messenger mediated signalling, cellular 
defence response, cell-cell adhesion and 
cellular homeostasis – as compared to 
anti-TNF therapy, was Dr Visvanathan’s 
summary.

Ustekinumab and endoscopic healing
A study on the efficacy of ustekinumab for 
induction and maintenance of endoscopic 
healing in patients with CD was presented 
by Prof Paul Rutgeerts, Belgium. 

It was conducted as a dedicated sub-
study of the UNITI and IM-UNITI trials, 
designed prospectively to evaluate endo-
scopic healing with ustekinumab in the 
Phase III CD UNITI studies. Consenting 
subjects underwent colonoscopies at in-
duction weeks 0 and 8 and maintenance 
week 44.

– We saw that reduction from baseline in 
SES-CD (Simple Endoscopic Scale for CD) 

scores at week 8 of induction was signifi-
cantly greater in subjects receiving usteki-
numab versus placebo, Prof Rutgeerts said.

A three point SES-CD improvement was 
also significantly greater with ustekinu- 
mab compared to placebo.

– Maintenance endoscopic data suggest 
beneficial effect, especially for ustekinu- 
mab every 8 week dosing, though inter-
pretation is limited by small sample size. 
These data support the efficacy of usteki-
numab in inducing and maintaining endo-
scopic healing of the mucosa in CD, Prof 
Rutgeerts concluded.

Two JAK-inhibitors
Filgotinib is an oral, potent, highly selec-
tive inhibitor of Janus kinease 1 (JAK1). 
JAK1 inhibition suppresses signaling for 
(pro)inflammatory cytokines. It has pre-

Silvio Danese
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viously been shown safe and effective in a 
Phase II program in rheumatoid arthritis 
patients.

Prof Severine Vermeire presented data 
from the week 10 results of the FITZROY 
Phase II study in CD. She reported that fil-
gotinib is the first JAK1 selective inhibitor 
in CD to show clinical efficacy – supported 
by endoscopy – histopathology and CRP.

– We saw improvement of patients QoL, 
measured by IBDQ in patients with mode- 
rate to severe CD and an acceptable safety 
and tolerability profile. These results sup-
port further development in IBD, Prof Ver-
meire summarised.

Tofacitinib is an oral, small molecule 
JAK inhibitor that is being investigated 
for UC. Julian Panes presented a study that 
aimed to investigate the effect of baseline 
disease severity and prior anti-TNF thera- 

pies on tofacitinib efficacy and patient re-
ported outcomes in pooled data from OC-
TAVE induction 1 and OCTAVE induction 2. 
   – At week 8, significantly more patients 
with moderately to severely active UC 
achieved remission and mucosal healing 
with tofacitinib versus placebo, Prof Panes 
said.

The observed treatment effects were 
similar in patients with and without prior 
anti-TNF exposure or failure. Compared 
with placebo, tofacitinib improved patient 
reported outcomes at week 8 – regardless 
of prior anti-TNF therapies, Prof Panes 
stated.

Anti-TNF therapy and surgery
Surgery in IBD was the headline for anot- 
her Session. Dr James Rees, UK, was the 
first Speaker, and he talked about out-
comes of emergency admissions with CD 
in adults in England.

It was a retrospective cohort study, 
using Hospital Episode Statistics. It 
showed that for patients with a first emer-
gency admission between 2004 and 2014 
hospitalization and one-year mortality fell 
significantly.

– The use of surgery and anti-TNF thera- 
py rose, said Dr Rees.

The need for surgery during admission 
was associated with male gender, younger 
age and non-white ethnicity.

– Use of anti-TNF therapy on admission 
was associated with lower rates of surgery 
immediately and within one year, and with 
lower rates of emergency admission, he 
summarised.

Dr Shiko Takashima, Japan, talked about 

“Reset” surgery. This she defined as the 
resection of intestinal lesions with fistula 
and/or stenosis.

– The effect of Reset surgery before 
starting anti-TNF therapy is unclear. The 
aim of our study was evaluate the effect of 
anti-TNF therapy for CD patients who un-
derwent Reset surgery, Dr Takashima said.

Her conclusions were that Reset surgery 
was not so effective, and that the endo-
scopic recurrence was significantly higher 
in anti-TNF refractory patients.

– Remaining inflammatory lesions are 
significantly correlated with the endo-
scopic recurrence in anti-TNF refractory 
patients. Therefore patients may need ad-
ditional treatments beside anti-TNF – or 
an increase in the dosage of anti-TNF, she 
summarised the study’s findings.

Laparoscopy versus open surgery
CD is a chronic illness that interferes with 
the daily life of those affected. Surgical 
treatment is required in about 80 % of 
patients during the course of the disease. 
More than 25 % will require subsequent 
surgical resections for recurrent disease 
within ten years, and QoL is often wors-
ened by intestinal surgery.

This was pointed out by Dr Imerio Ang- 
riman, Italy. He presented a study that 
aimed to assess the impact of minimally 
invasive surgery on QoL after ileocolonic 
resection for CD.

– In our study group 46 patients had 
minimally invasive surgery for terminal 
ileum CD while 66 patients had open sur-
gery for the same indication.

The first finding of the study was that 
QoL is essentially predicted by current 
disease activity.

– Better QoL and lower recurrence rate 
in the laparoscopic group is mainly due 
to accurate selection of patients, Dr An-
griman continued.

There is a clear beneficial effect of mini-
mally invasive surgery on body image.

– Minimally invasive surgery also ten- 
ded to be associated with a less frequent 
CD recurrence. But further randomised 
controlled trials are necessary to clarify 
the actual impact of laparoscopic surgery 
on QoL in CD patients, Dr Angriman con-
cluded.

Close rectal dissection versus mesorectal 
excision
Proctocolectomy or completion proctecto-
my in IBD patients is frequently compli-

Shiko Takashima
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cated by disturbed perineal wound healing 
and presacral abscess formation. 

Close rectal dissection (CRD) has been 
regarded as an improved surgical tech-
nique for benign conditions that could re-
duce this complication by leaving the rec-
tal mesentery in situ – to minimize dead 
space cavity compared to total mesorectal 
excision (TME).

Dr Joline de Groof presented a study 
that had compared perineal wound healing 
in UC and CD patients undergoing TME 
or CRD.

– Mesorectum is composed of adipose 
tissue. Mesentric adipose tissue has been 
implicated in CD pathology – one of the 
hallmarks of CD is the wrapping of me- 
senteric adipose tissue around the intes-
tine, she pointed out.

The aims of the study were to compare 
outcomes after CRD and TME in IBD pa-
tients and to analyse differences in perineal 
wound healing. Fifty-nine patients (17 
UC/42 CD) were included. 

– We found significantly more perianal 
complications and impaired healing in 
CD patients, especially after CRD. But no 
differences in outcomes between the tech-
niques in UC, Dr de Groof said.

These findings can probably be exp- 
lained by the increased pro-inflammatory 
myeloid cell population with decreased 
wound healing macrophages, irrespective 
of the presence of a defunctioning stoma. 

– Mesorectal excision seems to be of cru-
cial importance in CD, she ended her talk.

Incidence of IRA failure
20 – 30 % of UC patients will require colec-
tomy. Current guidelines recommend Ileal 
Pouch Anal Anastomosis (IPAA) as recon-

struction technique. However, ileorectal 
anastomosis (IRA) is still performed.

Dr Mathieu Uzzan, France, presented 
a study with the main objective to deter-
mine incidence of IRA failure in UC pa-
tients who underwent subtotal colectomy 
followed by IRA.

– The secondary objectives were to de-
termine factors associated with IRA fai- 
lure, and to determine rectal neoplasia and 
cancer incidence and associated factors, he 
explained.

It was a multicenter retrospective cohort 
study where 343 patients from 13 French 
centers were included.

Median follow-up after IRA was 10,6 
years. IRA failure rates were estimated at 
27 % and 40 % at 10 and 20 years, respec-
tively. Multiple immunomodulatory thera- 
pies prior to colectomy was associated 
with IRA failure.

– IRA might be an option for UC patients 
having a colectomy for acute severe coli-
tis and being naïve to immunomodulatory 
therapies prior to colectomy. But prospec-
tive studies with a long term follow-up as 
well as QoL studies comparing IPAA and 
IRA are needed, Dr Uzzan said.

The risk of rectal neoplasia after IRA for 
UC is relatively low, but remains at a clini-
cally relevant rate.

– Endoscopic surveillance of the rectum 
is required – which is an easy procedure. 
Patients at risk (PSC, prior colonic neopla-
sia) should undergo IPAA to narrow the 
risk of post colectomy intestinal neoplasia. 
But also in this regard, further studies are 
required, Dr Uzzan said.

UC patients may benefit from appendec-
tomy
The aim of the PASSION study is to exami- 
ne the effect of an appendectomy to modu- 
late the disease course. It is a prospective 
study with two participating centers. Early 
results from the study were presented by 
Dr Saloomeh Sahami, The Netherlands. 

– Patients with therapy refractory UC, 

and referred for proctocolectomy, were in-
vited to undergo laparoscopic appendecto-
my first. The primary endpoint was clinical 
response at 3 months and after 12 months, 
Dr Sahami told the audience.

In total, 30 patients (57% female) under- 
went appendectomy. After three months, 
clinical response was seen in 16 patients 
(53%) of whom 7 (30%) were in remission 
(7 patients refused endoscopy at this time 
point).

– Our conclusion is that therapy refrac-
tory UC patients may benefit from appen-
dectomy. We saw at least 30 % clinical 
response, of which 56 % had endoscopic 
remission. This effect can be maintained 
for a longer period of time. However, fol-
low up for at least 2 years is warranted to 
exclude a possible placebo effect. So long 
term results are needed, she ended her talk 
– and with that also the Session.

Geographic differences 
In a Session on complications in IBD, Dr 
Johan Burisch, Denmark, talked about 
anaemia.

– Anaemia is the most common compli-
cation of IBD. The impact of anaemia on 
the QoL of IBD patients is substantial, he 
started by saying.

Anaemia is an indicator of the level of 
global IBD care and inflammation control. 
But only few population-based inception 
cohorts exist from the era of biological 

Saloomeh Sahami

“MESORECTAL EXCISION
SEEMS TO BE OF CRUCIAL

IMPORTANCE IN CD”
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therapy and early aggressive treatment 
with immunomodulators.

The EpiCom study is a European in-
ception cohort study, investigating occur-
rence, treatment strategies and disease 
course of IBD in Eastern and Western Eu-
rope. Dr Burisch presented a study with 
the aim to investigate the occurrence of 
anaemia during the first year of disease, 
and potential differences between Eastern 
and Western European centers.

29 centers – 20 from Western Europe 
and 9 from Eastern Europe – with a total 
of 827 IBD patients participated.

– The frequency of anaemia was high 
at diagnosis, but decreased during fol-
low-up. More Eastern patients than Wes- 
tern patients remained anaemic. These 
geographic differences might be caused by 
differences in awareness of anaemia, global 
care and inflammation control and the use 

of biological therapy, Dr Burisch summa-
rised the findings.

Consensus on therapeutic targets
Dr Burisch was, together with Sandro Ar-
dizzone, Italy, the Chair for a Session titled 
What is success in treating IBD?

Prof Gert van Assche, Belgium, talked 
about defining the target for treatment. He 
pointed out that patients and payers have 
different positions on therapeutic targets.

– Patients want normal lives, no proctec-
tomy and stoma, minimal side effects, no 
social restrictions and infrequent doctor 
visits. Authorities and payers want one tar-
get for all diseases, pay for performance, no 
disability and a low cost for care, he said.

Prof van Assche presented the STRIDE 
program. This was initiated by the Inter-
national Organization for the Study of 
Inflammatory Bowel Diseases (IOIBD). 
It examined potential treatment targets 
for IBD to be used for a “treat-to-target” 
clinical management strategy using an ev-
idence-based expert consensus process. A 
Steering Committee of 28 IBD specialists 
developed recommendations based on a 
systematic literature review and expert 
opinion.

– So what did the STRIDE experts come 
up with, he asked and showed their recom- 
mendations on selecting therapeutic tar-
gets in CD.

Clinical: Resolution of abdominal pain 
and normalisation of bowel habit – objec-
tive evidence of bowel inflammation is re-
quired for clinical decisions. 

Endoscopic: Absence of ulcers. CPR and 
calprotectin are adjunctive, not a target. 
Imaging and histology are not a target. But 
when endoscopy cannot adequately eva- 
luate inflammation, resolution of inflam-
mation should be decided by imaging.

– The recommendations for selecting 
targets for UC are clinically the resolution 
of rectal bleeding and normalisation of the 
bowel. Objective evidence of bowel inflam-
mation is required for clinical decisions. 
Endoscopically, Mayo 0 is optimal, Mayo 1 
is minimal. Assessment should take place 
3 – 6 months after treatment initiation (if 
patient is symptomatic). Histology is sen-
sitive, but not a target. Neither are CRP and 
faecal calprotectin.

Prof van Assche ended his lecture by 
talking about patient reported outcomes.

– They are necessary, but not sufficient. 
There is a poor correlation between symp-
toms and disease activity in CD. For endos-
copy, the target is absence of ulcers. For UC 
it is Mayo 1 or 0 – but I think it will be 0 in 
the future, he summarised.

Strategies for self-evaluation and man-
agement
Empowerment of patients is a key step in 
chronic disease management, including 
IBD, said Prof Pierre Michetti, Switzer-
land.

– Physician-patient relationship is where 
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 empowerment should take place to en-
hance adherence and to develop self-effi-
cacy, he stressed.

Prof Michetti presented strategies to 
promote self-evaluation and management. 
These included patients reported out-
comes and new indexes adapted to mobile 
technologies, improved self-evaluation 
tools such as home calprotectin tests, apps 
collecting patient reported outcomes for 
communication with health-care provi- 
ders and online adherence monitoring.

– They all depend on improved patient 
knowledge. This evolution participates in 
the improvement of IBD care: It promotes 
early treatment, adherence and prevents 
bowel damage.

The process is ongoing in several coun-
tries, mostly in Europe and Prof Michetti 
ended by stating that it will probably be 
supported by payers as it may reduce med-
ical costs.

Surgical outcome – a team effort
Is surgery in IBD always a failure – or an 
option? This question was the title of a lec-
ture given by Prof Willem Bemelman, The 
Netherlands.

According to him, surgery can be a failure. 
   – If there is a large inflammatory mass in 
CD requiring extensive surgery, or emer-
gency colectomy in the exhausted patient. 
But this is a failure for the multidisciplinary 
team, Prof Bemelman underlined.

There is a changed treatment paradigm 
in diagnosis of flare and monitoring. Clini- 
cal remission does not determine clinical 
course, instead inflammatory structural 
parameters do.

For perforating CD, early surgery is war-
ranted if mucosal healing is not achieved 
with optimized medical treatment.

– Then resect the source organ in order 
to avoid collateral damage. Do this single 
stage and laparoscopic!

Prof Bemelman drew attention to the 
fact that failure of medical treatment may 
lead to failure of surgery.

– Inadequate treatment and inadequate 
monitoring can lead to too late surgery. 

He emphasized that surgical outcome is 
a team effort, that includes the radiologist, 
gastroenterologist, surgeon, dietician, pat- 
hologist and anesthesiologist. Surgery as 
an alternative for long term maintenance 
therapy has low morbidity, low impact on 
QoL, gives good function and a “normal 
life”.

– Failure or success of surgery largely 

depends on the referring gastroenterolo-
gist and the quality of the multidisciplinary 
team. Surgery is always an alternative! 
There are surgeries as an alternative to 
maintenance therapy – with a consulta-
tion with a surgeon and shared decision 
making, and there are surgeries as damage 
control of failing medical therapy – where 
there is no choice, he ended his talk.

And with that, IBD Congress News also 
ends its report from UEG Week in Vien-
na. Next year the Congress will be held in 
Barcelona, October 28 – November 1. Save 
the date!

 

Per Lundblad
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PATIENT-REPORTED
OUTCOMES IN IBD
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PATIENT-REPORTED OUTCOMES IN IBD:
A NEW ENDPOINT IN CLINICAL PRACTICE?
Ulcerative colitis (UC) and Crohn’s disease (CD) are chronic, disabling inflammatory bowel diseases 
(IBD). Their clinical course is characterized by a progressive intestinal damage due to inflammatory 

diseases flares leading to an accumulation of disability.

S
everal studies have shown that thi-
opurines, antitumor necrosis factor 
(anti-TNF)-α, anti-adhesion mole-
cules, monoclonal antibodies target-

ing the IL-12/IL-23 or IL-23/IL-17 path-
ways, and inhibitors of JAK-3 may change 
the natural course of IBD (1-9). However 
loss of response is not rare and the require-
ment for surgery remains high in the era of 
biologics in IBD (10,11).

To measure the evaluation of disease 
severity and the efficacy of medical thera-
pies, Peyrin-Biroulet et al. (12) in a recent 
comprehensive literature search proposed 
a preliminary set of criteria that could be 
used to classify IBD disease severity in-
cluding 3 domains of disease severity: i) 
measurable inflammatory burden (C-re-
active protein, mucosal lesions, upper 
gastro-intestinal involvement and disease 
extent); ii) disease course (structural dam-
ages, history/extension of intestinal resec-
tion, perianal disease, number of flares 
and extra-intestinal manifestations), and 
iii) impact of the disease on the patient 
(clinical symptoms and patient-reported 
outcomes (PROs)) (12).

Patient-reported outcomes (PROs) are 
now becoming important endpoints in 
clinical trials in the field of IBD (13) and 
were recently selected as treatments tar-
gets by an expert group of 28 IBD special-
ists (14). A number of disease-specific and 
generic questionnaires have been devel-
oped and validated for the assessment of 
PROs including QoL, fatigue, work produc-
tivity, disability, and depression/anxiety 
in IBD (15-21). QoL is the most intensively 
studied PROs in IBD. It is usually assessed 
with the IBD Questionnaire (IBDQ) and/
or the non disease-specific Short Form-36 
(SF-36) questionnaire (13). A limitation of 
the IBDQ is that it was developed in the 
late 1980’s when there was no Food and 

Drug Administration (FDA) guidance for 
PROs development. Also, the IBDQ was 
not developed through worldwide studies. 
Fatigue, measured using Functional As-
sessment Chronic Illness Therapy-Fatigue 
(FACIT-T) (18,19) is frequently reported by 
patients with IBD, whether in remission 
(in 41-48%) or during diseases flares (in 
86%) (22). Fatigue is strongly associated 
with poor health-related QoL, disability, 
and depression in IBD even if the disease 

activity is controlled (22). The burden of 
IBD has an impact on work productivity. 
The Work Productivity and Activity Im-
pairment Questionnaire (WPAI) measures 
absenteeism, presenteeism, work produc-
tivity, loss and overall activity impairment, 
and has been used in IBD studies (23-25). 
In an Hungarian population-based study 
of patients with IBD, the average cost of 
productivity loss due to disability and sick 
leave with a human capital approach was 
1,450 and 430 €/patient/year in IBD, re-
spectively (26).

Thanks to a 10-year international col-
laborative effort between the Internation-
al Program to Develop New Indexes for 
Crohn’s Disease (IPNIC) group, the In-
ternational Organization for the study of 
Inflammatory Bowel Disease (IOIBD) and 
the World Health Organization (WHO), 
the Inflammatory Bowel Disease Disa-
bility Index (IBD-DI) has recently been 

validated and described in a French popu-
lation-based study (20). The mean and In-
ter Quartile Range [IQR] value of IBD-DI, 
ranged from 0 to 100, was 35.3 [19.6-51.8]. 
Female gender (p<0.001), clinical disease 
activity (p<0.0001) and disease duration 
(p=0.02) were significantly associated with 
higher IBD-DI scores. IBD-DI values were 
highly correlated with IBDQ (p<0.001) 
and SF-36 (p<0.05) scores. These data 
have recently been confirmed in a study 
performed by Lee et al. (27) in a popula-
tion-based study from New-Zealand of 
patients with restorative proctocolectomy 
with ileal pouch-anal anastomosis. Lee et 
al. confirmed that IBDQ was well correlat-
ed with the IBD-DI and found that IBD-DI 
scores were associated with higher indi-
rect medical costs and perioperative com-
plications (27). Another very interesting 
finding in this study is the lower level of 
IBD-DI observed in the restorative proc-
tocolectomy with ileal pouch-anal anas-
tomosis group as compared to medically 
treated patients (27).

Depression and anxiety are generally 
evaluated by using the Hospital Anxiety 
and Depression (HADS); the scale ranges 
from 0 to 21 for anxiety and for depression, 
with score from 0 to 7 for a “normal per-
son”.

PROs should play a major role in IBD 
and a recent elegant study has been per-
formed in France in 1185 IBD patients 
affiliated with the French national IBD 
association (28). From January to June 
2014, 1185 patients filled out six self-ques-
tionnaires: quality of life 9QoL, according 
to the Short Inflammatory Bowel Disease 
Questionnaire (SIBDQ) and the Short-
Form-36 Questionnaire (SF-36); fatigue 
(the Functional Assessment of Chron-
ic Illness Therapy-Fatigue (FACIT-F)); 
work productivity (the Work Productivity 

“PROs WILL BE A MAJOR
PRIMARY ENDPOINT OF
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and Activity Impairment(WPAI) ques-
tionnaire); disability (the Inflammatory 
Bowel Disease Index (IBD-DI)); and anx-
iety/depression (the Hospital Anxiety and 
Depression scale (HADS)). Around half 
of patients reported poor QoL (SIBDQ < 
45; 53.3%), severe fatigue (FACIT-F < 30; 
47,4%) and/or depression (HAD-D > 7; 
49.4%). One-third of the patients reported 
anxiety (HAD-A > 7; 30.3%) and/or mod-
erate (22.4%) or severe (11.9%) disability. 
About half of them reported presenteeism 
and moderate-to-severe loss of work pro-
ductivity and loss of activity. Poor QoL, se-
vere fatigue, severe disease-related disabil-
ity, and/or high WPAI were all associated 
with female gender, unemployment, and 
disease activity. Poor QoL, severe fatigue, 
and high WPAI were also associated with 
the use of tumor necrosis factor antago-
nists. A history of surgery was associated 
with poor QoL, whereas age was associat-
ed with severe fatigue. Severe depression 

was associated with female gender and 
disease activity (28).

In conclusions, the disease burden is 
very high in IBD, with poor QoL, fatigue, 
work impairment, and depression in half 
of patients. PROs will be a major primary 
endpoint of future trials. FDA guidance 
is needed to develop additional PROs for 
IBD that can be incorporated into trials, to 
better compare patients’ experience with 
different therapies.

Corinne Gower-Rousseau
MD, PhD

Epimad Registry, Public Health Unit, 
Lille Hospital University
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SATELLITE SYMPOSIUM
TAKEDA

UEG WEEK VIENNA

P
rof Severine Vermeire, who was the 
Chair, began by showing a film in 
which a CD patient described how 
Crohn’s disease (CD) affected his 

life.
– CD is a truly progressive disease, even 

if the patient does not have symptoms, Prof 
Vermeire said after the screening.

Surgery for CD increases over time, even 
if we now see some encouraging signs of a 
decline. 

– But we are not there yet, Prof Vermeire 
added.

Take both physicians and patients goals 
into account
There are a number of different endpoints 
or treatment goals for IBD.

– What matters to physicians – clinical 
remission and mucosal healing – may not 
be what patients see as most important, she 
underlined.

There are several long-term effects of not 
controlling disease activity – nutritional 
deficiencies, osteoporosis and dysplasia 
were some Prof Vermeire described.

– Avoidance of side-effects and fatigue, 
and improved quality of life are important 
features reported by patients. Treatment 
decisions should take into account both 
physicians’ and patients’ goals, she stated.

MRI the choice for imaging
10 years ago the goals of therapy in IBD 
was different, compared to today, said Prof 
Markus Neurath, Germany.

– Then the goals were to treat symptoms, 
induce remission and treat on flare. Today 
they are to treat symptoms and lesions 
early – with a long-term strategy. 

There is no universal definition on mu-
cosal healing in CD, but in essence it is 
resolution of ulcers on endoscopic assess-
ment, he continued.

– Further definitions may include his-
tological resolution of inflammation. We 
know from many studies that mucosal 
healing is associated with reduced need 
for hospitalisation and surgery, reduced re-
lapse rate after drug withdrawal and a im-

proved quality of life, Prof Neurath stated.
He also talked about imaging, and sta- 

ted that MRI is the technique of choice for 
this.

– The treat-to-target concept – a thera-
peutic concept with well defined specific 
physiological targets – is important for fu-
ture clinical trials. Due to the progressive 
and destructive nature of CD, new thera-
pies need to be safe, deliver sustained ef-
fectiveness and be convenient for patients, 
were his conclusions.

Real-world data
Professor Peter Gibson, Australia, talked 
about using vedolizumab to optimise out-
come in patients. He pointed out that for 
both CD and UC, 27.000 patients now have 
been treated with vedolizumab.

– Efficacy messages from real-world and 
long-term experience are that the effec-
tiveness confirms what was seen in regist- 
ration trials. But there is a slow onset of ac-
tion, so don’t expect a rapid response.

Prof Gibson underlined that one may 
need up to 6 months or longer to achieve 
best response. 

– Mucosal healing rates progressively 
increase with ongoing treatment.

He illustrated this by presenting data 
from the VICTORY consortium, where 
the real-world effectiveness and safety of 
vedolizumab in moderate-severe CD were 
assessed.

– For mucosal healing, 20 % of patients 
achieved this at week 26. But at week 52 
the figure was 63 %! It is a continuing effect 
– and 90 % of these patients had previous 
anti-TNF exposure, Prof Gibson said.

Safety seems to be sustained. Malignan-
cy is very uncommon.

– The GEMINI studies saw no increased 
risk of any infection – serious or opportuni- 
stic. Less than 5 % of patients had infu-
sion-related reactions.

He summarised that real-world data are 
overall reassuring. There are however new 
reports on arthraligias and increased risk 
of post-operative surgical site reactions 
that require more data and observation.

Per Lundblad

ADDRESSING PATIENTS’ NEEDS IN CD
In a Satellite Symposium at the UEG Week, sponsored by Takeda,

the long-terms goals of treatment for CD were discussed.

Severine Vermeire Markus Neurath

Peter Gibson
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SATELLITE SYMPOSIUM
JANSSEN PHARMACEUTICAL

UEG WEEK VIENNA

P
rof Severine Vermeire, who was the 
Chair, greeted all delegates wel-
come.

– In our therapy we focus on clini- 
cal remission, to keep the patient off ster-
oids and to achieve mucosal healing. But 
how good are we at that?

Anti-TNF associated with skin lesions
Prof Vermeire continued by presenting 
data from the SONIC study.

– It is the most powerful study on com-
bination therapy (anti-TNF and azathio-
prine). Nearly half of patients did not reach 
clinical remission, and more than half of 
patients did not reach mucosal healing, 
she pointed out.

A case presented by Prof Vermeire in-
cluded a patient that was resected for CD, 
and then became ill again. The patient was 
the treated with anti-TNF that caused re-
mission, but then skin lesions developed 
instead.

She continued by stating that a study 
published 2016 had found that 29 % of 
patients treated with anti-TNF developed 
skin lesions.

– In 11 % of patients, the skin lesions 
were reasons to stop therapy.

The patient in her case was switched to 
ustekinumab. Then the lesions vanished.

Dr Vermeire ended her lecture by under-
lining that after five years of current treat-
ment only 10 – 20 % of patients are in full 
clinical and endoscopical remission. 

Current therapeutic options are not 
enough
Dr Alessandro Armuzzi, Italy, presented 
an algorithm on management of CD.

– But we still see several of our patients 
developing stricturing and fistulising di- 
sease. Many go to surgery, he said.

One third of CD-patients become ste- 
roid-dependent after one year.

– And only some patients can benefit 
from thiopurines in CD. Probably they are 
the “mild” cases.

Anti-TNF: Only one third of patients 
have full benefit from them after one year.

– Primary non-response in real-life se-
ries is seen in 10 – 20 %. There are no re- 
liable predictors for this. Secondary non- 
response rate is 15 – 20 % per patient-year 
of follow up – and no reliable predictors.

He ended his talk by asking the following 
question to the audience: 

– Do your patients frequently ask if there 
are more therapeutic options for IBD (that 
are not available yet)?

A large majority answered yes.

A newcomer in IBD
– After 20 years we now have other choices 
of therapy, said Prof Laurent Peyrin-Birou-
let, France.

He presented ustekinumab, that inhibits 
IL-12 and IL-23-mediated signaling, cellu-
lar activation and downstream cytokine 
production.

– It is a newcomer in IBD, but we already 
have knowledge of safety, since it is already 
used in plaque psoriasis and psoriatic 
arthritis, Prof Peyrin-Biroulet continued.

He presented the UNITI Phase III 
Crohn’s program. In this, a significant 
effect of ustekinumab on endoscopic im-
provement was seen after only 8 weeks.

It also demonstrated a change in CRP 
concentration through week 44 – it was 
much higher in placebo.

– Faecal calprotectin also correlated 
with this.

In his conclusion, Prof Peyrin-Birou-
let stated that ustekinumab induces and 
maintains clinical response and remission 
in both anti-TNF naïve and anti-TNF fail-
ure patients.

– Overall, ustekinumab has a favourable 
risk/benefit ratio. The next steps include 
to position ustekinumab in our therapy, 
Prof Peyrin-Biroulet ended his lecture.

Per Lundblad

HOW CAN WE SUPPORT THE PATIENTS 
IN THEIR PURSUIT OF DISEASE CONTROL?

Unmet needs for Crohn’s disease (CD) patients, their current therapeutic options and future compounds 
were the topics for a Satellite Symposium at the UEG Week, sponsored by Janssen Pharmaceutical.

Alessandro Armuzzi, Severine Vermeire and Laurent Peyrin-Biroulet.
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ABBVIE
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I
n his opening statement, Prof Laurent 
Peyrin-Biroulet, France, who was the 
Chair, said that we have learned from 
rheumatology to look beyond symp-

toms in order to prevent damage.

Patients could be found before symptoms
Moderate to high-risk patients need in-
tensive therapy before they develop bow-
el damage, Prof Jean-Frédéric Colombel, 
USA, established.

– We can use simple – although as yet 
mostly unvalidated – demographic and 
clinical features to risk-stratify patients, 
and help guide the therapeutic strategy, 
he said.

There is a window of opportunity – if 
you treat early, you may block damage.

– But not all patients need top-down, 
Prof Colombel underlined.

He demonstrated a validated web-based 
patient communication tool – PROSPECT 
(Personalised Risk and Outcome Predic-
tion Tool) – and how personal risk for the 
patient is presented after all data had been 
fed into it.

– It turns complex clinical data into pa-
tient-friendly results. It will be available 
for Crohn’s disease (CD) later this year. 
Work on ulcerative colitis is also ongoing. 
Use it – and show the result to the patient, 
he encouraged the audience.

Immune-mediated diseases have a pre-
clinical period, which may be amenable 
to intervention – patients could be found 
before onset of symptoms.

– Data from the US Army showed in-
creased microbial antibodies up to six 
years before diagnosis, Prof Colombel said.

CD Disease Severity Index
Prof Peyrin-Biroulet talked about redefi- 
ning disease severity in IBD.

– Why redefine? Because most treat-
ment algorithms stratify patients by di- 
sease severity, typically based on clinical 

symptoms at a given time, he said.
He underlined that intestinal damage 

begins soon after onset of inflammation, 
sometimes in the absence of significant 
symptoms.

A literature review performed by a 
working group identified three domains: 
Impact on patients, inflammatory burden 
and complicated disease course. This re-
sulted in a table of markers for severe di- 
sease in CD.

– The work resulted in the CD Disease 
Severity Index (CDSI), with a score. We 
are going to start validating it now.

Mucosal lesions and bowel damage 
are considered to be the most important 
attributes associated with disease severity 
for CD.

– In UC, disease severity is more de-
pendent on symptoms and impact on daily 
life – although mucosal lesions are again 
considered the most important attribute, 
Prof Peyrin-Biroulet continued.

Many factors, including – but not limited 
to – disease activity, need to be considered 
to understand the total impact of IBD on 
patients, he said in his summary.

– Once validated, the disease severity 

index may provide a useful tool for patient 
assessment, and for identifying patients 
who require intensive treatment.

Online tool with cases
Prof Subatra Ghosh, UK, ended the sympo-
sium by talking about IBDVia.

– It is a decision-analysis training tool 
with patient case exercises to predict IBD 
management strategies and outcome, Prof 
Ghosh explained.

The cases are based on real cases, sup-
ported by clinical evidence and approved 
by IBD experts. It is totally web-based, 
requires no software installation, is touch-
screen compatible and has modern naviga-
tion. Go to www.ibdvia.com.

He presented a case to the audience, 
who could follow the work-up. In the de-
bate afterwards, Prof Ghosh stressed the 
need to consider a strategy for the patient’s 
future already at diagnosis.

– Do not just settle for a diagnosis, was 
his take-home message.

 

Per Lundblad

PREVENTING COLLATERAL
DAMAGE IN THE IBD PATIENT

Using disease assessment and prognostic factors to optimise clinical outcomes was
discussed in a Satellite Symposium at the UEG Week, sponsored by AbbVie.

Laurent Peyrin-Biroulet, Jean-Frédéric Colombel and Subatra Ghosh.
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F
irst Speaker was Prof Iris Dotan, Is-
rael, who talked about immunomod-
ulators.

– The first thing we need to con-
sider is the impact of UC on patients. They 
have similar – or even greater – impair-
ments of quality of life (QoL) as patients 
with other chronic medical conditions, she 
stressed.

Benefits and limitations
Prof Dotan also pointed out that we in our 
clinic see the impact of health-related as-
pects of the disease – but not the social and 
psychological impact of UC. After descri- 
bing the conventional and biologic thera-
pies for UC management, she focused on 
thiopurines.

There are benefits: Thiopurines give 
effective maintenance of remission, can 
reduce or eliminate the use of anti-TNFs 
and gives improved efficacy of anti-TNFs 
in combination.

– But there are also limitations – slow 
onset of action, suboptimal safety profile 
with an increased risk of complications 
and infections, GI tolerability issues and 
patients have concerns, Prof Dotan said.

Further studies are needed to establish 
the role of immunomodulator use in com-
bination with biologic therapy to improve 
efficacy, she summarised.

– The current position of immunomodu- 
lators in the UC treatment paradigm is 
re-assessed as newer therapies with im-
proved safety profiles are introduced, was 
her conclusion.

Many unanswered questions
Current therapies may be optimised by de-
fining clinical approaches to manage loss 
of response, Prof Remo Panaccione, USA, 
said.

– Therapeutic drug monitoring (TDM) 
may be used to guide clinical deci-
sion-making. TDM is used to optimise 

therapy, and may also provide insight into 
etiology of unfavourable outcomes.

Factors affecting drug levels include 
body mass, concomitant immunomodula-
tor use, serum albumin and antidrug anti-
bodies.

– Immunogenicity increases drug clea- 
rance and may contribute to treatment fai- 
lure, he continued.

But there are many unanswered ques-
tions: How often should drug and anti-
body levels be measured? What levels are 
we looking to achieve? These were only 
two of those questions Prof Panaccione 
presented.

– The TAILORIX trial showed that an 
infliximab dose increase based on symp-
toms and trough levels was not superior to 
a dose increase based on symptoms alone.

Additional evidence is required to fur-
ther validate TDM as an effective means of 
therapy optimisation, was his conclusion.

JAK-inhibitors
Prof Colombel, who was the Chair, talked 
about targeting inflammatory pathways 
in UC. He described, among others, inhi-
bition of leukocyte migration which so far 
has been very successful with vedolizu- 
mab.

There are a huge number of new drugs 

– oral compounds with novel mode of ac-
tions – in the therapeutic pipeline for UC, 
and Prof Colombel presented several of 
them. One of these is a JAK inhibitor.

– Cytokines bind to cell surface recep-
tors and activate JAKs. The JAK inhibitors 
work intracellularly to inhibit the phos-
phorylation and activation of JAKs. This 
gives a reduced production of inflamma-
tory cytokines that modulates the immune 
response, he explained.

JAK-inhibitor tofatcitinib showed in a 
Phase III study (OCTAVE) at week 8 a sig-
nificant difference over placebo.

– Both in anti-TNF naïve and anti- 
TNF-experienced patients. That is some-
thing we need!

In his conclusion, Prof Colombel said 
that he thought the future is bright.

– Because we have emerging therapies 
in clinical development that target diverse 
inflammatory pathways included in intes-
tinal inflammation.

New classes of therapeutic agents may 
provide opportunities to overcome the 
barriers associated with current therapies, 
and satisfy unmet needs for patients with 
UC, was his summary.

 
 

Per Lundblad

WEIGHING THE THERAPEUTIC POTENTIAL 
OF CURRENT UC THERAPIES

In a Satellite Symposium at the UEG Week, sponsored by Pfizer, a panel of three renowned
IBD specialists discussed the therapeutic landscape for ulcerative colitis (UC). 

Remo Panaccione, Iris Dotan and Jean-Frédéric Colombel.
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CONGRESSES  2017
The 7th AHUS Colorectal Symposium
IBD - when pharmacological therapy fails
January 26-27
Oslo, Norway
Register with merete.helgeland@ahus.no

ECCO Congress
February 15-18
Barcelona, Spain
www.ecco-ibd.eu/ecco17

Canadian Digestive Diseases Week 
March 3-6 
Fairmont Banff Springs, Canada 
www.cag-acg.org/cddw/overview

ESGE/ESPEN Symposium Quality in Endoscopy IBD
& Nutrition Symposium
March 31-April 1
Dublin, Ireland
www.quality-in-endoscopy.org/qine100/

Falk Symposium 206: From the New and Complex Concepts
to the Real Patient: Science and Clinic in IBD
March 31-April 1
Madrid, Spain
www.falk-foundation-symposia.org/uploads/tx_tocfpshoperw/
S206_Madrid_2017_Preminary_Programm_160826.
pdf?PHPSESSID=f2a84b8a74443884f83132408114cc0b

Digestive Disease Week
May 6-9  
Chicago, USA
www.ddw.org/home

Great Debates and Updates in IBD
June 17
Dallas, USA
http://imedex.com/ibd-debate-conference/index.asp

IBD Today & Tomorrow
June 21-23
Amsterdam, The Netherlands
www.epgs.nl/ibd-today-tomorrow-2017/

Mastering Clinical Challenges and Emerging Therapies in IBD
July 22
Chicago, USA
www.imedex.com/challenges-therapies-ibd-conference/index.asp

4th International Symposium of Pediatric IBD
September 13-16
Barcelona, Spain
www.pibd2017barcelona.com/welcome.html

12th Scientific and Annual Meeting of the European
Society of Coloproctology (ESCP)
September 20-22
Edinburgh, United Kingdom
www.escp.eu.com

Where innovation meets expertise - 
Leuven IBD 2017 Congress
September 21-23
Leuven, Belgium
https://kuleuvencongres.be/ibdleuven2017 

IBD Nordic Conference
October 5-6 (Prel.)
Stockholm, Sweden
www.ibdnordic.se

Falk Symposium 209: IBD 2017 – Therapeutic and
Biological Barriers 
October 6-7
Berlin, Germany
www.falk-foundation-symposia.org/uploads/tx_
tocfpshoperw/S209_Berlin_2017_Preliminary_Program_01.
pdf?PHPSESSID=f2a84b8a74443884f83132408114cc0b

Japan Digestive Disease Week
October 12-15
Fukuoka, Japan
www.jddw.jp/jddw2017/en/index.html

UEG Week
October 28-November 1
Barcelona, Spain
www.ueg.eu/index.php?id=605
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