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On the 19th and 20th of June 2019, the fourth biannual Congress IBD Today and Tomorrow, 
organised by the IBD team at Amsterdam University Medical Center, was held. The headline for the 
Congress was Modern IBD: Predict - profile - personalize. Prof Geert D'Haens, The Netherlands 

and Chair of the organising committee, welcomed all delegates.

IBD TODAY AND TOMORROW

IgA synthesis, bacterial clearance/colo-
nization and epithelial homeostasis – all 
to repair defect.

Prof Abreau ended her talk by des-
cribing the thin line between genes and  
disease-inducing pathogens.

– NOD-2 is the most common gene, and  
it is continuously being studied, she said.

A pharmacogenetic passport
There are more than 240 genetic variants 
associated with IBD today, but we will 
find more, Prof Rinse Weersma, The  
Netherlands, said.

from inappropriate handling of intestinal 
bacteria or fungus/viruses.

– Defective innate immunity is fol-
lowed by exuberant adaptive immune 
response, Prof Abreau explained.

Host defense is a double-edged sword: 
An inflammatory response is required 
for pathogen killing – but it can also cause 
tissue damage and death.

– Crohn's disease (CD) is caused by de-
fective innate immunity – and ulcerative 
colitis (UC) is caused by exuberant innate 
immunity. For example, people die from 
malaria – but not from malaria itself. They 
die from the immune response to malaria! 
   The toll-like receptor signalling by the 
epithelium includes leukocyte recruitment, 

– You have come from all over the 
world – and we have a very interesting 
scientific programme prepared for you. 
You will recognize most of the speakers 
from international meetings, Prof D'Haens 
stated in his welcoming address.

IBD care is evolving and becoming 
more complex as it has more dimensions 
and more stakeholders, he continued.

– The theme of this Congress is to be 
able to predict and profile the patient's 
disease in clinic – and which strategy  
to use for the individual, Prof D'Haens 
said.

A double-edged sword
Prof Maria Abreau, USA, was the first 
speaker in Amsterdam, and innate im-
munity was her topic. She began by 
pointing out that innate and adaptive 
immunity are linked, in order to protect 
us from the outside world.

– One could ask why we don't all have 
IBD? It is an incredible feat that takes 
place in the GI tract.

Innate immune factors are main- 
taining intestinal-microbial homeostasis. 
There is a hypothesis that IBD arises 
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“ONE COULD ASK WHY WE 
DON'T ALL HAVE IBD?

IT IS AN INCREDIBLE FEAT THAT 
TAKES PLACE IN THE GI TRACT.”

Maria Abreau
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– There is also ongoing research if  
genetics also can explain disease diversity, 
he continued.

Colonic CD differs from ileal CD based  
on genetics, and primary sclerosing  
cholangitis (PSC) is a genetically distinct 
entity compared to CD and UC – despite 
the fact that 80 % of PSC patients have 
some form of IBD. 

– And a genetic variant in HLA 
DQA1*05 predisposes to anti-TNF anti-
body development, he said.

Prof Weersma described a "pharmaco- 
genetic passport" in IBD that they are 
working on. It can be incorporated in 
electronic patient records.

– So if you for example prescribe aza-
thioprine to a certain patient, a warning 
will come up. People still believe that 
this is expensive, but the fact is that 
obtaining data for more than 20 million 
genetic variants is today cheaper than 
one calprotectin measurement!

He ended by underlining that genetic 
research in IBD has multiple directions.

– There is an increasing focus on sys-
tems biology approaches. But we need 
clinicians and biologists to ask the right 
questions, and interpret the data. Mole-
cular profiling will enter clinics – also in 
IBD care, was Prof Weersma's last message.

Ecology matters
The promise of the microbiome field is 
diagnostics and cure for all major diseases 
on the planet.

– At least that is what the newspapers 
tell us, said Prof Jeroen Raes, Belgium.

But a reality check reveals that we 
don't even know what a healthy flora 
means, he commented.

– The variation in clinically relevant 
population is largely unknown. So is 
temporal and stability of biomarkers, 
factors influencing gut flora composition 
and the effect of the environment.

He presented the Flemish gut flora 
project, a microbiome survey carried out 
on a population of 3,400 individuals.

– The first paper that came out of the 
study, was on identification of 69 factors 
associated with microbiota variation.

There are three human enterotypes: 
Type 1 is characterized by high levels of 
Bacteroides, type 2 has few Bacteroides 
but Prevotella are common, and type 3 
has high levels of Ruminococcus. Prof 
Raes then described the discovery of a 
fourth enterotype, called B2. A study 
from 2019 found this being associated 
with lowered Quality of life (QoL) and 
depression.

– We have also seen B2 in CD – which 
is interesting. B2 hallmarks are inflam-
mation and fast transit.

So if we split the population in four 
groups, we find one strongly associated 
with disease and that is clinically rele-
vant, according to Prof Raes.

Faecal mucosa transplantation (FMT) 
in UC have a success rate between 25 and 
30 %.

– But I think the FMT trials are very 
valuable in order for us to find out which 
bugs we have to replace!

In his conclusion, Prof Raes established 
that definition of normal variation and 
confounders are essential towards ro-
bust microbiome diagnostics. Quantita-
tive profiling is necessary for understan-
ding the pathomechanisms. 

– Ecology matters – there is a need for 
more in vitro ecology work. And B2 en-
terotype dysbiosis is a target for modula-
tion strategies.

What do we want to predict?
Which tools can we use to predict the 
disease course at IBD diagnosis? Prof 
Jean-Frédéric Colombel, USA, talked 
about the subject.

– Assessing prognosis at an early stage is 
essential for the development of an app-
ropriate management plan, he underlined.

It is also important for the patient in 
order to make informed decisions, under-
stand symptoms and adhere to medication.

– But there is one unsolved question: 
What do we want to predict? Death,  
disability, surgery, complications etc? 
There is inconsistency in the literature 
on this, Prof Colombel pointed out.

He described his own (still) best pre-
dictors in clinical practice – i.e. what his 
"clinical nose" tells him. 

Criteria for early intensive therapy are 
young age, extensive CD, severe upper 
GI tract disease or rectal disease, comp- 
licated behaviour at diagnosis, complex 
perianal disease, endoscopic severity and 
failure to thrive in paediatric disease.

– Stratify CD patients by risk of com-
plications, and UC patients by risk for 
colectomy. Incorporate risk factors for Jeroen Raes Jean-Frédéric Colombel

Rinse Weersma
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aggressive disease into treatment deci-
sions. Identify early response to treat-
ment – if the patient does not respond 
well, the risk for colectomy increases. 

Supervised and unsupervised 
machine learning
Combining serology and genetics in order  
to predict outcome is more complex. 
Systemic dynamics analysis (SDA) is 
a methodology that addresses the in- 
herent dynamic complexity of interac-
tion between several variables.

– It provides real-time individualised  
predictions of outcomes, and has a 
simple input "control panel". SDA turns 
complex clinical data into patient friendly 
results, Prof Colombel stated.

Measuring the immune system at high 
bandwidth is now possible at multiple 
levels. Mass cytometry breaks through 
the limitations of flow, and enables tar-
geted single-cell proteomics.    

– But what to do with all this data? 
Machine learning refers to a vast set of 
tools for understanding data. Tools can 
be supervised or unsupervised. 

He explained that in supervised 
machine learning the trained model uses 
the characteristics of the patient to place 
them in the most appropriate group –  
diagnosis, outcome etc. In unsupervised 
machine learning, the model clusters 
patients together based on how similar 
(due to their characteristics) they are.

His conclusion was that the future 
looks bright.

– We are going to have more precise 
data for prediction. But can we please 
start with a good clinical question: What 
do we want to predict? Nobody has so far 
turned that into a clinical question!

Disease severity index
We are not taking advantage of the pro-
gress that has been in treating IBD, said 
Prof Cory Siegel, USA.

– A study found that 63 % of patients 
initiated on a corticosteroid were only 
managed by this agent – some were on 
a corticosteroid for up to 10 cycles. We 
are missing the window of opportunity, 
he stressed.

Another study – this one by Prof Siegel 
himself, published at ECCO 2017 – on 
the overall use of biologics had found 
that among 16,260 patients with CD, 81 
% was without biologics. For 28,119 UC 
patients, 94 % were without biologics.

– This was very disappointing to me. 
We are not doing as good as we can.

Not every patient needs "top-down" 
or "early intensive" therapy. But there is 

a need to determine who has high risk 
versus low risk disease – and help the pa-
tients (and providers) to understand the 
risk of untreated disease, he continued.

– We do not want people with IBD to 
be too scared of their disease. But per-
haps they need to be more scared than 
they are – enough to respect the signifi-
cant, irreversible and destructive nature 
of bowel inflammation.

Hence we need to be more proactive 
– more like in cancer treatment. Part of 
the problem is to distinguish between 
disease activity versus disease severity. 
Activity reflects cross-sectional assess-
ment of biologic inflammatory impact on 
symptoms, signs, endoscopy, histology 
and biomarkers.

– Severity includes longitudinal di-
sease course and historical factors that 
provide a more complete picture of the 
prognosis and overall burden of disease, 
Prof Siegel explained.

He presented an ongoing project to 
develop an overall disease severity in-
dex. For CD, the following stages are  
under  development: Stage 0 – pre-clinical,  
stage 1 (early stage) – no complications, 
stage 2 (late-early stage) – complicating 
disease without need for surgery, stage 
3 (mild stage) – requires a surgery to  
manage a luminal complication and stage 
4 (late stage) – debilitating disease due 
to lack of medical or surgical options.

In Prof Siegel's summary, he said that 
we are not doing a good job getting the 
right medication to the right patient at 
the right time. A large part of this is due 
to not recognising the irreversible nature 
of disease complications.

– A disease severity index can help pa-
tients and providers to recognize where 
they stand. Staging IBD may be helpful 
to clearly communicate prognosis and 
emphasize early treatment.

Hybrid PET/MRI
Ileo-colonoscopy is the standard method 
to evaluate the colon and the terminal 
ileum for the diagnosis of UC. However 
there are several drawbacks: It is invasive,  
has a risk of bowel perforation, proce-
dure-related discomfort, need for bowel 
purgation and poor patient acceptance.

Prof Jost Langhorst, Germany, said 
there is a need for diagnostic alternatives.  
He described hybrid PET/MRI, and  
stated it represents an innovative com- 
bination of two established, non-invasive 
diagnostic tools.

– It is a combination of simultaneous 
positron emission tomography (PET) 
with 18F-fluorodeoxyglucose (18F-FDG) 
and magnetic resonance imaging (MRI), 
he continued.

“STAGING IBD MAY BE HELPFUL TO 
CLEARLY COMMUNICATE 

PROGNOSIS AND EMPHASIZE 
EARLY TREATMENT.”

Cory Siegel
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The first endoscopy case was a man, 51 
years old, diagnosed with UC since 1990. 
He had high grade dysplasia in sigmoid, 
and a referral to surgeons for proctoco-
lectomy and ileal-pouch anal anasto-
mosis (IPAA). A surveillance endoscopy 
for dysplasia was performed by Dr Cyril 
Ponsionen.

This was performed with chromoen-
doscopy, and Dr Ponsionen talked about 
the benefits with the technique. During 
the procedure, he said that the patient 
was a clear case for proctocolectomy.

 

On the relative predictive contribution 
of microbiome to other predictors, im-
pact of diet, environment and geography 
– and how this can be translated to routine 
care.

 
Live surgery and endoscopy
The first session on the second day of the 
Congress was entitled Live surgery and 
endoscopy headache cases. The audience  
could in real time follow the procedures 
that simultaneously were carried out 
at the surgery department at the AMC. 
They were commented on by a panel 
consisting of Prof D'Haens, colorectal 
Surgeon Christianne Buskens and Dr 
Nanne de Boer. 

The first case was a 44 year old women  
who had CD since 1994. She had a  
colostomy in previous surgery, and now 
suffered from air leakage from the vagina 
and frequent abdominal cramps. Her 
colostomy production was 3 - 4 per day. 
Endoscopy of colostoma showed no di-
sease activity.

Prof Willem Bemelman performed a 
transanal intersphintric total mesorectal 
proctectomy with omentoplasty with 
flourescence for vitality.

– It is a two team operation – because 
it's safer and enables better exposure, he 
explained to the audience.

The teams worked from below and 
from the top and then met.

Afterwards, Prof Bemelman showed 
the resected specimen which was taken 
out trans-anally. He also showed that all 
mesentry was gone. 

– You do not want to leave any mucosa 
in the pelvis, it leads to abscesses, Prof 
Bemelman explained.

A study Prof Langhorst presented had 
investigated if PET/MRI is a valid alter-
native for the non-invasive assessment of 
the inflammatory activity in UC patients 
without the need for bowel purgation. 

– PET/MRI is feasible, and might serve 
as a valid alternative for this assessment, 
was the first of his take-home messages.

MRI showed comparable diagnostic 
accuracy for the performance – with and 
without bowel purgation.

– Of notice, the PET component 
without bowel purgation showed higher 
diagnostic accuracy, and was correlated 
to endoscopic activity making a grading 
of inflammatory activity possible, he 
continued.

Patients rated PET/MRI inferior com-
pared to colonoscopy. However, bowel 
purgation was rated most burdensome.

– The necessity for bowel purgation in 
PET/MRI should be further investigated 
– especially for other entities, such as 
CD, Prof Langhorst ended his talk.

A promising tool to predict disease 
onset
Can we get guidance from the microbiome  
when it comes to personal therapy for 
IBD? This question was tackled by Dr 
Ashwin Ananthakrishnan, USA. He  
began by pointing out several challenges.

– Common challenges for prediction 
studies are that they need large sample 
sizes, have a long duration of follow-up 
and a need for "pre-event" samples, he said.

Then there are unique challenges to 
the use of the microbiome.

– It is dynamically modified by various  
factors – inflammation and treatment, 
diet, lifestyle, antibiotics. The microbiome 
is difficult to sample, and there are dif-
ferences between luminal and mucosal 
compartments.

Dysbiosis pre-dates overt IBD. A study  
from 2014 found that antimicrobial 
changes precede IBD diagnosis by several  
years. A study from 2019 on a inception 
cohort of 428 children with newly diag-
nosed UC, had 37 % that achieved corti-
costeroid-free remission.

– An antimicrobial peptide gene 
signature was associated with likeli- 
hood of steroid-free remission. Abun-
dance of Rumenococcaceae and Sut-
terella were independently associated 
with week 52 steroid-free remission, Dr 
Ananthakrishnan continued.

So he concluded that the microbiome 
appears to be a promising tool to predict 
disease onset and relapse, complications 
and response to therapy in IBD.

– But there are unanswered questions: 

Willem Bemelman

Jost Langhorst
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currently had no clinical response.
– I use narrow band imaging (NBI) 

and white light – chromoendoscopy is a 
problem when there is inflammation, he 
said.

In the ultrasonography room, Dr Floris  
de Voogd had a man, 76 years old, diag-
nosed with CD in 1997. The patient was 
on adalimumab, and had no symptoms 
– but nevertheless inflammation was 
shown by the investigation. This led to a 
discussion in the panel and the audience 
if treatment should be upscaled or not.

– Why, if the patient is asymptomatic, 
asked Prof D'Hoore.

He added that the patient needs to 
be continuously followed, and if he gets 
worse, then treatment could be intensi-
fied. In the panel, agreement on conser-
vative treatment was reached.

Significant impact on quality of life
Over 20 years, approximately 40 % of 
patients with CD develop a fistula, said 
Prof Britta Siegmund, Germany.

There are several types of fistulas – 
perianal (54 %), entero-enteric (24 %), 
recto-vaginal (9 %) and other (13 %). 
Prof Siegmund described the cellular 
characteristics in CD fistula, and pointed  
out that each fistula comes from the 
epithelium.

After talking about genetics, she conti-
nued with the microbiota.

– It is known that antibiotics improve  
fistulizing disease – for a short time  
period. But a detailed analysis of micro-
biota in the fistula tract is lacking. A study  
published in 2015 presented the first evi-
dence that indicates a predominance of 
Gram-positive over Gram-negative bac-
teria in perianal fistula tract, in contrast 
to cryptoglandular origin. But at this 
point I do not think this is very helpful.

Dr Krisztina Gecse and Dr Christianne  
Buskens, both from AMC, then talked 

He also added that intestinal ultrasono- 
graphy does not require any bowel pre-
paration.

– That's the beauty of it – you can do it 
at your clinic, Prof D'Haens in the panel 
commented.

Chromoendoscopy is a problem in 
inflammation   
In the endoscopy room Dr Ponsionen 
had another patient, a man 28 years old, 
diagnosed with UC in 2011. After failing 
azathioprine and infliximab, he had a co-
lectomy and IPAA in 2013. Dr Ponsionen 
performed a pouch endoscopy – since 
2017 the patient had recurrent perianal 
fistulae and anal stenosis at the pouch 
anal anastomosis. In September 2018, 
the patient had started ustekinumab, but 

Medical case and ultrasonography  
Dr Marc Löwenberg presented a case of 
a 20 year old woman, diagnosed with CD 
in 2016.

– It is a challenging case, because she 
is so young, and has already failed in-
fliximab. Now she is on ustekinumab, to 
which she has partially responded, but 
she seems to be failing that drug also, Dr 
Löwenberg said.

The clinical picture was that she has 
25 % bad days, especially at the end of 
interval. She has needed several penicillin 
courses for throat infections, and her 
faecal calprotectin was 1500mg/kg. He 
was performing a colonoscopy to evaluate 
her response to ustekinumab.

Dr Löwenberg said he would go for 
another class of drug – maybe vedolizumab 
could be a an option – due to the partial 
response and her young age. To this, Prof 
André D'Hoore, Belgium, who was in 
the audience stated that in Leuven this 
patient would get further medical treat-
ment too.

Another young woman, 21 years old, 
and diagnosed with CD in 2015, had a 
clinical picture with diarrhea and abdo-
minal pain. Her CRP was 9,5 mg/l, and 
faecal calprotectin was 935 mg/kg. She 
had been treated with azathioprine and 
budesonide, and was now given an intes-
tinal ultrasonography. Active ileitis was 
found.

– The technology is enough for stating 
this, and there is no need to confirm it 
with a colonoscopy, the investigator Dr 
Steven Bots said.

Another case for intestinal ultrasono-
graphy was a 30 year old woman diag-
nosed with UC 2016. In early June, she 
was admitted due to severe UC under 
adalimumab and switched to infliximab, 
prednisone and methotrexate. Dr Bots 
said she was undergoing the procedure 
today to investigate the status of inflam-
mation per colon segment.

“OVER 20 YEARS, APPROXIMATELY 
40 % OF PATIENTS WITH CD 

DEVELOP A FISTULA.”
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The most "antibiotic receptive" IBD
Pouchitis is inflammation of the pre- 
viously normal small bowel constructing 
the ileal pouch. It is an exclusive phe-
nomenon to IBD patients, and the most 
common long term complication.

– The incidence varies between 5 
and 60 %. 40 % within 12 months from 
ileostomy closure. The etiology is poorly 
understood, said Prof Iris Dotan, Israel.

She said that most of the patients may 
develop de novo inflammation of the 
small bowel. 

– Pouchitis is the most "antibiotic re-
ceptive IBD", yet traditional IBD therapy 
may be required.

Pouch problems assessment tools are 
multidisciplinary team evaluation, la-
boratory tests, pouch endoscopy pelvic 
MRI and MRE and examination under 
anesthesia.

– Research focusing on pouch patients, 
and the development of pouchitis, may 
detect early key inflammatory events in 
IBD, Prof Dotan stated.

Redo is better than repair
Pouch failure can be separated into two 
categories: Early failure and late failure, 
said Prof Willem Bemelman, who was 
talking on rescue surgery for failing 
pouches.

Early failure is due to anastomotic  
leakage. 

– We think the leak rate is underreported, 
which is a problem we are working on, 
he said.

Late failure can be due to pouchitis/
cuffitis, irritable pouch syndrome, CD 
and surgery related causes. Common 
mistakes in diagnosis of pouch failure 
are CD (up to 3 to 4 of 5) and chronic 
pouchitis in up to 1 of 3.

Start with examination under anesthetic 
followed by induction of medical treat-
ment. 

After induction, perform endoscopy at 
week 16 - 24. If then mucosal healing at 
the rectum has been achieved, withdraw 
seton. If there is no fistula healing – per-
form additional procedures. If it has healed,  
continue with maintenance of medical 
therapy.

If endoscopy reveals there is active di-
sease in the rectum – optimise medical 
treatment. If there is still active disease 
after optimisation, new biological agents 
(anti IL12/23 or anti-integrin) can be tried.  
If there is no fistula healing in spite of 
all this, surgery is required. If all other 
attempts fail, mesenchymal stem cells is 
the final option.

– Remember that this algorithm has to 
be tailored to the right patient, the right 
procedure at the right time, Dr Gecse 
and Dr Buskens pointed out.

Their conclusions were that multidis-
ciplinary management offers the best 
outcome, however treatment is still chal-
lenging. Treatment should be individua-
lized to disease characteristics (abscess, 
proctitis, fistula characteristics) to pa-
tient's needs – impact on QoL weighted 
against consequences of failure – and 
local experience and availability.

about multidisciplinary management of 
perianal fistulas in CD.

– 70 - 80 % of perianal fistulas are 
complex, said Dr Gecse.

She underlined that they have a signifi-
cant impact of patient's quality of life (QoL).

– 70 % of patients report depressive 
symptoms – and 15 % report feeling sui-
cidal at some points of the disease!

Medications include antibiotics, immuno- 
suppressives and biologicals – and they 
all have both pros and cons.

– Initial control of associated sepsis or 
abscess (drainage and seton placement) 
is required before treatment, she stressed.

Algorithm for multidisciplinary 
treatment 
Dr Buskens continued with surgical  
management, and stressed not to use 
glue or fistula plugs.

– Over time their success rate really 
drop. We surgeons can also offer an ad-
vancement flap plasty, however studies 
on these vary, Dr Buskens continued.

More recently, ligation of intersphintric 
tract (LIFT) has been introduced. The 
results from AMC so far shows LIFT to 
be better, compared with advancement 
plasty.

– We have also found that combining 
these with anti-TNF has been very help-
ful, she added.

They ended by presenting an algo-
rithm for multidisciplinary treatment: 

Krisztina Gecse and Christianne Buskens

Iris Dotan

“70 % OF PATIENTS 
REPORT DEPRESSIVE SYMPTOMS 

– AND 15 % REPORT FEELING 
SUICIDAL AT SOME POINTS 

OF THE DISEASE!”
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The first study on histological 
changes with tofacitinib
During the two day Scientific Programme  
of the Congress, so called AMC Research  
Flashes were spread. They lasted 10  
minutes each, and consisted of the latest, 
yet unpublished, findings from the on- 
going research at the IBD department in 
AMC.

This report contains one of these – on 
histological changes induced by tofaci-
tinib in UC. It was presented by Dr and 
PhD-candidate Sara van Gennep. 

– Tofacitinib is effective as an induc-
tion and in maintenance therapy in UC. 
In prior studies, no colonic biopsies  
were collected, Dr van Gennep said in 
her introduction.

She continued by pointing out that 
insights in histological and immuno- 
pathological changes are essential to  
understand the mode of action of tofaci-
tinib in UC.

– Residual microscopic inflammation 
is a risk factor for worse long-term out-
comes with regard to relapse and neo- 
plasia.

The study she presented had two aims: 
To assess efficacy of tofacitinib 10 mg  
daily to decrease histological inflam-
mation after 8 weeks of treatment in  
moderately to severely active UC. Also 
to assess immunological characteristics 
in peripheral blood, mucosa and stool to 
establish a predictive biomarker profile 
for the response to tofacitinib. It was an 
open label exploratory study in 40 patients.

– The primary endpoint was change in 
inflammatory infiltrate from baseline to 
week 8 in two colon biopsies taken from 
the most inflamed area between 15 and 
30 cm above anal verge, Dr van Gennep 
continued.

The conclusion of the study was that 
tofacitinib 10 mg twice daily reduces the 
inflammatory infiltrate in moderately to 
severely active UC after 8 weeks – and 
leads to histological remission in the  
majority of patients.

– This is the first study to assess  
histological changes due to tofacitinib  
treatment in UC. Further research will 
be done to assess the second of the  
study's aims, Dr van Gennep finished her 
presentation. 

Medical treatment and surgery can 
result in deep remission   
Can timing of surgery change the course  
of the disease? This question was the 
headline for a talk given by Prof Andre 
D'Hoore, Belgium.

– The short answer is no. But we can 

Prof Bemelman explained that an 
S-pouch can cause the pouch to dilate – 
like a balloon.

– In the old days, nobody knew which 
pouch that was the best.

He presented a study that had investi-
gated outcomes from redo pouches.

– The take-home from that is that redo 
is better than repair.

Prof Bemelman's conclusions were 
that failing pouches have a complex etio-
logy, and need for a multidisciplinary 
assessment with a tailored intervention.

– Beware of the chronic leak as under-
lying cause for "CD" or "pouchitis". And 
finally – rescue surgery in expert centers 
have a fair chance of success.

– So beware of the chronic leak! 
Cross-sectional imaging is mandatory, 
Prof Bemelman underlined.

For diagnosis of long term surgical re-
lated pouch failure, the patient's history is 
very important. Is it an old pouch and what 
type? Is there an anastomotic leak, evacua-
tion disorder and what is the position?

It is often meaningless to ask the patient 
if they have an S- or and J-pouch, or how  
old it is. They don't know, he continued. 

– Endoscopy has to be performed to 
investigate the type of pouch, structure, 
size etc. MR can provide information on 
size, presacral sinus, fistula, CD and affe-
rent loop. Defecography and laparoscopy 
can also be helpful in determining all this.
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and filgotinib. They are not the same, 
they differ in how they block the diffe-
rent pathways.

– Tofacitinib is effective in UC, 
however the higher dose (2 x 10 mg) is 
associated with more toxicity. Upada-
tacitinib is effective in UC and CD, and 
filgotinib is effective in CD, according to 
Phase II studies, Prof D'Haens summa-
rised.

He added that TYK2 inhibitors may 
be on the horizon for IBD, and are now  
being tested for CD and soon for UC.

Ozanimod selectively targets sphingo-
sine 1 phosphate (S1P1) receptors 1 and 
5. Down regulation of S1P results in re-
tention of autoreactive T and B cells 
(i.e. trapping them in the lymph node).  
Following treatment cessation, lympho- 
cyte counts return to normal range 
without immunologic rebound.

– Etrasimod is another S1P modulator 
that has been tested in UC, and is now 
entering Phase III. In Phase I studies, 
a maximum dose-dependent reduction 
(60 -70 %) in total peripheral lympho- 
cyte count was observed. 

Lymphocyte reduction probably de-
termines efficacy for S1P1 inhibitors, and 
in UC this efficacy is quite established. 
In CD, efficacy remains to be studied.

– This oral drug category may be- 
come an attractive treatment option 
even ahead of biologics, Prof D'Haens 
stated at the end of his lecture.

And with this, IBD Congress News 
ends the report from the Congress in 
Amsterdam.

 Per Lundblad

medical and surgical effort is needed and 
that timing matters.

– Medical treatment and surgery can 
result in deep remission. Have a long 
term strategy for your patient! 

New drugs
There have been advances in IBD thera-
peutics. Three new attractive categories 
of drugs are appearing, and Prof Geert 
D'Haens talked about them.

The interleukin 23 and 12 (IL23/IL12) 
axis is the target for several drugs that 
has successfully been tried in Phase II 
studies: Risankizumab is an anti-IL-23 
antibody that binds to the p19 subunit 
of interleukin-23, mirikizumab is a p19- 

directed IL-23 antibody and guselkumab 
is a selective IL-23 p19 inhibitor. Already 
on the market is ustekinumab, a human 
monoclonal antibody that binds to the 
p40 subunit shared by IL12 and 23.

– Getting the dose right is always a 
challenge with biologics. Ustekinumab  
may be suboptimally dosed in CD. P19 
antibodies are effective in both CD 
and UC, probably in a dose-dependent  
manner – and the good news is that these  
drugs are very safe, compared to anti-
TNFs, Prof D'Haens said.

A treatment option ahead of biologics?
He then turned his attention to JAK- 
inhibitors – tofacitinib (already on the 
market) and upcoming upadatacitinib 

put some patients "back on the rails", 
and we can provide remission for some 
of our patients, he said.

Data shows a decreased need for sur-
gery in the biologic era, compared with 
the pre-biologic era. Prof D'Hoore con-
tinued by talking about the difference 
between inflammation – traditionally 
treated medically – and fibrosis, tradi- 
tionally treated surgically.

– But this is not black and white. You 
all know that perforating disease is nor-
mally treated with surgery – but some of 
these cases can be treated medically too.

Beware of starting biologics when there  
is a fluid collection or abscess associated 
with fistula, or a fistula upstream from a 
stenotic segment of bowel – or if the in-
flammatory response is recruiting "inno-
cent" bowel, he told the audience.

– And remember a surgical stapler 
works – and is cost-effective. The LIRiC 
trial clearly showed that – and that this 
treatment was equal to medical treat-
ment, according to the patients.

Data from the PREVENT trial, pub- 
lished in 2015 on post-surgery prevention 
showed that infliximab treatment was 
superior to placebo to prevent endo- 
scopic recurrence by week 72 after sur-
gery.

– Fibrosis is a reversible process – and 
there is ongoing research on that.

In his conclusions, Prof D'Hoore stated  
that to optimize outcome, a combined 

Andre D'Hoore

Geert D'Haens

“YOU ALL KNOW THAT PERFORATING 
DISEASE IS NORMALLY TREATED 
WITH SURGERY – BUT SOME OF 
THESE CASES CAN BE TREATED 

MEDICALLY TOO.”


