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In the 1980's pouch surgery for UC had its heydays. The ileal pouch-anal 
anastomosis was the ultimate solution, at least some of us believed that. 
In my first presentations the final slide had the message “100% patient  
satisfaction”, although soon it became apparent that this was not entirely 

so. We surgeons were engaged in understanding the underlying physiology 
exploring different pouch configurations anastomotic techniques, muscle 
cuffs etc. Recto-anal and pouch-anal physiology was hot topics to study. 
What come out of it that really mattered with respect to the operation was 
not too much. Pouch characteristics were shown to be of some importance, 
as is the age of the patient, but we could not explain more than a fraction of 
the variability in functional outcome. 

Then the laparoscopic era fell over us, laparoscopy has become the quality 
mark of surgery albeit with little evidence backing this. The trend is that we 
use laparoscopic approach on the easy cases and open surgery on those more 
complicated, so no surprise laparoscopy wins. It took us a long time and lots of 
operations to master this new technique. Then came the “robot” and now we 
explore the trans anal approach for dissecting out the rectum and construct 
the anastomosis. These changes all have their learning curves which inevitably 
imply that some patients will have less good surgery. We try to avoid reporting 
these operations and keep them out of our studies. Alas, today we say there 
should be no learning curve on patients, we should be trained on models and 
cadavers and use proctors. Certainly this is much better, but there still must be 
a first real case without the proctor. The other problem we face is fewer ope-
rations spread out on an increasing number of surgeons each with their own 
learning period.

Do patients operated today get better pouch functioning than those we ope-
rated 30 years ago? I am afraid not, albeit it is a good operation for the vast 
majority. The operation in itself has not changed and most surgeons adhere  
to the stapled J pouch. The rationale is that “it is easy to construct and it  
doesn’t take much time”. This is in my mind an insult to our patients, a reconstruc-
tive proctocolectomy with an ileal pouch-anal anastomosis is a quality of life 
improving operation that should last for the patients remaining life span i.e. 
fifty years. So the length of time spent in the operating theater should not be 
a major consideration. With minimal invasive techniques there are less pro-
blems due to adhesions which probably renders better fecundity but this is yet 
to be proven. Open surgery today is probably less traumatic than thirty years 
ago. Laparoscopic surgery has taught us all to keep to anatomical planes and to 
avoid blood loss. However, anastomotic leak rates and pelvic sepsis that might 
be detrimental for functional outcome is still the same problem. Furthermore 
we see more pouches anastomosed to the lower rectum rather than the anal  
canal as a result of technical issues with the laparoscopic technique. This can be  
avoided with the trans anal technique, but other consequences of this app-
roach have yet to be shown.  The picture is that focus on what we do has been 
set aside; it is how we do things we discuss today.  

My hope is that we colorectal surgeons once more can come back to thinking 
on what we do and how to improve what we do. I do not think that the ope-
ration we do today is the ultimate solution and someone has to come up with 
alternatives that make the traditional ileal J pouch-anal anastomosis obsolete. 
Certainly something to strive towards.  

Tom Øresland, backed by Jonas Halfvarson
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– ECCO is the biggest IBD Meeting in 
the world, President Prof Silvio Danese 
stated at the Opening Session.
   Prof Danese also pointed out that ECCO 
is a global organisation indeed.

– We co-operate with 83 countries, and 
are approaching 4,000 individual members.   
   He greeted everybody welcome to 
Copenhagen and underlined they had 
a stimulating and interesting scientific 
program to look forward to.

Secondary prevention
The first speaker in Copenhagen was 
Prof Jean-Frédéric Colombel, who talked 
about if it is possible to prevent IBD.
   The framework of prevention consists 
of primary prevention, i.e. reduction 
of risk factors in healthy individuals,  
secondary prevention and tertiary pre-
vention. The latter means improved care 
for patients with established disease. 
   – But I will concentrate on secondary 
prevention – i.e. early detection in high-
risk patients. This includes screening 
and intervention in pre-clinical disease, 
Prof Colombel said.
   Secondary prevention attempts to arrest 
the disease process and restore health by 
seeking out unrecognized  disease and 

treating it before irreversible pathological 
changes take place, he clarified.
   The rationale for this is that IBD – as 
other immune-mediated diseases – have 
a preclinical period that can be targeted.
    – The goal is to catch the disease during 
this preclinical phase – in order to avoid 
clinical symptoms to occur.
   Prof Colombel described the GEM 
project. During more than a decade they 
followed a number of healthy subjects in 
order to find 75 among those who went 
on to develop Crohn's disease (CD), and 
then compare them with healthy subjects.
   – It is now completed. Findings include 
that being from a multiplex family (= a 
family in which a person diagnosed with 
a complex genetic disorder has a first or 
second degree relative with the same 
diagnosis), intestinal permeability and 
microbiome diversity may be risk factors 
for development of CD.

Principles of prevention
The MECONIUM study has established 
that there are differences in the micro-
biome diversity between infants born to 
mothers with and without IBD.
   – Babies born to mothers with IBD have 
less beneficial microbiome, which can 

adversely affect the development of the 
child's immune system, Prof Colombel 
continued.
   The PREDICTS study consists of mem-
bers of the US Army that have been fol-
lowed for a long time with serum tests.  
   – This is what we have observed: Even up 
to minus 5 years before the first symptoms 
of CD, anti-micro biomarkers are elevated.
   Strikingly, ulcerative colitis (UC) is a 
different entity.
   – We have not been able to predict 
anything using serological markers. It 
is interesting – maybe UC is not such a 
"creeping disease" as CD, Prof Colombel 
commented.

During March 7 - 9, in the Danish capital Copenhagen, the 14th Congress of ECCO was held.  
It had attracted a record-breaking 7,760 participants from across the world.

The theme for 2019 was "Research drives clinical care".

ECCO CONGRESS 2019

Jean-Frédéric Colombel
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   But for CD there are possibilities for 
identifying patients before onset of 
symptoms. So what are we going to do 
when we find them?
   – The intervention must be very, very 
safe and tolerable. We will be giving it to 
healthy people with a risk of developing 
disease. It also need to be convenient, 
and should at least be moderately effective.
   In his conclusions, Prof Colombel  
underlined that principles of prevention 
have to start with these principles being 
recognized as an important health problem.
   – And I do not think that is the case today.
There should be a recognizable early and 
latent stage – and a screening test that 
is valid and reliable, with an acceptable 
yield screened.
   – There should be an accepted treat-
ment for persons with a condition – and 
the cost of screening and case finding 
should be economically balanced in rela-
tion to medical care as a whole. We have 
to continue our work on these two last 
points, he ended his lecture.

Cure requires insight in causation
Prof Arthur Kaser talked about whether 
we will be able to cure IBD. He started 
this by stressing that several other diseases 
that seemed incurable – Hepatitis C in-
fection, melanoma – now can be cured. 
The discovery of H. pylori, for example, 
led to dramatic results for the cure of 
stomach ulcers.
   – The common denominator for all 
these examples is there were ground- 

breaking discoveries that shifted the  
paradigm on what we thought of these 
individual diseases, he said.
   Treatment of IBD has seen much  
improvement during the two last decades, 
and they have also become much safer.
   – But in essence, they are all dampe-
ning inflammation. 50 - 60 % are clinical 

responders to induction, and 30 % are 
in clinical remission after induction. 15 
% reach endoscopic and histologic re-
mission, and the loss of response is 15 % 
per year. If treatment is stopped, there is 
recurrence in almost 100 % after some 
time, Prof Kaser continued.  
   We simply don't know what causes CD 
and UC – and cure requires insight of 
causation, he established.
   – There is not one IBD. There are two 
very distinct diseases – CD and UC. Also 
other diseases that are less frequent – in-
determinate colitis and PSC-IBD – and 
finally monogenic disease in very early 
onset IBD (VEO-IBD).
   Distinct entities have a characteristic 
presentation that requires a distinct bio-
logical mechanism. This is also reflected 
in distinct therapeutics such as tofaci-
tinib, cyclosporine and 5-ASA that only 
work in UC, but not in CD.
   – But most therapeutics work in both 
CD and UC. This only tells us that the 
therapeutic target is not even close to 
the cause of disease. Essentially, they 
are suppressing intestinal inflammation. 

And treatment termination means re-
currence of disease – as we all are very 
familiar with.

Ileal fluid causes inflammation in 
mucosa
The global increase in prevalence of 
IBD, with China picking up very quickly 
at the moment, clearly shows that it is a 
environmental – not a genetic – disease, 
according to Prof Kaser.
   – This is why those studies that Prof 
Colombel spoke of earlier in his talk are 
so incredibly important for identifying 
those triggers of disease.
   One hypothesis is that "environmental 
triggers" intersect with "susceptibility 
modules". Understanding the biology 
and mechanisms of genetic modules may 
give us a window into environmental 
factors – and allow for developing expe-
rimental systems to test such environ-
mental triggers.
   – We often hear about the microbiota 
as an environmental trigger, but there 
are no strong evidence for that yet. We 
have not found a "H. pylori of IBD", Prof 
Kaser underlined.
   A faecal microbiota transfer (FMT) is a  
way to try to rectify a dysbiotic microbiota. 
But there are no data for CD, and the  
results in UC are variable.
   – Faecal stream diversion studies 
showed decades ago that with a curative  
ileal resection with temporary loop 
ileostomy the mucosa healed in exclu-
ded neoterminal ileum. 7 days after auto-
logous ileal fluid was administered into 
distal limb, the inflammation came back. 
So ileal fluid causes inflammation in a 
genetically susceptible mucosa!
   Are we anywhere close to a cure in IBD?
   – Certainly not yet. But we are clearly 
homing in on some of the central biology 
– the central modules of the disease. I 

“WE SIMPLY DON'T KNOW WHAT 
CAUSES CD AND UC – AND CURE 

REQUIRES INSIGHT 
OF CAUSATION”
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   There is also the aspect of collection of 
environmental factors. 
   – And there are aspects we currently 
are missing: Aspects such as viruses, pha-
ges, fungi and so on. To be able to afford 
all of this we need novel types of app-
roaches in term of financial partnerships 
between academia and the industry in 
order to explore data from RCTs.
   In his summary, Dr Halfvarson stated 
there are emerging data on multi-omics 
profiling of the molecular biology in IBD.
   – I think current diagnostic criteria and 
classification system – including how 
response is defined – may hamper our 
attempts trying to identify these types of 
profiles.
   There is also a need of standardiza-
tion in terms on how we collect various  
types of data such as clinical pheno-
typing, and the collection, storage and 
analyses of biological material for under-
standing the bioinformatics that are used 
to explore these data.
   – In the end we hope that, with multi- 
omics based analyses, we could provide 
future guidance on treatment decisions, 
based on identification of robust biomar-
kers, Dr Halfvarson concluded.

Biological therapy in the elderly
The second day at the congress began 
with a session on UC. Prof Simon Travis 
was the first speaker, and gave a talk en-
titled When do you start a biologic? He 
began by presenting a case, and conti-
nued by making a parable with a sailing 
ship.
   – We are navigators – we navigate 
the patient through the course of their 
disease. In order to do this, you need a 
compass and a wheel, Prof Travis stated.  
   To select therapy, follow guidelines, 
therapeutic drug monitoring (TDM), 
multidisciplinary team (MDT) and in-

molecular biology of IBD, to identify poten-
tial diagnostic biomarkers, predict treat-
ment response and profiling to identify mo-
lecular signatures of future disease course.
    – So what are the challenges in the 
clinical aspect? One of the issues is that 
we do not have a diagnostic test to define 
"cases". There is a lot of heterogeneity in 
how we define IBD. The current Mon-
treal classification is based on clinical 
characteristics only – which is not ideal 
to identify subgroups from a molecular 
perspective.

Could guide future treatment 
decisions
We are also rather poor in defining treat-
ment response. And – importantly – IBD 
is not a static phenomenon. Most data 
are from cross-sectional approaches – 
longitudinal data are scarce.
   – Beyond the clinical aspects, we also 
need to harmonize how we sample our 
protocols to improve reproducibility,  
especially when we come to such aspects 
as the microbiome, Dr Halfvarson conti-
nued.

think the search for environmental trig-
gers – in both population studies and in 
hardcore biochemical ways – could be-
come powerful. We need that one critical 
discovery on causation – whether this 
comes tomorrow, or in 5 or 50 years, we 
don't know, Prof Kaser ended his talk.
 
A lot of heterogeneity in IBD
Dr Jonas Halfvarson talked about multi 
-omics profiling of IBD.
   – Multi-omics is an area that has  
gathered a lot of interest in recent years. 
But there are limited data, at least in the 
public domain, he started by saying.
   We are moving away from analyses 
of single layers of data to multi-omics 
profiling to characterize the molecular 
biology of IBD. Why? Because there are 
huge interactions between the exposome, 
the microbiome, the genome and the im-
munome, Dr Halfvarson explained.
   – This means if we look at these areas 
one by one, we will lose what is happe-
ning. And even though we end up with a 
similar phenotype – in terms of the clini-
cal characteristics – there  might be dif-
ferent types of submechanisms that drive 
this. To understand this, we need to com-
bine different datasets, he continued.
   Dr Halfvarson then talked about using 
multi-omics profiling to characterize the 

Jonas Halfvarson Simon Travis
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when there is a chance of altering the  
future pattern of disease. Get it right – 
and you'll be sailing in sunshine!

Study on etrasimod in UC   
S1P receptor modulators reduce egress 
of T-cells from lymph nodes, thereby 
reducing the number of lymphocytes in 
peripheral blood and thus resulting in 

   – But also other, non-clinical, features 
such as occupation, family, ability to 
pay (in some countries), environmental 
risks, surgery, access to biologics and 
potential trials. And don't forget the log 
book – monitor your activity.
   Prof Travis final advice was to catch the 
early morning tide.
   – Start biological therapy at a stage 

vestigate patterns of disease are all at 
this steering-wheel. Then one has to en-
sure that the vessel is seaworthy.
   – Is the patient fit for biologicals? You 
have to investigate age and nutritional 
state, vaccination status, confirm active 
disease and consider alternatives – in-
cluding surgery.
   Prof Travis also talked about STOIC – 
an acronym that stands for sepsis, tuber-
culosis, opportunistic infections, infusion 
reaction and cancer and cardiac failure.
   He presented a systematic review and 
meta-analysis on biological therapy 
in the elderly, published 2019. 14 stu-
dies were included, with a total of 4,719  
older (60 years or more) users of biolo-
gics and 13,305 younger users. 3,961 older 
patients who did not use biologics were 
also included.
   – The authors found that older users 
have a higher risk for infections, com-
pared to the younger users. All patients 
had a higher risk of malignancy when 
they were older. When the older on bio-
logics was compared to those older not 
on biologics, a higher risk for infection, 
malignancy and death was seen. This is 
an important point to remember, Prof 
Travis underlined.

Context is everything
When all this is considered, one have to 
chart the course.
   – Use satellite navigation – and beware 
old maps, Dr Travis continued. 
   ECCO Statements represents the sa-
tellite navigation option. Then one must 
agree the course with the patient.
   – Above all, ask them what their goal is. 
There is an unmet need here – in a sur-
vey of 7,507 patients last year 48 % did 
not ever had any discussion about the 
main goals of their treatment.
   Then be prepared for bad weather – 
and to change sails accordingly. Use a 
treat-to-target approach, and monitor 
closely.
   – Engage the crew – i.e. the MDT – 
and check the weather forecast! ECCO  
statement 5 G says patients who have 
clinical features suggesting a poor prog-
nosis appear the most suitable for early 
introduction of immunosuppressive the-
rapy. Early anti-TNF therapy should be 
initiated in patients with high disease 
activity and features indicating a poor 
prognosis, Prof Travis pointed out.
   Finally, check the tidal atlas. Context is 
everything – and includes clinical featu-
res such as disease activity, distribution, res- 
ponse to previous therapy, complications, 
optimisation, drug levels and patient's view.
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animal model of IBD was created to test 
this second hypothesis.
   – In summary, we found the glycolytic 
pathway offers novel therapeutic inter-
vention points. A lot of these therapeu-
tics are approved for other indications. 
We found that ritonavir is highly effi-
caceous in a mouse model, and may be 
developed into a therapeutic for IBD, Dr 
Gropp said.

   – Stop at the age of 65 years, due to  
the risk of lymphoma, Prof Ferrante  
continued.
   For biological therapy and small mole-
cules, there is probably no indication to 
suggest a general stop. 
   – Indications for a temporary stop  
includes cancer and other uncontroll- 
able adverse events such as frequent in-
fections, paradoxical skin or joint reac-
tions and pregnancy. Also on patient's 
request – but only after long-standing 
disease remission and excluding ongoing 
inflammation, objectively evaluated and 
in case of low-risk profile for further  
disease progression.
   Prof Ferrante ended with some general 
rules.
   – Stopping therapy should be a case- 
by-case decision that should be shared 
with the patient – and discontinuation 
should be followed by strict and objective 
follow up.

HIV medication promising in IBD
Targeting inflammation in UC by inhi-
biting glucose uptake, was the topic of a 
talk presented by Dr Roswitha Gropp.
   She began by describing the energy 
production in inflammatory cells, and 
the Seahorse technology to measure meta-
bolism.
   – Our first hypothesis was that patients 
with chronic inflammation such as IBD 
have a higher glycolytic rate.
   Data from the Seahorse were used to 
confirm this.
   – This led us to our second hypothesis, 
which was that inflammation is supp-
ressed by the glucose uptake inhibitor 
ritonavir, Dr Gropp continued.
   The protease inhibitor ritonavir has 
been developed for treatment of HIV. An 

decreased inflammation and tissue da-
mage. Etrasimod is a potent, oral, S1P re-
ceptor modulator that selectively targets 
S1P1, S1P2 and S1P5 receptor subtypes.
   Professor Laurent Peyrin-Biroulet pre-
sented data from the OASIS Phase II  
study, in which 156 patients with mode-
rate to severe UC were randomised to  
etrasimod 1 or 2 mg per day or to placebo.
   – One third of patients were refractory to 
anti-TNFs, and one third were refractory 
to anti-integrins, Prof Peyrin-Biroulet said.
   He could report the finding that patients 
receiving 2 mg achieved statistically sig-
nificant and clinically meaningful diffe-
rences in endoscopic improvement and 
remission, histological improvement and 
remission, and mucosal healing.
   – Mucosal healing may emerge as an 
achievable and objective measure of 
drug efficacy in UC induction studies,  
he concluded.

Stopping is a case-by-case decision
Prof Marc Ferrante talked about when 
to stop therapy, and presented some 
practical considerations. He started with 
withdrawal of immunomodulators.
   – In monotherapy this can be tried after 
4 - 5 years of clinical remission –  but bear 
in mind the relapse rate is 10 % per year, 
he said.
   In combination therapy with anti-TNF, 
the immunomodulator can be halted after 
6 - 12 months – but only after objective  
evaluation and therapeutic drug monitoring.

Laurent Peyrin-Biroulet Marc Ferrante

Roswitha Gropp
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nearly half of Swedish patients undergo 
restorative surgery. One of the conclu-
sions was that it is surprising to demons- 
trate such a discrepancy in a comparable 
cohort from two similar healthcare systems.
  There was also a different risk of  
colectomy according to country in the 
comparison. After 10 years it was 15 % in 
England, and 8 % in Sweden.
   He also talked about ileal rectal anasto-
mosis (IRA), which in UC patients has a 
much higher rate in Sweden.
   The risk factors for IRA are failure or 
cancer. So the best indications for IRA is 
probably short disease duration, severe 
acute colitis and patient being naive to 
biologics and without chronic proctitis.
   – Definitive contraindications for IRA 
are long duration (10 years or more) of 
UC, primary sclerosing colitis and prior 
colonic carcinoma.
   Prof Panis said that in his view is that 
we need to do IPAA for 80 - 90 % of UC 
patients that undergo surgery – and by 
laparoscopy. 
   His conclusions were that surgery for 
UC must not be proposed too late. It 
should be considered in acute colitis, 
refractory or complicated forms, long 
history of UC and in flat low grade dys-
plasia.
   – IPAA is the operation of choice for 80 
- 90 %. By laparoscopy, in high-volume 
centers and starting by laparoscopic sub-
total colectomy if the patient has been on 
anti-TNF. However, in 10 - 15 % IRA can 
be discussed.
   New surgical options do exist – 
ileostomy for acute colitis, appen-
dectomy for refractory disease and seg-
mental colectomy for cancer in elderly 
patients – but these need more evidence, 
was his final message.

Challenges for the IBD traveller
Over one billion people travel outside 
their country annually, but there are 
only a few studies that have assessed 
risks of travelling in IBD patients, said 
Dr Jean-Francois Rahier. 

   ECCO statement 9 A says that "delay in 
surgery is associated with an increased 
risk of surgical complications".
  Another key point was too choose the 
best operation. According to Prof Panis, 
there is a large consensus in IBD sur-
geons that in refractory patients, or with 
dysplasia or cancer, this is laparoscopic 
ileal pouch-anal anastomosis (IPAA). He 
presented the technique of the J-pouch.
   – A study from two centers showed that 
a total laparoscopic approach reduces 
the infertility rate after IPAA. There was 
a clear difference compared with those 
who were operated with an open approach.

   ECCO statement 5 A says "Laparos-
copic surgery is safe and feasible for elec-
tive surgical treatment of UC and confers 
better short-time outcomes...advantages 
of a minimally invasive approach are a 
reduction in adhesion formation and a 
better-preserved fecundity in addition to 
a reduced incidence of hernias."

Differences between England 
and Sweden
Prof Panis continued by talking about 
low volume centers . These have higher 
mortality rates, and he presented data on 
this.
   – Observations from a comparison 
of nationwide cohorts in England and 
Sweden, published in 2018, found that 
only one third of English patients and 

Endoscopic and histological 
outcomes for upadatacitinib in UC
The efficacy and safety of upadatacitinib, 
an oral selective JAK1-inhibitor, was as-
sessed in a phase II induction study on 
250 patients with moderately to severe 
UC (U-ACHIEVE). The participating 
patients had inadequate response, loss of 
response  or intolerance to steroids, im-
munosuppressants or biologic therapies.
   Primary, and all ranked secondary, end-
points after 8 weeks met statistical signi-
ficance with upadatacitinib doses 30 mg 
or higher, and these data have previously 
been reported.
   Prof William Sandborn presented a study 
in Copenhagen that had evaluated the 
endoscopic and histological outcomes of 
U-ACHIEVE.
   – The conclusion is that induction treat-
ment with upadatacitinib 30 and 45 mg 
once daily consistently demonstrated 
significant improvement in endoscopic 
and histologic outcomes compared to 
placebo. Mucosal healing was achieved 
at week 8 with the highest rate observed 
in the 45 mg arm, he reported.

Do not wait too long with surgery
There are three key points for precision 
surgery in UC, Prof Yves Panis started 
his lecture by stating.
   – The first is to choose a timely ope-
ration, to choose the best technique for 
surgery – and to choose the best opera-
tion, Prof Panis emphasized.
   He then explained these three points 
in detail, and began with timely surgery.
   – If we wait too long, the mortality 
goes up. Maybe we keep our patients on 
anti-TNF too long, and therefore surgery 
is  delayed. Today we see that dysplasia 
rates have increased, and we also ope-
rate more patients with dysplasia and 
high-grade dysplasia.

“MAYBE WE KEEP OUR PATIENTS 
ON ANTI-TNF TOO LONG, AND 

THEREFORE SURGERY IS   
DELAYED.”

William Sandborn  Yves Panis
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   He presented an investigation that 
aimed to perform a cost analysis of a 
pan-European inception cohort with five 
years of follow-up. 31 centers from 20 
countries were included and had contri-
buted with clinical and direct cost data 
on procedures, treatments, hospitalisa-
tion and surgery.
   – We can see that overall direct ex-
penditure on healthcare decreased over 
a five year follow-up period. There was 
an increasing expenditure on biologics, 
particularly in CD patients, and de- 
creasing expenditure on standard medical 
treatments surgery and hospitalisation, 
he told the audience.
  The conclusion was that despite their 
known high acquisition charges, these data 
indicate a cost-saving effect of biologics.

TDM in children on adalimumab   
Proactive therapeutic drug monitoring 
(TDM) is provided to patients in remis-
sion, and aims to adjust drug treatment 
intensity according to individual phar-
macokinetic and pharmacodynamic con-
ditions to minimise the risk of later treat-
ment failure. 
   In contrast, reactive TDM concerns 
patients with manifest treatment failure 
despite ongoing previously drug treat-
ment.
   Dr Amit Assa presented a study that 
aimed to evaluate the effect of proactive 
TDM-based treatment versus reactive 
TDM-based treatment on disease ac-
tive in children with CD treated with 
adalimumab. The primary endpoint was 
sustained corticosteroid-free remission 
during the study period (week 8 - 72).
   In his summary of results, Dr Amit 
said that proactive trough adalimumab  
measurements resulted in a reduced risk 
for mild exacerbations – but not moderate 
to severe ones.

   He ended his lecture by describing the 
ongoing work to create a comprehensive 
multilevel platform for supporting indi-
viduals with IBD who plan to travel, cal-
led IBD Passport. It provides a reputable 
source of information, orchestrating lo-
gistic resources and networking global 
IBD centers. It can be found at www. 
ibdpassport.com.
   – ECCO Statement OI 8A clearly states 

that IBD need not restrict patients from 
foreign travel, and if they are travelling 
to developing regions they should have 
a pre-travel consultation. So at your out-
patient clinic, the next question to your 
patient should not be "Will you travel?" 
– but instead "When will you travel?", Dr 
Rahier ended his lecture.
 
Biologics may be cost-saving  
IBD carries a high burden of healthcare 
resources, but estimates of healthcare 
expenditures are difficult to compare 
across studies. The introduction of bio-
logical therapy has influenced healthcare 
expenditures in IBD, significantly shifting 
the cost profile away from being driven 
mainly by hospitalisations and surgery.
   – No prospective long-term analysis of 
healthcare costs in patients with IBD in 
the era of biologic treatments exists in 
Europe, said Dr Johan Burisch.

   He was talking on vaccination and tra-
velling with IBD.
   – IBD societies' guidelines acknowledge 
the existence of severe obstacles for IBD 
patients who travel for leisure or business, 
he said.
   There are many challenges for IBD 
patients when they travel. Some are  
disease specific – sanitary facilities at the 
destination, fitness to travel, dietary con-
cerns, stoma care and vaccination. Some 
are medication concerns – availability, 
storage and custom regulations.
   – Then there are challenges in the avai-
lability of healthcare – such as insurance 
concerns and seeking help overseas, Dr 
Rahier continued.
   Travelling imposes a greater risk for 
immunosuppressed. He pointed out that 
in Europe there were 12,500 incident  
cases of measles in 2018, which raises 
concerns on vaccination.
   Pretravel advise for IBD travellers in-
clude antibiotics for self-use in case of 
gastroenteritis.
   – Then monitor immunity after vacci-
nation, and recommend the patient not 
to travel to yellow fever endemic areas if 
they are immunosuppressed. 
   Some drugs bring an increased suscepti-
bility for sun exposure, and – if uncertain 
– ask a specialist for advise.
   Dr Rahier also reminded that high alti-
tude journeys and flights are associated 
with increased risk of flares in IBD pa-
tients.

“NO PROSPECTIVE LONG-TERM 
ANALYSIS OF HEALTHCARE COSTS 
IN PATIENTS WITH IBD IN THE ERA 
OF BIOLOGIC TREATMENTS EXISTS 

IN EUROPE,”

Jean-Francois Rahier

Johan Burisch
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LTS continued to achieve favourable cli-
nical outcomes. Final data are consistent 
with, and complement, the known safety 
profile of vedolizumab based on published 
clinical and other real-world studies, 
Prof Panaccione summarised.  

Preventing in-hospital mortality 
In elderly IBD (60 years or older) it is 
important to differ between those who 
were diagnosed when younger and those 
with late onset IBD.
   – These are very heterogeneous condi-
tions, Dr Guillaume Savoye pointed out.
   He also pointed out that the baby- 
boomer generation now enters the ranks 
of the elderly, and stated that a wave of 
elderly IBD patients is coming.
   There are two types of challenges in 
management of elderly IBD patients.
   – There are specific challenges such 
as misdiagnosis and a different natural 
history of IBD. Then there are common 
challenges – comorbidities issues and an 
increased risk of side effects of medical 
and surgical treatments, Dr Savoye ex-
plained.
   Differential diagnoses include NSAIDs 
and other drug related colitis, segmental 
colitis associated to diverticules and  
neoplasia, among others. 
   Ageing in elderly IBD patients may be 
associated with aggressive disease and 
changes in behaviour. CD activity does 
not burn out with time, and 25 % of pa-
tients still have active disease 20 years 
after diagnosis.
   – Patients who are aged 80 or more 
also have an increased risk of dying in 
the first year after diagnosis. Clostridium  
difficile infection is a burden – and a killer 
– in elderly IBD patients.
   He stressed the need to apply preventive 
measures to limit in-hospital mortality: 
Venous thromboembolism (VTE) and 

Final analysis of long term safety 
study on vedolizumab
Vedolizumab was approved for mode- 
rately to severe active UC and CD in 
2014. It is recommended in ECCO guide- 
lines as a therapeutic option for long-
term management of IBD.
   GEMINI LTS (long-term safety) eva- 
luated long-term safety and efficacy in 
UC and CD. The final analysis represents 
the longest study to date of continuous 
vedolizumab treatment, and was presented 
by Prof Remo Panaccione.
   – The finding is that vedolizumab was 
safe and well tolerated for long-term IBD 
management. There was no increased risk 
for clinically important safety concerns 
in IBD in the long term, Prof Panaccione 
reported.
   Postoperative complications were few, 
and consistent with recent meta-analysis 
and studies of pre-operative vedolizu-
mab therapy.
   – Patients who remained in GEMINI 

    – It also resulted in a higher rate of bio-
logic remission, higher rate of adalimu-
mab intensifications – mainly early – and 
longer periods above defined adalimu-
mab trough threshold, he added.
   His conclusion was that paediatric pa-
tients with CD treated with adalimumab 
may benefit from proactive TDM.
   – Nevertheless, severe exacerbation 
and drug discontinuation rates are simi-
lar when patients are under tight control.  
Adalimumab intensification is the rule, 
rather than the exception, calling for 
early optimisation of through concentra-
tions, he said.

Dose intensification of ustekinumab
Loss of response to ustekinumab in CD 
varies from 10 % to 36 %. Dr Mathurin 
Fumery presented a study on the efficacy 
of ustekinumab 90 mg every 4 weeks, 
instead of every 8 weeks. 
   – The aim was to evaluate the efficacy 
and safety in patients with CD with in-
complete response, or loss of response, 
of ustekinumab. 87 patients were inclu-
ded, Dr Fumery explained.
   After a median follow-up of  8.2 months, 
57 % were still treated with ustekinumab. 
Of the 37 patients that had ustekinumab 
withdrawal, 21 had no response, 13 had 
loss of response and 3 due to pregnancy.
   – This is the first study that evaluates 
the efficacy and safety of ustekinumab 
optimisation 90 mg every 4 week in CD. 
More than half of patients recaptured 
response following treatment optimi-
sation. Colonic location, inflammatory 
behaviour and duration of ustekinumab 
therapy before optimisation were associated 
with clinical response at 2 months, were 
Dr Fumery's conclusions.
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not only to the patient – it is equally im-
portant to primary care, secondary care, 
midwives and obstetricians.
   – Communication and a multidisci-
plinary approach are both important, 
together with shared decision-making 
with careful documentation, Prof Hart 
said.
   Pre-conception planning has a positive 
influence on outcomes – aim for remis-
sion for 3 - 6 months pre-conception. 
   – I think it is good to always ask the pa-
tient if they are planning to start a family.
   Patients often have fertility concerns. 
In inactive disease the fertility is not 
altered, however it is reduced in active 
disease – especially CD. Medications do 
not affect fertility in women, but surgery 
with IPAA does. However, this may be  
limited with laparoscopic surgery.
   – Voluntary childlessness is more 
common in IBD, but mainly due to mis- 
information about IBD and pregnancy, 
she underlined.

Medications in pregnancy
Family history is a strong predictor in 
IBD. If one parent is affected, the risk 
for the child is 4 - 8 times higher than for 
the general population – but the absolute 
risk is low.

  – Never postpone surgery in elderly  
patients. Time runs fast, he said.
   Dr Savoye summarised his talk on ma-
nagement of IBD in the elderly with two 
words: "Be careful".

Key principles in pregnancy
Issues of conception and pregnancy are 
pertinent to a majority of young people 
with IBD.
   – There is a different perception of 
risk/benefit in the context of pregnancy 
– and there can be high levels of emotion 
and anxiety in prospective parents, said 
Prof Ailsa Hart.

   However, there are limitations in data 
on this subject. Mainly data comes from 
case-control, cohort or registry studies. 
There are (for obvious reasons) no ran-
domised trials. Hence it is difficult to dis-
sect risk of active disease versus medica-
tion – guidelines are based on consensus, 
Prof Hart continued.
   There are some key principles during 
pregnancy: A healthy mother equals a 
healthy baby.
   – Sometimes we do not make that clear 
to the patient.
   So be clear on detrimental impact of 
active disease, and treat active disease. 
Information and education is important 

deep vein thrombosis (DVT) prophylaxis 
was at the top of his list.
   – Limit the infection risk with prompt 
removal of indwelling catheter. Check 
and treat for C difficile infection. Ensure 
early initiation of physical and occupa-
tional therapy – and nutritional support.

Strive for step-up – not top-down
Dr Savoye underlined the use of corti-
costeroids carries the risk of precipita-
ting or exacerbating pre-existing dia-
betes mellitus, congestive heart failure, 
hypertension, altered mental status and 
osteoporosis.
   – Treatment with budesonide may be 
considered as it interferes less with bone 
metabolism. Beware of drug interactions 
with phenytoin, phenobarbital, ephedrine 
and rifampin.
   A general advice is to use a step-up the-
rapeutic approach in the elderly. Avoid 
thiopurines based strategies – instead 
consider thiopurines withdrawal.
    Vedolizumab seems to be as safe as 
anti-TNFs in the elderly, and for uste-
kinumab the dermatologic experience 
suggest that it is the preferable agent of 
elderly patients with psoriasis.
   – But that needs to be confirmed in 
a large cohort – and at CD dosage, Dr  
Savoye commented.
   The rheumatologic experience of to-
facitinib in the elderly is that those over 
65 years have a higher risk of serious ad-
verse events and discontinuations due 
to adverse events, compared to younger 
patients.
   – Biologic agents are an option, but 
more data on safety in the elderly are ur-
gently needed!
   When elderly patients undergo surgery, 
the mortality rate in one study was 26.7 
% for emergency procedure in those over 
60 years of age. In those under 60 years 
it was 2,6 %. Another study published 
last year on 139 patients with late onset 
IBD that underwent surgery, 56 % expe-
rienced post-operative complications – 
mainly thrombosis and infections.

“INFORMATION AND EDUCATION IS 
IMPORTANT NOT ONLY TO THE  

PATIENT – IT IS EQUALLY  
IMPORTANT TO PRIMARY CARE, 
SECONDARY CARE, MIDWIVES 

AND OBSTETRICIANS”

Ailsa Hart

Guillaume Savoye
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   Chair Russell referred to the fact this 
was the first large head to head trial 
performed in the field of IBD – called 
VARSITY. It is a double-blind, double- 
dummy, randomised controlled trial of 
vedolizumab versus adalimumab in pa-
tients with active UC.
   Despite a growing number of new the-
rapeutic options for IBD, no clinical study 
have previously directly compared two 
biologic agents in IBD. Vedolizumab is a 
gut-selective, humanised IgG1 monoclonal 
antibody that bind α4β7 integrin. Adali-
mumab is a humanised IgG1 monoclonal 
antibody that binds to and neutralises 
TNF and has systemic anti-inflammatory 
effects.
   – The objective was to compare the ef-
ficacy and safety of vedolizumab versus 
adalimumab subcutaneously at week 52 
in patients with moderately to severe 
UC, Prof Schreiber said.
   The primary endpoint was proportion 
of patients achieving clinical remission 
(defined as a complete Mayo score of 2 
or less and no individual subscore higher  
than 1 point) at week 52. Secondary 
endpoints was proportion of patients 
achieving mucosal healing and who have 
discontinued corticosteroids and are in 
clinical remission at week 52.
   A total of 771 patients at 330 study sites 
in 37 countries were randomised – 386 
to adalimumab and 385 to vedolizumab. 
61,9 % in the adalimumab arm and 74,5 
% in the vedolizumab arm completed 
treatment.
   – VARSITY demonstrated superior 
clinical remission and mucosal healing 
with vedolizumab compared to adalimu-
mab in the treatment of moderately to 
severely active UC, was the first conclu-

sion may outweigh increased risk of 
treatment. Most data for infliximab and 
adalimumab show no rate of congenital 
anomalies or infant reactions. Plan final 
dose according to half-life to minimise 
transfer: For adalimumab  2 - 3 weeks 
before delivery date, infliximab 6 - 10 
weeks and golimumab 4 - 6 weeks before 
the date. Restart soon after delivery, 1 - 2 
days if there is no infection.
   For vedolizumab and ustekinumab Prof 
Hart's practical tips was to be clear with 
patients on lack of data, and she under-
lined that one can not extrapolate from 
anti-TNF data.

First ever head-to-head study in IBD
– This is the late-breaker we've all 
been waiting for in IBD, Chair Richard  
Russell said when he introduced Prof 
Stefan Schreiber.

   – If one parent has UC, the risk of the 
child to develop IBD is approximately 2 
%. If one parent has CD, the risk of the 
child to develop IBD is between 3 and 5 
%. If two parents are affected, the life- 
time risk for the child is up to 30 %, Prof 
Hart said.
   She also told the audience that it is a 
myth that IBD becomes less active in 
pregnancy.
   – If the mother is in remission at con-
ception, there is a 20 % risk of flare 
during pregnancy in CD, and 33 % in UC. 
Active disease at conception is strongly 
associated with ongoing or worsening 
disease during pregnancy – and also 
worse pregnancy outcomes. 
   Maintain pre-pregnancy 5-ASA do-
sing. With sulphasalazine, supplement 
with 2 mg folate a day. Corticosteroids 
can be used to treat disease flares during 
pregnancy, but are associated with an in- 
creased risk of bad pregnancy outcomes. 
These risks are not seen with budesonide. 
   For thiopurines, if on monotherapy 
continue as maintenance. Consider stop-
ping thiopurine in combination-treated 
patients. Avoid allopurinol (used to treat 
gout) due to insufficient data.
   – Consider other options rather then 
starting thiopurines in pregnancy.
   Methotrexate is contraindicated in 
pregnancy. Stop 3 - 6 months before 
conception. If the patient is taking met-
hotrexate, advise contraception and folic 
acid. If accidental pregnancy occurs, ad-
vise to stop the drug, give high dose fola-
te and referral for obstetric counselling.
   – If on anti-TNF, maintain pre-preg-
nancy dosing and continue as mainte-
nance pregnancy throughout pregnancy. 
Overall benefits of maintaining remis-
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patients – the loss of the human touch – 
was one he pointed out.
   – There is also the question of privacy 
– ownership of data, use of data and se-
curity. Inequalities should decrease due 
to digital democratisation, but it could 
instead worsen – due to access to ena-
bling technology.
   In Dr Spinelli's conclusions he said that 
integration of data and integration of 
new technologies are paving the way for 
a disruptive change. We will se improve-
ment in surgical outcomes, research and 
education. 
  – But relevant risks should also be  
taken into account.

Ustekinumab for maintenance in UC
In the UNIFI study on UC induction, 
a single intravenous induction usteki-
numab dose demonstrated efficacy for 
several endpoints, including clinical re-
mission and response and endoscopic 
improvement. Subjects who were in cli-
nical response at week 8 after one single 
dose of ustekinumab were then entered 
into the maintenance study. They were 
randomised to subcutaneous usteki-
numab 90 mg every 12th or 8th week 
or placebo. Safety and efficacy were  
assessed at week 44, and the results were 
presented at the ECCO congress by Prof 
William Sandborn.
  – In patients with moderate to severe 
UC who had failed conventional or bio-
logic (anti-TNF and/or vedolizumab) 
therapies 38,4 % of those on 90 mg  
every 12th week, and 43,8 of those in the 
8 week arm, achieved clinical remission. 
24 % of patients on placebo had clinical 
remission, Prof Sandborn said.
    He also said they found sustained re-
ductions in CRP, faecal calprotectin and 
faecal lactoferrin.
   The safety of ustekinumab in UC pa-
tients was consistent with the known 
safety profile of ustekinumab in CD and 
other approved indications. 
   – The rates of key safety events, inclu-
ding infections, are similar between us-
tekinumab and placebo, was Prof Sand-
born's final conclusion.
    And with that, IBD Congress News also 
concludes its report from ECCO con-
gress 2019. Next year it will be held in 
Vienna, February 12 - 15. Mark your ca-
lendar! 

 Per Lundblad

the era of big cut, done with hands and 
with direct contact. In the late 1980:s 
we entered the era of minimally invasive 
surgery, where we use more tools and a 
mediated contact, Dr Spinelli continued.
   Then in 1999 a new interface mediated 
surgery: Robotic surgery.
   – The machine was of the master - slave 
design. The surgeon, through the master 
device, controls the slave device – which 
in turn reproduces the movements on 
the patient, he explained.
   The advantages over laparoscopy for 
robotic surgery include stable 3D HD 
vision, tremorless movements, wristed 

instruments and surgeon ergonomics. 
These features has made the technology 
a great success in some fields of surgery.   
   Due to patents expiring, Dr Spinelli be-
lieved that competitors will be catching 
up, and therefore costs for robotic surgery 
will come down.
   – And there will be new inventions: In 
2019 we will be able to perform minimal 
access with a single port.

Surgery in the next decade
All other robotic systems that shortly 
will come to the market will have a slave 
- master design, all will be teleoperated, 
and all will be effectors of the surgeon.
   – But in the not too distant future we 
will have the second wave of robotics, 
with digital integrated platforms. These 
will go from being excellent effector to 
surgical guidance and decision support.
   So which technologies could merge 
with robotics? According to Dr Spinelli 
it can be holograms which will enable 
improved preoperative planning and  
intraoperative navigation.
  Fluorescence imaging can improve  
intraoperative decision-making. Corre-
lating parameters from different sources 
(today not analysed together) could ge-
nerate new and unexpected evidences.
   However, there are also risks of digi-
talisation of surgery. Alienation from 

sion Prof Schreiber presented.
   The clinical superiority of vedolizumab 
was most pronounced in the anti-TNF 
failure subpopulation. Treatment dif-
ferences in clinical response appear to 
emerge between week 6 and week 14.
   – Corticosteroid free remission rates 
numerically favoured adalimumab, whi-
le the absolute reduction in its use was  
greater with vedolizumab; however,  
treatment groups differences in this 
were not significant.
   Both drugs were generally safe and well 
tolerated.
   – These results supports the use of 
vedolizumab prior to adalimumab in pa-
tients with moderately to severely active 
UC, was Prof Schreiber final conclusion.

The master - slave design of surgery 
robots
Robot and surgeon – how will a partner- 
ship work? This question was the head-
line for Dr Antonino Spinelli's lecture. 
Robotic surgery is going to change the 
landscape of surgery in the next decade, 
he predicted.
   – Surgeons have always used tools, Dr 
Spinelli said and presented examples of 
this from ancient Egypt, the middle ages 
and the 19th century.
   The most important surgical revolu-
tion was ether anaesthesia for surgery in 
1846. Anaesthesia ensured the evolution 
of surgery.
   – From 1850 up to the early 1980:s was 

“INEQUALITIES SHOULD  
DECREASE DUE TO DIGITAL 

DEMOCRATISATION, BUT IT COULD 
INSTEAD WORSEN DUE TO  

ACCESS TO ENABLING  
TECHNOLOGY.”

Stefan Schreiber

Antonino Spinelli
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A two day multidisciplinary Meeting that covered the latest advances within Gastroenterology,  
Dermatology and Rheumatology was given in Stockholm 28 - 29 November 2018. 

It was hosted by Janssen Academy, and was aimed towards physicians and nurses within autoimmunity. 
Scientific journalist Lisa Kirsbom was the moderator. IBD Congress News here reports the IBD-related 

content from the Meeting.

AUTOIMMUNITY ACROSS BORDERS

  – We can also see altered colonic  
motility and anorectal dysfunction. Ur-
gency, tenesmus and incontinence are conse 
quences of the latter.
   Molecular classification of CD reveals 
two clinically relevant subtypes.
   – CD patients are clearly segregated 
into two classes: One that largely re- 
sembles he normal colon, and one where  
certain genes showed expression patterns 
normally specific to the ileum.
   Many CD patients undergo surgery 
in their disease course, and there is  
often post-operative endoscopic recur-
rence. He said that in 88 % of these cases,  
recurrence locates in the neoterminal 
ileum and at the anastomosis.
   A study presented at ECCO 2018 had 
found that IL-23 is centrally involved in 
mediating resistance to anti-TNF therapy 
in CD. It's conclusion was that IL-23 repre-
sents a suitable molecular target in CD for 
patients refractory to anti-TNF therapy.
   In his summary, Prof Allez pointed out 
that there is a high heterogeneity in IBD, 
with variable presentation and course, 
and variable response to therapies.
   – The patterns of gene expression in co-
lonic CD seems to be rather similar to UC 
– and clearly different than that of ileal CD. 

Prof Matthieu Allez, France, gave a 
lecture entitled Immunopathogenesis is 
the clue to understand and monitor IBD.
   – In IBD, there are multiple pathogenic 
factors including environmental changes, 
an array of susceptibility genes variants 
and an abnormal microbiota composition, 
he started by saying.

Two classes of CD patients
The development and persistence of 
mucosal and/or parietal lesions may be 
responsible for tissue damage, Prof Allez 
continued. 
   Data from population-based inflam-
matory bowel disorder South Lim-
baugh show that one third of Crohn's  
disease (CD) patients may experience a 
quiescent disease course during the first 
10 years after diagnosis.
   – In the cohort they found six different 
clusters of disease activity.
   Prof Allez also talked about ulcerative 
colitis (UC) and the long-term conse-
quences of poorly controlled UC. Long 
term structural and functional outcomes 
include rectal narrowing an widening 
of presacral space and decreased length 
and calibre of colon and rectum – a so 
called "lead pipe colon".

With the development of new targets 
and a classification of disease profiles, 
we may move in the future from a "one 
size fits all" attitude towards precise 
medicine, was his conclusion.

Aspects of oral health
Window or mirror - what can the oral 
cavity tell about systemic inflammation? 
This was the headline for a lecture given 
by Prof Elisabeth A. Boström. 
   In general, oral cavities are a gateway to 
the body and an entry to the gastrointes-
tinal and respiratory tracts.
   – They constitute a microbial challenge 
and can cause mucosal tissue damage, 
Prof Boström said.

JANSSEN ACADEMY
STOCKHOLM, SWEDEN

Matthieu Allez Elisabeth A. Boström
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Periodontitis is a chronic inflammation of 
tooth supporting structures. It is initiated 
by bacteria, and sustained by an aberrant 
host response.
   – Chronic periodontitis affects 30 - 40 
% – and severe periodontitis 11 % – of the 
world population, she continued.
   UC has several oral manifestations: 
Pyostomatitis vegetans, aphthous ulce-
rations, tongue coating, gingivitis and 
periodontitis. Prof Boström presented a 
study from 1986 on the impact of IBD on 
the oral microbiota. It had found that the 
periodontal microbiota of these patients 
is unlike that of patients exhibiting other 
defined forms of periodontal disease. 
   She talked about the potential interplay 
between IBD and periodontitis.
   – There are similarities between the 
two in the pathogenesis – one of these 
being aberrant immune response to a 
dysbiotic microbiota. In IBD, there are 
alterations in the oral microbiota and 
we can see an altered gut microbiome in 
mouse models of periodontitis.
   Prof Boström also pointed out that 
other inflammatory diseases are associ-
ated with increased risk of periodontal  
disease, and used SLE and RA as examples.
   – Several aspects of oral health are  
affected in patients with systematic in-
flammatory diseases, and periodontitis 
is a chronic inflammatory condition with 
potential impact on systematic inflam-
matory diseases, she stated in her con-
clusions.
   Patients with systemic inflammatory  
diseases are in greater need for preventive 
oral care long term – but might also be in 
need for oral care as part of the medical 
care from hospital dentists in the short 
term, was her final statement.

"Party guests" in inflammation
Dr Charlotte Hedin gave a talk on the 
mechanisms of multifocal inflammation, 
and started by talking on extra-intestinal 
manifestations (EIMs).
   – A proposed definition on EIMs is that 
they constitute an inflammation patho-
logy in a patient with IBD that is located 
outside the gut, whose pathogenesis is 
either dependent on extension/transloca-
tion of immune responses from the intes-
tine – or is an independent inflammatory 
event perpetuated by IBD or that shares 
a common environmental or genetic pre-
disposition of IBD, Dr Hedin explained.
   She continued by describing inflamma-
tion as a big Halloween "party".

   – Microbial antigen translocation and 
microbial antigen cross reactivity act 
as "gatecrashers" to the party. Ectopic 
expression of adhesion molecules and 
chemochines constitutes "the pumpkin". 
Circulating antibodies are invited, but 
some T-cell trafficking driven by non- 
specific adhesion molecules show up  
because they have misread the address.
   So far, these are all independent in-
flammatory events. But there are also ex-
tensions of immune responses from the 
intestine. Dr Hedin continued with her 
analogy and called the shift in inflamma-
tory "tone" for the "University town".
   – Systemic changes in innate immune  
function is the "party company", and gut  
microbiota drives distant inflammation – i.e. 
"party overspill". And finally, altered haemato-
poiesis constitutes the "party school", she said.
   However, there are many unanswered 
questions. Is the gut microbiota pathoge-
nic in EIMs via any of the mechanisms 
she had just described in her party ana-
logy – or are EIMs independent of gut 
microbiota?

JANSSEN ACADEMY
STOCKHOLM, SWEDEN

Charlotte Hedin

The moderator with the Scientific Committee. From left: Lisa Kirsbom, Charlotte Hedin, Jon Lampa, Sven Almer, 
Michael Eberhardson and Mona Ståhle.
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   – And if microbiota play a role – what is 
the mechanism? And are microbial com-
munities in other parts of the body involved 
in IBD pathogenesis? We do not have any 
answers to these questions as of yet.
   Dr Hedin ended her lecture with an 
overview of EIMs in IBD. Radiological 
evidence of sacroileitis has a prevalence 
of 20 - 50 %, and for progressive ancylosing 
spondylitis this figure is between 1 and 
10 %. 
   – Occular manifestations occur in 4 - 
12 %, although this is probably an over- 
estimate. Psoriasis in 10 %, erythema 
nodosum in 4 - 8 % and pyoderma  
gangrenosum in 0,6 - 2 %. Anti-TNF  
induced skin inflammation has a pre-
valence of 22 % and primary sclerosing 
cholangitis in 4 - 5 % %, she said.

Gastro-case including dermatology 
and rheumatology
The Meeting ended with Prof Sven Almer 
presenting a case report on a male born 
1989. The patient had psoriasis that  
after some years evolved into suspicion 
of SLE, which was a contraindication 
for treatment with anti-TNF. This led to  
secukinumab being tried for treatment.
   – But after the first injection, the pa-
tient experienced prompt abdominal 
pain, urgency, and had 10 - 15 bloody 
bowel movements per day. He also lost 
15 kg of body weight, Prof Almer said.
   A colonoscopy revealed total colitis, 
pre-dominantly right-sided colon. The 
patient was put on oral prednisolone and 
soon on 5-ASA 4,8 mg/day.
   – He got slightly better, but colonos-
copy and histopathology remained main-
ly unchanged. He had steroid-dependent  
disease, so azathioprine was added. 
Then his started to gain weight.
   However, a few months later the pa-
tient's gastrointestinal and psoriathric 
symptoms were mainly unchanged. He 
was then (2018) put on ustekinumab, and 
psoriasis was improved with no arthri-
tis. A few months later skin, joints and 
bowel all improved, and prednisolone 
was stopped. The patient could after this 
go back to work, after a sick leave of 20 
months.
   – The question that remains is the 
discussion on which diagnosis. Was 
this  drug-induced colitis? Or was it un-
masking of pre-existing CD – or was it 
de-novo CD due to IL-17 blockade, Prof 
Almer ended by asking.
   After a debate on this, the Janssen  
Academy had come to the end.

 Per Lundblad

JANSSEN ACADEMY
STOCKHOLM, SWEDEN
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The treatment of inflammatory bowel disease (IBD) was revolutionized 20 years ago when the first 
antibody against tumor necrosis factor α (TNFα) was introduced, infliximab [1]. This biological drug 
has been followed by additional antibodies against TNF and other targets such as the gut-homing 

integrin α4β7 (vedolizumab) and the p40 subunit on interleukin 12 and 23 (ustekinumab) [2].

TOFACITINIB (XELJANZ) 
– HOW DOES IT WORK?

HOW DOES TOFACITINIB 
WORK?

(UC) and was approved by EMA for this 
indication in 2017 [5]. In addition, other 
JAK-inhibitors with varying affinity to 
the different JAKs are awaited for UC as 
well as Crohn’s disease (CD) [4].

The pathogenesis behind UC and CD 
is not fully elucidated. Therefore, all 
available therapies target the inflam-
matory activity and not the primary trig-
ger of the inflammation. The hallmark 
of IBD is perpetual inflammatory ac-
tivity in the intestinal mucosa fueled 
by innate and adaptive immune cells, 
which are produced in the bone marrow 
and reach the intestinal inflammation 
through circulation. The innate immune 
system is comprised of circulating mo-
nocytes (that transform into macro- 
phages in the tissue) and granulocytes. 
These cells exert their anti-microbial  
effect after migrating over the endothelium 
and reaching the gut mucosa. 

In addition, antigen-presenting den-
dritic cells resident in the intestinal 
wall with no identified circulating pre- 
cursor are also regarded as innate im- 
mune cells. This “first line of defense”, 
is immediately activated when the in-
tegrity of the epithelium is broken.  

Biologicals have many benefits, but 
one hurdle is administration by IV 
infusion or subcutaneous injec-
tions. An additional disadvantage 

is the risk of immunogenicity, neutra-
lizing endogenous antibodies directed 
against the drugs, that may result in 
very individual clearance rates and loss 
of response. The half-life of antibodies  
is quite long with wash-out periods 
over weeks in case of adverse events or 
switch of therapy [3]. 

After one year of treatment, only 
about 50% of patients still respond to 
the biological therapy [4]. Thus, the 
need for additional therapeutic op-
tions for IBD is evident. Small mole- 
cules targeting alternative immunolo-
gical mechanisms are being introdu-
ced for the treatment of IBD with the 
benefits of negligible immunogenicity, 
pharmacokinetic stability, short half- 
life and oral route of administration [3]. 
In this class of drugs, the first treatment 
available for IBD is tofacitinib (Xeljanz), 
a small molecule inhibiting the intra-
cellular Janus-Kinase (JAK) enzymes  
with a half-life of 3 hours. Tofacitinib 
has shown efficacy in ulcerative colitis 

The innate cells recognize non-self 
surface structures that are common to 
pathogens. Granulocytes have direct 
anti-microbial effect against micro- 
organisms, while dendritic cells as well 
as macrophages have the capacity to 
present antigens from the invading path- 
ogens to the T- and B-cells (adaptive 
immunity) and thereby activate specific 
responses. The innate response is initiated 
within hours of an infectious assault 
while the adaptive T- and B-cells may 
need several days to become fully func- 
tioning. However, the latter immune 
cells can mediate a very efficient eli-
mination of the pathogen and leave the 
commensal bacteria intact thanks to the 
specificity of the T-cell receptors and  
antibodies towards the invading microbes 
in question. In IBD patients, the innate 
as well as the adaptive immune responses 
are fully activated for reasons not known 
[6-9].

Depending on the activated adaptive 
T-helper cells (Th), the immune res- 
ponse is labeled as Th1, Th2 or Th3. CD 
is driven by cytokines such as IFN-γ and 
IL-12, classically labeled Th1 immunity. 
UC is fueled by IL-4, IL-5, and IL-13, a 
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combination of cytokines driving a Th2 
immune response. TNF-α and IL-23 
are important for all IBD, and parti-
cularly IL-23 has been associated with 
Th17 immunity [3, 6-9]. So far, anti- 
bodies in the clinic have been directed 
against one or two specific cytokines; 
TNF (infliximab, adalimumab and go-
limumab), and IL-12/IL-23 (ustekinu-
mab against both). Tofacitinib does not 
inhibit cytokines directly, but instead 
targets a family of tyrosine kinases, 
JAK 1, JAK2 and JAK3, and thereby  
simultaneously inhibits several parallel 
cytokine signaling pathways activated 
in IBD [3].

JAK1, JAK2, and JAK3 relay signals 
from transmembrane cytokine recep-
tors into the immune cells by associating 
with the intracellular part of the recep-
tor and phosphorylate tyrosine residues 
on the cytokine receptor which leads 
to recruitment of signaling transducers 
and activators of transcription (STAT). 
The STATs subsequently relocate to the 
nucleus of the cell and activate transcrip-
tion of immune-associated genes. Each 
cytokine induces specific transcriptional 
changes through this general signaling 
pathway. The inflammation observed in 
IBD is dependent on IL-12 and IL-23, 
which are associated with Th1 and Th17 
inflammatory responses via JAK2, and 
IFN-γ, IL-2, IL-4, IL-6, and IL-21 which 
drive a broad range of adaptive immune 
responses through JAK1 and JAK3 [3, 4]. 

Tofacitinib competes with adenosine 
triphosphate (ATP) for the JAKs, with 
preferences for JAK1 and JAK3 and less 
affinity to JAK2, and thereby inhibits 
ATP-dependent phosphorylation and 
subsequent activation of the pro-inflam-
matory signal cascade. The inhibition 
reduces production of pro-inflammatory 
cytokines such as IL-2, IL-4, IL-6, IFN-γ, 
and IL-12; which are all important for 
the proliferation of T- and B-cells. In ad-
dition, the innate immune system invol-
ving monocytes and granulocytes is also 
down-regulated by tofacitinib through 
interference of lipopolysaccharide signaling. 

Tofacitinib has proven efficacious in 
several autoimmune diseases such as 
rheumatoid arthritis, psoriatic arthritis, 
and UC. Tofacitinib does not seem to 
inhibit the inflammation seen in CD pro-
ficiently enough for clinical efficacy [3, 
10]. However, JAK-inhibitors with other 
specificities against the different JAKs 
have shown efficacy in early clinical  
trials in CD, supporting the idea that IBD 
is dependent on JAKs but with different 

activation pattern depending on the di-
sease UC or CD [4, 11]. 

The broad function of JAKs also ex-
plains the side effects observed in the 
clinical trials with tofacitinib. Besides 
the anticipated risk of infections due to 
immunosuppression, the clinician must 
be aware of the potential risk of bone 
marrow suppression and neutropenia 
through the inhibition of JAK2, which 
mediates signals from granulocytemo-
nocyte colony stimulating factor (GM-
CSF). A dose-dependent increase in 
low-density lipoprotein (LDL) as well as 
high-density lipoprotein (HDL) has also 
been observed in the clinical trials, but 
the mechanism behind this effect is still 
not completely understood [12, 13]. Due 
to the selected inhibition of a several dif-
ferent pathways, tofacitinib should not be 
used in combination with other immuno- 
suppressants or biologicals.

In conclusion, tofacitinib is the first 
of a series of awaited small molecules 
targeting the JAK-signaling in immune 
cells with a broad effect on several cyto-
kines and pathways. The novel target for 
immunomodulation together with the 
benefits of oral route and short half-life 
make this new class of drugs an impor-
tant addition to the available therapies 
for IBD.
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Chair Prof David T. Rubin started by 
explaining the objectives for the 
symposium.
   – To explore the psychology of 

physician and patient decision making in 
IBD management, and provide practical 
guidance for clinicians in recognizing 
the need for and navigating a change in 
the management of IBD, he said.

Barriers to shared decision making
IBD is a complex disease with significant 
quality of life (QoL) considerations, said 
Health psychologist Lyndsay Hughes.
   – Symptom and treatment issues make 

patients worry about having a normal life. 
The extent of QoL impact may be diffe-
rent for each patient.
   It is therefore important to involve  
patients in treatment decisions, Ms Hughes 
continued.
  – Higher concordance is achieved 
through shared decision making – which 
in turn leads to higher satisfaction with 
the consultation and better adherence to 
the treatment, she explained.
   However, there are a number of bar-
riers: Older age, non-Western back-
ground, lower levels of education, lower 
health literacy and numeracy and in-

accurate information processing from  
patients and healthcare professionals 
were those Ms Hughes described.
   – And most patients do not want complete 
autonomy.
  Individual knowledge and experience  
feeds into motivation. The relative 
weight of each component will differ 
between individuals. Errors and biases 
in this information may lead to unfavou-
rable perceptions.
   – Even if individual patients are pre-
sented with the same information, they 
will perceive, interpret and weight it dif-
ferently – leading to different outcomes. 

Working with the mind when the gut needs a change was the topic for a satellite symposium at the 
ECCO Congress, sponsored by Pfizer.

THE PSYCHOLOGY OF CHANGE IN IBD

David T. Rubin, Tariq Ahmad and Lyndsay Hughes.
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This could lead to a reluctance to change 
treatment, she underlined.
   Behaviour change techniques can sup-
port choice talk – i.e. create awareness 
that a choice exists – and decision talk 
supported to explore what is important 
to the patient.
   – We also need to consider our own atti-
tudes towards shared decision making, 
Ms Hughes finally stated.

Treat-to-target enhances share
decsision making
Challenging ourselves to change, was the 
title of Prof Rubin's lecture.
   – To improve patient care, a change in 
the way we approach treatment and out- 
comes is required, he started by establishing.
   When providing care for patients, there 
are many factors we take into account. 
For the patient, there is fear of the un- 
known and the disease. For the clinician, 
there is the disease – and several other 
considerations – costs of drugs, fear of 
doing harm and treatment failure and 
urgency for decision were among those 
Prof Rubin described.
    – For the patient, all of this adds up to a 
desire for treatment. For the clinician, all 
adds up to a therapeutic recommenda-
tion. At the centre of this, trust is needed!
   Treat-to-target has been implemented 
successfully in chronic diseases such as 
diabetes, hypertension and cholesterol 
levels – and now also in IBD. Prof Rubin 
presented data from 60 patients with UC 
on mucosal healing as a treatment tar-
get, and they showed that adjustments in 
medical therapy led to remarkably higher 
outcomes.
   – But doctor and patient often have 
different definitions on what remission 
is. In IBD, treatment targets should include 
both clinical endpoints and patient's  
goals.
   Treat to target enhances shared deci-
sion making and vice versa. If one starts 
with acknowledging patient's preferences, 
the patient feels educated, informed and 
supported in making the right choice. 
Hence, the doctor-patient relationship is 
strenghtened – and patient satisfaction 
and adherence to therapy is increased.
   – Adaptation of treat-to-target imme- 
diately after IBD diagnosis could also 
help ensure that treat-to-target is a fa-
miliar concept if a move to an advanced 
therapy is required, Prof Rubin pointed 
out.
   This shows that we can manage such a 
strategy clinically.
   – Treat-to-target needs an engaged pa-
tient, and close monitoring. The latter  

is important also when the target is 
reached!
   If a patient refuses a recommended  
treatment, this is often due to fear, denial 
or misinformation. When the physician 
probes for reasons, Prof Rubin recom-
mended to acknowledge fears, educate, 
follow up and offer second opinion.

Empower yourself with knowledge
There is an ever changing and increa-
singly complex IBD treatment land- 
scape, said Dr Tariq Ahmad. Several  
new therapies have emerged in the 21st 
century.
   Why do we need to change treatment? 
There are several reasons for change – 
lack of efficacy, adverse events, access 
and practicality were those Dr Ahmad 
mentioned.
   – However, changing treatment can be 
a daunting prospect for patients. Some 
patients may prefer a treatment they are 
familiar with, compared to try some- 
thing new, he continued.
   What can we do to help our patients get 
ready for change?
   – To be able to effectively discuss treat-
ment options, we may need to empower 
ourselves with knowledge on new thera-
pies. We need to understand patient pre-
ferences and drivers of decision making, 
and understand how to best discuss risks 
and benefits. We also need to introduce 
the new treatment concepts with a posi-
tive, but balanced, tone, Dr Ahmad said.
   
Benefits and risks of tofacitinib
Dr Ahmad continued with discussing the 
benefits of tofacitinib.
   – It is a new therapy that works dif-
ferently to other IBD treatments – taken 
orally in tablet form. Tofacitinib is effec-
tive in patients irrespective of their past 
response to other drugs. Some patients 
have symptom improvement soon after 
starting treatment – even as early as the 
third day.
   Also the safety of tofacitinib is well  
understood, and it has been used to treat 
other inflammatory diseases since 2012.
   He underlined the importance of dis-
cussing the risks of tofacitinib.
   – Tell the patient that before starting 
tofacitinib: We will ensure your vaccina-
tions are up to date to lower the chance 
of re-activating certain infections. To re-
duce the risks of tofacitinib, it shouldn't 
be used alongside biologics or other 
immunosuppressants. Abnormal blood 
tests – such as increased lipid levels – 
can occur, but close monitoring will en-
sure you receive good care.

   Tofacitinib is associated with an in- 
creased risk of shingles, particularly in 
older patients. Fortunately, in the ma-
jority it is manageable. Non-melanoma 
skin cancer has occurred in some pa-
tients taking tofacitinib, so discussing 
the patient's family history could be im-
portant.
   – The safety of tofacitinib is generally 
similar to anti-TNF treatment, excluding 
shingles.

The nocebo effect
The switch to a biosimilar is also a 
change of treatment in the patient's pers- 
pective.
   – We should be honest and talk about 
cost-savings. The use of biosimilars 
means more patients can be treated, and 
treatment can be optimised, Dr Ahmad 
underlined.
   How we present switching to bio- 
similars to our patients is important. 
This has to do with the nocebo effect, 
which he called "the ugly twin of placebo".
   – The cost of the drug can influence 
how people experience benefit. A study 
has shown that the same product to treat 
pain in two groups, the patients expe-
rienced less reduction in pain when they 
were told they were receiving a cheaper 
product.
   He explained that negative treatment 
expectations result in negative symptoms, 
i.e. the nocebo effect.
    – This leads to lower adherence and 
increased discontinuations.
   In his summary, Dr Ahmad encoura-
ged to foster a good clinician-patient rela- 
tionship.
   – Gain knowledge of new therapies, 
discuss risks and benefits and use visual 
aids and contextualise.
   He underlined that it is not just what 
the doctor says, but also how the doctor 
says it.
   – Body language has been shown to be 
the most important factor.
   Create a balanced but positive discus-
sion in order to avoid a nocebo effect.
   – Align an approach with your multi-
disciplinary team – ensure consistent 
messaging and care!
   And with that, the symposium had 
come to the end.

 

Per Lundblad
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SMART SIMPLICITY 
– SIMPLIFYING TREATMENT OPTIONS AND PROCESSES
In a satellite symposium at the ECCO Congress sponsored by Tillotts Pharma, the importance of clear 
terminology and umambiguous understanding for communicating to the IBD patient was discussed. 

Prof Geert D'Haens was the Chair.

read in full the latest ECCO Guidelines 
on the management of UC and CD (23 
and 16 pages respectively). A majority 
answered no.
   The second was a statement: "Most of 
my IBD patients considered for biologics 
would fit the inclusion and exclusion cri-
teria used in pivotal clinical trials". Again 
the majority answered no.
   Prof Sharara presented several real-life 
surveys that showed that patients with 
ulcerative colitis (UC) not are being  
treated according to guidelines.
    – In Crohn's disease (CD), a study on 
treatment pathways published in Journal 
of Crohn's and colitis 2017, showed that 

basis for guideline recommendations, 
but patient reality does not always fit 
within the framework of guidelines. 
There are many reasons why there are 
deviations or just gaps. We will highlight 
some of these gaps, and how to handle 
them, he said.
   Prof D'Haens then introduced the first 
speaker, Prof Ala Sharara, who talked 
about clinical practice guidelines versus 
real life in IBD.

"We are not doing a good job"
Prof Sharara started with two questions 
to the audience, who was asked to vote 
yes or no. The first one was if they had 

In his introduction to the symposium, 
Prof D'Haens asked if we have a com-
mon understanding when we talk 
about remission.

   – Or does one person mean clinical and 
another endoscopic? A third may mean 
deep remission – and how does one define 
that, he asked.

Deviations and gaps
Prof D'Haens continued with more ques-
tions. What is moderate UC? What are 
the numbers behind expressions such as 
"likely" or "common"? Has anyone a defi-
nition for "accelerated step-up?"
   – Evidence from clinical trials is the  

Ala Sharara, Hugh Mulcahy and Geert D'Haens.
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63 % of patients initiated on a corticos-
teroid were treated only with this agent 
– some patients were on a corticosteroid 
for up to 10 cycles.
   He also presented a study on fragmen-
ted care, published in American Journal 
of Gastroenterogy 2019. State inpatient  
databases from New York and Florida 
had been used to identify 90-days read-
missions among IBD patients. The pre-
valence of fragmentation, defined as 
readmission to a non-index hopital, was 
found to be 26.4 % in New York and 32.5 
% in Florida.  
   Fragmented inpatient care was asso- 
ciated with higher likelihood of in- 
hospital death, inpatient colonoscopy, 
and a longer redamission length of stay.
   – In real life, we are not doing a good 
job, Prof Sharara commented.

Several differences between RCTs 
and real-world evidence
Adherence was Prof Sharara's next topic.
   – In a study, 43 % reported they took 
less than 80 % of the indicated dose of 
5-ASA. 12 % had no detectable 5-ASA, or 
N-acetyl-5-ASA in their urine. Another 
18 % had lower than expected urinary con-
centrations of 5-ASA and N-acetyl-5-ASA.
   Poor complicance was found to be as-
sociated with 3 times-a-day dosing and 
being in full employment. Depression 
was also a predictor for non-compliance.
   He continued by talking about adhe-
rence to infliximab therapy.
   – An observational study in two French 
referral university hospitals systema-
tically asked patients about delayed or 
missed infliximab infusion. The overall 
non-adherence rate was 54.3 %!
   There are several differences between 
a randomized controlled trial (RCT) and 
real-world evidence. In a RCT, non-ad-
herent patients are taken out of the ana-
lysis. In real world, non-adherent pa-
tients can switch the treatment and in 
such case are likely to remain included 
in treatment.

   – In a RCT, experiment is based on an 
artificially created homogenous treat-
ment group. The purpose is to establish 
the efficacy of the medication/therapy. 
Real-world evidence contains hetero-
genous patient population reflecting  
realistic scenario. The study is likely to 
indicate the effectiveness of the drug/
therapy under various conditions, Prof 
Sharara pointed out.

Many questions remain
A study published in Clinical Gastroen-
terology and Hepatology 2012, found that 
only 31.1 of 206 patients with IBD (34 % 
with CD and 26 % with UC) would have 
been eligible to participate in any of the 
pivotal clinical trials.
   – We have a lot of unmet needs – we 
have many patients that we don't know 
what to do with.
  The three basic tenets of best clinical 
practice, according to Prof Sharara, are 
pathophysiology (knowledge), guidelines 
(information) taken together with clinical 
experience (wisdom). Another way to 
phrase this is combining evidence-based 
and experience-based medicine in IBD.
   – The real life practice of IBD is chal-
lenging, with a demonstrable need for 
optimising care according to available 
best evidence. Clinical guidelines are 
useful, but fall short in highly complex 
diseases, he said.
   A combination of evidence-based and 
experimental-based medicine narrows 
this gap, and should drive future research.
   – Personalised and precision medicine 
is needed, but many questions remain, was 
Prof Sharara's last take-home message.
   In the panel discussion that followed, 
a consensus on keeping up publishing  
real-life experiences was reached.

The reasons for guidelines 
being national
Prof Hugh Mulcahy then talked about 
the importance of terminology.
   – Guidelines are good for health profes- 

sionals, but sometimes complex, lengthy and 
too rigid for practical application, he stated.
   There are many ambiguous terms in IBD, 
and Prof Mulcahy presented examples.
   – Diarrhoea in IBD – are we talking 
about frequency or consistency, or both? 
Dysbiosis – what is it? When we are tal-
king about maintenance of remission 
– which remission? Is it identical to pre-
vention of flare?
   He presented examples from the ECCO 
UC Guidelines Statement 2B. In this, 
he pointed out examples of two uses of 
ambigous language, one of vague langu-
age, one of passive language, one of non- 
specific language and one of overly spe-
cific language. 
   – I wish to stress there is a value with 
guidelines – without them, my care 
would be chaotic, Prof Mulcahy under-
lined.
   But he said that it would be nice if they 
were a bit clearer. Nevertheless, he en-
couraged everyone to "spare a thought 
for the poor guideline writers".
   – Today, 60 % of patients with CD in 
my clinic are on a biologic. The time be-
fore their first surgery has increased, and 
second surgery has become rare. We put 
this down to increased, and earlier, bio-
logic use, Porf Mulchay said.
   In the panel discussion that followed, 
the speakers talked about that health 
care staff may understand guidelines 
– but the general population often do 
not. Also the fact that the reality on the 
ground is that guidelines stems from the 
economy they are created in. That is the 
reason why we have national guidelines.
   With these thoughts, the symposium 
ended.

 Per Lundblad
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Identifying and treating patients at risk of disease progression was the focus for a satellite symposium 
at the ECCO Congress, sponsored by Takeda. Prof Remo Panaccione was the Chair.

EVOLVING MODELS OF CARE IN 
CROHN'S DISEASE

IBSEN study on 237 patients with CD, 
diagnosed 1990 - 1994, showed that CD 
is highly variable, and it is challenging to 
predict who will benefit from early treat-
ment, he continued.
   – In IBSEN, after 10 years, 3 % had an 
increase in symptom severity. 19 % had 
chronic continuous symptoms, 32 % 
chronic relapsing symptoms and 43 % a 
decrease in symptom severity, Prof Louis 
pointed out.
   So early, intensive intervention may not 
benefit every patient.
   – 20 - 30 % of patients will have an in-
dolent disease course, and may not re-
quire early intervention – because this 

data from an early treatment cohort with 
292 CD patients with a late treatment 
cohort of 248 patients. The conclusion 
was that early use of anti-TNF therapy 
or immunomodulators is associated with 
reduced risk of bowel strictures in CD, 
Prof Louis said.
   He also presented another study from 
the US that found earlier introduction to 
biologics tends to correlate with slower 
progression of bowel damage in CD. A 
study from 2019 showed that patients 
with shorter disease duration had higher 
clinical remission and mucosal healing 
rates with vedolizumab.
   However, data from the Norwegian 

– This symposium will focus on two 
main questions: How can we identify 
those patients with Crohn's disease (CD) 
who may benefit from early intervention 
and – once these patients are identified 
– how can we optimise therapeutic app-
roaches within the available window of 
opportunity, Prof Panaccione said when 
he greeted everyone welcome.

Some patients will have an indolent 
disease course
Prof Edouard Louis was the first speaker, 
and he talked about the long term evolu-
tion of CD. 
   – The Swiss IBD cohort study compared 

Subrata Ghosh, Remo Panaccione and Edouard Louis.
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may represent over-treatment and an 
unnecessary expense, he explained.
   In other words, there is a need for pa-
tient stratification.

Patient stratification is an 
important task
In the blurry world of prediction, pre-
dictive models are problematic because 
they are strikingly influenced by the po-
pulation initially studied, which variable 
was tested in the model and what out-
come was looked at. Extrapolation and 
clinical applicability may therefore be 
limited.
   – Identifying an at-risk population does 
not mean it represents the best candidates 
for early intensive drug intervention 
(versus surgery for limited ileal compli-
cated disease), Prof Louis underlined.
   But there are things to look for. Prof 
Louis presented an expert consensus on 
how to identify patients at high risk for 
complications.
   – Younger age and/or perianal disease 
at diagnosis have a prognosis of disabling 
disease course. Smoking is associated 
with therapy escalation, complicated di-
sease, need for surgery and postoperative 
recurrence.
   Also ileal disease location, upper GI in-
volvement and extraintestinal manifes- 
tations are associated with complicated 
behaviour.
   Practical tips for assessing risk in cli-
nical practice include not to just rely on 
symptoms – also identify location, extent 
and severity of lesions. Assess disease 
biology such as genetics. Mutations in 
NOD2 are a sign for complicated beha-
viour. Serologic reactivity to microbial 
antigens is also associated with compli-
cated behaviour. Consider the whole pa-
tient – including environmental factors 
such as smoking, food etc.
   In his conclusions Prof Louis established 
that CD is a progressive disease, and in-
tensive therapy works better early than late.
   – Due to disease heterogeneity, patient 
stratification is an important task. Stra-
tification should rely on appropriate as-
sessment of existing lesions, including 
projection of risk and potential conse- 
quences of lesion progression. And I like 
to stress the fact that the predictive value 
of any tool is limited – and prediction is 
just a starting point. Monitoring and 
re-assessment are mandatory comple-
ments, Prof Louis ended his lecture.

"Optimise key elements in your care"
Prof Panaccione then talked about the 
challenge in CD management: How can 

we identify the right strategy for the 
right patient at the right time?
   – It is not as easy as it suggests, he said.
   Treating patients with biologics in CD 
requires a holistic approach.
   Prof Panaccione stated that one should 
tailor a treat-to-target approach to one's 
setting. Some settings may need to 
network with other hospitals to share ex-
pertise. Develop a tailored treat-to-target 
protocol approach to guide staff – and 
use faecal calprotectin, CRP or trans- 
abdominal ultrasound to monitor disease, 
he advised the audience.
   – Optimise key elements available in 
your care setting may increase your 
chances of improving your quality of 
care!
   All biologics show efficacy in achieving 
clinical remission in CD. 
   – But we have not seen a therapy that is 
30 %  more efficient than any else. This is 
a problem, Prof Panaccione underlined.

Consider patient's unique journey
He presented data from the VERSIFY 
study, that showed vedolizumab de- 
monstrated mucosal healing benefits in a  
refractory CD population.
   – An interim analysis from the ongoing 
LOVE-CD prospective phase IV study 
show mucosal healing achieved in pa-
tients with refractory CD treated with 
vedolizumab. 110 patients were included 
in the analysis.
   Prof Panaccione also talked about 
transmural healing – i.e. complete hea-
ling of all bowel layers.
   – There is more and more talk of this, 
and it may be a potential future treating 
target.
   Anti-TNF therapy has been associated 
with increasing infection risk in IBD stu-
dies (data from population studies). US 
VICTORY consortium has found lower 
rates of serious infections and serious 
adverse events with vedolizumab versus 
anti-TNF monotherapy in IBD patients.

   – Consider each patient's unique journey 
when monitoring. Patient's monitoring 
preferences may be influenced by ex-
periencing symptoms, convenience att-
ributes, psychosocial factors and their 
information needs, Prof Panaccione con-
tinued.
   When choosing therapy, consider the 
benefit ratio of risk and cost. Also consider 
predictive factors of response to therapy 
and patient preference, he said in his 
conclusions.
   – Intervene at the right time – before it 
is too late. Monitoring is essential, and so 
is pre-emptive optimisation of the dose 
and the therapy!

Patient's choice should be taken 
into account
Prof Subrata Ghosh presented some 
challenging cases. It was an interactive 
session, during which he made pauses 
in order for the audience to vote on how 
they thought one should continue. This 
was also commented by the panel.
   – Early introduction of effective therapy 
is key to managing CD with the best re-
sults, Prof Ghosh then summarised.
   Risk-factor profiling and full disease  
assessment is important, he continued.
   – Treating-to-target should involve 
noninvasive markers such as faecal cal-
protectin and CRP. Vedolizumab is an 
effective, generally well tolerated bio- 
logic therapy with a favourable safety pro-
file in CD. The choice of therapy should 
take into account patient preference and 
concerns, were Prof Ghosh conclusions 
from the cases.

 Per Lundblad
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CONGRESSES 2019
Digestive Disease Week
May 18 - 21
San Diego  USA
ddw.org/home

The 7th Annual Meeting of Asian Organization for 
Crohn's and Colitis
June 14 - 16
Taipei  Taiwan
www.aocc2019.org/

IBD: From diagnosis to therapy
Falk Symposium 215
July 5 - 6
St Petersburg  Russia
www.falk-foundation-symposia.org/uploads/tx_tocfpshoperw/
S215_StPetersburg_2019_Preliminary_Program_02.pdf

American College of Gastroenterology's IBD School and 
postgraduate course
August 16 - 18
Minneapolis  USA
gi.org/wp-content/uploads/2019/01/19ACG-Eastern-Brochure-
WEB-1-29.pdf

Building bridges in IBD
Falk Symposium 216
September  13 - 14
Brussels  Belgium
http://www.falk-foundation-symposia.org/uploads/tx_
tocfpshoperw/S216_Brussels_2019_Announcement_01.pdf

5th International Symposium on Paediatric 
Inflammatory Bowel Disease
September 11 - 14
Budapest  Hungary
www.pibdcongress.org/

New advances in IBD conference
September 14 - 15
San Diego  USA
www.scripps.org/events/new-advances-in-inflammatory-bowel-
disease-september-14-2019

ESCP 14th scientific & annual meeting
September 25 - 27
Vienna  Austria
https://www.escp.eu.com/conference-and-events/escp-
vienna-2019

UEG Week 
October 19 - 23
Barcelona  Spain
www.ueg.eu/week/

Japan Digestive Disease Week
November 21 - 24
Kobe  Japan
www.jddw.jp/jddw2019/en/

IBD Nordic Conference
November 28 - 29
Malmö  Sweden
www.ibdnordic.se/

Asian Pacific Digestive Week 2019
December 12 - 15
Kolkata  India
www.apdw2019.com/

15th Congress of ECCO
February 12 - 15 2020
Vienna  Austria
https://www.ecco-ibd.eu/ecco20

www.ibdcongressnews.com


