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EDITORIAL
TOM ØRESLAND
JONAS HALFVARSON

IS THERE STILL A PLACE
FOR THE CONTINENT ILEOSTOMY?

T

he continent ileostomy developed and promoted by Nils
Kock in the late 1960's was at
the time a huge leap forward in
giving proctocolectomised patients a
decent Quality of life. In Sweden and
the Nordic countries hundreds if not
thousands of patients were operated.
The operation also gained popularity
in some North American centers as
well as at some sites in Europe. Many
surgeons refuted the method due to
technical issues with lots of reoperations on incontinent nipple valves.
Then after a decade or so the ileoanal pouches were developed and soon became almost standard of care. However many patients still live with their continent
ileostomies (Kock pouches) and testify that they are extremely happy with this
and they willingly submit themselves to multiple reoperations to preserve continence when this is necessary.
Today few new pouches are constructed but there is a small demand, failed
pelvic pouches can be converted into continent ileostomies, some patients
have anatomical issues with bad sphincters etc. that preclude a pelvic pouch
and there are even those who have the continent ileostomy as their primary
wish after a proctocolectomy. However knowledge about this option is limited
both in society at large and among us professionals. The patient organizations
together with the European Society of Coloproctology (ESCP) are gradually
recognizing this. We need a new generation of surgeons in command of this
technique being able to offer this alternative and to support those patient living with their continent ileostomies. Initiatives will be taken both by the European patient organizations and by the colorectal surgeons. Two years ago
a course in continent pouch surgery was hosted by Pär Myrelid and Mattias
Block in Gothenburg and this November a similar course under the auspice of
ESCP was held in Hamburg on the initiative of Gabriela Möslein - the scientific secretary of ESCP. Ten surgeons were educated during two very intensive
and rewarding days with both theoretical and hands on training
Next time you see an elderly patient unable to speak for her/himself admitted
to hospital with whatever problem and you on examination find a stoma where
the stoma appliance is missing, do not order the staff to remedy this before you
have ascertained it isn’t a continent stoma. If you don’t the patient might end
up with a bowel obstruction that might be very harmful…..
Now enjoy reading this issue of IBD Congress News.
Tom Øresland and Jonas Halfvarson
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UEG WEEK IN VIENNA 2018
United European Gastroenterology (UEG) is a professional non-profit organisation combining all the
leading European medical specialist and national societies focusing on digestive health. Its member
societies represent more than 30,000 specialists from every field in gastroenterology. Their annual
meeting UEG Week is the largest in gastroenterology conference in Europe, and in 2018 it was held
October 20 - 24 in the Austrian capital Vienna.

U

EG Week in 2018 had attracted
12,684 participants from a total of
111 countries. Upon arrival to the
venue Vienna Centre, they could
choose between 194 scientific sessions
and 1,129 lectures and 16 industry sponsored symposia.
They were all greeted welcome at the
Opening session by Prof Herbert Tilg,
Chair of the UEG Scientific Committee
and Prof Paul Fockens, UEG's President.
Type of anastomosis not
associated with recurrence
The first Speaker at the Opening session
was Prof André D'Hoore who talked
about the changing role of surgery in
Crohn's disease (CD).
The natural history of CD is that inflammation leads to progressive disease,
and between 20 and 30 % of patients
have strictures at their first presentation,
Prof D'Hoore said.
By comparing data from before (1979)
and after (2014) the biological era, he
showed that the number of intestinal resections had decreased.
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– In 1979 the rate after 5 years from
diagnosis was 39%, and after 10 years it
was 58 %. In 2014 the rates were 21,5 %
year 5 and 30 % year 10.
He continued by underlining that surgery also has changed.
– Laparoscopy should be the standard
of care for IBD surgical management.
Surgeons should shift the paradigm and
try to identify selection criteria for open
surgery, rather than trying to identify
good candidates for laparoscopy, Prof
D'Hoore stated.
Most patients with perforating disease
need surgery. The downside of this is recurrence, he continued.
– In half of patients, there is recurrence.
This is not affected by anastomotic type
following ileocolic resection.
– Today we favour isoperistaltic anastomosis. There is also a new kid on the block
– Kono-S anastomosis, Prof D'Hoore said
and described these techniques.
Not a failure
The mesorectum in CD and ulcerative
colitis (UC) is different. The clinical

implications of this is that proctectomy
in CD should be a mesorectal type excision,
with omental flap and intersphincteric
dissection.
– In proctectomy for UC you should do
a close rectal excision and intersphintric
dissection.
A new technique is side-to-side isoperistaltic (Michelassi), which according
to Prof D'Hoore is a new perspective for
bowel preservation.
He presented a pyramid-shaped therapeutic paradigm for CD. At the bottom
(mild disease) treat with budesonide, if

André D'Hoore

Matthieu Allez
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not sufficient, continue with systemic
steroids. Next step is azathioprine/mercaptopurine/methotrexate – if still not
successful, move to biologicals. At the
top of the pyramid, there was surgery.
– But at every step in this pyramid, you
should consider surgery, Prof D'Hoore
underlined.
Surgery can play a pivotal role – even
at an early stage – to change the course
of the disease.
– It is part of the integrated long-term
strategy for the patient. The need for surgery should not be considered as a therapeutic failure, Prof D'Hoore ended his lecture.
A cascade of immune and
inﬂammatory events
Post-operative recurrence of CD was
the topic for one session in Vienna. Prof
Matthieu Allez started this by talking on
the pathophysiology for post-operative
recurrence.
– Endoscopic recurrence locates in the
neoterminal ileum and at the anastomosis in 88 % of cases, he said.
Active smoking is the strongest risk
factor, and previous surgery is another
risk factor for recurrence.
When it comes to genetics, NOD2/
CARD15 is associated with an increased
risk for re-operation and possibly also
shorter time to re-operation. But there
are conflicting results on this.
– There is also an association between
SMAD3 and surgical recurrence, and
shorter time to repeat surgery. CARD8
has an increased risk for recurrence.
Prof Allez summarised that post-opera-

tive recurrence is associated with a cascade of immune and inflammatory events.
– Microbial components are clearly
involved. There is an ileal mucosa-associated diversity at time of surgery that
predicts endoscopic recurrence.
T-cell clonal expansions in the inflamed tissue at time of surgery and their
persistence in the neoterminal ileum
after surgery are both associated with
post-operative recurrence, he concluded.

“SURGERY CAN PLAY A
PIVOTAL ROLE”
The mesentry is ripe for exploration
Dr John Jenkins talked about surgical
factors. He pointed out that the surgical
approach and type of anastomosis has no
impact on recurrence rates.
– Few "surgical" factors exert convincing independent effects on post-operative CD recurrence. And data on surgical
factors are conflicting, Dr Jenkins said.
However, minimal invasive approaches
offer overall benefit to the majority of
CD patients undergoing resection with
reduced costs.
– The overall cost of care for CD continues
to increase, with hospitalisations accounting
for approximately two thirds of total costs.
Dr Jenkins also talked about the Kono-S

anastomosis, and showed data from 187
patients operated with this technique.
In a median 65-months follow up all of
them had been free from surgical recurrence.
– So the Kono-S anastomosis merits exploration, he said.
Mesentric pathobiology requires elucidation. "Mesentric events" occur in
multiple diverse abdominal and non-abdominal disorders.
– In CD, mesenteric fat hyperplasia
correlates with CRP and disease activity.
Mesentric fat may maintain the inflammatory response by CRP production,
triggered by local inflammation and bacterial translocation. The classical view of
CD is that an intestinal disorder generates secondary mesentric changes, but a
mesenteropathy may extend into adjacent intestine, Dr Jenkins explained.
So Dr Jenkins' last conclusion was that
surgical mesentric management is ripe
for exploration.
The importance of monitoring
Prof Michael Kamm then talked about
CD management after intestinal resection. Seventy % of CD patients require
surgery at some time in their life
– We can not prevent the first resection,
but we must prevent the second, he initially underlined.
He showed data on post-operative management, from a hospital that performed a resection in 99 patients over three
years.
– 28 % had clinical recurrence at one
year, and 5 % had repeat surgery at one
year. All 5 patients had same indication
for their first and second operations.
There was no uniform post-operative
drug or endoscopic strategy – and only 60
% saw a gastroenterologist after surgery.
Prof Kamm presented some studies on
post-operative prevention. The TOPPIC
trial showed that thiopurine at fixed
dose (e.g. mercaptopurine) is modestly

John Jenkins
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effective in protecting a recurrence. The
PREVENT post-op infliximab study
showed that even treating everyone "at
risk" with anti-TNF using the strongest
drug therapy (anti-TNF) with the ability
to increase dose does not prevent recurrence in everyone.
The POCER trial stratified patients after resection to low or high risk. Patients
were then randomised to either best
drug therapy and no endoscopy, or colonoscopy every 6th month, with a stepup of treatment if recurrence was seen.
The endpoint was after 18 months. The
standard care arm had a higher rate of
recurrence compared to active care – 67
% versus 49 %.
– Remission at 6 months does not guarantee that remission is maintained one
year later. Intensifying treatment at 6
months brings some patients into remission. But a small group of patients have
recurrent disease despite endoscopic
monitoring and intense treatment, Prof
Kamm continued.
His advice for long term post-operative
care was:
– Monitor, monitor and continue to monitor! Then treat selectively according to
findings.
Define patient's risk, by using validated risk
factors. Refine risk further with endoscopy.
– Make monitoring non-invasive when
possible – but remember that a minority of patients will recur regardless, was
Prof Kamm's conclusions.
Work together on
extraintestinal manifestations
Another session was entitled “From guidelines to clinical practice in CD”.
It began with Prof Axel Dignass, who reminded the audience about UEG's website on quality of care, where all guidelines
are collected and easily accessible.

Then Prof Britta Siegmund and Dr Donata Lissner had a tandem talk on extra-intestinal manifestations in CD. Dr
Lissner started with a case of a 25-year
old woman, found to have Crohn's colitis. Also her knee was affected.
– At the first flare, steroids and azathioprine

“MONITOR, MONITOR AND
CONTINUE TO MONITOR”
worked well. But after four months, she
was deteriorating. What should we do
next, she asked.
Prof Siegmund answered by underlining
the need for excluding differential diagnosis.
– Rheumatic manifestations are not
uncommon in IBD, she said and quoted
ECCO Statement 2D on the subject.
She then said probably anti-TNF would
be the best alternative for treatment in
this case.
Dr Lissner continued by saying the patient did so.
– But then she developed skin reactions. So we switched to ustekinumab
instead. But what would you have done
if the patient had UC?
– Vedolizumab is no good here either
– it works only in the gut. But tofacitinib
is an option, even if it is not approved for
CD, Prof Siegmund answered.
They ended their talk by pointing out
that gastroenterology should work together with rheumatology and dermatology – and also, when needed, with neurology and ophthalmology.
– That is what we do in Berlin, they
summarised.

Guidelines are not rumours
Another tandem talk was given by Prof
Jean-Francois Rahier and Dr Claire Liefferinckx, and they talked about opportunistic infections in CD.
– Infections are a cause of hospitalisation and death, Prof Rahier said.
27,5 % of all hospitalisations in IBD are
related to infection. These are associated with an excess mortality risk. Prof
Rahier also pointed out that publications
on vaccination in IBD has increased
much in later years.
– And guidelines are not rumours –
even though they should always be taken
with judgement.
Dr Liefferinckx presented several cases. One of these concerned a man with
CD since 7 years. He has been doing well
on infliximab and azathioprine, but now
develops a rash.
– So how should rash be treated in immunosuppressed patients? For zoster, treat within one week (or before full crusting
of lesions). For localised disease – treat
with valacyclovir, acyclovir or famcyclovir.
In disseminated zoster – or if the patient is
severely immunosuppressed – treat with
intravenous acyclovir, she continued.
For chickenpox one should treat with
oral or intravenous antiviral treatment.
Keep immunomodulator and/or immunosuppressor onboard if the patient
has a mild infection, has no high grade
fever or no fever and there is no risk

Donata Lissner

Britta Siegmund

Jean-Francois Rahier and Claire Liefferinckx

5

IBD CONGRESS NEWS 3- 2018

ADVERTISEMENT

UEG WEEK
VIENNA, AUSTRIA
or vedolizumab, Prof Dignass continued.
Nevertheless, ECCO guidelines provide an excellent tool to develop evidence-based management strategies in IBD
patients, he said.
– But remember that guidelines are
only recommendations, and can not cover all problems. But they will help us to
improve the quality of care in IBD!

of disseminated disease such as localised oropharyngal candidiasis etc, Prof
Rahier said.
– But do not start these IM/IS on the
first day of infection, he added.
How should one reduce infection risk?
According to both speakers one should
start by creating a patient profile with
respect to infection risk.
– Use a checklist at diagnosis, and
screen for previous or active infection.
Then inform and educate your patient,
they said.
Also use primary/secondary prophylaxis, and suggest vaccination at appropriate timing.
– Use guidelines to help your daily
practice – and ask a specialist for advice
when necessary, was their final advice.
Combined surgical and medical therapy
Surgery – when and how, was the title of
a talk given by Prof Willem Bemelman.
He underlined the need for multidisciplinary teams (MDT) in IBD. The
surgeon is a part of this team.
– Those patients that need to be discussed in MDT are patients that need
surgery – indication, type, optimisation,
and management after surgery. But also
therapy refractory patients – should they
have second line biologicals or surgery?
And finally, patients for whom surgery
could be an alternative to maintenance
biologicals, Prof Bemelman stated.
He said that surgery for IBD has evolved, and in 2018 minimal surgery is the
preferred approach. Prof Bemelman also
talked about enhanced recovery programs.
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– The LIRiC trial on infliximab versus laparoscopic ileocaecal resection
showed that the quality of life (QoL) after surgery was at least as good as medical treatment.
There is however no consensus on
routine postoperative medical therapy
– The creation of a pouch in CD is an
option for the motivated patient. They
normally do well (approx 95 %). We
should discuss this with CD-patients.
In his conclusion Prof Bemelman advocated for combined surgical and medical therapy.
An excellent tool for
evidence-based strategies
Prof Axel Dignass talked about medical
ECCO guidelines.
– The key Guidelines are available on
the ECCO website – there is no need to
go through the journal, he said.
But if a patient lose response to antiTNF, ECCO guidelines do not have
vedolizumab or ustekinumab as an option.
– That is the problem with guidelines –
they are updated every 5 - 6 year. When
they were written, there was not much
published on vedolizumab, and ustekinumab was not approved. Guidelines are
evidence-based – and can not be created
if there is no evidence, he explained.
However, an update on both CD and
UC has started in 2018, so these new
drugs are going to be incorporated.
– Patients always ask how long they
should continue their medication. But
due to limited evidence, no recommendation can be given on the duration of
treatment with azathioprine, anti-TNF

Five to sevenfold more prevalent in IBD
In an abstract-based session on clinical
features of IBD, Prof Jean-Fredéric Colombel talked about eosinophilic oesophagitis (EoE) in IBD.
– Both are immune-mediated conditions with overlapping epidemiology
and some etiopathogenic similarities, he
explained.
Some case reports have suggested an
overlap between EoE and IBD, but the
epidemiology and implications of this
relationship remains unknown, Prof
Colombel continued.
The study he presented had used
data from a database that represents
approximately half of commercial coverage in the US. The study population
were all enrollees from 2009 through
2016, diagnosed with EoE, CD or UC.
There should be at least 2 coded encounters more than 30 days apart, and
patients with rheumatologic disorders
were excluded.
– The strengths of the study is that it is
a very large database to evaluate outcomes in less common diagnoses, and data
on heath care utilization, medications
and procedure are comprehensive.
A weakness is that diagnoses are based on ICD coding, and there is a lack of
granular data such as IBD phenotype, disease severity, endoscopic and histologic
findings, Prof Colombel stated.
The study found that EoE was 5- to
7-fold more prevalent in patients with
IBD – and that IBD was 5- to 7-fold more
prevalent in patients with EoE. The pre-

Willem Bemelman

Jean-Fredéric Colombel
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valence of EoE rose faster in IBD patients than in the general population.
– IBD in patients with EoE was associated with higher risk of systemic steroids for IBD indication. EoE in patients
with IBD was associated with the need
for more oesophagal stricture dilations.
Investigations into the shared pathophysiology of both diseases may provide insights into their pathogenesis and
development of therapies or preventive
interventions, Prof Colombel concluded.
Medical treatment prevents recurrence
The findings from the largest study on
upper gastrointestinal tract stenosis in
CD was reported by Dr Thomas Lambin.
It was a cohort study from the French research-group GETAID.
– The aim was to evaluate the evolution
and the management of these patients,
Dr Lambin said.
Two thirds of patients had a stenosis
in the duodenum. Surgery-free survival
was 71 % at first year, 66 % in the second
year and 59 % at year five, he told the
audience.
– Surgery was necessary in 45 % of patients,
with a clinical efficacy in 96 % of the cases.
Risk of surgery was decreased in patients
under anti-TNF treatment at diagnosis of
stenosis, in patients with anti-TNF treatment introduced for the stenosis and with
endoscopic treatment of the stenosis.
– Medical treatments and endoscopic

procedures allowed to avoid surgery in
more than half of the patients, Dr Lambin
summarised.
A feasible and safe surgical
regenerative therapy
The first study evaluating co-local administration of autologous stromal vascular
fraction (SVF) in association with microfat graft for refractory perineal disease
was presented by Dr Mélanie Serrero.
Stem cell therapy in CD perinanal fistulas has promising potential, and there
are two main sources of mesenchymal
stem cells (MSCs) – bone marrow or adipose tissue, she explained.
– Microfat is an optimal filling method,
Dr Serrero added.
It was a prospective, open-label, single arm pilot study conducted at one site.
The population was 10 adult patients
with perianal CD fistula refractory to
conventional therapies. The main objective was to assess tolerance and security
of local injection of autologous microfat

and SVF into the fistula, and the secondary objective was to evaluate the efficacy of this technique.
– At week 48 there was a complete
response in 60 % of patients, and a partial
response in 20 %. 20 % had no response,
Dr Serrero said.
Her conclusions were that it is a feasible and safe surgical regenerative therapy, with preservation of anal sphincter
function and encouraging long term efficacy results.
Inﬂiximab versus adalimumab
In the absence of head-to-head trials,
there is an unmet need among physicians to better understand the relative
effectiveness of different biologics. Prof
Ambrogio Orlando presented the first
study comparing the clinical effectiveness of adalimumab and infliximab in
patients with moderate to severe CD via
propensity score using a pure clinical
assessment, rather than administrative
claims. (Propensity score is a statistical

Thomas Lambin

Mélanie Serrero
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matching technique that attempts to estimate the effect of a treatment, or other intervention, by accounting for the covariates that predict receiving the treatment).
– Since the clinical response to a second
TNF-inhibitor is often inferior to that of
the first, we performed two distinct analyses for biologic-naive and non-naive
patients rather than a cumulative analysis of the overall population.
Data were drawn from the Sicilian
Network for IBD. In total, data from 632
patients with 735 treatments were used
for analysis.
– Limitations of the study are the absence of clinical scores (HBI and CDAI),
data on endoscopic outcomes and markers of inflammation (CRP and calproctectin) were not available and that the
propensity score method balances only
known confounders.
The conclusion was that there was no
significant difference in the effectiveness of adalimumab versus infliximab in
naive or non-naive patients.
– Both drugs showed a good effectiveness and high rate of clinical benefit, Dr
Orlando reported.
A higher incidence of adverse events –
mainly infusion reactions – was reported
for infliximab, as expected.
– Among naive CD-patients, previous
surgery, upper GI localisation (L4 disease)
and fistulizing behaviour were independent predictors of treatment failure at one
year, was Dr Orlando's last message.
Study on real world practice
Dr Alessandro Armuzzi presented a study on how moderate to severe UC is currently managed in real-world practice
across select Western European countries. Data from the 2017 Adelphi IBD disease specific programme – a database of
patient chart information abstracted by
selected gastroenterologists in France, Germany, Italy Spain and the UK – were used.
– We found that among patients with
UC in these countries who go on to use
an immunomodulator or biologic treatment, many patients use these treatments as their first therapy after diagnosis, Dr Armuzzi said.
Combination therapy with both an immunomodulator and a biologic therapy
increases over the course of the disease,
was another of the study's findings.
– For patients who use a biologic therapy, between 20 and 40 % use a higher
than indicated dose and/or frequency.
These findings suggest that a number of
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patients require combination therapy or
dose escalation for disease control, he
summarised.
Ustekinumab in refractory patients
Dr Aurélia Santoni ended the session with
a study on the efficacy and safety of IV ustekinumab induction in CD-patients refractory to anti-TNF and/or vedolizumab.
– It was a retrospective observational
open-label study in two gastroenterology

“MC IS THREE TIMES MORE
COMMON IN WOMEN
THAN IN MEN”
departments, she said.
The primary endpoint was clinical
response rate at week 8. This was met in
74 % of patients. In a sub-group where
a flare-up of luminal disease was the indication for ustekinumab treatment, 71,4
% achieved clinical response at week 8.
Four % of patients had to interrupt the
treatment week 8 due to inefficacy.
– We conclude that intravenous induction with ustekinumab was successful in almost three quarter of the patients
suffering from moderate to severe CD,
and for whom treatment with another
biologic had failed. This response seems
to last for 6 months for the majority of
patients, Dr Santoni stated.
A clear elderly, female dominance
Microsopic colitis (MC) has been included in the spectrum of IBD. One session
in Vienna was entitled "MC: A neglected
entity". The first speaker was Dr Andreas
Münch, President of the European microscopic colitis group, who talked about
epidemiology.
– The incidence is comparable with UC
and CD, he said and showed data that
confirms this.
But the true prevalence of MC is difficult to assess.
– A GP can misdiagnose MC as IBS,
and then the patient don't get the proper
medication. At colonoscopy the mucosa
looks fine, so no biopsies are taken. These things happen, so there are many obstacles, Dr Münch explained.
He pointed out that faecal calproctectin
can not be used to separate MC from IBS,
as we can in IBD.

– In genetics there is a clear signal
for the HLA region, which is important
to know.
MC is three times more common in women than in men, and three times more
common in people over 50 years of age.
Patients suffer from watery diarrhoea,
59 % have faecal incontinence and 53 %
nocturnal defecation in active disease.
– Faecal incontinence is very worrying
for patients. They often get weight loss,
because lots of patients stop eating – it's
their only way to control diarrhoea.
Current smoking has a significant association with watery diarrhoea, and current and previous smokers have a significantly less likelihood to achieve clinical
remission, he underlined.
MC is divided into two subgroups –
collagenous colitis (CC), in which a thick
layer of protein (collagen) develops in
colon tissue and lymphocytic colitis
(LC), in which white blood cells (lymphocytes) increase in colon tissue.
– However, CC and LC are undistinguishable in clinical symptoms, Dr
Münch said.
He ended his talk by advocating for
the establishment of a prospective data
registry for MC in Europe – PRO-MC, in
association with UEG, European society
of pathology (ESP) and the European microscopic colitis group (EMCG).
– Contact details can be found at
www.emcg-ibd.eu!

Alessandro Armuzzi

Aurélia Santoni
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Talk to the pathologist
Dr Daniela Aust talked about histopathology. She showed images of normal colonic histology, and compared them with
images from LC and CC biopsies.
– In ECCO-ESP statement 35 it says "in
both CC and LC degeneration and/or detachment of the epithelium can be seen",
she said.
There is also a third entity – incomplete
MC, which is not so well defined yet.
Dr Aust then presented some frequently
asked questions. The first was if sigmoidoscopy is sufficient for diagnosing MC?
– Not necessarily, we miss 20 % if we
only look in rectum, was her answer.
Next question was if one needs to take
multiple biopsies from different parts of
the colon? To this her answer was yes.
Should I put the biopsies in different
containers?
– Yes, please! Cellular infiltrate of the
Lamina propria and the epithelium is
different in different parts of the colon.
What is normal in the right colon is pathological in the left.
But one does not need to ask for additional
stainings. The diagnosis of MC can usually
be made on hematoxylin-eosin (H&E).
– Goldner and other collagen stains
may be useful for diagnosing CC, though.
The final frequent question was if one
needs to talk to one's pathologist.
– Yes, please do! The diagnosis of MC
is not solely based on histological changes.
If you strongly suspect MC and histology is

Daniela Aust
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normal – call your pathologist and discuss the case. And remember to talk to
your pathologist about the drugs your
patient has – here immune checkpoint
inhibitors are of great importance, was
Dr Aust's final message.
A potential bias
Prof Stephan Miehlke then talked about
drug-induced MC.
– Statistical significant associations
between certain drugs – mainly PPIs,
NSAIDS and SSRIs – have been described. The association may decrease over
time, he established.
However, causality is unproven, mechanisms unclear and de-challenge/re-challenge experiments are lacking in most cases.
– There is a potential impact of bias
due to more frequent endoscopic examinations including biopsies in patients
consuming drugs prescribed for other
conditions, Prof Miehlke continued.
Other risk factors, such as hormones
and smoking, may be relevant as well.
– If drug-induced MC is suspected based
on a clinical observation, drug withdrawal
could and should be considered before
starting budesonide, depending on the clinical situation, Prof Miehlke summarised.
Budesonide ﬁrst line of treatment
Dr Anna Wickbom talked about therapy
for MC. She started by establishing that
health-related quality of life is impaired
in active MC.
– So the treatment target is clinical remission. Budesonide is effective treatment for induction of remission in CC and
LC, and for maintenance therapy in CC.

She presented data that showed budesonide to be efficient in more than 8 out
of 10 patients.
– If treatment with budesonide fails
– consider celiac disease, exposure to
offending medications, bile acid malabsorption and small intestinal bacterial
overgrowth.
Anti-TNF and vedolizumab also show
effect in approximately half of patients
refractory to budesonide. The evidence
for effectiveness of other medications
used in MC is however low, and largely
based on case series. Dr Wickbom emphasised that large RCTs are necessary to
study the effect of these.
– If medical therapy fails or is inappropriate, consider surgery. In the future, faecal microbiome transplantation (FMT)
may have a role in treating MC, she said
at the end of her talk.
Tofacitinib has a role in UC
In a session on therapy update in UC,
Prof Marc Ferrante talked about JAK-inhibitors.
The Janus family tyrosine kineases
(JAKs) has four components: JAK1,
JAK2, JAK3 and TYK2.
– JAK-inhibitors do not block a molecule,
but inhibit multiple downstream cytokines
at the same time, Prof Ferrante explained.
Small molecule therapies such as JAK inhibitors offer potential benefits over biologics,
including a shorter half-life, lack of immunogenicity and an oral route of administration,
he said.
Prof Ferrante showed data from the
OCTAVE study on the selective JAK1
and JAK3 tofacitinib in UC, and the

IBD CONGRESS NEWS 3- 2018

UEG WEEK
VIENNA, AUSTRIA
FITZROY study on JAK1 inhibitor filgotinib in CD.
– Tofacitinib showed a response rate
for patients who had failed anti-TNF
therapy that was significantly higher
than placebo, however not on par with
naive patients.
He said that it is clear that tofacitinib
has a role in UC.
– JAKs represent promising therapeutic targets for both UC and CD, as many
of the cytokines implicated in IBD pathogenesis signal through the JAK pathway.
Peficitinib and TD-143 are Pan-JAK-inhibitors in development for UC.
– Predicting the individual efficacy and
safety profile for Pan-JAK inhibitors,
and more selective JAK1 or JAK3 inhibitors, is currently difficult – due to their
multifunctional role and limited available data, he summarised.
Why not use the rectum?
The ileorectal anastomosis (IRA) was
the topic for Dr Pär Myrelid.
– UC needing colectomy is a rare, but
severe. disease, he started by saying.
Colectomy carries a life long perspective.
Important issues are bowel function, continence, quality of life and sexual function,
were among those Dr Myrelid mentioned.
– Compared with ileal-pouch anal
anastomosis (IPAA), IRA has better continence scores, he continued.
A study on quality of life in patients
with IPAA and those with IRA, measured with SF-36, showed no differen-

ce between the groups – despite better
continence for IRA. Another study had
found better physical and sexual functioning with IRA than IPAA in 85 FAP patients. (IRA is the first procedure in FAP,
with IPAA at later age).
– Data from Linköping in Sweden 1992
- 2006, on 105 consecutive UC patients
with IRA and 148 with IPAA showed no
difference in failure rates at 5 or 10 years.
But IRA is associated with a higher risk
for cancer, compared to IPAA.
– Patients with UC who are suitable for
IRA are young patients – as a temporary
solution, patients with late onset or short
history, with poor sphincter function
and a controllable rectum. Not suitable
are those with cancer or dysplasia, proctitis despite topical therapy, PSC, hereditary CRC and a non distensible ("stiff")
rectum.
If you can keep the rectum – why not
use it, was Dr Myrelid's conclusion.
– And remember that IRA can be a temporary solution, and IPAA for later in life.
Why include a middle man?
Mr Janindra Warusavitarne, who talked about IPAA, did not agree with Dr
Myrelid.
– IPAA is the surgeons preference, he said.
It is shown by Bemelman and Panis
that fecundity is not reduced with IPAA.
Despite 50 % sexual dysfunction, most
women were happy with their sex life.
– Why include a middle man in something that works well? Then there is
the cancer risk with IRA to consider, Mr
Warusavitarne continued.
According to him, only 17 % of all UC

patients are eligible for IRA.
– As Pär showed, there is no difference in quality of life. So why are we doing
IRA? The pouch is better. Why have an
intermediate step? The problem is not
the pouch – but who is doing it, he stated.
Then there was a debate, with questions from the audience, between Dr
Myrelid and Mr Warusavitarne.
U-ACHIEVE study on upadatacitinib
In another abstract-based session, Prof
William Sandborn presented a Phase IIb
study on upadatacitinib on moderately
to severely active UC.
Upadatacitinib is an oral, selective
JAK1 inhibitor that is currently in development for UC and CD – as well as other
indications. It has demonstrated endoscopic improvement and clinical benefit
as induction therapy in a dose-ranging
Phase II study.
– The study U-ACHIEVE was a doubleblind placebo-controlled dose-ranging
study in UC patients randomised to five
arms: One placebo, and one arm for upadatacitinib once daily in 7,5 mg, 15 mg, 30
mg and 45 mg respectively. There were
250 patients in each arm, so in total 250
patients, 18 - 75 years old, were randomised.
– The primary endpoint of clinical remission per full Mayo score was met by
19,6 %, versus 0 % for placebo, and that
was in the 45 mg arm. Clinical response per adapted Mayo was met by 50 %
in the 45 mg arm, 13 % for placebo, Prof
Sandborn said.
He concluded that the primary objective –

Janindra Warusavitarne and Pär Myrelid
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demonstrating a statistically significant
dose-response relationship of upadatacitinib compared to placebo – was met.
– The incidence of adverse events, and
adverse events leading to study drug discontinuation were similar across upadatacitinib groups, and were numerically
higher in the placebo group. The benefit-risk profile of upadatacitinib in this
Phase II study, supports further evaluation in Phase III, Prof Sandborn ended
his presentation.
Cannabis, vedolizumab and
ustekinumab combination
Here follows some very short reports on studies that also were presented at the session.
Dr Naftali Timma presented a study
on cannabis in CD. Cannabidiol (CBD)
is not psychoactive (in contrast to tetrahydrocannabinol – THC – that also
can be extracted from cannabis) and it
has anti-inflammatory and analgetic effects. The object was to study the effect
of CBD rich plant extract on clinical and
endoscopic disease activity and quality
of life in patients with moderate CD. It
was a prospective, double-blind controlled comparative study.
– We found a symptomatic and quality
of life improvement with CBD – but no
improvement in endoscopic activity, was
her conclusion.
Prof Satoshi Motoya presented a study on vedolizumab in Japanese patients
with UC – effects on time to disease worsening and treatment failure.
– Maintenance therapy with vedolizumab resulted in a greater proportion of
patients without disease worsening or
treatment failure, compared with placebo, in Japanese patients with UC, he

summarised the findings.
A post-hoc analysis of the study UNITI on ustekinumab, had investigated the
role of concomitant immunosuppression.
It was presented by Prof Subratra Ghosh.
– Unlike anti-TNFs, ustekinumab appears minimally immunogenic, and
therefore may not require combination
with immunosuppressants azathioprine,
6-mercaptopurine or methotrexate, Prof
Ghosh said.
In the analysis, they were unable to
detect a significant interaction between
any dosage of ustekinumab and immunosuppressants.

“WE FOUND A SYMPTOMATIC AND
QUALITY OF LIFE IMPROVEMENT
WITH CBD”
– Taken with previously presented
data on serum ustekinumab being independent of immunosuppressor use, and
low overall immunogenicity, these data
suggest that similar benefit is achieved
when ustekinumab is administered as
monotherapy or given as a combination
therapy in patients with moderate to severe CD, he concluded.
Prof Ghosh ended by underlining that
these data stem from a post-hoc analysis,
and need to be further validated in real life
.
Subcutaneously administrated CT-P13
Intravenous formulation of CT-P13
(biosimilar to infliximab) has been au-

thorised for the treatment of IBD by 88
countries, including European Medicine
Agency and US Food and Drug Administration through extrapolation. Subcutaneous formulation of CT-P13 is being
developed (2 RCTs for IBD and RA are
ongoing) to provide patients with opportunities for self-injection. Dr Shomrom
Ben-Horin presented a study that aimed
to investigate immunogenicity of subcutaneous CT-P13 compared with intravenous CT-P13.
– We found that maintenance treatment
with subcutaneous CT-p13 is associated
with lower rate of anti-drug antibodies
compared to intravenous formulation,
he reported.
Dr Ben-Horin concluded that maintenance therapy with biweekly injections
of subcutaneous CT-P13 achieved more
stable steady state therapeutic blood levels of infliximab.
– The observed rate of anti-infliximab
antibodies is subject to further analytical
and immunological refinement, and to
confirmation in a larger meaningful set
of patients.
He ended by stressing that data should
be interpreted with caution due to the
small number of patients analysed.
The impact of transmural lesions
in CD recurrence
Prof Laurent Peyrin-Biroulet talked
about patient reported outcomes (PROs)

Naftali Timma
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with upadatacitinib in patients with moderately to severely active CD.
– Continued maintenance treatment
with upadatacitinib in induction clinical
responders resulted in improved quality
of life and improved work productivity
over 52 weeks, Prod Peyrin-Biroulet said.
Among patients receiving twice-daily
doses of upadatacitinib maintenance treatment up to 70 % achieved IBDQ response,
and up to 50 % achieved IBDQ remission.
Dose-related improvements were observed.
– Consistent improvement was observed in both 6 mg and 12 mg twice daily
regimens, he pointed out.
A study on assessing the involvement of
microscopic lesions in CD recurrence after surgery was presented by Dr Nassim
Hammoudi.
– Our aim was to study the predictive
value of microscopic lesions of the ileal
margin on rates of endoscopic and clinical recurrences.
One of the findings was that active CD
transmural lesions do have an impact on
endoscopic and clinical recurrence rates.
– But in our study microscopic lesions
and plexitis were not correlated with
recurrence. Pathological examination of
the ileal margin should be taken into account when considering preventive therapy prescription, were Dr Hammoudi's
conclusions.
Collaborate or refer early
In a session on IBD in the young, Dr
Sibylle Koletzko talked about very early
onset colitis.
– The prevalence of paediatric IBD has
risen sharply in Germany over 10 years,
she said.
Very early onset IBD (VEO-IBD) is defined as a patient younger than 6 years.
Children with VEO-IBD have a distinct, sometimes intractable, disease with
predominance of colonic inflammation.
There are many differential diagnoses.
– The younger the child, the more likely
it is a monogenic disorder, Dr Koletzko
continued.
But only a proportion of VEO-IBD ca-
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ses are monogenetic immunodeficiency
disorders.
– And not all monogenic IBD cases manifest below 6 years.
Early immunological and diagnostic
work-up is crucial for therapy, vaccination and management. Whole exome sequencing is an unbiased tool.
– So collaborate early – or refer – to a specialised centre for VEO-IBD and genetic and
immunological follow-up, she summarised.
A potent evidence-based intervention
Dietary therapy for IBD was the title of a
talk from Prof Arie Levine.
– We live in a changing environment
– this goes for technology, chronic diseases and diet. There is some cynicism
for the topic of treating with diet, this
probably comes from diets for obesity –
which almost never work. However, exclusive enteral nutrition (EEN) in CD is
evidence-based treatment, he said.
He showed data on 8 weeks of EEN in
children. 84 % of the patients had clinical remission, 58 % early good endoscopic response, 42 % endoscopic remission and 21 % had complete transmural
remission of ileal CD
A prospective trial from 2017 had compared EEN with corticosteroids, and found
that EEN was superior after 12 weeks.
6 - 8 weeks of EEN improves nutritional
status and bone mass, is associated with
mucosal healing and has no side effects.
– But it is NSP M_V^ – for patients, for parents and for the physician. It demands
resources and dedication. Even if it is
difficult to many, it is good for induction
of remission and it is not a long-term diet
strategy, Prof Levine underlined.
CD exclusion diet (CDED) is a standardised diet that is comprised of mandatory, allowed and disallowed foods and
products. Prof Levine presented two studies on CD patients that included both
children and adults. They had 70 % and
62 % of patients in remission at week 6.
– So this suggests this is a potent intervention – in both children and
adults, he said at the end of his talk.
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Two studies on top-down therapy in
children ongoing
Dr Gigi Veereman asked when to use
biologics in children.
– We should definitely use biologics –
but avoid steroids – in children with moderate and severe disease, she stressed.
Use biologics the proper way – with
caution, apply guidelines and maintain
adequate trough levels. Should we use
top-down strategy in children?
– There are two studies ongoing on this,
but so far we do not have the evidence.
Change class when needed, always based on therapeutic drug monitoring.
– Switch out of class in non-responders,
and switch to another in class, or out of
class, if there is a loss of response, Dr Veereman said.
Tailor therapy based on clinical indicators (calprotectin), adjust dosing regimen with therapeutic drug monitoring
and prevent adverse events.
– But avoid over-treatment and stop in
patients who fail to respond – seek alternatives. And finally – we need predictors
of response, lower immunogenicity and
an exit strategy, Dr Veereman concluded.
And with this IBD Congress News also
concludes its report from UEG Week in
Vienna. Next year the Congress will be
back in Barcelona, October 19 -23.
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