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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.
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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.

IBD CONGRESS NEWS 3- 2018

– 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
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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

Stephan Miehlke
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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
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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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12

Satoshi Motoya

Shomrom Ben-Horin

IBD CONGRESS NEWS 3- 2018

UEG WEEK
VIENNA, AUSTRIA

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 difficult – 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.

Nassim Hammoudi

Arie Levine

Gigi Veereman

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.

Per Lundblad
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IBD NORDIC CONFERENCE 2018
For the third time, Nordic doctors and nurses with an interest in IBD gathered for a Meeting dedicated
to IBD. On the 11 - 12th of October in 2018 it took place in Malmö, the third largest city in Sweden
situated on the south-west coast of the country.

A

pproximately 240 delegates had
found their way to Hotel View,
that overlooks the bridge that
spans across the sea to Denmark.
They were all welcomed by Prof Tom
Øresland, Norway, who was the Chair
of the Scientific & Program Committee.
In his welcoming address, Prof Øresland spoke about the program, designed
to cover most of the pertinent clinical issues of today. He also encouraged them
all to interact with each other and to create networks across national borders.
Perhaps we are using our drugs too late
The first speaker was Dr Johan Burisch,
Denmark, who asked the question if the
disease course of IBD has changed in the
biological era.
He presented older data on disease
progression over time in Crohn's disease
(CD) that showed only 30 % of patients
had not developed organ damage after 10
years. Much more recent data from a cohort of CD-patients showed no difference in disease progression in patients that
had received anti-TNF treatment or not.
– A global meta-analysis on disease extension in ulcerative colitis (UC) showed a colonic extension over 5 years to be 17.8 %. After
10 years it was 31.0 % – that is no difference
from older cohorts, Dr Burisch continued.
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Danish data on surgery rates in CD shows
a decrease.
– But the most dramatic decrease was
before we got biologicals, he pointed out.
Data on surgery rates between 2003
and 2015 in both CD and UC do not show
a big change.
– A proportion of our patients are destined for surgery, and we can't change
that.
However, data from Canada on colectomy rates do show a reduction in the
number of elective, but not emergent,
colectomies – corresponding with a greater utilisation of immunomodulators
and infliximab.
– Perhaps we are using our drugs too late
in our patients, Dr Burisch commented.
The impact of biologicals remains
to be proven
The median time to start a biologic treatment is long.
– If we treat our patients to target – and
change the therapy when we have to –
this can change outcomes. This was demonstrated in the CALM study last year,
Dr Burisch said.
Data from 2018 show that early antiTNF treatment delays progression of
CD, but not early surgery, in children.
– We lack clinical predictors on which

patients that are going to need surgery.
Serology, genetics etc are not feasible
in clinical practice, due to being time-consuming and expensive.
In his conclusions, he underlined that
CD and UC are associated with disease
progression and thereby also worsened
prognosis. Despite changes in medical
treatment, their impact on disease course remains to be proven.
– Contemporary population-based cohorts of patients diagnosed in the biologic era are lacking. Identification of highrisk patients may improve the treatment
paradigm and improve outcomes.
CD – Paneth's disease?
It is largely known that CD can affect
the intestinal microbiota. The role of defensins in CD has been generated more
and more interest in IBD research. One
researcher who early put his attention to
defensins is Prof Eduard F. Stange, Germany, who had a lecture with an update
entitled "Where are we with defensins?"
Defensins are antimicrobial peptides,
and their role are both antibacterial and
immunomodulatory. They are produced in Paneth cells, and are expressed in
most surfaces such as skin, gastrointestinal mucosa, genitourinary tract and lung.
– Every single cell in your body that is
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exposed to bacteria, express defensins,
Prof Stange explained.
Paneth cells co-express alpha-defensins and NOD-2. Paneth cells also constitute the niche for Lgr5 stem cells in
intestinal crypts.
– Ileal CD is linked to Paneth cell differentiation. If you knock out Paneth cells
in mice, they get ileitis. So I say that CD
of the small intestine should be called
Paneth's disease, Prof Stange continued.
In Paneth cells of CD autophagosomes
engulf and destroy defensin containing
granules – independent of inflammation
and ATG16L1 or NOD2 mutations. This
is linked to autophagy, and the sensitivity for CD is 90 %, he told the audience.
– We know there is a diminished bacterial diversity in CD – but if this is the
chicken or the egg, we don't know. But
we do know that if you give a faecal microbiome transplantation from a sick
monkey to a healthy monkey, the healthy
monkey gets ill.
This means there are possibilities for
interventions, and research is ongoing.
Prof Stange ended his talk by stating that
defensins have an important future in
the development of therapies for IBD.
– It works, he stated.

sis from 2016 on anti-TNF versus placebo. It showed a complete closure of 30 %
for anti-TNF and 12 % for placebo. The
corresponding figures for partial closure were 24 % for placebo and 44 % for
anti-TNF. However, it also found a 50
% reopening of fistula after cessation of
medication.
– Successful treatment of perianal CD
with anti-TNF may require higher serum
and tissue concentrations, he said.

Perianal CD requires higher serum and
tissue concentrations of drug
Dr Christianne Buskens, The Netherlands, then joined Prof Stange on the podium for a tandem-talk on perianal CD.
Approximately 35 % of CD patients
have one or more fistula episode. Active
rectal disease, male gender, age at diagnosis and smoking are known associated
risk factors, she said.
– For a low fistula, fistulotomy have a
success rate of 90 % – but low fistulas are
rare in CD, Dr Buskens continued.
So how to treat high and complex fistulas? Prof Stange presented a meta-analy-

Promising – but not overwhelming –
results
Dr Buskens then talked about seton drainage. This is recommended for complex
fistula by ECCO (Statement 9 H).
– 10 studies, with a total of 305 patients,
on closure after chronic seton reported a
complete closure in 16,6 - 100 %. Partial
closure was not reported, and the recurrences reported were 0 - 83,3 %. But the
quality of the studies were low. I think
that if you combine seton with anti-TNF,
you might fare better, she said.
Advancement plasty and ligation of intersphintric tract (LIFT) were other sur-

“THERE ARE TOO MANY TRIALS,
AND TOO FEW PATIENTS”
Prof Stange also presented recent data
on new drugs. Vedolizumab was found
to actively drain fistula in 14 weeks in 28
%, versus 11 % for placebo. Data from 52
weeks were 31 % versus 11 %. For ustekinumab, a subgroup from the CERTIFI
study showed 24 % versus 16 %.
– We can see a trend – but not the solution of the problem, Prof Stange said.

gical techniques Dr Buskens described.
Prof Stange continued with stem-cell
therapy.
– It is an internal medicine procedure,
he pointed out.
A randomised controlled trial (RCT)
from 2016 on expanded allogenic adipose-derived mesenchymal stem cells for
complex perianal fistulas in CD showed
convincing differences to placebo.
– The results were promising – but not
overwhelming. The downside was that
13 % of patients developed an anal abscess.
He also underlined that critique has
been given to that study.
– The surgeons were unmasked – but
the internists were blinded. Clinical healing was defined as no secretation upon
"gentle" compression. But what about
solid surgical compression? We don't
know. And there was no change of quality of life in patients.
This was a single study, and Prof Stange
ended by stating that he would like to see
more studies on the topic.
Adaptive trial designs
Dr Peter Irving, UK, said he thinks there
is a crisis in the world of trials in IBD.
– There are too many trials, and too few
patients – and the wrong sort of patients.
We struggle with difficult endpoints, and
are too slow to allow new drugs to get to
market, he stated.
Dr Irving continued by focusing on

Tom Øresland
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three problems, of which endpoints was
the first.
– In CD, Crohn's Disease Activity Index
(CDAI) is often used. It is both subjective and non-specific – it's not a patient
reported outcome (PRO). Therefore it
does not correlate with objective measures of disease activity. Its use as an entry
criterion and an outcome measure, has
been associated with unacceptably high
placebo rates.
Dr Irving also underlined that CDAI is
not useful in evaluating important subtypes of the disease, such as fistula and
post-op recurrence.
– IOBD came up with STRIDE (Selecting targets of remission in IBD) in order
to combine endpoints, including PROs
on pain and stool frequency. STRIDE
also takes endoscopic outcomes into account.
Problem number two was recruiting
patients.
– Patients enrolled in RCTs do not represent the IBD patient population. A
paper found that – when recruiting – 34
% of patients with CD were eligible, and
26 % of those with UC. Patients excluded
were those with stricturing or penetrating CD who took high doses of steroids,
had comorbidities, prior exposure to biologics or had received topical therapies.
The final problem is there are too many
trials and too few patients. Trials are big,
so it is a slow process to find eligible patients.
– How do we address that? Perhaps
with adaptive trial designs.
Dr Irving explained he would like to
see integrated double-blind phase II dose-finding and phase III dose confirming
inductions studies with a maintenance
study. It uses accumulating data to decide on how to modify aspects of the study
– without undermining the validity and
integrity of the trial.
– It should be pre-planned and sequential, and involve interim analysis and

Peter Irving
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adaptations or decision-making based
on interim results. This would improve
quality, speed and efficiency in trial execution and decision-making.
– Maybe we should be so bold that we
have multiple mode of actions versus
one mode of action? It's time for a radical rethink, Dr Irving summarised his
lecture.
How can we do a better job?
Anti-TNF therapy is most effective in
early disease. Earlier disease treatment
leads to better outcomes, Prof Silvio Danese, Italy, established.
– Yet diagnostic delay is quite common
in CD patients, and leads to a negative disease course, he said.
Early CD (i.e. within 18 months of onset, as voted by experts) is characterised
by inflammation – there are no fistulas,
abscesses or strictures, as in late CD.
– Even so, 39,4 % of CD patients diagnosed in two referral centres had bowel
damage at diagnosis. They will do badly
in their disease course, Prof Danese continued.
There are many contributory factors
for diagnostic delay.
– It could be a delay in seeking medical
help – insidious symptoms, misinterpretation of symptoms or other factors such
as psychosocial, cultural and language
etc. Or there could be a delay in consideration of diagnosis by initial medical
contact – misdiagnosis or failure to follow up the patient or non-adherence.
CD is quite rare, and carries a lack of
specific symptoms. There is also a fragmentation of pathways between primary

and secondary care and a wide disparity
in organisation structure among centres.
Finally there is also a lack on multidisciplinary teams that can refer earlier.
– So how can we do a better job, Prof
Danese asked.
A way to ensure early referral
He described the development of a "red
flags index" for early referral of adults
with symptoms or signs suggestive of
CD. It is an IOIBD initiative. A red flag
index of 8 or more, derived from a 21item questionnaire, is able to identify
subjects with high suspicion of CD.
– The index is likely to discriminate
CD from non-CD. Now we have real-life
validation ongoing, with 150 GPs involved with 2 - 10 IBD referral centres. We
expect 600 subjects, and the duration
of the study is 12 months. Although we
have just begun recently, 3 diagnoses
have been found – with a disease course
of only two months, Prof Danese said.
Early referral and close collaboration
between GPs and IBD specialists plays a
key role in improving early diagnosis –
and a combination of early diagnosis and
treatment can raise the bars for CD natural history, were his conclusions.
Children should talk to a surgeon early on
General goals for IBD therapy are endoscopic and microscopic remission and a
good quality of life.
– Goals for children and adolescents
also include normal growth and puberty,
said Dr Pernilla Stenström, Sweden, who
was talking about IBD surgery in children.
She explained that as a paediatric

17

ADVERTISEMENT

ADVERTISEMENT

IBD NORDIC CONFERENCE
MALMÖ, SWEDEN

surgeon, she was dependent on the paediatric physician.
– Inflammation, strictures and severe
malnutrition gives stunted growth and
delayed puberty. So consider surgery as
one treatment strategy, Dr Stenström
told the audience.
10 % of children with UC need colectomy within 10 years after diagnosis.
And 20 % of children with CD have surgery within 10 years after diagnosis.
– In 9 - 18 % of children the diagnosis
will later change from CD to UC. Preoperatively, small bowel investigation is important for us paediatric surgeons.
MRI has the best evidence in children.
Capsule endoscopy has a high sensitivity
for mucosal disease, but not for full wall
or extraintestinal manifestations. Capsule should therefore be considered when
endoscopy and MR-radiology do not
show inflammation, she summarised the
diagnostics.
Dr Stenström also stressed that children with IBD should be offered counselling with a surgeon early on.
A need for more suitable instruments
Nutrition and medication are other important preoperative aspects. Intensify
enteral or parenteral nutrition preoperatively, and decrease cortisone to no more
than 20 mg/day in order to decrease risk
for complications.
– Anti-TNF carries an increased risk for
infections – so stop 4 - 6 weeks preoperatively. Also stop immunomodulation, if it
is safe to do so.
For thiopurines and calcineurininhibitors an increase in complications is not

20

reported. For vedolizumab the data is
insufficient.
A laparoscopic surgical approach can
be used safely in children.
– However, the sizes and types of the
instruments must be carefully elected
for children. Use shorter tips – there is
limited intraabdominal space, and shorter instruments because the patients are
smaller with shorter distances.
The child's small and narrow pelvis
makes it difficult to operate beneath the

“WE NEED SUITABLE
INSTRUMENTS FOR
SMALL CHILDREN”
peritoneal fold – it is easier with laparoscopy.
– Hand sewing is more common in
children, due to a lack of instruments in
suitable sizes, Dr Stenström pointed out.
In the future she envisioned both national and international centres for surgery
in children.
– And we need suitable instruments for
small children – also for robotic surgery!
We also need national and international
longitudinal registries that covers childhood, adolescence and adulthood, she
stated at the end of her lecture.

What is considered CAM
constantly changes
The abbreviation CAM stands for complementary and alternative medicine.
Dr Randi Opheim, Norway, talked about
CAM in IBD.
– CAM consists of a group of diverse
medical and health care systems, practices and products not presently part of
the conventional medicine, she explained.
These CAMs could be divided into
subgroups – natural products, mind and
body therapies and other CAM approaches.
Dr Opheim presented two studies, one
from Sweden and one from Norway, on
the use of CAM in IBD. Both presented
data that showed that almost half of
patients used CAM. Data from the Norwegian IBSEN study revealed no change
in prevalence of CAM use between 10
and 20 years since diagnosis.
– Therapies used included massage,
homeopathy, probiotics, fish oil and acupuncture among others, Dr Opheim said.
Going back to the IBSEN study, she
could show that there has been a change
in type of therapies used by IBD patients.
Homeopathy use has gone down, and
acupuncture, healing and herbals has
gone up.
– What is considered to be CAM
constantly changes. When it comes to
acupuncture, no quality study has shown
an anti-inflammatory effect. But patients
says it takes the pain away – so it is symptomatic treatment.
Dr Opheim added that changing the
microbiota with probiotics now can be
excluded from CAM, and enter evidence-based medicine instead.
Physicians have to be aware
of these therapies
She continued by talking about cannabis.
– Some patients with CD use it in order to control symptoms. There are few
controlled studies, but those that exist
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says it improves sleep, gives pain relief,
decreased diarrhoea and stimulates the
appetite.
Mind-body therapies – such as relaxation, yoga, mindfulness hypnosis and
meditation – has been shown to reduce
stress and induce well-being. There are
very few side-effects with these, she underlined.
– But there is a gap between the frequency of use and evidence-based efficacy
of the therapies. However, a study found
that only 48 % of IBD patients regarded
scientific foundation for the therapies as
being important, Dr Opheim continued.
The users are often of female gender,
of a younger age and have a higher education. They've experienced side effects,
and perceived a lack of effect from, conventional medicine. They also score better on SF-36 scores (used to indicate the
health status of particular populations).
– That shows that there is a positive effect.
The reasons for patients to use CAM
are several – it allows them to take an active role and personal control, there is a
movement toward patient autonomy and
the communication between patient and
doctor is often not optimal, were those
Dr Opheim mentioned.
– Physicians should be aware of the va-

Bente Nørgaard

rious types of these therapies – in order
to be able to discuss the pros and cons of
complementary therapies with their patients, she finally stated.
Gaps in the universe of reproduction
What do we know about reproductive issues in men and women with IBD? This
question was also the headline for a talk
given by Prof Bente Nørgaard, Denmark.
– We know a lot, although there are still
knowledge gaps, she started by saying.
The reason for these gaps is not a lack
of interest – this has been comprehensive, she added.
– But, despite decades of research, it is
still difficult to give qualified answers to
several simple questions.
The problems are related to the nature
of our data sets – they are not large nor
good enough, according to Prof Nørgaard.
– There are also problems related to the
complexity of factors we have to take into
account. And the number of relevant re-

productive outcomes to study is at least
equal to the number of outcomes in nonIBD patients.
She presented a study on assisted reproductive technology (ART) treatments
in women with IBD. It found that the
chance of a live birth in women was decreased after ART.
– But once clinically pregnant, our results suggested a normal chance of maintaining the fetus throughout the pregnancy until delivery. But our results have
to be confirmed in other settings. The
reasons for a possible reduced chance of
implantation is so far unknown.
Prof Nørgaard emphasised once again
there are plenty research gaps in the universe of reproduction.
– To summarise these gaps, we lack
evidence on fertility related aspects, on
early pregnancy loss and mechanisms
of adverse birth outcomes. We also lack
evidence on the impact of maternal IBD
medication during pregnancy, and longterm health outcomes in the offspring.
Finally, we need to know the impact of
paternal IBD medication around the
time of conception, and long-term outcomes in the offspring, she finished her
lecture.
An with this, IBD Congress News also
finishes its report from IBD Nordic Conference. At the end, Chair Prof Øresland
announced that it will return to Malmö
in November 28 - 29 in 2019. Needless
to say, everyone is invited – not only
doctors from the Nordic countries. So
mark your calendar!

Per Lundblad
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TAILORED THERAPIES FOR IBD:
A LOOK INTO THE FUTURE
Taking into account specific risk factors, genetic phenotypes, pharmacokinetic characteristics and
other particular features unique to each IBD patient would allow a personalised approach to manage
the disease. Personalised medicine represents the tailoring of the medical approach and treatment of
each patient – and is expected to become the paradigm of future healthcare.

T

his was discussed at Falk symposium 213 which was held in Milan October 5 - 6. It is the Italian
city famous all over the world for
its tailors and designers, so it therefore
provided a perfect setting for the topic.
900 delegates from a total of 48 countries
were greeted welcome by Prof Silvio
Danese, Chair of the Scientific Organization. In his address, he welcomed them all
to his hometown Milan, and thanked Falk
foundation for supporting the Meeting.
Agreement between endoscopic scores
is suboptimal
Dr Marco Daperno, Italy, talked about
endoscopy to tailor therapy choices.
– Endoscopic activity matters – severe
lesions affect outcomes, he said.
In the absence of dedicated interventional
randomised controlled trials (RCTs), endoscopic healing is seen as one of the most
reliable objective endpoints of treatment.
– But what degree of mucosal healing
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should we reach? The nearer endoscopic
healing we can get, the better the outcome, Dr Daperno continued.
For measuring endoscopic activity,
there are several indexes. In Crohn's disease (CD) there is Rutgeert's score for
the postoperative setting, and CD Endoscopic index of severity (CDEIS) and
Simple endoscopic score for CD (SESCD) for overall disease activity.
– For UC there is Mayo endoscopic subscore (MES), UC endoscopic index of severity (UCEIS) and UC colonoscopic index for severity (UCCIS). However, the
agreement for these scores is suboptimal
– but bear in mind scores at least ameliorates endoscopic reports, he pointed out.
Endoscopy should always be performed when you are ready to change the
treatment, he stated.
In Dr Daperno's summary he also underlined that common learning is required, in order to ensure we all speak the
same language.

One size fits all does not work
Early therapy with anti-TNFs, with or
without immunomodulators, are more
effective for treating CD than the later
addition of these treatments, Prof Marla
Dubinsky, USA, said.
– However, still only a minority of patients ever receive these medications
early in the course of the disease.
Reasons for delayed use of biologics include patient and provider concern over
adverse events associated with immune
suppressant drugs, costs and a lack of
ability to risk stratify patients to direct
more intensive therapy towards the right
patients, she explained.
There are several prognostic markers:
Clinical, endoscopic and serological and
laboratory markers were some she described.
– An increase in serological markers is
associated with more aggressive CD over
time, and an increase in surgery, Prof
Dubinsky underlined.
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– Right therapy for the right patient
will be critical as targets are developed.
Risk prediction can help identify the right
patient – and right dose at the right time
helps optimise therapies, she summarised.
Decision support tools that are being
developed will impact personalisation,
she said at the end of her lecture.
New steroids
In a session on conventional therapies,
four speakers talked about optimising
therapies to patient profiles. Prof Simon
Travis, UK, talked about old and new formulations of steroids.
He pointed out that new steroids with
low bioavailability have significant benefits with regards to safety.
– Budesonide CIR or Budenofalk has
been shown to induce remission in
ileo-colic CD. For UC, budesonide MMX
was found in a systematic review of
31 trials to have fewer steroid-related
adverse events than prednisolone and
beclomethasone.
But prednisolone/systemic steroids are
approximately 15 % more effective, Prof
Travis added.
– New steroids bridge the gap between
5-ASA and systemic steroids. They
are appropriate first line for patients
who have diabetes, hypertension, obesity or intolerance or aversion to systemic steroids, osteopenia or mood
disturbances.

Filip Baert

Franck Carbonnel
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Yehuda Chowers

A safe modality
Prof Axel Dignass, Germany, continued
with 5-ASA in UC.
– It is standard of care in mild to moderate UC. They have been shown to induce mucosal healing and improvement of
quality of life and work productivity.
He said that optimal use improves the
efficacy. This translates into the use of
optimal preparation according to patients preference and disease location.
Patient education and empowerment is
important in this context.
– Non-adherence is frequent in
quiescent IBD, especially in patients
with depression. Non-adherence is significantly increased with multiple dosing, young age, in singles, when switching medications and if the patient has
full employment.
– 5-ASA is a safe modality – even during
pregnancy. It is also a chemopreventive
agent – 5-ASA reduces the risk of colorectal cancer in IBD.
Combination therapy is not for everyone
Azathioprine is a valid option for
mild-to-moderate CD, and for UC after
5-ASA.
– Assess efficacy after 2 - 3 months. If
it is not good enough, it is not a mistake
to try and dose-optimise – even if many
today in that case choose to move to biologics, said Dr Filip Baert, Belgium.
He then turned to biologics – should
we have monotherapy, or a combination
with azathioprine?
– If your patient already have azathioprine onboard, and do not have any
side-effects, you might as well add a biologic to that and later de-escalate. Com-

bination therapy is shown to be superior
to monotherapy – this goes also for adalimumab.
But combination therapy is not for everyone and forever. It is not possible for some
patients due to fear of side effects. And if it
is not forever – when should we stop?
– An individual approach is necessary,
including previous history, risk profile,
drug levels and anti-drug antibodies, Dr
Baert underlined.
There is a toxicity profile, so skip thiopurines in case of idiosyncratic reactions
and special populations.
– Contra-indications are TMPT homozygote mutants, prior or current history of melanoma, cancer or lymphoma,
vulnerable patients (frail or elderly) and
EBV-negative young males, Dr Baert
summarised.
The session ended with Prof Franck
Carbonnel, France, talking about methotrexate.
– Methotrexate is efficient as an induction and maintenance therapy in CD.
When combined with infliximab it reduces immunogenicity, he stated.
He also said that in UC it may induce
clinical remission, but does not appear to
be efficient as a maintenance therapy.
Drug levels are associated with response
A tailor made approach to anti-TNF
was the title of one session. In this, Prof
Yehuda Chowers, Israel, talked about the
patient likely to respond to anti-TNF.
– We need predictors, but we do not
have that, he initially established.
Young age, high BMI, high CRP, mucosal lesions and no past surgery are associated with response.
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Drug levels are also associated with
response – and early phase drug levels
predict later response, Prof Chowers said.
– Preventing immunogenicity is crucial
for subsequent response – use immunosuppressor when possible. The best patient is the patient with TNF-driven inflammation, but further tools assessing
TNF load are probably needed for treatment optimisation, he stated.
Loss of response to anti-TNF is a significant challenge in management of
patients with IBD, said Prof Iris Dotan,
Israel.
– Loss of response may be predicted by
inflammatory markers, through levels,
therapeutic drug monitoring (TDM)
proactive or not. Then there are patient
factors, such as weight/BMI, albumin
and anti-drug-antibodies, she explained.
Pharmacokinetic and pharmacodynamic models and TDM may ensure patients have measurable concentrations
over the entire dose interval.
– Thus, individualised rather than fixed dosing may improve outcome for IBD
patients treated with anti-TNF therapies, Prof Dotan stated.
When to de-escalate therapy?
Suboptimal disease control is a worst-case scenario in treating IBD, Prof Edouard
Louis, Belgium, said.
He was talking about tailoring interruption of anti-TNF.
– We now know we have to set treatment targets, which we have learned
from rheumatology. And you do not decrease infliximab, if you not have reached
your target, he underlined.
A large Spanish multicenter trial on
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anti-TNF withdrawal in 1055 patients
showed an incidence of relapse of 19 %
per year for CD, and 17 % per year for UC.
– So you have to be sure that the patient
could successfully revert to treatment if
needed. We must just not consider relapse – but also the consequences of relapse.
Patients who have been in stable remission a long time on combination therapy,
are those likely to be able to start again if
cessation fails.
Prof Louis continued by talking on
cyclic treatment, which he stressed is
not the same as "treatment on demand".
– The first and undisputable aim of IBD
treatment is full disease control. The
idea of cyclic treatment is to aim at the
lowest immunosuppressive/biologic use
– still compatible with full disease control. I think we have to continue to study
this concept in the future.
In his conclusions, Prof Louis established that treat-to-target seems to be the
most appropriate strategy for IBD.
– Once the target has been reached, treatment de-escalation may be contemplated. De-escalation is associated with an
increased risk – and the acceptance of
risk for flare varies very much between
patients. But it may offer a favourable
benefit/risk cost profile in a subset of
patients.
Comparable efficacy for anti-TNF naive
and experienced
Prof Bruce E. Sands, USA, talked about
vedolizumab in UC.
– The GEMINI trial demonstrated quite
a robust response. The drug works for induction in UC, there's no doubt. Also there were good results at week 52, he said.

Half of patients in GEMINI trial for UC
had previous anti-TNF exposure.
– But up to week 52, a very comparable
efficacy was seen in anti-TNF naive and experienced patients, Prof Sands pointed out.
As early as second week, differences
between vedolizumab and placebo could
be seen. Prof Sands also said that the
drug has a very clean safety profile.
– The drug works quickly, but real
world data shows that after a while more
patients are getting better.
So where should vedolizumab be positioned?
– A metaanalysis found that infliximab
is better to induce mucosal healing, but
vedolizumab was close behind – and it is
a much safer drug, Prof Sands said.
Inconsistent findings with regard to
predictors of response make patient selection challenging.
– Therefore, clinical judgement and
shared decision-making must be applied
in choosing advanced therapies for UC,
was his conclusion.
The preferred choice in patients with
high risk for infection
Then Prof Stefan Schreiber, Germany,
talked about vedolizumab in CD.
– Pooled data from GEMINI 2 and 3
show that vedolizumab achieved higher
remission rates in anti-TNF naive versus anti-TNF experienced patients, Prof
Schreiber pointed out.

Iris Dotan

Edouard Louis

Bruce E. Sands
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A multi-centre cohort consortium analysis found that shorter disease duration is
associated with higher response rates to
vedolizumab in CD – but not in UC, he
said.
Clinical response in patients with CD
was reported to be higher with an additional dose and dosing every 4 weeks, according to a GEMINI 2 post hoc analysis.
– Earlier choice of all biologics leads
to higher efficacy. First line biologic
therapies perform best – independent
whether it is anti-TNF or vedolizumab
that is used.
Prof Schreiber also underlined that the
percentage of failures to anti-TNF or vedolizumab is large. Decisions for dose increases or swaps should therefore be made early.

Stefan Schreiber

William Sandborn

Remo Panaccione

Lots of patients on anti-TNF lose response over time.
– Data on this are scarce on vedolizumab – but there are exciting new data
that suggests better sustainability.
He finished by talking about the unique
safety advantage for vedolizumab.
– The drug is a preferred choice in patients with particular infection risks –
due to high age, being immunocompromised or having a specific history.
8 week dosing superior for ustekinumab
An even newer drug for CD is ustekinumab. It reduces IL-12 and IL-23 mediated
signalling, cellular activation and cytokine production – this was already proven effective for psoriasis and psoriatic
arthritis, Prof William Sandborn, USA,
explained.
– It is particularly effective in CD patients with previous TNF-blocker failure, he said.
The Phase III studies UNITI 1 and UNITI 2 for induction of moderate to severe
CD demonstrated statistical significant
changes in CRP and faecal calproctectin over placebo at week 6. Ustekinumab
also induced significant improvements
in soft/liquid stool frequency within the
first 2 weeks.
– That's pretty quick in a refractory patient population, Prof Sands commented.
Patients that responded at 8 weeks
were re-randomised to 2 different doses
and placebo for maintenance. At week
44, 53,1 % of those receiving ustekinumab 90 mg every 8 week were in clinical remission. Those on 90 mg every 12
week showed 48,8 %. This suggests that
8 week dosing is superior, he said.
– The overall safety profile at week 44
was good – better than for anti-TNFs,
Prof Sandborn summarised.

The mechanism of JAK-inhibitors
Janus kinase (JAK) inhibitors for the
management of IBD was the title for a
lecture given by Prof Remo Panaccione,
Canada. He started by explaining the
mechanisms of action.
The JAK-STAT signalling pathway is a
chain of interactions between proteins in
a cell, and is involved in processes such
as immunity, cell division, cell death and
tumour formation
There are four JAKs that work in pairs
in the intra-cellular space.
1: Cytokine binding to its cell surface receptor leads to receptor polymerization.
2: A JAK inhibitor prevents the autophosphorylation and activation of JAKs.
3: JAKs can then not phosphorylate the
cytokine receptors. Therefore, the receptors can not dock STATs .
4: Because the STATs can not dock,
they are not phosphorylated or activated. Gene transcription and cytokine
production is thereby inhibited.
– Members of the JAK inhibitor class
have distinct in vitro inhibition profiles,
which include pan-JAK inhibition (tofacitinib), preferential JAK3 inhibition
(peficitinib) and selective JAK1 inhibition (upadatacitinib and filgotinib), Prof
Panaccione continued.
Presently only tofacitinib is approved
for IBD. Trials on the other three are ongoing.
– There are many benefits with JAK inhibition in IBD – a rapid efficacy in the
induction period and stable efficacy in
maintenance. They can induce mucosal
healing and are steroid sparing. Also there is convenience with oral administration – and they have no immunogenicity
in UC and CD.
Tofacitinib is approved for UC, and selective JAK1 inhibitors have shown promise in CD.
– Agents are generally well tolerated,
but more long term data in IBD is needed
to assess true safety signals.
Several Phase III trials are ongoing.
– Shared decision-making with the patient will be key to effective use in clinical
practice, Prof Panaccione ended his lecture.
Trap the lymphocyte in the node
Prof Brian Feagan, Canada, talked about
sphingosine 1-phosphate (S1P) receptor
modulators.
– Targeting lymphocytic migration in
the gut has been a game-changer in IBD,
he underlined.
The mechanism of action is as follows:
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Lymphocyte subsets circulate through
lymph nodes. Exit of these lymphocytes
from the lymph node is S1P dependent.
Ozanimod down modulates S1P, preventing these lymphocytes from exiting and
contributing to tissue inflammation.
– The lymphocyte is trapped in the
lymph node, Prof Feagan clarified.
But lymphocyte subsets important for
viral and tumour surveillance continue
to circulate.
The TOUCHSTONE study on S1P antagonist ozanimod as therapy for UC was
conducted at 57 sites in 13 countries. It
was on ozanimod 0,5 mg and 1 mg versus
placebo.
– Patients remained blinded up to week
32 – which is unique!
Data from week 8 on clinical remission
showed 14 % of patients in the 0,5 mg
arm and 16,4 % for the 1 mg arm – to be
compared with 6 % for placebo. At week
32, 26 % of patients in the 0,5 mg were in
clinical remission, and 20,9 % in the 1 mg
arm. The rates for patients on placebo
was still 6 %.
– It is a very interesting result, Prof Feagan said.
The new kid on the block is etrasimod.
After encouraging results from a Phase II
trial, it is now moving forward to Phase III.
– S1P antagonists are a new class of oral
drugs for UC, that are likely to enter the
clinic within the next 3 years for treatment of UC. Ozanimod and etrasimod
are more specific agents that likely will
have a better safety profile. They could
be "pre-biologic drugs", and are candidate agents for oral combination therapy
agents, Prof Feagan concluded.
The negative loop
Dr Antonino Spinelli, Italy, gave a talk on
tailoring surgery in CD.
– Tailoring means addressing the right
patient to the right treatment for her or
him. It could be surgical or medical, he
told the audience.
Tailored decisions are shared decisions,
which means multidisciplinary teams
(MDT) in the presence of the patient.
– Avoid MDT as formalisation of already taken decisions – discuss patients
when they still have multiple options, Dr
Spinelli stated.
Surgery is negatively perceived by IBD
patients, despite strong evidence of positive effects on quality of life. He described the "negative loop":
– A common negative perception gives
a bad attitude to surgery – which in turn
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leads to a delay in the acceptance of surgery. This leads to more complex disease
in CD, and worse conditions in UC – and
this causes a higher risk for complications. This causes a common negative
perception again – and the loop starts
over...
Tailored patient counselling means to
understand what matters to that patient.
– The timing matters – there are exams, school, birthdays, marriage and so
on. Offer options (if there are any) – and
adjust expectations! Success is just a definition.
Explaining the expected course decreases anxiety, and the discharge should be
planned in advance.
– If patients think they will be in for 2
weeks, they probably will.
Involve the caregivers, and do not forget the practical issues.
Surgical approach should be tailored at
all levels
Stoma education is most effective pre-operative, and should include marking of stoma site for a comfortable stoma position.
– Also remember counselling on dehydration avoidance – dehydration is the
most common cause of readmission after
ileostomy, Dr Spinelli underlined.
Preoperative magnetic resonance elastography (MRE) correctly predicts surgical
strategy in a majority of patients undergoing
surgery for complicated CD. MRE is especially valuable before laparoscopic surgery.
– Laparoscopy should be considered
standard of care for IBD surgical management, he emphasized.

Brian Feagan

Antonino Spinelli

James Lindsay

Dr Spinelli presented data from 2018
on mesentry retention versus removal. It
was a retrospective study on 30 CD-patients with conventional resection versus 34 CD-patients who had inclusion of
mesentry.
– It found that inclusion of the mesentry in the resection led to reduced surgical recurrence.
He summarised by saying that a surgical approach tailored to the patient in
CD is advocated at any level – preoperatively, operatively and postoperatively.
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Perhaps we are pushing medical treatment too far
Prof Maurizio Vecchi, Italy, talked about
perioperative medications.
– The short term outcomes after surgery in IBD have markedly improved in the
last decades due to better perioperative
management of the patients – as well as
the introduction of more effective, less
invasive and safer surgical techniques,
he started by saying.
Nevertheless, postoperative complications – most of them being of infectious
origin – might still be observed in up to
40 % of patients undergoing IBD surgery, Prof Vecchi added.
– Steroids and anti-TNF increase the
risk of surgical complications and should
be tapered or withdrawn whenever possible. However, modalities and times to
perform withdrawal/tapering are still
not defined.
Thiopurine and cyclosporine appear to be
safe for surgery. Vedolizumab appears to
be safe – with some controversial results.

– A cautious surgical strategy should
be applied in all situations of risk, Prof
Vecchi continued.
He also pointed out that retrospective
administrative data, showing a possible
increase in morbidity and mortality of
IBD surgery in the era of biologics, suggest that in some severe patients we are
pushing medical therapies too far.
– A prompt and careful consideration
of timely surgery is thus mandatory in all
our IBD patients, was Prof Vecchi's last
take-home message.
A proactive approach is needed
The last session in Milan was on challenging clinical scenarios. Prof James
Lindsay, UK, talked about patients with
previous serious infections.
– A French nationwide cohort study
from 2009 to 2014 found in 190,694 patients with IBD 8,561 serious infections
and 674 with opportunistic infections,
Prof Lindsay said.
He said that he thought that all of our

drugs we use to treat IBD probably increases the risk for infections – with the
exception of 5-ASA.
– Our medical therapeutic strategy
has evolved – we use earlier and more
aggressive immune-suppressing drug
therapy to prevent disease progression.
The patient population is varied. IBD is
a global disease, and these patients travel
to our countries – so we have to be aware, Prof Lindsay underlined.
And there is increasing recognition
of IBD in the elderly and patients with
co-morbidities, which we also know increases the risk for infection.
– Medical therapies do increase the risk
of opportunistic infections. The risk of
specific infection is drug-class specific –
but the magnitude of risk is patient-specific, he underlined.
Mitigating this risk requires a proactive
IBD approach.
– Screen early, and vaccinate when
appropriate – IBD patients are often not
vaccinated. A nurse based intervention
improved adherence to ECCO vaccination guidelines from 6 % to 33 %! A multidisciplinary team approach to these
patients is crucial.
Monitor the patient when on therapy
and audit, was Prof Lindsay's final advice.

Per Lundblad
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PFIZER SATELLITE SYMPOSIUM
IBD NORDIC CONFERENCE
MALMÖ, SWEDEN

NEXT STEP IN IBD TREATMENT
At the IBD Nordic Conference, three Satellite symposiums were held. The first was sponsored by Pfizer,
and had Prof Silvio Danese talking about the new JAK-inhibitor tofacitinib.

C

hair Dr Michael Eberhardson introduced Prof Silvio Danese, who
is the President of ECCO.
He started by describing the success and failure in IBD drug development.
– The failures have been many, Prof Danese
remarked.
Comparison with flight networks
Prof Danese said that approximately 75
% of UC patients treated with TNF inhibitors do not achieve steroid-free remission within one year.
– Can we do a better job, he asked rhetorically.
Small molecules in development target
intracellular pathways involved in cytokine signalling. Tofacitinib is the first one of
these that is available. It is a JAK inhibitor.
– When I talk about JAK inhibitors, I
usually make a comparison with flight
networks, Prof Danese continued and presented a map over flight routes in Europe.
He explained that you only block one of
these routes with other inhibitors.
– With JAK-inhibitors you block the hub,
that control many flights, he underlined.
Prof Danes explained the mechanisms
of JAK inhibition and the JAK/STAT
pathway. JAK inhibition gives a reduced
production of cytokines that modulate
the immune response.
– Many IBD-relevant cytokines converge on, and initiate, intracellular signalling
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through JAK pathways. That's the concept
of the hub – you block several cytokines.
Similar effect in anti-TNF experienced
patients
Prof Danese then described the OCTAVE Induction 1 and Induction 2 studies,
which constituted the tofacitinib phase
III programme. The maintenance study
was OCTAVE Sustain, and the long-term
extension study is called OCTAVE Open.
– Significantly more patients achieved
primary endpoint at week 8 over placebo
in the Induction 1 and 2 studies.
Treatment effect for remission was similar in anti-TNF treated and anti-TNF
naive patients. Tofacitinib also had a significant effect versus placebo on mucosal
healing at week 8 in both these groups.
– In OCTAVE Sustain, the primary endpoint was remission at week 52. A significantly greater proportion of patients
receiving tofacitinib met this, compared
to placebo, Prof Danese continued.
Potential for first line after 5-ASA and
steroids
The general safety was shown to be as
we expect from anti-TNFs.
– There is a dose-dependent increased
risk for herpes zoster with tofacitinib.
But no patient had to discontinue the study due to adverse events, Prof Danese said.
He added that there is also a rise in lipids.

– The rate of HDL/LDL increases initially, but then remains stable over time.
At the end of his talk, Prof Danese asked
how we choose which drug to prescribe.
– There is a lack of head-to-head trials,
and there are today multiple options for
patients.
Tofacitinib is a potential first line advanced therapy for UC – after 5-ASAs
and steroids.
– It has a short serum half-life, is taken
orally and immunogenicity is not expected from a small molecule. It is shown to
be effective in patients previously treated
with TNF-inhibitors, he summarised.
There is also experience of tofacitinib
in RA, where the drug has generated a
lot of safety data.
Prof Danese ended his lecture with a
case from his clinic. It was a man who
was one of the first to be included in the
OCTAVE trials, and received induction
with tofacitinib 10 mg.
– He was a candidate for colectomy –
but clinical improvement was observed
at day 5. He has continued remission since 2014 at tofacitinib 5 g – and he has had
no steroid use since then. Probably you
will experience this in your clinic too!
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IBD NORDIC CONFERENCE
MALMÖ, SWEDEN

PREDICTING RESPONSE TO TREATMENT
In a satellite symposium sponsored by Janssen Pharmaceuticals, Dr Bram Verstockt, Belgium, talked
about the ongoing search for biomarkers that can predict response to treatment for IBD.

D

r Verstockt began by presenting a
case. It was a 50 year old woman
with Crohn's disease (CD), who
was treated with azathioprine.

Many ways of profiling
– In 2010, she had a resection of colon
transversum due to symptomatic stricture. In 2014 she had a flare with active colitis, and was treated with adalimumab.
In 2015, adalimumab was discontinued
due to adverse events and in 2016 after
a flare with active colitis she was treated
with vedolizumab.
He told the audience that after 6
months of adalimumab she had a SESCD (Simple endoscopic score in CD) of
18. Finally she was treated with ustekinumab – and after 6 months her SES-CD
score was 0.
– Could we have predicted her disease
course – her response to biological agents
and her anti-TNF reported adverse events?
There are many ways for profiling an
IBD-patient – with genetics, transcriptomics, metabolomics and proteomics
among others.
– But very little of this can give us predictive values for the clinic. So there is
still a lot of work to do, Dr Verstockt said.
The targets are moving
The PROFILE trial in CD is on finding
a molecular surrogate marker in blood
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that can differentiate patients into expected benign and severe disease courses.
All participants, after biomarker assessment, receive established treatments and are randomly allocated to two
groups. One group is receiving top-down
treatment, and the other group standard
step-up treatment.
The aim of the study is to see if there is a
biomarker that allows for choosing the right
strategy for the right patient at diagnosis.
The trial is ongoing.
– In general CD care, what we currently are doing is to apply the "one size fits
all" strategy to our patients. This leads to
both over- and under-treatment. In the
future I think we might be able to predict response to a specific therapy, Dr
Verstockt envisioned.
The next question is to determine
which therapy to use – and this is even
more challenging to do.
– We should treat to target, but the targets are moving – symptoms and quality
of life, endoscopy, biomarkers and histology can all constitute a target. Another
point is to also take pharmacokinetics
and pharmacodynamics in consideration, he pointed out.

– Another way is to take metabolomics/
metagenomics in consideration when searching for a biomarker, Dr Verstockt said.
In anti-TNF non-responders, TNF-driven pathways are significantly upregulated. Also TNF messenger-RNA is significantly upregulated.
– Higher doses of anti-TNF might work
for some of these patients, he commented.
At present, there are very little data on
anti-IL12 molecules.
– It is too early to start using predictive
biomarkers in the clinic, Dr Verstockt summarised.
However, the future looks bright – but
challenging, he added.
– We need replication of identified biomarkers, tested in clinical trials. We also
need consensus about the desired outcome and definition of response.
There is a need for bioinformatics enabling integration of multi-omic datasets.
– Finally, we need to increase power by
merging big cohorts, academia and industry.
Dr Verstockt finished his talk by presenting COLLIBRI – which stands for
the collaborative IBD biomarker research
initiative.

To early to use predictive biomarkers
in the clinic
When it comes to predicting response to
anti-TNF, genetics is one way to go.
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TAKEDA SATELLITE SYMPOSIUM
IBD NORDIC CONFERENCE
MALMÖ, SWEDEN

MUCOSAL HEALING IN THE REAL WORLD
A satellite symposium sponsored by Takeda took the global and Nordic
perspective on the impact of anti-integrins in IBD.

D

r Jonas Halfvarson, who was the
Chair, talked about IBD treatment
decisions. They should be based
on disease activity and severity.
He also pointed out that treatment goals in IBD are evolving – from treating
symptoms to applying a treat-to-target
approach with endoscopic remission.
– What is the impact of anti-integrins
with respect to treatment goals? Initial
vedolizumab trials demonstrated clinical efficacy in Crohn's disease (CD) and
ulcerative colitis (UC), and mucosal healing in patients with UC. Are there additional real world data supporting the use
of vedolizumab, Dr Halfvarson asked.
He introduced Prof Ailsa Hart, to whom
he directed the question.
Global real world data
Prof Hart presented a case of a 27 year
old male with UC, diagnosed in 2013. He
had limited response to oral and rectal
5-ASA, was intolerant to azathioprine
and recurrent courses of steroids. The
audience voted on what to proceed with,
and most voted for anti-TNF.
– That result reflects current practice at
the moment – a steroid dependent patient,
intolerant to immunosuppressives. So that
is what we gave him. Endoscopy improved
and he came off steroids, she said.
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Two years later, in 2017, the patient
got increased symptoms with diarrhoea,
some urgency and occasionally bloody.
Faecal calprotectin was 331 mg/g. This
time the audience voted for switching to
vedolizumab.
– That is again what we did, Dr Hart said.
She continued by talking about the gut
selective mechanism of vedolizumab,
and presented data on the drug in chronic active UC.
– 47 % had clinical response, over 25 %
for placebo, Dr Hart underlined.
Another case Dr Hart presented was
a 54 year old woman with CD. She had
a malignant melanoma on the left shin,
removed with no recurrence 14 years
earlier. Again the audience had to vote
on what to treat, and a majority voted for
vedolizumab
Today, vedolizumab is the first line choice in practice if the patient has a history of
malignancies, Dr Hart pointed out.
She continued with another case and studies on real world data for vedolizumab.
– Data from the LOVE-CD trial on
vedolizumab in 110 CD patients with a
median duration of disease of 12 years
and confirmed ulceration at baseline,
showed 30 % achieving endoscopic remission, 39 % endoscopic response and
34 % in clinical remission.

Swedish observational study
Dr Halfvarson presented Nordic real
world data on long-term effectiveness of
vedolizumab.
– In Finland at 6 months, 39 % and 42 %
of CD and UC patients, respectively, who
had endoscopic data available achieved
mucosal healing.
He continued with a retrospective study, based on the Swedish IBD registry
SWIBREG, on vedolizumab in CD and UC.
– After two years, the survival of the drug
was approximately 40 % in patients with
CD, and 60 % in patients with UC, he said.
An interim analysis of a Swedish observational study on vedolizumab, assessing
effectiveness and healthcare utilisation in
patients with UC, found 60 % of patients
who completed 52 weeks were still receiving vedolizumab after that time period.
– 43 % of patients had achieved clinical
remission, and 27 % of patients were in
clinical and endoscopic remission.
Interim analysis of the same study in
patients with CD, had 68 % of patients
who completed 52 weeks still receiving vedolizumab. 43 % of patients had
achieved clinical remission.
– We look forward to the final results,
Dr Halfvarson ended by saying.
Per Lundblad
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Digestive Disease Week
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Falk Symposium 215
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October 19 - 23
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November 21 - 24
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