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WHAT ARE PATIENTS’ NEEDS
AND EXPECTATIONS ON IBD CARE?

D

o we really know? Cure of the disease must of course be a top priority
but we are most probably very far away from this. To cure IBD, as we
do with ulcer disease by eradicating helicobacter pylori is probably a
futile dream. We have to face that the principles for IBD management for
the time being is largely driven by the pharma industry, producing drugs that
affect different complex immune pathways. Even if there was a magicmab, this
would probably have to be a lifelong treatment keeping patients in remission
over time and certainly very profitable for the manufacturer. The hope of this
dream to come true also seems to be far away.
Have we forgotten, in the scenario of more and more complex pharmacological treatments, to consider all the other aspects of living with IBD?
A more holistic approach is perhaps what patients would prefer? Better
access to care, especially multidisciplinary team care. Do we as doctors
consider what patients’ perceive as important, what are their main
concerns? How often do we ask the question; what is your major concern
in life? It might be that the answer is not directly related to the disease and
it could be that even so it affects their disease perception.
Furthermore, it might be amendable to alleviate and thus positively influence the burden of living with IBD. Is there a risk that we focus too
much on biochemical markers, morphology and an array of ever changing
pharmacological therapies?
Do patients have the same view as the caregivers? Is it better to have a
long row of relapses? We note in the texts that. “Death, disability, surgery,
complications etc.”, are mentioned in the same sentence as bad outcomes.
Surgery is the treatment option used to avoid the bad outcomes that cannot
be controlled by other means.
Is there a risk that some IBD patients are counselled by a gastroenterologists who might have a skewed perception on the role and outcomes off
surgery? They may see proportionally more patients who have complications or relapses. The majority that benefit from surgery seldom make
their voices heard. Are we currently moving to a scenario where medical
and surgical gastroenterologists, have different focus on outcomes. For a
surgeon the default is a cured or symptom free patient, complications are
to be avoided and that’s in focus. Some gastroenterologist may be too eager
to identify the patients that benefit from a certain drug and may perceive
surgery as a defeat.
In this issue of IBD Congress News you will find two reports, “IBD and
sex - let’s talk about it.” and “Network meeting of the Danish IBD nurses”
- giving interesting data and aspects of life with IBD. Enjoy reading!
Tom Øresland and Jonas Halfvarson

TRYCKSAK
KT

ry
PC T ck
-G

MILJÖMÄ
R

LI

EDITORIAL
TOM ØRESLAND
JONAS HALFVARSON

LI

CE

N SN

41
U M M ER 3

36

2

IBD CONGRESS NEWS 2- 2019

1

DIGESTIVE DISEASE WEEK
SAN DIEGO, USA

IBD AT THE DDW
In 2019, May 18 - 21, Digestive Disease Week (DDW) was held in San Diego, California, USA.
The Congress also marked its 50th anniversary. Nearly 14,000 attendees had come to the sunny city
just north of the Mexican border for four days of networking and education at a total of 813 original sessions.
They could also mingle between 4,229 posters and 291 exhibitor booths.
As always, IBD was an important part of the agenda.

I

n an American Gastroenterological
Association (AGA) and Asian Pacific
Association of Gastroenterology (APAGE)
joint symposium entitled Focus on
IBD, Dr Gil Kaplan, Canada, talked
about the global epidemiology of IBD
from a western perspective.
– One of the essential questions I have
tried to assess in my research program is
what is the origin of IBD. Another way
to ask this question is how did we transition from a handful of cases to millions
of people affected today, all across the
world, Dr Kaplan began his lecture.
To answer that question, he talked
about the evolution of IBD. This can be
looked at in the context of three distinct
epidemiological stages – emergence of
the disease, the acceleration in incidence
and compounding prevalence.
– Today, every country in the world is in
one of these three stages.

History repeats itself 100 years
later in Asia

Dr Kaplan continued to talk about all
these stages, and started with emergence.
Dr Samuel Wilks published the first
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case of IBD in England 1856. Dr Wilks
also introduced ulcerative colitis (UC)
in the medical vernacular in 1875. Then
around 1900, a huge variety of UC was
seen in western countries. In 1909, a symposium was held in England amongst
doctors across England to discuss this
new disease.
– One can imagine what these doctors
would think if they were transported
in time to the future and would be here
with us today – to see how much IBD
exists now, Dr Kaplan commented.
Then in 1932 Dr Burrill Bernard Crohn,
an American Gastroenterologist, and two
colleagues, presented an article on Regional
colitis – which we now call Crohn's
disease (CD). In 1956 – exactly 100 years
after the first case of UC had been published
in England – the very first case of UC was
published in China.
– When we are looking at what we see
in Asia, it's really just a temporal shift of
what we have seen in the western world!
This brought Dr Kaplan to the second
stage – the great acceleration of incidence
of IBD, which has been dramatic in the
20th century.

– In the 21st century, there has been
a paradigm shift in the west where IBD
is stable or decreasing. In newly industrialized countries, the incidence is lower
– but it is increasing. The question is if
the incidence there will mirror the progression of IBD in the western world. It
will have a huge impact if it continues to
rise in Asia.
He presented data from South Korea
2017 that showed a rising incidence
between 10 - 14 % per year since 2005.
Very similar results was also shown in a
study from Brazil 1990 - 2012.

The complexity of care in the future

So what are the factors driving the epidemiological patterns of IBD in Asia in the
21st century? According to Dr Kaplan, we
know for sure there is an increased awareness, and improved access to health care.
– These factors will increase the uptake
of new diagnoses. But we also know there
has been a major shift in environmental
exposures associated with westernization of society.
He pointed out that IBD stems from
environmental exposures that alter the
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microbiome in genetically susceptible
individuals.
– The one point I want to stress is that
smoking increases risk of IBD in the
western world – but not in Asia.
Then he shifted to the third stage –
compounding prevalence.
– Essentially it means that after decades of rising incidence, we see the prevalence and the number of people living
with the disease increase dramatically.
The reason that this happens is that
IBD is diagnosed predominantly in
young individuals. There is no cure for
the disease, but mortality is low – so
new cases are kept being added. Very
few people leave their clinics, Dr Kaplan
explained.
In Canada 2018, the prevalence of IBD
is 0,7 % – which translates in to 270,000
people living with the disease. Forecasting models estimate 400,000 (1 %)
Canadians with IBD by 2030.
– It's not just the numbers that are challenging – also the complexibility of their
care! The IBD clinic will transform over
the next decade, as gastroenterologists
care for an older population with comorbidities of advanced ageing and living
with the complications of IBD!
This caused Dr Kaplan to talk about a
fourth stage – prevalence equilibrium,
i.e. a threshold whereby the incidence
(new cases by year) approximates the
mortality (deaths by year).
However, even if the prevalence of IBD
in Asia plateaues at just 0,1 %, Asia may
have over 2 million cases of IBD by 2030.
So addressing the rising global burden in
IBD will require innovating delivery of
care, and preventing the development of
IBD, Dr Kaplan finished his lecture.
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The overall impact of health care
spending

A study on the longitudinal changes in
the direct cost of IBD care in the biologic
era was presented in San Diego by Dr
Laura Targownik, University of Manitoba,
Canada.
– We know that IBD is a very costly
disease, she started by stating.
The estimated direct costs of IBD
in Canada is 1,28 billion $ annually –
and estimates from the US range from

$ 14 billion to $ 31 billion annually, Dr
Targownik continued. With direct costs
she meant hospitalisations, physicians
fees, emergency room visits, outpatient
care and drugs.
– The prevalence of IBD is rising, and
is expected to continue to rise – and this
is driving the costs of care. Another thing
that is driving the costs is medication use.
Dr Targownik presented data from
2001 to 2014 that clearly showed that
the likelihood to be on biologics is rising
over time – and also how these drugs are
dosed. Also this is expected to be continued, at least for the short term future.
– Then we are using biologics earlier
in the course of the disease – in order to
avoid complications, and this is adding to
the cost of care too.
But there are no recent North American
population based data on spending, so
we don't know what is happening recently
in terms of the costs of care in IBD.
– And we don't know what the overall
impact on health care spending and utilization in the era of biological therapy has
been, Dr Targownik pointed out.
She presented a study where they
had identified all Manitobans with IBD
between April 2004 and March 2016.
Each of these cases were matched to up
to 10 controls on age, sex and geographic
area of residence.
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– For each case and each control we
enumerated all hospitalisations, outpatient visits, hospital visits (endoscopy), physician visits associated with
those visits, and all outpatient prescription medications costs. All costs were
adjusted to 2015 prices.

Direct costs of IBD have more than
doubled

The main outcome that was looked at
was IBD-attributable cost. This was calculated by taking the direct cost for each
IBD case, and then subtract the mean
cost of the controls.
– The difference between the case and
the control is what you directly can attribute to IBD, Dr Targownik explained.
The study also looked at IBD attributable hospitalizations and outpatient
visits, the incidence of IBD-related resective surgeries and the corticosteroid
and opioid use.

“OUR CONCLUSIONS ARE THAT THE
DIRECT COSTS OF IBD CARE HAVE
MORE THAN DOUBLED OVER THE
PAST DECADE.”
The population of IBD patients in the
study increased from 6,323 in 2005 to
7,603 in 2015. The costs for medication
use increased from 34 % in 2005 to 65 %
in 2015.
– What are we getting for that? Are
we having an impact on hospitalisation costs? We did see there is a trend
towards reduction in CD, but it is modest
– 65 $ per year. In UC we see an increase
of + 23 $ per year, she continued.
There are limitations to the study: Cost
estimates are highly sensitive to drug
pricing and prevalence of anti-TNF use
– the impact of biosimilar and price cutting may have outsized impact on direct
costs. Also the process of care in Canada
may not be generalizable to other health
care settings.
– Our conclusions are that the direct
costs of IBD care have more than doubled
over the past decade – and current trends
suggest this rise will continue. We are
seeing a reduction in hospitalization
costs for CD, though not for UC. Whether
this is reflective of the fact that we're
using much more biologics in CD, as
opposed to UC, is an interesting hypothesis.
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Corticosteroid use is going down, but
opioid use is increasing – and this is a
thing we need to keep an eye on, was her
last conclusion.
– It remains to be seen if further improvements in the processes of care –
earlier and more aggressive use of biologics, increased number of biologics
– might help bend these figures further.
In order to accurately assess cost/benefit, and the cost effectiveness, we need
more data on the trends in quality of life
and the impact of indirect costs, was Dr
Targownik's last message.

A central role in intestinal fibrosis

Myofibroblasts (a cell that is in between
a fibroblast and a smooth muscle cell in
phenotype) are found subepithelially
throughout almost the whole gastrointestinal mucosa. They are atypical antigen-presenting cells, and can be activated through multiple pathways, Prof
Gerhard Rogler, Switzerland, said.
– Inflammation is a strong activator and
inducer of epigenetic changes of those
fibroblasts, he continued.
Myofibroblasts play a central role in
intestinal fibrosis. Their activation in fib-
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rosis occurs by many different pathways
– activated M1 pro-inflammatory macrophages activate myofibroblasts and fibrosis
by both cytokine dependent and independent mechanisms. When you have continuous tissue damage the pH will change,
and this change may be a relevant activator
of myofibroblasts, Prof Rogler explained.
– There is also a lot of data that shows
myofibroblasts contribute a lot to IBDassociated cancer.
In his summary he stated that myofibroblasts derive from different sources
during intestinal inflammation and represent an activated mesenschymal cell
type. They are induced by IBD associated
stimuli, such as cytokines, ROS, pH
changes, DAMPs and PAMPs.
– Myofibroblasts contribute to impaired mucosal barrier function, defects in epithelial function, fibrosis and
stricture formation and colitis-associated
cancer formation. They are also important players in fistulas and abscesses in
IBD patients. That's why I think myofibroblast-targeted therapies should be
developed – and several are presently
being developed – in IBD.

Vedolizumab in the perioperative
period

A study on preoperative serum vedolizumab levels impact on postoperative outcomes in IBD was presented by Dr Aaron
Parrish, USA.
He began by presenting several recent
papers on this from 2017 - 2018, which
were all retrospective in design.
– They are also flawed with different
times from last vedolizumab dose to the
time of the operation. Most common are
12 weeks, so given the half-life dose of
vedolizumab is 25 days, this could mean
the drug is not circulating at the time
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of surgery – which makes it difficult to
assess any active effect of the medication, Dr Parrish said.
He presented a study that aimed to

“THERE IS ALSO A LOT OF DATA
THAT SHOWS MYOFIBROBLASTS
CONTRIBUTE A LOT TO
IBD-ASSOCIATED CANCER.”
evaluate the association between serum
vedolizumab levels and postoperative
morbidity in patients undergoing major
abdominal surgery for IBD. The data was
prospectively collected from 72 IBD patients undergoing surgery, operated by a

single surgeon at Cedars-Sinai Medical
Center. Preoperative serum was drawn
on day of surgery, just after induction of
anaesthesia.
– Serum vedolizumab levels were performed by a laboratory blinded to outcome,
using a homogenous mobility shift assay.
The primary outcome was overall
postoperative morbidity within 30 days.
Secondary outcomes included wound
infection (SSI = superficial surgical site
infection), ileus, anastomotic leak and
readmission within 30 days.
– We found that the presence of detectable serum vedolizumab levels at
time of surgery did not influence postoperative outcomes – except for reducing
the incidence of ileus in CD patients.
Furthermore, the magnitude of detectable
vedolizumab levels (high versus low) did
not have an effect on postoperative outcomes, Dr Parrish stated.
Study limitations include a small
sample size of 72 patients, the overall
vedolizumab level was low and many of
the patients were operated laparoscopically with stomas. These manoeuvres in
themselves, are known to decrease postoperative risk.
His first conclusion was that vedolizumab use in the perioperative period
seems to be safe. There was no increased
morbidity, and no increased risk for SSI.
– While the incidence in ileus in CD
with detectable vedolizumab levels was
reduced, the clinical significance of this
remains to be explored.
Dr Parrish's last and final conclusion was
that preoperative use of vedolizumab should
not influence surgical planning in IBD.
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Use salvage therapy as a bridge to
surgery

Prof Alessandro Fichera, USA, gave a
lecture in which he presented the surgery perspective on the management of
severe UC.
– We know that infliximab is good for
inducing remission – but it is not as efficient
when it comes to maintenance, he stated.

“ […] WE GET THESE PATIENTS
THAT CAN'T WALK, CAN'T TALK
AND WITH BLOOD POURING
OUT OF THEIR ANUS.”
Prof Fichera described the different
treatment algorithms for the medical
management for UC.
– The more sick they get, the more they
get loaded with medication. Eventually
they are sent to the surgeon, and we get
these patients that can't walk, can't talk
and with blood pouring out of their anus.
Then they get cyclosporine – and in the
end we perform a colectomy.
(He added that he has the greatest respect for gastroenterologists).
Data shows that patients get an abdominal colectomy and then either a modified two-stage or a three-stage pouch
procedure, more often now than in the past.
– So we have basically added a step to
the surgical management.
Over time, the costs for surgery is lower

compared to medical treatment. It is a
chronic disease, so the patients will take
their medications forever, Prof Fichera
underlined.
A Swedish-Danish controlled clinical
trial on colectomy after rescue therapy
in UC, showed that after three years after
infliximab 50 % had a colectomy, compared to 76 % in the placebo group.
Should all patients get biologics?
– Severe steroid resistant pancolitis patients should be salvaged. I don't want

to operate on somebody that is actively
bleeding. Salvage them – but use it as a
bridge to surgery, not a definitive therapy.
The long term outcome of salvage is at
best 50 - 50, with recurrent flares in two
thirds of patients requiring steroids. The
need for salvage can be predicted by extent of disease, natural history, patient's
age, comorbidities, CRP and if they are
on combination therapy with thiopurines,
Prof Fichera summarised.
– I would say that surgery is indicated
as a second line therapy – infliximab
could be used as a bridge to surgery. For
the surgeons in this room that would be
ideal. Avoid third line therapy!
Finally he asked the audience if they
had a chronic disease, and were offered a
treatment that would at best give them a
50 - 50 chance of avoiding a colectomy –
at the price of staying on steroids, with a
20 % risk of mortality, would they take it?
– For me, the answer is no, Prof Fichera
said.

Also IBD patients benefit from SCB
and ERP

Postoperative surgical site infections
(SSIs) are frequent, serious complications in colorectal surgery, and affects
between 15 to 30 % of patients, said Dr
Anthony D'Andrea, USA.
– In response to this, surgical care
bundles (SCBs) comprise evidence based
practices to prevent SSIs, and is implemented as standard of care at numerous
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institutions. They have shown to reduce
postoperative SSIs to 7 %, he said.
These SCBs have evolved to include enhanced recovery protocols (ERPs) that constitute evidence-based activities to accelerate recovery. They have shown to reduce
30-day morbidity by 50 % in some series.
– The problem with these series is that
they look at colorectal surgery as a whole
– they don't discriminate between IBD
and non-IBD in most studies. But IBD
patients represent a higher-risk cohort,
compared to non-IBD.
Dr D'Andrea explained this by pointing
out that IBD patients are immunocompromised, suffer from malnutrition and
anaemia among other things. The SSI
rate can be as high as 47,1 % for IBD patients.
The effect of SCB and ERP on IBD
patients is understudied, so the question is if they too benefit from SCB and
ERP? He presented a study that aimed to
compare postoperative outcomes in IBD
patients undergoing colorectal resection
before and after implementation of SCB
to prevent SSI followed by ERP.
– We conclude from our results that
IBD patients undergoing bowel resection benefit from SCB and ERP implementation. The rate of ileus, SSI and
anastomotic leak decreased significantly.
There was also a trend noted, though
not statistically significant, in terms on
length of stay, wound disruption, readmission and re-operation, Dr D'Andrea
summarised the findings.

The risk for surgery in very
young children

Paediatric IBD is defined as children
younger than 17 when they are diagnosed.
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If they are younger than 10, it is Early
Onset-IBD (EO-IBD) and if they are
younger than 6, Very Early Onset-IBD
(VEO-IBD).

“WE CONCLUDE FROM OUR RESULTS
THAT IBD PATIENTS UNDERGOING
BOWEL RESECTION BENEFIT FROM
SCB AND ERP IMPLEMENTATION.”
Dr Raj Kerur, USA, presented a study
on the risk of surgery in VEO-IBD.
He pointed out that the change of incidence rate for IBD between 1999 and
2010 had been the highest in the age

group of 5 - 9 years (+ 7,6 % ) followed by
0 - 4 years of age (+ 5 % ).
– So VEO-IBD is an emerging condition, with increasing incidence in recent
years, Dr Kerur established.
VEO-IBD is predominantly colonic and
has often extensive colitis, and isolated
ileal disease is rare.
The study he presented aimed to estimate the risk of bowel surgery in VEOIBD, compare the risk of surgery by
disease type and to compare clinical
features and risk of surgery by age at
diagnosis (less than 3 years compared
to more than 3 years). It was a retrospective cohort study, including 275 patients
from 25 North American Centres, VEOIBD diagnosed from 2008 to 2013.
At diagnosis 3 % were under 1 year of
age, 20 % between 1 and 2 years and 17 %
between 2 and 3 years of age.
– A majority of patients were older than
3 years.
Surgery at diagnosis (within 3 months)
was rare.
– The risk of having had bowel surgery
in CD was 14 % at 5 years of age, and the
risk of colectomy in UC/IBD-U was also
14 % at 5 years. We did not find any differences in the two groups (less than 3
years versus more than 3 years of age) in
disease location, perianal disease or in
surgical rates, Dr Kerur summarised the
findings.
The strengths of the study are that it is
a multicenter study with representative
cases, a large sample size and follow up
for approximately 5 years. The limitations include that it has a retrospective
design, some data were incomplete and
not all potential confounders could be
captured.
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– Variation in practice may have affected
outcomes.
Dr Kerur's conclusion was that the risk
of bowel surgery in VEO-IBD was similar
to paediatric IBD in this large cohort.

Elderly IBD patients and cancer risk

Elderly-onset IBD is associated with
higher risk of cancer relative to patients
diagnosed at younger ages, Dr Ellen
Kuenzig, Canada, said.
– We also know that medications influence that risk of cancer – however,
5-ASA has shown some protective effect
against colorectal cancer. But there are
inconsistent findings with cancer risk in
IBD – when it comes to types of cancer,
and differences between CD and UC.
And there is not a lot of data looking specifically at elderly-onset IBD and the risk
of cancer, Dr Kuenzig explained.
The object of the study she presented
was to compare the incidence of new-onset
malignancy in people with elderly-onset
IBD, compared to controls without IBD.
The data source was the populationbased Ontario Crohn's and Colitis cohort
with a total of 5,250 patients with IBD.
Each case was matched to 5 controls
(n=29,355).
– Our conclusion is that elderly patients
with IBD have a significantly increased
risk of most malignancies. When we
looked at CD and UC, we found that this
risk tended to be higher in patients with
CD, she said.
Measures should be taken in these patients to minimize the risk.
– Those include preventive measures,
such as smoking cessation, ensuring
appropriate treatment and that patients
undergo appropriate surveillance.
Future directions include evaluating
interactions between smoking, IBD, and
risk of cancer.
– One of the questions we want to
look at is whether the risk for cancer is
mediated by smoking. We also want to
look at medication-related differences in
cancer risk – as well as compare these to
non-IBD patient groups who are on the
same medication, Dr Kuenzig ended her
presentation.

Mirikizumab as induction for CD

Mirikizumab is a human monoclonal antibody that targets interleukin 23A, originally designed for the treatment of
psoriasis. At DDW, Prof Bruce Sands,
USA, presented data from a Phase II study
on mirikizumab on CD.
– As we know, IL23 and Th17 pathway
has a significant role in the pathogenesis
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of CD, with various anti-IL23 antibodies
having shown efficacy in CD. Mirikizumab
binds to the p19 subunit of IL 23. Phase
II studies of mirikizumab have shown
efficacy in treating UC, as well as psoriasis, and now Phase III studies are ongoing, Prof Sands explained.

“OUR CONCLUSION IS THAT
ELDERLY PATIENTS WITH IBD HAVE
A SIGNIFICANTLY INCREASED RISK
OF MOST MALIGNANCIES.”
The study he presented had assessed
the safety and efficacy for mirikizumab
in a Phase II multicenter, randomised,
parallel armed, double-blind placebo
controlled trial in 191 patients with moderately to severe CD.
– The primary outcome was endoscopic
response, defined as a 50 % reduction
from baseline SES-CD score at week 12.
This primary endpoint was reached by
10,9 % in the placebo group, 25,8 % in
the 200 mg group, 37,5 % in the 600 mg
group and 43,8 % in the 1000 mg group.
– All these three groups were significantly better than placebo, Prof Sands
underlined.
The conclusion was that mirikizumab
treatment resulted in significant improvement in endoscopic findings, significant improvement in patient reported

outcomes and CD activity index.
– It demonstrated few serious adverse
events, or discontinuation due to adverse
events, in induction treatment up to
1000 mg, Prof Sands said.

Mirikizumab as maintenance for UC

He was followed on the stage by Prof
Geert D'Haens, who also talked about
mirikizumab – but instead about the 52
weeks results after maintenance treatment in patients with UC.
– Recently reported data from the induction period of this Phase II study,
show promising efficacy and tolerability
at week 12 in patients with moderately to
severe UC. It was tested at three doses:
600 mg every four weeks, 200 mg every
four weeks and 50 mg every four weeks,
he said.
The latter two doses were exposedbased doses. That means that the serum
concentrations of the drug were measured,
and the dose was adjusted in order to
meet the target of concentration. The
fourth group was the placebo group.
Every group consisted of around 60 patients, Prof D'Haens added.
– The patients who responded to the
induction treatment, measured with the
Mayo score, moved on to be re-randomised
in the maintenance study – 200 mg every
12 weeks or every 4 weeks.
The objective of the study was to explore efficacy and safety of maintenance
treatment. Primary outcome was clinical remission by modified Mayo score –
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which was reached by 46,8 % of patients
who received mirikizumab 200 mg every
4th week, and 37 % of patients who received it every 12th week.
– What was really interesting to observe,
was when you separated the biologicnaive from the experienced patients the
effect size was the same. This is a little
different from what we previously have
seen with p40 antibodies, for example,
Prof D'Haens continued.
Clinical response at week 52 in the
patients – who had a response at week
12, he reminded the audience – was
nicely maintained. One third of patients
who had a response, but no remission,
at week 12 continued the treatment and
came in remission at the end of the year.
– So they were reducing their inflammation and improved their disease status
at both dosing regimens.
His conclusions were that mirikizumab
demonstrated durable clinical efficacy
and endoscopic healing through week 52
of treatment.
– The efficacy was similar across patients. Efficacy was observed with both
dosing regimens, with few serious adverse
events and discontinuations. These are the
first data demonstrating that the p19 directed antibody may be an effective maintenance treatment in moderate to severe UC.

Ustekinumab in UC

UNITI is a study on the safety and
efficacy of ustekinumab as maintenance
therapy in UC. Prof Bruce Sands, USA,
presented the week 44 results.
Patients who at week 8 had responded
to a single iv induction dose of usteki-

numab, then entered the maintenance
study. They were randomised to either
subcutaneous ustekinumab 90 mg every
12 weeks (n=172) or 8 weeks (n=176), and
were compared to subcutaneous placebo
(n=175).
Primary endpoint was clinical remission
with a Mayo score of 2 points or less, but
no individual subscore greater than 1. This
was achieved by 24 % in the placebo arm.
– Significantly better were the patients
who were assigned to ustekinumab every
12 weeks or 8 weeks, with 38,4 % every
12th week and 43,8 % every 8th week.
Both of these were highly statistical significant compared to placebo.

The secondary endpoint was steroidfree remission. The majority of patients in
remission (95 %) were free from steroids
– in spite of the fact that half of them
entered the initial study on corticosteroids.
– In conclusion, patients with moderate to severe UC who had failed conventional or biologic therapies – which
could have included TNF-inhibitor and/
or vedolizumab therapies – were induced to clinical response. Also to endoscopic and histological improvement
and maintained clinical response. There
were sustained reductions in CRP, faecal
calprotectin and lactoferrin. The safety
of ustekinumab in UC patients were
consistent with the known safety profile
in patients with CD and other approved
indications, Prof Sands stated.

Education essential before transition
to a biosimilar

The "nocebo" effect was in focus of a
lecture given by Prof Raymond Cross,
USA. It is defined as new, or worsening
of, symptoms induced by a negative attitude from any therapeutic intervention.
Prof Cross called it "the evil brother of
the placebo effect".
– Identifying and predicting nocebo response is difficult in chronic illnesses –
where symptoms may fluctuate, or other
conditions co-exist. Also side-effects like
headache and joint pain may occur with
or without medical treatment. So IBD is
a prime scenario where you may see a
nocebo effect, he said.
There are few predictors of nocebo
response, but Prof Cross pointed out that
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history of adverse events increases such response.
– In regards to biosimilars, there is a
more specific definition: Nocebo response
is defined as an unexplained, unfavourable therapeutic effect subsequent to
a non-medical switch from originator
infliximab to biosimilar infliximab with
regaining of the beneficial effect after
reinitiating the originator.
Prof Cross presented a study on patients with IBD and rheumatic diseases,
in which 125 out of 146 patients agreed
to transition to biosimilar infliximab. 86
% of patients with CD and 79 % of those
with UC remained on the biosimilar
after a median of 4 infusions.
– 7 patients with IBD developed symptoms and biologic evidence of loss of
response. 5 of those 7 developed neutralising antibodies, he continued.
12,8 % of the patients were designated
as nocebo response patients, because
they went back to the innovator compound and regained response.
So how should one transition a patient
to a biosimilar? Prof Cross presented
some advice, based on what they have
done at the University of Maryland.
– The first thing you have to do is to
educate the patient on the concept of a
biosimilar. You also have to educate the
nurses and ancillary staff, so they have
adequate knowledge to counsel patients.
This allows infusion patients opportunities to ask questions, and enhances the
probability that everyone is sending the
same message.

It is also important to allow patients an
opportunity to meet with provider before
transition.
– Don't rush the process! Emphasize
efficacy and safety.
Finally, allow patients to have a final
choice on the switch, and don't make the
switch at sensitive times – such as pregnancy, before travel etc. Verify clinical,
biologic and endoscopic remission before
transition.
If a nocebo effect is suspected, treat alternate cause of symptoms.
– Evaluate new symptoms as you would
loss of response to treatment. Give supportive care, and transition back to innovator compound, were Prof Cross last
messages.

“DON'T RUSH THE PROCESS!
EMPHASIZE EFFICACY
AND SAFETY.”

Two categories of food additives

Processed foods are foods that have
undergone biological, chemical or physical processes to improve texture, taste
or shelf life. They tend to have higher
content of fat, sugar and salt – and a
lower content of fibre and vitamins.
Bread was probably the first processed

food, dating back to the Roman period.
– Ultra-processed foods contain little
or no whole food (chips, hot dogs, cereals
etc.), and contribute to 25 - 50 % of daily
energy intake in USA and Canada, said
Dr James Lewis, USA.
He also presented data that showed
an increased intake of 142 % of ultraprocessed foods between 1960 and 2010
in Sweden.
– The question is why should we think
that this is relevant to IBD? One way to
think about it is that IBD is very rare in
young children. But as they get older – 12
- 19 years old – there is a large increase in
IBD incidence.
Dr Lewis talked about the hypothesis
that increased consumption of emulsifiers can be an explanation for the rising
incidence of CD. A study presented in
2013, where the investigators looked at
data from five countries, noted an almost
linear correlation between annual emulsifier consumption in food and beverages
and the incidence of CD. And in Japan, in
only a decade, they saw the same thing.
– So perhaps consumption of additives
contributes to aetiology or perpetuation
of IBD!
Two categories of additives are 1: microparticles and nanoparticles and 2: emulsifiers and thickeners. In the first category, titanium dioxide (TiO2, a whitener)
and kaolin (AISi, used as bleaching agent
and to prevent caking) are the two most
commonly used.
– Most of the TiO2 and AISi are less
than 1 micrometer in diameter. Approximately 35 % may be submicron size (less
than 100 nanometer), Dr Lewis continued.
TiO2 is taken up by M cells in Peyer's
patches and passed to macrophages. It is
thought to act as a Trojan antigen presentation, where charged surface carries
antigens that would not otherwise cross
epithelium into Peyer's patches – and in
the end lead to inflammasome activation.
In mice models, TIO2 has been shown to
worsen colitis.
– It also turns out that patients with
UC have higher titanium levels in their
blood, he added.

Maltodextrin worsens colitis in
animal models

Emulsifiers are detergent-like molecules
that stabilize mixtures of immiscible
liquids. Thickeners increase the viscosity
of a liquid without substantially changing its other properties. Both are commonly used in commercially prepared food.
Carboxymethylcellulose is a soluble
fibre used to replace gluten, fat and starch.

IBD CONGRESS NEWS 2- 2019

13

DIGESTIVE DISEASE WEEK
SAN DIEGO, USA
Polysorbate 80 is a synthetic compound
food found in ice-cream, ready to eat
desserts and chewing gum. Carrageen, a
sulphated polysaccharide derived from
seaweed, is found in many processed
foods, including dairy-based desserts,
frozen meals and processed meats. Finally,
maltodextrin is a polysaccharide produced from starch that is found in infant
formulas, meal replacement formulas,
soft drinks, candy and other foods.
Dr Lewis described them all, and said
this about maltodextrin:
– It is notable that in humans, bacteria
with the MalX gene (that binds maltodextrin) are more prevalent in mucosa of
patients with CD, compared to healthy
controls. In addition – much as I showed
you previously – if you look at animal
models of DSS colitis, putting maltodextrin in the drinking water worsens the
colitis.
He ended his talk by underlining that
not all additives are harmful.
In his summary he stated that patients,
or first degree relatives to patients with
IBD, may want to avoid foods containing
high levels of additives.
– Mothers with a family, or personal,
history of IBD may be encouraged to
avoid early exposure to additives in infant formulas, Dr Lewis said.

Dashboard-guided dosing
of infliximab

Secondary loss of response (LOR) to infliximab remains a problem. So far, there
is little evidence favouring therapeutic
drug monitoring (TDM) based dosing
of infliximab in IBD patients, Clinical
Pharmacologist Anne Strik, The Netherlands, pointed out.
She presented the PRECISION trial,
that had investigated the efficacy of
personalized dosing using a population
pharmacokinetics (PK) model in IBD.
– It was a multicentre, randomised,
controlled trial in which 80 IBD patients
were randomised 1:1 to two groups – one
conventional dosing group, that did not
receive any change in their dosing or
regimen. Then the PRECISION dosing
group, that received model based dosing
using a population PK model, with a target
trough level of 3 microgram per ml, she said.
These patients could receive changes
in dosing or interval, and the investigators looked for clinical remission after
one year.
IBD patients on stable infliximab maintenance treatment for 14 weeks or more
were included. They had to be in clinical
remission, defined as Harvey Bradshaw
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Index of 4 or less for CD, and Partial
Mayo Score of 2 or less for UC.
The patients were included in a dashboard system – i.e. a graphic chart, where
peak concentrations at infusion was noted.
– It makes it easy for the patient to see
when they are in the red zone. In this
study we used a trough level of 3, and
the dashboard tells you over time when

with perianal disease, de-escalating
treatment to obtain an infliximab trough
level of 3 microgram/ml resulted in
re-opening of an old fistula – suggesting
that in these patients higher infliximab
concentrations are needed for disease
control.

“MOTHERS WITH A FAMILY,
OR PERSONAL, HISTORY OF IBD
MAY BE ENCOURAGED TO AVOID
EARLY EXPOSURE TO ADDITIVES IN
INFANT FORMULAS”

S1P receptors play an essential role in
lymphocyte egress from the lymph nodes.
Fingolimod is a S1P modulator approved
for the treatment of refractory multiple
sclerosis. However some toxicity has
been observed – cardiac arrhythmia, potentially due to modulation of both S1P1
and S1P3.
– Fingolmod is not a very specific S1P
modulator, said Prof Geert D'Haens, The
Netherlands.
Other S1P modulators are under development for both UC and CD, he continued.
– The molecule MT-1303 has greater
selectivity for SP1 receptors, not affecting S1P2 and S1P3, so perhaps there
will be less cardiotoxicity. MT-1303 was
effective in preclinical models of IBD,
psoriasis, MS and SLE.
Prof D'Haens presented a Phase II multicenter, prospective randomised and placebo-controlled trial with the goals to
evaluate the safety and tolerability of
amiselimod (MT-1303) in subjects with
moderate to severe active CD. It also
evaluated the clinical efficacy, explored
the pharmacokinetics and pharmcodynamics in these patients.

to give the next infusion, and which dose
you should give, Dr Strik explained.
In the PRECISION group after 1 year,
13 % of patients had LOR – to be compared
with 36 % in the conventional dosing
group. There was also a significant difference in faecal calprotectin between the
two groups.
– In conclusion, dashboard guided dosing resulted in a significantly higher
proportion of IBD patients who maintained clinical remission after 1 year
of treatment. After 1 year, significantly
higher percentage of patients in the PRECISION group were in clinical remission, and had a faecal calprotectin level
below 250 microgram/gram, she stated.
Dr Strik finally added that in patients

First placebo-controlled trial on
amiselimod in CD
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40 patients were randomised to MT1303 0,4 mg, and 38 to placebo.
– This was the first placebo-controlled
trial of an S1P inhibitor in CD. It found
that amiselimod was not superior to
placebo for the induction of clinical response or remission. A high placebo
response rate and weaker lymphocyte
reduction were considered to contribute
to the negative efficacy results in this
study. Treatment with amiselimod 0,4 g
was generally well tolerated, and no new
safety concerns related to the drug was
reported. There were no clinically relevant toxicity signals, Prof D'Haens summarised.

Cytotoxic and hormone therapy for
cancer in IBD

Patients with IBD are at an increased
risk of gastrointestinal malignancies –
and also at risk for common cancers, e.g.
breast and prostate cancer.
– Gastroenterologists and oncologists
are increasingly confronted with questions regarding the management of patients with IBD who are diagnosed with
cancer, said Dr Jordan Axelrad, USA.
Understanding the effect of cancer
treatment in IBD activity, and the effect
of IBD on cancer treatment, may help to
refine IBD management during, and after,
specific cancer treatment.
Dr Axelrad presented a multicenter,
retrospective cohort study that aimed to
analyse the effect of cancer treatment on
the course of IBD – with a primary focus
on hormone versus cytotoxic therapies.
Also to examine the tolerance of cancer
therapy in patients with IBD. 447 patients with IBD and cancer were included.
– We found that cancer treatment significantly impacted the course of IBD. Patients who had inactive IBD at their cancer diagnosis were more likely to relapse
if their treatment included a hormone
therapy, either alone or in combination
with cytotoxic therapies, Dr Axelrad reported.
While few patients received cytotoxic
therapies, there was a trend toward protection from IBD relapse under monotherapy with cytotoxic agents. This has
now been shown in several studies.
– Patients with IBD tolerated their
cancer treatment regardless of disease
activity – however, active IBD resulted in
more surgery and hospitalisation during
cancer treatment, he continued.
These data are consistent with limited
previous reports demonstrating an influence of cancer diagnosis and associated treatment on the course of IBD and
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subsequent IBD therapeutic management.
– The data may provide further support
for our emerging understanding of the
relationship between sex hormones and
hormone therapies in IBD, was Dr Axelrad's
final statement.

“WE FOUND THAT CANCER
TREATMENT SIGNIFICANTLY
IMPACTED THE COURSE OF IBD.”
Real world data on tofacitinib

Dr Anish Patel, USA, presented a multicentre study on the real-world effectiveness of tofacitinib in UC.
– Tofacitinib is an oral, small molecule
Janus kinease (JAK) pathway inhibitor,
approved by FDA for UC in 2018. Mechanistically it does affect all the JAKs, but
preferential inhibition is of JAK1 and
JAK3. Currently there is a lack of real
world data, outside the clinical trial data,
he explained.
Dr Patel presented a study with the aim
to describe the real-world effectiveness
of tofacitinib induction in UC patients. It
was a retrospective cohort study across
six tertiary IBD centres. Clinical response (50 % reduction in symptoms by
physician's global assessment) at week
8 was the primary outcome. Secondary

outcomes included clinical remission at
week 8 and 16, among others. Patients
with a therapy discontinuation prior to 8
or 16 week endpoints were considered as
non-responders.
In total, 184 patients were evaluated in
the study.
– The limitations of our study are that
it was retrospective, within a limited
time-frame – we only looked at up to 16
weeks of data, that we do not have maintenance data yet, and there was reliance
on physician global assessment.
The conclusions were that tofacitinib is
effective in inducing short-term clinical
response/remission in a real-world
setting by week 8 – 57,6 % of patients
achieved this.
– We also saw improved clinical response/remission by week 16 in those
patients with a response at week 8. We
noted that prior biologic exposure is
associated with decreased rates of clinical response/remission across the board
from week 8 to week 16, Dr Patel told the
audience.

Reassuring data on infliximab in
pregnancy

There are several challenges of managing pregnancy in IBD: Data on the long
term effect of intra-uterine exposure to
biologics is lacking, patients may discontinue the biologics early in pregnancy
and there are concerns about the potential toxicity of the drug.
– The discontinuation of therapy can
trigger a disease flare. And we have learned
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that active disease can lead to preterm,
low birth weight babies, said Dr Brindusa
Truta, USA.
Infliximab is actively transported
across the placenta, starting around week
20 of gestation. At delivery, infliximab
reaches blood cord levels 3 - 4 times higher
than in peripheral maternal blood.
– We also know from quantitative
measurements that infliximab levels are
significantly lower in the cord blood
from pregnant women who discontinued
the drug early in pregnancy, compared
with those who continued therapy closer
to delivery date, Dr Truta continued.
She presented a study with the aim
to compare the pregnancy outcomes in
mothers with IBD who discontinued infliximab early versus late during gestation.
Via a large database, 2,129 pregnant
IBD patients were identified. 451 of
these completed therapy on infliximab
maintenance therapy. 377 discontinued

“INFLIXIMAB IS ACTIVELY
TRANSPORTED ACROSS THE
PLACENTA, STARTING AROUND
WEEK 20 OF GESTATION.”
infliximab late (less than 90 days from
delivery), and 74 early (90 days or more
from delivery). These two groups were
then followed in their medical records.
– We used medical therapy as surrogate

for disease activity – and we noticed
that both study groups showed similar
demands. However, this is one of the
limitations of our study, Dr Truta pointed
out.
Other limitations include that there is
no data on the disease extent, nor on last
menstrual period.
– Despite these limitations, to our
knowledge this is the largest study in
the US with linkage between mothers
with IBD exposed to infliximab during
pregnancy and their children! This study

reflects what happens in daily practice.
I believe the results offer an important
source of reference for the physician and
the patient – due to the ethical complications, a randomised trial with a similar
goal would be challenging, she underlined.
The conclusion was there is no difference in pregnancy outcome if mothers
discontinued infliximab early or late in
pregnancy.
– However, early infliximab discontinuation is more likely to precipitate flares
as suggested by the usage of steroids.
These data are reassuring for the physicians and their patients concerned about
toxic effects of infliximab, Dr Truta
ended her presentation.

The ICON study on FMT

Clostridium difficile infection is the most
common of health-care-associated infections in the US, with an estimated
453,000 new cases annually. The scope
of the problem in IBD patients is even
more significant – the prevalence is 2.5 to
8 fold higher than in non-IBD patients.
– IBD patients have a 10 % lifetime
risk of contracting the infection. And
once they do have it, they have a 4.5 fold
higher risk of recurrence. Patients with
colitis are at the highest risk, said Dr
Jessica Allegretti, USA.
A patient with IBD that gets Clostridium difficile infection (CDI) often have
exacerbations of IBD, increased hospitalisations and length of stay, escalation of
IBD therapy and colectomy.
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– There are several challenges in treating these patients – distinguishing active
infection from a flare, the choice and
duration of antibiotic therapy and to
decide on escalation or de-escalation of
therapy, she continued.
Faecal microbiota transplantation
(FMT) is recommended for treatment of
CDI infection, but in the literature small
series have shown higher rates of failure
for IBD patients with CDI.
Dr Allegretti presented the results of
the ICON study. It aimed to assess the efficacy of FMT at eradicating CDI in patients with IBD-CDI. Also to assess IBD
clinical outcomes post FMT – and to determine the impact of FMT on the intestinal microbiome of patients with IBDCDI via 16S ribosomal RNA sequencing.
– We recruited 37 patients across 4 sites
in the US. We recognize that the study
has its limitations – this was an openlabel study, with no comparison arm. But
we did think it was an important first
step to get some prospective data in this
really vulnerable population. Unfortunately we were not able to do follow-up
colonoscopy to do a second mucosa
assessment, but we were able to use faecal
calprotectin as a surrogate for disease
activity.
In summary, the study found that FMT
is safe and effective for patients with
IBD-CDI.
– FMT failures were lower than previously reported. Only one patient experienced a de novo flare. Overall diversity
improved after FMT, and was sustained
through week 12. We saw no significant
microbial differences between those
who recurred, and those who did not.
But the number of those who recurred
was very small, Dr Allegretti stated.
Primary bile acid abundance decreased
post-FMT, and secondary bile acids
accordingly increased proportionally.
Her conclusion was that – to the investigators knowledge – this is the largest prospective trial to assess the effect
on FMT in patients with IBD-CDI.
– The data suggests the efficacy and
safety profile of FMT in IBD-CDI is better
than previously reported in retrospective
studies.

Biosensor tracking for monitoring
IBD patients

Disease management in IBD often relies
on reactive clinical assessment, endoscopy and biomarkers (C-reactive protein
and faecal calprotectin).
– Challenges include to predict who will
relapse, and when they will relapse. Also
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there is often a delay in communication
with the healthcare after symptom onset,
said Dr Philip Sossenheimer, USA.
In general, inflammation is associated
with a hypermetabolic state. It has been
shown that higher resting heart rate is
associated with higher levels of inflammatory biomarkers. Also that active IBD
is associated with poor sleep quality and
IBD diagnosis has been associated with
decreased physical activity.
– All of these metrics are measureable
by commercially available wearable devices. We wanted to know if data from
such devices could be used to monitor
disease activity in IBD, Dr Sossenheimer
continued.
He presented a study with the aims to
demonstrate the feasibility of biosensor
tracking of IBD patients, and to assess
the predictive ability of a biosensor for
the activity of IBD.
– In order to study this, we recruited
IBD patients and provided them with a

“PHYSICAL ACTIVITY IS
NEGATIVELY CORRELATED WITH
DISEASE ACTIVITY IN IBD, AND
RESTING HEART RATE IS
POSITIVELY CORRELATED.”
biosensor (Fitbit) to wear for one year.
Medical records were continuously reviewed, and all clinical encounters recorded.
In total, 189 patients were enrolled.
Of those, 123 had some disease activity.
In total there were 330 disease activity
assessments.
– 142 had sufficient biosensor data in
the preceding weeks for us to construct a
model, he explained.
The first finding was that having taken
fewer steps, was associated with active
disease. Higher resting heartbeat was
also associated with active disease.
– But we also found that active disease
was not associated with sleep quality –
sleep efficiency, total minutes of sleep
and the number of awakenings were all
similar between the groups.
Dr Sossenheimer stated that they had
showed that collecting biosensor data on
patients with IBD is feasible.
– Physical activity is negatively correlated with disease activity in IBD, and
resting heart rate is positively correlated.
Sleep quality is not clearly correlated.
His conclusion was that it is possible

to predict disease activity in IBD moderately well, by using data from biosensors and basic clinical characteristics.

Largest report on IBD epidemiology
from the developing world

Brazil is the largest country in the
southern hemisphere, and the third largest developing country in the world.
It has the fifth largest population in the
world (more than 210 millions), with 5
centuries of interethnic crosses among
people from three continents – Amerindians, Europeans and Africans.
Dr Andre da Luz Moreira, Brazil, presented a study that had investigated the
incidence and prevalence of IBD in the
country.
– We also wanted to analyse possible
environmental factors associated with
higher incidence and prevalence across
the country, he said.
It was a population-based, retrospective
study using two large databases. 2008
(first year of the database) was used as
baseline for prevalence and excluded for
incidence calculation.
– It is one of the largest reports of IBD
epidemiology from the developing world
– with results from 163,000 patients!
Dr da Luz Moreira reported that the
distribution of prevalence had demonstrated a South-North gradient, mirroring the north hemisphere.
– So no matter where you are on the
globe, in the northern or southern hemisphere, if you are away from the equator
it appears that you have a higher chance
of getting IBD.
The study also showed that there has
been an increase in IBD in recent years –
particularly among the more urbanized
and developed regions of the country.
– In conclusion, the rise of IBD in Brazil
supports a crucial role for exogenous
factors in a recently changed environment. Further investigations into these
factors in specific areas are warranted,
and may unveil important information in
the IBD pathogenesis, Dr da Luz Moreira
ended his lecture.
And with this, IBD Congress News also
concludes its report from DDW in San
Diego 2019. Next year the Congress will
be held in Chicago, May 2 - 5.

Per Lundblad
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IBD TODAY AND TOMORROW
On the 19th and 20th of June 2019, the fourth biannual Congress IBD Today and Tomorrow,
organised by the IBD team at Amsterdam University Medical Center, was held. The headline for the
Congress was Modern IBD: Predict - profile - personalize. Prof Geert D'Haens, The Netherlands
and Chair of the organising committee, welcomed all delegates.
– You have come from all over the
world – and we have a very interesting
scientific programme prepared for you.
You will recognize most of the speakers
from international meetings, Prof D'Haens
stated in his welcoming address.
IBD care is evolving and becoming
more complex as it has more dimensions
and more stakeholders, he continued.
– The theme of this Congress is to be
able to predict and profile the patient's
disease in clinic – and which strategy
to use for the individual, Prof D'Haens
said.

A double-edged sword

Prof Maria Abreau, USA, was the first
speaker in Amsterdam, and innate immunity was her topic. She began by
pointing out that innate and adaptive
immunity are linked, in order to protect
us from the outside world.
– One could ask why we don't all have
IBD? It is an incredible feat that takes
place in the GI tract.
Innate immune factors are maintaining intestinal-microbial homeostasis.
There is a hypothesis that IBD arises
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from inappropriate handling of intestinal
bacteria or fungus/viruses.
– Defective innate immunity is followed by exuberant adaptive immune
response, Prof Abreau explained.
Host defense is a double-edged sword:
An inflammatory response is required
for pathogen killing – but it can also cause
tissue damage and death.

“ONE COULD ASK WHY WE
DON'T ALL HAVE IBD?
IT IS AN INCREDIBLE FEAT THAT
TAKES PLACE IN THE GI TRACT.”
– Crohn's disease (CD) is caused by defective innate immunity – and ulcerative
colitis (UC) is caused by exuberant innate
immunity. For example, people die from
malaria – but not from malaria itself. They
die from the immune response to malaria!
The toll-like receptor signalling by the
epithelium includes leukocyte recruitment,

IgA synthesis, bacterial clearance/colonization and epithelial homeostasis – all
to repair defect.
Prof Abreau ended her talk by describing the thin line between genes and
disease-inducing pathogens.
– NOD-2 is the most common gene, and
it is continuously being studied, she said.

A pharmacogenetic passport

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

Maria Abreau
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– There is also ongoing research if
genetics also can explain disease diversity,
he continued.
Colonic CD differs from ileal CD based
on genetics, and primary sclerosing
cholangitis (PSC) is a genetically distinct
entity compared to CD and UC – despite
the fact that 80 % of PSC patients have
some form of IBD.
– And a genetic variant in HLA
DQA1*05 predisposes to anti-TNF antibody development, he said.
Prof Weersma described a "pharmacogenetic passport" in IBD that they are
working on. It can be incorporated in
electronic patient records.
– So if you for example prescribe azathioprine to a certain patient, a warning
will come up. People still believe that
this is expensive, but the fact is that
obtaining data for more than 20 million
genetic variants is today cheaper than
one calprotectin measurement!
He ended by underlining that genetic
research in IBD has multiple directions.
– There is an increasing focus on systems biology approaches. But we need
clinicians and biologists to ask the right
questions, and interpret the data. Molecular profiling will enter clinics – also in
IBD care, was Prof Weersma's last message.

Ecology matters

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

Rinse Weersma

Jeroen Raes
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Jean-Frédéric Colombel

– At least that is what the newspapers
tell us, said Prof Jeroen Raes, Belgium.
But a reality check reveals that we
don't even know what a healthy flora
means, he commented.
– The variation in clinically relevant
population is largely unknown. So is
temporal and stability of biomarkers,
factors influencing gut flora composition
and the effect of the environment.
He presented the Flemish gut flora
project, a microbiome survey carried out
on a population of 3,400 individuals.
– The first paper that came out of the
study, was on identification of 69 factors
associated with microbiota variation.
There are three human enterotypes:
Type 1 is characterized by high levels of
Bacteroides, type 2 has few Bacteroides
but Prevotella are common, and type 3
has high levels of Ruminococcus. Prof
Raes then described the discovery of a
fourth enterotype, called B2. A study
from 2019 found this being associated
with lowered Quality of life (QoL) and
depression.
– We have also seen B2 in CD – which
is interesting. B2 hallmarks are inflammation and fast transit.
So if we split the population in four
groups, we find one strongly associated
with disease and that is clinically relevant, according to Prof Raes.
Faecal mucosa transplantation (FMT)
in UC have a success rate between 25 and
30 %.
– But I think the FMT trials are very
valuable in order for us to find out which
bugs we have to replace!

In his conclusion, Prof Raes established
that definition of normal variation and
confounders are essential towards robust microbiome diagnostics. Quantitative profiling is necessary for understanding the pathomechanisms.
– Ecology matters – there is a need for
more in vitro ecology work. And B2 enterotype dysbiosis is a target for modulation strategies.

What do we want to predict?

Which tools can we use to predict the
disease course at IBD diagnosis? Prof
Jean-Frédéric Colombel, USA, talked
about the subject.
– Assessing prognosis at an early stage is
essential for the development of an appropriate management plan, he underlined.
It is also important for the patient in
order to make informed decisions, understand symptoms and adhere to medication.
– But there is one unsolved question:
What do we want to predict? Death,
disability, surgery, complications etc?
There is inconsistency in the literature
on this, Prof Colombel pointed out.
He described his own (still) best predictors in clinical practice – i.e. what his
"clinical nose" tells him.
Criteria for early intensive therapy are
young age, extensive CD, severe upper
GI tract disease or rectal disease, complicated behaviour at diagnosis, complex
perianal disease, endoscopic severity and
failure to thrive in paediatric disease.
– Stratify CD patients by risk of complications, and UC patients by risk for
colectomy. Incorporate risk factors for
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aggressive disease into treatment decisions. Identify early response to treatment – if the patient does not respond
well, the risk for colectomy increases.

Supervised and unsupervised
machine learning

Combining serology and genetics in order
to predict outcome is more complex.
Systemic dynamics analysis (SDA) is
a methodology that addresses the inherent dynamic complexity of interaction between several variables.
– It provides real-time individualised
predictions of outcomes, and has a
simple input "control panel". SDA turns
complex clinical data into patient friendly
results, Prof Colombel stated.
Measuring the immune system at high
bandwidth is now possible at multiple
levels. Mass cytometry breaks through
the limitations of flow, and enables targeted single-cell proteomics.
– But what to do with all this data?
Machine learning refers to a vast set of
tools for understanding data. Tools can
be supervised or unsupervised.
He explained that in supervised
machine learning the trained model uses
the characteristics of the patient to place
them in the most appropriate group –
diagnosis, outcome etc. In unsupervised
machine learning, the model clusters
patients together based on how similar
(due to their characteristics) they are.
His conclusion was that the future
looks bright.
– We are going to have more precise
data for prediction. But can we please
start with a good clinical question: What
do we want to predict? Nobody has so far
turned that into a clinical question!

Disease severity index

We are not taking advantage of the progress that has been in treating IBD, said
Prof Cory Siegel, USA.
– A study found that 63 % of patients
initiated on a corticosteroid were only
managed by this agent – some were on
a corticosteroid for up to 10 cycles. We
are missing the window of opportunity,
he stressed.
Another study – this one by Prof Siegel
himself, published at ECCO 2017 – on
the overall use of biologics had found
that among 16,260 patients with CD, 81
% was without biologics. For 28,119 UC
patients, 94 % were without biologics.
– This was very disappointing to me.
We are not doing as good as we can.
Not every patient needs "top-down"
or "early intensive" therapy. But there is
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a need to determine who has high risk
versus low risk disease – and help the patients (and providers) to understand the
risk of untreated disease, he continued.
– We do not want people with IBD to
be too scared of their disease. But perhaps they need to be more scared than
they are – enough to respect the significant, irreversible and destructive nature
of bowel inflammation.

“STAGING IBD MAY BE HELPFUL TO
CLEARLY COMMUNICATE
PROGNOSIS AND EMPHASIZE
EARLY TREATMENT.”
Hence we need to be more proactive
– more like in cancer treatment. Part of
the problem is to distinguish between
disease activity versus disease severity.
Activity reflects cross-sectional assessment of biologic inflammatory impact on
symptoms, signs, endoscopy, histology
and biomarkers.
– Severity includes longitudinal disease course and historical factors that
provide a more complete picture of the
prognosis and overall burden of disease,
Prof Siegel explained.
He presented an ongoing project to
develop an overall disease severity index. For CD, the following stages are
under development: Stage 0 – pre-clinical,
stage 1 (early stage) – no complications,
stage 2 (late-early stage) – complicating
disease without need for surgery, stage
3 (mild stage) – requires a surgery to
manage a luminal complication and stage
4 (late stage) – debilitating disease due
to lack of medical or surgical options.

In Prof Siegel's summary, he said that
we are not doing a good job getting the
right medication to the right patient at
the right time. A large part of this is due
to not recognising the irreversible nature
of disease complications.
– A disease severity index can help patients and providers to recognize where
they stand. Staging IBD may be helpful
to clearly communicate prognosis and
emphasize early treatment.

Hybrid PET/MRI

Ileo-colonoscopy is the standard method
to evaluate the colon and the terminal
ileum for the diagnosis of UC. However
there are several drawbacks: It is invasive,
has a risk of bowel perforation, procedure-related discomfort, need for bowel
purgation and poor patient acceptance.
Prof Jost Langhorst, Germany, said
there is a need for diagnostic alternatives.
He described hybrid PET/MRI, and
stated it represents an innovative combination of two established, non-invasive
diagnostic tools.
– It is a combination of simultaneous
positron emission tomography (PET)
with 18F-fluorodeoxyglucose (18F-FDG)
and magnetic resonance imaging (MRI),
he continued.

Cory Siegel
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A study Prof Langhorst presented had
investigated if PET/MRI is a valid alternative for the non-invasive assessment of
the inflammatory activity in UC patients
without the need for bowel purgation.
– PET/MRI is feasible, and might serve
as a valid alternative for this assessment,
was the first of his take-home messages.
MRI showed comparable diagnostic
accuracy for the performance – with and
without bowel purgation.
– Of notice, the PET component
without bowel purgation showed higher
diagnostic accuracy, and was correlated
to endoscopic activity making a grading
of inflammatory activity possible, he
continued.
Patients rated PET/MRI inferior compared to colonoscopy. However, bowel
purgation was rated most burdensome.
– The necessity for bowel purgation in
PET/MRI should be further investigated
– especially for other entities, such as
CD, Prof Langhorst ended his talk.

A promising tool to predict disease
onset

Can we get guidance from the microbiome
when it comes to personal therapy for
IBD? This question was tackled by Dr
Ashwin Ananthakrishnan, USA. He
began by pointing out several challenges.
– Common challenges for prediction
studies are that they need large sample
sizes, have a long duration of follow-up
and a need for "pre-event" samples, he said.
Then there are unique challenges to
the use of the microbiome.
– It is dynamically modified by various
factors – inflammation and treatment,
diet, lifestyle, antibiotics. The microbiome
is difficult to sample, and there are differences between luminal and mucosal
compartments.
Dysbiosis pre-dates overt IBD. A study
from 2014 found that antimicrobial
changes precede IBD diagnosis by several
years. A study from 2019 on a inception
cohort of 428 children with newly diagnosed UC, had 37 % that achieved corticosteroid-free remission.
– An antimicrobial peptide gene
signature was associated with likelihood of steroid-free remission. Abundance of Rumenococcaceae and Sutterella were independently associated
with week 52 steroid-free remission, Dr
Ananthakrishnan continued.
So he concluded that the microbiome
appears to be a promising tool to predict
disease onset and relapse, complications
and response to therapy in IBD.
– But there are unanswered questions:
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On the relative predictive contribution
of microbiome to other predictors, impact of diet, environment and geography
– and how this can be translated to routine
care.

Live surgery and endoscopy

The first session on the second day of the
Congress was entitled Live surgery and
endoscopy headache cases. The audience
could in real time follow the procedures
that simultaneously were carried out
at the surgery department at the AMC.
They were commented on by a panel
consisting of Prof D'Haens, colorectal
Surgeon Christianne Buskens and Dr
Nanne de Boer.
The first case was a 44 year old women
who had CD since 1994. She had a
colostomy in previous surgery, and now
suffered from air leakage from the vagina
and frequent abdominal cramps. Her
colostomy production was 3 - 4 per day.
Endoscopy of colostoma showed no disease activity.
Prof Willem Bemelman performed a
transanal intersphintric total mesorectal
proctectomy with omentoplasty with
flourescence for vitality.
– It is a two team operation – because
it's safer and enables better exposure, he
explained to the audience.
The teams worked from below and
from the top and then met.
Afterwards, Prof Bemelman showed
the resected specimen which was taken
out trans-anally. He also showed that all
mesentry was gone.
– You do not want to leave any mucosa
in the pelvis, it leads to abscesses, Prof
Bemelman explained.

Jost Langhorst

Willem Bemelman

The first endoscopy case was a man, 51
years old, diagnosed with UC since 1990.
He had high grade dysplasia in sigmoid,
and a referral to surgeons for proctocolectomy and ileal-pouch anal anastomosis (IPAA). A surveillance endoscopy
for dysplasia was performed by Dr Cyril
Ponsionen.
This was performed with chromoendoscopy, and Dr Ponsionen talked about
the benefits with the technique. During
the procedure, he said that the patient
was a clear case for proctocolectomy.
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Medical case and ultrasonography

Dr Marc Löwenberg presented a case of
a 20 year old woman, diagnosed with CD
in 2016.
– It is a challenging case, because she
is so young, and has already failed infliximab. Now she is on ustekinumab, to
which she has partially responded, but
she seems to be failing that drug also, Dr
Löwenberg said.
The clinical picture was that she has
25 % bad days, especially at the end of
interval. She has needed several penicillin
courses for throat infections, and her
faecal calprotectin was 1500mg/kg. He
was performing a colonoscopy to evaluate
her response to ustekinumab.
Dr Löwenberg said he would go for
another class of drug – maybe vedolizumab
could be a an option – due to the partial
response and her young age. To this, Prof
André D'Hoore, Belgium, who was in
the audience stated that in Leuven this
patient would get further medical treatment too.
Another young woman, 21 years old,
and diagnosed with CD in 2015, had a
clinical picture with diarrhea and abdominal pain. Her CRP was 9,5 mg/l, and
faecal calprotectin was 935 mg/kg. She
had been treated with azathioprine and
budesonide, and was now given an intestinal ultrasonography. Active ileitis was
found.
– The technology is enough for stating
this, and there is no need to confirm it
with a colonoscopy, the investigator Dr
Steven Bots said.
Another case for intestinal ultrasonography was a 30 year old woman diagnosed with UC 2016. In early June, she
was admitted due to severe UC under
adalimumab and switched to infliximab,
prednisone and methotrexate. Dr Bots
said she was undergoing the procedure
today to investigate the status of inflammation per colon segment.
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He also added that intestinal ultrasonography does not require any bowel preparation.
– That's the beauty of it – you can do it
at your clinic, Prof D'Haens in the panel
commented.

“OVER 20 YEARS, APPROXIMATELY
40 % OF PATIENTS WITH CD
DEVELOP A FISTULA.”
Chromoendoscopy is a problem in
inflammation

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

currently had no clinical response.
– I use narrow band imaging (NBI)
and white light – chromoendoscopy is a
problem when there is inflammation, he
said.
In the ultrasonography room, Dr Floris
de Voogd had a man, 76 years old, diagnosed with CD in 1997. The patient was
on adalimumab, and had no symptoms
– but nevertheless inflammation was
shown by the investigation. This led to a
discussion in the panel and the audience
if treatment should be upscaled or not.
– Why, if the patient is asymptomatic,
asked Prof D'Hoore.
He added that the patient needs to
be continuously followed, and if he gets
worse, then treatment could be intensified. In the panel, agreement on conservative treatment was reached.

Significant impact on quality of life

Over 20 years, approximately 40 % of
patients with CD develop a fistula, said
Prof Britta Siegmund, Germany.
There are several types of fistulas –
perianal (54 %), entero-enteric (24 %),
recto-vaginal (9 %) and other (13 %).
Prof Siegmund described the cellular
characteristics in CD fistula, and pointed
out that each fistula comes from the
epithelium.
After talking about genetics, she continued with the microbiota.
– It is known that antibiotics improve
fistulizing disease – for a short time
period. But a detailed analysis of microbiota in the fistula tract is lacking. A study
published in 2015 presented the first evidence that indicates a predominance of
Gram-positive over Gram-negative bacteria in perianal fistula tract, in contrast
to cryptoglandular origin. But at this
point I do not think this is very helpful.
Dr Krisztina Gecse and Dr Christianne
Buskens, both from AMC, then talked
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about multidisciplinary management of
perianal fistulas in CD.
– 70 - 80 % of perianal fistulas are
complex, said Dr Gecse.
She underlined that they have a significant impact of patient's quality of life (QoL).
– 70 % of patients report depressive
symptoms – and 15 % report feeling suicidal at some points of the disease!
Medications include antibiotics, immunosuppressives and biologicals – and they
all have both pros and cons.
– Initial control of associated sepsis or
abscess (drainage and seton placement)
is required before treatment, she stressed.

Algorithm for multidisciplinary
treatment

Dr Buskens continued with surgical
management, and stressed not to use
glue or fistula plugs.
– Over time their success rate really
drop. We surgeons can also offer an advancement flap plasty, however studies
on these vary, Dr Buskens continued.
More recently, ligation of intersphintric
tract (LIFT) has been introduced. The
results from AMC so far shows LIFT to
be better, compared with advancement
plasty.
– We have also found that combining
these with anti-TNF has been very helpful, she added.
They ended by presenting an algorithm for multidisciplinary treatment:

Krisztina Gecse and Christianne Buskens

Iris Dotan
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Start with examination under anesthetic
followed by induction of medical treatment.
After induction, perform endoscopy at
week 16 - 24. If then mucosal healing at
the rectum has been achieved, withdraw
seton. If there is no fistula healing – perform additional procedures. If it has healed,
continue with maintenance of medical
therapy.

“70 % OF PATIENTS
REPORT DEPRESSIVE SYMPTOMS
– AND 15 % REPORT FEELING
SUICIDAL AT SOME POINTS
OF THE DISEASE!”
If endoscopy reveals there is active disease in the rectum – optimise medical
treatment. If there is still active disease
after optimisation, new biological agents
(anti IL12/23 or anti-integrin) can be tried.
If there is no fistula healing in spite of
all this, surgery is required. If all other
attempts fail, mesenchymal stem cells is
the final option.
– Remember that this algorithm has to
be tailored to the right patient, the right
procedure at the right time, Dr Gecse
and Dr Buskens pointed out.
Their conclusions were that multidisciplinary management offers the best
outcome, however treatment is still challenging. Treatment should be individualized to disease characteristics (abscess,
proctitis, fistula characteristics) to patient's needs – impact on QoL weighted
against consequences of failure – and
local experience and availability.

The most "antibiotic receptive" IBD

Pouchitis is inflammation of the previously normal small bowel constructing
the ileal pouch. It is an exclusive phenomenon to IBD patients, and the most
common long term complication.
– The incidence varies between 5
and 60 %. 40 % within 12 months from
ileostomy closure. The etiology is poorly
understood, said Prof Iris Dotan, Israel.
She said that most of the patients may
develop de novo inflammation of the
small bowel.
– Pouchitis is the most "antibiotic receptive IBD", yet traditional IBD therapy
may be required.
Pouch problems assessment tools are
multidisciplinary team evaluation, laboratory tests, pouch endoscopy pelvic
MRI and MRE and examination under
anesthesia.
– Research focusing on pouch patients,
and the development of pouchitis, may
detect early key inflammatory events in
IBD, Prof Dotan stated.

Redo is better than repair

Pouch failure can be separated into two
categories: Early failure and late failure,
said Prof Willem Bemelman, who was
talking on rescue surgery for failing
pouches.
Early failure is due to anastomotic
leakage.
– We think the leak rate is underreported,
which is a problem we are working on,
he said.
Late failure can be due to pouchitis/
cuffitis, irritable pouch syndrome, CD
and surgery related causes. Common
mistakes in diagnosis of pouch failure
are CD (up to 3 to 4 of 5) and chronic
pouchitis in up to 1 of 3.
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The first study on histological
changes with tofacitinib

– So beware of the chronic leak!
Cross-sectional imaging is mandatory,
Prof Bemelman underlined.
For diagnosis of long term surgical related pouch failure, the patient's history is
very important. Is it an old pouch and what
type? Is there an anastomotic leak, evacuation disorder and what is the position?
It is often meaningless to ask the patient
if they have an S- or and J-pouch, or how
old it is. They don't know, he continued.
– Endoscopy has to be performed to
investigate the type of pouch, structure,
size etc. MR can provide information on
size, presacral sinus, fistula, CD and afferent loop. Defecography and laparoscopy
can also be helpful in determining all this.
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Prof Bemelman explained that an
S-pouch can cause the pouch to dilate –
like a balloon.
– In the old days, nobody knew which
pouch that was the best.
He presented a study that had investigated outcomes from redo pouches.
– The take-home from that is that redo
is better than repair.
Prof Bemelman's conclusions were
that failing pouches have a complex etiology, and need for a multidisciplinary
assessment with a tailored intervention.
– Beware of the chronic leak as underlying cause for "CD" or "pouchitis". And
finally – rescue surgery in expert centers
have a fair chance of success.

During the two day Scientific Programme
of the Congress, so called AMC Research
Flashes were spread. They lasted 10
minutes each, and consisted of the latest,
yet unpublished, findings from the ongoing research at the IBD department in
AMC.
This report contains one of these – on
histological changes induced by tofacitinib in UC. It was presented by Dr and
PhD-candidate Sara van Gennep.
– Tofacitinib is effective as an induction and in maintenance therapy in UC.
In prior studies, no colonic biopsies
were collected, Dr van Gennep said in
her introduction.
She continued by pointing out that
insights in histological and immunopathological changes are essential to
understand the mode of action of tofacitinib in UC.
– Residual microscopic inflammation
is a risk factor for worse long-term outcomes with regard to relapse and neoplasia.
The study she presented had two aims:
To assess efficacy of tofacitinib 10 mg
daily to decrease histological inflammation after 8 weeks of treatment in
moderately to severely active UC. Also
to assess immunological characteristics
in peripheral blood, mucosa and stool to
establish a predictive biomarker profile
for the response to tofacitinib. It was an
open label exploratory study in 40 patients.
– The primary endpoint was change in
inflammatory infiltrate from baseline to
week 8 in two colon biopsies taken from
the most inflamed area between 15 and
30 cm above anal verge, Dr van Gennep
continued.
The conclusion of the study was that
tofacitinib 10 mg twice daily reduces the
inflammatory infiltrate in moderately to
severely active UC after 8 weeks – and
leads to histological remission in the
majority of patients.
– This is the first study to assess
histological changes due to tofacitinib
treatment in UC. Further research will
be done to assess the second of the
study's aims, Dr van Gennep finished her
presentation.

Medical treatment and surgery can
result in deep remission

Can timing of surgery change the course
of the disease? This question was the
headline for a talk given by Prof Andre
D'Hoore, Belgium.
– The short answer is no. But we can
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put some patients "back on the rails",
and we can provide remission for some
of our patients, he said.
Data shows a decreased need for surgery in the biologic era, compared with
the pre-biologic era. Prof D'Hoore continued by talking about the difference
between inflammation – traditionally
treated medically – and fibrosis, traditionally treated surgically.
– But this is not black and white. You
all know that perforating disease is normally treated with surgery – but some of
these cases can be treated medically too.
Beware of starting biologics when there
is a fluid collection or abscess associated
with fistula, or a fistula upstream from a
stenotic segment of bowel – or if the inflammatory response is recruiting "innocent" bowel, he told the audience.
– And remember a surgical stapler
works – and is cost-effective. The LIRiC
trial clearly showed that – and that this
treatment was equal to medical treatment, according to the patients.
Data from the PREVENT trial, published in 2015 on post-surgery prevention
showed that infliximab treatment was
superior to placebo to prevent endoscopic recurrence by week 72 after surgery.
– Fibrosis is a reversible process – and
there is ongoing research on that.
In his conclusions, Prof D'Hoore stated
that to optimize outcome, a combined

medical and surgical effort is needed and
that timing matters.
– Medical treatment and surgery can
result in deep remission. Have a long
term strategy for your patient!

New drugs

There have been advances in IBD therapeutics. Three new attractive categories
of drugs are appearing, and Prof Geert
D'Haens talked about them.
The interleukin 23 and 12 (IL23/IL12)
axis is the target for several drugs that
has successfully been tried in Phase II
studies: Risankizumab is an anti-IL-23
antibody that binds to the p19 subunit
of interleukin-23, mirikizumab is a p19-

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

Andre D'Hoore

directed IL-23 antibody and guselkumab
is a selective IL-23 p19 inhibitor. Already
on the market is ustekinumab, a human
monoclonal antibody that binds to the
p40 subunit shared by IL12 and 23.
– Getting the dose right is always a
challenge with biologics. Ustekinumab
may be suboptimally dosed in CD. P19
antibodies are effective in both CD
and UC, probably in a dose-dependent
manner – and the good news is that these
drugs are very safe, compared to antiTNFs, Prof D'Haens said.

and filgotinib. They are not the same,
they differ in how they block the different pathways.
– Tofacitinib is effective in UC,
however the higher dose (2 x 10 mg) is
associated with more toxicity. Upadatacitinib is effective in UC and CD, and
filgotinib is effective in CD, according to
Phase II studies, Prof D'Haens summarised.
He added that TYK2 inhibitors may
be on the horizon for IBD, and are now
being tested for CD and soon for UC.
Ozanimod selectively targets sphingosine 1 phosphate (S1P1) receptors 1 and
5. Down regulation of S1P results in retention of autoreactive T and B cells
(i.e. trapping them in the lymph node).
Following treatment cessation, lymphocyte counts return to normal range
without immunologic rebound.
– Etrasimod is another S1P modulator
that has been tested in UC, and is now
entering Phase III. In Phase I studies,
a maximum dose-dependent reduction
(60 -70 %) in total peripheral lymphocyte count was observed.
Lymphocyte reduction probably determines efficacy for S1P1 inhibitors, and
in UC this efficacy is quite established.
In CD, efficacy remains to be studied.
– This oral drug category may become an attractive treatment option
even ahead of biologics, Prof D'Haens
stated at the end of his lecture.
And with this, IBD Congress News
ends the report from the Congress in
Amsterdam.

A treatment option ahead of biologics?
Geert D'Haens
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He then turned his attention to JAKinhibitors – tofacitinib (already on the
market) and upcoming upadatacitinib

Per Lundblad
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SATELLITE SYMPOSIUM
JANSSEN PHARMACEUTICALS
AMSTERDAM, THE NETHERLANDS

Iris Dotan, Raja Treya and Marieke Pierik.

DATA ON USTEKINUMAB IN CD
The day after tomorrow for IL/12/23: Making the best use of available evidence in clinical practice
was the title of a satellite symposium sponsored by Janssen Pharmaceuticals.
Chair Prof Iris Dotan, Israel, greeted
welcome and presented the learning
objectives for the symposium. They included to describe the role of IL12/23 in
IBD, real world evidence data on therapies targeting the IL12/23 pathway and
explaining how these therapies impact
the therapeutic landscape in IBD.
Ustekinumab is a drug designed to
interfere with the triggering of the body's
inflammatory response through the
suppression of certain cytokines. It
blocks interleukin IL-12 and IL-23,
which help activate certain T-cells.
Ustekinumab binds to the p-40 subunit
of both IL-12 and IL-23 so they in their
turn can not bind to their receptors.

Inhibits the differentiation of TH1 cells

Prof Raja Atreya, Germany, was the first
speaker. He began by pointing out that a
dysregulated immune response that leads
to an impaired barrier function is causing
IBD.
Antigen presentation cause differentiation and proliferation of specific effector T-cells that migrate from lymph
nodes into intestinal tissue. Activation of
specific effector T-cell functions leads to
renewed antigen presentation in intestinal
tissue, Prof Atreya explained.
– Ustekinumab is a human anti-p40
antibody that inhibits the differentiation
of Th1 cells by blocking the IL-12/IL12
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receptor interaction – which leads to reduced differentiation to Th1 cells.
IL23 is also an effective target, and there
are several drugs that block IL23 – ustekinumab, guselkumab, risankizumab and a
small molecule drug (PTG200) that is in
Phase II studies in Crohn's disease (CD).

Clinical trial data

He continued by presenting the week
156 results from the IM-UNITI study on
efficacy, safety and immunogenicity of
ustekinumab for treatment of CD.
– No new safety signals were identified
between week 96 and week 156. Rates of
serious infections and malignancy remained low, overall adverse events were
comparable to placebo. Rates of antibody
formation remained low, roughly 5 %.
Efficacy was maintained across endpoints through year 3, and ustekinumab
dosing every 12th week and every 8th
week performed similarly for most clinical
measures.
– Remission was generally maintained in
both the TNF-failure and non TNF-failure
population. However, rates of maintenance
of remission was more stable among the
TNF non-failure population, Prof Atreya
stated.

Real world data

Dr Marieke Pierik, The Netherlands,
continued with real world data on uste-

kinumab in CD.
– We need real world data, as well as
clinical trials, she pointed out.
Dr Pierik stated that hospitalisations
and surgery for CD is decreasing in her
cohort in South Limburg, Belgium.
– But we do need more drug alternatives for our patients.
She presented data from the cohort,
and reminded the audience there were
no anti-TNF naive patients in it.
– It is a very refractory cohort!
The data she presented showed that
ustekinumab is effective in patients previously exposed to TNF-blockers and
vedolizumab.
– They are very similar to data from
the UNITI trial.
Real world experiences from the Netherlands show the same – and they are
even a little bit better, Dr Pierik said.
However, in real life the majority of
patients had a dose escalation to 8 weeks,
she added.
Data also show that ustekinumab is relatively safe and well tolerated.
– But more real world evidence is
needed – to assess the precise place of
ustekinumab in the treatment algorithm
of CD. Also to assess the value and safety
in subgroups, such as in pregnancy, Dr
Pierik concluded.

Per Lundblad
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SATELLITE SYMPOSIUM
PFIZER
AMSTERDAM, THE NETHERLANDS

Krisztina Gecse, Rik van Lunsen and Chair Bob Krijnen.

IBD AND SEX – LET'S TALK ABOUT IT
At the Congress in Amsterdam, Pfizer sponsored a satellite symposium
on sexuality and pregnancy in IBD.

The first speaker was Dr Rik van Lunsen,
AMC, The Netherlands. He started by
pointing out that for most men and women
of all ages, sexuality is an essential aspect
of quality of life.

Start the discussion

However, 40 - 50 % of all patients with IBD
report that their disease has prevented
them from pursuing intimate relationships.
– In a survey from 2013, 61 % of women
and 46 % of men with IBD declared
that information about the impact of
IBD on intimacy and sexuality should be
given at IBD diagnosis. And 51 and 44 %
expressed that the IBD specialist is the
appropriate person to talk with about
sexual doubts and concerns. But doctors
and nurses rarely introduce the subject,
Dr van Lunsen said.
So why do patients, doctors and nurses
avoid to bring up the subject? There are several reasons, according to Dr van Lunsen.
– Feelings of embarrassment and reluctance of both caretaker and care
giver – and a lack of knowledge and
skills. They may think that this patient
may have more important concerns –
that the patient is too young or old or too
sick. In their turn, patients don't want to
bother the doctor or the nurse.
Dr van Lunsen underlined that health
staff can do something very simple: Start
the discussion!
– Many patients with IBD have worries, questions and/or problems with re-
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gard to sexual functioning. So avoidance,
and not talking about it, is a main problem
for IBD patients.

Predictors for sexual problems

Patients often want to talk about sexual
issues, but wait and watch for signs
that their caregivers are open to such a
discussion.
– When should one start talking about
sex? As early and often as possible! In
any case at diagnosis, when prescribing
medication and before any surgery, Dr
van Lunsen continued.
His advice was to create a comfortable environment and a clear context.
Be open, emphatic, unbiased and nonjudgemental.
– Be as explicit and straightforward
as possible, and encourage the patient
to use her or his own words. Be aware of
the diversity of sexual orientation, preferences and life-styles.
There are many predictors of sexual
problems – depression, female gender,
medication and treatments were some
Dr van Lunsen mentioned.
– Getting an ostomy is one of the most
important fears for an IBD patient, and
has a big impact.
The uncertain nature of the disease
and reduced energy levels are also
among the worries of IBD patients.
– So talk about it! And I think every
IBD team should include a sexologist,
was Dr van Lunsen's last message.

Pregnancy should be planned

Dr Krisztina Gecse then talked about
IBD and issues at child bearing age.
– Most patients with IBD will carry
the diagnosis during their reproductive
years. There is fear surrounding the impact of IBD and its therapies on pregnancy
and infant outcomes, and also the impact of pregnancy on IBD and maternal
health, Dr Gecse said.
Improvement of care is best achieved
by objective information, multidisciplinary
collaboration and shared decision making,
she continued.
An IBD pregnancy clinical care pathway
has been published in Gastroenterology
2019 (Mahadevan et al.) It is divided into
three parts – preconception, a 9-month
pregnancy plan and delivery/post-partum.
– Plan the pregnancy together – during
durable deep remission for at least 3
months, with the right drugs in the right
doses, Dr Gecse stressed.
Preferably there should not be a new
start of medication during pregnancy.
– Assess risks and benefits of stopping
or continuing medication and the possibility of a relapse. Control regularly each
trimester outpatient visits – blood check
and faecal calprotectin. Create a team
with the gynaecologist and the surgeon.
Then the two speakers was then joined
by a patient, and the symposium ended
with a discussion between them.
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NURSES NETWORK MEETING
MIDDELFART DENMARK

NETWORK MEETING FOR
DANISH IBD NURSES
On May 23, the board of Nordic Nurses Network invited IBD Nurses from all regions of Denmark for
a day of education in the city Middelfart, centrally located in Denmark. The Meeting was held for the
18th time. It was planned by nurses in the Nordic Network, and it is supported by the pharmaceutical
company Tillotts Pharma. The theme for the 2019 Meeting was The vulnerable IBD patient.
Differences in the system/challenges in communication.

M

s Lene Bak, Tillotts Pharma,
greeted approximately 70 nurses welcome to the Meeting.
She stressed that the evaluation
form all delegates were requested to fill
in afterwards, also should have suggestions for topics for next year's Meeting.
– The board decides and plan the content based on those suggestions – as they
did this year, Ms Bak explained.
After presenting the members of the
board, she then introduced the first speaker
for the day – Prof Pernille Tanggaard
Andersen, University of South Denmark.
How do we ensure that the vulnerable as
well as the strong IBD patient is put at the
centre, was the title of her talk.

Two different paradigms

Prof Andersen began by talking about
social inequality in health. She presented
findings from Denmark that the life expectancy differs between those with a
low level of education and those with a
higher level.
– If you have 3 - 6 years of education, the
life expectancy is 76,1 years. If you have 6 11 years of education it is 82,7 years.
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There are two different paradigms –
the biomedical perception of diseases,
and the social-medical perception of
diseases.
– In the biomedical paradigm, disease
has only a corporal dimension. The patient is understood from a scientific view.
Diagnosing and treatment is important.
In the social-medical perception focus is

“EMPOWERED PATIENTS ARE MORE
WILLING TO TALK ABOUT THEIR
SPECIAL CHALLENGES IN THE
CHOICE OF TREATMENT.”
on external causes, that lies outside the
single individual. Upbringing, environmental factors at work, housing etc. are
important. These causes are multifactorial, and efforts are put upon reducing
or removing these external causes of
disease, Prof Andersen explained.

Higher patient involvement can lead
to higher inequality

Empowered patients are more willing to
talk about their special challenges in the
choice of treatment. This puts demands
on healthcare staff to have focus on the
individual patient's needs and worries.
– It means the doctor can not just give
general information, decide on treatment – and after that ask for the patient's
consent, Prof Andersen continued.
In the traditional patient culture, where
the role of the patient was to trust the
doctor and was free from other demands

Pernille Tanggaard Andersen
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and expectations, we can today see
growing expectations on participation
and engagement.
– Increased participation from the patient means the patient has to be active,
be able to be involved and have the
necessary resources to carry more responsibility – and not all of them can live
up to these expectations, she underlined.
Higher patient involvement can lead
to higher inequality. If one use a lot of
resources on patient involvement that
best fit a certain type of patient, we risk
that there will not be equal access to care
and treatment, Prof Andersen explained.
At this point of her talk, she made a
break and asked the audience to form
groups where they should discuss what,
based on their experiences, is needed to
ensure involvement from more tenuous
patients.
Afterwards Prof Andersen encouraged
all participants to remember that involvement also can mean the patient prefer
not to be active, and choose the older
model.
– Patient involvement is a good thing if
there – as the term itself says – is a place
for all kinds of patients – both the active
and the passive!
There is a risk that patient involvement
can turn into a slide – that turns into
healthcare's way to abdicate the responsibility for the treatment.
– It is a step in the right direction – but
we must decide what we want with it,
and if the patient may choose not to be
involved and to be the passive patient
instead?

Complex and challenging patients

Patients with a different ethnic background – migrants – was the topic for
Prof Morten Sodemann, Odense University Hospital.

In this very heterogeneous group, compliance can often be a problem.
– They wonder why they should take
pills that do not solve their problems –
the problems are often of another kind
than medical, he said.
When these patients are investigated,
their life history is important.
– It enables you to follow a thread in
order to seek an explanation to their problems. It takes time, and therefore constitutes a challenge for healthcare.
Prof Sodemann presented a list of examples on hidden vulnerabilities in these patients.
– Some hide their burden of the disease
– this can be due to stigma, loneliness,
handicaps etc. Others have suffered from
trauma, anxiety and obsessive-compulsive
disorders.

Then some have problems with
reading, and carry with them negative
experiences from other doctors and/or
side effects of treatment. They can also
recently have lost close relatives.
– And the economy could also be a large
problem. Finally, they can suffer from
other social events, such as a new job,
divorce etc. All these are complex and
challenging problems to address, but
nevertheless have to be investigated in
order to improve healthcare quality for
complex patients, Prof Sodemann said.

Digital tool for home monitoring

Ambuflex IBD is a web-based system to
support flexible outpatient treatment by
use of tele-patient reported outcomes
(PROs) for clinical decision support.
PhD student Amalie Søgaard Nielsen
is researching this tool, and she talked
about it at the Meeting. She started by
defining what a PRO is.
– It contains information directly from

Morten Sodemann
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the patient. It could be a questionnaire
that patient digitally answers at home. It
is about much more than symptoms, and
PRO is an important part of the concept
of patient empowerment, she explained.
In Ambuflex IBD, the patient is registered
in a system, and receives a questionnaire
they answer at home. The details provided, makes the computer to give a red,
yellow or green score. A Nurse checks
the results and, if it is indicated, either
the Nurse or the Doctor phones the patient. If necessary, the patient is called
for a consultation.
– It spares the patient from coming for
yearly check-ups, and then go home again,
Ms Nielsen said.
The questionnaire asks about bowel
movements, other symptoms, quality of
life and if there is a need for contact with
healthcare. The benefits for the organisation is that both the clinic and the patient saves time.
– There are benefits for the consultation as well: As a preparation for the
consultation, we will know if there is a
need for a doctor, what the patient wants
to talk about and we have a good overview of the patient's development. At the
consultation, we know if there are other
topics the patient wants to talk about,
and we start with what we know is causing problems for the patient.
However, the technology is not suitable
for everyone. Some are not comfortable
in using the computer, and are worried
to lose their contact with the clinic.
– Also, since we do not see the patient
as often as we used to, we get to know
them in another way through the screen.
However, when it works it is really
good – even though there are challenges.
One is time, and another is when nurses
have to perform IT-supporting tasks.
– But the staff is actually happy to have
the tool. 80 % of their patients are using
it, and this has already resulted in saving
time for consultations– also for their colleagues, she stated.
Ms Nielsen finished by underlining that
one of the ideas of this project is also to
find out which patients that should not
have Ambuflex IBD or other digital tools.

The most difficult conversation

The final speaker of the day was Lotte
Blicher Mørk, who is a hospital priest at
Rigshopitalet in Copenhagen. She talked
about existential, spiritual and religious
issues in those with disease and their
close relatives.
– You nurses are going to meet your patients over a long period of time, and also
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their families. This means you have special responsibilities – which are added to
your responsibilities for the care of the
disease itself, she underlined.
Physical, psychological and social pain
is comparably easier to handle – because
one can screen for it.

“THE HOSPITAL BUILDING IS
IN ITSELF SIGNALLING THAT
HERE WE HAVE CONTROL,
HERE WE ARE FIXING THINGS.
BUT AS A HOSPITAL PRIEST, I ALSO
HAVE TO TALK TO PATIENTS
ABOUT WHAT WE CAN'T FIX.”
– Existential pain is more difficult, she
continued.
According to a survey carried out at
Rigshospitalet 53 % of patients thinks
more about the purpose and meaning of
life when they have a disease. 72 % stated
that they were people of a faith.
– 50 % reported there are things that they
wish they had done differently in their
lives – and 50 % reported that they had
found new values in life. 62 % reported
that they prayed, Ms Mørk said.

Lotte Blicher Mørk

Existential questions include why is
this afflicting me, what is the purpose
and what have I done to deserve this? Is
it God's punishment?
– The hospital building is in itself signalling that here we have control, here
we are fixing things. But as a hospital
priest, I also have to talk to patients
about what we can't fix.
She ended her lecture by talking about
these really difficult conversations.
– It is so difficult that we are reluctant
to go through it. But I mean that it constitutes a part of the responsibility of healthcare to have them, Ms Mørk stated.
And with those words, the Nurses
Meeting in Denmark had come to its end.

Per Lundblad
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CONGRESSES 2019-2020
UEG Week 2019
October 19 - 23
Barcelona Spain
www.ueg.eu/week/
Mayo Clinic Real World IBD: Dilemmas and Discussion 2019
October 5
Minneapolis USA
ce.mayo.edu/gastroenterology/content/real-world-ibddilemmas-and-discussion-2019
12th Annual Inflammatory Bowel Disease: The Art and
Science in the Diagnosis and Treatment 2019
October 13 - 14
www.bucme.org/live/7597
Japan Digestive Disease Week
November 21 - 24
Kobe Japan
www.jddw.jp/jddw2019/en/index.html
IBD Nordic Conference
November 28 - 29
Malmö Sweden
www.ibdnordic.se
IBD Innovate
December 4
New York USA
site.crohnscolitisfoundation.org/ibdinnovate.
html?_ga=2.30945919.1578867307.1565180110698150848.1520850449
Crohn's and Colitis Congress
January 23 - 25 2020
Austin USA
www.crohnscolitiscongress.org/CCC2/Public/Enter.aspx
15th ECCO Congress
February 12 - 15 2020
Vienna Austria
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Falk Symposium 218
Current Challenges of Inflammatory Bowel Diseases
March 6 - 7 2020
Mexico City Mexico
www.falk-foundation-symposia.org/uploads/tx_tocfpshoperw/
S218_MexicoCity_2020_Preliminary_Program.pdf
Digestive Disease Week 2020
May 2-5 2020
Chicago USA
www.ddw.org
Falk Workshop Microscopic Colitis – New Insights and
Recommendations
May 21 2020
Copenhagen Denmark
www.falk-foundation-symposia.org/uploads/tx_tocfpshoperw/
Workshop_Copenhagen_2020_Annoucement_01.pdf
Falk Symposium 219
IBD-Patients – In the Center of Care
May 22 - 23 2020
Copenhagen Denmark
http://www.falk-foundation-symposia.org/uploads/tx_
tocfpshoperw/S219_Copenhagen_2020_Annoucement_01.pdf
The 7th Annual Meeting of Asian Organization for
Crohn's and Colitis (AOCC 2019)
June 14 - 16 2020
Taipei Taiwan
https://www.aocc2019.org/
Falk Symposium 221
IBD Management in the New Decade:
Old Myths and New Realities
October 2 - 3 2020
www.falk-foundation-symposia.org/uploads/tx_tocfpshoperw/
S221_Athens_2020_Annoucement_01.pdf
UEG Week
October 10 - 14 2020
Amsterdam The Netherlands
www.ueg.eu/home
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