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AUTOIMMUNITY ACROSS BORDERS
A two day multidisciplinary Meeting that covered the latest advances within Gastroenterology,
Dermatology and Rheumatology was given in Stockholm 28 - 29 November 2018.
It was hosted by Janssen Academy, and was aimed towards physicians and nurses within autoimmunity.
Scientific journalist Lisa Kirsbom was the moderator. IBD Congress News here reports the IBD-related
content from the Meeting.
Prof Matthieu Allez, France, gave a
lecture entitled Immunopathogenesis is
the clue to understand and monitor IBD.
– In IBD, there are multiple pathogenic
factors including environmental changes,
an array of susceptibility genes variants
and an abnormal microbiota composition,
he started by saying.
Two classes of CD patients
The development and persistence of
mucosal and/or parietal lesions may be
responsible for tissue damage, Prof Allez
continued.
Data from population-based inflammatory bowel disorder South Limbaugh show that one third of Crohn's
disease (CD) patients may experience a
quiescent disease course during the first
10 years after diagnosis.
– In the cohort they found six different
clusters of disease activity.
Prof Allez also talked about ulcerative
colitis (UC) and the long-term consequences of poorly controlled UC. Long
term structural and functional outcomes
include rectal narrowing an widening
of presacral space and decreased length
and calibre of colon and rectum – a so
called "lead pipe colon".
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– We can also see altered colonic
motility and anorectal dysfunction. Urgency, tenesmus and incontinence are conse
quences of the latter.
Molecular classification of CD reveals
two clinically relevant subtypes.
– CD patients are clearly segregated
into two classes: One that largely resembles he normal colon, and one where
certain genes showed expression patterns
normally specific to the ileum.
Many CD patients undergo surgery
in their disease course, and there is
often post-operative endoscopic recurrence. He said that in 88 % of these cases,
recurrence locates in the neoterminal
ileum and at the anastomosis.
A study presented at ECCO 2018 had
found that IL-23 is centrally involved in
mediating resistance to anti-TNF therapy
in CD. It's conclusion was that IL-23 represents a suitable molecular target in CD for
patients refractory to anti-TNF therapy.
In his summary, Prof Allez pointed out
that there is a high heterogeneity in IBD,
with variable presentation and course,
and variable response to therapies.
– The patterns of gene expression in colonic CD seems to be rather similar to UC
– and clearly different than that of ileal CD.

With the development of new targets
and a classification of disease profiles,
we may move in the future from a "one
size fits all" attitude towards precise
medicine, was his conclusion.
Aspects of oral health
Window or mirror - what can the oral
cavity tell about systemic inflammation?
This was the headline for a lecture given
by Prof Elisabeth A. Boström.
In general, oral cavities are a gateway to
the body and an entry to the gastrointestinal and respiratory tracts.
– They constitute a microbial challenge
and can cause mucosal tissue damage,
Prof Boström said.

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

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

Charlotte Hedin

– Microbial antigen translocation and
microbial antigen cross reactivity act
as "gatecrashers" to the party. Ectopic
expression of adhesion molecules and
chemochines constitutes "the pumpkin".
Circulating antibodies are invited, but
some T-cell trafficking driven by nonspecific adhesion molecules show up
because they have misread the address.
So far, these are all independent inflammatory events. But there are also extensions of immune responses from the
intestine. Dr Hedin continued with her
analogy and called the shift in inflammatory "tone" for the "University town".
– Systemic changes in innate immune
function is the "party company", and gut
microbiota drives distant inflammation – i.e.
"party overspill". And finally, altered haematopoiesis constitutes the "party school", she said.
However, there are many unanswered
questions. Is the gut microbiota pathogenic in EIMs via any of the mechanisms
she had just described in her party analogy – or are EIMs independent of gut
microbiota?
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– And if microbiota play a role – what is
the mechanism? And are microbial communities in other parts of the body involved
in IBD pathogenesis? We do not have any
answers to these questions as of yet.
Dr Hedin ended her lecture with an
overview of EIMs in IBD. Radiological
evidence of sacroileitis has a prevalence
of 20 - 50 %, and for progressive ancylosing
spondylitis this figure is between 1 and
10 %.
– Occular manifestations occur in 4 12 %, although this is probably an overestimate. Psoriasis in 10 %, erythema
nodosum in 4 - 8 % and pyoderma
gangrenosum in 0,6 - 2 %. Anti-TNF
induced skin inflammation has a prevalence of 22 % and primary sclerosing
cholangitis in 4 - 5 % %, she said.
Gastro-case including dermatology
and rheumatology
The Meeting ended with Prof Sven Almer
presenting a case report on a male born
1989. The patient had psoriasis that
after some years evolved into suspicion
of SLE, which was a contraindication
for treatment with anti-TNF. This led to
secukinumab being tried for treatment.
– But after the first injection, the patient experienced prompt abdominal
pain, urgency, and had 10 - 15 bloody
bowel movements per day. He also lost
15 kg of body weight, Prof Almer said.
A colonoscopy revealed total colitis,
pre-dominantly right-sided colon. The
patient was put on oral prednisolone and
soon on 5-ASA 4,8 mg/day.
– He got slightly better, but colonoscopy and histopathology remained mainly unchanged. He had steroid-dependent
disease, so azathioprine was added.
Then his started to gain weight.
However, a few months later the patient's gastrointestinal and psoriathric
symptoms were mainly unchanged. He
was then (2018) put on ustekinumab, and
psoriasis was improved with no arthritis. A few months later skin, joints and
bowel all improved, and prednisolone
was stopped. The patient could after this
go back to work, after a sick leave of 20
months.
– The question that remains is the
discussion on which diagnosis. Was
this drug-induced colitis? Or was it unmasking of pre-existing CD – or was it
de-novo CD due to IL-17 blockade, Prof
Almer ended by asking.
After a debate on this, the Janssen
Academy had come to the end.
Per Lundblad
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