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3. Determine CD severity

2. Define type of IBD

1. Diagnose IBD

2-3m new cases p.a.

Similar symptoms for very
different conditions

Each branch suggests different
treatment
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Why Antibody Biomarkers?

include

IBD is a Complex Interaction of Several Factors.

- Genetic

Activation of
Mucosal Immune System
in IBD

Antibodies are a Reflection of this Complex Interaction

Adapted from Chidhbowskd and Hale Am J Phsbd! Gaghsdaleg Lver Phsi! 295 51139461148, 2008
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(astoenterology

The «$##BDX’ Biomarker Panel
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Antibodies Against Laminaribioside and Chitobioside Are Novel
‘Serologic Markers in Crobn's Disease
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1. Diagnose IBD %% (

.

150,000 new cases p.a. ° # $ 74 + 1
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Inflammatory bowel disease vs Inflammatory bowel disease vs

B healthy controls non—inﬂammcﬂorr bowel disease
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2. Define type of IBD

1. Diagnose IBD
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ORIGINAL ARTICLE

Ina pro;pective study, we measured the conceﬁtrét-ionsl
of ASCAs, ALCAs, ACCAs, and AMCAs in patients with

ibodies as Serological Markers in the
agnosis of Inflammatory Bowel Disease

v Mengozzi,” Silvia Betteto,” Renato Bonardi,* Roberta Patrizia Ghignone,
1aldo Pellicanc, * Carlo Squazzini,* Roberto Pagni,” Mario Rizzetto,* and

IBD, as well as in subjects with other alimentary tract disor-

ders and 1n healthy donors taken as controls. Furthermore, we
assessed the diagnostic accuracy of these markers (either
alone or combined) in the differential diagnosis between CD
and UC, CD and non-IBD, and IBD and other gastrointestinal

diseases. Finally, the potential applications of antiglycan an-

of the study was to evaluate the
w developed antiglycan serological
diagnosis of Crohn's disease.

cohort analysis of both clinical and
1= with diagnosed inflammatory bowel
u control population. Antiglycan anti-
wmmercially available enzyme immo-
utpatient unit of the gastroenterology
we refeml academic hospital. Partici-
ents, enmdled over a 5-month period,
ase and 53 with ukcerative colitis. as
tinal diseases and 51 healthy controls.

Results: Anti-Saccharomyces cerevisige antibodies showed the
best per!'anname (54% sensitivity and BR%-—95% specificity for
Aimmmnad e patients with negative anti-Saccharomyces

In conclusion, our findings confirm the association be-
tween some new antiglycan antibodies and CD, pointing to a
correlation between antibody titers, IBD familiarity, disease

localization, and behavior. _The diagnostic application of

these markers becomes particularly important in the group of

patients with CD who are ASCA negative but positive for at

least | of the other 2 markers. Further studies are needed to

clarify the correlation between a combined complete serolog-
ical profile, disease phenotype, and, above all, therapeutic
response._We suggest including ALCA and ACCA assess-

ud high titers of at least another tested
li-Saccharomyces and anti-laminaribioside
wd with disease involving the small bowel
tricturing phenotype. Anti-laminaribioside
n patients with a familial history of inflam-

proposed serological markers are signifi-
shn's disease, with low sensitivity but good
rd of anti-Saccharomyces-negative patients
st 1 of those markers. Antiglycan antibod-
ated with chamcteristic localization and

B 14:645-651)
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nflammatory  bowel discases (IBD). including mainly

Crohn's disease (CD) and wleerative colitis (UC), are
chronic pathologies of still unknown origin. The diagnosis of
IBI? and the differentiation between CD and UC arc usually
made through evaluation of clinical, laboratory, radiological,
endoscopic, and pathological features.

The hypothesis that IBD could derive from | or more
sutoimmune reactions was proposed in the 1950s and there-
after confirmed by the finding of circulating autoantibodics in
these patients. The first amoantibodics identified were the
anticolon antibodies,! which were abandoned because of their
low specificity, followed by antipancress,” antierythrocytes,?
antiendothelium* and anti-pd0” antibodies. Immunchisto-
chemical analysiz of involved intestinal tissue helps in the
understanding of a putative immune pathogenesis of IBD.
Abundant local production of immunoglobulins (Ig) was
found in inflammatory infiltrate, with specific isotype switch-
ing# Although under physiological conditions IgA was the
most secreted Ig in the intestinal mucosa, in [BD patients
there was an increase in production of 1gG (in particular
IgG1) by B cells. Other autoimmune pathologies (e.g., sys-
temic lupus erythematosus) are characterized by a specific
increase in lgGl production, which is more effective in
complement activation than IgG2 and therefore is probably
involved in disease onset and maintenance.

Currently, serological markers. namely. anti-neutrophil
cytoplasmic antibodies (ANCAs) and anti-Saccharomyces
cerevisiae antibodies (ASCAs), are the most employed for
diagnosis and prognostic stratification of IBD. ANCAs are
directed against antipens found mostly in azwrophilic gran-
ules of newtrophils and have a sensitivity of about 0% and a
specificity of about 80% in UC diagnosis. ASCAs recognize
carbohydrate epitopes of phosphopeptidomannan, s 200-kDa
glycoprotein of the Saccharomyces cerevisiae cell wall, and
have been specifically associated with CD, with 40%—60%
sensitivity and S05—90% specificity. ™

Recent studies'"-12 reported the identification and pre-
liminary evaluation of 3 new antiglycan antibodies, called

645
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3. Determine CD severity

2. Define type of IBD

1. Diagnose IBD
$ ( )* * *

2-3m new cases p.a.
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step up treatment: top down treatment:
escalate treatment with disease offer right treatment from the outset to
progression/initial treatment inefficacy prevent deterioration

S it Add immuno-

| tart wit modulators for

mmuno- maintenance
modulators

Crohn's Disease Prognostic Panel’ s contribution:
can predict which patients will develop complications;
the barrier to giving them biologic medication is lower
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Phenotype Poapottion
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