' ©
[\ Jﬁ

Childrens

T .,
ey

L
F
o

Celiac research — Why now?

Benny Kerzner MD




Cellac research —whv now?

BENEFITS

Decrease risk of cancer
Increase survival
Reduced health care cost

Reduced risk of bone disease \

Improved quality of life \
Mucosal healing

Correction of deficiencies \
Seroconversion \

—ontrol of symptoms

Risk of contamination eating outside home|
Overvigilance and food-related anxiety |
Reduced availability of gluten-free options
\\ Cross contamination
g Social isolation
~_  Highcost CHALLENGES

Label reading

Change lifelong diet habits
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Defining the Intestinal Pathology

e 1950s Dr. Margot Shiner and Dr Crosby evolve the
suction biopsy capsule

o Fifteen causes of mucosal atrophy

e Three biopsy ritual for defining celiac disease.

e Blood tests needed i.e. understanding of chemical
progression.
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Gluten
u © CGliadin fragments

O~ _ 7o Vs o 2 o

s @ AT1001
zonulin

Gliadin derived peptldes cause zonulln release

Cause small intestine tight junction disassembly
Antigens enter the lamina propria including gliadin
Presented by HLA —DQ molecules to dendritic cells
Abrogation of oral tolerance (Th1/TH17 response) and
marked immune response to Gliadin.

Gliadin loaded dendritic cells go to lymph nodes to
summon CD4, CD8 gamma delta and alpha beta T cells
which cause inflammation
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Appropriate entry Is
encouraged
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Protective layer of mucus
contains the microbiome

cous housing the microbiome




National Guard
Innate Immune system
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Handling Gliadin when it
crosses the wall.
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Tolerance is mOdlfleS
eliminated gliadin



Calling in the military (The
adaptive immune response)




Pathogenesis once more

Gliadin
Gluten
N\ o
:dﬁm — 0 O  Leaky junction Celiac disease

Crypt hyperplasia, villous atrophy
and lymphocyte infiltration

Epithelial cell
in small intestine
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Once serology became

avallable....

Incidence (per 100,000 person-years)
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FIGURE 1. Incidence of clinical diagnosis of celiac disease in Olmsted
County, Minnesota, 1950-2010. There is increasing incidence in both
women (blue line) and men (green line) in the past 30 years. The red line
represents overall incidence.




Implications for treatment




Evolving IBD therapy

Seventies — Nineties

* sulphasalizine -+ mesalamine
 steroids * budesonide
« antibiotics « antibiotics
* nicotine
* fish oil
6 MP
 methotrexate
* nutrition
 probiotics




The Immune sequence in IBD
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Evolving IBD therapy

Past

e sulphasalizine
e steroids
e antibiotics

* mesalamine
* budesonide
« antibiotics

* nicotine

* fish oil

6 MP

« MTX

* nutrition
 probiotics

* Nineties — Future
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Drug development Pipeline

Break down gluten using enzymes

Interrupt the immediate or delayed
effect of gluten on the cells lining the
Intestine

Induce Immune tolerance

Prevent the enzyme tTG from
modifying gluten

Interrupt the Iimmune reactions




What It takes
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