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CanMEDS Roles Covered

Medical Expert (as Medical Experts, physicians integrate all of the CanMEDS Roles, applying medical knowledge,
clinical skills, and professional values in their provision of high-quality and safe patient-centered care. Medical Expert
is the central physician Role in the CanMEDS Framework and defines the physician’s clinical scope of practice.)

Communicator (as Communicators, physicians form relationships with patients and their families that facilitate the
gathering and sharing of essential information for effective health care.)

. Collaborator (as Collaborators, physicians work effectively with other health care professionals to provide safe, high-
quality, patient-centred care.)

Leader (as Leaders, physicians engage with others to contribute to a vision of a high-quality health care system and
take responsibility for the delivery of excellent patient care through their activities as clinicians, administrators,
scholars, or teachers.)

Health Advocate (as Health Advocates, physicians contribute their expertise and influence as they work with
communities or patient populations to improve health. They work with those they serve to determine and understand
needs, speak on behalf of others when required, and support the mobilization of resources to effect change.)

Scholar (as Scholars, physicians demonstrate a lifelong commitment to excellence in practice through continuous
* learning and by teaching others, evaluating evidence, and contributing to scholarship.)

Professional (as Professionals, physicians are committed to the health and well-being of individual patients and
society through ethical practice, high personal standards of

behaviour, accountability to the profession and society, physician-led regulation, and maintenance of personal
health.)




CHOP Examination of the
Atopic March

1,050,061 Patients
in CHOP network

670,927
Speciality/Hospital
care patients

379,134 Primary
care patients

Cross-Sectional 45,934 Patients

Cohort: followed for
333,200 Patients <1year
followed for
2 1year

Birth Cohort:
29,662 Patients
followed continuously
from birth to
5 years of age

Hill et al, BMC 2016



What about EoE?

The Atopic March

Secondary Diagnosis
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Association of Atopy with EoE

Ref # of Age (Yrs) Asthma AR AD Food
Pts

General 10% 20-40% | 5-20% | 1-6%
Population




Pathogenesis

Similarities to Atopic Dermatitis and Asthma

Barrier dysfunction and systemic involvement
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Environmental/Genetic Factors
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Mouse Model of EoE
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Mouse EoE
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TSLP induced in EoE

TSLP

Control

SSE

TSLP {paimi]

TSLP (ppiml)
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Mouse Model IL33-ST2 pathway

A
WT

(I)—l Sensitization —| im&.ch&alleége

3 4 6 7 9 11 13 14Time (day)

I EC sensitization

B Esophagus c
[J Ec-sAL
E .. Il ec-ova
E
= 1
2
21
£
aQ
o
£
“w
o
w

Venturelli, ... Oyoshi J Allergy Clin Immunol 2016

Esophagus

st2/-

m

w
i

* %

»
b

Eosinophils per mm?
3

O

EC-OVA WT st2/



IL-33 Induces mouse EoE and increased in human disease
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Travers...Rothenberg, Scientific Reports 2017
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Epithelium has barrier dysfunction



Decrease in SPINKY in active EoE
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Loss of Barrier Function in EoE

Decreased Tight junctions in esophageal biopsies in EoOE patients
— Decreased expression of occludin and claudin 1

— |L-13 decreases DSG-1 () 0.0025-
High expression of TLR-2 and TLR-3 in EoE g =
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Ruffner et al, Allergy 2019




Fibrosis in EoE: Activated Fibroblasts

A. Pediatric Normal B. Pediatric Active EOE C. Pediatric Inactive EoE

D. Adult Normal E. Adult Active EoE F. Adult Inactive EoE

Muir et al, JPGHN 2015



Fibrosis due to LOX and TNF-a
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LOX-Lysyl oxidase enzyme that works on collagen to form cross linking

Kasagi Muir J Allergy Clin Immunol 2019



CAPN14 in EoE

/

~Esophagus

Kattyan et al. Nature Genetics 2014; Litosh et al, ] Allergy Clin Immunol 2017; Modified



Role of T cells In EoE



THZ2 cells are identified in Esophageal Tissue
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Role of Peripheral T cells in EoE-Increased Th2

« Examined T cells in milk induced EoE patients

— On and off milk
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Peripheral Th2 cells response to milk
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Allergic Insult + GERD
Genetic Risk Factor

barrier function

proliferation

fibrosis

mastocytosis

eosinophillia

eosinophil

dendritic cell

Th2 cell

fibroblast

epithelial cells

mast cell

basophil

ILC-2




Conclusion
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Cellular Pathology

+ Activated eosinophils
+ Activated mast cells

+ Impaired epithelial
barrier

+ Seasonal variation

+ Oral immunotherapy

Heritability
induced

+ Mainly Caucasians
+ High relative risk
among family

+ High rate of food allergy,
atopic dermatitis and asthma

Environment
(Twin studies demonstrate
importance of environment )

Genetic Variants

GWAS or candidate-gene
studies
——.——
STAT6
TSLP

* Cesarean birth
* Antibiotics

* Formula feeding

* Cold, arid climates
* H. pylori

Gender

CAPN14
LRRC32

EMSY
FLG

-Mainly males
« Higher family
association
amongst males

Associated Mendelian
disorders

SPINK5  PTEN
DsG1 DsP
TGFBR1/2 FBN

O’Shea Gastroenterology 2018
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