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Increasing IBD In |ran

IBD crude prevalence rate 1990-2010 for men & women
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Inflammatory Bowel Disease (IBD)’
v Chronic intestinal inflammation

v No known cause

S v No cure
~1.6 million

Americans have |BD?




$9.9 Billion%>

Direct and
indirect costs

Substantial Burden®'°

v’ Increased morbidity and mortality
v Reduced labor productivity

v~ Social stigma

v’ Increased cancer risk

v" Impaired quality of life

v Increased medical costs

v" Difficulty with physical intimacy

v Limited choices in career and travel
v Reduction in ability to work

v" Reduction in leisure time




When does it all start?

e Early life events and childhood exposures may be
important in determining the risk of IBD:

Increasing incidence of IBD in very young children

Increasing incidence of IBD in the 2"9 generation of immigrants
coming from low to high-incidence areas

C-section, exposure to antibiotics in childhood and pregnancy,
etc increases risk later in life




Etiologic Theories in IBD

i Mucosal iImmune
Genetic System

(immunoregulatory

1IBD defect)

Predisposition

Environmental
Triggers
(lumenal bacteria,
infection)




Dysbiosis and IBD

* A new understanding of how composite genes
(metagenome) and metabolic products (metabolome)
of bacteria mediate mucosal homeostasis in the gut
and how alterations of this composition and metabolic
function contribute to aggressive immune responses
in IBD and experimental colitis.

* The potential role of fungi has been and viral
communities are altered in IBD and could aberrantly
interact with potential bacterial pathogens.



Trans-Ethnic Working Group

Japan
1,318/736 CD/UC
pe—— F 3,311 controls
Iran (DDF\'I\/ Korea
1 169/428 CD/UC 210/243 CD/UC
@contrcy China 144 controls
- 172/155 CD/UC

India
184/1,239 CD/UC
990 controls

264 eogtrols

Total non Caucasian 10,216
2,043 Crohn’s Disease
2.801 Ulcerative colitis

2 2279 Haalthy ~cantrale




Pervasive sharing of genetic risk factors and
similarity of phenotypes in lIranian too,

Largest Genetic Study in non-European IBD patients,
(1>20 novel IBD genes identified,
Pervasive sharing of genetic risk factors in Iranian too,

(JRelative contribution of genes can vary between Iranian and others,
specially genes associated with autophagy & innate immunity in
CrD.

AClinical relatively similar phenotypes,



Chronic Inflammation:
Imbalance Between Mediators

IL-10
TGFB
IL-1Ra
IL-4/IL-13 l l
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Our Shortcoming

*Not optimizing therapies.
*Treating too late.

* Allowing Immunogenicity.
*Using ineffective drugs.

* Not fully inducing remission.
*Using 5ASA in Crohn’s




Detection and treatment of IBD before
symptoms.

Surgery

Window l
of
opportunity Fistula/abscess

[ Prevention ?j ‘
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Early effective treatment during this window of
opportunity could slow disease progression and
prevent damage.

B A A

Tight control and monitoring
(patient management program)
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Modern Goals of IBD Management'’-

Induction of
Clinical Remission

v Turning “off" the
inflammation

v Feeling well

v Normalization of
laboratory parameters,
growth, development,
and nutrition

Maintenance of @
Clinical Remission

v Stable disease control and
optimization of therapy

v NO STEROIDS

v Prevention of relapse over
time (sustained and durable)

v' Changing the natural
course of the disease

Disease Monitoring,
Prevention

v Monitoring for early relapse
v Monitoring therapies

v Prevention of infections

v Cancer prevention




New concepts have emerged in the
management of IBD such as:

*Treat to target.
*Early intervention,
*Tight control

* Disease monitoring.
*Personalization .
*Prevention.






