Update on the Management of
Inflammatory Bowel Diseases
Brigid S. Boland, MD

Associate Professor, Division of Gastroenterology
University of California, San Diego .
UC San Diego

Where discoveries are delivered." HEAILTH SYSTEM




Faculty Disclosure

Prometheus Biosciences

Gilead

Bristol Myers Squibb

Takeda

Research grant

Research grant

Consultant (Institutional Agreement
through UCSD)

Consultant (Institutional Agreement
through UCSD)




Overview

°* Pathogenesis

* Ulcerative colitis

°* Crohn’s Disease

°* Approach to Management
°* Conventional Therapies

°* Novel Therapies



What Is Inflammatory Bowel
Diseases?

°* Aberrant iImmune response to enteric
bacteria in a genetically susceptible host

* Spectrum of disease:

Ulcerative Indeterminate Crohn’s

colitis Colitis disease
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Genetics of Inflammatory Bowel Diseases

e >200 IBD risk loci
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Rising Incidence of Global IBD

1st case of UC 1st case of UC
reported by reported in China

Newly
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Risk Factors for IBD

Hygiene

Vitamin D
UV exposure

e Smoking increases
risk of CD but
protective against
uC

* Appendectomy
8 Increases risk of CD
S oersc N N £ but protective

) against UC

susceptibility

Ananthakrishnan AN, Nature Reviews 2015



Defining Ulcerative Colitis:
Extent of Disease
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Proctitis -Begins in rectum,

spreads proximally
*Affects mucosa & sub
mucosa



Ulcerative Colitis:

Endoscopic Disease Severity

Mayo UC Endoscopic
Score=0

(normal or inactive disease)

Mayo UC Endoscopic Classification

e Score = 0 (normal ...

Mayo UC Endoscopic
Score=3

(severe disease)
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Normal vascular pattern
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Patient Stratification:
Risk Factors for Severe UC

* Age of diagnosis
<40 years

* Extensive disease

* Severe endoscopic disease activity
Large +/- deep ulcers

* Extra-intestinal manifestations

* Early need for steroids

* Elevated inflammatory markers



Cumulative Risk of Colectomy in UC In
Olmsted County, 1940-2001
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Risk of Colorectal Cancer in UC:;

Meta-Analysis
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Anatomic Distribution of Crohn’s
Disease. .,

Upper gut 10-15%

Small bowel
alone 33%

lleocolonic 45%

Colon alone 20%



Crohn’s Disease — Progression from
Inflammation to Complications

Inflammatory

Fibrostenotic

Fistulizing



Crohn’s Dlsease Endoscopic Spectrum

|
Mild:

Aphthous ulcers |

Moderate to severe:
Stellate ulcers

Severe:
' Cobble-stoning of
mucosa

Severe:
Longitudinal
or serpiginous
ulcers



Inflammatory Activity and Progression of
Damage in Crohn’s Disease

Stricture
Surgery

!

Fistula/abscess

Stricture

Digestive damage
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Pariente B, Sandborn WJ. Inflamm Bowel Dis 2011



Natural History of Crohn’s Disease
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Impact of Therapy Depends on Degree of
Structural Damage & Velocity of Progression

Cumulative Probability (%)
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