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Global Reach, Global Impact




IBD - Global Prevalence
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IBD - Susceptible Host
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Current “Step-Up”
Approach to IBD Therapy

Severe Biologicals
e [nfliximab

e Others

Moderate

AZA/6-MP/MTX

Antibiotics
Mild Aminosalicylates

AZA = azathioprine; 6-MP = mercaptopurine; MTX = methotrexate.




How do we rethink our step up
to steroid strategy?

Optimize 5SASA dose and
delivery...if you have time.




IBD - Oral Aminosalicylate Delivery

pH-dependent Time release

Acrylate-coated Ethylcellulose-
mesalamine encapsulated
mesalamine

Asacol®, Claversal®,

B
Salofalk®, Raffersal® Pentasa

Bacterial cleavage

Azobond - linked
5-ASA
Sulfasalazine - Azulfidine®

Olsalazine - Dipentum®
Balsalazide - Colazal®




5-ASA Therapies

 pH-release mesalamine (Lialda,Apriso,Asacol,Asacol

RO
« Time-release mesalamine (Pentasa®) @
®

* Rectal preparations (Rowasa®, Canasa“")@ S

©

Prodrugs (delivery via bacterial azoreductase)
 Azo-bonded sulfasalazine (Azulfidine) @ @ — @
« Azo-bonded olsalazine (Dipentum®) @ — @

« Azo-bonded balsalazide (Colazal®) N@ — @




How do we rethink our step up
to steroid strategy?

If you have optimized SASA
dose and delivery...and have
time?




Antibiotics are effective In
50% of Crohn’s Disease

patients.

Steroids are effective in 60% with
greater toxicity.




Rifaximin as a Steroid-Sparing
Medication for IBD: Resultgic6 2005

Maintenance for
responders

— Prednisone - continued for 8o -
2 weeks then tapered

— Rifaximin - continued for 2
months then tapered

Rifaximin may be
effective in IBD patients
who require
corticosteroids

Remission® Improvement®

Il Prednisone
M Rifaximin

*On Day 14
Feldman, D et al. Abstract #242. ACG 2005.




Relationship of C. difficile and
IBD

* Altered flora, C. difficile
overgrowth leads to chronic
inflammation in susceptible
hosts

Patient with IBD has altered
Immune system response,
susceptibility to C. difficile>
flare of disease

Patient with IBD receives
therapy, altered flora, C.
difficile as a complication




Challenge your diagnosis:Consider
“Pseudorefractory” Colitis

* Wrong Diagnosis
— Left-sided Crohn’s colitis /Colitis with proximal
disease
Ischemia
Periappendiceal red patch
Deep Ulcers: ?CD
Partially treated colitis: Patchy disease
Rectal sparing in UC
Common Variable Immunodeficiency
(Absence of plasma cells)

« Concurrent Infection
— C difficile
— CMV




