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Case 1

22-year-old female medical
student presents with a 2-
month history of diarrhea (4-6
bowel movements per day),
bleeding, and urgency

No abdominal pain, fever, or
weight loss

No NSAID use, but does take
oral contraceptive

Nonsmoker

Older sister has ulcerative
colitis

Stools negative for enteric
pathogens (including
Escherichia coli O157:H7),
ova, and parasites

Flexible sigmoidoscopy
reveals distorted MVP,
friability, granularity, and
superficial ulcerations in a
continuous distribution to at
least 60 cm

Biopsies:

* Acute/chronic inflammation
and crypt abscesses

 No granulomas




ase 1: Endoscopy Indicates
Ulcerative Colitis
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ACG Guidelines: Determining
Severity of Ulcerative Colitis

<4 stools/day + blood
Normal erythrocyte sedimentation rate (ESR)
No signs of toxicity

Moderate

4 stools/day
Minimal signs of toxicity

Severe

>6 bloody stools/day + fever, tachycardia,
anemia, elevated ESR

Fulminant

>10 stools/day, continuous bleeding, toxicity,
abdominal tenderness/distention, transfusion
requirement, colonic dilation on x-ray

Kornbluth A, Sachar D. Am J Gastroenterology. 2004;99:1371-1385.




Details of Drug Delivery Systems
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Ligumsky M, et al. Gastroenterology. 1987;81:443.
Stenson WF, et al. J Clin Invest. 1982;69:494-497.




Multi Matrix System (MMX)

Mesalamine

Hydrophilic matrix

Gastro-resistant

[ pH-dependent coating
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Apriso®
INTELLICOR ™ Delivery

INTELLICOR™ delivery
Delayed + Extended

Delayed release
Enteric film coating dissolves

Extended release
Polymer matrix core contains
5-ASA, releasing drug over a
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Side Effect Profile of Sulfasalazine

e Sulfa Moiety
Intolerance
(common):

* Nausea, dyspepsia,
fever, and headaches

* Folate deficiency

* Reversible azospermia

» Toxic or Allergic
Reactions (rare):

Hypersensitivity
reactions (rash, lupus-
like syndrome)

Nephrotoxicity
Hemolytic anemia

Bone marrow
suppression

Hepatitis, pancreatitis,
pneumonitis




Mild-to-Moderate Ulcerative Colitis:
Treatment with Oral Mesalamine

80

! Mesalamine
Placebo
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Sninsky CA, et al. Ann Intern Med. 1991;115:350-355.
Schroeder KW, et al. NEJM. 1987;317:1625-1629.
Hanauer SB, et al. Am J Gastroenterol. 2005;100:2478-2485.




Treatment of Distal Ulcerative Colitis: Oral,
opical, and Combined Mesalamine
Therapy

I Oral (2.4 g/day)
Rectal (4 g/day)
B Combined
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Statistically significant remission achieved in rectal bleeding only

*P<0.002 versus oral alone, P=0.04 versus topical alone
Safdi M, et al. Am J Gastroenterol. 1997;92:1867-1871.




U.S. Approval of Newest 5-ASA Agents

e Lialda®
— January, 2007
— Induction
— 1.2g pills, 2/day, $278.40/month
e Apriso®
— November, 2008
— Maintenance
— 375mg pills, 4/day, $198.00/month
e Asacol-HD®
— March, 2009
— Treatment of moderately active disease
— 800mg pills, 3/day, $282.60/month




Case 2

A 36-year-old man is admitted

to the hospital after having >10
bloody bowel movements daily
for 2 weeks

He has a history of pan-
ulcerative colitis for 12 years
and is followed on a

maintenance regimen of 5-
ASA (2.4 g/day)

As an outpatient, stool cultures
were negative, and physical
examination showed no
distention and normal bowel
sounds

Prednisone 40 mg was started,
but the patient became
progressively worse over the
next 5 days with cramping,
abdominal pain, and more than
15 bloody bowel movements
daily
At admission:

* Pulse was 110 bpm

« Abdomen was soft, not
distended, and had normal
bowel sounds

Hemoglobin was 9.7 g/dL

KUB showed edematous
haustrae, but no dilated bowel

Intravenous steroids were
started




Cyclosporine in Severe Ulcerative
Colitis

RCT in which cyclosporine (4
mg/kg) or placebo was
administered to 20 patients
with severe ulcerative colitis
whose condition had not
Improved after 3 7 days of
Intravenous corticosteroids

Response to therapy was
defined as an improvement in
symptoms leading to discharge
from the hospital and treatment
with oral medications
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Cyclosporine Placebo
(N=11) (N=9)

Lichtiger S, et al. NEJM. 1994;330:1841-1845.




Infliximab as Rescue Therapy In
Ulcerative Colitis

e RCT of infliximab or 80 -
placebo in severe to
moderately severe
ulcerative colitis not
responding to
conventional treatment.
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Infliximab  Placebo
(N=24) (N=21)

Jarnerot G, et al. Gastroenterology. 2005;128:1805-1811.




Case 3

18-year-old female complains of RLQ pain, diarrhea (3-4
loose bowel movements daily without blood), and a 10-Ib
weight loss over 6 months. She now weighs 102 Ibs

Physical examination reveals tenderness in the RLQ with
an ill-defined mass

Small bowel x-ray reveals “string sign” in the terminal
lleum for 15 cm and separation of bowel loops

Complete blood count and CMP are normal




Oral Corticosteroids in IBD

One-year Outcomes among

_ Patients with Complete
Immediate Response Remission

No
Response
16%

Complete
Remission Steroid
54% Dependence

Prolonged 22%
Remission

49%

Corticosteroids are not effective for maintenance
» Potential for steroid dependency
* If used for induction, develop an exit strategy

Faubion WA Jr., et al. Gastroenterol. 2001;121:255-260.




Steroid Side Effects

Diabetes
Moon face 47% requiring
iInsulin

Relative Risk
2.23

Acnhe 30% Osteonecrosis 5%

Infection 27% Osteoporosis ~40%

Ecchymosis 17% Myopathy 7%

Hypertension 15% Cataracts 2204

Hirsutism 7% Psychosis 3-5%

Striae 6%

Singleton JW, et al. Gastroenterology. 1979;77:870-882




Bone Loss with Chronic Steroid
Therapy

Prednisone 2 7.5 mg/day causes significant
trabecular bone loss

Most rapid bone loss occurs in first few
weeks of steroid therapy

Bone loss continues thereafter at 2- to 3-times
normal rate

Osteoporotic fractures occur in 30-50% of
steroid-treated patients

Lukert BP, Raisz LG. Ann Intern Med. 1990;112:352-364.
Valentine JF, Sninsky CA. Am J Gastroenterol. 1999;94:878-883.
Adachi JD, Rostom A. Inflamm Bowel Dis. 1999:5:200-211.




Steroid Side Effects




Sugar core







Budesonide versus 5-ASA as Initial
Therapy in Crohn’s Disease



Case 4



Azathioprine and 6-Mercaptopurine



Azathioprine 6-Mercaptopurine HPRT Thiainesinie GMPS 6-Thioguanine

acid




Methotrexate (MTX) In Active
Crohn’s Disease









Clinical Response and Remission In
Infliximab-treated Patients






Treatment of Fistulas in Crohn’s
Disease with Infliximab



Infliximalb Complications



Anil-TNF Engineered Anitloodies
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Choosing Among the Anti-TNF Agents

Admin Reactions Crosses Cost Antibody
Istrati placenta availabili
on ty

Infliximab

Adalimumab

Certolizumab
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Reassess for inflammatory signs
and symptoms
(eg, CRP, colonoscopy, radiology)

Activity No disease activity
(eq, inflammation) (eq, stricture, short bowel, IBS)
surgery;,

Antibodies to infliximab :
symptomatic treatment




Antibodies

to infliximab
(+) () ()
No infliximab Infliximab present

Reduce infusion
interval or increase Natalizumab
dose (10 mg/kg)

Alternative anti-TNF
Adalimumab
Certolizumab




Clinical Utility of Infliximab Levels &
Antibodies

e HACAS (23%)
e Low Infliximab (44%)

* Therapeutic infliximab (33%)






n=18 n=134
n=53 n=38







Natalizumab Approvals



Conclusions



Question #1



Answer #1

C) Cigarette smoking



Question #2



Answer #2

D) Primary sclerosing cholangitis



Question #3



Answer #3

— D. Epithelial granulomas



Question #4



Answer #4

— E. Most patients with IBD have a first-degree
relative with IBD



Question #5



Answer #5

— C. Acetylsalicylic acid



Question #6



Answer #6

— C. 5-ASA 49 daily & 5-ASA enemas daily



Question #7



Answer #/

— D. Surgery



Question #8



Answer #8

— D. Budesonide 9mg daily



Question #9



Question #9

— D. Be admonished for not taking her 6-MP



Question #10



Answer #10

— F. All of the above



