BIN Pharmacotherapeutics

Az R} X|Bke] OFRA|R

oo O O
Medical Treatment of Inflammatory Bowel Disease

EEREE:
a3t Lzt

O

Jong—Beom Park, MD - Hyo—Jong Kim, MD
Department of Internal Medicine, Kyung Hee University College of Medicine

E—mail : parkjp@khu.ac.r.kr - hikim@khmc.or.kr

J Korean Med Assoc 2006; 49(12): 1164 - 1174
Abstract

Icerative colitis (UC) and Crohn's disease (CD), the primary constituents of inflammatory bowel disease (IBD), are precipitat
U ed by a complex interaction of environmental, genetic, and immunoregulatory factors. A growing body of data implicates a
dysfunctional mucosal immune response to commensal bacteria in the pathogenesis of IBD, especially CD. Medical manage-
ment of IBD includes two treatment strategies: induction and maintenance of remission. 5— Aminosalycilates are mostly used for
mild active IBD and for maintenance treatment of UC. Glucocorticoids remain, despite their frequent (and occasionally severe)
side effects, as the mainstay for induction of remission in moderate to severe active IBD, both UC and CD. However, these
agents, although beneficial for many patients with IBD, are not effective for the majority of patients over the long term.
Immunomodulators including azathioprine(AZA), 6 — mercaptopurine(6 — MP), or methotrexate are effective in the treatment of CD
or UC. Cyclosporine and infliximab have emerged as the main, rapid—acting, alternatives in steroid—refractory UC and CD,
respectively. In addition, infliximb was approved recently in the treatment of UC. The large number of new agents presents a
bewildering challenge to practitioners anticipating their use in the clinic. Unfortunately, in spite of recent remarkable advances in
medical therapy of IBD, there have been no any curative therapeutic agents for IBD up to now. Therefore, the treatment is should
be individualized according to the severity of the disease and clinical course of the patients with IBD. And, it is also very important

to prescribe the therapeutic agents correctly and appropriately for the patients with IBD.
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Table 1. Main factors influencing therapeutic decisions in ac-
tive IBD

Ulcerative colitis

Disease activity (mild, moderate, severe)

Disease extent (distal vs. extensive)

Lack of response to other drugs in the same flare — up
Drug intolerance and/or contraindications

Time from diagnosis

Crohn's disease

Pattern of disease behaviour (penetrating, stenosing, inflammatory)
Disease activity (mild, moderate, severe)

Disease location (ileal, colonic, ileocolonic)

Patient's age

Lack of response to other drugs in the same flare — up

Drug intolerance and/or contraindications
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Table 2. Oral 5—aminosalicylate formulations

Generic name Proprietary name Formulation Sites of delivery Unit strength
Mesalazine Asacol Eudragit —S coated tablets Terminal ileum, colon ~ 400mg
(release at pH >7.0)
Mesalazine Salofalk, Mesasal, Eudragit —L coated tablets Distal ileum, colon 250mg, 500mg
Claversal (release at pH >6.0)
Mesalazine Pentasa Ethylcellulose —coated Duodenum, jejunum,  250mg and
microgranules available as ileum, colon 500mg tablets,
a tablet, capsule, or sachet 1,000mg sachets
Olsalazine Dipentum 5—ASA dimer linked by azo —bond, Colon 250mg
available as a gelatin capsule
Sulfasalazine Salazopyrin, 5—ASA linked to sulfapyridine by Colon 500mg
Azulfidine azo —bond, available as a tablet (200mg 5—-ASA)
Balsalazide Colazide, Colazal 5—ASA linked to 4 —aminobenzoyl — Colon 750mg
B—alaine (4 —ABA) by azo —bond, (262mg 5—-ASA)

available as a capsule
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Infliximab indicated

A\ 4
«» Exclude enteric pathogen
» Exclude abscess, stricture
» Exclude latent/active tuberculosis

(Start 6=-MP/AZA or MTX) Observe up to
A\ 4 Response
Infliximab 5mg/kg wks 0, 2, 6 > 8 whs
nfliximab 5mg/kg wks 0, 2,
«» Consider steroid pre— reatment ¥ * N
«» Consider acetaminophen Recurrent sx Recurrent sx Recurrent sx
diphenhydramine pre—treatment <4wks >4 ~<8wks >8wks

i Inadequate response /

¥

Infliximab 10mg/kg |

Maintain infliximab

5mg/kg q 4~8wks
Inadequate response
v Inadequate 4
Surgery or | response Escalate dose or Maintain infliximab
investigational treatment - shorten interval Loss of 5mg/kg q 8wks
response

Figure 1. Infliximab treatment algorithm for Crohn’s disease
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Table 3. Biological compounds in development for infllmmatory bowel disease

Compound name  Molecular structure Eff:cacy in Crohn’s Effi.c:jrcy in ulcerative Development phase
disease colitis
Infliximab chimeric, anti— TNF efficacious in PCT, efficacious in PCT, marketed
1gG1 monoclonal Ab marketed luminal and marketed
fistulizing CD
CDP-870 Fab fragment, efficacious in patients with  no data phase Il
peginylated high CRP(PCT)
Adalimumab human, anti — TNF, efficacious in PCT no data phase Il
IgG1 monoclonal Ab
Natalizumab humanized mouse no data efficacious in open — development halted
anti-human a4 — integrin label trial for safety reasons
monoclonal Ab
LDP-02(MLN—-02) humanized mouse anti- no data efficacious in PCT development halted
human o447 — integrin
monoclonal Ab
ISIS 2303 antisense oligonucleotide  failed PCTs efficacious as topical phase II/lll trials in
to ICAM — 1 mRNA agent in PCT for left- ulcerative colitis
sided UC ongoing with enemas
Daclizumab humanized anti — CD25 no data efficacious in open-label  development in UC
1gG1 monoclonal Ab trial, negative PCT stopped
Basiliximab humanized anti — CD25 no data efficacious in open —
1gG1 monoclonal Ab label trial
ABT-874 human anti—IL—-12/IL—-23 efficacious in PCT no data
1gG1 monoclonal Ab
Fontolizumab humanized anti — IFNy efficacious in patients no data phase Il
IgG1 monoclonal Ab with elevated CRP
(PCT)
Visilizumab humanized anti — CD3 efficacious in phase no data phase Il dose —finding
1gG2 monoclonal Ab I/l open — label trial study ongoing
MRA humanized anti—IL -6 efficacious in phase Il no data
receptor Ab PCT
Sargramostim recombinant human possible efficacy in no data
granulocyte —macrophage  PCT

colony — stimulating factor

PCT : Placebo — controlled trial
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