Protocol of the study

Recent Advances in Inflammatory
Bowel Disease

An Essay
Submitted for partial fulfillment of
Master Degree in Tropical Medicine
By
Ahmed Ragab Sagheer
(M.B.B.ch)
Faculty of Medicine
El Menia University

Supervised by
Prof. Ahmed Noaman Haseeb
Professor of Tropical Medicine
Faculty of Medicine
Ain Shams University

Dr. Mohammed Omar khalifa
Lecturer of Tropical Medicine
Faculty of Medicine
Ain Shams University

Faculty of Medicine

Ain Shams University
2008

eV elaa¥) (a ye 8 Cuaal) aniill



Protocol of the study

o4 Ranpa Kllay
Sk gt ains saal [ apglall
stald) 4a 3 Jdo Jgaall Ak g
Wiaa g 5 _jlall dhu.d\‘,\h‘_"é

db_ai\ﬁaﬁ

Aada gidl) (al ey U]
e (e Aaala — bl 408

logly g4l masa | ygim
e (e Anala — bl 408
uach (8 daala - bal) A4l
2008

Introduction

Inflammatory bowel diseases (IBD) are a public health problem
in developed countries as 1 per 1000 people suffers from these
diseases. Most of affected people are young adults. The incidence of
IBD has increased considerably in western countries since the Second

World War and it is beginning to level off. On the other hand,
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incidence is still rising in low incidence areas such as Eastern Europe,
Asia and developing countries. Differences in incidence across age,
time, and geographic areas suggest that environmental factors are
acting in IBD but so far cigarette smoking and appendectomy are the
only risk factors which have been consistently demonstrated (Vernier

et al., 2005).

Theories and evidence for pathogenetic mechanisms are too
complex to be considered in this document. The broad areas examined
are epidemiology, the gut/environmental interface, the inflammatory

process, and genetics of each disease (Ardizzone and Porro, 2002).

Recent advances in understanding the genetics of IBD and the
immunology of host-microbial interaction are opening new strategies
for treatments that target host susceptibility, candidate microbial
pathogens, and intestinal ecology (Braun and Wei, 2007).

Molecular and immunologic mechanisms underlying
inflammation in inflammatory bowel disease (IBD) are largely
unknown. Recent studies have helped better characterize genetic and
environmental factors associated with colitis. Discoveries of genetic
variants have confirmed that IBD is a bacteria and cytokine-driven
pathologic immune response. Data have demonstrated that certain T
cell subsets are important in executing the inflammatory cascade.
Biologic agents that block inflammatory cytokines (anti-TNFalpha
antibodies) have been used successfully to treat IBD (Ince and Elliott,
2007).
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Treatment must begin with accurate diagnosis. The diagnosis of
inflammatory bowel disease depends on the aggregate constellation of
the clinical history, physical findings, and endoscopic, radiologic, and
histologic features, as well as the results of routine laboratory tests.
Typically, these features permit a firm diagnosis of inflammatory
bowel disease and distinction between ulcerative colitis and Crohn's
disease. However, in as many as 10 percent of patients with
inflammatory bowel disease that is limited to the colon, it may not be
possible to distinguish ulcerative colitis from Crohn's disease, at least
initially; thus, these patients are considered to have indeterminate

colitis (Peeters et al., 2001).

Recent advances in the understanding of the pathophysiological
conditions of IBD have provided new immune system modulators as
therapeutic tools. Cytapheresis has demonstrated effectiveness against
UC and has practical use in Japan. Immunosuppressive agents
including cyclosporin A and tacrolimus (FK506) have expanded the
choice of medical therapies available for certain subgroups of patients.
Furthermore, biological therapies have begun to assume a prominent

role (Toshifumi et al., 2003).
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Aim of the work,

The aim of this work is to highlight the most recent

advances in inflammatory bowel disease.



Protocol of the study

2agll ga spnall

U e b il da g Ziaal e 58 Jead) 138 e gl o)
el slaal)



Protocol of the study

List of Contents

Chapter 3: Pathophysiology Of Inflammatory Bowel Disease:..
Chapter 4: Clinical Features, Course, And laboratory Findings

Chapter 12: Drug Therapy Of Inflammatory Bowel Disease:...
Chapter 13: Surgical Therapy Of Inflammatory Bowel

Page



Protocol of the study

Chapter 14: Endoscopic Therapy Of Inflammatory Bowel



Protocol of the study

References

Ardizzone S, Porro GB. Inflammatory bowel disease: new
insights into pathogenesis and treatment. J Intern Med
2002;252:475-96

Braun J, Wei B. Body traffic: ecology, genetics, and immunity
in inflammatory bowel disease. Annu Rev Pathol, 2007; 2:401-
29

Ince MN, Elliott DE. Immunologic and molecular mechanisms
in inflammatory bowel disease. Surg Clin North Am. 2007
Jun;87(3):681-96

Peeters M, Joossens S, Vermeire S, Vlietinck R, Bossuyt X,
Rutgeerts P. Diagnostic value of anti-Saccharomyces cerevisiae
and antineutrophil cytoplasmic autoantibodies in inflammatory
bowel disease. Am J Gastroenterol 2001; 96:730-734.
Toshifumi Hibi; Nagamu Inoue; Haruhiko Ogata ; Makoto
Naganuma; Introduction and overview: recent advances in the
immunotherapy of inflammatory bowel disease. Journal of
gastroenterology 2003, vol. 38, pp. 36-42, SUP15

Vernier G, Cortot A, Gower-Rousseau C, Salomez JL,
Colombel JF Epidemiology and risk factors of inflammatory
bowel diseases Rev Prat. 2005 May 15; 55(9):949-61.


http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Braun%20J%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Wei%20B%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Ince%20MN%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Elliott%20DE%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Vernier%20G%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Cortot%20A%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Gower-Rousseau%20C%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Salomez%20JL%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Colombel%20JF%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus

Introduction and aim of the work

@troducti@

Inflammatory bowel diseases (IBD) are a public health

problem in developed countries as 1 per 1000 people suffers
from these diseases. Most of affected people are young adults.
The incidence of IBD has increased considerably in western
countries since the Second World War and it is beginning to level
off. On the other hand, incidence is still rising in low incidence
areas such as Eastern Europe, Asia and developing countries.
Differences in incidence across age, time, and geographic areas
suggest that environmental factors are acting in IBD but so far
cigarette smoking and appendectomy are the only risk factors
which have been consistently demonstrated (Vernier et al.,
2005).

Recent advances in understanding the genetics of IBD and
the immunology of host-microbial interaction are opening new
strategies for treatments that target host susceptibility, candidate
microbial pathogens, and intestinal ecology (Braun and Wei,
2007).

Molecular and immunologic mechanisms underlying
inflammation in inflammatory bowel disease (IBD) are largely
unknown. Recent studies have helped better characterize genetic

and environmental factors associated with colitis. Discoveries of
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genetic variants have confirmed that IBD is a bacteria and
cytokine-driven pathologic immune response. Data have
demonstrated that certain T cell subsets are important in
executing the inflammatory cascade. Biologic agents that block
inflammatory cytokines (anti-TNFalpha antibodies) have been
used successfully to treat IBD (Ince and Elliott, 2007).

Treatment must begin with accurate diagnosis. The
diagnosis of inflammatory bowel disease depends on the
aggregate constellation of the clinical history, physical findings,
and endoscopic, radiologic, and histologic features, as well as the
results of routine laboratory tests. Typically, these features
permit a firm diagnosis of inflammatory bowel disease and
distinction between ulcerative colitis and Crohn's disease.
However, in as many as 10 percent of patients with inflammatory
bowel disease that is limited to the colon, it may not be possible
to distinguish ulcerative colitis from Crohn's disease, at least
initially; thus, these patients are considered to have indeterminate
colitis (Peeters et al., 2001).

Recent advances in the wunderstanding of the
pathophysiological conditions of IBD have provided new
immune system modulators as therapeutic tools. Cytapheresis has
demonstrated effectiveness against UC and has practical use in

Japan. Immunosuppressive agents including cyclosporin A and
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tacrolimus (FK506) have expanded the choice of medical
therapies available for certain subgroups of patients.
Furthermore, biological therapies have begun to assume a

prominent role (Toshifumi et al., 2003).

Aim of the work

The aim of this work is to highlight the most recent

advances in inflammatory bowel disease
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