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Medical Management of IBD

¸The Basics
ÉDisease activity ?

ÉExtend of disease?

ÉTreatment is safe?

¸The Specifics
ÉWhat drugs do we use?

ÉHow effective are they?

ÉWhat are the limitations and side effects?

¸The Alternatives
ÉAre there non-drug treatments?



Classification of Disease



Ulcerative Colitis Disease Activity 
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Medical management of IBD.





Drug therapy for Crohnôsdisease - 2008

First line therapy

5-ASA

balsalazide

budesonide

antibiotics

(metronidazole,

Cipro, rifaximin, 

amoxicillin,

minocycline,

tetracycline)

Immunomodulators/

Second line therapy

corticosteroids

budesonide

azathioprine/6-MP

methotrexate

Biologic Therapy

infliximab

adalimumab

certolizumab pegol

natalizumab

Investigational

Immunomodulators

mycophenolate mofetil

leflunamide

FK 506

thioguanine

stem cell transplant

Biologics - in development

mesenchymal stem cells

abatacept

thalidomide

anti IL-12 (ABT-874)

Trichuris suis

probiotic therapy

visilizumab (anti-CD3)

Adacolumn (leukocytopharesis)

golimumab

fontalizumab

Nutritional therapy

elemental diet

TPN



5- ASA Delivery Systems

Stomach Jejunum Ileum Colon

Sulfasalazine  
pro-drug; azo 

bond of 5-ASA +
sulfapyridine

Dipentum®

(olsalazine)
pro-drug; azo 

bond of 2 5-ASAs

Asacol® (mesalamine) 
Delayed-Release Tablets

coated to release at pH²7
Lialda(MMX)

ColazalΊ

(balsalazide)
pro-drug; diazo 
bond of 5-ASA
+ 4ABA carrier

Pentasa®(mesalamine) Controlled-Release Capsules
coated to release over time



5- ASA in UC

ÁTopical  5-ASA is effective in treatment of left sided UC

ÁCombination of oral and topical therapy is more 
effective than single therapy in left sided colitis

ÁThe optimal induction dose is not established (higher 
dose is better than lower dose ɀ4.8 vs2.4 of Asacol)

Á It is not clear whether switching formulation improves 
response rate 

ÁEffective in inducing remission (mild-moderate) 
OR:0.39  vs placebo



5- ASA in UC

ÁEffective in maintaining remission

ÁAll formulation are equally effective
? Azulfidine more effective (OR:1.29)
? Colazalfor left sided UC

ÁMay decrease the risk of colon cancer (OR:0.25 [0.13-0.48])

Á I n patients with ulcerative proctitis ; maintenance therapy 
is not recommended in patients with a first episode that 
has responded promptly to treatment

HanauerS. Gastroenterology 2004;126:1582
Carter MJ. Gut 2004 (supplv) v1-v16



5- ASA for #ÒÏÈÎƦÓ; 
Questions to be Answered

ÁShould we use 5-ASA products in active  CD?

Á Yes, sometimes

ÁShould we use 5-ASA products for inactive CD?   
Yes, sometimes

ÁShould we use 5-ASA products in #ÒÏÈÎȭÓpatients 
and colonic involvements?

Á Yes, always to try



5- ASA in #ÒÏÈÎƦÓ

ÁHigh dose mesalamine (Pentasa) has modest effects in 
active CD (therapeutic effects of 20%)

ÁHigh dose mesalaminehas modest effects in maintenance 
of remission in CD

Á 5-ASA does not appear to have steroid sparing effects

CammaGastroenterology 1997;113:146

Carter, MJ. Gut 2004 (supplv)



5- ASA in IBD  Therapeutic Failure

Á Incorrect indication

ĞDisease severity

ĞIncorrect diagnosis

Á Incorrect dose; inappropriate formulation

ÁCompliance

ÁSide-effects

ĞDiarrhea

ĞAllergic colitis 

Kane, S. AM. J. Med 2003;114:39



5- ASA in IBD Side Effects

ÁHeadache

ÁHair loss

ÁGI upset

ÁDiarrhea

ÁSkin rash

ÁFever

Ápancreatitis

ÁAlveolitis

ÁBone marrow 
suppression

ÁHepatitis

ÁInterstitial 
nephritis/salt-loosing 
nephritis 



Steroid in IBD

ÁProvide rapid symptomatic relief

ÁHighly effective for the induction of remission in 
patients  with active disease of UC and CD

Á Short-term response rates (12ɀ16 weeks) range 
from 70ɀ90%

Not  recommended in maintenance of remission
Gastroenterology1984; 86(2): 249ɀ66.





Budesonide in CD  

ÁBudesonidereleases in the distal ileum and 
right colon and thus cannot be used in patients 
with CD involving the left colon

ÁBudesonide9 mg q.d. is more effective than 
Pentasa 4 g q.d. for inducing remission

ÁBudesonide 9 mg q.d. Is slightly less effective 
than prednisolone40 mg q.d. but causes 
substantially fewer corticosteroid side effects









Steroid refractory

ÁSteroid-responsive disease 

ÁSteroid-dependent disease 

ÁSteroid-refractory disease: 

1-Are symptoms caused by ulcerative colitis or 
concomitant IBS?

2-Could the patient have Crohn'sdisease?

3-Could dietary factors such as lactose intolerance be 
contributing to symptoms?

4-Are conventional drugs (such as oral or topical 5-ASA 
agents) being used appropriately in maximal doses?

5-Are patients compliant with medications?

6-Is there a superimposed bacterial (eg, Clostridium 
difficile) or viral (eg, cytomegalovirus (CMV)) infection? 



ÁOnly 15 to 20% of patients with UC will ever 
experience an attack of fulminant colitis

ÁPatients with pancolitis appear to be 
predisposed to severe flares

ÁIf patients fail 3 to 5d of IV corticosteroids, 
they should be considered for any of three 
options:

-IV cyclosporine (2 mg/kg for 7 d)

-Infliximab (5 mg/kg к, 0-2-6 wk) 

-or total colectomy



ÁBetween 65 and 85% of patients will initially 
respond to cyclosporine and avoid colectomy
on the short term

ÁTherefore, patients not responding to these 
agents within 5-7 d should be considered for 
colectomy

ÁResponders should be closely monitored for 
infections



CMV colitis :
Á Prevalence of CMV infection in patients hospitalized for IBD 

at  0.5ɀ3.4%

Á CMV sero-status be determined before starting systemic 
steroids in patients with severe UC

Á Only those seropositivepatients who are steroid refractory 
would need biopsies to look for CMV

Á Sero-prevalence increases with increasing age

Á Most CMV infection in immunocompetent individuals is 
likely asymptomatic

Dig DisSci; 29 january 2010



Diagnostic tests for CMV include:

Á Detection of the antigen in the blood (pp65 antigenemia
assay)

ÁDetection of CMV-DNA by PCR in blood can quantify 
viral load

ÁGI disease is diagnosed by detection of CMV in biopsy

Á IHC can increase the yield in biopsies to 93%



¸ Drugs include:
É Azathioprine

É 6-mercaptopurine

É Methotrexate

¸ Interfere with inflammatory pathway

¸ Effective
É Up to 75% of patients brought into remission

¸ Slow
É Optimal effect often not seen until after 12 weeks of treatment

¸ Need close monitoring for toxicity

¸ Safety
É Methotrexate not to be used in pregnancy

Immunosupressants in IBD






