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  36-year old female with intermittent bloody diarrhea

• 36 y/o female

• Intermittent bloody diarrhea since 6 m ago

• 3-4 loose bloody stool

• Intermittent tenesmus

• Abdominal cramp

• No nocturnal ss
 



  What is the next step?

• CBC ?

• ESR ?

• CRP ?

• S/E, OB, OVA ?

• Stool Calprotectin ?

• Colonoscopy, TI evaluation

• Rectosigmoidoscopy
 



  What is the next step?

• CBC: Hb: 13.5,  PLT: 469000,  WBC: 9800

• ESR: 31

• CRP: 12

• S/E, OB, OVA : WBC: many       RBC: many          OVA: -         OB:

+++

• Stool Calprotectin: 870
 



  What is the next step?

• Colonoscopy, TI evaluation or Rectosigmoidoscopy  ?

 

• Risks of colon preparation with PEG ?

 
 



  Colonoscopy, TI evaluation, Biopsy

• Colonoscopy: loss of vascular pattern, friability in rectum, sigmoid, left

and transverse colon. Normal right and TI.

• Patho: CCDC, Active phase, CMV -



  Correct diagnosis?

• Differential diagnosis by history?

• Differential diagnosis by colonoscopy?

• Differential diagnosis by histology?

• Differential diagnosis by lab?



Which one of these tests would you
recommend or not recommend in this
stage?
•MR enterography
•S/E for WBC
•S/E for infections
•PANCA,CANCA
•Upper GI endoscopy



 

• If terminal ileum is normal, further evaluation of  stomach
and small bowel by upper endoscopy and cross-sectional
imaging is not needed

 
 
•  Unless other symptoms or findings suggest proximal GI

involvement or diagnosis of Crohn’s rather than UC



 

•  stool testing to rule out Clostridioides difficile (C. diff) in
patients suspected of having UC

 
• Not recommend serologic antibody testing to establish or

rule out a diagnosis of UC
 
• Not recommend serologic antibody testing to determine the

prognosis of UC



EGD

•Routine upper endoscopic is not required in adults with
new diagnosis of UC

 
 
•Should be restricted to those with symptoms of upper

gastrointestinal disease



 

• Demonstration of fecal leukocytes alone is not sufficiently
sensitive, nor specific for diagnosis or assessment of
 activity of UC.



 

• After excluding active infection in this patient, How would
you manage this patient?

 
• What is your treatment plan?



  What to do at the initial step?

• Correct diagnosis

• Activity assessment

• Phenotyping

• prognostication

• Setting therapeutic goal

• Choice of initial therapy

• Patient education and engagement





 



 



Schroeder KW et al. N Engl J Med
1987

   The Mayo endoscopic subscore
    
Findings of flexible proctosigmoidoscopy
   
0 = Normal or inactive disease
   
1 = Mild disease (erythema, decreased vascular
pattern, mild friability)
     
2 = Moderate disease (marked erythema, absent
vascular pattern, friability, erosions)
     
3 = Severe disease (spontaneous bleeding, ulceration)



What is the severity of this case?

What is difference between severity &activity

 
 



 



 



 

 



 





  Therapeutic target:

• Clinical remission ?

• Endoscopic remission ?

• Mucosal healing ?



  Therapeutic target:
Clinical remission       &    Endoscopic remission



 





What groups of below drugs is your
first choice?
•5-Aminosalicylic acids
•Glucocorticoids
• Immunomodulators
•Biologics



 

•Do you prefer to choose oral, rectal or
both in treatment of our patients?







Combination: 5-ASA oral + enema superior
 
   in maintenance of Left-sided UC
 
       72 patients with UC (greater than proctitis) in remission  x 1 month,
           at least 2 relapses in past year

Double-
blind
 
 randomized

   5-ASA oral (1.6 g/d)
               +
5-ASA enemas (4 g/d)
   
                   12 months
   
       Relapse rate 39%
           ( p <0.05)

   5-ASA oral (1.6 g/d)
               +
           placebo enemas
   
12 months
    
       Relapse rate 72%

D’Albasio et al. Am J Gastroenterol 1997;92:1143-7.
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What kind of rectal 5-ASA is better?
 
•Suppository
•Foam
•Enema
•Both of above forms







  Enema or Supp?

Supp:
   When?
   How?
 
 
Enema:
   When?
   How?



  Enema or Supp?



  Enema or Supp?



  Topical Steroid?



  Topical Steroid?



  Pancolitis?
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Little Evidence of  5-ASA Dose Response
 
   in Active UC Beyond 2.4 g/Day
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Placebo

pH-Released Multimatrix Mesalamine Studies

Lichtenstein GR, et al. Clin Gastroenterol Hepatol. 2007;
5:95–102.

Kamm MA, et al. Gastroenterology. 2007;132:66–75.
    
   16

   1.2g bid                        4.8g qd                       Placebo
* P = 0.001;   † P <0.01; both comparisons vs placebo. P ≤0.01 for all comparisons vs placebo.



Probable  Dose Response >2.4 g/Day in
 
   Moderately Severe Active UC

17

ASCEND 1 1 ASCEND 2 2 ASCEND 3 3

   Patients
           with
       Overall
Improvement*
               (%)

53/9
3

55/7
6

77/130    89/124
251
/383

273
/389

Mesalamine 2.4 g/day
    
   p= 0.0384

   Mesalamine 4.8 g/day
    
p= 0.036

1 HanauerSB et al. Can J Gastroenterol 2007;21:827-834. 2) Hanauer SB et al. Am J Gastrenterol 2005;100:2478-2485.
3) Sandborn WJ et al. Gastroenterology 2009;137(6):1934-43..



Which  dose of 5-ASA do you recommend?

 
•Low dose
•Standard dose
•High dose





Which is more effective and better?

 
 
•Single daily dose or divided dose of 5-ASA.
 





  Patient questions?

• Are there any difference between Sulfasalazine /Pentasa/Asacol/Mesalazine?

 

• Disposal of complete Asacol tablets

 

 

 
 
 
 
 



8

   Delzicol ®
Asacol-HD
®

       Lialda
®

Azulfidine ®

Dipentum ®

Colazal ® ;
Giazo ®
                   
   Rowasa ®

5-ASA Release Sites:
       Pentasa ®          Apriso ®

   
   Stomach
    
   Small
   Intestine
    
   Large
   Intestine

Mechanisms
   of Release
:

Moisture    pH >
6;
Moisture

   pH > 7;
Moisture*

       Canasa ®

   Azo-bond (orals)
Directly applied (topicals)

* Lialda utilizes
both.

Sources: FDA package inserts / company websites.





  Patient questions?

• Are there any concerns about infertility by Sulfasalazine/Mesalazine?

 

 

 
 
 
 
 



  At FU:

• After 8 w, she has 2-3 semiformed non-bloody stool without any
nocturnal ss.

 
• WBC: 9700
• Hb: 14
• Plt: 332000
• ESR: 20
• CRP: 6



  What is your next plan:

1. Keep Mesalamine 4 gr/d, stop Enema and Supp

2. Reduce Mesalamine 2 gr/d, stop Enema and supp

3. Reduce Mesalamine 1 gr/d, stop Enema and supp

4. Keep Mesalamine 4 gr/d, Enema qd and Supp qd till endoscopic

evaluation at 3-6 m

5. Keep Mesalamine 4 gr/d, Enema qd and Supp qd till calprotectin test

at 3-6 m
 
 



  What is your next plan:



  What is your next plan:



  Patient education?

• Control versus Cure

• Lifelong therapy

• Marriage

• Pregnancy

• Times between Colonoscopy

• Cost



  Summary of tips about 5-ASA:



 



 

•You prescribe rectal enema in combination with 2.5
gr meselamin for her.

 
•When you evaluate treatment response?



 

•It is appropriate to evaluate tx response after 6
weeks.



 

• After 6 weeks you patient still have occasional abdominal
pain and trace rectorrhagia

Which of these should be considered:
 

A. Increasing 5-ASA dose
B. Changing  5 ASA brand
C. Evaluating adherence
D. Evaluating other medication use



 





What is your decision in this step?

A. Increasing 5ASA dose
B. Anti TNF
C. Oral prednisolone
D. Azaram
E. budesonide



 



Budesonide in UC

• 90% first pass effect in liver
• Low systemic effect
• High topical anti inflammatory activity
• Generally fast acting drug(clinical response in7-10 days)
 



 

Oral formulation:
 

➢ Ileal release (both may be used in crohn )
➢PH and time dependent release
➢PH dependent release
 

➢Colonic release (Disolced in
PH>7,multimatrix,used in UC)

➢Rectal formulation
 



Which consideration is required
•Patient with cirrhosis
•Drug interaction(CYP3A inhibitor,ketoconazole,..)
•Grapefruit juice



Dosage recommendation
•Generally begin 9mg daily for 6-10 weeks.
• If symptoms improvd,reduce to 9mg every other day for 2

weeks
•Total :8-12 weeks
 
• If not responding in 10 weeks,change the drug
•Limit budesonide to a single course



 

• Limited effect on BMD
• Even better preservation of BMD in corton naïve
• Low risk in pregnancy
• Compatible with breast feeding



Thank you!!


