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Abstract 

Aim: To compare the association of Upper g.i bleed in patients with chron’s disease on Budesonide and 

SSRI therapy.  

Methods: Total 30 patients of chrons disease were included for the study. Patients of both sexes with age 

group between 18-40 yrs were included. Patients were divided into two groups. Group I received 

Budesonide 9mg OD. Group II received SSRI in the dose of 40 mg/day. All patients were cases of chron’s 

disease. Budesonide 9mg OD were given to patients for remission of chron’s disease and SSRIs are given to 

patients of chron’s disease associated with depression. Both the drugs were given on daily basis for 6 

months. 

Result: All 30 patients included in the study were assessed for the presence of upper g.i bleed by G.I 

endoscopic and non-endoscopic parameters. The no of patients showing presence of upper g.i bleed is more 

in Group A in comparision to Group B. 

Conclusion: Acute upper gastrointenstinal haemorrhage is a common medical emergency and mortality 

rate remains high as 6-8%.From this study it is concluded that patients of chron’s disease taking 

budesonide have high incidence of upper g.i bleed in comparision to patients with SSRIs. 
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Introduction 

Acute upper gastrointenstinal haemorrhage 

(bleeding proximal to the duodenojejunal flexure) 

is a common medical emergency (170 per 100 000 

adults annually). Although its incidence may be 

declining, the mortality rate of upper 

gastrointenstinal haemorrhage remains high, 

approximately 6-8 %.
(1) 

Depending on the site and 

rate of bleeding a patient may present with 

melaena (black, tarry stool), haematemesis 

(vomiting “coffee-ground “or fresh blood), 

haematochezia (red blood per rectum). The 

bleeding from GIT can present in different ways. 

Haematemesis is defined as vomiting of blood, 

Which is indicative of bleeding from the 

oesophagus, stomach or duodenum. 

Haematemesis includes vomiting of bright red 

blood, which suggests recent and ongoing 

bleeding, and dark material (coffee ground 

emesis), which suggests bleeding that stopped 

some time ago. Maelena is defined as black tarry 

stool and results from degradation of blood to 
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haematin or other hemochromes by intenstinal 

intenstinal bacteria. Melaena signifies bleeding 

that originates from UGI tract, small bowel or 

proximal colonic source. Maelena generally 

occurs when 50-100ml or more blood is delivered 

into GI tract (usually the upper tract), with 

passage of characteristic stool occurring several 

hours after the bleeding event.
(2,3) 

Upper 

gastrointenstinal bleeding has an annual incidence 

of 48 to 160 cases per 100,000 adults,
(4,5,6) 

with a 

mortality rate of 10%-14%.
(7) 

SSRIs (Selective 

serotonin reuptake inhibitors) seem to be 

associated with an increased risk of upper 

gastrointenstinal bleeding (UGIB).
(8,9,10,11)

 

Serotonin (5-HT) is produced by enterochromaffin 

cells in the gastrointenstinal tract, released into the 

plasma and quickly taken up by platelets via the 

plasma membrane serotonin transporter (SERT). 

Following uptake, 5-HT is stored in dense 

granules by the actions of the vesicular 

monoamine transporter (SERT). Following 

uptake,5-HT is stored in dense granules by the 

actions of the vesicular monoamine transporter 

2.
(12,13,14,15) 

Chronic inhibition of SERT through 

selective serotonin reuptake inhibitors (SSRIs) 

leads to dramatically reduced platelet 5-HT 

granule content.
(16,17)

, altering peripheral 5-HT 

homeostasis and potentially modifying multiple 

physiological processes including 

hemostasis.
(18,19) 

In conjuction with depleting 

platelet granule 5-HT levels, one would expect 

that chronic SERT inhibition would increase 

plasma concentrations of 5-HT as suggested by 

the effects of SSRIs in the CNS.
(20,21) 

However 

because 5-HT2AR stimulation by 5-HT alone 

does not lead platelet activation, loss of SERT 

function likely leads to local increase in plasma 5-

HT levels within the portal vein and indirectly 

triggers internalization of the 5-HT2AR.It has 

been demonstrated that 5-HT induces 

internalization of 5-HT2AR  in a β-arrestin-

dependent manner within 30 min of initial 

exposure.
(22,23) 

It has been previously established 

that 5-HT plays a synergistic role with ADP 

activation during platelet aggregation.
(24,25,26,27)

 In 

relation to binding affinity, SSRIs can be divided 

into three groups: SSRIs can be divided into three 

groups: a. SSRIs with high affinity (fluoxetine, 

sertraline, paroxetine) b. SSRIs with intermediate 

affinity (venlafaxine, fluvoxamine) c. SSRIs with 

low affinity (mirtazapine,bupropion). Drugs with 

the highest degree of serotonin reuptake inhibition 

(fluoxetine, paroxetine and sertaline) are 

commonly associated with abnormal bleeding and 

modification of haemostatic marker. The most 

common abnormalities are reduction in platelet 

aggregability and activity, and prolongation of 

bleeding time. Patients with a history of 

coagulation disorders need monitoring in the case 

of prescribing any SSRIs.
(28)

 Inflammatory bowel 

diseases (IBDs), including ulcerative colitis (UC) 

and Chron’s disease (CD), are multifactorial 

disorders comprised of both environmental and 

genetic factors. Even though they are different 

disease entities, UC and CD are grouped under the  

generic term of IBDs given their similar activity/ 

remission stages, chronicity, immunological 

pathophysiology and uncertain etiology.
(29,30,31) 

Various genetic and environmental factors have 

been associated with development of IBDs. 

Polymorphisms in a vast number of genes which 

impair function such as lymphocyte activation, 

autophagy, pathogen sensing, stress response, 

antigen presentation and chemotaxis among others 

have been described.
(32) 

Environmental factors 

such as diet, smoking, vitamine D deficiency and 

infection play key roles in inflammatory 

manifestations and have been described as risk 

factors for IBDs.
(33,34) 

Diagnosis of Chron’s 

disease should be considered in any patient who 

presents with chronic or nocturnal diarrhea, 

abdominal pain, bowel obstruction, weight loss, 

fever or night sweats.
(35) 

Current treatment options 

to diminish inflammation in order to control 

symptoms and keep the patient in a state of 

remission or symptom improvement. 

Glucocorticoids (GCs) are used to achieve but not 

to maintain, remission in patients with moderate 

to severe activity.
(36) 

Remission was assessed 

using the CDAI, which is recommended by the 
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Japanese CD treatment guidelines for the 

objective evaluation of disease activity and 

severity.
(37)

 Glucocorticoids suppress the 

protective functions of prostaglandins via 

inhibition of phospholipase A2 in the arachidonic 

acid pathway by a similar mechanism to that of 

nonsteroidal anti-inflammatory drugs (NSAIDs). 

Glucocorticoid induced ulcers are typically 

gastric, Multiple, have little scar tissue and present 

without induration at the ulcer site. They are 

usually asymptomatic and might not be 

discovered until major complications such as 

hemorrhage or perforation occur. The budesonide 

9mg dose was selected based on results from the 

dose-finding study.
(38) 

Budesonide is a potent 

corticosteroid with poor systemic absorption 

because of a 90 percent first-pass metabolism, 

apparently resulting in fewer side effects and less 

adrenal suppression than prednisone
(39,40)

. 

Budesonide is superior to mesalamine and placebo 

in patients with active Chron’s disease The 

prevalence of depression and anxiety is higher in 

patients with chronic diseases compared to the 

general population.
(41) 

and having a long term 

medical illness is a risk factor for depression.
(42)

 

There is evidence that inflammatory bowel 

disease (IBD),which includes Chron’s disease 

(CD) and ulcerative colitis (UC), is associated 

with higher rates of anxiety and depression 

compared to general population
(43)

 and that 

depression is associated with decreased quality of 

life in IBD patients.
(44)

 

Basing on the above concept the present study has 

been designed to compare the incidence of upper 

g.i bleed in patients of IBD treated with 

corticosteroid and SSRIs. The upper g.i bleed was 

diagnosed by upper g.i endoscopy. For an acute 

upper GI bleeding, risk scores such as the Rockall 

Score and Glasgow Blatchford Score (GBS) have 

been developed and validated.
(45,46)

 

 

Materials and Methods 

30 patients with chron’s disease were included in 

the study. The patients were divided into two 

groups. 

Group A includes 15 patients of chron’s disease 

&were treated with Budesonide 9mg OD. Group 

B includes 15 patients of chrons disease with 

depression & were treated with SSRI 40 mg OD. 

All the patients were observed for 6 months. 

Budesonide and SSRI were given to both group of 

patients in the dose of 9mg and 40mg OD 

respectively for 6 months. Study was conducted in 

the Dept of Gastroenterology Apollo Hospital 

Bhubaneswar. All the patients were initially 

examined clinically, evaluated and were included 

for the study. All the patients were evaluated on 

0,3 & 6 months. 

Exclusion Criteria: Presence of an ileostomy 

pouch or colostomy, presence of total 

gastrectomy, active CD of rectum or anus, 

systemic infection, history of gastrointenstinal 

malignancy and uncontrolled diabetes mellitus. 

Study Design 

This is a prospective study conducted for 6 

months. Patients were diagnosed as chron’s 

disease according to clinical presentation and 

colonoscopy findings. Again the onset of upper g.i 

bleed in patients of chron’s disease were 

diagnosed by upper GI endoscopy. Severity of 

upper g.i bleed was assessed with Rockall Score. 

All the patients were assessed for upper g.i bleed 

at 0, 3 & 6 months. 

Statistical Analysis: Statistical Analysis were 

done by using unpaired t-test with degree of 

freedom 28.P value less than 0.001 is highly 

significant. 

 

Result 

Total 30 patients were included in the stdy.15 

patients were in each group. All the patients were 

assessed for the presence of upper G.I bleed by 

G.I endoscopic and Non-endoscopic parameters. 

Group A received Budesonide 9 mg OD for 6 

months and Group B received SSRIs 40 mg OD 

for 6 months. 
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Table-1 Comparison of Upper G.I endoscopic finding in Group A & Group B 

Group-A: n=15                                      Group-B: n=15 

 Group-A      (no of pts) Group-B   (no of pts) 

 0 month 3 month 6 month 0 month 3 month 6 month 

Blood in upp 

.g.i tract 

0 7 9 0 3 6 

Adherent clot 0 2 3 0 0 1 

 

Table-2 Comparison of Non-endoscopic parameters between Group-A & Group-B 

Group-A: n=15                                     Group-B: n=15 

 Group-A   (no of pts) Group-B (no of pts) 

Hb˂120 g/dl 8 6 

Pulse >100 2 2 

Systolic B.P>100 3 1 

Systolic B.P˂100 2 0 

 

 
Graph-1 Shows comparision of endoscopic finding between Gr A & Gr B 

 

 
Graph-2 Shows comparision of non-endoscopic parameters of upper g.i. bleed between Gr-A & Gr-B 
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It is observed from Table-1 that patients showing 

evidence of upper g.i bleed is more in group A in 

comparision to group B. The no of patients 

showing presence of blood in upper g.i.t & 

adherent clot in Group A is more in comarision to 

Group B. Graph 1 represents the graphical 

representation of table 1.The presence of upper 

g.i. bleed is assessed by using non endoscopic 

parameters like Hb, Pulse rate, Systolic blood 

pressure. The finding of non endoscopic 

parameters also showed that the incidence of 

upper g.i bleed is more in patients of Group A in 

comparision to Group B. (Table 2). Graph 2 is the 

graphical representation of Table 2 showing the 

same result as Table 2. 

 

Discussion 

Upper gastrointenstinal bleeding (UGIB) is 

important and potentially serious worldwide 

problem
(47)

 Despite development in diagnosis and 

treatment, mortality and morbidity have continued 

more or less constant. Bleeding from the upper 

gastrointenstinal tract (GIT) is about 4 times as 

common as bleeding from the lower GIT
(47,48)

 In 

patients with acute upper GI bleeding, upper g.i 

endoscopy is considered the investigation of 

choice.
(49)

 The first study that demonstrated the 

usefulness of Glucocorticoids in controlling 

severe UC attacks was published in 1955.
(50)

 

Sincethe 70s, the first generation of GCs 

(prednisolone, methylprednisolone, 

hydrocortisone) has been used to induce clinical 

remission in IBDs patients. However, significant 

adverse effects have led to the development of 

second generation GCs (budesonide, 

Beclomethasone dipropionate.
(51,52,53) 

Selective 

serotonin reuptake inhibitors (SSRIs) are widely 

prescribed to treat depression and again 

depression requires months or even years of 

continuous pharmacotherapy. 

 

Conclusion 

In patients of IBD Budesonide is given for 

remission. Again the patients of IBD often 

associated with depression for which SSRIs are 

given. Both glucocorticoid (Budesonide) & SSRIs 

can cause upper g.i bleed. From this study it is 

concluded that the incidence of upper G.I bleed is 

more in patients with Budesonide therapy in 

comparision to patients on SSRIs. 

 

References 

1. Barkun A, Bardou M, Marshall JK. 

Consensus recommendations for managing 

patients with non variceal upper 

gastrointenstinal bleeding. Ann Intern Med 

2003;139:843-57. 

2. Rockall TA, Logan RFA, Devlin HB, 

Northfield TC. Incidence of and mortality 

from acute upper gastrointenstinal 

hemorrhage in the United Kingdom. 

Steering Committee and members of the 

National Audit of Acute Upper 

Gastrointenstinal Haemorrhage. BMJ. 

1995;311:222-6. 

3. Hernandez-Diaz S, Rodriguez LA. 

Incidence of serious upper 

gastrointenstinal bleeding /perforation in 

the general population: review of epidemic 

studies. J Clin Epidemiol.2002;55:157-63. 

4. Lassen A,Hallas J, Schaffalitzky de 

Muckadell OB. Complicated and 

uncomplicated peptic ulcers in a Danish 

country 1993-2002:a population- based 

cohort study. Am J Gastroenterol 

2006;101:945-53. 

5. Targownik LE, Nabalamba A. Trends in 

management and outcomes of acute 

nonvariceal upper gastrointenstinal 

bleeding: 1993-2003.Clin Gastroenterol 

Hepatol 2006;4:1459-66. 

6. Quan S,Frolkis A,Milne K, Molodecky N, 

Yang H, Dixon et al Upper-

gastrointenstinal bleeding secondary to 

peptic ulcer disease: incidence and 

outcomes. World J Gastroenterol 

2014;20:17568-77. 

7. Lu Y, Barkun AN, Martel M. Adherence 

to guidelines: a national audit of the 

management of acute upper 



 

Rasmirekha Behera et al JMSCR Volume 07 Issue 06 June 2019 Page 144 
 

JMSCR Vol||07||Issue||06||Page 139-147||June 2019 

gastrointenstinal bleeding. The REASON 

registry. Can J Gastroenterol Hepatol 

2014;28:495-501. 

8. de Abajo FJ, Garcia-Rodrigez LA. Risk of 

upper gastrointenstinal tract bleeding 

associated with selective serotonin 

reuptake inhibitors and venlafaxine 

therapy: Interaction with nonsteroidal anti-

inflammatory drugs and effect of acid 

suppressing agents. Arch Gen Psychiatry 

2008;65:795-803. 

9. Targownik LE, Bolton JM, Metge CJ, 

Leung S, Sareen J. Selective serotonin 

reuptake inhibitors are associated with a 

modest increase in the risk of upper 

gastrointenstinal bleeding. Am J 

Gastroenterol 2009;104:1475-82. 

10. Tata LJ, Fortun PJ, Hubbard RB, Smeeth 

L, Hawkey CJ, Smith CJ, et al. Does 

concurrent prescription of selective 

serotonin reuptake inhibitors and non-

steroidal anti-inflammatory drugs 

substantially increase the risk of upper 

gastrointenstinal bleeding. Ailment 

Pharmacol  Ther 2005;22:175-81. 

11. Wessinger S, Kaplan M, Choi L, Williams 

M, Lau C, Sharp L,et al.Increase use of 

selective serotonin reuptake inhibitors in 

patients admitted with gastrointenstinal 

haemorrhage: a multicentre retrospective 

analysis. Aliment Pharmacol Ther 

2006;23:937-44. 

12. Brenner B, Harney J T, Ahmed B A, Jeffus 

B C, Unal R, Mehta J L, and Kilic, F. 

Plasma serotonin levels and the platelet 

serotonin transporter. J Neurochem. 

2007,206-215. 

13. Matondo R B, Punt C, Homberg J, 

Toussaint M J,Kisjes R et.al Deletion of 

the serotonin transporter in rats disturbs 

serotonin homeostasis without impairing 

liver regeneration. Am J Physiol. 

Gastrointest. Liver Physiol.296. 

14. Beikmann B S,Tomlison I D, Rosenthal S 

J and Andrews A M Serotonin uptake is 

largely mediated by platelets versus  

lymphocytes in peripheral blood cells.ACS 

Chem.Neurosci.4,161-170. 

15. Bismuth-Evenzal  Y, Gonopolsky Y, 

Gurwitz D et al Decreased serotonin 

content and reduced agonist-induced 

aggregation in platelets of patients 

chronically medicated with SSRI drugs.J 

Affect Disord.2012;136,99-103. 

16. Carneiro A M, Cook E H, Murphy D L, 

and Blakely R D. Interactions between 

integrin αIIbβ3 and the serotonin 

transporter regulate serotonin transport and 

platelet aggregation in mice and humans.J 

Clin Investig.2008;118:1544-1552. 

17. Abdelmalik N, Ruhe H G, Barwari K et al. 

Effect of the selective serotonin reuptake 

inhibitor paroxetine on platelet function is 

modified by a SLC6A4 serotonin 

transporter polymorphism. J Thromb 

Haemost.2008;6:2168-74. 

18. Namkung J, Kim H and Park S.Peripheral 

serotonin: a new player in systemic energy 

homeostasis. 2015;38:1023-1028. 

19. Hranilovic D, Blazevic S, Ivica N et al. 

The effects of the perinatal treatment with 

5-hydroxytryptophan or tranylcypromine 

on the peripheral and central serotonin 

homeostasis in adult rats. Neurochem Int 

2011;59,202-207. 

20. Gartside S E, Umbers V,Hajos M and 

Sharp T.(1995)Interaction between a 

selective 5-HT1A receptor antagonist and 

an SSRI in vivo: effects of 5-HT cell firing 

and extracellular 5-HT.Br J Pharmacol 

115,1064-1070. 

21. Artigas F, Romero L, de Montigny C and 

Blier P (1996) Acceleration of the effect of 

selected antidepressant drugs in major 

depression by 5-HTIA antagonists. Trends 

Neurosci.19,378-383. 

22. Schmid C L, Raehal K M and Bohn L M 

(2008) Agonist-directed signaling of the 

serotonin 2A receptor depends on β-



 

Rasmirekha Behera et al JMSCR Volume 07 Issue 06 June 2019 Page 145 
 

JMSCR Vol||07||Issue||06||Page 139-147||June 2019 

arrestin-2 interactions in vivo. Proc. Natl. 

Acad.Sci.USA.105,1079-1084. 

23. Bohn LM and Schmid C L.(2010) 

Serotonin receptor signaling and 

regulation via β-arrestins. Crit. Rev. 

Biochem. Mol.Biol.45,555-566. 

24. Cerrito F, Lazzaro M P, Gaudio E, 

Arminio P and Aloisi G,(1993) 5HT2-

receptors and serotonin release:their role in 

human platelet aggregation. Life 

Sci.53,209-215. 

25. Thompson NT,Scrutton M C and Wallis R 

B (1986) synergistic responses in human 

platelets. Comparision between 

aggregation, secretion and cytosolic 

calcium concentration. Eur. J 

Biochem.161,399-408. 

26. Berger J S,Becker R C,Kuhn C et al(2013) 

Hyperreactive platelet phenotypes: 

relationship to altered serotonin transporter 

number,transport kinetics and intrinsic 

response to adrenergic co-

stimulation.Thromb Haemost.109,85-92. 

27. Hirsh-Rokach,B Spectre,G Shai et 

al(2015) Differential impact of selective 

serotonin reuptake inhibitors on platelet 

response to clopidogrel: a randomized, 

double-blind, crossover trial. 

Pharmacotherapy 35,140-147. 

28. Halperin D,Reber G.Influence of 

antidepressants on hemostasis. Dialogues 

Clin Neurosci 2007:9(1)47-59. 

29. Ananthakrishnan AN. Environmental risk 

factors for inflammatory bowel diseases: a 

review.Dig Dis Sci.2015;60:290-298. 

30. Rietdijk ST, D’ Haens GR. Recent 

developments in the treatment of 

inflammatory bowel disease.J Dig 

Dis.2013;14:282-287. 

31. De Cassan C, Fiorino G, Danese S. 

Second-generation corticosteroids for the 

treatment of Chron’s disease and 

ulcerative colitis: more effective and less 

side effects.Dig Dis.2012;30:368-375. 

32. Khor B, Gardet A, Xavier RJ. Genetic and 

pathogenesis of inflammatory bowel 

disease. Nature. 2011;474:307-317. 

33. Pappa HM, Langereis EJ, Grand RJ, 

Gordon CM. Prevalence and risk for 

hypovitaminosis D in young patients with 

Inflammatory bowel disease. J Pediatr 

Gastroenterol Nutr.2011;53:361-364. 

34. Loftus EV. Clinical epidemiology of 

inflammatory bowel disease: Incidence, 

Prevalence and environmental influences. 

Gastroenterology.2004;126:1504-1517. 

35. Hanauer SB, Sandborn W. Management of 

Chron’s disease in adults. Am J 

Gastroenterol 2001;96:635-43)] 

36. Kozuch PL, Hanauer SB. Treatment of 

inflammatory bowel disease: a review of 

medical therapy.World J Gastroenterol. 

2008;14:354-377. 

37. Ueno F, Matsui T,Matsumoto T, Matsuoka 

K, Watanabe M, Hibi T:Evidence-based 

clinical practice guidelines for Crohn’s 

disease integrated with formal consensus 

of experts in Japan. J Gastroenterol 

2013;48:31-72. 

38. Greenberg GR, Feagan BG, Martin F, 

Sutherland LR, Thomson AB, Williams 

CN, Nilsson LG, Persson T: Oral 

budesonide for active Crohn’s disease. 

Canadian Inflammatory Bowel Disease 

Study Group. N Engl J Med 

1994;331:836-841. 

39. Campieri M, Ferguson A, Doe W, Person 

T, Nilsson LG. Oral budesonide is as 

effective as oral prednisolone in active 

Chron’s disease. The Global Budesonide 

Study Group. Gut 1997;41:209-14 

40. Rutgeerts P, Lofberg R, Malchow H, 

Lamers C ,Olaison G, Jewell D, et al. A 

comparision of budesonide with 

prednisolone for active Chron’s disease. N 

Eng J Med 1994;331:842-5. 

41. D.M. Clarke and K.C. Currie, Depression, 

anxiety and their relationship with chronic 

diseases: A review of epidemiology, risk 



 

Rasmirekha Behera et al JMSCR Volume 07 Issue 06 June 2019 Page 146 
 

JMSCR Vol||07||Issue||06||Page 139-147||June 2019 

and treatment evidence. Med J Aust vol 

190,no.-7,pp.s54-s60,2009. 

42. S.B. Patten, Long-term medical conditions 

and major depression in a Canadian 

population study at waves 1&2,Journal of 

Affective Disorders,vol.63,no 1-3,35-

41,2001. 

43. L.A .Graff, J.R. Walker and C.N. 

Bernstein, Depression and anxiety in 

inflammatory bowel disease: a review of 

comorbidity and management, 

Inflammatory Bowel Diseases,vol 15,no 

7,1105-1118,2009. 

44. C.K .Zhang, J Hewtt. Hemming et al.,The 

influence of depression on quality of life in 

patients with inflammatory bowel disease, 

Inflammatory Bowel Diseases,vol.19, 

no.8. 1732-1739,2013. 

45. Outpatient management of patients with 

low-risk upper-gastrointenstinal 

haemorrhage Multicentric validation and 

prospective evaluation. Stanley AJ, Ashley 

D, Dalton HR, Mowat C, et al; Lancet 

2009;373:42-47. 

46. Rockall TA, Logan RF et al. Selection of 

patients for early discharge or outpatient 

care after acute upper gastrointenstinal 

haemorrhage. National Audit of Acute 

Upper Gastrointenstinal Haemorrhage. 

Lancet 1996;374:1138-1140. 

47. Rockall TA, Logan RFA, Devlin HB, 

Northfield TC.Incidence of and mortality 

from acute upper gastrointenstinal 

hemorrhage in the United Kingdom. 

Steering Committee and members of the 

National Audit of Acute Upper 

Gastrointenstinal Haemorrhage. BMJ. 

1995;311:222-6. 

48. Hernandez-Diaz S, Rodriguez LA. 

Incidence of serious upper 

gastrointenstinal bleeding/perforation in 

the general population: review of 

epidemiologic studies. J Clin 

Epidemiol.2002;55:157-63. 

49. Adang RP, Vismans JF, Talmon JL etal. 

Appropriateness of indication for 

diagnostic upper gastrointenstinal 

endoscopy: association with relevant 

endoscopic disease. Gastrointest Endosc 

1995;42:390-397. 

50. Truelove SC, Witts LJ. Cortisone in 

ulcerative colitis; final report on a 

therapeutic trial.Br Med J.1955;2:1041-

1048. 

51. Ford AC, Bernsstein CN, Khan KJ et al 

Glucocorticosteroid therapy in 

inflammatory bowel disease: Systemic 

review and meta-analysis. Am J 

Gastroenterol.2011;106:590-599. 

52. Danese S, Hart A, Dignass A et al. 

Effectiveness of budesonide MMX 

(Cortiment) for the treatment of mild to 

moderate active ulcerative colitis: study 

protocol for a prospective multicentric 

observational cohort study.2016;3:000092. 

53. Sherlock ME, Mac Doland JK, Griffiths 

AM et al. Oral budesonide for induction of 

remission in Ulcerative colititis. Cochrane 

Database Syst Rev.2015;10: CD007698. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 


