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1.1 Induction

1.1.1 Glucocorticosteroid
Excluded studies: glucocorticosteroid versus placebo, 5-ASA, immunosuppressives
Study Reason for exclusion Topic of study

1. Brooke BN, Javett SL, Davison Case report AZA
OW. Further experience with

azathioprine for Crohn's disease.

Lancet. 1970; 2(7682):1050-1053.

2. Charpignon C, Beau P. Not RCT MTX
Methotrexate as single therapy in

Crohn's disease: is its long-term

efficacy limited? Gastroenterologie

Clinique Et Biologique. 2008;

32(2):153-157.

3.Chong RY, Hanauer SB, Cohen Not RCT MTX
RD.Efficacy of parenteral

methotrexate in refractory Crohn's

disease. Alimentary Pharmacology

and Therapeutics. 2001; 15(1):35-

44,

4. Christensen LA, Fallingborg J, Case series; not question 5-ASA
Jacobsen BA, Abildgaard K,

Rasmussen HH, Rasmussen SN,

Hansen SH. Bioavailability of 5-

aminosalicylic acid from slow

release 5-aminosalicylic acid drug

and sulfasalazine in normal

children. Digestive Diseases and

Sciences. 1993; 38(10):1831-1836.

5. Clarke DF, George D, Milsap RL. Narrative review 5-ASA (sulfasalazine)
Sulfasalazine metabolite

pharmacokinetics in pediatric

patients with inflammatory bowel

disease: Effects of disease activity,

acetylator phenotype, and age.

Pediatric Pharmacology. 1982;

2(4):323-333.

6. Cuffari C, Theoret Y, Latour S, Not question MP
Seidman G. 6-Mercaptopurine

metabolism in Crohn's disease:

correlation with efficacy and

toxicity. Gut. 1996; 39(3):401-406.

7.Din S, Dahele A, Fennel J, Aitken Not RCT MTX
S, Shand AG, Arnott ID, Satsangi J.

Use of methotrexate in refractory

Crohn's disease: the Edinburgh

experience. Inflammatory Bowel

Diseases. 2008; 14(6):756-762.

8. Egan UJ, Sandborn WJ, Tremaine Mixed IBD population MTX
WJ, Leighton JA, Mays DC, Pike MG,

Zinsmeister AR, Lipsky JJ. A

randomized dose-response and
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Excluded studies: glucocorticosteroid versus placebo, 5-ASA, immunosuppressives
pharmacokinetic study of

methotrexate for refractory

inflammatory Crohn's disease and

unclerative colitis. Alimentary

Pharmacology and Therapeutics.

1999; 13(12):1597-1604.

9. Feagan BG. Aminosalicylates for Narrative 5-ASA
active disease and in the

maintenance of remission in

Crohn's disease. European Journal

of Surgery. 1998; 164(12):903-909.

10. Feagan BG. Methotrexate Review MTX
treatment for Crohn's disease.

Inflammatory Bowel Diseases.

1998; 4(2):120-121.

11. Goldstein F, Menduke H, Not RCT 5-ASA (sulfasalazine)
Thornton JJ, lll, Abramson J. Anti-

inflammatory drug treatment of

Crohn's disease: a prospective

evaluation of 100 consecutively

treated patients. Journal of Clinical

Gastroenterology. 1980; 2(1):77-85.

12. Irving PM, Gearry RB, Sparrow Narrative review Use of glucocorticosteroids
MP, Gibson PR. Review article:

Appropriate use of corticosteroids

in Crohn's disease. Alimentary

Pharmacology and Therapeutics.

2007; 26(3):313-329.

13. Jakobovits J, Schuster MM. Case series MTX
Metronidazole therapy for Crohn's

disease and associated fistulae.

American Journal of

Gastroenterology. 1984; 79(7):533-

540.

14. Kim SC, Ferry GD. Inflammatory  Narrative Paediatric CD
bowel diseases in pediatric and

adolescent patients: clinical,

therapeutic, and psychosocial

considerations. Gastroenterology.

2004; 126(6):1550-1560.

15. Korelitz BI, Present DH. Not RCT MTX
Methotrexate for Crohn's disease.

New England Journal of Medicine.

1995; 333(9):600-601.

16. Mack DR, Young R, Kaufman SS,  Not RCT MTX
Ramey L, Vanderhoof JA.

Methotrexate in patients with

Crohn's disease after 6-

mercaptopurine. Journal of

Pediatrics. 1998; 132(5):830-835.

17 Markowitz J, Hyams J, Mack D, Not RCT Paediatric glucocorticosteroid
LeLeiko N, Evans J, Kugathasan S,

Pfefferkorn M, Mezoff A, Rosh J,

Tolia V, Otley A, Griffiths A, Moyer
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Excluded studies: glucocorticosteroid versus placebo, 5-ASA, immunosuppressives

MS, Oliva-Hemker M, Wyllie R,
Rothbaum R, Bousvaros A, Del
Rosario JF, Hale S, Lerer T, Pediatric
IBD Collaborative Research Group.
Corticosteroid therapy in the age of
infliximab: acute and 1-year
outcomes in newly diagnosed
children with Crohn's disease.
Clinical Gastroenterology and
Hepatology. 2006; 4(9):1124-1129.

18. Papp JP, Watson DW, Bull FE. Case series
Azathioprine treatment in Crohn's

disease. American Journal of

Gastroenterology. 1974; 61(2):136-

142.

19. Punati J, Markowitz J, Lerer T, Not RCT
Hyams J, Kugathasan S, Griffiths A,
Otley A, Rosh J, Pfefferkorn M,
Mack D, Evans J, Bousvaros A,
Moyer MS, Wyllie R, Oliva-Hemker
M, Mezoff A, LeLeiko N, Keljo D,
Crandall W, Pediatric IBD
Collaborative Research Group.
Effect of early immunomodulator
use in moderate to severe pediatric
Crohn disease420. Inflammatory
Bowel Diseases. 2008; 14(7):949-
954,

20. Rijk MC, van Hogezand RA, van Not question
Lier HJ, van Tongeren JH.

Sulphasalazine and prednisone

compared with sulphasalazine for

treating active Crohn disease. A

double-blind, randomized,

multicenter trial. Annals of Internal

Medicine. 1991; 114(6):445-450.

21. Rutgeerts PJ. Review article: the  Narrative
limitations of corticosteroid therapy

in Crohn's disease. Alimentary

Pharmacology and Therapeutics.

2001; 15(10):1515-1525.

22. Sandborn WJ. Steroid- Not question
dependent Crohn's disease.

Canadian Journal of

Gastroenterology. 2000; 14 Suppl

C:17C-22C.

23. Sandborn WJ, Tremaine W/, Narrative
Wolf DC, Targan SR, Sninsky CA,

Sutherland LR, Hanauer SB,

McDonald JWD, Feagan BG,

Fedorak RN, Isaacs KL, Pike MG,

Mays DC, Lipsky JJ, Gordon S,

Kleoudis CS, Murdock RH, Jr. Lack of

effect of intravenous

administration on time to respond
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Excluded studies

Excluded studies: glucocorticosteroid versus placebo, 5-ASA, immunosuppressives
to azathioprine for steroid-treated

Crohn's disease. Gastroenterology.

1999; 117(3):527-535.

24. Turner D, Grossman AB, RoshJ,  Not RCT Paediatric MTX
Kugathasan S, Gilman AR,

Baldassano R, Griffiths AM.

Methotrexate following

unsuccessful thiopurine therapy in

pediatric Crohn's disease. American

Journal of Gastroenterology. 2007;

102(12):2804-2812.

25. van Bodegraven AA, Mulder CJ.  Narrative 5-ASA
Indications for 5-aminosalicylate in

inflammatory bowel disease: is the

body of evidence complete? World

Journal of Gastroenterology. 2006;

12(38):6115-6123.
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1.1.2 5-aminosalicytes
Study reference Reason for exclusion

1. Aithal GP, Mansfield JC. Review article: The risk of Narrative review
lymphoma associated with inflammatory bowel

disease and immunosuppressive treatment.

Alimentary Pharmacology and Therapeutics. 2001;

15(8):1101-1108.

2.American Journal of Nursing. Drug watch. Wrong diagnosis
Methotrexate-induced lung injury. American Journal
of Nursing. 1998; 98(5):56.

3. Andrews JM, Travis SP, Gibson PR, Gasche C. Systematic review: used for quality assurance
Systematic review: does concurrent therapy with 5-

ASA and immunomodulators in inflammatory bowel

disease improve outcomes? Alimentary

Pharmacology and Therapeutics. 2009; 29(5):459-

469.

4. Bebb JR, Scott BB. Systematic review: How Systematic review: used for quality assurance
effective are the usual treatments for Crohn's

disease? Alimentary Pharmacology and Therapeutics.

2004; 20(2):151-159.

5. Beck IT, Hudacin J, Paterson WG, Depew WT, Not RCT
Simon JB, Groll A. Mesalazine in the treatment of

active Crohn's disease. Canadian Journal of

Gastroenterology. 1988; 2(SUPPL. A):63A-70A.

6. Bergman R, Parkes M. Systematic review: The use Systematic review: used for quality assurance
of mesalazine in inflammatory bowel disease.

Alimentary Pharmacology and Therapeutics. 2006;

23(7):841-855.

7. Bjarnason |, Macpherson AJ. Delivery, safety and Narrative review
efficacy of 5-aminosalicylate preparations.
Inflammopharmacology. 1993; 2(3):277-287.

8. Brimblecombe R. Mesalazine: A global safety Narrative review
evaluation. Scandinavian Journal of Gastroenterology
- Supplement. 1990; 25(172):66-68.

9. Cash JM. Does methotrexate cause pulmonary Narrative
fibrosis? Journal of Musculoskeletal Medicine. 1994;
11(10):11-12.

10. Christensen LA, Fallingborg J, Jacobsen BA, Not question
Abildgaard K, Rasmussen HH, Rasmussen SN, Hansen

SH. Bioavailability of 5-aminosalicylic acid from slow

release 5-aminosalicylic acid drug and sulfasalazine in

normal children. Digestive Diseases and Sciences.

1993; 38(10):1831-1836.

11 Clarke DF, George D, Milsap RL. Sulfasalazine Not question
metabolite pharmacokinetics in pediatric patients

with inflammatory bowel disease: Effects of disease

activity, acetylator phenotype, and age. Pediatric

Pharmacology. 1982; 2(4):323-333.

12. Feagan BG. Aminosalicylates for active disease Narrative
and in the maintenance of remission in Crohn's

disease. European Journal of Surgery. 1998;

164(12):903-909.

13. Floren CH, Ahren B, Bengtsson M, Bartosik J, Not outcome of interest
Obrant K. Bone mineral density in patients with
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Study reference Reason for exclusion
Crohn's disease during long-term treatment with

azathioprine. Journal of Internal Medicine. 1998;

243(2):123-126.

14. Ford AC, Kane SV, Khan KJ, Achkar JP, Talley NJ, Systematic review — used for quality assessment
Marshall JK, Moayyedi P. Efficacy of 5-

Aminosalicylates in Crohn's Disease: Systematic

Review and Meta-Analysis. American Journal of

Gastroenterology. 2011; 106(4):617-629.

15. Gisbert JP, Nino P, Cara C, Rodrigo L. Comparative  Not RCT
effectiveness of azathioprine in Crohn's disease and

ulcerative colitis: prospective, long-term, follow-up

study of 394 patients. Alimentary Pharmacology and
Therapeutics. 2008; 28(2):228-238.

16. Juillerat P, Pittet V, Felley C, Mottet C, Froehlich Narrative
F, Vader JP, Gonvers JJ, Michetti P. Drug safety in

Crohn's disease therapy. Digestion. 2007; 76(2):161-

168.

17. Muller AF, Stevens PE, Mcintyre AS, Ellison H, Narrative
Logan RF. Experience of 5-aminosalicylate

nephrotoxicity in the United Kingdom. Alimentary

Pharmacology and Therapeutics. 2005; 21(10):1217-

1224.

18. Rasmussen SN, Binder V, Maier K, Bondesen S, Not RCT
Fischer C, Klotz U, Hansen SH, Hvidberg EF.

Treatment of Crohn's disease with peroral 5-

aminosalicylic acid. Gastroenterology. 1983;

85(6):1350-1353.

19. Rijk MC, van Hogezand RA, van Lier HJ, van Comparison of two indices
Tongeren JH. Sulphasalazine and prednisone

compared with sulphasalazine for treating active

Crohn disease. A double-blind, randomized,

multicenter trial. Annals of Internal Medicine. 1991;

114(6):445-450.

20. Smith MA, Irving PM, Marinaki AM, Sanderson JD. Narrative review
Review article: malignancy on thiopurine treatment

with special reference to inflammatory bowel

disease. Alimentary Pharmacology and Therapeutics.

2010; 32(2):119-130.

21. Su C, Lichtenstein GR, Krok K, Brensinger C, Lewis Not question
JD. A Meta-Analysis of the Placebo Rates of

Remission and Response in Clinical Trials of Active

Crohn's Disease. Gastroenterology. 2004;

126(5):1257-1269.

22. Subramanian V, Pollok RC, Kang JY, Kumar D. Post operative

Systematic review of postoperative complications in

patients with inflammatory bowel disease treated

with immunomodulators. British Journal of Surgery.

2006; 93(7):793-799.

23. van Hees PA, van Lier HJ, Van Elteren PH, CDAI not used to measure remission
Driessen M, van Hogezand RA, Ten Velde GP, Bakker

JH, van Tongeren JH. Effect of sulphasalazine in

patients with active Crohn's disease: a controlled

double-blind study
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Study reference Reason for exclusion
2696. Gut. 1981; 22(5):404-409.
24. Van Staa TP, Travis S, Leufkens HG, Logan RF. 5- Not drug of interest

aminosalicylic acids and the risk of renal disease: a
large British epidemiologic study. Gastroenterology.
2004; 126(7):1733-1739.

25. Vestergaard P, Rejnmark L, Mosekilde L. Outcome not of interest
Methotrexate, azathioprine, cyclosporine, and risk of

fracture. Calcified Tissue International. 2006;

79(2):69-75.
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Excluded studies

1.1.3 Budesonide

Budesonide Cochrane update search study
reference Reason for exclusion

1. Budesonide Capsules Cause Fewer Glucocorticoid-  Narrative review
Related Adverse Effects Than Prednisolone During

Short-Term Therapy for Active Crohn's Disease in

Adults. Drugs & Therapy Perspectives. 2003; 19(6):1-

4.

2. Kane SV, Schoenfeld P, Sandborn WJ, Tremaine W,  Systematic review: used for quality assurance
Hofer T, Feagan BG. Systematic Review: The

Effectiveness of Budesonide Therapy for Crohn's

Disease. Alimentary Pharmacology and Therapeutics.

2002; 16(8):1509-1517.

3. Mantzaris GJ, Christidou A, Sfakianakis M, Roussos  Maintenance of remission
A, Koilakou S, Petraki K, Polyzou P. Azathioprine Is

Superior to Budesonide in Achieving and Maintaining

Mucosal Healing and Histologic Remission in Steroid-

Dependent Crohn's Disease. Inflammatory Bowel

Diseases. 2009; 15(3):375-382

4. Novacek G, Kleinberger M, Vogelsang H, Moser G, Not RCT
Lochs H. Budesonide in Glucocorticoid Dependent

Chronic Active Crohn's Disease; a Pilot Study.

Zeitschrift Fur Gastroenterologie. 1995; 33(5):251-

254.

5. Papi C, Luchetti R, Gili L, Montanti S, Koch M, Meta-analysis: used for quality assurance
Capurso L. Budesonide in the Treatment of Crohn's

Disease: A Meta-Analysis. Alimentary Pharmacology

and Therapeutics. 2000; 14(11):1419-1428.
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Excluded studies

1.1.4 Azathioprine/mercaptopurine

Study reference

1. Aithal GP, Mansfield JC. Review article: The risk of
lymphoma associated with inflammatory bowel
disease and immunosuppressive treatment.
Alimentary Pharmacology and Therapeutics. 2001;
15(8):1101-1108.

2.American Journal of Nursing. Drug watch.
Methotrexate-induced lung injury. American Journal
of Nursing. 1998; 98(5):56.

3. Andrews JM, Travis SP, Gibson PR, Gasche C.
Systematic review: does concurrent therapy with 5-
ASA and immunomodulators in inflammatory bowel
disease improve outcomes? Alimentary
Pharmacology and Therapeutics. 2009; 29(5):459-
469.

4. Bebb JR, Scott BB. Systematic review: How
effective are the usual treatments for Crohn's
disease? Alimentary Pharmacology and Therapeutics.
2004; 20(2):151-159.

5. Brooke BN, Javett SL, Davison OW. Further
experience with azathioprine for Crohn's disease.
Lancet. 1970; 2(7682):1050-1053.

6. Cash JM. Does methotrexate cause pulmonary
fibrosis? Journal of Musculoskeletal Medicine. 1994;
11(10):11-12.

7. D'Haens G, Baert F, Van Assche G, Caenepeel P,
Vergauwe P, Tuynman H, De Vos M, van Deventer S,
Stitt L, Donner A, Vermeire S, Van De Mierop FJ,
Coche JC, van der Woude J, Ochsenkuhn T, van
Bodegraven AA, Van Hootegem PP, Lambrecht GL,
Mana F, Rutgeerts P, Feagan BG, Hommes D. Early
combined immunosuppression or conventional
management in patients with newly diagnosed
Crohn's disease: an open randomised trial. Lancet.
2008; 371(9613):660-667.

8. Floren CH, Ahren B, Bengtsson M, Bartosik J,
Obrant K. Bone mineral density in patients with
Crohn's disease during long-term treatment with
azathioprine. Journal of Internal Medicine. 1998;
243(2):123-126.

9. Gisbert JP, Nino P, Cara C, Rodrigo L. Comparative
effectiveness of azathioprine in Crohn's disease and
ulcerative colitis: prospective, long-term, follow-up

study of 394 patients. Alimentary Pharmacology and
Therapeutics. 2008; 28(2):228-238.

10. Juillerat P, Pittet V, Felley C, Mottet C, Froehlich
F, Vader JP, Gonvers JJ, Michetti P. Drug safety in
Crohn's disease therapy. Digestion. 2007; 76(2):161-
168.

11. Leung Y, Sparrow MP, Schwartz M, Hanauer SB.
Long term efficacy and safety of allopurinol and
azathioprine or 6-mercaptopurine in patients with
inflammatory bowel disease. Journal of Crohn's and
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Reason for exclusion

Narrative review

Wrong diagnosis

Systematic review: used for quality assurance

Systematic review: used for quality assurance

Case report

Narrative

Infliximab

Not outcome of interest

Not RCT

Narrative

Small retrospective review



Excluded studies

Study reference
Colitis. 2009; 3(3):162-167.

12. McGovern DPB, Jewell DP. Risks and benefits of
azathioprine therapy. Gut. 2005; 54(8):1055-1059.

13. Rhodes J, Bainton D, Beck P. Azathioprine in
Crohn's disease. Lancet. 1970; 2(7683):1142.

14. Rhodes J. Azathioprine in the treatment of
Crohn's disease. British Journal of Surgery. 1972;
59(10):819-821.

15. Sandborn WJ, Tremaine WJ, Wolf DC, Targan SR,
Sninsky CA, Sutherland LR, Hanauer SB, McDonald
JWD, Feagan BG, Fedorak RN, Isaacs KL, Pike MG,
Mays DC, Lipsky JJ, Gordon S, Kleoudis CS, Murdock
RH, Jr. Lack of effect of intravenous administration on
time to respond to azathioprine for steroid-treated
Crohn's disease. Gastroenterology. 1999; 117(3):527-
535.

16. Smith MA, Irving PM, Marinaki AM, Sanderson JD.
Review article: malignancy on thiopurine treatment
with special reference to inflammatory bowel
disease. Alimentary Pharmacology and Therapeutics.
2010; 32(2):119-130.

17. Su C, Lichtenstein GR, Krok K, Brensinger C, Lewis
JD. A Meta-Analysis of the Placebo Rates of
Remission and Response in Clinical Trials of Active
Crohn's Disease. Gastroenterology. 2004;
126(5):1257-1269.

18. Subramanian V, Pollok RC, Kang JY, Kumar D.
Systematic review of postoperative complications in
patients with inflammatory bowel disease treated
with immunomodulators. British Journal of Surgery.
2006; 93(7):793-799.

19. Van Staa TP, Travis S, Leufkens HG, Logan RF. 5-
aminosalicylic acids and the risk of renal disease: a
large British epidemiologic study. Gastroenterology.
2004; 126(7):1733-1739.

20. Vestergaard P, Rejnmark L, Mosekilde L.
Methotrexate, azathioprine, cyclosporine, and risk of
fracture. Calcified Tissue International. 2006;
79(2):69-75.
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Reason for exclusion

Commentary

Commentary

Commentary

Not question

Narrative review

Not question

Post op

Not drug of interest

Outcome not of interest



Excluded studies

1.2 Maintenance

1.2.1 Conventional glucocorticosteroid
Study reference Reason for exclusion

1. Brignola C, Campieri M, Farruggia P, Tragnone A, Follow-up less than 12 months
Pasquali S, lannone P, Lanfranchi GA, Barbara L. The

Possible Utility of Steroids in the Prevention of

Relapses of Crohn's Disease in Remission. A

Preliminary Study. Journal of Clinical

Gastroenterology. 1988; 10(6):631-634. (Guideline

Ref ID 660)

2. Faubion J, Loftus J, Harmsen WS, Zinsmeister AR, Not RCT
Sandborn WJ. The Natural History of

Glucocorticosteroid Therapy for Inflammatory Bowel

Disease: A Population-Based Study.

Gastroenterology. 2001; 121(2):255-260. (Guideline

Ref ID 20315)

3. Feagan BG. Review: Glucocorticosteroid Therapy Commentary
Does Not Reduce the Rate of Relapse in Crohn

Disease... Commentary on Steinhart AH, Ewe K,

Griffiths AM Et Al. Glucocorticosteroid Therapy for

Maintenance of Remission in Crohn's Disease.

Cochrane Review, Latest Version 23 Jun 1998. In:

The Cochrane Library. Oxford: Update Software. ACP

Journal Club. 1999; 130(2):36. (Guideline Ref ID

2216)

4. Hoes JN, Jacobs JW, Verstappen SM, Bijlsma JW, Not RCT
Van der Heijden GJ. Adverse Events of Low- to

Medium-Dose Oral Glucocorticoids in Inflammatory

Diseases: a Meta-Analysis. Annals of the Rheumatic

Diseases. 2009; 68(12):1833-1838. (Guideline Ref ID

41)

5. Papi C, Luchetti R, Gili L, Montanti S, Koch M, Not ongoing glucocorticosteroid
Capurso L. Budesonide in the Treatment of Crohn's

Disease: A Meta-Analysis. Alimentary Pharmacology

and Therapeutics. 2000; 14(11):1419-1428.

(Guideline Ref ID 1966)

6.Plevy SE. Glucocorticosteroid-Sparing Treatments Narrative review
in Patients With Crohn's Disease. American Journal

of Gastroenterology. 2002; 97(7):1607-1617.

(Guideline Ref ID 210)

7. Rutgeerts PJ. Review Article: the Limitations of Narrative review
Glucocorticosteroid Therapy in Crohn's Disease.

Alimentary Pharmacology and Therapeutics. 2001;

15(10):1515-1525. (Guideline Ref ID 225)

8. Weldon D. The Effects of Glucocorticosteroids on Not CD specific
Bone Growth and Bone Density. Annals of Allergy,

Asthma and Immunology. 2009; 103(1):3-11.

(Guideline Ref ID 913)

9. Johnson T, Macdonald S, Hill SM, Thomas A, No maintenance treatment
Murphy MS. Treatment of Active Crohn's Disease in

Children Using Partial Enteral Nutrition With Liquid

Formula: a Randomised Controlled Trial. Gut. 2006;

55(3):356-361. (Guideline Ref ID 845)
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Excluded studies

10. Winship DH, Summers RW, Singleton JW, Best Description of methods on for NCCD study; no
WR, Becktel JM, Lenk LF, Kern F, Jr. National results included in the study

Cooperative Crohn's Disease Study: Study Design and

Conduct of the Study. Gastroenterology. 1979; 77(4

Pt 2):829-842. (Guideline Ref ID 2
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Excluded studies

1.2.2 5-aminosalicylates
Study reference Reason for exclusion

1. Actis GC, Pazienza P, Rosina F. Mesalamine for Not RCT
Inflammatory Bowel Disease: Recent Reappraisals.
Inflammation and Allergy Drug Targets. 2008; 7(1):1-

5. (Guideline Ref ID 98)

2. Akobeng AK, Gardener E. Oral 5-Aminosalicylic Cochrane Review used for reference and quality
Acid for Maintenance of Medically-Induced assurance

Remission in Crohn's Disease. Cochrane Database of

Systematic Reviews. 2005;(1) (Guideline Ref ID 246)

3. Bonapace CR, Mays DA. The Effect of Mesalamine  Not RCT
and Nicotine in the Treatment of Inflammatory

Bowel Disease. Annals of Pharmacotherapy. 1997;
31(7-8):907-913. (Guideline Ref ID 567)

4. Camma C, Giunta M, Rosselli M, Cottone M. Meta-analysis used for quality assurance
Mesalamine in the Maintenance Treatment of

Crohn's Disease: a Meta-Analysis Adjusted for

Confounding Variables. Gastroenterology. 1997;

113:1465-1473. (Guideline Ref ID 1112)

5. Campbell S, Ghosh S. Effective Maintenance of Not RCT
Inflammatory Bowel Disease Remission by

Azathioprine Does Not Require Concurrent 5-

Aminosalicylate Therapy. European Journal of
Gastroenterology and Hepatology. 2001;

13(11):1297-1301. (Guideline Ref ID 20336)

6. Cezard JP, Munck A, Mouterde O, Morali A, Patients with active disease
Lenaerts C, Lachaux A, Turck D, Schmitz J, Maurage

C, Girardet J-P, Belli D, Lamireau T, Sarles J,

7.Chouraqui JP, Descos B, Dabadi A, Meyer M, Olives

J-P, Mary J-Y. Prevention of Relapse by Mesalazine

(Pentasa) in Pediatric Crohn's Disease: A Multicenter,

Double-Blind, Randomized, Placebo-Controlled Trial.

Gastroenterologie Clinique Et Biologique. 2009; 33(1

PART 1):31-40. (Guideline Ref ID 992)

8. Dewit O, Vanheuverzwyn R, Desager JP, Horsmans  Not RCT
Y. Interaction Between Azathioprine and

Aminosalicylates: an in Vivo Study in Patients With

Crohn's Disease. Alimentary Pharmacology and

Therapeutics. 2002; 16(1):79-85. (Guideline Ref ID

401)

9. Duricova D, Pedersen N, Elkjaer M, Jensen JKS, Not RCT
Munkholm P. 5-Aminosalicylic Acid Dependency in

Crohn's Disease: A Danish Crohn Colitis Database

Study. Journal of Crohn's and Colitis. 2010; 4(5):575-

581. (Guideline Ref ID 894)

10. Feagan BG. Aminosalicylates for Active Disease Narrative review
and in the Maintenance of Remission in Crohn's

Disease. European Journal of Surgery. 1998;

164(12):903-909. (Guideline Ref ID 1374)

11. Feagan BG. Maintenance Therapy for Narrative review
Inflammatory Bowel Disease. American Journal of

Gastroenterology. 2003; 98(12 SUPPL.):S6-S17.

(Guideline Ref ID 1795)

12. Ford AC, Kane SV, Khan KJ, Achkar JP, Talley NJ, Meta-analysis used for quality assurance

Appendix E
17



Excluded studies

Study reference

Marshall JK, Moayyedi P. Efficacy of 5-
Aminosalicylates in Crohn's Disease: Systematic
Review and Meta-Analysis. American Journal of
Gastroenterology. 2011; 106(4):617-629. (Guideline
Ref ID 20322)

13.Ford AC, Kane SV, Khan KJ, Achkar JP, Talley NJ,
Marshall JK, Moayyedi P. Efficacy of 5-
Aminosalicylates in Crohn's Disease: Systematic
Review and Meta-Analysis. American Journal of
Gastroenterology. 2011; 106(4):617-629.

14. Hanauer SB. The Case for Using 5-
Aminosalicyclates in Crohn's Disease: Pro.
Inflammatory Bowel Diseases. 2005; 11(6):609-612.
(Guideline Ref ID 1450)

15. Hanauer SB, Krawitt EL, Robinson M, Rick GG,
Safdi MA, Alpert E, Martin MC, DiMarino J, Atin MD,
lonna SL, Letzdowitz S, Ruffini RA, Zfass AM, Elson lii
CO, Lee A, Goshgarian-Patrick P, Gitnick GL, Korentz
R, Abbey H. Long-Term Management of Crohn's
Disease With Mesalamine Capsules (Pentasa).
American Journal of Gastroenterology. 1993;
88(9):1343-1351. (Guideline Ref ID 1892)

16. Howaldt S, Raedler A, Reinecker HC, Berghaus D,
Hoyer S, Kaiser B, Schreiber S. Comparative Trial of
Remission Prophylaxis in Quiescent Crohn's Disease
With Oral 4 Aminosalicylic Acid Versus 5
Aminosalicylic Acid Slow Release Tablets. Canadian
Journal of Gastroenterology. 1993; 7:241-244.
(Guideline Ref ID 2477)

17. Lennard-Jones JE. Sulphasalazine in
Asymptomatic Crohn's Disease. A Multicentre Trial
2766. Gut. 1977; 18(1):69-72. (Guideline Ref ID
2766)

18. Lim W-C, Hanauer SB. Controversies With
Aminosalicylates in Inflammatory Bowel Disease.
Reviews in Gastroenterological Disorders. 2004;
4(3):104-117. (Guideline Ref ID 1728)

19. Malchow H, Ewe K, Brandes JW, Goebell H, Ehms
H, Sommer H, Jesdinsky H. European Cooperative
Crohn's Disease Study (ECCDS): Results of Drug
Treatment. Gastroenterology. 1984; 86(2):249-266.
(Guideline Ref ID 21)

20. Modigliani R, Colombel JF, Dupas JL, Dapoigny M,
Costil V, Veyrac M, Duclos B, Soule JC, Gendre JP,
Galmiche JP, Danne O, Cadiot G, Lamouliatte H,
Belaiche J, Mary JY. Mesalamine in Crohn's Disease
With Steroid-Induced Remission: Effect on Steroid
Withdrawal and Remission Maintenance, Groupe
D'Etudes Therapeutiques Des Affections
Inflammatoires Digestives. Gastroenterology. 1996;
110(3):688-693. (Guideline Ref ID 2040)

21. Present DH, Korelitz BI, Wisch N. Treatment of
Crohn's Disease With 6-Mercaptopurine. A Long-
Term, Randomized, Double-Blind Study. New

Appendix E

Reason for exclusion

Systematic review — used for quality assessment

Not RCT

Not RCT

Not question of interest

No validated index

Not RCT

Randomised in active phase

Randomised in active phase

Randomised in active phase
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Excluded studies

Study reference

England Journal of Medicine. 1980; 302(18):981-987.

(Guideline Ref ID 1485)

22. Singleton JW, Summers RW, Kern F, Jr., Becktel
JM, Best WR, Hansen RN, Winship DH. A Trial of
Sulfasalazine As Adjunctive Therapy in Crohn's

Disease. Gastroenterology. 1979; 77(4 Pt 2):887-897.

(Guideline Ref ID 929)

23. Steinhart AH, Forbes A, Mills EC, Rodgers-Gray
BS, Travis SP. Systematic Review: the Potential
Influence of Mesalazine Formulation on
Maintenance of Remission in Crohn's Disease. [44
Refs]. Alimentary Pharmacology and Therapeutics.
2007; 25(12):1389-1399. (Guideline Ref ID 20340)

24. Sutherland LR, Martin F, Bailey RJ, Fedorak RN,
Poleski M, Dallaire C, Rossman R, Saibil F, Lariviere L.
A Randomized, Placebo-Controlled, Double-Blind
Trial of Mesalamine in the Maintenance of
Remission of Crohn's Disease. The Canadian
Mesalamine for Remission of Crohn's Disease Study
Group. Gastroenterology. 1997; 112(4):1069-1077.
(Guideline Ref ID 988)

25. Thomson AB. Review Article: New Developments
in the Use of 5-Aminosalicylic Acid in Patients With
Inflammatory Bowel Disease. [130 Refs]. Alimentary

Pharmacology and Therapeutics. 1991; 5(5):449-470.

(Guideline Ref ID 728)

26. Wong JM, Wei SC. Efficacy of Pentasa Tablets for
the Treatment of Inflammatory Bowel Disease.
Journal of the Formosan Medical Association. 2003;
102(9):613-619. (Guideline Ref ID 20341)
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Reason for exclusion

Less than one year follow-up

Systematic review used for quality assessment

Study period less than one year

Narrative review

Not RCT



Excluded studies

1.2.3 Budesonide

Study reference Reason for exclusion

1. Andus T, Gross V, Caesar |, Schulz HJ, Lochs H, Not RCT
Strohm WD, Gierend M, Weber A, Ewe K,

Scholmerich J, German/Austrian Budesonide Study

Group. Replacement of Conventional Glucocorticoids

by Oral PH-Modified Release Budesonide in Active

and Inactive Crohn's Disease: Results of an Open,

Prospective, Multicenter Trial. Digestive Diseases

and Sciences. 2003; 48(2):373-378. (Guideline Ref ID

299)

2. Benchimol El, Seow CH, Otley AR, Steinhart AH. Cochrane Review used for reference and quality
Budesonide for Maintenance of Remission in Crohn's  assurance

Disease. Cochrane Database of Systematic Reviews.

2009;(1) (Guideline Ref ID 196)

3. Caesar |, Gross V, Roth M, Andus T, Schmidt C, Not RCT
Raedsch R, Weber A, Gierend M, Ewe K, Scholmerich

J. Treatment of Active and Postactive lleal and

Colonic Crohn's Disease With Oral PH-Modified-

Release Budesonide. German Budesonide Study

Group. Hepato-Gastroenterology. 1997; 44(14):445-

451. (Guideline Ref ID 504)

4. Cortot A, Colombel J-F, Rutgeerts P, Lauritsen K, Follow-up less than one year
Malchow H, Hamling J, Winter T, Van GA, Persson T,

Pettersson E. Switch From Systemic Steroids to

Budesonide in Steroid-Dependent Patients With

Inactive Crohn's Disease. Drugs of Today. 2000;

36(Suppl G):33-37. (Guideline Ref ID 2053)

5. Ford AC, Bernstein CN, Khan KJ, Abreu MT, Meta-analysis used for reference and quality
Marshall JK, Talley NJ, Moayyedi P. assurance

Glucocorticosteroid Therapy in Inflammatory Bowel

Disease: Systematic Review and Meta-Analysis.

American Journal of Gastroenterology. 2011;

106(4):590-599. (Guideline Ref ID 20323)

6. Green JR, Lobo AJ, Giaffer M, Travis S, Watkins HC, Dose comparison— not question of interest
Freedom Investigator Group. Maintenance of

Crohn's Disease Over 12 Months: Fixed Versus

Flexible Dosing Regimen Using Budesonide

Controlled lleal Release Capsules. Alimentary

Pharmacology and Therapeutics. 2001; 15(9):1331-

1341. (Guideline Ref ID 20316)

7. Lichtenstein GR, Bengtsson B, Hapten-White L, Review of adverse events
Rutgeerts P. Oral Budesonide for Maintenance of

Remission of Crohn's Disease: a Pooled Safety

Analysis. Alimentary Pharmacology and

Therapeutics. 2009; 29(6):643-653. (Guideline Ref ID

20317)

8.Lichtenstein GR, Feagan BG, Cohen RD, Salzberg Review of adverse events
BA, Diamond RH, Chen DM, Pritchard ML, Sandborn

WI. Serious Infections and Mortality in Association

With Therapies for Crohn's Disease: TREAT

Registry.[Erratum Appears in Clin Gastroenterol

Hepatol. 2006 Jul;4(7):931]. Clinical

Gastroenterology and Hepatology. 2006; 4(5):621-

630. (Guideline Ref ID 185)
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Excluded studies

Study reference

9. McNatty D. Crohn's Disease - Strategies to
Improve Quality of Life. Pharmacy Times. 2008;
74(9):42+44. (Guideline Ref ID 20386)

10. Sandborn WJ, Lofberg R, Feagan BG, Hanauer SB,
Campieri M, Greenberg GR. Budesonide for
Maintenance of Remission in Patients With Crohn's
Disease in Medically Induced Remission: a
Predetermined Pooled Analysis of Four Randomized,
Double-Blind, Placebo-Controlled Trials. American
Journal of Gastroenterology. 2005; 100(8):1780-
1787. (Guideline Ref ID 217)

11. Simonoska CM, Glavas DM, Goracinova K.
Chitosan Coated Ca-Alginate Microparticles Loaded
With Budesonide for Delivery to the Inflamed
Colonic Mucosa. European Journal of Pharmaceutics
and Biopharmaceutics. 2008; 68(3):565-578.
(Guideline Ref ID 20388)
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Reason for exclusion
Not RCT

Pooled analysis used for reference and quality
assurance

Not question of interest



Excluded studies

1.2.4 Azathioprine/mercaptopurine
Study reference Reason for exclusion

1. No authors listed. Crohn's disease and Not RCT
immunosuppressive therapy. Med J Aust.
1972;2(11):579-80. (Guideline Ref ID 433)

2. Belaiche J, Desager JP, Horsmans Y, Louis E. Not RCT
Therapeutic drug monitoring of azathioprine and 6-
mercaptopurine metabolites in Crohn disease. Scand

J Gastroenterol. 2001;36(1):71-6. (Guideline Ref ID

1322)

3. Bokemeyer B, Teml A, Roggel C, Hartmann P, Not question of interest
Fischer C, Schaeffeler E, Schwab M. Adherence to

thiopurine treatment in out-patients with Crohn's

disease. Aliment Pharmacol Ther. 2007;26(2):217-25.

(Guideline Ref ID 20335)

4. Bouhnik Y, Lémann M, Mary JY, Scemama G, Tai R, Not RCT
Matuchansky C, Modigliani R, Rambaud JC. Long-

term follow-up of patients with Crohn's disease

treated with azathioprine or 6-mercaptopurine.

Lancet. 1996;347(8996):215-9. (Guideline Ref ID 811)

5. Chebli JM, Gaburri PD, De Souza AF, Pinto AL, Not RCT
Chebli LA, Felga GE, Forn CG, Pimentel CF. Long-term

results with azathioprine therapy in patients with
glucocorticosteroid-dependent Crohn's disease:

open-label prospective study. J Gastroenterol

Hepatol. 2007;22(2):268-74. (Guideline Ref ID 90)

6. Christodoulou D, Katsanos K, Baltayannis G, Not RCT
Tzabouras N, Tsianos EV. A report on efficacy and

safety of azathioprine in a group of inflammatory

bowel disease patients in northwest Greece.
Hepatogastroenterology. 2003;50(52):1021-4.

(Guideline Ref ID 334)

7. Cosnes J, Nion-Larmurier |, Beaugerie L, Afchain P,  Not RCT
Tiret E, Gendre JP. Impact of the increasing use of
immunosuppressants in Crohn's disease on the need

for intestinal surgery. Gut. 2005;54(2):237-41.

(Guideline Ref ID 1080)

8. Cuffari C, Théorét Y, Latour S, Seidman G. 6- Not question of interest
Mercaptopurine metabolism in Crohn's disease:

correlation with efficacy and toxicity. Gut.

1996;39(3):401-6. (Guideline Ref ID 306)

9. Goldstein F. Maintenance treatment for Crohn's Not RCT
disease: has the time arrived? Am J Gastroenterol.
1992;87(5):551-6. (Guideline Ref ID 343)

10. Gupta P, Gokhale R, Kirschner BS. 6- Not question of interest
mercaptopurine metabolite levels in children with

inflammatory bowel disease. J Pediatr Gastroenterol

Nutr. 2001;33(4):450-4. (Guideline Ref ID 763)

11 .Jacobstein DA, Baldassano RN. Use of 6- Not RCT
mercaptopurine/azathioprine as the

immunomodulator of choice for moderately active

Crohn's disease: balance. Inflamm Bowel Dis.

2005;11(2):203-5. (Guideline Ref ID 1061)

12. Jaspers GJ, Verkade HJ, Escher JC, de Ridder L, Not RCT
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Excluded studies

Study reference

Taminiau JA, Rings EH. Azathioprine maintains first
remission in newly diagnosed pediatric Crohn's
disease. Inflamm Bowel Dis. 2006;12(9):831-6.
(Guideline Ref ID 678)

13. Juillerat P, Vader JP, Felley C, Pittet V, Gonvers JJ,
Mottet C, Bemelman WA, Lémann M, Oresland T,
Michetti P, Froehlich F; EPACT Il Study Group.
Appropriate maintenance treatment for Crohn's
disease: Results of a multidisciplinary international
expert panel - EPACT Il. J Crohns Colitis.
2009;3(4):241-9. (Guideline Ref ID 238)

14. Kader HA, Raynor SC, Young R, Kaufman SS,
Vanderhoof J, Ruby El, Mack DR. Introduction of 6-
mercaptopurine in Crohn's disease patients during
the perioperative period: a preliminary evaluation of
recurrence of disease. J Pediatr Gastroenterol Nutr.
1997;25(1):93-7. (Guideline Ref ID 304)

15. Kim PS, Zlatanic J, Korelitz BI, Gleim GW.
Optimum duration of treatment with 6-
mercaptopurine for Crohn's disease. Am J
Gastroenterol. 1999;94(11):3254-7. (Guideline Ref ID
20337)

16. Klein M, Binder HJ, Mitchell M, Aaronson R, Spiro
H. Treatment of Crohn's disease with azathioprine: a
controlled evaluation. Gastroenterology.
1974;66(5):916-22. (Guideline Ref ID 2791)

17. Hanauer SB. Remission of Crohn disease with
current drugs: A meta-analysis. Annals of Internal
Medicine 1992;117(SUPPL. 3), 69. (Guideline Ref ID
828)

18. Kornbluth A, George J, Sachar DB.
Immunosuppressive drugs in Crohn's disease.
Gastroenterologist. 1994;2(3):239-46. (Guideline Ref
ID 326)

19. Lavy A, Chowers Y, Odes HS, Eliakim R; Israel
gastroenterology association. Position statement:
immunomodaulator therapy for inflammatory Bowel
disease. Isr Med Assoc J. 2003;5(3):164-9. (Guideline
Ref ID 121)

20. Ludwig D, Stange EF. Efficacy of azathioprine in
the treatment of chronic active Crohn's disease:
prospective one-year follow-up study. German
Imurek Study Group. Z Gastroenterol.
1999;37(11):1085-91. (Guideline Ref ID 1759)

21. Mantzaris GJ, Roussos A, Christidou A, Koilakou
S, Kalantzis CN, Petraki K, Sfakianakis M,
Karagiannidis A, Polyzou P. The long-term efficacy of
azathioprine does not wane after four years of
continuous treatment in patients with steroid-
dependent luminal Crohn's disease. J Crohns Colitis.
2007;1(1):28-34. (Guideline Ref ID 785)

22. Markowitz J, Rosa J, Grancher K, Aiges H, Daum
F. Long-term 6-mercaptopurine treatment in
adolescents with Crohn's disease. Gastroenterology.
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Reason for exclusion

Not RCT

Not RCT

Not RCT

Not maintenance therapy

Not RCT

Not RCT

Not RCT

Not RCT

Not RCT

Not RCT



Excluded studies

Study reference
1990;99(5):1347-51. (Guideline Ref ID 347)

23. Nielsen OH, Vainer B, Rask-Madsen J. Review
article: the treatment of inflammatory bowel disease
with 6-mercaptopurine or azathioprine. Aliment
Pharmacol Ther. 2001;15(11):1699-708. (Guideline
Ref ID 20338)

24. Nyman M, Hansson |, Eriksson S. Long-term
immunosuppressive treatment in Crohn's disease.
Scand J Gastroenterol. 1985;20(10):1197-203.
(Guideline Ref ID 6321)

25. O'Brien JJ, Bayless TM, Bayless JA. Use of
azathioprine or 6-mercaptopurine in the treatment
of Crohn's disease. Gastroenterology.
1991;101(1):39-46. (Guideline Ref ID 20339)

26. Picco MF, Zubiaurre I, Adluni M, Cangemi JR,
Shelton D. Immunomodulators are associated with a
lower risk of first surgery among patients with non-
penetrating non-stricturing Crohn's disease. Am J
Gastroenterol. 2009;104(11):2754-9. (Guideline Ref
ID 598)

27. Pinto AL, Chebli LA, Ribeiro MS, Pace FH, Moraes
JP, do Amaral FJ Jr, Gaburri PD, Meirelles de Souza
AF, Chebli JM. Azathioprine therapy in steroid-
dependent patients with Crohn disease: results of a
10-year longitudinal follow-up study. Med Sci Monit.
2009;15(5):P119-26. (Guideline Ref ID 447)

28. Plevy SE. Glucocorticosteroid-sparing treatments
in patients with Crohn's disease. Am J Gastroenterol.
2002;97(7):1607-17. (Guideline Ref ID 210)

29. Present DH, Meltzer SJ, Krumholz MP, Wolke A,
Korelitz Bl. 6-Mercaptopurine in the management of
inflammatory bowel disease: short- and long-term
toxicity. Ann Intern Med. 1989;111(8):641-9
(Guideline Ref ID 501)

30. Present DH, Korelitz Bl, Wisch N, Glass JL, Sachar
DB, Pasternack BS. Behandlung des Morbus Crohn
mit 6-Mercaptopurine. Inn. Med. 1980;7: 147-8
(Guideline Ref ID 1533)

31. Carter MJ, Lobo AJ. Lack of effect of intravenous
azathioprine on time to respond for steroid treated
Crohn's disease. Gut. 2001;48(3):295-6. (Guideline
Ref ID 6315)

32. Steinhart H. Maintenance therapy in Crohn's
disease. Can J Gastroenterol. 2000;14 Suppl C:23C-
28C. (Guideline Ref ID 249)

33. Szamosi T, Banai J, Lakatos L, Czegledi Z, David G,
Zsigmond F, Pandur T, Erdelyi Z, Gemela O, Papp M,
Papp J, Lakatos PL. Early azathioprine/biological
therapy is associated with decreased risk for first
surgery and delays time to surgery but not
reoperation in both smokers and nonsmokers with
Crohn's disease, while smoking decreases the risk of
colectomy in ulcerative colitis. Eur J Gastroenterol
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Reason for exclusion

Not RCT

Not RCT

Not RCT

Not RCT

Not RCT

Not RCT

Not RCT

Non-English language

Not question of interest

Not RCT

Not question of interest
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Excluded studies

Study reference
Hepatol. 2010;22(7):872-9 (Guideline Ref ID 387)

34. Treton X, Bouhnik Y, Mary JY, Colombel JF,
Duclos B, Soule JC, Lerebours E, Cosnes J, Lemann M;
Groupe D'Etude Thérapeutique Des Affections
Inflammatoires Du Tube Digestif (GETAID).
Azathioprine withdrawal in patients with Crohn's
disease maintained on prolonged remission: a high
risk of relapse. Clin Gastroenterol Hepatol.
2009;7(1):80-5. (Guideline Ref ID 63)

35. Zheng JJ, Chu XQ, Shi XH, Zhou CL, Seng BW.
Efficacy and safety of azathioprine maintenance
therapy in a group of Crohn's disease patients in
China. J Dig Dis. 2008;9(2):84-8. (Guideline Ref ID
6323)

36. Viazis N, Vlachogiannakos J., Georgiadis D.,
Keyoglou A ., Vasianopoulou P., Markoutsaki Th.,
Komninou E., Markoglou K., Gouma P., Karamanolis
D.G. Azathioprine use in patients with Inflammatory
BowelDisease. Adherence to treatment and adverse
events. A single center experience. Annals of
Gastroenterology 2009;22(3):173-7 (Guideline Ref ID
20248)

37. Treton X, Bouhnik Y, Mary JY, Colombel JF,
Duclos B, Soule JC, Lerebours E, Cosnes J, Lemann M;
Groupe D'Etude Thérapeutique Des Affections
Inflammatoires Du Tube Digestif (GETAID).
Azathioprine withdrawal in patients with Crohn's
disease maintained on prolonged remission: a high
risk of relapse. Clin Gastroenterol Hepatol.
2009;7(1):80-5. (Guideline Ref ID 63)

38. Fuentes D, Torrente F, Keady S, Thirrupathy K,
Thomson MA, Walker-Smith JA, Murch SH,
Heuschkel RB. High-dose azathioprine in children
with inflammatory bowel disease. Aliment
Pharmacol Ther. 2003;17(7):913-21. (Guideline Ref
ID 1033)

39. Present DH, Wisch N, Glass JL, Korelitz Bl. The
efficacy of immunosuppressive therapy in Crohn’s
Disease. A randomized long term double blind study.
Gastroenterology 1977;72(511), A-91. (Guideline Ref
ID 948)

40. Boyle B, Mackner L, Ross C, Moses J, Kumar S,
Crandall W. A single-center experience with
methotrexate after thiopurine therapy in pediatric
Crohn disease. J Pediatr Gastroenterol Nutr.
2010;51(6):714-7. (Guideline Ref ID 602)

41.Pearson DC, May GR, Fick GH, Sutherland LR.
Azathioprine and 6-mercaptopurine in Crohn
disease. A meta-analysis. Ann Intern Med.
1995;123(2):132-42. (Guideline Ref ID 6380)

42. Candy S, Wright J, Gerber M, Adams G, Gerig M,
Goodman R. A controlled double blind study of
azathioprine in the management of Crohn's disease.
Gut. 1995;37(5):674-8. (Guideline Ref ID 319)
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Reason for exclusion

Not question of interest

Not RCT

Not RCT

Not RCT — study already included (Ref ID: 6334
Lémann et al. 2005)

Not RCT

Crossover study

Not RCT

Not RCT (used for quality assessment)

Active disease at randomisation



Excluded studies

Study reference Reason for exclusion

43. Maté-Jiménez J, Hermida C, Cantero-Perona J, Active disease at randomisation
Moreno-Otero R. 6-mercaptopurine or methotrexate

added to prednisone induces and maintains

remission in steroid-dependent inflammatory bowel

disease. Eur J Gastroenterol Hepatol.

2000;12(11):1227-33. (Guideline Ref ID 6332)

44. Rosenberg JL, Levin B, Wall AJ, Kirsner JB. A Trial lasted less than 12 months
controlled trial of azathioprine in Crohn's disease.

Am J Dig Dis. 1975;20(8):721-6. (Guideline Ref ID

418)

45. Willoughby JM, Beckett J, Kumar PJ, Dawson AM.  Trial lasted less than 12 months
Controlled trial of azathioprine in Crohn's disease.
Lancet. 1971;2(7731):944-7. (Guideline Ref ID 437)

46. D’Haens GR, Norman M, Van Assche GA, Van Post-surgical study
Olman G, Aerden |, Wermeire S, Rutgeerts P)J.

Combination therapy with metronidazole and

azathioprine reduces severe postoperative

recurrence of Crohn’s disease: a double-blind

controlled randomised trial. Gastroenterology.

2007;132:A52. (Guideline Ref ID 6532)

47. Hanauer SB, Korelitz Bl, Rutgeerts P, Peppercorn Post-surgical study
MA, Thisted RA, Cohen RD, Present DH.

Postoperative maintenance of Crohn's disease

remission with 6-mercaptopurine, mesalamine, or

placebo: a 2-year trial. Gastroenterology.

2004;127(3):723-9. (Guideline Ref ID 6333)

48. Prefontaine E, Sutherland LR, Macdonald JK, Not RCT (used for quality assessment)
Cepoiu M. Azathioprine or 6-mercaptopurine for

maintenance of remission in Crohn's disease.

Cochrane Database Syst Rev. 2009;(1):CD000067

(Guideline Ref ID 2533)
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Excluded studies

1.2.5 Methotrexate
Study reference Reason for exclusion

1. Boyle B, MacKner L, Ross C, Moses J, Kumar S, Not an RCT
Crandall W. A Single-center experience with

methotrexate after thiopurine therapy in pediatric

crohn disease. Journal of Pediatric Gastroenterology

and Nutrition. 2010; 51(6):714-717.

2. Charpignon C, Beau P. Methotrexate as single Not an RCT
therapy in Crohn's disease: is its long-term efficacy

limited? Gastroenterologie Clinique Et Biologique.

2008; 32(2):153-157.

3. Chong RY, Hanauer SB, Cohen RD. Efficacy of Not and RCT
parenteral methotrexate in refractory Crohn's

disease. Alimentary Pharmacology and Therapeutics.

2001; 15(1):35-44.

4. Din S, Dahele A, Fennel J, Aitken S, Shand AG, Not an RCT
Arnott ID, Satsangi J. Use of methotrexate in

refractory Crohn's disease: the Edinburgh

experience. Inflammatory Bowel Diseases. 2008;

14(6):756-762.

5. Feagan BG, Rochon J, Fedorak RN, Irvine EJ, Wild Active disease
G, Sutherland L, Steinhart AH, Greenberg GR, Gillies

R, Hopkins M. Methotrexate for the treatment of

Crohn's disease. The North American Crohn's Study

Group Investigators. New England Journal of

Medicine. 1995; 332(5):292-297.

6. Fraser AG, Morton D, Mcgovern D, Travis S, Jewell ~ Not an RCT
DP. The efficacy of methotrexate for maintaining

remission in inflammatory bowel disease. Alimentary
Pharmacology and Therapeutics. 2002; 16(4):693-

697.

7. Egan LJ, Sandborn WJ, Tremaine WJ, Leighton JA, Mixed IBD population
Mays DC, Pike MG, Zinsmeister AR, Lipsky JJ. A

randomized dose-response and pharmacokinetic

study of methotrexate for refractory inflammatory

Crohn's disease and unclerative colitis. Alimentary

Pharmacology and Therapeutics. 1999; 13(12):1597-

1604.

8. Hausmann J, Zabel K, Herrmann E, Schroder O. Not an RCT
Methotrexate for maintenance of remission in

chronic active Crohn's disease: long-term single-

center experience and meta-analysis of

observational studies. Inflammatory Bowel Diseases.

2010; 16(7):1195-1202.

9. Hayee BH, Harris AW. Methotrexate for Crohn's Not an RCT
disease: Experience in a district general hospital.

European Journal of Gastroenterology and

Hepatology. 2005; 17(9):893-898.

10. Laharie D, Reffet A, Belleannee G, Chabrun E, Not an RCT
Subtil C, Razaire S, Capdepont M, de L, V. Mucosal

healing with methotrexate in Crohn's disease: a

prospective comparative study with azathioprine

and infliximab. Alimentary Pharmacology and

Therapeutics. 2011; 33(6):714-721.
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Excluded studies

Study reference

11. Mate-Jimenez J, Hermida C, Cantero-Perona J,
Moreno-Otero R. 6-mercaptopurine or methotrexate
added to prednisone induces and maintains
remission in steroid-dependent inflammatory bowel
disease. European Journal of Gastroenterology and
Hepatology. 2000; 12(11):1227-1233.

12. Oren R, Moshkowitz M, Odes S, Becker S, Keter
D, Pomeranz I, Shirin C, Reisfeld I, Broide E, Lavy A,
Fich A, Eliakim R, Patz J, Villa Y, Arber N, Gilat T.
Methotrexate in chronic active Crohn's disease: a
double-blind, randomized, Israeli multicenter trial.
American Journal of Gastroenterology. 1997;
92(12):2203-2209.

13. Ruemmele FM. Immunomodulation with
methotrexate: underused and undervalued?
Digestive Diseases. 2009; 27(3):312-314.

14. Turner D, Grossman AB, Rosh J, Kugathasan S,
Gilman AR, Baldassano R, Griffiths AM.
Methotrexate following unsuccessful thiopurine
therapy in pediatric Crohn's disease. American
Journal of Gastroenterology. 2007; 102(12):2804-
2812.

15. Uhlen S, Belbouab R, Narebski K, Goulet O,
Schmitz J, Cezard JP, Turck D, Ruemmele FM. Efficacy
of methotrexate in pediatric Crohn's disease: A
French multicenter study. Inflammatory Bowel
Diseases. 2006; 12(11):1053-1057.
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No placebo comparison

Active disease

28

Narrative review

Not an RCT

Not an RCT



1.3

Excluded studies

Maintaining remission after surgery
Study reference Reason for exclusion

Please note that evidence on treatments for post-surgical maintenance of remission in Crohn's
disease was reviewed in 2019. The updated evidence review and full current recommendations can
be found on the NICE website.
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1.4

14.1

Excluded studies

Enteral nutrition

Induction
Study reference

1. Afzal, N. A., et al. "Colonic Crohn's disease in
children does not respond well to treatment with
enteral nutrition if the ileum is not involved." Digestive
Diseases and Sciences 50.8 (2005): 1471-75.

2. Afzal NA, Van Der Zaag-Loonen HJ, Arnaud-
Battandier F, Davies S, Murch S, Derkx B, Heuschkel R,
Fell IM. Improvement in quality of life of children with
acute Crohn's disease does not parallel mucosal
healing after treatment with exclusive enteral
nutrition. Alimentary Pharmacology and Therapeutics.
2004; 20(2):167-172.

3. Bascietto C, Borrelli O, Di Nardo G, Ambrosini A,
Cirulli M, Bosco S, Cucchiara S. Nutritional Therapy
Alone With A Polymeric Diet (Modulen) Is More
Effective Than Corticosteroids in Inducing Healing of
Intestinal Mucosal Lesions in Active Crohn's Disease.
Journal of Pediatric Gastroenterology and Nutrition.
2004; 39:5106-S107.

4. Beattie RM, Schiffrin EJ, Donnet-Hughes A, Huggett
AC, Domizio P, Macdonald TT, Walker-Smith JA.
Polymeric nutrition as the primary therapy in children
with small bowel Crohn's disease Alimentary
Pharmacology and Therapeutics. 1994; 8(6):609-615.

5. Berni Canani R., Terrin G, Borrelli O, Romano MT,
Manguso F, Coruzzo A, D'Armiento F, Romeo EF,
Cucchiara S. Short- and Long-Term Therapeutic
Efficacy of Nutritional Therapy and
Glucocorticosteroids in Paediatric Crohn's Disease.
Digestive and Liver Disease. 2006; 38(6):381-387.
(Guideline Ref ID 1208)

6. Buchanan E, Gaunt WW, Cardigan T, Garrick V,
McGrogan P, Russell RK. The use of exclusive enteral
nutrition for induction of remission in children with
Crohn's disease demonstrates that disease phenotype
does not influence clinical remission Alimentary
Pharmacology and Therapeutics. 2009; 30(5):501-507.

7. Day, A. S., et al. "Systematic review: Nutritional
therapy in paediatric Crohn's disease." Alimentary
Pharmacology and Therapeutics 27.4 (2008): 293-307.

8. Demetriou, A. A. "Comparison of enteral nutrition
and drug treatment in active Crohn's disease: results
of the European Cooperative Crohn's Disease Study
IV." Journal of Parenteral and Enteral Nutrition 16.1
(1992): 84-85.

9. Dziechciarz, P., et al. "Meta-analysis: enteral
nutrition in active Crohn's disease in children. [47
refs]." Alimentary Pharmacology and Therapeutics
26.6 (2007): 795-806.

10.Fell JME, Paintin M, Arnaud-Battandieri F, Beattie
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Reason for exclusion

Prospective cohort study; no control group

Prospective cohort study; no control group

Abstract from poster session

Not RCT; uncontrolled descriptive study

Not RCT

Narrative review

Letter

Meta-analysis/systematic review used for quality
assurance

Not RCT



Excluded studies

Study reference Reason for exclusion
RM, Hollis A, Kitching P, Donnet-Hughes A, Macdonald

TT, Walker-Smith JA. Mucosal healing and a fall in

mucosal pro-inflammatory cytokine mRNA induced by

a specific oral polymeric diet in paediatric Crohn's

disease. Alimentary Pharmacology and Therapeutics.

2000; 14(3):281-289.

11. Fernandez-Baiiares, F., et al. "How effective is Meta-analysis/systematic review used for quality
enteral nutrition in inducing clinical remission in active  assurance

Crohn's disease? A meta-analysis of the randomized

clinical trials." Journal of Parenteral and Enteral

Nutrition 19.5 (1995): 356-64.

12. Griffiths, A. M., et al. "Meta-analysis of enteral Meta-analysis/systematic review used for quality
nutrition as a primary treatment of active Crohn's assurance
disease." Gastroenterology 108.4 (1995): 1056-67.

13. Heuschkel, R. B., et al. "Enteral nutrition and Meta-analysis/systematic review used for quality
glucocorticosteroids in the treatment of acute Crohn's  assurance

disease in children." Journal of Pediatric

Gastroenterology and Nutrition 31.1 (2000): 8-15.

14. Koretz, R. L., et al. "Does enteral nutrition affect Meta-analysis/systematic review used for quality
clinical outcome? A systematic review of the assurance

randomized trials. [207 refs]." American Journal of

Gastroenterology 102.2 (2007): 412-29.

15. Messori, A., et al. "Defined-formula diets versus Meta-analysis/systematic review used for quality
steroids in the treatment of active Crohn's disease: a assurance

meta-analysis." Scandinavian Journal of

Gastroenterology 31.3 (1996): 267-72.

16. Guidelines for use of home total parenteral Not question of interest
nutrition. A.S.P.E.N. Board of Directors. American

Society for Parenteral and Enteral Nutrition. Jpen:

Journal of Parenteral & Enteral Nutrition 11.4 (1987):

342-44.

17. Gassull, M. A,, et al. "Enteral nutrition in Not RCT
inflaimmatory bowel disease." Gut 27 Suppl 1 (1986):

76-80.

18. Gonzalez-Huix, F., et al. "Total enteral nutrition Abstract

with polymeric diets (TENP) as primary treatment in
Crohn's disease (CD). Preliminary results of a
controlled trial [abstract]." Clinical Nutrition 10 Spec
Suppl 2 (1991): 47.

19. Griffiths, A. M., et al. "Meta-analysis of enteral Abstract
nutrition as a primary treatment of active Crohn's
disease." Gastroenterology 108.4 (1995): 1056-67.

20. Heuschkel, R. "Enteral nutrition should be used to Narrative review
induce remission in childhood Crohn's disease. [81
refs]." Digestive Diseases 27.3 (2009): 297-305.

21. Hunt, J. B., et al. "A randomised controlled trial of Abstract
elemental diet versus prednisolone in the treatment of

new & recurrent Crohns disease [abstract]." Clinical

Nutrition 8 Spec Suppl (1989): 80.

22.Imes, S., et al. "Effect of Ensure, a defined formula Not comparison of interest
diet, in patients with Crohn's disease." Digestion 35.3
(1986): 158-69.

23. Johnson, T., et al. "Treatment of active Crohn's Not question of interest
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Excluded studies

Study reference
disease in children using partial enteral nutrition with
liquid formula: a randomised controlled trial

845." Gut 55.3 (2006): 356-61.

24 .Lochs, H., et al. "ESPEN Guidelines on Enteral
Nutrition: Gastroenterology. [148 refs]." Clinical
Nutrition 25.2 (2006): 260-74.

25. Mantzaris, G. J., et al. "A Prospective Randomized
Trial in Active Crohn's Disease Comparing
prednisolone, a Polymeric Diet and a Polymeric Diet
Plus Prednisolon [abstract]." Gut 39 Suppl 3 (1996):
A166.

26. Matsueda, K. "Therapeutic efficacy of elemental
enteral alimentation in Crohn's disease." Journal of
Gastroenterology 35.SUPPL. 12 (2000): 19.

27. Matsui, T., T. Sakurai, and T. Yao. "Nutritional
therapy for Crohn's disease in Japan. [Review] [29
refs]." Journal of Gastroenterology 40 Suppl 16:25-31,
2005 Mar. (2005): 25-31.

28. Moorthy, D., K. L. Cappellano, and I. H. Rosenberg.
"Nutrition and Crohn's disease: an update of print and
Web-based guidance. [Review] [116 refs]." Nutrition
Reviews 66.7 (2008): 387-97.

29. Morin, C. L., et al. "Continuous elemental enteral
alimentation in the treatment of children and
adolescents with Crohn's disease." Journal of
Parenteral and Enteral Nutrition 6.3 (1982): 194-99.

30. Munkholm, Larsen P., et al. "Elemental diet: a
therapeutic approach in chronic inflammatory bowel
disease." Journal of Internal Medicine 225.5 (1989):
325-31.

31. Murphy, M. S., et al. "Can intensive nutritional
supplementation with an elemental diet induce a true
remission in Crohn's disease? A randomised controlled
trial." Journal of Pediatric Gastroenterology and
Nutrition 34.4 (2002): 457.

32. Nielsen, A. A,, et al. "Impact of enteral
supplements enriched with omega-3 fatty acids and/or
omega-6 fatty acids, arginine and ribonucleic acid
compounds on leptin levels and nutritional status in
active Crohn's disease treated with prednisolone."
Digestion 75.1 (2007): 10-16.

33. Nielsen, N. K., et al. "Response pattern recognition
in paediatric Crohn's disease patients treated with
enteral nutrition." Journal of Crohn's and Colitis 2.3
(2008): 233-36.

34. O'Keefe, S. J., et al. "Glucocorticosteroids versus
elemental diet in the treatment of acute Crohn's
disease: the effects on in vivo amino acid kinetics,
protein catabolism, immunoglobulin, transferrin and
albumin synthesis rates." South African Medical
Journal 68 (1985): 523.

35. O'Keefe, S. J., et al. "Steroids and bowel rest versus
elemental diet in the treatment of patients with
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Reason for exclusion

Guideline

Abstract only

Abstract

Narrative only

Narrative

Not RCT

Not question of interest

Abstract

Not question of interest

Not RCT

Abstract

Outcome measures of interest not included



Excluded studies

Study reference

Crohn's disease: the effects on protein metabolism
and immune function." Journal of Parenteral and
Enteral Nutrition 13.5 (1989): 455

36. O'Morain, C. "Elemental diets and Crohn's disease.

[16 refs]." Acta Gastroenterologica Belgica 50.5 (1987):

574

37. 0'Morain, C. and M. O'Sullivan. "Nutritional
support in Crohn's disease: current status and future
directions. [32 refs]." Journal of Gastroenterology
30.Suppl 8 (1995): 102

38. O'Sullivan, M. A. and C. A. O'Morain. "Nutritional
therapy in Crohn's disease. [80 refs]." Inflammatory
Bowel Diseases 4.1 (1998): 45

39. Okada M, Yao T, Yamamoto T, Takenaka K,
Imamura K, Maeda K, Fujita K. Controlled trial
comparing an elemental diet with prednisolone in the
treatment of active Crohn's disease. Hepato-
Gastroenterology. 1990; 37(1):72-80.

40. Papadopoulou, A., et al. "Remission following an
elemental diet or prednisolone in Crohn's disease."
Acta Paediatrica 84.1 (1995): 79

41. Park, R. H. R,, et al. "Double-blind controlled trial
of elemental and polymeric diets as primary therapy in
active Crohn's disease." European Journal of
Gastroenterology and Hepatology 3.6 (1991): 483-90.

42. Raouf, A. H., et al. "Enteral feeding as sole
treatment for Crohn's disease: Controlled trial of
whole protein v amino acid based feed and a case
study of dietary challenge." Gut 32.6 (1991): 702

43. Ritchie, J. K., et al. "Controlled multicentre
therapeutic trial of an unrefined carbohydrate, fibre
rich diet in Crohn's disease." British Medical Journal
Clinical Research Ed. 295.6597 (1987): 517

44. Roggero, P., et al. "A prospective pediatric
multicenter trial of enteral nutrition and azathioprine
in preventing relapses of Crohn disease: preliminary
results." Journal of Pediatric Gastroenterology and
Nutrition 36.4 (2003): 543.

45. Saverymuttu, S., H. J. Hodgson, and V. S. Chadwick.
"Controlled trial comparing prednisolone with an
elemental diet plus non

46. Seidman, E., et al. "Nutritional issues in pediatric
inflammatory bowel disease." Journal of Pediatric
Gastroenterology and Nutrition 12.4 (1991): 424

47. Slonim, A. E., M. Grovit, and L. Bulone. "Effect of
exclusion diet with nutraceutical therapy in juvenile
Crohn's disease." Journal of the American College of
Nutrition 28.3 (2009): 277

48. Sylvester, F. A., et al. "A two-year longitudinal
study of persistent lean tissue deficits in children with
Crohn's disease." Clinical Gastroenterology and
Hepatology 7.4 (2009): 452-55.
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Reason for exclusion

Narrative review

Narrative review

Narrative review

Outcome measures of interest not included

Not RCT

Not question of interest

Not question of interest

Not question of interest

Abstract

Not comparison of interest

Abstract

Not RCT

Not question of interest



Excluded studies

49. Yamamoto, T., et al. "Impact of elemental diet on Not RCT
mucosal inflammation in patients with active Crohn's

disease: cytokine production and endoscopic and

histological findings." Inflammatory Bowel Diseases

11.6 (2005): 580

50. "Impact of long-term enteral nutrition on clinical Not RCT
and endoscopic recurrence after resection for Crohn's

disease: A prospective, non-randomized, parallel,

controlled study." Alimentary Pharmacology and

Therapeutics 25.1 (2007): 67-72.
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Excluded studies

1.4.2 Maintenance

Study reference

1. Berni Canani R., Terrin G, Borrelli O, Romano MT,
Manguso F, Coruzzo A, D'Armiento F, Romeo EF,
Cucchiara S. Short- and Long-Term Therapeutic
Efficacy of Nutritional Therapy and
Glucocorticosteroids in Paediatric Crohn's Disease.
Digestive and Liver Disease. 2006; 38(6):381-387.
(Guideline Ref ID 1208)

2. Brotherton AM, Judd PA. Quality of Life in Adult
Enteral Tube Feeding Patients. Journal of Human
Nutrition and Dietetics. 2007; 20(6):513-522.
(Guideline Ref ID 1166)

3. Dray X, Marteau P. The Use of Enteral Nutrition in
the Management of Crohn's Disease in Adults.
Journal of Parenteral and Enteral Nutrition. 2005;
29(4 Suppl):S166-S169. (Guideline Ref ID 20311)

4. Esaki M, Matsumoto T, Hizawa K, Nakamura S, Jo
Y, Mibu R, lida M. Preventive Effect of Nutritional
Therapy Against Postoperative Recurrence of Crohn
Disease, With Reference to Findings Determined by
Intra-Operative Enteroscopy. Scandinavian Journal of
Gastroenterology. 2005; 40(12):1431-1437.
(Guideline Ref ID 2222)

5. Giaffer MH, Cann P, Holdsworth CD. Long-Term
Effects of Elemental and Exclusion Diets for Crohn's
Disease. Alimentary Pharmacology and Therapeutics.
1991; 5(2):115-125. (Guideline Ref ID 816)

6. Gonzalez-Huix F, De Leon R, Fernandez-Banares F,
Esteve M, Cabre E, Acero D, Abad-Lacruz A, Figa M,
Guilera M, Planas R, Gassull MA. Polymeric Enteral
Diets As Primary Treatment of Active Crohn's
Disease: A Prospective Steroid Controlled Trial. Gut.
1993; 34(6):778-782. (Guideline Ref ID 1486)

7. Gorard DA, Hunt JB, Payne-James JJ, Palmer KR,
Rees RG, Clark ML, Farthing MJ, Misiewicz JJ, Silk DB.
Initial Response and Subsequent Course of Crohn's
Disease Treated With Elemental Diet or
Prednisolone. Gut. 1993; 34(9):1198-1202.
(Guideline Ref ID 6427)

8. Harries AD, Jones LA, Danis V. Controlled Trial of
Supplemented Oral Nutrition in Crohn's Disease.
Lancet. 1983; 1(8330):887-890. (Guideline Ref ID
20288)

9. Johnson T, Macdonald S, Hill SM, Thomas A,
Murphy MS. Treatment of Active Crohn's Disease in
Children Using Partial Enteral Nutrition With Liquid
Formula: a Randomised Controlled Trial. Gut. 2006;
55(3):356-361. (Guideline Ref ID 845)

10. Knight C, EI-Matary W, Spray C, Sandhu BK. Long-
Term Outcome of Nutritional Therapy in Paediatric
Crohn's Disease. Clinical Nutrition. 2005; 24(5):775-
779. (Guideline Ref ID 2223)

11. Koga H, lida M, Aoyagi K, Matsui T, Fujishima M.
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Reason for exclusion
Not RCT

Not question of interest

Review article

Not question of interest — post operative

Not question of interest

Mean follow -up less than one year

Maintenance diet not described

No long-term follow up

No maintenance treatment

No maintenance treatment

Article in Japanese



Excluded studies

Study reference

[Long-Term Efficacy of Low Residue Diet for the
Maintenance of Remission in Patients With Crohn's
Disease]. Nippon Shokakibyo Gakkai Zasshi. 1993;
90(11):2882-2888. (Guideline Ref ID 2224)

12. Matsueda K, Shoda R, Takazoe M, Hiwatashi N,
Bamba T, Kobayashi K, Saito T, Terano A, Yao T.
Therapeutic Efficacy of Cyclic Home Elemental
Enteral Alimentation in Crohn's Disease: Japanese
Cooperative Crohn's Disease Study. Journal of
Gastroenterology. 1995; 30 Suppl 8:91-94.
(Guideline Ref ID 2225)

13. Papadopoulou A, Rawashdeh MO, Brown GA,
McNeish AS, Booth IW. Remission Following an
Elemental Diet or Prednisolone in Crohn's Disease.
Acta Paediatrica. 1995; 84(1):79-83. (Guideline Ref
ID 726)

14. Yamamoto T, Nakahigashi M, Saniabadi AR, lwata
T, Maruyama Y, Umegae S, Matsumoto K. Impacts of
Long-Term Enteral Nutrition on Clinical and
Endoscopic Disease Activities and Mucosal Cytokines
During Remission in Patients With Crohn's Disease: a
Prospective Study. Inflammatory Bowel Diseases.
2007; 13(12):1493-1501. (Guideline Ref ID 20261)

15. Yamamoto T, Nakahigashi M, Umegae S,
Kitagawa T, Matsumoto K. Impact of Elemental Diet
on Mucosal Inflammation in Patients With Active
Crohn's Disease: Cytokine Production and
Endoscopic and Histological Findings. Inflammatory
Bowel Diseases. 2005; 11(6):580-588. (Guideline Ref
ID 6432)

Appendix E

41

Reason for exclusion

Questionnaire study

No maintenance treatment

Not outcome of interest

Not outcome of interest



Excluded studies

1.5 Surgery

1.5.1 Surgery limited to the distal ileum versus medical management
Study reference Reason for exclusion

1. Adson MA, Benjamin |, Dockerty MB (1971) Not question of interest
Postcolectomy ileitis and related disorders. Archives
of Surgery 102 (4): 326-31.

2. Agrez MV, Valente RM, Pierce W et al. (1982) Not question of interest
Surgical history of Crohn's disease in a well-defined
population. Mayo Clinic Proceedings 57 (12): 747-52.

3. Alves A, Panis Y, Joly F et al. (2004) Could Epidemiology of Swedish patients
immunosuppressive drugs reduce recurrence rate

after second resection for Crohn disease?

Inflammatory Bowel Diseases 10 (5): 491-5.

4. Andersson P, Olaison G, Bodemar G et al. (2002) Not question of interest
Surgery for Crohn colitis over a twenty-eight-year

period: fewer stomas and the replacement of total

colectomy by segmental resection. Scandinavian

Journal of Gastroenterology 37 (1): 68-73.

5. Andrews HA, Lewis P, Allan RN (1989) Prognosis Not question of interest
after surgery for colonic Crohn's disease. British
Journal of Surgery 76 (11): 1184-90.

6. Aronson DC, Van CF, Heijmans HS et al. (1993) Adults vs. children — not question of interest
Surgical treatment of Crohn disease in children and

adolescents; how conservative can the paediatrician

be? European Journal of Pediatrics 152 (9): 727-9.

7. Baldassano RN, Han PD, Jeshion WC et al. (2001) Not question of interest
Pediatric Crohn's disease: risk factors for

postoperative recurrence. American Journal of

Gastroenterology 96 (7): 2169-76.

8. Bednarz W, Czopnik P, Wojtczak B et al. (2008) Not question of interest
Analysis of results of surgical treatment in Crohn's
disease. Hepato-Gastroenterology 55 (84): 998-1001.

9. Bemelman WA, Ivenski M, van Hogezand RA et al.  Risk assessment — not question of interest
(2001) How effective is extensive nonsurgical

treatment of patients with clinically active Crohn's

disease of the terminal ileum in preventing surgery?

Digestive Surgery 18 (1): 56-60.

10. Boeckman CR, Stone R, Schueller K (1981) Not question of interest

Crohn's disease in children. American Journal of

Surgery 142 (5): 567-8.

11 .Broe PJ, Cameron JL (1982) Surgical management Type of surgery — not question of interest

of ileosigmoid fistulas in Crohn's disease. American
Journal of Surgery 143 (5): 611-3.

12. Chardavoyne R, Flint GW, Pollack S et al. (1986) Not question of interest
Factors affecting recurrence following resection for

Crohn's disease. Diseases of the Colon and Rectum

29 (8): 495-502.

13. Condie J, Leslie KO, Smiley DF (1987) Surgical Case series

treatment for inflammatory bowel disease in the

older patient. Surgery Gynecology and Obstetrics

165 (2): 135-42.
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Excluded studies

Study reference

14. Cook L, Al-Hendawi E, Bates AW et al. (2007)
Limited ileo-caecal resection for localised Crohn's
disease in childhood: Clinical outcome and
predictors of further surgery. Journal of Crohn's and
Colitis 1 (2): 82-6.

15. Cristaldi M, Sampietro GM, Danelli PG et al.
(2000) Long-term results and multivariate analysis of
prognostic factors in 138 consecutive patients
operated on for Crohn's disease using "bowel-
sparing" techniques. American Journal of Surgery
179 (4): 266-70.

16. Davies G, Evans CM, Shand WS et al. (1990)
Surgery for Crohn's disease in childhood: influence of
site of disease and operative procedure on outcome.
British Journal of Surgery 77 (8): 891-4.

17. Di Abriola GF, De AP, Dall'oglio L et al. (2003)
Strictureplasty: An alternative approach in long
segment bowel stenosis Crohn's disease. Journal of
Pediatric Surgery 38 (5): 814-8.

18. Dietz DW, Fazio VW, Laureti S et al. (2002)
Strictureplasty in diffuse Crohn's jejunoileitis: safe
and durable. Diseases of the Colon and Rectum 45
(6): 764-70.

19. Dietz DW, Laureti S, Strong SA et al. (2001) Safety
and longterm efficacy of strictureplasty in 314
patients with obstructing small bowel Crohn's
disease. Journal of the American College of Surgeons
192 (3): 330-7.

20. Eshuis EJ, Stokkers PC, Bemelman WA (2010)
Decision-making in ileocecal Crohn's disease
management: surgery versus pharmacotherapy. [64
refs]. Expert review of gastroenterology and
hepatology 4 (2): 181-9.

21. Fazio VW, Tjandra JJ, Lavery IC et al. (1993) Long-

term follow-up of strictureplasty in Crohn's disease.
Diseases of the Colon and Rectum 36 (4): 355-61.

22. Hellers G (1979) Crohn's disease in Stockholm
County 1955-1974. Acta Chirurgica Scandinavica 145
(Suppl. 490)

23. Kennedy ED, Urbach DR, Krahn MD et al. (2004)
Azathioprine or ileocolic resection for steroid-
dependent terminal ileal Crohn's disease? A Markov
analysis. Diseases of the Colon and Rectum 47 (12):
2120-30.

24. Kim NK, Senagore AJ, Luchtefeld MA et al. (1997)
Long-term outcome after ileocecal resection for
Crohn's disease. American Surgeon 63 (7): 627-33.
25. Kirkegaard P, Weile F, Henriksen FW et al. (1978)
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Hepatology. 2007; 5(9):1065-
1069.
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Valentine J. Efficacy and Safety of
Endoscopic Balloon Dilation of
Symptomatic Upper and Lower
Gastrointestinal Crohn's Disease
Strictures. Journal of Clinical
Gastroenterology. 2005;
39(4):284-290.

49. Solt J, Hertelendy A, Szilagyi K.  Crohn’s patients not analysed Balloon dilation
Long-Term Results of Balloon separately

Catheter Dilation of Lower

Gastrointestinal Tract Stenoses.

Diseases of the Colon and

Rectum. 2004; 47(9):1499-1505.

50. Stebbing JF, Jewell DP, Data presented elsewhere Strictureplasty
Kettlewell MGW, Mortensen M.

Long-Term Results of Recurrence

and Reoperation After
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Surgery. 1995; 82(11):1471-1474.

51. Sun B, Shen R, Cheng S, Zhang  Not question of interest Balloon dilation
C, Zhong J. The Role of Double-

Balloon Enteroscopy in Diagnosis

and Management of Incomplete
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Endoscopy. 2007; 39(6):511-515.

52. Tichansky D, Cagir B, Yoo E, SR and MA Strictureplasty
Marcus SM, Fry RD.

Strictureplasty for Crohn's
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of the Colon and Rectum. 2000;

43(7):911-919.

53. Tjandra JJ, Fazio VW. Data reported elsewhere Strictureplasty
Strictureplasty for lleocolic

Anastomotic Strictures in Crohn's
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Rectum. 1993; 36(12):1099-1103.

54. Tjandra JJ, Fazio VW. Data reported elsewhere Strictureplasty
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Bowel Obstruction in Crohn's
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1994; 81(4):561-563.

55. Tjandra JJ, Fazio VW, Lavery Data reported elsewhere Strictureplasty
IC. Results of Multiple

Strictureplasties in Diffuse Crohn's

Disease of the Small Bowel.

Australian and New Zealand

Journal of Surgery. 1993;

63(2):95-99.

56. Van Assche G, Vermeire S, Narrative review Balloon dilation
Rutgeerts P, Koltun WA.

Endoscopic Therapy of Strictures
in Crohn's Disease. Inflammatory
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Bowel Diseases. 2007; 13(3):356-
361.

57. Wibmer AG, Kroesen AJ,
Grone J, Buhr HJ, Ritz JP.
Comparison of Strictureplasty and
Endoscopic Balloon Dilatation for
Stricturing Crohn's Disease--
Review of the Literature.
International Journal of Colorectal
Disease. 2010; 25(10):1149-1157.

58. Worsey MJ, Hull T, Ryland L,
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Effective Option in the Operative
Management of Duodenal Crohn's
Disease. Diseases of the Colon and
Rectum. 1999; 42(5):596-600.

59. Yaffe BH, Korelitz Bl. Prognosis
for Nonoperative Management of
Small-Bowel Obstruction in
Crohn's Disease. Journal of Clinical
Gastroenterology. 1983; 5(3):211-
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60. Yamamoto T, Allan RN,
Keighley MRB. Long-Term
Outcome of Surgical Management
for Diffuse Jejunoileal Crohn's
Disease. Surgery. 2001; 129(1):96-
102.

61. Yamamoto T, Fazio VW, Tekkis
PP. Safety and Efficacy of
Strictureplasty for Crohn's
Disease: a Systematic Review and
Meta-Analysis. Diseases of the
Colon and Rectum. 2007;
50(11):1968-1986.

62. Yamamoto T, Keighley MR.
Factors Affecting the Incidence of
Postoperative Septic
Complications and Recurrence
After Strictureplasty for
Jejunoileal Crohn's Disease.
American Journal of Surgery.
1999; 178(3):240-245.

63. Yamamoto T, Keighley MR.
Long-Term Results of
Strictureplasty for lleocolonic
Anastomotic Recurrence in
Crohn's Disease. Journal of
Gastrointestinal Surgery. 1999;
3(5):555-560.

64. Yamamoto T, Umegae S,
Kitagawa T, Matsumoto K.
Postoperative Change of Mucosal
Inflammation at Strictureplasty
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Segment in Crohn's Disease:
Cytokine Production and
Endoscopic and Histologic
Findings. Diseases of the Colon
and Rectum. 2005; 48(4):749-757.
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1.6

1.6.1

Excluded studies

Monitoring

Osteopenia
Study reference

1. Hill RJ, Brookes DSK, Davies PSW. Bones in pediatric
Crohn's disease: a review of fracture risk in children
and adults. Inflammatory Bowel Diseases. 2011;
17(5):1223-1228.

2. Leonard MB. Glucocorticoid-induced osteoporosis
in children: impact of the underlying disease.
Pediatrics. 2007; 119 Suppl 2:5166-S174.

3. Pappa H, Thayu M, Sylvester F, Leonard M, Zemel B,
Gordon C. Skeletal health of children and adolescents
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Gastroenterology and Nutrition. 2011; 53(1):11-25.

4. Mascarenhas MR, Thayu M. Pediatric inflammatory
bowel disease and bone health. Nutrition in Clinical
Practice. 2010; 25(4):347-352.

5. Persad R, Jaffer I, Issenman RM. The prevalence of
long bone fractures in pediatric inflammatory bowel
disease. Journal of Pediatric Gastroenterology and
Nutrition. 2006; 43(5):597-602.

6. Rovner AJ, Zemel BS. Re: Prevalence of long bone
fractures in pediatric inflammatory bowel disease.
Journal of Pediatric Gastroenterology and Nutrition.
2007; 45(2):269-271.

7. Specker BL, Schoenau E. Quantitative bone analysis
in children: Current methods and recommendations.
Journal of Pediatrics. 2005; 146(6):726-731.

8. Sylvester FA. IBD and skeletal health: children are
not small adults! Inflammatory Bowel Diseases. 2005;
11(11):1020-1023.

9. Sylvester FA. Do bones crack under the effects of
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Pediatric Gastroenterology and Nutrition. 2006;
43(5):563-565.

10. Viswanathan A, Sylvester FA. Chronic pediatric
inflammatory diseases: Effects on bone. Reviews in
Endocrine and Metabolic Disorders. 2008; 9(2):107-
122.
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1.6.2 Monitoring for early relapse
Exclusion List Reason for exclusion

1. Aadland E, Fagerhol MK. Faecal calprotectin: A Narrative review
marker of inflammation throughout the intestinal

tract. European Journal of Gastroenterology and

Hepatology. 2002; 14(8):823-825.

2. Achkar J-P. Endoscopic evaluation of Narrative review
postoperative recurrence in the patient with Crohn's

disease. Techniques in Gastrointestinal Endoscopy.

2004; 6(4):165-168.

3. Allez M, Lemann M. Role of endoscopy in Narrative review
predicting the disease course in inflammatory bowel

disease. World Journal of Gastroenterology. 2010;

16(21):2626-2632.

4. Amati L, Passeri ME, Selicato F, Mastronardi ML, Narrative review
Penna A, Jirillo E, Covelli V. New insights into the

biological and clinical significance of fecal

calprotectin in inflammatory bowel disease.

Immunopharmacology and Immunotoxicology. 2006;

28(4):665-681.

5. Angriman |, Scarpa M, D'Inca R, Basso D, Ruffolo C, Narrative review
Polese L, Sturniolo GC, D'Amico DF, Plebani M.

Enzymes in feces: useful markers of chronic

inflammatory bowel disease. Clinica Chimica Acta.

2007; 381(1):63-68.

6. Aomatsu T, Yoden A, Matsumoto K, Kimura E, Correlation study
Inoue K, Andoh A, Tamai H. Fecal calprotectin is a

useful marker for disease activity in pediatric

patients with inflammatory bowel disease. Digestive

Diseases and Sciences. 2011; 56(8):2372-2377.

7. Arber N, Berliner S, Hallak A, Bujanover Y, Dotan I,  Not question of interest
Liberman E, Santo M, Moshkowitz M, Ratan J, Dotan

G. Increased leucocyte adhesiveness/aggregation is a

most useful indicator of disease activity in patients

with inflammatory bowel disease. Gut. 1995;

37(1):77-80.

8. Arber N, Berliner S, Reif S, Dotan |, Liberman E, Not question of interest
Aschkenasy M, Vila Y, Gilat T, Bujanover Y. Increased

leukocyte adhesiveness/aggregation is the single

best biochemical indicator of disease activity in

adolescent patients with inflammatory bowel

disease. Journal of Medicine. 1996; 27(5-6):319-331.

9. Arnott ID, Kingstone K, Ghosh S. Abnormal Not question of interest
intestinal permeability predicts relapse in inactive

Crohn disease. Scandinavian Journal of

Gastroenterology. 2000; 35(11):1163-1169

10. Barnes BH, Borowitz SM, Saulsbury FT, Hellems Not question of interest
M, Sutphen JL. Discordant erythrocyte

sedimentation rate and C-reactive protein in children

with inflammatory bowel disease taking azathioprine

or 6-mercaptopurine.

11. Bernstein CN, Greenberg H, Boult I, Chubey S, Correlation study
Leblanc C, Ryner L. A prospective comparison study
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