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Background:

The National Pharmacy and Therapeutics Committee has not previously reviewed pharmacotherapy for
Crohn’s disease and ulcerative colitis, collectively referred to as Inflammatory Bowel Disease (IBD). The
IHS National Core Formulary (NCF) currently lists the following medications commonly associated with
use in IBD; sulfasalazine, prednisone, methotrexate and adalimumab. The NPTC reviewed the different
classes of drugs and indications for IBD in addition to reviewing current guidelines. As a result of this
clinical review, no modifications were made to the NCF.

Discussion:

It is estimated that 1.6 million people in the United States have IBD with associated healthcare costs of
approximately $30 billion. A genetic predisposition coupled with an environmental trigger is felt to
contribute to dysregulation of the immune system that leads to chronic inflammation and damage to the
gastrointestinal tract. Ulcerative colitis (UC) is limited to inflammation of the mucosal layer involving the
rectum and can extend proximally in a contiguous manner in the colon. Crohn’s disease (CD) is
characterized by transmural inflammation anywhere from mouth to anus in a patchy distribution that can
lead to strictures and fistulas. Most patients with UC have a mild-moderate course with varying periods of
remission or mild activity and 10-15% will experience an aggressive course. In CD, only 10% will
experience a mild course, and 50% of patients will have surgery within 10 years of diagnosis. Severity of
disease along with location determines IBD treatment options. The goal of treatment is to induce
remission for improved quality of life and maintain remission to allow for mucosal healing which is felt to
decrease cancer and surgery risk. Treatment consists of using medications that induce remission of the
inflammation and then maintain remission.

There are five drug classes generally used for IBD: 5-aminosalicylic acids (5-ASA), antibiotics,
corticosteroids, immunomodulators and biologics. Current guidelines for ulcerative colitis prefer a step-up
approach beginning with combined topical and oral 5-ASA to induce remission of mild to moderate
disease. Escalation to corticosteroids for non-responders is followed by adding an immunomodulator.
Both patients requiring corticosteroids and non-responders are started on a biologic agent. The drug most
successful in inducing remission is typically continued for maintenance of remission, although remission
should not be maintained by corticosteroids. A step-up approach is also used in patients with Crohn’s
disease. Generally, induction requires a corticosteroid. A similar escalation with an immunomodulator
followed by a biologic agent is employed. Most experts recommend indefinite treatment for maintenance
of remission but data supporting this approach is limited.

Findings:

5-ASA: For distal mild-moderate UC disease, a rectal 5-ASA (mesalamine) preparation along with an oral
5-ASA drug (sulfasalazine or mesalamine) is indicated for induction of remission. Rectal 5-ASA can then
be used for maintenance of remission. A similar strategy is used in extensive mild-moderate disease but
an oral 5-ASA agent is often needed to maintain remission. There is a limited role for the use of 5-ASA in
CD. Sulfasalazine is indicated for mild-moderate disease limited to the colon for induction of remission but
not maintenance. These low-risk CD patients are typically just observed.

Corticosteroids: If 5-ASA therapy does not induce remission, the addition of a corticosteroid is
recommended. For mild-moderate UC, budesonide-MMX is the preferred agent due to minimal
corticosteroid-related side effects. The budesonide-MMX (multimatrix) formulation is a proprietary tablet
coating designed to release budesonide to the entire colon with once-daily dosing. For low risk CD
patients, budesonide CR is used for ileocecal disease. Patients with severe IBD symptoms will require
prednisone. Corticosteroids should be tapered after 4 weeks of remission.
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Immunomodulators: In UC, the thiopurines (azathioprine or 6-mercaptopurine) dosed by weight should
be started for maintenance of remission or when corticosteroid sparing. In severe disease, a thiopurine
will often be initiated concurrently with a biologic (e.g., infliximab). Due to their slow onset of action,
thiopurines are not generally used for induction of remission. Methotrexate is also an option for patients
with CD. It is especially valuable for males who are Epstein-Barr Virus-negative due to the increased risk
of lymphoma, and for those who cannot tolerate a thiopurine (~26% of patients). Immunomodulators are
often tapered down after several years in patients with a higher risk of adverse drug effects such as
lymphoma or recurrent skin cancers.

Biologics: IBD patients with persistent active disease in spite of using the medications above, and those
with severe to fulminant disease, can be evaluated for an approved biologic agent. In UC, available
biologics include the anti-tumor necrosis factor (anti-TNF) drugs adalimumab, golimumab, infliximab and
the anti-integrin monoclonal antibody, vedolizumab. In CD, the use of anti-TNF drugs including
adalimumab, certolizumab pegol and infliximab are generally followed by an anti-integrin agent
(natalizumab, vedolizumab) or ustekinumab, the interleukin 12/23 inhibitor. There are restrictions in using
natalizumab for induction and maintenance of remission due to an association with progressive multifocal
leukoencephalopathy. Currently, three biosimilar agents are approved for use in IBD: infliximab-dyyb
(Inflectra®), infliximab-abda (Renflexis®), adalimumab-atto (Amjevita®). Of note, etanercept (Enbrel®)
has not been shown to be effective in IBD.

Antibiotics: Metronidazole and ciprofloxacin are most often used for CD with abscess and fistulas. They
are also used post-operatively to decrease recurrence, and occasionally for disease limited to the colon.

Conclusions:

IBD is a chronic disease of the intestine that causes significant morbidity in patients. Guidelines for
treatment continue to evolve as the pathophysiology of the disease is better understood and as newer
biologic agents become available for treatment. Given that guideline-recommended, standard of care
treatments are currently available on the NCF and noting a low prevalence of IBD diagnoses in the IHS
patient population, the NPTC felt no additional medications were warranted on the NCF at this time.

If you have any questions regarding this document, please contact the NPTC at IHSNPTC1@ihs.gov. For
more information about the NPTC, please visit the NPTC website.

References:

1. Limsrivilai J, Stidham RW, Govani SM, et al. Factors That Predict High Health Care Utilization and Costs for Patients With
Inflammatory Bowel Diseases. Clinical Gastroenterol and Hepatology 2017;15:385—-392.

2. Fumery M, Singh S, Dulai PS, et al. Natural History of Adult Ulcerative Colitis in Population-based Cohorts: A Systematic
Review. Clinical Gastroenterology and Hepatology 2018;16:343-356.

3. Baumgart DC, Sandborn WJ. Crohn’s disease. Lancet 2012; 380: 1590-1605.

4. Kornbluth A, Sachar DB, et al. Ulcerative Colitis Practice Guidelines in Adults: American College of Gastroenterology,
Practice Parameters Committee. Am J Gastroenterol 2010; 105:501-523.

5. Lichtenstein GR, Loftus EV, Isaacs KL, et al. ACG Clinical Guideline: Management of Crohn’s Disease in Adults. Am J
Gastroenterol 2018; 113:481-517.

6. Marshall JK, Thabane M, Steinhart AH, et al. Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis.
Cochrane Database of Systematic Reviews 2010, Issue 1.

7. Marshall JK, Thabane M, Steinhart AH, et al. Rectal 5-aminosalicylic acid for maintenance of remission in ulcerative
colitis. Cochrane Database of Systematic Reviews 2012, Issue 11.

8. Wang Y, Parker CE, Feagan BG, et al. Oral 5-aminosalicylic acid for maintenance of remission in ulcerative colitis.
Cochrane Database of Systematic Reviews 2016, Issue 5.

9. Sherlock ME, MacDonald JK, Griffiths AM, et al. Oral budesonide for induction of remission in ulcerative colitis. Cochrane
Database of Systematic Reviews 2015, Issue 10.

10. Rutgeerts P, Lofberg R, Malchow H, et al. A Comparison of Budesonide with Prednisolone for Active Crohn's Disease. N
Engl J Med 1994; 331:842-845

11. Timmer A, Patton PH, Chande N, et al. Azathioprine and 6-mercaptopurine for maintenance of remission in ulcerative
colitis. Cochrane Database of Systematic Reviews 2016, Issue 5.

12. Ardizzone S, Maconi G, Russo A, et al. Randomised controlled trial of azathioprine and 5-aminosalicylic acid for treatment
of steroid dependent ulcerative colitis. Gut 2006;55:47-53.

13. Christophorou D, Funakoshi N, Valats JC, et al. Systematic review with meta-analysis: infliximab and immunosuppressant
therapy vs. infliximab alone for active ulcerative colitis. Aliment Pharmacol Ther 2015; 41: 603—-612.

14. Cesarini M, Festa S, Papi C. Methotrexate in Crohn’s disease: a new face for an old drug? Expert Review of
Gastroenterology & Hepatology 2016; 10(10):1135-1144.

15. Sandborn WJ, Hanauer SB, Katz S, et al. Etanercept for Active Crohn’s Disease: A Randomized, Double-Blind, Placebo-
Controlled Trial. Gastroenterlogy. 2001;121:1088-1094

16. Sartor RB. Antibiotics for treatment of inflammatory bowel diseases. UpToDate, Talley, NJ (Ed), Waltham, MA, 2018.

Page 2 of 2



mailto:ihsnptc1@ihs.gov
http://www.ihs.gov/nptc/
https://www.cghjournal.org/article/S1542-3565(16)30669-3/abstract
https://www.cghjournal.org/article/S1542-3565(16)30669-3/abstract
https://www.cghjournal.org/article/S1542-3565(17)30722-X/pdf?code=yjcgh-site
https://www.cghjournal.org/article/S1542-3565(17)30722-X/pdf?code=yjcgh-site
https://www.thelancet.com/pdfs/journals/lancet/PIIS0140-6736(12)60026-9.pdf
https://gi.org/guideline/ulcerative-colitis-in-adults/
https://gi.org/guideline/ulcerative-colitis-in-adults/
http://gi.org/wp-content/uploads/2018/04/ajg201827.pdf
https://www.ncbi.nlm.nih.gov/pubmed/20091560
https://www.ncbi.nlm.nih.gov/pubmed/23152224
https://www.ncbi.nlm.nih.gov/pubmed/23152224
https://www.ncbi.nlm.nih.gov/pubmed/27158764
https://www.ncbi.nlm.nih.gov/pubmed/26497719
https://www.nejm.org/doi/full/10.1056/NEJM199409293311304
https://www.ncbi.nlm.nih.gov/pubmed/27192092
https://www.ncbi.nlm.nih.gov/pubmed/27192092
https://www.ncbi.nlm.nih.gov/pubmed/15972298
https://www.ncbi.nlm.nih.gov/pubmed/15972298
https://www.ncbi.nlm.nih.gov/pubmed/25678223
https://www.ncbi.nlm.nih.gov/pubmed/25678223
https://www.ncbi.nlm.nih.gov/pubmed/27148828
https://www.ncbi.nlm.nih.gov/pubmed/11677200
https://www.ncbi.nlm.nih.gov/pubmed/11677200
https://www.uptodate.com/contents/antibiotics-for-treatment-of-inflammatory-bowel-diseases?search=Antibiotics%20for%20treatment%20of%20inflammatory%20bowel%20diseases&source=search_result&selectedTitle=1~150&usage_type=default&display_rank=1

