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BACKGROUND: 
 
 

Oral dimethyl fumarate (DMF) is approved in the United States for the 

treatment of relapsing forms of multiple sclerosis (MS). In the Phase 3 

DEFINE and CONFIRM studies, the most common adverse events 

associated with DMF included flushing and gastrointestinal (GI) 

events. For most patients, these events were mild or moderate in 

severity and decreased in incidence after the first month of treatment. 

In clinical practice, DMF-associated adverse events have been largely 

related to medication tolerability rather than serious safety concerns. 

Tolerability of a medication may affect adherence, which in turn may 

affect efficacy of the drug.  However, tolerability-related adverse 

events of DMF can often be overcome with time. If adverse events due 

to tolerability are not managed early, appropriate patients may 

discontinue therapy prematurely. 
 

 

OBJECTIVES: 
 
 

To investigate the impact of a structured nursing initiation protocol 

(IP) on DMF adverse effects and adherence. 

 

 

NYU Initiation Protocol 
 

 
 

 120 mg once daily for 14 days 

 240 mg once daily for 14 days 

 240 mg twice daily 
 
 
 
 
 
 
 
 

METHODS: 
 
 

Immediately following introduction of DMF to the U.S. 

market, we initiated patients on DMF utilizing the standard 

pharmaceutical recommendations (PR-IP). Thereafter we 

developed a DMF Initiation Protocol (NYU-IP) that includes a 

modified titration schedule, pre-medication 

recommendations, specific dietary instructions consisting of 

a high fat healthy diet, regular follow-up encounters and a 

variety of other educational measures to help patients 

manage DMF adverse effects.  We conducted a retrospective 

review comparing DMF adherence following drug initiation 

utilizing NYU-IP and PR-IP. 

CONCLUSIONS: 
 
 

A structured nursing protocol for initiation of DMF was highly 

effective in reducing adverse effects and maintaining adherence to 

DMF treatment. Effective nursing strategies are key to optimizing 

treatment adherence and outcomes with DMF. 

 

 
 
 
 
 

RESULTS: 
 
 

A total of 329 patients were initiated on DMF from March 2013 to 

January 2014, 124 patients using PR-IP (group 1) and 205 patients 

using the NYU-IP (group 2). After six weeks, total discontinuations 

were 14 (12%) and 5 (2.5%) for groups 1 and 2, respectively (p = 

0.0029). Discontinuations attributed to GI side effects were 10 (8%) 

and 4 (1.9%; p = 0.0215) respectively, and discontinuations due to 

flushing were 4 (3.2%) and 1 (0.5%; p=0.0733) respectively. 
 
 
 
 
 
 
 
 
 
 
 

Presented at the 2014 ACTRIMS-ECTRIMS Meeting: September 10 – 13, 2014, Boston, MA 
Contact Information: carrie.sammarco@nyumc.org 

 

 
REFERENCES 

1. Gilgun-Sherki Y, Melamed E, Offen D. The role of oxidative stress in the  pathogenesis of multiple sclerosis: the need for effective antioxidant therapy. J Neurol. 

2004;251:261-268. 

2. Hardova E, Hutchinson M, Kurukulasuriya NC, et al. Oral BG-12 (dimethyl fumarate) for relapsing-remitting multiple sclerosis: a review of DEFINE and CONFIRM. 

Expert Opin Pharmacother. 2013;14:15:2145-2156. 

3 . Haynes RB, Ackloo E, Sakota N, et al. Interventions for enhancing medication adherence. Cochrane Database Syst Rev. 2008 Apr 16;(2):CD000011. 

doi:10.1002/14651858.CD000011.pub3. 

4 . Leong RWL, Chan FKL. Drug-induced side effects affecting the gastrointestinal tract. 2006;5:4:585-592. Pharmacotherapy. 2005;25:540-554. 

5. Russell H, O’Gorman J, Li J, et al.  BG-12 (Dimethyl Fumarate) with aspirin pretreatment or slow dose titration.  Poster presented at: Fifth Cooperative Meeting of 

Consortium of Multiple Sclerosis Centers and the Americas Committee for Treatment and Research in Multiple Sclerosis; May 29-June 1 2013; Orlando, Florida. 

6 . Holland, N. Improving adherence to therapy with immunomodulating agents. Professional Resource Center: National Multiple Sclerosis Society, 2008. 

http://www.nationalmssociety.org/NationalMSSociety/media/MSNationalFiles/Brochures/Clinical_Bulletin_Improving-Adherence-to-Therapy-with-Immunomodulating- 

Agents-Injectables.pdf 

7. Menzin J, Caon C, Nichols C, et al. Narrative review of the literature on adherence to disease-modifying therapies among patients with multiple sclerosis. J Manag 

Care Pharm. 2013;19:S24-40. 

8. Lublin, F. History of modern multiple sclerosis therapy. J Neurol.2005;252:S3-9. 

9. Claxton AJ, Cramer J, Pierce C. A systematic review of the associations between dose regimens and medication compliance.  Clin Ther. 2001;23:1296-310. 

10.Harris C, Halper J, Kennedy P, et al. Moving Forward: Adherence to therapy and  the role of nursing in MS. New Jersey: IOMSN; 2013. 

11. Remington G, Rodriguez Y,  Logan D, et al. Facilitating medication adherence in patients with multiple sclerosis. Int J MS Care. 2013;15:36-45. 

12. Rocky Mountain Multiple Sclerosis Center. Tecfidera: sidestepping the side effects.  Web site. www.mscenter.org. http://www.mscenter.org/about-us/news- 

room/news/331-tecfidera-sideeffects. Updated 2013. Accessed February 3, 2014 

13. Sheikh S, Nestorov I, Russell H, et al.  Tolerability and pharmacokinetics of delayed-release dimethyl fumarate administered with and without aspirin in healthy 

volunteers. Clin Ther. 2013;35:1582-1583. 

14. Izikson L, English JC, Zirwas MJ. The flushing patient: differential diagnosis, workup and treatment. J Am Acad Dermatol. 1988;19:309–313. 

mailto:carrie.sammarco@nyumc.org
http://www.nationalmssociety.org/NationalMSSociety/media/MSNationalFiles/Brochures/Clinical_Bulletin_Improving-Adherence-to-Therapy-with-Immunomodulating-
http://www.nationalmssociety.org/NationalMSSociety/media/MSNationalFiles/Brochures/Clinical_Bulletin_Improving-Adherence-to-Therapy-with-Immunomodulating-
http://www.mscenter.org/
http://www.mscenter.org/

