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                                     Dimethyl fumarate (Tecfidera)

Dimethyl Fumarate (Tecfidera)

Criteria for Use 

VHA Pharmacy Benefits Management Services, Medical Advisory Panel and VISN Pharmacist Executives
The following recommendations are based on medical evidence, clinician input, and expert opinion.  The content of the document is dynamic and will be revised as new information becomes available.  Local adjudication should be utilized until updated guidance and/or CFU are developed by the National PBM.  The purpose of this document is to assist practitioners in clinical decision-making, to standardize and improve the quality of patient care, and to promote cost-effective drug prescribing.  The clinician should utilize this guidance and interpret it in the clinical context of the individual patient.  Individual cases that are outside the recommendations should be adjudicated at the local facility according to the policy and procedures of its P&T Committee and Pharmacy Services.
The Product Information should be consulted for detailed prescribing information.

See the VA National PBM-MAP-VPE Monograph on this drug at www.pbm.va.gov or http://vaww.pbm.va.gov for further information. 
	Exclusion Criteria (if any box is checked the patient DOES NOT qualify for dimethyl fumarate)

	· Diagnosis of primary progressive multiple sclerosis 
· Diagnosis of  secondary progressive MS with no clinical or MRI evidence of relapses

· Patient is currently responsive to and tolerating another disease modifying drug for MS 

· Pregnancy [i.e., known pregnancy or positive pregnancy test]
· lymphocyte count < 500/µL

	Inclusion Criteria 

	· Patient has relapsing MSa characterized by disease activity defined as one or more relapses in the two years prior to therapy  or at least one gadolinium positive lesion on MRIb, or  new T2 lesions on MRI 
AND
· Is treatment naïve 
OR
· receiving natalizumab and is at risk for developing PML [refer to the natalizumab CFU at Natalizumab(Tysabri) Criteria for Use]
OR
· developed intolerance or loss of effect to their current DMT therapy#
# An appropriate washout time from previous DMT is unknown. Various time periods have been reported, from 2 weeks- 6 months. The risks of a longer washout period should be weighed against the risks of another relapse.

	Dosage Recommendations

	 The starting dose for dimethyl fumarate is 120 mg twice a day orally. After 7 days, the dose should be increased to the maintenance dose of 240 mg twice a day orally. Dimethyl fumarate can be taken with or without food. Administration with food may reduce the incidence of flushing.

	Issues for Consideration

	· The use of dimethyl fumarate in clinically isolated syndrome and as adjunct therapy with other disease modifying therapies is not supported by currently available evidence.
· Dimethyl fumarate may decrease a patient’s white blood cell count. In the clinical trials the mean lymphocyte counts decreased by approximately 30% during the first year of treatment with dimethyl fumarate and then remained stable. The incidence of infections (60% vs. 58%) and serious infections (2% vs. 2%) was similar in patients treated with dimethyl fumurate or placebo, respectively. There was no increased incidence of serious infections observed in patients with lymphocyte counts <0.8x109/L.  A transient increase in mean eosinophil counts was seen during the first 2 months of therapy.
· Dimethyl fumarate should be held if the WBC falls below 2000/mm3  or the lymphocyte count is below 500/µL and permanently discontinued if the WBC did not increase to over 2000/mm3  or lymphocyte count increased to over 500/µL after 4 weeks of withholding therapy.  
· Patients should have a CBC  with differential monitored on a quarterly basis
· Dimethyl fumarate may cause flushing (e.g., warmth, redness, itching, and/or burning sensation) and or gastrointestinal complaints (nausea, vomiting, dyspepsia, abdominal pain and diarrhea). Symptoms generally began soon after initiating dimethyl fumarate and usually improved or resolved over time. Administration of dimethyl fumarate with food may reduce the incidence of flushing and the use of antacids has been reported to improve gastrointestinal symptoms.



a Diagnosis is made using the McDonald Criteria b gadolinium should not be used in patients with CrCl <30 ml/min or those on dialysis

Updated version may be found at www.pbm.va.gov or http://vaww.pbm.va.gov and the MS Center of Excellence site www.va.gov/ms 
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