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Drug Monograph

	Drug/Drug Class:
	Myfortic (Mycophenolic Acid) Delayed Release Tablets / Immunosupressive Agent
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Executive Summary 

	Purpose:
	The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be made available on an open access basis to prescribers, require a clinical edit or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Each Myfortic 180 mg delayed release tablet contains 180mg of Mycophenolate Sodium.  Each Myfortic 360 mg delayed release tablet contains 360 mg of Mycophenolate Sodium.
Novartis Pharmaceuticals Corp., East Hanover, NJ 04936

	
	

	Summary of Findings:
	Myfortic® is a new, enteric coated formulation of mycophenolic acid that delivers the active moiety mycophenolic acid (MPA). This is the same active moiety delivered by mycophenolate mofetil (MMF, Cellcept®), which is taken by over 80% of new kidney transplant recipients in the United States as part of their immunosuppressive regimen.  Superior gastrointestinal tolerability has not been demonstrated by Myfortic over Cellcept.

	
	

	Status Recommendation:
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	Type of Criteria:
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Purpose

The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be considered a prior authorization drug or not (open access). While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guide appropriate medication usage. This review will assist in the achievement of qualitative and economic goals related to health care resource utilization. Restricting the use of certain medications can reduce costs by requiring documentation of appropriate indications for use, and where appropriate, encourage the use of less expensive agents within a drug class.

Introduction
Myfortic® in combination with Neoral® (cyclosporine, USP [modified]) gives patients and physicians a treatment option that offers the full benefits of mycophenolic acid therapy in an enteric coated formulation.  Studies have reported that up to 70% of patients taking MMF required at least one dose change. Patients who underwent an initial reduction in MMF dose were eight times more likely to suffer acute organ rejection than those who had not had a dose adjustment.  For these patients, enteric coated Myfortic® is a new option.

Dosage Form(s)1
Each Myfortic 180 mg delayed release tablet contains 180mg of Mycophenolate Sodium.  Each Myfortic 360 mg delayed release tablet contains 360 mg of Mycophenolate Sodium.
Manufacturer
Novartis Pharmaceuticals Corp., East Hanover, NJ 04936
Indication(s)1
Myfortic is indicated  for prophylaxis of organ rejection in patients receiving allogenic renal transplants, administered in combination with cyclosporine and corticosteroids.
Clinical Efficacy1-3 (mechanism of action/pharmacology, comparative efficacy)
Mycophenolic acid delayed-release tablets are an enteric coated formulation of mycophenolate sodium that delivers the active moiety mycophenolic acid.  Mycophenolic acid is an immunosuppressive agent that produces potent, noncompetitive inhibition of inosine monophosphate dehydrogenase, blocking de novo synthesis of guanosine nucleotides without incorporation into DNA.  Since T- and B-lymphocytes depend upon the de novo pathway for purine synthesis, lymphocyte proliferation is inhibited.  Other rapidly dividing cell lines are capable of recycling purine nucleotides via the “salvage” pathway, which is not blocked by mycophenolic acid.  The drug has also shown synergism when combined with cyclosporine.

	
	Mycophenolic acid

	Protein binding
	> 98%

	Volume of distribution (steady state)
	54 L

	Metabolism
	Extensive glucuronidation in liver

	Excretion
	Urine (primary)

	Half-life
	8-16 hours


The approval of mycophenolic acid delayed-release tablets was based upon the results from two randomized, multicenter, double-blind comparative clinical trials involving 423 de novo (newly transplanted) and 322 maintenance renal transplant patients.  In the de novo study, the incidence of treatment failure was similar in mycophenolic acid- and mycophenolate mofetil-treated patients at both 6 and 12 months.  Likewise, in the maintenance study the incidences of treatment failure at 6 and 12 months were similar in both treatment groups.  However, superior gastrointestinal tolerability has not been demonstrated.  

Study 1 De Novo Renal Transplantations

Delayed-release mycophenolic acid is similar in efficacy and safety compared to mycophenolate mofetil for the prevention of organ rejection in de novo renal transplant patients, when each is administered in combination with cyclosporine and corticosteroids. 

Study 2 Maintenance Renal Transplantations

Delayed-release mycophenolic acid is similar in efficacy and safety compared to mycophenolate mofetil for the prevention of organ rejection in maintenance renal transplant patients when administered in combination with cyclosporine, with or without corticosteroids. 

Contraindications1-3
Hypersensitivity to mycophenolate sodium, mycophenolic acid, mycophenolate mofetil, or to any of its excipients.

Warnings and Precautions1-3
WARNINGS

· Patients receiving immunosuppressive regimens involving combinations of drugs, including mycophenolic acid, are at increased risk of developing lymphomas and other malignancies, particularly of the skin.  Oversuppression of the immune system can also increase susceptibility to infection, including opportunistic infections, fatal infections, and sepsis.

· As usual for patients at increased risk for skin cancer, exposure to sunlight and UV light should be limited by wearing protective clothing and using a sunscreen with a high protection factor.

· Mycophenolic acid has been administered in combination with the following agents in clinical trials; antithymocyte/lymphocyte immunoglobulin, muromonab-CD3, basiliximab, daclizumab, cyclosporine, and corticosteroids.  The efficacy and safety of mycophenolic acid in combination with other immunosuppression agents have not been determined.

· May cause fetal harm in pregnant women.  Do not use in pregnant women unless the potential benefit justifies the potential risk to the fetus.  Effective contraception must be used before beginning therapy, during therapy, and for 6 weeks following discontinuation of therapy in women of childbearing potential.

· Patients receiving mycophenolic acid should be monitored for neutropenia and should be instructed to immediately report any evidence of infection, unexpected bruising, bleeding, or any other manifestation of bone marrow suppression.

PRECAUTIONS

· Gastrointestinal bleeding has been reported.  Intestinal perforations, GIT hemorrhage, gastric ulcers, and duodenal ulcers have been rarely observed.

· Carefully observe patients who experience delayed graft function.

· Because of the potential to reduce efficacy, caution should be used when concomitantly administered with drugs that interfere with enterohepatic recirculation (ie, cholestyramine).

· Avoid in patients with hereditary deficiency of hypoxanthine-guanine phosphoribosyl-transferase (Lesch-Nyhan and Kelley-Seegmiller syndrome).

Adverse Effects1-3
	
	MYCOPHENOLATE ACID
	MYCOPHENOLATE MOFETIL

	Constipation
	38%
	39.5%

	UTI
	29.1%
	33.3%

	Nausea
	29.1%
	27.1%

	Post-operative pain
	23.9%
	18.6%

	Insomnia
	23.5%
	23.8%

	Diarrhea
	23.5%
	24.8%

	Vomiting
	23%
	20%

	Dyspepsia
	22.5%
	19%

	Anemia
	21.6%
	21.9%

	CMV infection
	20.2%
	18.1%

	Leukopenia
	19.2%
	20.5%

	Fungal infection
	10.8%
	11.9%

	Herpes simplex infection
	8%
	6%

	Herpes zoster infection
	4.7%
	3.8%


Drug Interactions1-3
· Activated oral charcoal

· Antacids

· Bile acid sequestrates

· Cholestyramine

Dosage and Administration1-3

	USUAL DOSE

ADULTS
	720 milligrams (mg) twice daily (1440 mg total daily dose) on an empty stomach, one hour before or two hours after food.

	USUAL DOSE PEDIATRICS
	400 mg/m(2) twice daily (up to a maximum dose of 720 mg twice daily).  See package labeling for specific dosing regimens.

	GERIATRIC
	The maximum recommended dose is 720 mg twice daily.

	DOSE ADJUSTMENTS
	No dose adjustments are needed in patients experiencing delayed renal graft function post-operatively or hepatic parenchymal disease.  Patients with severe chronic renal impairment should be carefully followed for potential adverse reactions due to increase in free mycophenolic acid and total mycophenolic acid glucuronide concentrations.  It is not known whether dose adjustments are needed for hepatic disease with other etiologies.


Note:  Mycophenolic acid delayed-release tablets and mycophenolate mofetil tablets and capsules should not be used interchangeably without physician supervision because the rate of absorption following the administration of these two products is not equivalent.

Cost Comparison4 (at commonly used dosages)

	GENERIC NAME
	BRAND NAME
	MANUFACTURER
	STRENGTH

DOSE
	COST MONTH-SUPPLY

	Mycophenolic acid delayed-release tablets
	Myfortic
	Novartis
	360 mg tablets

720 mg BID
	$561.60

	
	
	
	180 mg tablets

540 mg BID
	$526.50

	Mycophenolate mofetil
	CellCept
	Roche
	250 mg capsules

1 gram BID
	$739.78

	
	
	
	500 mg tablets

1 gram BID
	$739.67


AWP according to First Data Bank

Conclusion

Myfortic® in combination with Neoral® (cyclosporine, USP [modified]) gives patients and physicians a treatment option that offers the full benefits of mycophenolic acid therapy in an enteric coated formulation.  Studies have reported that up to 70% of patients taking MMF required at least one dose change. Patients who underwent an initial reduction in MMF dose were eight times more likely to suffer acute organ rejection than those who had not had a dose adjustment.  For these patients, enteric coated Myfortic® is a new option.  While data has yet to show superior gastrointestinal tolerability by Myfortic over Cellcept at current AWP pricing there is a significant savings with Myfortic over Cellcept.

Recommendation

The Division recommends that Myfortic be given open access status. 
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