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Drug Monograph

	Drug/Drug Class:
	Nplate (Romiplostim) Injection / Thrombopoietin Receptor Agonist Agent

	
	

	Prepared for:
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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 0.5 mL single use vial of Nplate 250 contains 250 mcg of Romiplostim.  Each 1 mL single use vial of Nplate 500 contains 500 mcg of Romiplostim.
Amgen, Inc., Thousand Oaks, CA 91320-1799

	
	

	Summary of Findings:
	Romiplostim is a TPO receptor agonist that has demonstrated efficacy in the treatment of thrombocytopenia in patients with chronic ITP.  Currently there are limited approved treatments for chronic ITP (i.e., corticosteroids, immunoglobulins) or splenectomy.  Romiplostim is the first FDA-approved peptibody protein that directly stimulates the bone marrow to produce platelets in this disorder.  A Risk Evaluation and Mitigation Strategy (REMS) has been developed to address the risks of romiplostim therapy.  The REMS will include a Medication Guide for patients and requires that all prescribers and patients enroll in a special program to track the long-term safety of this therapy.

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

 FORMCHECKBOX 
 PDL Product

	
	
	

	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE

 FORMCHECKBOX 
 Dose Optimization
	 FORMCHECKBOX 
 Preferred Agent
 FORMCHECKBOX 
 PA Not Required


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, a clinical edit drug or an open access drug. 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
Chronic ITP is a rare but serious autoimmune disorder characterized by low platelet counts in the blood, which can lead to serious bleeding events.  Recognized as an orphan disease, chronic ITP affects an estimated 60,000 adult patients in the U.S. 
Dosage Form(s) 1
Each 0.5mL single use vial of Nplate 250 contains 250 mcg of Romiplostim.  Each 1 mL single use vial of Nplate 500 contains 500 mcg of Romiplostim.
Manufacturer
Amgen, Inc., Thousand Oaks, CA 91320-1799
Indication(s) 1
Nplate is indicated for treatment of thrombocytopenia in patients with chronic immune (idiopathic) thrombocytopenic purpura (ITP) who have had an insufficient response to corticosteroids, immunoglobulins, or splenectomy.   
Clinical Efficacy1-4 (mechanism of action/pharmacology, comparative efficacy)
Romiplostim is a thrombopoiesis stimulating protein (peptibody) produced by recombinant DNA technology that binds to and activates the human thrombopoietin (TPO) receptor despite having no sequence homology with human thrombopoietin.  It stimulates the intracellular transcriptional pathways leading to a dose-dependent increase in platelet production via the TPO receptor analogous to endogenous TPO.  There is limited pharmacokinetic data for romiplostim.  During a long-term extension study, peak serum concentrations of romiplostim were observed about 7 to 50 hours post dose (median = 14 hours) with half-life values ranging from 1 to 34 days (median = 3.5 days). 
The approval of romiplostim was based upon two 6-month randomized, double-blind, placebo-controlled clinical trials involving 125 non-splenectomized and splenectomized adult patients with ITP.  Results from these studies showed that the overall platelet response rate (either durable or transient platelet response) was 88% in non-splenectomized and 79% in splenectomized patients given romiplostim, compared with 14% in non-splenectomized and 0% in splenectomized patients given placebo.  In addition, 87% of patients treated with romiplostim were able to reduce or discontinue their use of concurrent therapy, compared to 38% of those given placebo.
Clinical Studies

CHRONIC IMMUNE THROMBOCYTOPENIC PURPURA
	Design
	Two 6-month parallel, multicenter, randomized, double-blind, placebo-controlled clinical trials (n=125).  Study designs were identical except that one trial enrolled patients who had undergone a splenectomy, whereas the other enrolled patients who had not had a splenectomy.

	Inclusion Criteria
	Patients 18 years or older with mean platelet counts < 30 x 10(9)/L; no active malignancy or history of stem cell disorder; creatinine concentration 178.8 micromol/L or less, bilirubin <= 1.5 times ULN, and hemoglobin 90 g/L or higher.

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	Patients were randomized to receive weekly subcutaneous romiplostim injections or placebo for 24 weeks.  The starting dose was 1 microgram/ kg and doses could be increased to achieve the target platelet count of 50 x 10(9)/L to 200 x 10(9)/L.  Efficacy was measured by a durable platelet response (weekly platelet count >= 50 x 10(9)L during 6 or more of the last 8 weeks of treatment) or a transient platelet response (weekly platelet counts >= 50 x 10(9)/L for any 4 weeks during the treatment period without a durable platelet response).  An overall platelet response was the achievement of either a durable or a transient platelet response.

	Results
	The overall platelet response rates for non-splenectomized and splenectomized patients receiving romiplostim were 88% and 79%, respectively, compared to 14% and 0%, respectively, for patients receiving placebo (p < 0.0001).  Durable platelet response rates were 61% and 38%, respectively, for non-splenectomized and splenectomized patients receiving romiplostim, compared to 5% and 0%, respectively, for patients receiving placebo (p < 0.0001).  Combined data from both trials showed that clinically relevant bleeding events were significantly reduced by half in patients treated with romiplostim compared to placebo (15% versus 34%; p = 0.018).

	Safety
	Romiplostim was generally well tolerated and most adverse events were mild.


Contraindications1
· None
Warnings and Precautions1
· Romiplostim increases the risk for reticulin deposition within the bone marrow; clinical studies have not ruled out the possibility that reticulin and other fiber deposition may result in bone marrow fibrosis with cytopenias.  Monitor peripheral blood for signs of marrow fibrosis.
· Discontinuation of romiplostim may result in worsened thrombocytopenia than was present prior to romiplostim therapy.  Monitor complete blood counts (CBCs), including platelet counts, for at least 2 weeks following romiplostim discontinuation.

· Excessive romiplostim doses may increase platelet counts to a level that produces thrombotic/thromboembolic complications.

· Assess patients for the formation of neutralizing antibodies if platelet counts importantly decrease following an initial romiplostim response.

· Romiplostim may increase the risk for hematological malignancies, especially in patients with myelodysplastic syndrome.

· Monitor CBCs, including platelet counts and peripheral blood smears, weekly until a stable romiplostim dose has been achieved.  Thereafter, monitor CBCs, including platelet counts and peripheral blood smears, at least monthly.

· Romiplostim is available only through a restricted distribution program called the Nplate NEXUS (Network of Experts Understanding and Supporting Nplate and Patients) Program.  Under the Nplate NEXUS Program, only prescribers and patients registered with the program are able to prescribe, administer, and receive product.

Adverse Effects1
	Most common, >= 5%
	NPLATE
	PLACEBO

	Arthralgia
	26%
	20%

	Dizziness
	17%
	0%

	Insomnia
	16%
	7%

	Myalgia
	14%
	2%

	Pain in extremity
	13%
	5%

	Abdominal pain
	11%
	0%

	Dyspepsia
	7%
	0%

	Paresthesia
	6%
	0%


Drug Interactions1
· None noted
Dosage and Administration1

USUAL DOSE  
· Initial dose of 1 mcg/kg once weekly as a subcutaneous injection.

· Adjust weekly dose by increments of 1 mcg/kg to achieve and maintain a platelet count of  >= 50 x 10(9)/L as necessary to reduce the risk for bleeding.

· Do not exceed the maximum weekly dose of 10 mcg/kg.  Do not dose if platelet count is       > 400 x 10(9)/L.

· Discontinue romiplostim if platelet count does not increase after 4 weeks at the maximum dose.

Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	COST / VIAL

	Romiplostim
	Nplate
	250 mcg/single use vial
	$ 1,062.50

	Romiplostim
	Nplate
	500 mcg/single-use vial
	$ 2,125.00


*Wholesale Acquisition Cost (WAC)
Conclusion

Romiplostim is a TPO receptor agonist that has demonstrated efficacy in the treatment of thrombocytopenia in patients with chronic ITP.  Currently there are limited approved treatments for chronic ITP (i.e., corticosteroids, immunoglobulins) or splenectomy.  Romiplostim is the first FDA-approved peptibody protein that directly stimulates the bone marrow to produce platelets in this disorder.  A Risk Evaluation and Mitigation Strategy (REMS) has been developed to address the risks of romiplostim therapy.  The REMS will include a Medication Guide for patients and requires that all prescribers and patients enroll in a special program to track the long-term safety of this therapy.  
Recommendation

MO HealthNet Division recommends Open Access status for this product.
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