Non-Formulary Criteria for Use:  Eculizumab (Soliris)

VHA Pharmacy Benefits Management Services and the Medical Advisory Panel

The following recommendations are based on current medical evidence. The content of the document is dynamic and will be revised as new clinical data become available. 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, however, must make the ultimate judgment regarding the propriety of any course of treatment in light on individual patient situations.
Refer to the Eculizumab Monograph at www.pbm.va.gov or http://vaww.pbm.va.gov
	FDA APPROVED INDICATION FOR USE

	Eculizumab is indicated for the treatment of paroxysmal nocturnal hemoglobinuria (PNH) to reduce hemolysis.

	EXCLUSION CRITERIA (If one is selected, patient is NOT eligible)

	⁪  Unresolved bacterial infections - especially Neisseria meningitidis or other encapsulated organisms.

⁪  Patients with known complement deficiency.

⁪  Patients with any (even remote) history of meningococcal infections.

⁪  Patients with a prior history of bone marrow transplantation.

	INCLUSION CRITERIA  

	 To be eligible, all of the following criteria must be met:
⁪  PNH type III of 10% or more in 1 or 2 cell lines (erythrocytes or granulocytes).
⁪  Serum lactate dehydrogenase levels at least 1.5 times the upper limit of normal.
⁪  One of the following conditions:


—Symptoms of PNH that inhibit the patient’s quality of life.

—Transfusion dependence (defined by at least 4 transfusions in the previous 12 months).

—Thrombotic event(s) attributable to paroxysmal nocturnal hemoglobinuria.
⁪ Patient received vaccination for meningococcal, pneumococcal polysaccharide and Haemophilus influenzae type b at least two weeks prior to first dose of eculizumab.  If patient has been previously vaccinated for these agents, consider revaccination according to CDC guidelines (www.cdc.gov).
⁪  Patient was counseled regarding risks versus benefits of eculizumab therapy particularly the risk of meningococcal infection and provided with a patient safety card.

⁪  For women of child-bearing potential, a pregnancy test should be performed prior to receiving the vaccines and eculizumab.  

	DOSAGE AND ADMINISTRATION (Refer to PI for dosage recommendations in organ dysfunction)

	600 mg via 35 minute intravenous infusion every 7 days for 4 weeks, followed by 900 mg 7 days after the fourth dose, and maintained at 900 mg every 14 days thereafter. 

	RECOMMENDED MONITORING

	· Signs and symptoms of infection:  Patients have increased risk in developing infections caused by encapsulated bacteria (e.g., Neisseria meningitidis, Streptococcus pneumoniae, Haemophilus influenzae) particularly serious meningococcal infections such as septicemia and/or meningitis.  Even patients vaccinated against meningococcus are at risk for meningococcal infections.    

· Infusion-related reactions including anaphylaxis or other hypersensitivity reactions. 

· Serum LDH levels to monitor response to therapy.

	ISSUES FOR CONSIDERATION

	· Meningococcal vaccine:  Consideration for revaccination should occur if patient received polysaccharide meningococcal vaccine more than 3 years ago or if previously received meningococcal protein conjugate vaccine more than 5 years ago.   Quadravalent, conjugated meningococcal vaccines are recommended.
· Eculizumab and vaccinations (meningococcal, Hib, and pneumococcal) are pregnancy category C.  
· If eculizumab therapy is discontinued, patient should be closely monitored for hemolysis and other potential reactions for at least 8 weeks.
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