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Immune Globulin Subcutaneous 20% Criteria

Immune Globulin Subcutaneous (Human) 20% Liquid (Hizentra®), SQIG
Criteria for Use

November 2011
VA 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.  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 EXCEPTIONS TO THE EXCLUSION AND INCLUSION CRITERIA 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 the answer to ANY item below is met, then the patient should NOT receive SQIG

	(  Patient has had anaphylactic or severe systemic reactions to human immune globulin or other components of the preparation, such as polysorbate 80
(  Patient has been diagnosed with hyperprolinemia (product contains the stabilizer L-proline)

(  Patient is IgA-deficient with antibodies against IgA and a history of hypersensitivity

(  Patient has been newly diagnosed Primary Immune Deficiency [defined as previously untreated with Intravenous Immune Globulin (IVIG)]
(  Patient declines transfer of immunologic and/or hematologic care and follow-up with a VA immunology/hematology provider

(  Patient is non-compliant with requests for follow-up and laboratory appointments

	

	Inclusion Criteria The answers to ALL of the following must be fulfilled in order to meet criteria.

	(  Patient is diagnosed with Primary Humoral Immunodeficiency, such as Common Variable Immunodeficiency (CVID), 

X-Linked Agammaglobulinemia (XLA)

	(  Patient has been maintained on a stable IVIG regimen at 3- or 4-week intervals for at least 3 months (see Issues for Consideration)

	(  Patient is unable to comply with IVIG schedule due to travel limitations, frequent use of sick leave for missed work and/or school

(  Documented IgG trough level > 5 g/L during the previous 6 months

(  Therapy must be provided by accredited Home Care Infusion provider. VA pharmacies that meet these standards can provide therapy.


	Dosage and Administration 

	Refer to Product Information for instructions on dosing.

	Monitoring

	· Serum pre-infusion IgG levels at baseline and at 3 months; once stabilized, frequency of levels can be reduced to annually
· Signs and symptoms of infection 

· Hypersensitivity:   Discontinue SQIG immediately and institute appropriate treatment in cases of hypersensitivity; patients with known antibodies to IgA have a greater risk of developing severe hypersensitivity and anaphylactic reactions.  SQIG contains < 50 mcg/ml IgA
· Aseptic Meningitis Syndrome (AMS): Patients exhibiting signs/symptoms should receive a thorough neurological exam, including CSF, to rule out other causes of meningitis.  Discontinuation of immune globulin has resulted in remission of AMS within several days without sequelae

· Renal dysfunction: Periodic monitoring of renal function/urine output is important in patients at increased risk of developing acute renal failure; For those with pre-existing renal insufficiency, administer SQIG at the minimum infusion rate.  If renal function deteriorates, consider discontinuing SQIG
· Hemolysis: Monitor patients for clinical signs/symptoms of hemolysis; If these are present after a SQIG infusion, perform appropriate confirmatory laboratory testing; if transfusion is indicated, perform adequate cross-matching to avoid exacerbating on-going hemolysis

· Transfusion-Related Acute Lung Injury (TRALI): Monitor patients with pulmonary adverse reactions; if TRALI is suspected, perform appropriate tests for the presence of anti-neutrophil antibodies in both product and patient serum. TRALI has been reported with IV formulations of immune globulin.  Although it has not been reported with the SQ formulation, there is a potential for TRALI to occur and should be monitored appropriately.
Issues for Consideration
· Off-label dosing regimens in patients without prior IVIG therapy, have not been studied with the SQIG 20% product, but have been studied with other immune globulin products.

· Data supporting off-label subcutaneous dosing regimens without prior IVIG are available in a bioavailability study and case report.  These articles support the initial use of daily subcutaneous infusions for multiple days followed by weekly infusions as maintenance therapy.

· Safety and efficacy data with respect to off-label subcutaneous dosing regimens is limited.
· Thrombotic events: Monitor patients for thrombotic events as they may occur with human immune globulin products; Those at increased risk are those with a history of atherosclerotic disease, cardiovascular risk factors, advanced age, impaired cardiac output, hypercoagulable disorders, prolonged periods of immobilization and those with hyperviscosity; Consider assessing baseline blood viscosity in those at risk; In those at risk of thrombotic events, infuse SQIG at the minimum infusion rate

· Transmissible infectious agents: SQIG is made from human plasma and may carry a risk of transmitting infectious agents (e.g. viruses, and theoretically, the Creutzfeldt-Jakob disease (CJD) agent)


	Renewal Criteria

	· Documented benefit of therapy, such as a reduced rate of infections after 6 months of SQIG therapy
· Discontinue SQIG if infection rate exceeds infection rate documented while patient was receiving IVIG (prior to start of SQIG); if patient is not tolerating SQIG infusions or if patient is not compliant with SQIG infusion schedule
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