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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 ipilimumab

	· Active autoimmune disease (excluding diabetes and history of thyroid disease)
· Symptomatic brain metastases or edema requiring steroids (see Issues for Consideration)
· Primary ocular or mucosal melanoma

· Concomitant treatment with an immunosuppressive agent

· Long-term use of systemic corticosteroids (defined as > 3 months on prednisone equivalent > 5 mg/day)
· Pregnancy or lactation
· Patient declines transfer of melanoma care to a VA oncologist
· Cirrhosis

	

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

	· Patient has been offered a referral for concurrent Palliative Care to assess the goals of care
· Complete Risk Evaluation and Mitigation Strategy (REMS) Communication Plan Yervoy REMS documents 
· “Dear Healthcare Provider” letter prior to initiation

· Ipilimumab Immune-mediated Adverse Reaction Management Guide prior to initiation and as needed

· Provide Patient Wallet Card prior to initiation

· Provide patient Medication Guide with each dose

· Complete Nursing Immune-Mediated Adverse Reaction Checklist prior to each infusion; a Yes on the checklist requires provider evaluation prior to administering dose

· Diagnosis of unresectable Stage III or IV melanoma with disease progression after receiving prior therapeutic drug regimen (an adjuvant drug regimen is not considered therapeutic) OR unresectable Stage III or IV melanoma in patients who are treatment naïve  (see Issues for Consideration for patients with a BRAF V600E mutation)
· A referral to a center experienced with high-dose Interleukin-2 therapy has been offered to suitable candidates.
· Life expectancy of at least 6 months

· Eastern Cooperative Oncology Group Performance Status 0 or 1*
· Baseline labs:  Hgb ≥ 10g/dL, platelets ≥100 x 103/mL, ANC ≥1500/mL, bilirubin ≤ 3 times the upper limit of normal, AST or ALT < 3 times the upper limit of normal, and serum creatinine ≤2 times the upper limit of normal
· Discussion of risks versus benefits of therapy

· For women of childbearing potential 

· pregnancy should be excluded prior to receiving ipilimumab and the patient provided contraceptive counseling on potential risk vs. benefit of taking ipilimumab if patient were to become pregnant


	Dosage and Administration

	Ipilimumab 3 mg/kg intravenously over 90 minutes every 3 weeks for a total of 4 doses

Permanently discontinue ipilimumab and initiate systemic high-dose corticosteroid therapy for severe immune-mediated adverse reactions.  For moderate immune-mediated adverse events or symptomatic endocrinopathy, withhold ipilimumab and begin corticosteroids as needed per the package insert.
Recommended Dose Modifications
Adverse Event

Ipilimumab Dose Modification

Restart Instructions

Moderate immune-mediated adverse reactions or symptomatic endocrinopathy

Withhold scheduled dose

If complete or partial resolution of adverse reactions (Grade 0-1) AND receiving less than 7.5 mg prednisone or equivalent per day, Resume ipilimumab at 3 mg/mg every 3 weeks until administration of all 4 doses OR 16 weeks from first dose, whichever occurs first

Persistent moderate adverse reactions or inability to reduce corticosteroid dose to 7.5 mg prednisone or equivalent per day.

Permanently discontinue ipilimumab

N/A

Failure to complete full treatment course of 4 doses within 16 weeks from administration of first dose

Permanently discontinue ipilimumab

N/A

Severe or life-threatening adverse reactions, including

· Colitis with abdominal pain, fever, ileus, or peritoneal signs; increase in stool frequency (7 or more over baseline), stool incontinence, need for IV hydration for more than 24 hours, GI hemorrhage, and GI perforation

· Aspartate aminotransferase (AST) or alanine aminotransferase (ALT) >5 times the upper limit of normal OR toal bilirubin >3 times the upper limit of normal

· Stevens-Johnson syndrome, toxic epidermal necrolysis, OR rash complicated by full thickness dermal ulceration OR necrotic, bullous or hemorrhagic manifestations

· Severe motor or sensory neuropathy,, Guillain-Barre syndrome, OR myasthenia gravis

· Severe immune-mediated reactions involving any organ system (e.g. nephritis, pneumonitis, pancreatitis, non-infectious myocarditis)

· Immune-mediated ocular disease unresponsive to topical immunosuppressive therapy

Permanently discontinue ipilimumab

N/A



	Monitoring

	·   Baseline
· Assessment of the organ systems for the 5 most common immune-mediated adverse reactions using the REMS Adverse Reaction Management Guide (Gastrointestinal, Liver, Skin, Neurologic, and Endocrine)

· Liver function tests to include AST, ALT, LDH and total bilirubin

· Thyroid function tests and clinical chemistries for endocrine function

· Amylase and lipase

· Education on prompt reporting of symptoms

· Prior to each subsequent dose or as needed
· Liver function tests to include AST, ALT, and total bilirubin

· Thyroid function tests and clinical chemistries for endocrine function

· Amylase and lipase

· Complete Immune-Mediated Adverse Reaction Checklist (REMS)
· Instruct patient on procedure for reporting adverse reactions an seeking medical attention if needed; remind patient symptoms may occur weeks to months after the infusion.

	Issues for Consideration


	· In patients with a BRAF V600E mutation who have non-bulky, asymptomatic disease with a normal LDH, consider ipilimumab or high dose IL-2.  In patient with a BRAF V600E mutation with symptomatic, bulky, rapidly growing disease with a high LDH, consider use of vemurafenib due to the potential for rapid clinical improvement.
· Use in patients with symptomatic brain metastases or edema requiring steroids should be adjudicated locally.  In a phase II trial that enrolled 51 patients with asymptomatic brain metastases (Cohort A) and 21 patients with symptomatic brain metastases requiring steroids (Cohort B), disease control was seen in 18% of patients in Cohort A and 5% in Cohort B after 12 weeks.  Overall survival for Cohort A was 31% at 12 months and 26% at 18 and 24 months.  Overall survival for Cohort B was 19% at 12 and 18 months and 10% at 24 months
.
· Although broadly approved for unresectable metastatic melanoma, first-line ipilimumab therapy was studied in combination with standard dacarbazine therapy at a dose of 10 mg/kg, produced modest a survival benefit, and the combination increased the risk for immune-mediated hepatitis.  The FDA approved dose is 3 mg/kg as a single agent.  There is a lack of high level data in first-line therapy for single-agent ipilimumab at the approved dose.


*
	ECOG PERFORMANCE STATUS

	Grade
	ECOG

	0
	Fully active, able to carry on all pre-disease performance without restriction

	1
	Restricted in physically strenuous activity but ambulatory and able to carry out work of a light or sedentary nature, e.g., light house work, office work

	2
	Ambulatory and capable of all selfcare but unable to carry out any work activities. Up and about more than 50% of waking hours

	3
	Capable of only limited selfcare, confined to bed or chair more than 50% of waking hours

	4
	Completely disabled. Cannot carry on any selfcare. Totally confined to bed or chair

	5
	Dead
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