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Yervoy (ipilimumab)

APPROVAL CRITERIA

Requests for Yervoy (ipilimumab) may be approved the following criteria are met:

I. Individual is using for the treatment of Colorectal Cancer; AND
A. Individual meets one of the following criteria:

1.

AND

Primary treatment used in combination with nivolumab for unresectable
metachronous metastases (defective mismatch repair/high microsatellite
instability [dMMR/MSIH] only) and previous adjuvant FOLFOX (fluorouracil,
leucovorin, and oxaliplatin) or CapeOX (capecitabine and oxaliplatin) within the

past 12 months; OR

Yervoy (ipilimumab) is used in combination with nivolumab as subsequent
therapy for unresectable advanced or metastatic colorectal cancer with
defective mismatch repair (dMMR) or high microsatellite instability (MSIH)
mutations that has progressed following treatment with fluoropyrimidine and
oxaliplatinor irinotecan;

B. Individual has an Eastern Cooperative Oncology Group (ECOG) performance

status of 0-2; AND

C. Individual is not receiving therapy for an autoimmune disease or chronic condition

requiring treatment with a systemic immunosuppressant;

OR

II. Individual has a diagnosis of advanced Hepatocellular Carcinoma and the following
criteria are met:

oOw>

AND

CRX-ALL-0584-20

Individual is using in combination with nivolumab (Opdivo); AND

Confirmation of disease progression on or had intolerance to sorafenib; AND
Individual has a current ECOG performance status of 0-2; AND

Individual has not received treatment with another anti-PD-1 or anti-PD-L1 agent;
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E. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;

OR
[ll. Individual has a diagnosis of metastatic Melanoma with brain metastases (NCCN 2A);
AND
A. Individual has a primary diagnosis of melanoma; AND
B. Individual has asymptomatic brain metastases (Long 2017, 2018, Tawbi 2017);
AND
C. Individual is using in combination with nivolumab; AND
D. Individual has not received treatment with another anti-PD-1, anti-PD-L1 agent, or
anti-CTLA-4 agent; AND
E. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR

IV. Individual is using for the treatment of unresectable or metastatic Melanoma
(Cutaneous and Uveal); AND
A. An individual has an ECOG performance status of 0-2; AND
B. Yervoy (ipilimumab) is used in combination with nivolumab (Opdivo) as:
1. First-line therapy (NCCN 1); OR
2. Second-line or subsequent therapy for disease progression if Opdivo
(nivolumab) was not previously used (NCCN 2A); OR
C. Yervoy (ipilimumab) is used as a single agent for one of the following:
1. Firstline therapy as a single course of 4 treatments; OR
2. Second-line or subsequent lines of therapy as a single course of 4 treatments
(NCCN 2A); OR
3. Retreatment, consisting of a 4-dose limit, for an individual who had no
significant systemic toxicity during prior Yervoy therapy and whose disease
progressed after being stable for greater than 3 months following completion of
a prior course of Yervoy, and for whom no intervening therapy has been
administered (NCCN 2A);

V. Individual is using for the adjuvant treatment of Melanoma (Cutaneous and Uveal) in
individual with pathologic involvement of regional lymph nodes of more than 1 mm who
have undergone complete resection, including lymphadenectomy.

OR
VI.  Individual is using for the first-line treatment of stage IV or recurrent non-small cell lung
cancer (NSCLC) (NCCN 2A); AND
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A. Yervoy (ipilimumab) is used in combination with nivolumab (Opdivo); AND

B. Cytologically confirmed stage IV or recurrent NSCLC; AND

C. High tumor mutation burden (greater than or equal to 10 mutations per megabase);

AND

D. No sensitizing epidermal growth factor receptor (EGFR) mutations or anaplastic
lymphoma kinase (ALK) translocations in nonsquamous carcinoma; AND

E. Has not received prior systemic therapy as primary therapy for advanced or
metastatic NSCLC; prior adjuvant or neoadjuvant chemotherapy is permitted as
long as the last administration of the prior regimen occurred at least 6 months
prior; AND

F. Individual has an ECOG performance status of 0-2; AND

G. Individual is not receiving therapy for an autoimmune disease, chronic condition or
interstitial lung disease with a systemic immunosuppressant;

OR

VII.  Individual is using for first line treatment of recurrent, advanced, or metastatic Non-
Small Cell Lung Cancer (NSCLC) (Label, NCCN 2A); AND
A. Individual is using in combination with nivolumab; AND
B. Individual does not have presence of EGFR, ALK, ROS1, or BRAF mutations;

AND

C. Current ECOG performance status of 0-2; AND

D. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;

OR
VIIIl.  Individual is using for first line treatment of recurrent or metastatic Non-Small Cell Lung
Cancer (NSCLC); AND
A. Individual is using in combination with nivolumab and 2 (two) cycles of platinum-
doublet chemotherapy (i.e., platinum-based chemotherapy with pemetrexed, or
carboplatin with paclitaxel); AND
Individual does not have presence of EGFR, ALK, ROS1, or BRAF mutations; AND
Current ECOG performance status of 0-2; AND
Has not received treatment with another anti-PD-1 or anti-PD-L1 agent; AND
Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;

mooOw

OR

VIIIl.  Individual is using for the treatment intermediate- or poor-risk, advanced Renal Cell
Carcinoma (RCC); AND
A. Yervoy (ipilimumab) is used in combination with nivolumab (Opdivo) for four cycles
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followed by single agent nivolumab (Opdivo), as first-line therapy for previously
untreated RCC; OR

B. Yervoy (ipilimumab) is used in subsequent therapy with nivolumab (Opdivo) for
four cycles followed by single agent nivolumab (Opdivo),if no checkpoint blockade
(PD-1, PD-L1, or CTLA-4) antibody treatment has been previously administered
(NCCN 2A);

AND

C. Histologic confirmation of RCC with clear-cell component; AND

D. Individual has an ECOG performance status 0-2; AND

E. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;

OR
IX. Individual has a diagnosis of Small Bowel Adenocarcinoma (SBA) (NCCN 2A); AND
A. Individual has advanced or metastatic disease (deficient mismatch repair/microsatellite
instability-high [IMMR/MSI-H] only); AND
B. Individual is using in combination with nivolumab as subsequent therapy; AND
C. Current ECOG performance status of 0-2; AND
D. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;

X. Individual is using for the treatment of Small Cell Lung Cancer (NCCN 2A); AND
A. Individual has an ECOG performance status of 0-2; AND
B. Yervoy is used in combination with nivolumab (Opdivo) as subsequent therapy for
one of the following (NCCN 2A):
1. Demonstrated disease relapse within 6 months following complete or partial
response or stable with initial treatment; OR

2. No response with initial treatment; OR
3. Primary progressive disease;

OR

XIl.  Individual is using for the treatment of malignant pleural mesothelioma (NCCN 2A); AND
A. Individual is using in combination with nivolumab (Opdivo) for subsequent therapy;
AND

B. Individual has an ECOG performance status of 0-2; AND
C.Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant.

Requests of Yervoy (ipilimumab) may not be approved for the following:
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I.  Individual has an autoimmune disease which requires treatment with
immunosuppressant drugs; OR
II.  When the above criteria are not met and for all other indications.

Note:
Yervoy has a black box warning for severe and fatal immune-mediated adverse reactions. The
most common severe immune-mediated adverse reactions are enterocolitis, hepatitis,
dermatitis, neuropathy, and endocrinopathy, but the reactions can involve any organ system.
The majority of the immune-mediated reactions manifested during treatment; however, a
minority occurred weeks to months after discontinuation. Assess individuals for signs and
symptoms of enterocolitis, dermatitis, neuropathy and endocrinopathy, and evaluate clinical
chemistries including liver function tests, adrenocorticotropic hormone (ACTH) level, and
thyroid function tests at baseline and before each dose. Permanently discontinue Yervoy and
initiate systemic high-dose corticosteroid therapy for severe immune-mediated reactions.
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Federal and state laws or requirements, contract language, and Plan utilization management programs or polices may take
precedence over the application of this clinical criteria.

No part of this publication may be reproduced, stored in a retrieval system or transmitted, in any form or by any means,

electronic, mechanical, photocopying, or otherwise, without permission from the health plan.
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