Opdivo (nivolumab)

Override(s) Approval Duration
Prior Authorization 1 year

Medications
Opdivo (nivolumab)

APPROVAL CRITERIA

Requests for Opdivo (nivolumab) may be approved if the following criteria are met:

I.  Individual has a diagnosis of Ampullary Adenocarcinoma (NCCN 2A):AND
A. Using in one of the following ways:
1. As first-line therapy for metastatic intestinal type disease; OR
2. For disease progression; AND
B. Individual has deficient mismatch repair or microsatellite instability-high [IMMR or
MSI-H] disease; AND
C. Individual is using in combination with ipilimumab; AND
D. Individual has an Eastern Cooperative Oncology Group (ECOG) performance
status of 0-2; AND
E. Has not received treatment with another anti-PD-1 or anti-PD-L1 agent; AND
F. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR
[I. Individual has a diagnosis of Anal carcinoma (NCCN 2A); AND
Individual is using as second-line and subsequent therapy; AND
Individual is using in metastatic disease; AND
Individual is using as a single agent; AND
Individual has not received 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;
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OR
[ll. Individual is using for the treatment of Bone cancer, including osteosarcoma, Ewing
Sarcoma, chondrosarcoma, and chordoma (NCCN 2A); AND
A. Individual is using in combination with ipilimumab for unresectable or metastatic
disease; AND
Individual has failed and progressed on prior treatment; AND
Individual has no satisfactory alternative treatment options for tissue tumor mutation
burden-high (TMB-H) tumors with 10 or more mutations per megabase; AND
Individual has not received 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;
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OR
V.

OR
VI.

Individual has a diagnosis of Biliary Tract Cancers (NCCN 2A); AND
A. Individual is using in combination with ipilimumab; AND
B. Meets one of the following:

1. Individual is using for progression on or after systemic treatment for
unresectable or resected gross residual (R2) disease, or metastatic
disease that is tumor mutational burden-high (TMB-H); OR

2. Individual is using as neoadjuvant systemic therapy for resectable
locoregionally advanced disease and does not have jaundice;

AND

C. Individual has not received another anti-PD-1 or anti-PD-L1 agent; AND

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

Individual has a diagnosis of Cervical Cancer (NCCN 2A); AND

Individual is using as a single agent; AND

Individual is using for second-line or subsequent therapy; AND

Individual has CPS = 1 for local/regional recurrence or stage IVB or recurrence with
distant metastases; AND

Individual has not received 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;

mo Ow>

Individual has a diagnosis of Colorectal Cancer, including advanced Appendiceal
Adenocarcinoma (NCCN 2A); AND

A. Individual is using as monotherapy or in combination with ipilimumab; AND
B. Meets one of the following:
1. Individual has resectable disease for neoadjuvant or initial treatment
(NCCN 2A); AND
2. Individual has deficient mismatch repair/microsatellite instability-high
[dMMR/MSI-H] or polymerase epsilon/delta [POLE/POLD1] mutation)
(NCCN 2A);

3. Individual has disease progression from prior treatment for advanced or
metastatic disease (NCCN 2A); AND

4. Individual has deficient mismatch repair/microsatellite instability-high
[dMMR/MSI-H] or polymerase epsilon/delta [POLE/POLD1] mutation)

(NCCN 2A);

OR

5. Individual is using as neoadjuvant therapy in clinical T4b disease (NCCN
2A); AND

6. Individual has deficient mismatch repair/microsatellite instability-high
[dMMR/MSI-H];

AND
C. Individual has not received another anti-PD-1 or anti-PD-L1 agent; AND
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OR
VII.

OR
VIII.

OR
IX.

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

Individual has a diagnosis of Colorectal Cancer, including advanced Appendiceal
Adenocarcinoma (Label, NCCN 2A); AND
A. Meets one of the following:

1. Individual is using as monotherapy or in combination with ipilimumab in
primary treatment for unresectable metachronous metastases (defective
mismatch repair/high microsatellite instability [dMMR/MSIH] or polymerase
epsilon/delta [POLE/POLD1] mutation) and previous adjuvant FOLFOX
(fluorouracil, leucovorin, and oxaliplatin) or CapeOX (capecitabine and
oxaliplatin) within the past 12 months; OR

2. Individual is using as monotherapy or in combination with ipilimumab as
subsequent therapy for unresectable advanced or metastatic disease
(defective mismatch repair/high microsatellite instability [dMMR/MSIH] or
polymerase epsilon/delta [POLE/POLD1] mutation) following previous
treatment with fluoropyrimidine-, oxaliplatin-, or irinotecan- based
chemotherapy (Label, NCCN 2A);

AND

B. Individual has not received another anti-PD-1 or anti-PD-L1 agent; AND

C. Individual has a current Eastern Cooperative Oncology Group (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;

Individual has a diagnosis of Endometrial carcinoma (NCCN 2A); AND

Individual has a diagnosis of recurrent MSI-H/dMMR disease; AND

Individual is using as a single agent; AND

Individual is using as second-line or subsequent therapy; 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;
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Individual has Esophageal and Esophagogastric junction cancer (NCCN 1, 2A); AND

A. Individual is using for induction systemic therapy; AND
B. Individual is using to relieve dysphagia; AND
C. Individual is medically fit and planned for esophagectomy; AND
D. Meets one of the following:
1. Using in combination with platinum-containing chemotherapy and
capecitabine or fluorouracil; OR
2. Using in combination with ipilimumab; OR
3. If positive MSI-H/dMMR tumor, using in combination with ipilimumab OR in
combination with oxaliplatin and capecitabine or fluorouracil;
AND
E. Individual has not received another anti-PD-1 or anti-PD-L1 agent; AND
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F. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;

X. Individual has a diagnosis of unresectable locally advanced, recurrent or metastatic
esophageal squamous cell carcinoma (ESCC) (Label); AND
A. Individual is using in one of the following ways:
1. In combination with ipilmumab (Yervoy); OR
2. In combination with fluoropyrimidine- and platinum-containing chemotherapy;
AND
B. Individual is using as first-line treatment; AND
C. Individual has a current ECOG performance status of 0-1; AND
D. Individual has not received prior treatment with anti-PD-1, anti-PD-L1, any antibody
or drug specifically targeting T-cell co-stimulation, or checkpoint pathways; AND
E. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;

OR
Xl.  Individual has a diagnosis of unresectable locally advanced, recurrent, or metastatic
Esophageal Squamous Cell Carcinoma (ESCC) (Label); AND
A. Individual is using as single agent or in combination with ipilimumab for second line
or subsequent therapy; AND
B. Individual has confirmation of disease progression on or had intolerance to
fluoropyrimidine- and platinum-based chemotherapy; AND
C. Individual has a current ECOG performance status of 0-2 or Karnofsky performance
score of 60-100; AND
D. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR
XIl.  Individual has a diagnosis of completely resected Esophageal and Esophagogastric
Junction Cancer (Label); AND
A. Individual is using as single agent for residual pathologic disease; AND
B. Individual has received neoadjuvant chemoradiotherapy (CRT); AND
C. Individual has a current ECOG performance status of 0-2; AND
D. Individual has not received treatment with another anti-PD-1, anti-PD-L1 agent, or
other checkpoint inhibitor; AND
E. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR
XIIl.  Individual has a diagnosis of Gastric or Esophageal and Esophagogastric Junction

Cancers and has microsatellite instability-high (MSI-H) or deficient mismatch repair
(dMMR) tumor (NCCN 2A); AND
A. One of the following:

1. Individual is using as a single agent for adenocarcinoma as postoperative
management following completely resected disease in those who received
preoperative therapy with intravenous nivolumab (Opdivo) + ipilimumab; OR

2. Individual is using in combination with ipilimumab for primary treatment of
adenocarcinoma as neoadjuvant or perioperative immunotherapy;

AND
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B. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR
XIV. Individual has a diagnosis of advanced or metastatic Gastric, or Esophageal and
Esophagogastric Junction Cancers (Label); AND
A. Individual is using in combination with fluoropyrimidine and platinum-containing
chemotherapy; AND

B. Individual has HER2 negative disease; AND

C. Individual has a current ECOG performance status of 0-2; AND

D. Individual has not received treatment with another anti-PD-1, anti-PD-L1 agent, or
other checkpoint inhibitor; AND

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

requiring treatment with a systemic immunosuppressant;
OR
XV. Individual has a diagnosis of Esophageal and Esophagogastric Junction Cancers; AND

A. Individual is using for palliative care (NCCN 1, 2A); AND
B. Individual is not a surgical candidate OR has unresectable locally advanced,
recurrent, or metastatic disease;
AND
C. Meets one of the following:
1. Has HER2 negative disease; AND
2. Using as first-line therapy in combination with fluoropyrimidine- and oxaliplatin;
AND
3. Individual has PD-L1 CPS = 5;
OR
4. Has MSI-H/dMMR tumors; AND
5. Using as first-line therapy in combination with ipilimumab or in combination
with fluoropyrimidine- and oxaliplatin;

6. Has Squamous cell carcinoma; AND
7. Using as first-line therapy in combination with ipilimumab OR fluoropyrimide
and platinum-containing chemotherapy;

8. Using as second-line or subsequent therapy; AND
9. Using as a single agent or in combination with ipilimumab;
AND
D. Individual has a current ECOG performance status of 0-2 or Karnofsky performance
score of 60-100; AND
E. Individual does not have prior tumor progression while on therapy with a checkpoint
inhibitor; AND
F. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR
XVI. Individual has a diagnosis of Gastric Cancer (NCCN 1); AND

A. Individual is medically fit for surgery but with surgically unresectable disease; AND
B. Meets one of the following:
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OR
XVII.

OR
XVIII.

OR
XIX.

1. Has HER2 negative disease; AND
2. Individual is using in combination with fluoropyrimidine and oxaliplatin.

OR
3. Has MSI-H or dMMR tumors; AND
4. Individual is using in combination with ipilimumab or in combination with
fluoropyrimidine and oxaliplatin;
AND
C. Individual has a PD-L1 CPS = 5; AND
D. Individual has not received treatment with another anti-PD-1 or anti-PD-L1 agent;
AND
E. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;

Individual has a diagnosis of multi-agent chemotherapy-resistant gestational
trophoblastic neoplasia (NCCN 2A); AND

Individual has intermediate trophoblastic tumor or high-risk disease; AND
Individual is using as single-agent therapy or in combination with ipilimumab; AND
Individual has not received 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;
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Individual has a diagnosis of advanced Hepatocellular Carcinoma (Label, NCCN 2A);
AND
A. Individual is using in one of the following ways:
1. Individual is using as a single agent in those classified as Child-Pugh Class B;
OR
2. Individual is using in combination with ipilimumab for subsequent therapy; OR
3. Individual is using in combination with ipilimumab for progressive disease and
classified as Child-Pugh Class A,
AND
B. Individual has a current ECOG performance status of 0-2; AND
C. Individual has not received treatment with another anti-PD-1 or anti-PD-L1 agent;
AND
D. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;

Individual has a diagnosis of Hodgkin Lymphoma (Label, NCCN 1, 2A); AND
A. Individual is using for relapsed or refractory Hodgkin lymphoma except for those
with lymphocyte-predominant Hodgkin lymphoma; AND
B. Using in one of the following ways:
1. Individual is using as a single agent; OR
2. Individual is using in combination with brentuximab vedotin or with ifosfamide,
carboplatin, etoposide (ICE) as primary systemic therapy or second-line
therapy; OR
3. Individual is using in combination with AVD (doxorubicin, vinblastine,
dacarbazine) for primary treatment;
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AND
C. Individual has not received another anti-PD-1 or anti-PD-L1 agent; AND
D. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR
XX. Individual has a diagnosis of Pediatric Classic Hodgkin Lymphoma (NCCN 2A); AND

A. Individual is using for relapsed or refractory Hodgkin lymphoma except for those
with lymphocyte-predominant Hodgkin lymphoma; AND
B. Using in one of the following ways:
1. Individual is as a single agent; OR
2. Individual is using in combination with brentuximab vedotin or with ifosfamide,
carboplatin, etoposide (ICE);
AND
C. Individual has not received another anti-PD-1 or anti-PD-L1 agent; AND
D. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;

OR
XXI. Individual has a diagnosis of relapsed/refractory advanced classic Kaposi Sarcoma
(NCCN 2A); AND
A. Individual is using as a single agent or in combination with ipilimumab (Yervoy);
AND
B. Individual is using as subsequent systemic therapy; AND
C. Individual does not have multicentric Castleman Disease (MCD) or KSHV-
associated inflammatory cytokine syndrome (KICS);
OR
XXII.  Individual has a diagnosis of unresectable Malignant Pleural or Peritoneal
Mesothelioma and using as first line therapy (Label, NCCN 1, 2A); AND
A. Individual is using in combination with ipilimumab (Yervoy); AND
B. Individual has a ECOG performance status of 0-2; AND
C. Has not received treatment with another anti-PD-1 or anti-PD-L1 agent; AND
D. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR
XXIII.  Individual has a diagnosis of Malignant Pleural or Peritoneal Mesothelioma (NCCN 2A);
AND
A. Individual is using as a single agent, or in combination with ipilimumab (Yervoy) for
subsequent therapy; AND
B. Individual has a ECOG performance status of 0-2; AND
C. Has not received treatment with another anti-PD-1 or anti-PD-L1 agent; AND
D. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR

XXIV. Individual has a diagnosis of Malignant Pleural Mesothelioma (NCCN 1); AND

A. Individual has epithelioid histology; AND
B. Individual is using as induction systemic therapy; AND
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Individual is using in combination with ipilimumab; AND

Individual uses prior to surgical exploration for stage | disease; 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;

nmoo

OR
XXV. Individual has a diagnosis of Melanoma (Cutaneous or Uveal); AND
A. Individual has unresectable or metastatic melanoma (Label, NCCN 1, 2A); AND
1. Individual is using as a single agent, or in combination with ipilimumab; AND
2. Individual has a current ECOG performance status of 0-2; AND
3. Individual has not received treatment with another anti-PD-1 or anti-PD-L1
agent; AND
4. Individual is not receiving therapy for an autoimmune disease or chronic
condition requiring treatment with a systemic immunosuppressant;
OR
B. Individual has resected advanced melanoma (Label, NCCN 1, 2A); AND
1. Individual is using as a single agent for adjuvant therapy; AND
2. Individual has resected stage 1B, stage IIC, stage lll, or stage IV disease; AND
3. Individual has a current ECOG performance status of 0-2; AND
4. Individual has not received treatment with another anti-PD-1 or anti-PD-L1
agent; AND
5. Individual is not receiving therapy for an autoimmune disease or chronic
condition requiring treatment with a systemic immunosuppressant;
OR
C. Individual has Melanoma (Cutaneous or Uveal) (Label, NCCN 1, 2A); AND
1. Meets one of the following:
a. Individual has melanoma with involvement of lymph nodes; OR
b. Individual has metastatic melanoma and has undergone complete
resection;
AND
2. Individual is using as a single agent for adjuvant therapy;
OR
D. Individual has metastatic or unresectable melanoma (Cutaneous or Uveal)
(NCCN 1, 2A); AND
1. Individual is using as second-line or subsequent systemic therapy; AND
2. Using in combination with ipilimumab for disease progression on single-agent
anti-PD-1 therapy; OR
3. Using as a single agent or in combination with ipilimumab if disease control
occurred with prior anti-PD-1 immunotherapy as re-induction therapy;
OR
XXVI. Individual has a diagnosis of metastatic Melanoma with brain metastases (NCCN 2A);
AND
A. Individual has a primary diagnosis of melanoma; AND
B. Using in one of the following ways:
1. Individual has asymptomatic brain metastases (Long 2017, 2018, Tawbi 2017);
OR
2. Individual has BRAF non-specific asymptomatic brain metastases; AND
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3. Individual is using as monotherapy or in combination with ipilimumab;

AND
4. Individual has not received treatment with another anti-PD-1 or anti-PD-L1
agent; AND
5. Individual is not receiving therapy for an autoimmune disease or chronic
condition requiring treatment with a systemic immunosuppressant;
OR
XXVII. Individual has a diagnosis of Merkel Cell Carcinoma (Label, NCCN 2A); AND
A. Individual is using as a single agent; AND
B. Individual has presence of metastatic or recurrent locoregional MCC determined to
be not amenable to definitive surgery or radiation therapy; AND
C. Individual has a current ECOG performance status of 0-2; AND
D. Individual has not received treatment with another anti-PD-1 or anti-PD-L1 agent;
AND
E. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR
F. Individual is using as a single agent or in combination with ipilimumab (NCCN 2A);
AND
G. Individual has M1 disseminated disease if anti-PD-L1 or anti-PD-1 therapy is
contraindicated or disease has progressed on anti-PD-L1 or anti-PD-1
monotherapy; AND
H. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR
XXVIII. Individual has a diagnosis of Non-Small Cell Lung Cancer (NSCLC) (Label, NCCN 2A);
AND
A. Individual has recurrent, advanced, or metastatic NSCLC; AND
1. Individual is using as a single agent; AND
2. Individual has confirmation of disease progression on or after platinum-
containing chemotherapy; AND
3. Individual has a current ECOG performance status of 0-2; AND
4. Individual has not received treatment with another anti-PD-1 or anti-PD-L1
agent; AND
5. Individual is not receiving therapy for an autoimmune disease, chronic condition
or interstitial lung disease with a systemic immunosuppressant;
OR
B. Individual has recurrent, advanced, or metastatic NSCLC and using as first-line
therapy (Label, NCCN 1, 2A); AND
Individual is using in combination with ipilimumab; AND
Individual does not have presence of actionable molecular markers*; 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;
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PAGE 9 of 17 06/09/2025



OR
XXIX.

C. Individual has recurrent, advanced, or metastatic NSCLC and using as first-line

therapy (Label, NCCN 1, 2A); AND

1. Individual is using in combination with ipilimumab 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 actionable molecular markers*; 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;

abkrwn

OR
D. Individual is using for continuation treatment of recurrent, advanced or metastatic

Non-Small Cell Lung Cancer (NSCLC) (NCCN 1, 2A); AND

1. Individual is using in combination with ipilimumab (Yervoy); AND

2. Individual achieved a response or has stable disease following first line therapy

of intravenous nivolumab (Opdivo) + ipilimumab +/- chemotherapy given; AND

3. Individual does not have presence of actionable molecular markers*; AND

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

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

condition requiring treatment with a systemic immunosuppressant;
OR
E. Individual has resectable NSCLC and using as neoadjuvant therapy (Label, NCCN
2A); AND
1. Individual is using in combination with platinum-doublet chemotherapy (e.g.

paclitaxel and carboplatin); AND
Resectable is defined as tumors = 4 cm or node positive; 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;

abkwn

OR
F. Individual has resectable NSCLC (Label, NCCN 1); AND
1. Resectable is defined as tumors = 4 cm and/or node positive; AND
2. Individual has no known EGFR mutations or ALK rearrangements; AND
3. Using as adjuvant therapy post-surgery; AND
4. Individual is using Opdivo as a single agent after prior combination use of
Opdivo and platinum-doublet chemotherapy; 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;

No o

Individual has a diagnosis of metastatic NSCLC with brain metastases (NCCN 2A);
AND
A. Individual has a primary diagnosis of non-small cell lung cancer; AND
B. Individual is using as single agent for brain metastases; AND
C. Individual has PD-L1 expression positive (= 1%) tumors; AND
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D. Individual has not received treatment with another anti-PD-1 or anti-PD-L1 agent;
AND

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

OR
XXX. Individual has a diagnosis of Primary Mediastinal Large B-Cell Lymphoma (NCCN 2A);
AND
A. Individual is using for pediatric aggressive mature B-cell lymphoma; AND
1. Individual is using for relapsed or refractory disease as a single agent; OR
2. Individual is using for consolidation/additional therapy in combination with
brentuximab vedotin after partial response achieved after therapy for relapsed
or refractory disease;
AND
B. Individual has not received treatment with another anti-PD-1 or anti-PD-L1 agent;
AND
C. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR

XXXI.  Individual has a diagnosis of Renal Cell Carcinoma (RCC) (Label, NCCN 2A); AND
A. Individual has advanced or metastatic RCC; AND

1. Individual is using as monotherapy; AND

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

3. Individual has confirmation of disease progression after one or two prior
anti-angiogenic regimens (for example, axitinib, bevacizumab [or
its biosimilar], pazopanib, sorafenib, sunitinib, etc.) for treatment of
advanced or metastatic disease; AND
Individual has a current ECOG performance status 0-2; AND
Individual has not received treatment with another anti-PD-1 or anti-PD-
L1 agent; AND
6. Individual is not receiving therapy for an autoimmune disease or chronic

condition requiring treatment with an immunosuppressant;

o s

OR
B. Individual has intermediate- or poor-risk, advanced RCC (Label, NCCN 1, 2A); AND
1. Individual is using in combination with ipilimumab, for four cycles followed by
single agent Opdivo (nivolumab) as first-line therapy for previously untreated
RCC; OR
2. Individual is using in combination with ipilimumab for four cycles followed by
single agent Opdivo (nivolumab), as subsequent therapy, if no checkpoint
blockade (PD-1, PD-L1, or CTLA-4) antibody treatment has been previously
administered (NCCN 2A); AND
Histologic confirmation of RCC with clear-cell component; AND
Individual has a current ECOG performance status 0-2; AND
Individual has not received treatment with another anti-PD-1 or anti-PD-
L1 agent; AND
6. Individual is not receiving therapy for an autoimmune disease or chronic
condition requiring treatment with a systemic immunosuppressant;
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OR
C. Individual has relapsed, recurrent, or advanced RCC (Label, NCCN 1, 2A); AND
1. Individual is using as first-line therapy or subsequent therapy in combination
with cabozantinib tablets; AND
2. Current ECOG performance status of 0-2; AND
3. Has not received treatment with another anti-PD-1 or anti-PD-L1 agent; AND
4. Individual is not receiving therapy for an autoimmune disease or chronic
condition requiring treatment with a systemic immunosuppressant;
OR
D. Individual has relapsed, recurrent, or advanced RCC (NCCN 2A); AND
1. Individual is using as subsequent therapy in combination with cabozantinib or
ipilimumab; AND
2. Individual has a current ECOG performance status of 0-2; AND
3. Individual has had prior immune-oncology therapy (e.g. pembrolizumab); AND
4. Individual is not receiving therapy for an autoimmune disease or chronic
condition requiring treatment with a systemic immunosuppressant;
OR
E. Individual has relapse or metastatic non-clear cell RCC (nccRCC) [including
hereditary leiomyomatosis and renal cell carcinoma (HLRCC)] (NCCN 2A); AND
1. Individual is using as systemic therapy as a single agent or in combination with
cabozantinib; AND
2. Individual has not received another anti-PD-1 or anti-PD-L1 agent; AND
3. Individual is not receiving therapy for an autoimmune disease or chronic
condition requiring treatment with a systemic immunosuppressant;

OR
XXXII. Individual has a diagnosis of Small Bowel Adenocarcinoma (SBA) including Ampullary
Adenocarcinoma (NCCN 2A); AND
A. Individual has advanced or metastatic disease (deficient mismatch
repair/microsatellite instability-high [dMMR/MSI-H] or polymerase epsilon/delta
[POLE/POLD1] mutation); AND
B. Individual is using as monotherapy or in combination with ipilimumab; AND
C. Current ECOG performance status of 0-2; AND
D. Has not received treatment with another anti-PD-1 or anti-PD-L1 agent; AND
E. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR
XXX, Individual has a diagnosis of Extranodal NK/T-cell lymphomas (NCCN 2A); AND
A. Individual has relapsed/refractory disease; AND
B. Individual is using following treatment with asparaginase-based regimen; AND
C. Individual is using as monotherapy; AND
D. Individual has not received treatment with another anti-PD-1 or anti-PD-L1 agent;
AND
E. Individual has a current ECOG performance status of 0-2; AND
F. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR
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XXXIV. Individual has a diagnosis of advanced or metastatic Soft Tissue Sarcoma and
Aggressive Soft Tissue Neoplasms (NCCN 2A); AND
A. Individual is using in combination with ipilimumab; OR
B. Individual is using as a single agent; AND
C. Has not received another anti-PD-1 or anti-PD-L1 agent; AND
D. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR
XXXV. Individual has a diagnosis of Squamous Cell Carcinoma of the Head and Neck
(SCCHN) (Label, NCCN 1); AND
A. Individual has recurrent, unresectable, or metastatic SCCHN; AND
1. Individual is using as monotherapy; AND
2. Individual has confirmation of disease progression on or after platinum-
containing chemotherapy; AND
3. Individual has a current ECOG performance status of 0-2; AND
4. Individual has not received another anti-PD-1 or anti-PD-L1
agent; AND
5. Individual is not receiving therapy for an autoimmune disease or chronic
condition requiring treatment with a systemic immunosuppressant;
OR
XXXVI. Individual has a diagnosis of Head and Neck cancers (NCCN 1, 2A); AND
A. Using for one of the following types of cancers:
1. Individual has recurrent, unresectable, oligometastatic, or metastatic
Nasopharyngeal Cancers (NCCN 2A); AND
2. Individual has no surgery or radiotherapy (RT) options; AND
a. Individual is using nivolumab in combination with cisplatin and
gemcitabine; OR
b. Individual is using nivolumab as monotherapy for first-line or systemic
therapy if previously treated,;
AND
3. Has not received another anti-PD-1 or anti-PD-L1 agent; OR
B. Individual has squamous recurrent, unresectable, or metastatic non-
nasopharyngeal cancer; AND
1. Individual has no surgery or radiotherapy options; AND
2. Individual is using as monotherapy or in combination with cetuximab;
OR
XXXVII. Individual has metastatic Anaplastic Thyroid carcinoma (NCCN 2A); AND

Individual is using as a single agent; AND

Current ECOG performance status of 0-2; AND

Has not received 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;

oOw>

OR
XXXVIII. Individual has Urothelial carcinoma (Label, NCCN 1, 2A); AND
A. Individual has locally advanced, recurrent, or metastatic disease; AND
1. Individual is using as a single agent; AND

2. Individual meets the following criteria:
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a. Confirmation of disease progression on or after platinum or other
chemotherapy; OR
b. Confirmation of disease progression within 12 months of receiving
neoadjuvant or adjuvant treatment with platinum-containing
chemotherapy;
OR
B. Individual is using as single agent for adjuvant therapy; AND
1. Individual is at high risk of recurrence after having radical resection;
AND
C. Individual has a current ECOG performance status of 0-2; AND
D. Individual has not received another anti-PD-1 or anti-PD-L1 agent; AND
E. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;

XXXIX.  Individual has urothelial carcinoma (Label, NCCN 1, 2A); AND

Individual has unresectable, recurrent or metastatic disease; AND

Individual is using in combination with cisplatin and gemcitabine; AND

Individual is using as first-line treatment; AND

Current ECOG performance status of 0-2; AND

Has not received 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;

nTmoow>

OR
XL. Individual has a diagnosis of Urothelial Carcinoma of the Prostate (NCCN 2A); AND

A. Individual is using as adjuvant therapy; AND

B. Individual is using for tumors with stromal invasion if platinum-based neoadjuvant
chemotherapy not given and pT3, pT4a, pN+; AND

C. Individual is using as a single agent;

OR
XLI.  Individual has a diagnosis of Central Nervous System Cancers- Pediatric Diffuse High-
Grade Gliomas (NCCN 2A); AND
A. Individual is using as single agent for hypermutant tumor; AND
B. Individual has not received another anti-PD-1 or anti-PD-L1 agent; AND
C. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR
XLII.  Individual has a diagnosis of recurrent or metastatic Vaginal Cancer (NCCN 2A); AND
A. Individual is using a single agent; AND
B. Individual is using as second-line or subsequent therapy; AND
C. Individual has PD-L1 expression positive (CPS = 1%) tumor; AND
D. Individual has not received another anti-PD-1 or anti-PD-L1 agent; AND
E. Individual is not receiving therapy for an autoimmune disease or chronic condition
requiring treatment with a systemic immunosuppressant;
OR
XLIII.  Individual has a diagnosis of recurrent or metastatic Vulvar Cancer (NCCN 2A); AND

A. Individual is using as a single agent; AND
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Individual is using as second-line or subsequent therapy; AND

Individual has HPV-related tumor; AND

Individual has not received 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.

moow

*Note: Actionable molecular markers include EGFR, ALK, KRAS, ROS1, BRAF, NTRK, MET,
RET, ERBB2 (HER2) and NRG1 mutations. The NCCN panel recommends testing prior to
initiating therapy to help guide appropriate treatment. If there is insufficient tissue to allow
testing for all of these markers, repeat biopsy and/or plasma testing should be done. If these
are not feasible, treatment is guided by available results and, if unknown, these patients are
treated as though they do not have driver oncogenes (NCCN 1, 2A).

Opdivo (nivolumab) may not be approved when the above criteria are not met and for all other
indications.
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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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