CVS/caremark

POLICY Document for OPDIVO QVANTIG (nivolumab and
hyaluronidase-nvhy)

The overall objective of this policy is to support the appropriate and cost-effective use of the
medication, specific to use of preferred medication options, lower cost site of care and overall,
clinically appropriate use. This document provides specific information to each of the three
sections of the overall policy.

Section 1: Site of Care
e Policy information specific to site of care (outpatient, hospital outpatient, home infusion)

Section 2: Clinical Criteria
e Policy information specific to the clinical appropriateness for the medication

Section 1: Site of Care

Site of Care Criteria
Checkpoint Inhibitors

Products Referenced by this Document

Drugs that are listed in the following table include both brand and generic and all dosage forms and
strengths unless otherwise stated.

Brand Name Generic Name Dosage Form

Opdivo Qvantig nivolumab and hyaluronidase- subcutaneous
nvhy

Tecentrig Hybreza atezolizumab and subcutaneous
hyaluronidase-tgjs

Criteria For Approval For Administration In Outpatient
Hospital Setting

This policy provides coverage for administration of a checkpoint inhibitor in an outpatient hospital
setting for the initial 6 months approval and up to 45 days for renewal of therapy.
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This policy provides coverage for administration of a checkpoint inhibitor in an outpatient hospital
setting for a longer course of treatment when ANY of the following criteria are met:

The member has experienced an adverse reaction that did not respond to conventional
interventions (e.g., acetaminophen, steroids, diphenhydramine, fluids, other pre-
medications or slowing of injection rate) or a severe adverse event (anaphylaxis,
anaphylactoid reactions, myocardial infarction, thromboembolism, or seizures) during or
immediately after administration or has experienced severe toxicity requiring continuous
monitoring (e.g. Grade 2-4 bullous dermatitis, transaminitis, pneumonitis, Stevens-Johnson
syndrome, acute pancreatitis, primary adrenal insufficiency aseptic meningitis, encephalitis,
transverse myelitis, myocarditis, pericarditis, arrhythmias, impaired ventricular function,
conduction abnormalities).

The member is medically unstable (e.g., respiratory, cardiovascular, or renal conditions).

The member has significant behavioral issues and/or physical or cognitive impairment that
would impact the safety of the drug administration AND the patient does not have access to
a caregiver.

The member is receiving provider administered combination chemotherapy.

Alternative administration sites (pharmacy, physician office, ambulatory care, etc.) are greater
than 30 miles from the member’s home.

The member is less than 14 years of age.

For situations where administration of a checkpoint inhibitor does not meet the criteria for outpatient
hospital administration, coverage for a checkpoint inhibitor is provided when administered in
alternative sites such as; physician office, home infusion or ambulatory care.

Required Documentation

The following information is necessary to initiate the site of care prior authorization review (where
applicable).

Medical records supporting the member has experienced an adverse reaction that did not
respond to conventional interventions or a severe adverse event during or immediately after
an administration or a severe toxicity requiring continuous monitoring.

Medical records supporting the member is medically unstable.

Medical records supporting the member has behavioral issues and/or physical or cognitive
impairment and no access to a caregiver.

Medical records supporting the member is receiving provider administered combination
therapy.

Records supporting alternative administration sites are greater than 30 miles from the
member’s home.

Medical records supporting the member is new to therapy.

Section 2: Clinical Criteria
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Specialty Guideline Management
Opdivo Qvantig

Products Referenced by this Document

Drugs that are listed in the following table include both brand and generic and all dosage forms and
strengths unless otherwise stated. Over-the-counter (OTC) products are not included unless otherwise
stated.

Brand Name Generic Name
Opdivo Qvantig nivolumab and hyaluronidase-nvhy
Indications

The indications below including FDA-approved indications and compendial uses are considered a
covered benefit provided that all the approval criteria are met and the member has no exclusions to the
prescribed therapy.

FDA-approved Indications'

Advanced Renal Cell Carcinoma

Opdivo Qvantig, as monotherapy, is indicated for the the first-line treatment of adult patients
with intermediate or poor risk advanced renal cell carcinoma (RCC) following treatment with
intravenous nivolumab and ipilimumab combination therapy.

Opdivo Qvantig, in combination with cabozantinib, is indicated for the first-line treatment of
adult patients with advanced RCC.

Opdivo Qvantig, as monotherapy, is indicated for the treatment of adult patients with advanced
RCC who have received prior anti-angiogenic therapy.

Unresectable or Metastatic Melanoma

¢ Opdivo Qvantig, as monotherapy, is indicated for the treatment of adult patients with
unresectable or metastatic melanoma.

¢ Opdivo Qvantig, as monotherapy, is indicated for the treatment of adult patients with
unresectable or metastatic melanoma following treatment with intravenous nivolumab and
ipilimumab combination therapy.
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Adjuvant Treatment of Melanoma

Opdivo Qvantig, as monotherapy, is indicated for the adjuvant treatment of adult patients with
completely resected Stage IIB, Stage IIC, Stage lll, or Stage IV melanoma.

Neoadjuvant Treatment of Resectable Non-Small Cell Lung Cancer

Opdivo Qvantig, in combination with platinum-doublet chemotherapy, is indicated as neoadjuvant
treatment of adult patients with resectable (tumors =24 cm or node positive) non-small cell lung cancer
(NSCLC).

Neoadjuvant and Adjuvant Treatment of Resectable Non-Small Cell Lung
Cancer

Opdivo Qvantig, in combination with platinum-doublet chemotherapy, is indicated for the neoadjuvant
treatment of adult patients with resectable (tumors 24 cm or node positive) NSCLC and no known
epidermal growth factor receptor (EGFR) mutations or anaplastic lymphoma kinase (ALK)
rearrangements, followed by Opdivo Qvantig as monotherapy in the adjuvant setting after surgical
resection.

Metastatic Non-Small Cell Lung Cancer

Opdivo Qvantig, as monotherapy, is indicated for the treatment of adult patients with metastatic non-
small cell lung cancer (NSCLC) with progression on or after platinum-based chemotherapy. Patients
with EGFR or ALK genomic tumor aberrations should have disease progression on FDA-approved
therapy for these aberrations prior to receiving Opdivo Qvantig.

Squamous Cell Carcinoma of the Head and Neck

Opdivo Qvantig, as monotherapy is indicated for the treatment of adult patients with recurrent or
metastatic squamous cell carcinoma of the head and neck (SCCHN) with disease progression on or
after platinum-based therapy.

Urothelial Carcinoma

Opdivo Qvantig, as monotherapy, is indicated for the adjuvant treatment of adult patients with
urothelial carcinoma (UC) who are at high risk of recurrence after undergoing radical
resection of UC.

Opdivo Qvantig, in combination with cisplatin and gemcitabine, is indicated for the first-line
treatment of adult patients with unresectable or metastatic UC.

Opdivo Qvantig, as monotherapy, is indicated for the treatment of adult patients with locally
advanced or metastatic UC who:

have disease progression during or following platinum-containing chemotherapy
have disease progression within 12 months of neoadjuvant or adjuvant treatment with
platinum-containing chemotherapy.

Microsatellite Instability-High or Mismatch Repair Deficient Metastatic
Colorectal Cancer

Opdivo Qvantig, as monotherapy or as monotherapy following treatment with intravenous nivolumab
and ipilimumab combination therapy, is indicated for the treatment of adult patients with microsatellite
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instability-high (MSI-H) or mismatch repair deficient (dMMR) metastatic CRC that has progressed
following treatment with a fluoropyrimidine, oxaliplatin, and irinotecan.

Hepatocellular Carcinoma

Opdivo Qvantig, as monotherapy, is indicated for the treatment of adult patients with hepatocellular
carcinoma (HCC) who have been previously treated with sorafenib and following treatment with
intravenous nivolumab and ipilimumab.

Esophageal Carcinoma

Opdivo Qvantig, as monotherapy, is indicated for the adjuvant treatment of completely resected
esophageal or gastroesophageal junction cancer with residual pathologic disease in adult
patients who have received neoadjuvant chemoradiotherapy (CRT).

Opdivo Qvantig, in combination with fluoropyrimidine- and platinum-containing chemotherapy,
is indicated for the first-line treatment of adult patients with unresectable advanced or
metastatic esophageal squamous cell carcinoma (ESCC).

Opdivo Qvantig, as monotherapy, is indicated for the treatment of adult patients with
unresectable advanced, recurrent or metastatic ESCC after prior fluoropyrimidine- and
platinum-based chemotherapy.

Gastric Cancer, Gastroesophageal Junction Cancer, Esophageal
Adenocarcinoma

Opdivo Qvantig, in combination with fluoropyrimidine- and platinum-containing chemotherapy, is
indicated for the treatment of adult patients with advanced or metastatic gastric cancer,
gastroesophageal junction cancer, and esophageal adenocarcinoma.

Limitations of use:

Opdivo Qvantig is not indicated in combination with ipilimumab for the treatment of renal cell
carcinoma, unresectable or metastatic melanoma, metastatic NSCLC, MSI-H or dMMR metastatic CRC,
HCC, or unresectable advanced or metastatic ESCC.

Compendial Use?

Renal cell carcinoma as substitute for IV nivolumab

Documentation

Submission of the following information is necessary to initiate the prior authorization review:

Documentation of laboratory report confirming MSI-H or mismatch repair deficient (dMMR)
tumor status, where applicable.
Documentation of EGFR mutation or ALK rearrangement status, where applicable.
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Exclusions

Coverage will not be provided for members who have experienced disease progression while on
programmed death receptor-1 (PD-1) or programmed death ligand 1 (PD-L1) inhibitor therapy.

Coverage Criteria

Renal Cell Carcinoma'?

Authorization of 6 months may be granted for treatment of renal cell carcinoma when the requested
medication will be used in any of the following settings:

As a single agent for the first-line treatment of intermediate or poor risk advanced renal cell
carcinoma (RCC) following treatment with intravenous nivolumab and ipilimumab
combination therapy.

As a single agent for clear cell histology as subsequent therapy.

As a single agent for non-clear cell histology.

In combination with cabozantinib.

Melanoma!'

Authorization of 6 months may be granted for treatment of melanoma when the requested medication
will be used in either of the following settings:

As a single agent for unresectable or metastatic disease.
As a single agent for adjuvant treatment of completely resected Stage IIB, Stage IIC, Stage lll, or
Stage IV disease.

Non-Small Cell Lung Cancer (NSCLC)'

Authorization of 6 months may be granted for treatment of metastatic non-small cell lung
cancer when all of the following criteria are met:

If member has EGFR mutations or ALK rearrangements, disease has progressed on FDA-
approved targeted therapy

The member had disease progression on or after platinum based chemotherapy.

The requested medication will be used as a single agent.

Authorization of 3 months (for up to 3 cycles total) may be granted for neoadjuvant treatment of
resectable non-small cell lung cancer (NSCLC) in combination with platinum based
chemotherapy when there are no EGFR mutations or ALK rearrangements.

Authorization of 6 months may be granted for neoadjuvant and adjuvant treatment of resectable
non-small cell lung cancer (NSCLC) when both of the following criteria are met:

There are no EGFR mutations or ALK rearrangements.
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The requested medication is used in combination with platinum based chemotherapy
(for up to 4 cycles total), followed by single agent adjuvant therapy (for up to 13
cycles).

Head and Neck Cancer’

Authorization of 6 months may be granted for treatment of squamous cell head and neck carcinoma
when all of the following criteria are met:

The member has recurrent or metastatic disease.
The member had disease progression on or after platinum based chemotherapy.
The requested medication will be used as a single agent.

Urothelial Carcinoma

Authorization of 6 months may be granted in combination with gemcitabine and cisplatin for up
to 6 cycles for first-line treatment of unresectable or metastatic urothelial carcinoma.
Authorization of 6 months may be granted as a single agent for treatment of urothelial
carcinoma when any of the following conditions are met:
The requested medication will be used to treat locally advanced or metastatic disease in
members who:
have disease progression during or following platinum-containing chemotherapy.
have disease progression within 12 months of neoadjuvant or adjuvant treatment
with platinum-containing chemotherapy.
The requested medication will be used as adjuvant therapy in members who are at high
risk of recurrence after undergoing radical resection.

Colorectal Cancer!

Authorization of 6 months may be granted as a single agent for treatment of microsatellite instability-
high (MSI-H) or mismatch repair deficient (dMMR) metastatic colorectal cancer when the disease has
progressed following treatment with a fluoropyrimidine, oxaliplatin, and irinotecan.

Hepatocellular Carcinoma’

Authorization of 6 months may be granted as a single agent for treatment of hepatocellular carcinoma
when member has been previously treated with sorafenib and following treatment with intravenous
nivolumab and ipilimumab.

Esophageal Carcinoma’

Authorization of 6 months may be granted as a single agent for adjuvant treatment of
completely resected esophageal or gastroesophageal junction cancer with residual
pathologic disease in members who have received neoadjuvant chemoradiotherapy (CRT).
Authorization of 6 months may be granted as a single agent for treatment of unresectable
advanced, recurrent, or metastatic esophageal squamous cell carcinoma (ESCC) after prior
fluoropyrimidine- and platinum-based chemotherapy.
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Authorization of 6 months may be granted in combination with fluoropyrimidine- and platinum-
containing chemotherapy, for first-line treatment of unresectable advanced or metastatic
ESCC.

Gastric Cancer, Gastroesophageal Junction Cancer, Esophageal
Adenocarcinoma'

Authorization of 6 months may be granted in combination with fluoropyrimidine- and platinum-
containing chemotherapy for treatment of advanced or metastatic gastric cancer, gastroesophageal
junction cancer, and esophageal adenocarcinoma.

Continuation of Therapy

Adjuvant treatment of melanoma

Authorization of 6 months may be granted (up to 12 months total) for continued treatment in members
requesting reauthorization for melanoma who have not experienced disease recurrence or
unacceptable toxicity.

Urothelial carcinoma

Authorization of 6 months may be granted (up to 12 months total) for continued treatment in
members requesting reauthorization for adjuvant treatment of urothelial carcinoma who
have not experienced disease recurrence or unacceptable toxicity.

Authorization of 6 months may be granted (up to 24 months total) for continued treatment in
members requesting reauthorization for first line treatment of urothelial carcinoma when the
requested medication is used in combination with gemcitabine and cisplatin for up to 6
cycles followed by single agent maintenance therapy when the member has not
experienced disease progression or unacceptable toxicity.

Non-small cell lung cancer

e Authorization of 6 months may be granted for continued treatment in members requesting
reauthorization for metastatic non-small cell lung cancer (NSCLC) when there is no evidence of
unacceptable toxicity or disease progression while on the current regimen.

e Authorization of 3 months of therapy total (up to 3 cycles total) may be granted for neoadjuvant
treatment of resectable NSCLC when there is no evidence of unacceptable toxicity or disease
progression while on the current regimen.

e Authorization of 6 months may be granted for neoadjuvant and adjuvant treatment of resectable
NSCLC (up to 4 cycles in combination with chemotherapy, followed by single agent adjuvant
treatment up to 13 cycles) when there is no evidence of unacceptable toxicity or disease
progression while on the current regimen.
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Renal Cell Carcinoma

Authorization of 6 months may be granted (up to 24 months total when used as a single agent) for
continued treatment in members requesting reauthorization for renal cell carcinoma when there is no
evidence of unacceptable toxicity or disease progression while on the current regimen.

Esophageal Squamous Cell Carcinoma, Gastric Cancer,
Gastroesophageal Junction Cancer, Esophageal Adenocarcinoma

e Authorization of 6 months may be granted (up to 24 months total) for continued treatment in
members requesting reauthorization for esophageal squamous cell carcinoma in combination
with fluoropyrimidine- and platinum-containing chemotherapy when there is no evidence of
unacceptable toxicity or disease progression while on the current regimen.

e Authorization of 6 months may be granted (up to 24 months total) for continued treatment in
members requesting reauthorization for gastric cancer, gastroesophageal junction cancer, and
esophageal adenocarcinoma when there is no evidence of unacceptable toxicity or disease
progression while on the current regimen. Adjuvant treatment of resected esophageal or
gastroesophageal junction cancer will be limited to 12 months total therapy.

All other indications

Authorization of 6 months may be granted for continued treatment in members requesting
reauthorization for all other indications listed in the coverage criteria section when there is no evidence
of unacceptable toxicity or disease progression while on the current regimen.
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