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Antiemetic Therapy

e Akynzeo® (palonosetron/netupitant capsule, Helsinn Therapeutics)
e Sancuso® (granisetron transdermal, Cumberland Pharmacueticals / Kyowa Kirin)
e Varubi® (rolapitant tablet, TeraSera Therapeutics)

INSTRUCTIONS FOR USE

The following Coverage Policy applies to health benefit plans administered by Cigna Companies.
Certain Cigna Companies and/or lines of business only provide utilization review services to clients
and do not make coverage determinations. References to standard benefit plan language and
coverage determinations do not apply to those clients. Coverage Policies are intended to provide
guidance in interpreting certain standard benefit plans administered by Cigna Companies. Please
note, the terms of a customer’s particular benefit plan document [Group Service Agreement,
Evidence of Coverage, Certificate of Coverage, Summary Plan Description (SPD) or similar plan
document] may differ significantly from the standard benefit plans upon which these Coverage
Policies are based. For example, a customer’s benefit plan document may contain a specific
exclusion related to a topic addressed in a Coverage Policy. In the event of a conflict, a customer’s
benefit plan document always supersedes the information in the Coverage Policies. In the absence
of a controlling federal or state coverage mandate, benefits are ultimately determined by the
terms of the applicable benefit plan document. Coverage determinations in each specific instance
require consideration of 1) the terms of the applicable benefit plan document in effect on the date
of service; 2) any applicable laws/regulations; 3) any relevant collateral source materials including
Coverage Policies and; 4) the specific facts of the particular situation. Each coverage request
should be reviewed on its own merits. Medical directors are expected to exercise clinical judgment
where appropriate and have discretion in making individual coverage determinations. Where
coverage for care or services does not depend on specific circumstances, reimbursement will only
be provided if a requested service(s) is submitted in accordance with the relevant criteria outlined
in the applicable Coverage Policy, including covered diagnosis and/or procedure code(s).
Reimbursement is not allowed for services when billed for conditions or diagnoses that are not
covered under this Coverage Policy (see "Coding Information” below). When billing, providers
must use the most appropriate codes as of the effective date of the submission. Claims submitted
for services that are not accompanied by covered code(s) under the applicable Coverage Policy
will be denied as not covered. Coverage Policies relate exclusively to the administration of health
benefit plans. Coverage Policies are not recommendations for treatment and should never be used
as treatment guidelines. In certain markets, delegated vendor guidelines may be used to support
medical necessity and other coverage determinations.

OVERVIEW

Page 1 of 5
Coverage Policy Number: IP0819



Antiemetic therapies are used to prevent and manage nausea and vomiting associated with cancer
treatment, radiation therapy, radiopharmaceutical administration, and other treatment-related
causes. Chemotherapy-induced nausea and vomiting (CINV) remains one of the most common
adverse effects of cancer therapy. The pathophysiology of emesis involves multiple
neurotransmitter pathways, including serotonin (5-HT3) and substance P/neurokinin-1 (NK1)
receptors.

Akynzeo® (netupitant/palonosetron) combines an NK1 receptor antagonist with a 5-HT3 receptor
antagonist and is FDA approved, in combination with dexamethasone, for the prevention of acute
and delayed nausea and vomiting associated with initial and repeat courses of cancer
chemotherapy, including highly emetogenic chemotherapy.!

Sancuso® (granisetron transdermal system) is a transdermal 5-HT3 receptor antagonist FDA
approved for the prevention of nausea and vomiting in adults receiving moderately and/or highly
emetogenic chemotherapy regimens for up to five consecutive days. The transdermal formulation
provides continuous granisetron delivery and may be beneficial for patients who have difficulty
tolerating oral antiemetics.?

Varubi® (rolapitant) is an NK1 receptor antagonist approved for use in combination with other
antiemetic agents for the prevention of delayed nausea and vomiting associated with initial and
repeat courses of emetogenic chemotherapy, including highly emetogenic chemotherapy. Its
prolonged receptor binding provides extended protection against delayed CINV.3

Guidelines

The National Comprehensive Cancer Network (NCCN) Antiemesis Guidelines recommend risk-
adapted antiemetic prophylaxis based on the emetogenic potential of anticancer therapy. For
patients receiving highly emetogenic chemotherapy and selected moderately emetogenic
chemotherapy regimens, NCCN recommends the use of combination antiemetic regimens that
include a 5-HT3 receptor antagonist, dexamethasone, and/or an NK1 receptor antagonist. These
recommendations support the use of Akynzeo, Sancuso, and Varubi for prevention of nausea and
vomiting associated with moderate- and high-emetic-risk anticancer therapy, including
anticipatory emesis.*

NCCN also provides recommendations for prophylaxis and management of radiation-induced
nausea and vomiting (RINV), including situations in which radiation therapy is administered
concurrently with systemic anticancer treatment. Use of 5-HT3 receptor antagonists and NK1
receptor antagonist-containing regimens is recommended based on treatment-related emetic risk.
These recommendations support coverage for RINV associated with concurrent chemotherapy and
radiation therapy.4

In addition, NCCN recommends antiemetic prophylaxis for selected radiopharmaceutical therapies
associated with emetogenic risk, including lutetium Lu-177 dotatate. The use of 5-HT3 receptor
antagonists and NK1 receptor antagonist-based regimens for prophylaxis and management of
radiopharmaceutical-induced nausea and vomiting is consistent with NCCN guidance.*

The American Society of Clinical Oncology (ASCO) Antiemetic Guideline similarly recommends
multi-agent antiemetic prophylaxis incorporating 5-HT3 receptor antagonists, dexamethasone,
and NK1 receptor antagonists for patients receiving highly emetogenic chemotherapy and selected
moderately emetogenic chemotherapy regimens. These recommendations support the medically
necessary use of Akynzeo, Sancuso, and Varubi for prevention of CINV associated with moderate-
and high-emetic-risk anticancer therapies.>
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For breakthrough nausea and vomiting, NCCN recommends the addition of an antiemetic agent
from a different pharmacologic class than that used in the preventive regimen. Granisetron-
containing therapies, including transdermal granisetron, are recognized treatment options for the
prevention and management of treatment-related nausea and vomiting.*

The Fourth Consensus Guidelines for the Management of Postoperative Nausea and Vomiting
(PONV) support the use of neurokinin-1 receptor antagonists as effective preventive therapy for
postoperative nausea and vomiting. Evidence reviewed by the expert panel demonstrated that
NK1 receptor antagonists provide prolonged antiemetic activity and are effective in reducing
postoperative emesis, supporting the off-label use of Varubi for PONV.®

Coverage Polic

POLICY STATEMENT
Prior Authorization is required for benefit coverage of Antiemetic Therapies (Akynzeo, Sancuso,
Varubi). All approvals are provided for the duration noted below.

Antiemetic Therapy are considered medically necessary when the following are met:

I. Akynzeo is considered medically necessary when the following are met.
A. Approve for 1 year if the patient meets BOTH of the following:
1. ONE of the following:

a. Prevention of chemotherapy-induced nausea or vomiting associated with ONE of
the following:

i Parenteral anticancer therapy with high emetic risk
Note: Includes anticipatory emesis.

ii. Parenteral anticancer therapy with moderate emetic risk
Note: Includes anticipatory emesis.

b. Prevention of radiation-induced nausea or vomiting when radiation therapy is
given in combination with parenteral anticancer therapy with moderate or high
emetic risk
Note: Includes anticipatory emesis.

c. Prevention of radiopharmaceutical-induced nausea or vomiting associated with
Lutetium Lu-177 dotatate

2. Preferred product criteria is met for the product as listed in the below table

II1. Sancuso is considered medically necessary when the following are met.
A. Approve for 1 year if the patient meets ONE of the following:
1. Prevention of chemotherapy-induced nausea or vomiting associated with ONE of the
following:
1. Parenteral anticancer therapy with moderate or high emetic risk
Note: Includes anticipatory emesis.
2. Oral anticancer therapy with minimal-to-low or moderate-to-high emetic risk
Note: Includes anticipatory emesis.
2. Prevention of radiation-induced nausea or vomiting when radiation therapy is given
in combination with oral or parenteral anticancer therapy
Note: Includes anticipatory emesis.
3. Breakthrough treatment of chemotherapy- or radiation-induced nausea or vomiting
4. Prevention or breakthrough treatment of radiopharmaceutical-induced nausea or
vomiting associated with Lutetium Lu-177 dotatate

III. Varubi is considered medically necessary when the following are met.
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A. Approve for 1 year if the patient meets BOTH of the following:
1. ONE of the following:
a. Prevention of chemotherapy-induced nausea or vomiting associated with ONE of
the following:
i. High emetic risk for parenteral anticancer therapy
Note: Includes anticipatory emesis.
ii. Moderate emetic risk for parenteral anticancer therapy
Note: Includes anticipatory emesis.
b. Prevention of radiation-induced nausea or vomiting when radiation therapy is
given in combination with parenteral anticancer therapy
Note: Includes anticipatory emesis.
c. Prevention of radiopharmaceutical-induced nausea or vomiting associated with
Lutetium Lu-177 dotatate
d. Postoperative nausea or vomiting
2. Preferred product criteria is met for the product as listed in the below table

Individual and Family Plans

Product Criteria

Akynzeo Patient meets ONE of the following:

(palonosetron/ 1. Patient has tried aprepitant capsules

netupitant) 2. Patient has already started Akynzeo to complete all cycles in the
current course of chemotherapy.

Varubi Patient meets ONE of the following:

(rolapitant) 1. Patient has tried aprepitant capsules

2. Patient has already started Varubi to complete all cycles in the

current course of chemotherapy.

Conditions Not Covered

Antiemetic Therapy for any other use is considered not medically necessary. Criteria will
be updated as new published data are available).
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Revision Details

Summary of Changes Review Date Effective Date

New Policy. 7/16/2026 9/1/2026

The policy effective date is in force until updated or retired.
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“Cigna Companies” refers to operating subsidiaries of The Cigna Group. All products and services are provided exclusively
by or through such operating subsidiaries, including Cigna Health and Life Insurance Company, Connecticut General Life

Insurance Company, Evernorth Behavioral Health, Inc., Cigna Health Management, Inc., and HMO or service company
subsidiaries of The Cigna Group. © 2026 The Cigna Group
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