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Please note the following:

CPT Copyright 2025 American Medical Association. All rights reserved. CPT is a registered
trademark of the American Medical Association.

All information provided by the NCCN is “"Referenced with permission from the NCCN Clinical
Practice Guidelines in Oncology (NCCN Guidelines™) © 2025 National Comprehensive Cancer
Network. The NCCN Guidelines™ and illustrations herein may not be reproduced in any form for
any purpose without the express written permission of the NCCN. To view the most recent and
complete version of the NCCN Guidelines, go online to NCCN.org.”

For Medicare members/enrollees, to ensure consistency with the Medicare National Coverage
Determinations (NCD) and Local Coverage Determinations (LCD), all applicable NCDs, LCDs,
and Medicare Coverage Articles should be reviewed prior to applying the criteria set forth in this
clinical policy. Please refer to the CMS website at http://www.cms.gov for additional
information.

For Medicaid members/enrollees, circumstances when state Medicaid coverage provisions
conflict with the coverage provisions within this clinical policy, state Medicaid coverage
provisions take precedence. Please refer to the state Medicaid manual for any coverage
provisions pertaining to this clinical policy.
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Lenvatinib Mesylate (Lenvima®)

Discussion

Lenvatinib mesylate is a type of targeted therapy drug called a kinase inhibitor that inhibits the
kinase activities of vascular endothelial growth factor (VEGF) receptors. Lenvatinib inhibits other
kinases that have been implicated in pathogenic angiogenesis, tumor growth, and cancer
progression in addition to their normal cellular functions. It also exhibited antiproliferative
activity in hepatocellular carcinoma cell lines dependent on activated FGFR signaling.

Common adverse reactions include hypertension, fatigue, diarrhea, arthralgia/myalgia,
decreased appetite, decreased weight, nausea, stomatitis/oral inflammation, headache,
vomiting, proteinuria, palmar-plantar erythrodysesthesia syndrome, abdominal pain, dysphonia,
musculoskeletal pain/disorders, hypothyroidism, rash, hemorrhagic events, vomiting,
constipation, hepatotoxicity, acute kidney injury, peripheral edema, cough, dyspnea, and
urinary tract infection. Clinically significant adverse reactions include hypertension, cardiac
dysfunction, arterial thromboembolic events, hepatotoxicity, renal failure and impairment,
proteinuria, diarrhea, fistula formation and gastrointestinal perforation, QT interval
prolongation, hypocalcemia, reversible posterior leukoencephalopathy syndrome, hemorrhagic
events, impairment of thyroid stimulating hormone suppression/thyroid dysfunction, impaired
wound healing, and osteonecrosis of the jaw. Serious and fatal hemorrhagic events can occur,
including tumor related bleeds, cerebral hemorrhage, and carotid artery hemorrhages.

Lenvatinib mesylate is approved by the Food and Drug Administration (FDA) for the following
cancer types: thyroid, renal cell, hepatocellular, and endometrial.! The National Comprehensive
Cancer Network (NCCN) endorses lenvatinib mesylate in the following cancer types: head and
neck, hepatocellular, kidney, cutaneous melanoma, thymomas and thymic, thyroid, and

Definitions

e Food and Drug Administration (FDA) - The FDA is responsible for protecting the public
health by assuring the safety, efficacy, and security of human and veterinary drugs,
biological products, medical devices, our nation's food supply, cosmetics, and products that
emit radiation.’

¢ National Comprehensive Cancer Network (NCCN) - An alliance of at least 30 leading
cancer centers devoted to patient care, research, and education. The NCCN guidelines are
utilized for Radiation Therapy and Medical Oncology standards. NCCN consensus clinical
standards are periodically updated and NantHealth, Inc. reviews these and updates its
policies within a timely manner.*°

¢ Reversible Posterior Leukoencephalopathy Syndrome (RPLS) - A rare condition
marked by headaches, vision problems, mental changes, seizures, and swelling in the brain.
The symptoms of reversible posterior leukoencephalopathy syndrome usually come on
quickly and can be serious and life threatening. When treated, symptoms often go away
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within days or weeks. Reversible posterior leukoencephalopathy syndrome may occur in
patients with certain conditions, such as high blood pressure, eclampsia, severe infection,
kidney disease, and certain autoimmune diseases. It may also occur in patients treated with
certain anticancer drugs and immunosuppressive drugs. Also called posterior reversible
encephalopathy syndrome (PRES).!!

e Vascular Endothelial Growth Factor (VEGF) - A secretory protein that acts as
the master regulator of angiogenesis. It increases vascular permeability and promotes the
formation of new blood vessels, playing a crucial role in both normal physiological processes
and in disease states such as cancer, diabetes, and macular degeneration.!?

Policy

Coverage will be considered for FDA approved indications and for NCCN category 1, 2A, or 2B
recommendations when all criteria are met:
Head and Neck Cancers

1. At least 18 years of age; AND
2. Prescribed by or in consultation with an oncologist; AND

Salivary Gland Tumors
For NCCN required criteria coverage:

3. Single agent systemic therapy for recurrent adenoid cystic carcinoma for one of the
following:
a) Distant metastases in patients with a performance status (PS) of 0-3
b) Unresectable locoregional recurrence or second primary with prior radiation therapy.?

Hepatocellular Carcinoma

1. At least 18 years of age; AND
2. Prescribed by or in consultation with an oncologist; AND

For FDA required criteria coverage:
3. First-line treatment for unresectable disease;! OR
For NCCN required criteria coverage:

4. First-line systemic therapy as a single agent for one of the following:
a) Liver-confined, unresectable disease and are deemed ineligible for transplant
b) Extrahepatic/metastatic disease and are deemed ineligible for resection, transplant, or
locoregional therapy; OR
5. Subsequent-line systemic therapy (if not previously used) as a single agent if progression on
or after systemic therapy.3
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Kidney Cancer

1. At least 18 years of age; AND
2. Prescribed by or in consultation with an oncologist; AND

For FDA required criteria coverage:

3. In combination with pembrolizumab as first-line for advanced renal cell carcinoma (RCC);
OR

4. In combination with everolimus for advanced RCC following one prior anti-angiogenic
therapy;! OR

For NCCN required criteria coverage:

5. In combination with everolimus for stage IV or relapsed disease for one of the following:
a) Subsequent therapy for clear cell histology
b) Systemic therapy for non-clear cell histology; OR
6. In combination with pembrolizumab for stage IV or relapse disease for one of the following:
a) First-line therapy for clear cell histology
b) Subsequent therapy for clear cell histology if immuno-oncology therapy naive
C) Subsequent therapy for clear cell histology if prior history includes immuno-oncology
therapy
d) Systemic therapy for non-clear cell

Note: If first-line therapy and stage IV, then M1 or unresectable T4, MO only; OR

7. Single-agent therapy for stage IV or relapsed disease as subsequent therapy for clear cell
histology for one of the following:
a) Immuno-oncology therapy naive
b) Prior history includes immuno-oncology therapy.*

Cutaneous Melanoma

1. At least 18 years of age; AND
2. Prescribed by or in consultation with an oncologist; AND

For NCCN required criteria coverage:

3. Subsequent systemic therapy in combination with pembrolizumab for metastatic or
unresectable disease that has progressed following treatment with an anti-PD-1/PD-L1-
based therapy, including in combination with anti-CTLA-4 for >2 doses.>

Thymomas and Thymic Carcinomas
1. At least 18 years of age; AND
2. Prescribed by or in consultation with an oncologist; AND
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Thymic Carcinomas
For NCCN required criteria coverage:

3. Preoperative systemic therapy for surgically resectable disease if RO resection is considered
uncertain as a single agent for those who cannot tolerate first-line combination regimens;
OR

4. Postoperative treatment as a single agent for those who cannot tolerate first-line
combination regimens after R1 or R2 resection; OR

5. First-line systemic therapy for recurrent, advanced, or metastatic disease as a single agent
for those who cannot tolerate first-line combination regimens for one of the following:

a) Potentially resectable locally advanced disease
b) Potentially resectable solitary metastasis or ipsilateral pleural metastasis
c) Following surgery for solitary metastasis or ipsilateral pleural metastasis
d) Medically inoperable/unresectable solitary metastasis or ipsilateral pleural metastasis
e) Extrathoracic metastatic disease; OR
6. Subsequent systemic therapy as a single agent for one of the following:
a) Unresectable locally advanced disease
b) Solitary metastasis or ipsilateral pleural metastasis
c) Extrathoracic metastatic disease.®

Thyroid Carcinoma

1. At least 18 years of age; AND
2. Prescribed by or in consultation with an oncologist; AND

For FDA required criteria coverage:

3. Locally recurrent or metastatic, progressive, radioactive iodine-refractory differentiated
disease;! OR

Papillary
For NCCN required criteria coverage:

4. Progressive and/or symptomatic disease for one of the following:
a) Unresectable locoregional recurrent or persistent radioactive iodine (RAI) refractory
disease
b) Distant metastatic RAI-refractory disease; OR
5. Progression on lenvatinib in combination with pembrolizumab for progressive and/or
symptomatic disease for one of the following:
a) Unresectable locoregional recurrent or persistent RAI-refractory disease
b) Distant metastatic RAI-refractory disease; OR

Follicular
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For NCCN required criteria coverage:

6. Progressive and/or symptomatic disease for one of the following:
a) Unresectable locoregional recurrent or RAI-refractory disease
b) Distant metastatic RAI-refractory disease; OR
7. Progression on lenvatinib in combination with pembrolizumab of progressive and/or
symptomatic disease for one of the following:
a) Unresectable locoregional recurrent or persistent RAI-refractory disease
b) Distant metastatic RAI-refractory disease; OR

Oncocytic

For NCCN required criteria coverage:

8. Progressive and/or symptomatic disease for one of the following:
a) Unresectable locoregional recurrent or persistent disease
b) Distant metastatic disease; OR
9. Progression on lenvatinib in combination with pembrolizumab for progressive and/or
symptomatic for one of the following:
a) Unresectable locoregional recurrent or persistent disease
b) Distant metastatic disease; OR

Medullary

For NCCN required criteria coverage:

10. Recurrent or persistent distant metastases if symptomatic disease or progression for one of
following:
a) Clinical trials or systemic therapy options are not available or appropriate
b) There is progression on systemic therapy options; OR

Anaplastic
For NCCN required criteria coverage:

11. In combination with pembrolizumab for one of the following:
a) Aggressive first-line therapy for stage IVC (metastatic) disease
b) Second-line therapy for stage IVC (metastatic) disease.’

Uterine Neoplasms
Endometrial

1. At least 18 years of age; AND
2. Prescribed by or in consultation with an oncologist; AND

For FDA required criteria coverage:
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3. In combination with pembrolizumab for advanced disease that is mismatch repair proficient
(pPMMR) or not microsatellite instability-high (MSI-H) and progression following prior
systemic therapy in any setting and are not candidates for curative surgery or radiation;! OR

For NCCN required criteria coverage:

4. First-line therapy (after prior platinum-based therapy including neoadjuvant and adjuvant)
or second-line or subsequent therapy if not used previously in combination with
pembrolizumab for recurrent disease that is mismatch repair proficient (pMMR) for one of
the following:

a) Isolated metastases

b) Disseminated metastases with or without sequential palliative external beam radiation
therapy (EBRT)

c) With sequential EBRT is used with or without brachytherapy for locoregional recurrence
with no prior RT to the site of recurrence, or previous vaginal brachytherapy

d) After surgical exploration, sequential EBRT for locoregional recurrence with disease
confined to the vagina or paravaginal soft tissue, or in pelvic or para-aortic lymph nodes

e) After surgical exploration, with or without sequential EBRT for locoregional recurrence
with upper abdominal or peritoneal disease

f) With or without sequential palliative EBRT or brachytherapy for locoregional recurrence
for those who have received prior EBRT to site of recurrence.®

Authorization Period and Renewal Criteria

1. Initial Authorization Period: 12 months
2. Renewal Criteria: No evidence of disease progression or unacceptable toxicity
3. Renewal Authorization Period: 12 months

Coding (CPT®, ICD 10, and HCPCS)

Procedure codes appearing in medical policy documents are only included as a general
reference. This list may not be all-inclusive and is subject to updates. In addition, the codes
listed are not a guarantee of payment. CPT codes are available through the AMA.

N

C06.9 Malignant neoplasm of mouth, unspecified
C22 Malignant neoplasm of liver and intrahepatic bile ducts
C37 Malignant neoplasm of thymus
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C43 Malignant melanoma of skin

C54 Malignant neoplasm of corpus uteri

Cce4 Malignant neoplasm of kidney, except renal pelvis
C65 Malignant neoplasm of renal pelvis

C73 Malignant neoplasm of thyroid gland

J8999 Prescription drug, oral, chemotherapeutic

Revision and Review History

o berton ——Jome

1 Original Effective Date: @ 7/1/2024
Policy Annual Review

2 Dates: 10/1/2025
3 Department Owner: Medical Affairs
4 NH Advisory Committee 10/29/2024, 10/28/2025

Approval Dates:
10/1/2025 Added adverse reactions, 1 FDA indication for
5 Revision Changes hepatocellular, 1 FDA and 1 NCCN indication for kidney cancer, 7
NCCN indications for thyroid cancer; v.2.0
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