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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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Cetuximab (Erbitux®) 

Discussion 

Cetuximab is an epidermal growth factor receptor (EGFR) agonist that binds specifically to the 

EGFR on both normal and tumor cells, and competitively inhibits the binding of epidermal 

growth factor (EGF) and other ligands, such as transforming growth factor-alpha.1 This process 

prevents the EGFR from binding with its endogenous ligand, blocking the receptor-dependent 

transduction pathway and providing many antitumor effects, involving cell-cycle arrest, 

induction of apoptosis, inhibition of angiogenesis, inhibition of metastasis, internalization and 

downregulation of the EGFR, and enhancement of the sensitivity to radiochemotherapy.2 

 

The most common adverse reactions in at least 25% of patients treated with cetuximab as a 

single agent or in combination with radiotherapy or chemotherapy (FOLFIRI, Irinotecan and 5-

fluorouracil/Platinum) are: cutaneous adverse reactions including rash, pruritus, and nail 

changes, headache, diarrhea, and infection. The most common adverse reactions (≥25%) for 

cetuximab in combination with encorafenib, are fatigue, nausea, diarrhea, acneiform dermatitis, 

abdominal pain, decreased appetite, arthralgia, and rash. Clinically significant adverse reactions 

include infusion reactions, cardiopulmonary arrest, pulmonary toxicity, dermatologic toxicity, 

and hypomagnesemia and electrolyte abnormalities. 
 

Cetuximab is approved by the Food and Drug Administration (FDA) for colorectal and head and 

neck cancer.1 The National Comprehensive Cancer Network (NCCN) endorses cetuximab for the 

following cancer types: colon, head and neck, non-small cell lung, penile, rectal, and squamous 

cell skin.3,4,5,6,7,8 

 

Definitions 

 

• BRAF Gene - A gene that encodes a protein belonging to the RAF family of 

serine/threonine protein kinases. This protein plays a role in regulating the MAP kinase/ERK 

signaling pathway, which affects cell division, differentiation, and secretion.9 

• BRAF V600E Mutation - An activating missense mutation in codon 600 of exon 15 

(V600E) of BRAF gene has been identified in multiple neoplasms, including melanoma, 

colorectal carcinoma, papillary thyroid carcinoma, hairy cell leukemia, and Langerhans cell 

histiocytosis.10 

• Deficient Mismatch Repair/Microsatellite Instability High (dMMR/MSI-H) - When 

the microsatellite DNA segments in cancer cells show changes (mutations), this indicates 

that the tumor cells are deficient in the repair of the mismatch errors. These cancers have 

microsatellite instability (also called MSI-High, MSI-H, or mismatch repair deficiency, 

dMMR).11 

• 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.12 
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• KRAS Gene - A gene that makes a protein that is involved in cell signaling pathways that 

control cell growth, cell maturation, and cell death.13 

• National Comprehensive Cancer Network (NCCN) - An alliance of over 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.14 

• NRAS Gene - A gene that provides instructions for making a protein that is involved 

primarily in regulating cell division.15 

• Proficient Mismatch Repair/Microsatellite Stable (pMMR/MMS) - When 

microsatellite DNA segments are unchanged (not mutated), the tumor cells are considered 

microsatellite stable (MSS) or have proficient mismatch repair. MSS cancers have normal 

levels of mismatch repair gene and protein expression and are able to correct DNA 

mismatch repair errors proficiently.16 

• p16 - A protein that has been found to be a crucial regulator of tissue homeostasis by 

controlling cellular differentiation, growth, senescence, and apoptosis. Improper expression 

can lead to cancer development. The presence or absence of this marker may drive 

prognosis and treatment decisions.4,17 

• T790M Mutation - A secondary point mutation located in exon 20 that results in the 

substitution of methionine for threonine at position 790. This is the most common mutation 

associated with acquired resistance.18 

 

Policy 

Coverage will be considered for FDA approved indications and for NCCN category 1, 2A, or 2B 

recommendations when all criteria are met: 

Colon 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. K-Ras wild-type, EGFR-expressing, metastatic colorectal cancer for one of the following: 

a) In combination with FOLFIRI (irinotecan, fluorouracil, leucovorin) for first-line treatment 

b) In combination with irinotecan in patients who are refractory to irinotecan-based 

chemotherapy 

c) Single-agent in patients who have failed oxaliplatin- and irinotecan-based chemotherapy 

or who are intolerant to irinotecan 

Note: Cetuximab is not indicated for the treatment of Ras-mutant colorectal cancer or when 

the results of the Ras mutation tests are unknown; OR 
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4. BRAF V600E mutation-positive metastatic colorectal cancer in combination with encorafenib 

after prior therapy1; OR 

For NCCN Required Criteria Coverage: 

5. Second-line and subsequent therapy (biomarker-directed) for progression of advanced or 

metastatic disease (BRAF V600E mutation positive) (proficient mismatch 

repair/microsatellite-stable [pMMR/MSS] or ineligible for or progressed on checkpoint 

inhibitor immunotherapy for deficient mismatch repair/microsatellite instability-high 

[dMMR/MSI-H] or polymerase epsilon/delta [POLE/POLD1] mutation with ultra-

hypermutated phenotype [e.g., TMB >50 mut/Mb]) in combination with one of the 

following: 

a) Encorafenib (if not previously given) 

b) Encorafenib (if not previously given) and FOLFOX (fluorouracil, leucovorin, oxaliplatin) 

regimen (if no previous treatment with oxaliplatin); OR 

6. Second-line and subsequent therapy (biomarker-directed) in combination with sotorasib or 

adagrasib, if not previously given, for progression of advanced or metastatic disease (KRAS 

G12C mutation positive) (pMMR/MSS or ineligible for or progressed on checkpoint inhibitor 

immunotherapy for dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated 

phenotype [e.g., TMB >50 mut/Mb]) in patients previously treated with one of the 

following: 

a) Oxaliplatin-based therapy without irinotecan 

b) Irinotecan-based therapy without oxaliplatin 

c) Oxaliplatin and irinotecan 

d) Without irinotecan or oxaliplatin; OR 

7. Second-line and subsequent therapy for progression of advanced or metastatic disease 

(KRAS/NRAS/BRAF wild-type) (pMMR/MSS or ineligible for or progressed on checkpoint 

inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 mutation with ultra-

hypermutated phenotype [e.g., TMB >50 mut/Mb]) in combination with one of the 

following: 

a) Irinotecan, FOLFIRI (fluorouracil, leucovorin, and irinotecan) regimen, or as a single 

agent for patients who cannot tolerate irinotecan, if not previously given and if 

previously treated with oxaliplatin-based therapy without irinotecan or with therapy 

without irinotecan or oxaliplatin 

b) Irinotecan, FOLFOX (fluorouracil, leucovorin, and oxaliplatin) regimen, CAPEOX 

(capecitabine and oxaliplatin), or as a single agent for patients who cannot tolerate 

irinotecan, if not previously given and if previously treated with irinotecan-based therapy 

without oxaliplatin 

c) Irinotecan or as a single agent for patients who cannot tolerate irinotecan, if not 

previously given and previously treated with oxaliplatin and irinotecan 

 

Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 

therapy; OR 
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8. Adjuvant treatment in combination with encorafenib for unresectable metachronous 
metastases (BRAF V600E mutation-positive) (pMMR/MMS only or ineligible for or 
progression on checkpoint inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 
mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]) that converted to 
resectable disease after initial treatment. Biologic therapy is only appropriate for 
continuation of favorable response from conversion therapy; OR  

9. Adjuvant treatment in combination with irinotecan for unresectable metachronous 
metastases (KRAS/NRAS/BRAF wild-type gene) (pMMR/MMS only, or ineligible for, or 
progression on checkpoint inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 
mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]) that converted to 
resectable disease after initial treatment. Biologic therapy is only appropriate for 
continuation of favorable response from conversion therapy. 

 
Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 
therapy; OR 

 
10. Adjuvant treatment in combination with sotorasib or adagrasib for unresectable 

metachronous metastases (KRAS G12C mutation positive) (pMMR/MSS) only or ineligible for 
or progressed on checkpoint inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 
mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]) that converted to 
resectable disease after initial treatment. Biologic therapy is only appropriate for 
continuation of favorable response from conversion therapy; OR 

11. Initial treatment for unresectable metachronous metastases (KRAS/NRAS/BRAF wild-type 
gene and left-sided tumors only) (pMMR/MSS]; dMMR/MSI-H] or POLE/POLD1 mutation 
with ultra-hypermutated phenotype [eg, TMB >50 mut/Mb] and patient is not a candidate 
for immunotherapy) and previous FOLFOX (fluorouracil, leucovorin, and oxaliplatin) or 
CAPEOX (capecitabine and oxaliplatin) within the past 12 months in combination with one of 
the following: 
a) Irinotecan 
b) FOLFIRI (fluorouracil, leucovorin, and irinotecan) regimen 

 
Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 
therapy; OR 
 

12. Initial treatment in combination with encorafenib for unresectable metachronous metastases 

(BRAF V600E mutation positive) (pMMR/MMS, or dMMR/MSI-H or POLE/POLD1 mutation 

with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb] and patient is not a candidate 

for immunotherapy) and previous FOLFOX (fluorouracil, leucovorin, and oxaliplatin) or 

CAPEOX (capecitabine and oxaliplatin) within the past 12 months; OR 

13. Initial treatment in combination with sotorasib or adagrasib for patients with unresectable 

metachronous metastases (KRAS G12C mutation positive) (pMMR/MSS or dMMR/MSI-H or  

POLE/POLD1 mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]) and 

patient is not a candidate for immunotherapy) and previous FOLFOX (fluorouracil, 

leucovorin, and oxaliplatin) or CAPEOX (capecitabine and oxaliplatin) within the past 12 

months; OR 

14. Primary treatment for unresectable synchronous liver and/or lung metastases 
(KRAS/NRAS/BRAF wild-type gene and left-sided only tumors) (pMMR/MSS; dMMR/MSI-H or 
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POLE/POLD1 mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb] and 
patient is not a candidate for immunotherapy) in combination with one of the following: 
a) FOLFOX (fluorouracil, leucovorin, and oxaliplatin) regimen 
b) FOLFIRI (fluorouracil, leucovorin, and irinotecan) regimen 
 
Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 
therapy; OR 
 

15. For BRAF V600E mutation positive tumors in combination with FOLFOX (fluorouracil, 
leucovorin, and oxaliplatin) regimen and encorafenib (pMMR/MSS or ineligible for or 
progressed on checkpoint inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 
mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]), if intensive therapy 
is recommended for one of the following: 
a) Primary treatment for locally unresectable or medically inoperable disease 
b) Primary treatment for synchronous abdominal/peritoneal metastases that are 

nonobstructing, or following local therapy for patients with existing or imminent 
obstruction 

c) Synchronous unresectable metastases of other sites 
d) Initial treatment for unresectable metachronous metastases in patients who have not 

received previous FOLFOX or CAPEOX within the past 12 months, who have received 
previous fluorouracil/leucovorin (5-FU/LV) or capecitabine therapy, or who have not 
received any previous chemotherapy 

e) Progressed on non-intensive therapy, except if received previous fluoropyrimidine, with 
improvement in functional status; OR 

16. For KRAS/NRAS/BRAF wild-type as a single agent, if intensive therapy is not recommended, 
for one of the following: 
a) Adjuvant treatment following synchronized or staged resection and/or local therapy for 

synchronous liver and/or lung metastases that converted from unresectable to 
resectable disease after primary treatment. Biologic therapy is only appropriate for 
continuation of favorable response from conversion therapy. (pMMR/MMS or ineligible 
for or progression on checkpoint inhibitor immunotherapy for dMMR/MSI-H or 
POLE/POLD1 mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]) 

b) Adjuvant treatment following resection and/or local therapy for resectable metachronous 
metastases in patients who have received previous chemotherapy pMMR/MMS or 
ineligible for or progression on checkpoint inhibitor immunotherapy for dMMR/MSI-H or 
POLE/POLD1 mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb])  

c) Adjuvant treatment following resection and/or local therapy for resectable metachronous 
metastases in patients who have received previous immunotherapy or have a 
contraindiction (dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated 
phenotype [e.g., TMB >50 mut/Mb])  

d) Adjuvant treatment for unresectable metachronous metastases that converted to 
resectable disease after initial treatment. Biologic therapy is only appropriate for 
continuation of favorable response from conversion therapy. (pMMR/MSS or ineligible for 
or progressed on checkpoint inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 
mutation with ultra-hypermutated phenotype [eg, TMB >50 mut/Mb]) 

 
Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 
therapy; OR 
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17. For BRAF V600E mutation positive tumors in combination with encorafenib and FOLFOX 

(fluorouracil, leucovorin, oxaliplatin) regimen, if intensive therapy recommended, for one of 
the following: 
a) Adjuvant treatment following resection and/or local therapy for resectable metachronous 

metastases in patients who have received previous chemotherapy (pMMR/MSS or 
ineligible for or progressed on checkpoint inhibitor for dMMR/MSI-H or POLE/POLD1 
mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]) 

b) Adjuvant treatment for unresectable metachronous metastases that converted to 
resectable disease after initial treatment. Biologic therapy is only appropriate for the 
continuation of a favorable response from conversion therapy. (pMMR/MSS or ineligible 
for or progressed on checkpoint inhibitor immunotherapy for dMMR/MSI-H or 
POLE/POLD1 mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]) 

c) Adjuvant treatment following resection and/or local therapy for resectable metachronous 
metastases in patients who have received previous immunotherapy or have a 
contraindication (dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated 
phenotype [e.g., TMB >50 mut/Mb]); OR 

18. KRAS/NRAS/BRAF wild-type gene and left-sided only tumors (pMMR/MMS or ineligible for or 

progression on checkpoint inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 

mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]) as a single agent if 

intensive therapy is not recommended for one of the following: 

a) Primary treatment for locally unresectable or medically inoperable disease 

b) Primary treatment for synchronous abdominal/peritoneal metastases that are 

nonobstructing, or following local therapy for patients with existing or imminent 

obstruction 

c) Synchronous unresectable metastases of other sites 

d) Initial treatment for unresectable metachronous metastases in patients who have not 

received previous therapy with FOLFOX or CAPEOX within the past 12 months, who have 

received previous fluorouracil/leucovorin (5-FU/LV) or capecitabine therapy, or who have 

not received any previous chemotherapy 

 
Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 

therapy; OR 

 

19. For KRAS/NRAS/BRAF wild-type gene and left-sided only tumors in combination with 
FOLFOX (fluorouracil, leucovorin, and oxaliplatin), CAPEOX (capecitabine and oxaliplatin), or 
FOLFIRI (fluorouracil, leucovorin, and irinotecan) (pMMR/MMS, or ineligible for or 
progression on checkpoint inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 
mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]), if intensive therapy 
is recommended for one of the following: 
a) Primary treatment for locally unresectable or medically inoperable disease  
b) Primary treatment for synchronous abdominal/peritoneal metastases that are non-

obstructing, or following local therapy for patients with existing or imminent obstruction 
c) Synchronous unresectable metastases of other sites 
d) Initial treatment for unresectable metachronous metastases in patients who have not 

received previous therapy with FOLFOX or CAPEOX within the past 12 months, who have 
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received previous fluorouracil/leucovorin (5-FU/LV) or capecitabine therapy, or who have 
not received any previous chemotherapy 

e) Progression on non-intensive therapy, except if received prior fluoropyrimidine received, 
with improvement in functional status 

 
Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 
therapy; OR 
 

20. For KRAS/NRAS/BRAF wild-type in combination with FOLFOX (fluorouracil, leucovorin, and 
oxaliplatin), CAPEOX (capecitabine and oxaliplatin), FOLFIRI (fluorouracil, leucovorin, and 
irinotecan) regimen, or as a single agent in combination with hepatic artery infusion for one 
of the following: 
a) Resectable synchronous liver metastases and undergoing synchronous or staged 

colectomy with liver resection 
b) Unresectable synchronous liver metastases that remains unresectable after primary 

treatment (pMMR/MSS) or dMMR/MSI-H or POLE/POLD1 mutation with ultra-
hypermutated phenotype [e.g., TMB >50 mut/Mb] and not a candidate for 
immunotherapy) 

c) Resectable metachronous metastases for patients and undergoing resection 
d) Unresectable metachronous metastases that converted to resectable after initial therapy 

and undergoing resection (pMMR/MSS or dMMR/MSI-H or POLE/POLD1 mutation with 
ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb] and not a candidate for 
immunotherapy); OR 

21. For BRAF V600E mutation positive tumors in combination with FOLFOX (fluorouracil, 
leucovorin, and oxaliplatin) regimen and encorafenib with hepatic artery infusion for one of 
the following: 
a) Resectable synchronous liver metastases and undergoing synchronous or staged 

colectomy with liver resection 
b) Unresectable synchronous liver metastases that remain unresectable after primary 

treatment (pMMR/MSS or dMMR/MSI-H or POLE/POLD1 mutation with ultra-
hypermutated phenotype [e.g., TMB >50 mut/Mb] and not a candidate for 
immunotherapy) 

c) Resectable metachronous metastases and undergoing resection 
d) Unresectable metachronous metastases that are converted to resectable after initial 

therapy and undergoing resection (pMMR/MSS or dMMR/MSI-H or POLE/POLD1 
mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb] and not a 
candidate for immunotherapy); OR 

22. For KRAS/NRAS/BRAF wild-type in combination with FOLFOX (fluorouracil, leucovorin, and 
oxaliplatin), CAPEOX (capecitabine and oxaliplatin), or FOLFIRI (fluorouracil, leucovorin, and 
irinotecan) regimen if intensive therapy recommended for one of the following: 
a) Adjuvant treatment following synchronized or staged resection and/or local therapy for 

synchronous liver and/or lung metastases that converted from unresectable to 
resectable disease after primary treatment. Biologic therapy is only appropriate for 
continuation of favorable response from conversion therapy. (pMMR/MSS or ineligible for 
or progressed on checkpoint inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 
mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]) 

b) Adjuvant treatment following resection and/or local therapy for resectable metachronous 
metastases in patients who have received previous chemotherapy (pMMR/MSS or 
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ineligible for or progressed on checkpoint inhibitor immunotherapy for dMMR/MSI-H or 
POLE/POLD1 mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]) 

c) Adjuvant treatment following resection and/or local therapy for resectable metachronous 
metastases in patients who have received previous immunotherapy or have a 
contraindication (dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated 
phenotype [e.g., TMB >50 mut/Mb]) 

f) Adjuvant treatment for unresectable metachronous metastases that converted to 
resectable disease after initial treatment. Biologic therapy is only appropriate for 
continuation of favorable response from conversion therapy. (pMMR/MSS or ineligible for 
or progressed on checkpoint inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 
mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]) 

 
Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 
therapy; OR 

 
Appendiceal Adenocarcinoma 
 
23. Initial systemic therapy for advanced or metastatic disease (proficient mismatch 

repair/microsatellite-stable (pMMR/MSS or ineligible for or progressed on checkpoint 
inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 mutation with ultra-
hypermutated phenotype [e.g., TMB >50 mut/Mb]) (BRAF V600E mutation positive) in 
combination with encorafenib and FOLFOX (fluorouracil, leucovorin, and oxaliplatin) regimen 
if intensive therapy recommended; OR 

24. Second-line and subsequent therapy (biomarker-directed) for progression of advanced or 
metastatic disease (BRAF V600E mutation positive) for proficient mismatch 
repair/microsatellite-stable (pMMR/MSS or ineligible for or progressed on checkpoint 
inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 mutation with ultra-
hypermutated phenotype [e.g., TMB >50 mut/Mb]) in combination for one of the following: 
a) Encorafenib (if not previously given) 
b) Encorafenib (if not previously given) and FOLFOX (fluorouracil, leucovorin, oxaliplatin) 

regimen (if not previous treatment with oxaliplatin); OR 
25. Second-line and subsequent therapy (biomarker-directed) in combination with adagrasib or 

sotorasib, if not previously given, for progression of advanced or metastatic disease (KRAS 
G12C mutation positive) (pMMR/MSS or ineligible for or progressed on checkpoint inhibitor 
immunotherapy for dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated 
phenotype [e.g., TMB >50 mut/Mb]).3  

  

Head and Neck Cancers  

 

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 radiation therapy for the initial treatment of locally or regionally 

advanced squamous cell carcinoma of the head and neck (SCCHN); OR  
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4. In combination with platinum-based therapy with fluorouracil for the first-line treatment of 

patients with recurrent locoregional disease or metastatic SCCHN; OR  

5. Single-agent for the treatment of patients with recurrent or metastatic SCCHN for whom 

prior platinum-based therapy has failed;1 OR 

 

Oral Cavity (Including Mucosal Lip) 

For NCCN required criteria coverage: 

 
6. Postoperative systemic therapy/radiation in combination with docetaxel if cisplatin ineligible 

for one of the following: 
a) Extranodal extension with or without positive margin for T1-3, N0-3; or T4a, N0-disease  

b) Positive margins for T3, N0; T1-3, N1-3; or T4a, N0-3 disease 

c) Positive margins for T1-2, N0 disease; OR 

Oropharynx 

For NCCN required criteria coverage: 

7. Primary concurrent systemic therapy/radiation as a single agent for p16-negative for one of 

the following: 

a) T1-2, N1 disease 

b) T3-4a, N0-1 disease 

c) T1-4a, N2-3 disease; OR 

8. Primary concurrent systemic therapy/radiation as a single agent for p16 (HPV)-positive for 

one of the following: 

a) T0-2, N1 (single node ≤3 cm) disease 

b) T0-2, N1 (single node >3 cm, or 2 or more ipsilateral nodes ≤6 cm), T0-2, N2 or T3, 

N0-2 disease (treatment modality preferred if clinical evidence of fixed or matted nodes 

or obvious extranodal extension) 

c) T0-3, N3 or T4, N0-3 disease; OR 

9. Induction chemotherapy in combination with carboplatin and paclitaxel for p16-negative for 

one of the following: 

a) T3-4a, N0-1 disease 

b) T1-4a, N2-3 disease; OR 

10. Induction chemotherapy in combination with carboplatin and paclitaxel for p16 (HPV)-

positive for one of the following: 

a) T0-2, N1 (single node >3 cm, or 2 or more ipsilateral nodes ≤6 cm), T0-2, N2 or T3, 

N0-2 disease 

b) T0-3, N3 or T4, N0-3 disease; OR 

11. Sequential systemic therapy/radiation as a single agent given weekly following induction 

chemotherapy for p16-negative for one of the following: 

a) T3-4a, N0-1 disease 

b) T1-4a, N2-3 disease; OR 

12. Sequential systemic therapy/radiation as a single agent given weekly following induction 

chemotherapy for p16 (HPV)-positive for one of the following: 
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a) T0-2, N1 (single node >3 cm, or 2 or more ipsilateral nodes ≤6 cm), T0-2, N2 or T3, 

N0-2 disease 

b) T0-3, N3 or T4, N0-3 disease; OR 

13. Postoperative systemic therapy/radiation in combination with docetaxel if cisplatin ineligible 

for p16-negative for one of the following: 

a) T1-2, N0-1 disease with extranodal extension with or without positive margin or with 

positive margin alone 

b) T3-4a, N0-1 or T1-4a, N2-3 disease with extranodal extension and/or positive margin; 

OR 

14. Postoperative systemic therapy/radiation in combination with docetaxel if cisplatin ineligible 

for p16 (HPV)-positive for one of the following: 

a) T1-2, N0 or T0-2, N1 (single node ≤3 cm) disease with pathologic extranodal extension 

with or without positive margin or with positive margin alone 

b) T0-2, N1 (single node >3 cm, or 2 or more ipsilateral nodes ≤6 cm), T0-2, N2 or T3, 

N0-2 disease with pathologic extranodal extension and/or positive margin 

c) T0-3, N3 or T4, N0-3 disease with pathologic extranodal extension and/or positive 

margin; OR 

Hypopharynx 

For NCCN required criteria coverage: 

 
15. Primary concurrent systemic therapy/radiation as a single agent for one of the following: 

a) T1, N+ disease 

b) T2-3, N0-3 disease requiring (amenable to) pharyngectomy with partial or total 

laryngectomy 

c) T4a, N0-3 disease; OR 

16. Induction therapy in combination with carboplatin and paclitaxel for one of the following: 

a) T1, N+ disease 

b) T2-3, N0-3 disease requiring (amenable to) pharyngectomy with partial or total 

laryngectomy 

c) T4a, N0-3 disease; OR 

17. Sequential systemic therapy/radiation as a single agent given weekly for T1, N+, or T2-3, 

N0-3 disease requiring (amenable to) pharyngectomy with partial or total laryngectomy, or 

for T4a, N0-3 disease for one of the following: 

a) Partial response at the primary site and stable or improved disease in the neck after 
induction chemotherapy 

b) Complete response at the primary site and stable or improved disease in the neck after 
induction chemotherapy; OR 

18. Postoperative systemic therapy/radiation in combination with docetaxel if cisplatin-ineligible 
for one of the following: 
a) Extranodal extension with or without positive margin for most T1, N0, or selected T2, N0 

tumors amenable to larynx-preserving (conservation) surgery 

b) Positive margin T2, N0 tumors amenable to larynx-preserving (conservation) surgery; 

OR 
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19. Postoperative systemic therapy/radiation in combination with docetaxel if cisplatin-ineligible 
and extranodal extension and/or positive margin for one of the following: 
a) T1, N+ or T2-3, N0-3 disease requiring (amenable to) pharyngectomy with partial or 

total laryngectomy 

b) T1, N+ or T2-3, N0-3 disease with partial response and stable or improved disease in 

the neck or less than partial response at the primary site following induction 

chemotherapy 

c) T4a, N0-3 disease 

d) T4a, N0-3 disease with less than partial response at the primary site following induction 

chemotherapy; OR 

Nasopharynx 

For NCCN required criteria coverage: 

 
20. First-line systemic therapy in combination with carboplatin for T1-4, N0-3, M1 for one of the 

following: 
a) Oligometastatic disease and performance status (PS) 0-2 
b) Widely metastatic disease and a good PS 0-2; OR 

21. Subsequent-line systemic therapy (if not previously used) in combination with carboplatin 
for T1-4, N0-3, M1 for one of the following: 
a) Oligometastatic disease and performance status (PS) 0-2 
b) Widely metastatic disease and good PS (0-2); OR 

 
Glottic Larynx 

For NCCN required criteria coverage: 

    

22. Primary concurrent systemic therapy/radiation as a single agent for one of the following: 
a) T3, N0-3 disease requiring (amenable to) total laryngectomy 
b) T4a patients who decline surgery; OR 

23. Induction chemotherapy in combination with carboplatin and paclitaxel for one of the 
following: 
a) T3, N0-3 disease requiring (amenable to) total laryngectomy 

b) T4a patients who decline surgery; OR 

24. Sequential systemic therapy/radiation as a single agent given weekly following a partial 
response at the primary site to induction chemotherapy for one of the following: 
a) T3, N0-3 disease requiring (amenable to) total laryngectomy 
b) T4a patients who decline surgery; OR 

25. Postoperative systemic therapy/radiation in combination with docetaxel if cisplatin ineligible 
with extranodal extension for one of the following: 
a) T1-2, N0 or select T3, N0 disease amenable to larynx-preserving (conservation) surgery 

b) Positive margin for T3, N0-3 disease requiring (amenable to) total laryngectomy 

c) Positive margin for T3, N0-3 disease following laryngectomy and less than partial 

response at the primary site to induction chemotherapy 

d) Positive margin for T4a, N0-3 disease; OR 
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Supraglottic Larynx 

For NCCN required criteria coverage: 

 
26. Primary concurrent systemic therapy/radiation as a single agent for one of the following: 

a) T3, N0 and most T3, N1-3 disease requiring (amenable to) total laryngectomy 

b) T1-2, N+ and selected T3, N1 disease amenable to larynx-preserving (conservation) 

surgery 

c) T4a, N0-3 disease for patients who decline surgery; OR 

27. Induction chemotherapy in combination with carboplatin and paclitaxel for one of following: 

a) T3, N0 and most T3, N1-3 disease requiring (amenable to) total laryngectomy 

b) T1-2, N+ and selected T3, N1 disease amendable to larynx-preserving (conservation) 

surgery 

c) T4A, N0-3 disease for patients who decline surgery; OR 

28. Sequential systemic therapy/radiation as a single agent given weekly following a partial   

response at the primary site to induction chemotherapy for one of the following: 

a) T3, N0 and most T3, N1-3 disease requiring (amenable to) total laryngectomy 

b) T1-2, N+ and selected T3, N1 disease amenable to larynx-preserving (conservation) 

surgery 

c) T4a, N0-3 disease for patients who decline surgery; OR 

29. Postoperative systemic therapy/radiation in combination with docetaxel if cisplatin ineligible 

or most T1-2, N0, and selected T3 disease amenable to larynx-preserving surgery for one of 

the following: 

a) Extranodal extension 

b) Discovery of a positive node for disease with a positive margin; OR 

30. Postoperative systemic therapy/radiation in combination with docetaxel if cisplatin ineligible 

and extranodal extension and/or positive margin for one of the following: 

a) T3, N0 and most T3, N1-3 disease requiring (amenable to) total laryngectomy 

b) T1-2, N+ and selected T3, N1 disease amenable to larynx-preserving (conservation) 

surgery 

c) T4a, N0-3 disease 

d) T1-2, N+, T3-4a, and N0-3 disease following surgery with less than partial response at 

the primary to induction chemotherapy; OR 

Ethmoid Sinus Tumors     

For NCCN required criteria coverage: 

   
31. Primary concurrent systemic therapy/radiation as a single agent for newly diagnosed T3, 

T4a disease; OR 

32. Primary concurrent systemic therapy/radiation as a single agent for one of the following: 

a) Newly diagnosed T3, T4a disease 

b) Cancer diagnosed after incomplete resection and gross residual disease; OR 

33. Postoperative systemic therapy/radiation in combination with docetaxel if cisplatin ineligible 
and positive margins for one of the following: 
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a) Newly diagnosed T1-4a tumors after primary treatment with resection 

b) Newly diagnosed T3, T4a disease following either a partial response (PR) or less than a 

PR to induction chemotherapy 

c) Cancer diagnosed after incomplete resection and gross residual disease 

d) Cancer diagnosed after incomplete resection and no residual disease on physical exam, 

imaging and/or endoscopy; OR 

34. Sequential systemic therapy/radiation as a single agent given weekly following a complete 
response to induction chemotherapy for newly diagnosed T3, T4a disease; OR 
 

Maxillary Sinus Tumors 

For NCCN required criteria coverage: 

 
35. Postoperative systemic therapy/radiation in combination with docetaxel if cisplatin ineligible 

for one of the following: 
a) T1-2, N0 tumors with all histologies except adenoid cystic and positive margins 

b) Positive margins or extranodal extension for T3-4a, N0 or T1-4a, N+ disease; OR 

 
Very Advanced Head and Neck Cancer 

For NCCN required criteria coverage: 

 
36. Primary concurrent systemic therapy/radiation for non-nasopharyngeal cancer as a single 

agent with one of the following: 
a) Performance status (PS) 0-2 and newly diagnosed T4b, N0-3, M0 disease 

b) PS 0-2 and newly diagnosed unresectable nodal disease with no metastases 

c) PS 0-2 and newly diagnosed non-metastatic disease for patients who are unfit for 

surgery 

d) PS 0-2 and newly diagnosed non-metastatic disease for patients who are unfit for 

surgery 

e) PS 0-1 for selected patients with limited metastases and metastatic (M1) disease at 

initial presentation 

f) PS 0-1 for selected patients with limited metastases and recurrent/persistent disease 

with distant metastases 

g) Resectable locoregional recurrence or persistent disease without prior RT 

Note: Primary concurrent systemic therapy/radiation is the preferred treatment modality if 

PS 2 and newly diagnosed: T4b, N0-3, M0 disease, unresectable nodal disease with no 

metastases, or non-metastatic disease for patients who are unfit for surgery; OR 

 

37. Induction systemic therapy for non-nasopharyngeal cancer in combination with carboplatin 

and paclitaxel in patients with a PS 0-1 for one of the following: 

a) Newly diagnosed T4b, N0-3, M0 disease 

b) Newly diagnosed unresectable nodal disease with no metastases 

c) Newly diagnosed non-metastatic disease for patients who are unfit for surgery 
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d) Unresectable locoregional recurrence or persistent disease without prior RT; OR 

38. Sequential systemic therapy/radiation as a single agent given weekly following induction 

systemic therapy for non-nasopharyngeal cancer with a PS 0-1 for one of the following: 

a) Newly diagnosed T4b, N0-3, M0 disease 

b) Newly diagnosed unresectable nodal disease with no metastases 

c) Newly diagnosed non-metastatic disease for patients who are unfit for surgery 

d) Unresectable locoregional recurrence or persistent disease in patients without prior RT; 

OR 

39. Sequential systemic therapy/radiation as a single agent given weekly following combination 
systemic therapy in patients with non-nasopharyngeal cancer for resectable locoregional 
recurrence or persistent disease without prior RT; OR 

40. Systemic therapy as a single agent for non-nasopharyngeal cancer for one of the following: 
a) First-line option for a PS 3 for newly diagnosed T4b, N0-3, M0 disease, newly diagnosed 

unresectable nodal recurrence with no metastases, newly diagnosed non-metastatic 

disease for patients unfit for surgery 

b) First-line or alternate subsequent-line option for PS 0-3 metastatic (M1) disease at initial 

presentation 

c) First-line or subsequent-line option for PS 3 and unresectable locoregional recurrence 

without prior radiation therapy RT, or unresectable persistent disease without prior RT 

d) First-line or alternate subsequent-line option for PS 0-3 and unresectable locoregional 

recurrence with prior RT, unresectable second primary with prior RT, or unresectable 

persistent disease with prior RT, or recurrent/persistent disease with distant metastases; 

OR  

41. Systemic therapy as first-line or subsequent-line option for non-nasopharyngeal cancer and 
a PS 0-1 for one of the following: 
a) Metastatic (M1) disease at initial presentation 

b) Recurrent/persistent disease with distant metastases 

c) Unresectable locoregional recurrence with prior RT 

d) Unresectable second primary with prior RT 

e) Unresectable persistent disease with prior RT  

 

Given in combination with one of the following: 

a) Fluorouracil and cisplatin, or carboplatin 

b) Docetaxel and cisplatin, or carboplatin 

c) Paclitaxel and cisplatin, or carboplatin 

d) Cisplatin 

e) Nivolumab 

f) Pembrolizumab 

g) Paclitaxel 

h) Docetaxel; OR 

42. Combination systemic therapy in non-nasopharyngeal cancer for resectable locoregional 
recurrence or persistent disease without prior RT given with one of the following: 
a) Fluorouracil and cisplatin, or carboplatin 

b) Docetaxel and cisplatin, or carboplatin 

c) Paclitaxel and cisplatin, or carboplatin 
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d) Cisplatin 

e) Nivolumab 

f) Pembrolizumab 

g) Paclitaxel 

h) Docetaxel; OR 

43. Systemic therapy as a first-line or subsequent-line (if not previously used) option for 
nasopharyngeal cancer and a PS 0-1 in combination with carboplatin for one of the 
following: 
a) Unresectable locoregional recurrence with prior RT 

b) Unresectable second primary with prior RT 

c) Unresectable persistent disease with prior RT 

d) Recurrent/persistent disease with distant metastases; OR 

44. Postoperative systemic therapy/radiation in combination with docetaxel for non-

nasopharyngeal cancer if cisplatin ineligible and with extranodal extension and/or positive 

margin for one of the following: 

a) Resectable locoregional recurrence or persistent disease without prior RT 

b) Resectable locoregional recurrence, second primary, or persistent disease with prior RT; 

OR 

45. Concurrent systemic therapy/re-irradiation as a single agent for non-nasopharyngeal cancer 

for unresectable locoregional recurrence, second primary, or persistent disease with prior 

radiation therapy; OR 

Occult Primary 
 
For NCCN required criteria coverage: 

 

46. Primary concurrent systemic therapy/radiation as a single agent for p16 (HPV)-positive for 
one of the following: 
a) N1 (single node ≤3 cm) disease 
b) N1 (single node >3 cm, or 2 or more ipsilateral nodes ≤6 cm) disease 
c) N2 disease 
d) N3 disease; OR  

47. Initial definitive treatment for N2-3 disease with poorly differentiated or non-keratinizing 
squamous cell, anaplastic (not thyroid), squamous cell carcinoma, or not otherwise specified 
(NOS) histology as one of the following: 
a) Concurrent systemic therapy/radiation as single agent 

b) Induction chemotherapy in combination with carboplatin and paclitaxel  

c) Sequential systemic therapy/radiation as a single agent given weekly following induction 

chemotherapy; OR 

48. Induction chemotherapy in combination with carboplatin and paclitaxel for p16 (HPV)-
positive for one the following: 
a) N1 (single node >3 cm, or 2 or more ipsilateral nodes ≤6 cm) disease 

b) N2-3 disease; OR 

49. Sequential systemic therapy/radiation as a single agent given weekly following induction      
chemotherapy for p16 (HPV)-positive for one of the following: 
a) N1 (single node >3 cm, or 2 or more ipsilateral nodes ≤6 cm) disease 
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b) N2-3 disease; OR 

50. Postoperative systemic therapy/radiation in combination with docetaxel if cisplatin ineligible 
for disease with extranodal extension after neck dissection of disease in levels IV or V with 
adenocarcinoma histology of neck node, thyroglobulin, and calcitonin negative; OR 

51. Postoperative systemic therapy/radiation in combination with docetaxel if cisplatin ineligible 
for p16 (HPV)-positive for one of the following: 
a)  N1 (single node ≤3 cm) disease with pathologic extranodal extension 
b) N1 (single node >3 cm, or 2 or more ipsilateral nodes ≤6 cm) with pathologic 

extranodal extension 
c) N2-3 disease with extranodal extension.4                       

 

Non-Small Cell Lung Cancer 
 
1. At least 18 years of age; AND 

2. Prescribed by or in consultation with an oncologist; AND 

For NCCN required criteria coverage: 

 

3. In combination with afatinib as subsequent therapy for EGFR exon 19 deletion or exon 21 

L858R or EGFR S768l, L861Q and/or G719X mutation positive recurrent, advanced, or 

metastatic disease who has progressed on EGFR tyrosine kinase inhibitor therapy with one 

of the following: 

a) Asymptomatic disease, symptomatic brain lesions, or symptomatic systemic limited 
progression following progression on subsequent therapy with continuation of erlotinib 
(+/- ramucirumab or bevacizumab if EGFR exon 19 deletion or exon 21 L858R), afatinib, 
gefitinib, or dacomitinib therapy if T790M negative 

b) Multiple symptomatic systemic lesions or symptomatic systemic limited progression 
following initial therapy with erlotinib (+/- ramucirumab or bevacizumab if EGFR exon 19 
deletion or exon 21 L858R), afatinib, gefitinib, or dacomitinib if T790M negative 

c) Asymptomatic disease, symptomatic brain lesions, or symptomatic systemic limited 
progression following subsequent therapy with continuation of osimertinib 

d) Symptomatic systemic limited progression or multiple symptomatic systemic lesions 
following initial therapy with osimertinib 

e) Asymptomatic disease, symptomatic brain lesions, or symptomatic systemic limited 
progression following subsequent therapy with continuation of amivantamab-vmjw + 
lazertinib (if EGFR exon 19 deletion or exon 21 L858R) 

f) Symptomatic systemic limited progression or multiple symptomatic systemic lesions 
following initial therapy with amivantamab-vmjw + lazertinib (if EGFR exon 19 deletion 
or exon 21 L858R).5  

 

Penile Cancer 

1. At least 18 years of age; AND 

2. Prescribed by or in consultation with an oncologist; AND 

For NCCN required criteria coverage: 
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3. Single agent as subsequent-line systemic therapy for metastatic/recurrent disease.6 

 

Rectal Cancer 

 

1. At least 18 years of age; AND 

2. Prescribed or in consultation with an oncologist; AND 

For FDA Required Criteria Coverage 

3. K-Ras wild-type, EGFR-expressing metastatic colorectal cancer for one of the following: 

d) In combination with FOLFIRI (irinotecan, fluorouracil, leucovorin) for first-line treatment 

e) In combination with irinotecan in patients who are refractory to irinotecan-based 

chemotherapy 

f) Single-agent in patients who have failed oxaliplatin- and irinotecan-based chemotherapy 

or who are intolerant to irinotecan 

Note: Cetuximab is not indicated for the treatment of Ras-mutant colorectal cancer or when 

the results of the Ras mutation tests are unknown; OR 

4. BRAF V600E mutation-positive metastatic colorectal cancer in combination with encorafenib 

after prior therapy;1 OR 

For NCCN required criteria coverage: 

 

5. For KRAS/NRAS/BRAF wild-type gene tumors in combination with FOLFOX (fluorouracil, 
leucovorin, and oxaliplatin), CAPEOX (capecitabine and oxaliplatin), or FOLFIRI (fluorouracil, 
leucovorin, and irinotecan) regimen if intensive therapy is recommended (proficient 
mismatch repair/microsatellite-stable [pMMR/MSS] or ineligible for or progressed on 
checkpoint inhibitor immunotherapy for deficient mismatch repair/microsatellite instability-
high [dMMR/MSI-H] or polymerase epsilon/delta [POLE/POLD1] mutation with ultra-
hypermutated phenotype [e.g., TMB >50 mut/Mb]) for one of the following: 
a) Primary treatment for synchronous abdominal/peritoneal metastases that are non-

obstructing, or following local therapy for patients with existing or imminent    
obstruction 

b) Primary treatment for synchronous unresectable metastases of other sites 
c) Primary treatment for unresectable isolated pelvic/anastomotic recurrence 
d) Initial treatment for unresectable metachronous metastases in patients who have not 

received previous therapy with FOLFOX or CAPEOX within the past 12 months, who have 
received previous fluorouracil/leucovorin (5-FU/LV) or capecitabine therapy, or who have 
not received any previous chemotherapy 

e) Progressed on non-intensive therapy, except if previously received fluoropyrimidine, with 
improvement in functional status 

 
Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 
therapy; OR 
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6. For BRAF V600E mutation positive tumors in combination with FOLFOX (fluorouracil, 

leucovorin, and oxaliplatin) regimen and encorafenib, if intensive therapy recommended 

(pMMR/MSS or ineligible for or progressed on checkpoint inhibitor immunotherapy for 

dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated phenotype [e.g., TMB >50 

mut/Mb]) for one of the following: 

a) Primary treatment for synchronous abdominal/peritoneal metastases that are 

nonobstructing, or following local therapy for patients with existing or imminent 

obstruction 

b) Primary treatment for synchronous unresectable metastases of other sites 

c) Primary treatment for unresectable isolated pelvic/anastomotic recurrence 

d) Initial treatment for unresectable metachronous metastases in patients who have not 

received previous FOLFOX or CAPEOX within the past 12 months, who have received 

previous fluorouracil/leucovorin (5-FU/LV) or capecitabine therapy, or who have not 

received any previous chemotherapy 

e) Progressed on non-intensive therapy, except if received previous fluoropyrimidine, with 

improvement in functional status; OR 

7. For KRAS/NRAS/BRAF wild-type gene tumors as a single agent if intensive therapy is not 
recommended (pMMR/MMS or ineligible for or progression on a checkpoint inhibitor 
immunotherapy for dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated 
phenotype [e.g., TMB >50 mut/Mb]) as one of the following: 
a) Primary treatment for synchronous abdominal/peritoneal metastases that are non-

obstructing, or following local therapy for patients with existing or imminent obstruction 

b) Primary treatment for synchronous unresectable metastases of other sites 

c) Primary treatment for unresectable isolated pelvic/anastomotic recurrence 

d) Initial treatment for unresectable metachronous metastases in patients who have not 

received previous therapy with FOLFOX or CAPEOX within the past 12 months, who have 

received previous fluorouracil/leucovorin (5-FU/LV) or capecitabine therapy, or did not 

receive any previous chemotherapy 

 

Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 

therapy; OR 

 

8. For KRAS/NRAS/BRAF wild-type in combination with FOLFOX (fluorouracil, leucovorin, and 
oxaliplatin), CAPEOX (capecitabine and oxaliplatin), FOLFIRI (fluorouracil, leucovorin, and 
irinotecan) regimen, or as a single agent in combination with hepatic artery infusion for one 
of the following: 
a) Resectable metachronous metastases for patients who are undergoing resection 
b) Unresectable metachronous metastases that converted to resectable after initial therapy 

and undergoing resection (pMMR/MSS or dMMR/MSI-H or POLE/POLD1 mutation with 
ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb] and not a candidate for 
immunotherapy); OR 

9. For BRAF V600E mutation positive tumors in combination with FOLFOX (fluorouracil, 

leucovorin, and oxaliplatin) regimen and encorafenib with hepatic artery infusion for one of 

the following: 

a) Resectable metachronous metastases for patients who are undergoing resection 
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b) Unresectable metachronous metastases that converted to resectable after initial therapy 

and undergoing resection (pMMR/MSS or dMMR/MSI-H or POLE/POLD1 mutation with 

ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb] and not a candidate for 

immunotherapy); OR 

10. Initial treatment for unresectable metachronous metastases (KRAS/NRAS/BRAF wild-type 
gene) (pMMR/MMS or dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated 
phenotype [e.g., TMB >50 mut/Mb] and are not candidates for immunotherapy) and 
previous FOLFOX (fluorouracil, leucovorin, and oxaliplatin) or CAPEOX (capecitabine and 
oxaliplatin) within the past 12 months in combination with one of the following:  
a) Irinotecan 
b) FOLFIRI (fluorouracil, leucovorin, and irinotecan) 

 

Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 

therapy; OR 

 

11. Initial treatment in combination with sotorasib or adagrasib for patients with unresectable 
metachronous metastases (KRAS G12C mutation positive) (pMMR/MSS or dMMR/MSI-H or 
POLE/POLD1 mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb] and are 
not candidates for immunotherapy) and previous FOLFOX (fluorouracil, leucovorin, and 
oxaliplatin) or CAPEOX (capecitabine and oxaliplatin) within the past 12 months; OR 

12. Initial treatment in combination with encorafenib for patients with unresectable 
metachronous metastases (BRAF V600E mutation-positive) (pMMR/MMS or dMMR/MSI-H or 
POLE/POLD1 mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb] and are 
not candidates for immunotherapy) and previous FOLFOX (fluorouracil, leucovorin, and 
oxaliplatin) or CAPEOX (capecitabine and oxaliplatin) within the past 12 months; OR 

13. For KRAS/NRAS/BRAF wild-type gene tumors in combination with FOLFOX (fluorouracil, 
leucovorin, and oxaliplatin), CAPEOX (capecitabine and oxaliplatin), or FOLFIRI (fluorouracil, 
leucovorin, and irinotecan) regimen if intensive therapy is recommended as adjuvant 
therapy for one of the following: 
a) Following resection and/or local therapy for resectable metachronous metastases in 

patients who have received previous chemotherapy (pMMR/MSS or ineligible for or 
progressed on checkpoint inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 
mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]) 

b) Following resection and/or local therapy for resectable metachronous metastases in 
patients who have received previous immunotherapy or have a contraindication 
(dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated phenotype [e.g., TMB 
>50 mut/Mb]) 

c) Unresectable metachronous metastases that converted to resectable disease after initial 
treatment. Biologic therapy is only appropriate for continuation of favorable response 
from conversion therapy. (pMMR/MSS or ineligible for or progressed on checkpoint 
inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 mutation with ultra-
hypermutated phenotype [e.g., TMB >50 mut/Mb]) 
 

Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 
therapy; OR 
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14. For KRAS/NRAS/BRAF wild-type gene tumors as a single agent if intensive therapy is not 

recommended as adjuvant treatment for one of the following: 

a) Following resection and/or local therapy for resectable metachronous metastases in 

patients who have received previous chemotherapy (pMMR/MMS or ineligible for or 

progression on checkpoint inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 

mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]) 

b) Following resection and/or local therapy for resectable metachronous metastases in 

patients who have received previous immunotherapy or have a contraindication 

(dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated phenotype [e.g., TMB 

>50 mut/Mb] 

c) Unresectable metachronous metastases that converted to resectable disease after initial 

treatment. Biologic therapy is only appropriate for continuation of a favorable response 

from conversion therapy. (pMMR/MMS or ineligible for or progression on checkpoint 

inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 mutation with ultra-

hypermutated phenotype [e.g., TMB >50 mut/Mb]) 

Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 
therapy; OR 
 

15. Adjuvant treatment in combination with irinotecan for unresectable metachronous 

metastases (KRAS/NRAS/BRAF wild-type gene) that converted to resectable disease 

(pMMR/MSS or dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated phenotype 

[eg, TMB >50 mut/Mb] and are not candidates for immunotherapy) after initial treatment. 

Biologic therapy is only appropriate for continuation of favorable response from conversion 

therapy 

Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 

therapy; OR 

16. Adjuvant treatment in combination with encorafenib for unresectable metachronous 

metastases (BRAF V600E mutation positive) (pMMR/MMS or dMMR/MSI-H or POLE/POLD1 

mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb] and are not 

candidates for immunotherapy) that converted to resectable disease after initial treatment. 

Biologic therapy is only appropriate for continuation of favorable response from conversion 

therapy; OR 

17. Adjuvant treatment in combination with sotorasib or adagrasib for unresectable 

metachronous metastases (KRAS G12C mutation positive) (pMMR/MSS or dMMR/MSI-H or 

POLE/POLD1 mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb] and are 

not candidates for immunotherapy) that converted to resectable disease after initial 

treatment. Biologic therapy is only appropriate for continuation of favorable response from 

conversion therapy; OR 

18. For BRAF V600E mutation positive tumors in FOLFOX (fluorouracil, leucovorin, and 
oxaliplatin) regimen in combination with encorafenib if intensive therapy is recommended 
for one of the following: 
a) Adjuvant treatment (following resection and/or local therapy) for resectable 

metachronous metastases in patients who have received previous chemotherapy 
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(pMMR/MSS or ineligible for or progressed on checkpoint inhibitor immunotherapy for 
dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated phenotype [e.g., TMB 
>50 mut/Mb]) 

b) Adjuvant treatment following resection and/or local therapy for resectable metachronous 
metastases in patients who have received previous immunotherapy or have a 
contraindication (dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated 
phenotype [e.g., TMB >50 mut/Mb]) 

c) Adjuvant treatment for unresectable metachronous metastases that converted to 
resectable disease after initial treatment. Biologic therapy is only appropriate for 
continuation of favorable response from conversion therapy. (pMMR/MSS or ineligible for 
or progressed on checkpoint inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 
mutation with ultra-hypermutated phenotype [eg, TMB >50 mut/Mb]); OR 

19. Second-line and subsequent therapy for progression of advanced or metastatic disease 
(KRAS/NRAS/BRAF wild-type gene) (pMMR/MMS or ineligible for or progression on a 
checkpoint inhibitor immunotherapy dMMR/MSI-H or POLE/POLD1 mutation with ultra-
hypermutated phenotype (e.g., TMB >50 mut/Mb) in combination with one of the following: 
a) Irinotecan, FOLFIRI (fluorouracil, leucovorin, and irinotecan) regimen or as a single 

agent for patients who cannot tolerate irinotecan, if previously treated with oxaliplatin-

based therapy without irinotecan 

b) Irinotecan, FOLFOX (fluorouracil, leucovorin, and oxaliplatin) regimen, CAPEOX 

(capecitabine and oxaliplatin), or as a single agent for patients who cannot tolerate 

irinotecan, if previously treated with irinotecan-based therapy without oxaliplatin 

c) Irinotecan or as a single agent for patients who cannot tolerate irinotecan if previously 

treated with oxaliplatin and irinotecan 

 

Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 

therapy; OR 

20. Second-line and subsequent therapy for progression of advanced or metastatic disease 
(BRAF V600E mutation positive) (pMMR/MSS or ineligible for or progressed on checkpoint 
inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 mutation with ultra-
hypermutated phenotype (e.g., TMB >50 mut/Mb) in combination with one of the following 
if not previously given: 
a) Encorafenib 
b) Encorafenib and FOLFOX (fluorouracil, leucovorin, oxaliplatin) regimen (if no previous 

treatment with oxaliplatin); OR 
21. Second-line and subsequent therapy in combination with sotorasib or adagrasib, if not 

previously given, for progression of advanced or metastatic disease (KRAS G12C mutation 
positive) (pMMR/MSS or ineligible for or progressed on checkpoint inhibitor immunotherapy 
for dMMR/MSI-H or POLE/POLD1 mutation with ultra-hypermutated phenotype [e.g., TMB 
>50 mut/Mb]); OR 

22. Primary treatment for synchronous liver only and/or lung only metastases 
(KRAS/NRAS/BRAF wild-type gene only) (pMMR/MSS; dMMR/MSI-H or POLE/POLD1 
mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb] and not a candidate 
for immunotherapy) that are unresectable or medically inoperable in combination with one 
of the following: 
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a) FOLFIRI (fluorouracil, leucovorin, and irinotecan)  
b) FOLFOX (fluorouracil, leucovorin, and oxaliplatin) 
 
Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 
therapy; OR 
 

23. Primary treatment for T3, Any N; T1-2, N1-2; T4, N any; or locally unresectable or medically 
inoperable disease (KRAS/NRAS/BRAF wild-type gene only) if resection is contraindicated 
following total neoadjuvant therapy (pMMR/MMS or ineligible for or progression on a 
checkpoint inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 mutation with ultra-
hypermutated phenotype [e.g., TMB >50 mut/Mb]) or neoadjuvant/definitive 
immunotherapy (dMMR/MSI-H) if intensive therapy recommended for one of the following: 
a) CAPEOX (capecitabine and oxaliplatin) 
b) FOLFOX (fluorouracil, leucovorin, and oxaliplatin) 
c) FOLFIRI (fluorouracil, leucovorin, and irinotecan) 
 
Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 
therapy; OR 
 

24. Primary treatment in combination with encorafenib and FOLFOX (fluorouracil, leucovorin, 
and oxaliplatin) regimen for T3, N Any; T1-2, N1-2; T4, N Any; or locally unresectable or 
medically inoperable disease (BRAF V600E mutation positive) if resection is contraindicated 
following total neoadjuvant therapy (pMMR/MSS or ineligible for or progressed on 
checkpoint inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 mutation with ultra-
hypermutated phenotype [e.g., TMB >50 mut/Mb]) or neoadjuvant/definitive 
immunotherapy (dMMR/MSI-H) if intensive therapy recommended; OR 

25. Primary treatment as a single agent for T3, N Any; T1-2, N1-2; T4, N Any; or locally 
unresectable or medically inoperable disease (KRAS/NRAS/BRAF wild-type gene only) if 
resection is contraindicated following total neoadjuvant therapy (pMMR/MSS or ineligible for 
or progressed on checkpoint inhibitor immunotherapy for dMMR/MSI-H or POLE/POLD1 
mutation with ultra-hypermutated phenotype [e.g., TMB >50 mut/Mb]) or 
neoadjuvant/definitive immunotherapy (dMMR/MSI-H) if intensive therapy not 
recommended 

 
Note: Patients with BRAF mutations other than V600E may be considered for anti-EGFR 
therapy.7  

 

Squamous Cell Skin Cancer 
 
1. At least 18 years of age; AND 

2. Prescribed by or in consultation with an oncologist; AND 

For NCCN required criteria coverage: 

1. With concurrent radiation therapy (RT) as a single agent for locally advanced disease as one 
of the following: 
a) Primary treatment for non-surgical candidates 
b) Additional treatment if positive surgical margins and re-resection is not feasible; OR 
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2. With concurrent RT as a single agent for one of the following:  
a) Resected high-risk regional disease of head and neck (pathologic extranodal extension 

(ENE) or incompletely excised nodal disease) 

b) Regional disease that is unresectable, inoperable, or incompletely resected 

c) Satellitosis/in-transit metastasis that is unresectable or incompletely resected 

d) Regional recurrence or distant metastatic disease; OR  

3. Single agent or in combination with carboplatin and paclitaxel if the patient is ineligible for 

or has progressed on immune checkpoint inhibitors and clinical trial as treatment for locally 

advanced for one of the following: 

a) Primary treatment if curative surgery and curative radiation therapy (RT) are not 

feasible 

b) Additional treatment if positive surgical margins and curative surgery and curative RT 

are not feasible; OR 

5. Single agent or in combination with carboplatin and paclitaxel if the patient is ineligible for 

or has progressed on immune checkpoint inhibitors and clinical trial for one of the following: 

a) Regional disease that is unresectable, inoperable, or incompletely resected if curative 

radiation therapy (RT) not feasible 

b) Satellitosis/in-transit metastasis that is unresectable or incompletely resected 

c) Regional recurrence or distant metastatic disease.8  

 

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.   

 

Code Description 

C10 Malignant neoplasm of oropharynx 

C11 Malignant neoplasm of nasopharynx 

C14.8 Malignant neoplasm of overlapping sites of lip, oral cavity, and pharynx 

C18.0 Malignant neoplasm of the cecum 

C20 Malignant neoplasm of the rectum 

C31.0 Malignant neoplasm of maxillary sinus 
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C31.1 Malignant neoplasm of ethmoidal sinus 

C32.0 Malignant neoplasm of glottis 

C32.1 Malignant neoplasm of supraglottis 

C34.90 Malignant neoplasm of unspecified part of bronchus or lung 

C44.92 Squamous cell carcinoma of skin, unspecified 

C60 Malignant neoplasm of penis 

C76.0 Malignant neoplasm of head, face, and neck 

J9055 Injection, cetuximab  

 

Revision and Review History 

No.  Description   Date(s)  

1 Original Effective Date:   1/1/2023 

2 Policy Annual Review Dates:  5/3/2023, 8/26/2024, 9/5/2025 

3  Department Owner:   Medical Affairs   

4 NH Advisory Committee 

Approval Dates:  

9/13/2023, 9/24/2024, 9/30/2025 

5 Revision Changes:   8/26/2024 Added indications for glottic larynx, hypopharynx, 

supraglottic larynx, occult primary, head and neck, squamous cell 

skin cancer 

9/5/2025 Added adverse reactions; indications added: 2 FDA and 9 

NCCN for colon; 11 NCCN for head and neck; 1 modified NCCN 

indication for NSCLC; 2 FDA indications and 11 NCCN indications 

for rectal cancer; and 1 NCCN indication for squamous cell skin 

cancer; v.2.0  
 

 

References 

 

1 Erbitux (Cetuximab) [package insert]. 

https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/125084s279lbl.pdf. Accessed 

September 4, 2025. 

 

https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/125084s279lbl.pdf


 
 

 

Page 26 of 27 

 

 

2025 © NantHealth, Inc. All rights reserved. NantHealth – Proprietary 

Medical Oncology Guidelines 

 
2 Bou-Assaly W, Mukherji S. Cetuximab (erbitux). AJNR Am J Neuroradiol. 2010;31(4):626-627. 

https://pmc.ncbi.nlm.nih.gov/articles/PMC7964212/. Accessed September 4, 2025. 

3 National Comprehensive Cancer Network. NCCN Guidelines: Colon Cancer. 
https://www.nccn.org/professionals/physician_gls/pdf/colon.pdf. Accessed September 4, 2025. 
 
4 National Comprehensive Cancer Network. NCCN Guidelines: Head and Neck Cancer. 
https://www.nccn.org/professionals/physician_gls/pdf/head-and-neck.pdf. Accessed September 
4, 2025. 
 
5 National Comprehensive Cancer Network. NCCN Guidelines: Non-Small Cell Lung Cancer. 

https://www.nccn.org/professionals/physician_gls/pdf/nscl.pdf. Accessed September 4, 2025. 

6 National Comprehensive Cancer Network. NCCN Guidelines: Penile Cancer. 
https://www.nccn.org/professionals/physician_gls/pdf/penile.pdf. Accessed September 4, 2025. 
 
7 National Comprehensive Cancer Network. NCCN Guidelines: Rectal Cancer. 

https://www.nccn.org/professionals/physician_gls/pdf/rectal.pdf. Accessed September 4, 2025. 

 
8 National Comprehensive Cancer Network. NCCN Guidelines: Squamous Cell Skin Cancer. 
https://www.nccn.org/professionals/physician_gls/pdf/squamous.pdf. Accessed September 4, 
2025. 
 
9 Davies H, Bignell GR, Cox C, et al. Mutations of the BRAF gene in human cancer. Nature. 
2002;417(6892):949-954. https://pubmed.ncbi.nlm.nih.gov/12068308/. Accessed September 4, 
2025. 
 
10 Loo E, Khalili P, Beuhler K, Siddiqi I, Vasef MA. BRAF V600E Mutation Across Multiple Tumor 
Types: Correlation Between DNA-based Sequencing and Mutation-specific 
Immunohistochemistry. Appl Immunohistochem Mol Morphol. 2018;26(10):709-713. 
https://pubmed.ncbi.nlm.nih.gov/29271794/. Accessed September 4, 2025. 
 
11 Microsatellite instability (MSI). Global Colon Cancer Association. 

https://www.knowyourbiomarker.org/biomarkers/microsatellite-instability. Accessed September 

4, 2025. 

12 U.S. Food & Drug Administration. https://www.fda.gov/about-fda/what-we-do. Accessed 

September 4, 2025. 

13 KRAS gene. National Cancer Institute. 

https://www.cancer.gov/publications/dictionaries/cancer-terms/def/kras-gene. Accessed 

September 4, 2025. 
 
14 National Comprehensive Cancer Network. https://www.nccn.org/home.  Accessed September 

4, 2025. 

 

https://pmc.ncbi.nlm.nih.gov/articles/PMC7964212/
https://www.nccn.org/professionals/physician_gls/pdf/colon.pdf
https://www.nccn.org/professionals/physician_gls/pdf/head-and-neck.pdf
https://www.nccn.org/professionals/physician_gls/pdf/nscl.pdf
https://www.nccn.org/professionals/physician_gls/pdf/penile.pdf
https://www.nccn.org/professionals/physician_gls/pdf/rectal.pdf
https://www.nccn.org/professionals/physician_gls/pdf/squamous.pdf
https://pubmed.ncbi.nlm.nih.gov/12068308/
https://pubmed.ncbi.nlm.nih.gov/29271794/
https://www.knowyourbiomarker.org/biomarkers/microsatellite-instability
https://www.fda.gov/about-fda/what-we-do
https://www.cancer.gov/publications/dictionaries/cancer-terms/def/kras-gene
https://www.nccn.org/home


 
 

 

Page 27 of 27 

 

 

2025 © NantHealth, Inc. All rights reserved. NantHealth – Proprietary 

Medical Oncology Guidelines 

 
 
15 NRAS gene. National Cancer Institute. https://edrn.nci.nih.gov/data-and-

resources/biomarkers/nras/. Accessed September 4, 2025. 
 
16 Li K, Luo H, Huang L, Luo H, Zhu X. Microsatellite instability: a review of what the oncologist 

should know. Cancer Cell Int. 2020;20:16. Published 2020 Jan 13. 

https://pmc.ncbi.nlm.nih.gov/articles/PMC6958913/. Accessed September 4, 2025. 

17 Buj R, Aird KM. p16: cycling off the beaten path. Mol Cell Oncol. 2019;6(6):e1677140. 
Published 2019 Oct 15. https://pmc.ncbi.nlm.nih.gov/articles/PMC6816386/. Accessed 
September 4, 2025. 
 
18 Zhang S, Zhu L, Xia B, et al. Epidermal growth factor receptor (EGFR) T790M mutation 
identified in plasma indicates failure sites and predicts clinical prognosis in non-small cell lung 
cancer progression during first-generation tyrosine kinase inhibitor therapy: a prospective 
observational study. Cancer Commun (Lond). 2018;38(1):28. Published 2018 May 22. 
https://pmc.ncbi.nlm.nih.gov/articles/PMC5993134/. Accessed September 4, 2025. 

https://edrn.nci.nih.gov/data-and-resources/biomarkers/nras/
https://edrn.nci.nih.gov/data-and-resources/biomarkers/nras/
https://pmc.ncbi.nlm.nih.gov/articles/PMC6958913/
https://pmc.ncbi.nlm.nih.gov/articles/PMC6816386/
https://pmc.ncbi.nlm.nih.gov/articles/PMC5993134/

