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Reference number 
7210-A 

Aetna Medicare Part B Drug Criteria 
 

Keytruda Qlex 
 

This policy is for Aetna Medicare members. Find the Aetna Commercial Medical Drug Criteria.  
 
For Aetna Medicare members, National Coverage Determinations (NCDs) and Local Coverage 
Determinations (LCDs) will be applied to Part B drug requests when applicable. Aetna Medicare 
Part B Drug Criteria documents will be used in the absence of an NCD and LCD. 

POLICY 

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

Brand Name Generic Name 

Keytruda Qlex pembrolizumab and berahyaluronidase alfa-pmph 

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

FDA-Approved Indications1 

Melanoma 
• Keytruda Qlex is indicated for the treatment of adult patients with unresectable or metastatic 

melanoma. 
• Keytruda Qlex is indicated for the adjuvant treatment of adult and pediatric patients 12 years 

and older with Stage IIB, IIC, or III melanoma following complete resection. 

Non-Small Cell Lung Cancer 
• Keytruda Qlex, in combination with pemetrexed and platinum chemotherapy, is indicated for 

the first-line treatment of adult patients with metastatic nonsquamous non-small cell lung 
cancer (NSCLC), with no EGFR or ALK genomic tumor aberrations. 

https://www.aetna.com/health-care-professionals/clinical-policy-bulletins/medical-clinical-policy-bulletins.html
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• Keytruda Qlex, in combination with carboplatin and either paclitaxel or paclitaxel protein-
bound, is indicated for the first-line treatment of adult patients with metastatic squamous 
NSCLC. 

• Keytruda Qlex, as a single agent, is indicated for the first-line treatment of adult patients with 
NSCLC expressing PD-L1 [Tumor Proportion Score (TPS) ≥1%] as determined by an FDA-
approved test, with no EGFR or ALK genomic tumor aberrations, and is: 
▪ stage III where patients are not candidates for surgical resection or definitive 

chemoradiation, or 
▪ metastatic. 

• Keytruda Qlex, as a single agent, is indicated for the treatment of adult patients with 
metastatic NSCLC whose tumors express PD-L1 (TPS ≥1%) as determined by an FDA 
approved test, with disease progression on or after platinum-containing chemotherapy. 
Patients with EGFR or ALK genomic tumor aberrations should have disease progression on 
FDA-approved therapy for these aberrations prior to receiving Keytruda Qlex. 

• Keytruda Qlex, is indicated for the treatment of adult patients with resectable (tumors ≥4 cm 
or node positive) NSCLC in combination with platinum-containing chemotherapy as 
neoadjuvant treatment, and then continued as a single agent as adjuvant treatment after 
surgery. 

• Keytruda Qlex, as a single agent, is indicated as adjuvant treatment following resection and 
platinum-based chemotherapy for adult patients with stage IB (T2a ≥ 4cm), II, or IIIA NSCLC. 

Malignant Pleural Mesothelioma 
Keytruda Qlex, in combination with pemetrexed and platinum chemotherapy, is indicated for the first-
line treatment of adult patients with unresectable advanced or metastatic malignant pleural 
mesothelioma (MPM). 

Head and Neck Squamous Cell Cancer 
• 

 

 

 

Keytruda Qlex is indicated for the treatment of adult patients with resectable locally 
advanced HNSCC whose tumors express PD-L1 [Combined Positive Score (CPS) ≥1] as 
determined by an FDA approved test, as a single agent as neoadjuvant treatment, continued 
as adjuvant treatment in combination with radiotherapy (RT) with or without cisplatin and 
then as a single agent. 

• Keytruda Qlex, in combination with platinum and fluorouracil (FU), is indicated for the first-
line treatment of adult patients with metastatic or with unresectable, recurrent head and 
neck squamous cell carcinoma (HNSCC). 

• Keytruda Qlex, as a single agent, is indicated for the first line treatment of adult patients with 
metastatic or with unresectable, recurrent HNSCC whose tumors express PD-L1 [Combined 
Positive Score (CPS) ≥1] as determined by an FDA-approved test. 

• Keytruda Qlex, as a single agent, is indicated for the treatment of adult patients with 
recurrent or metastatic HNSCC with disease progression on or after platinum-containing 
chemotherapy. 
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Urothelial Cancer 
• Keytruda Qlex, in combination with enfortumab vedotin, is indicated for the treatment of 

adult patients with locally advanced or metastatic urothelial cancer. 
• 

 

 

Keytruda Qlex, as a single agent, is indicated for the treatment of adult patients with locally 
advanced or metastatic urothelial carcinoma: 
▪ 
 

who are not eligible for any platinum-containing chemotherapy, or 
▪ who have disease progression during or following platinum-containing chemotherapy 

or within 12 months of neoadjuvant or adjuvant treatment with platinum-containing 
chemotherapy. 

• Keytruda Qlex, in combination with enfortumab vedotin, as neoadjuvant treatment and then 
continued after cystectomy as adjuvant treatment, is indicated for the treatment of adult 
patients with muscle invasive bladder cancer (MIBC) who are ineligible for cisplatin-
containing chemotherapy. 

• Keytruda Qlex, as a single agent, is indicated for the treatment of patients with Bacillus 
Calmette-Guerin (BCG)-unresponsive, high-risk, non-muscle invasive bladder cancer 
(NMIBC) with carcinoma in situ (CIS) with or without papillary tumors who are ineligible for or 
have elected not to undergo cystectomy. 

Microsatellite Instability-High Cancer or Mismatch Repair Deficient Cancer 
Keytruda Qlex is indicated for the treatment of adult and pediatric patients 12 years and older with 
unresectable or metastatic microsatellite instability-high (MSI-H) or mismatch repair deficient (dMMR) 
solid tumors, as determined by an FDA-approved test, that have progressed following prior treatment 
and who have no satisfactory alternative treatment options. 

Microsatellite Instability-High or Mismatch Repair Deficient Colorectal Cancer 
(CRC) 
Keytruda Qlex is indicated for the treatment of adult patients with unresectable or metastatic MSI-H or 
dMMR colorectal cancer (CRC) as determined by an FDA-approved test. 

Gastric Cancer 
• 

 

Keytruda Qlex, in combination with trastuzumab, fluoropyrimidine- and platinum-containing 
chemotherapy, is indicated for the first-line treatment of adults with locally advanced 
unresectable or metastatic HER2-positive gastric or gastroesophageal junction (GEJ) 
adenocarcinoma whose tumors express PD-L1 (CPS ≥1) as determined by an FDA-approved 
test. 

• Keytruda Qlex, in combination with fluoropyrimidine- and platinum-containing 
chemotherapy is indicated for the first-line treatment of adults with locally advanced 
unresectable or metastatic HER2-negative gastric or gastroesophageal junction (GEJ) 
adenocarcinoma whose tumors express PD-L1 (CPS ≥ 1) as determined by an FDA-approved 
test. 
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Esophageal Cancer 
Keytruda Qlex is indicated for the treatment of adult patients with locally advanced or metastatic 
esophageal or gastroesophageal junction (GEJ) (tumors with epicenter 1 to 5 centimeters above the 
GEJ) carcinoma that is not amenable to surgical resection or definitive chemoradiation either: 

• In combination with platinum- and fluoropyrimidine-based chemotherapy for patients with 
tumors that express PD-L1 (CPS ≥ 1), or 

• As a single agent after one or more prior lines of systemic therapy for patients with tumors of 
squamous cell histology that express PD-L1 (CPS ≥ 10) as determined by an FDA-approved 
test. 

Cervical Cancer 
• 

 

 

Keytruda Qlex, in combination with chemoradiotherapy (CRT), is indicated for the treatment 
of adult patients with locally advanced cervical cancer involving the lower third of the vagina, 
with or without extension to pelvic sidewall, or hydronephrosis/non-functioning kidney, or 
spread to adjacent pelvic organs (FIGO 2014 Stage III-IVA). 

• Keytruda Qlex, in combination with chemotherapy, with or without bevacizumab, is indicated 
for the treatment of adult patients with persistent, recurrent, or metastatic cervical cancer 
whose tumors express PD-L1 (CPS ≥1) as determined by an FDA-approved test. 

• Keytruda Qlex, as a single agent, is indicated for the treatment of adult patients with 
recurrent or metastatic cervical cancer with disease progression on or after chemotherapy 
whose tumors express PD-L1 (CPS ≥ 1) as determined by an FDA-approved test. 

Hepatocellular Carcinoma 
Keytruda Qlex is indicated for the treatment of adult patients with hepatocellular carcinoma (HCC) 
secondary to hepatitis B who have received prior systemic therapy other than a PD-1/PD-L1- containing 
regimen. 

Biliary Tract Cancer 
Keytruda Qlex, in combination with gemcitabine and cisplatin, is indicated for the treatment of adult 
patients with locally advanced unresectable or metastatic biliary tract cancer (BTC). 

Merkel Cell Carcinoma 
Keytruda Qlex is indicated for the treatment of adult and pediatric patients 12 years and older with 
recurrent locally advanced or metastatic Merkel cell carcinoma (MCC). 

Renal Cell Carcinoma 
• Keytruda Qlex, in combination with axitinib, is indicated for the first-line treatment of adult 

patients with advanced renal cell carcinoma (RCC). 
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• Keytruda Qlex, in combination with lenvatinib, is indicated for the first-line treatment of adult 
patients with advanced RCC. 

• Keytruda Qlex is indicated for the adjuvant treatment of adult patients with RCC at 
intermediate-high or high risk of recurrence following nephrectomy, or following 
nephrectomy and resection of metastatic lesions. 

Endometrial Carcinoma 
• 

 

 

Keytruda Qlex, in combination with carboplatin and paclitaxel, followed by Keytruda Qlex as 
a single agent, for the treatment of adult patients with primary advanced or recurrent 
endometrial carcinoma. 

• Keytruda Qlex, in combination with lenvatinib, is indicated for the treatment of adult patients 
with advanced endometrial carcinoma that is mismatch repair proficient (pMMR) or not MSI-
H as determined by an FDA-approved test, who have disease progression following prior 
systemic therapy in any setting and are not candidates for curative surgery or radiation. 

• Keytruda Qlex, as a single agent, is indicated for the treatment of adult patients with 
advanced endometrial carcinoma that is MSI-H or dMMR, as determined by an FDA-
approved test, who have disease progression following prior systemic therapy in any setting 
and are not candidates for curative surgery or radiation. 

Tumor Mutational Burden-High Cancer 
Keytruda Qlex is indicated for the treatment of adult and pediatric patients 12 years and older with 
unresectable or metastatic tumor mutational burden-high (TMB-H) [≥10 mutations/megabase 
(mut/Mb)] solid tumors, as determined by an FDA-approved test, that have progressed following prior 
treatment and who have no satisfactory alternative treatment options. 

Limitations of use 

The safety and effectiveness of Keytruda Qlex in pediatric patients 12 years and older with TMB-H 
central nervous system cancers have not been established. 

Cutaneous Squamous Cell Carcinoma 
Keytruda Qlex is indicated for the treatment of adult patients with recurrent or metastatic cutaneous 
squamous cell carcinoma (cSCC) or locally advanced cSCC that is not curable by surgery or radiation. 

Triple-Negative Breast Cancer 
• 

 

Keytruda Qlex is indicated for the treatment of adult patients with high-risk early-stage 
triple-negative breast cancer (TNBC) in combination with chemotherapy as neoadjuvant 
treatment, and then continued as a single agent as adjuvant treatment after surgery. 

• Keytruda Qlex, in combination with chemotherapy, is indicated for the treatment of adult 
patients with locally recurrent unresectable or metastatic TNBC whose tumors express PD-L1 
(CPS ≥10) as determined by an FDA approved test.  
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Ovarian Cancer 
Keytruda Qlex, in combination with paclitaxel, with or without bevacizumab, is indicated for the 
treatment of adult patients with platinum-resistant epithelial ovarian, fallopian tube, or primary 
peritoneal carcinoma whose tumors express PD-L1 (CPS ≥1) as determined by an FDA-authorized test, 
and who have received one or two prior systemic treatment regimens. 

Compendial Uses2 
• 
 
 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 

Cutaneous melanoma 
• Non-small cell lung cancer 
• Head and neck cancer 
• Urothelial carcinoma 

▪ 
 
 
 

 
 
 
 

Bladder cancer 
▪ Primary carcinoma of the urethra 
▪ Upper genitourinary tract tumors 
▪ Urothelial carcinoma of the prostate 

• Appendiceal neoplasms and carcinoma 
• Small bowel adenocarcinoma 
• Merkel cell carcinoma 
• Gastric cancer 
• Esophageal cancer and esophagogastric junction cancer 
• Cervical cancer 
• Epithelial ovarian cancer/fallopian tube cancer/primary peritoneal cancer 
• Uveal melanoma  
• Endometrial carcinoma 
• Anal carcinoma 
• Central Nervous System (CNS) brain metastases 
• Biliary tract cancers 
• Hepatocellular carcinoma 
• Vulvar cancer 
• Thymic carcinoma 
• Gestational trophoblastic neoplasia 
• Prostate cancer 
• Soft tissue sarcoma 
• Occult primary cancer 
• Breast cancer 
• Bone cancer 

▪ Chondrosarcoma 
▪ Chordoma 
▪ Ewing sarcoma 
▪ Osteosarcoma 

• Penile cancer 
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• Pediatric diffuse high-grade gliomas 
• Vaginal cancer 
• Pleural or peritoneal mesothelioma 

All other indications will be assessed on an individual basis. Submissions for indications other than 
those listed in this criteria should be accompanied by supporting evidence from Medicare approved 
compendia. 

Documentation 
The following documentation must be available, upon request, for all submissions: 

• 
 

 

 

Documentation of programmed death ligand 1 (PD-L1) tumor expression, where applicable. 
• Documentation of laboratory report confirming microsatellite instability-high (MSI-H) or 

mismatch repair (MMR) tumor status, or polymerase epsilon/delta (POLE/POLD1) tumor 
status with tumor mutational burden, where applicable. 

• Documentation of laboratory report confirming high tumor mutational burden (≥10 
mutations/megabase [mut/Mb]), where applicable. 

• Documentation of laboratory report confirming that the cancer cells are negative for the 
following receptors, where applicable: 
▪ 
 
 

human epidermal growth factor receptor 2 (HER-2) 
▪ estrogen 
▪ progesterone 

Exclusions 
Coverage will not be provided for members with any of the following exclusions: 

• 
 

 
 
 
 

Pediatric members with TMB-H central nervous system cancers 
• Members who have experienced disease progression while on programmed death receptor-

1 (PD-1) or PD-L1 inhibitor therapy 

Coverage Criteria 

Cutaneous Melanoma1,2 

Authorization of 12 months may be granted for treatment of cutaneous melanoma in any of the 
following settings: 

• Unresectable disease 
• Metastatic disease 
• Adjuvant treatment 
• Neoadjuvant treatment 
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1,2 
Authorization of 12 months may be granted for NSCLC for any of the following clinical settings: 

• 
 
 

Treatment of recurrent, advanced, or metastatic disease. 
• Neoadjuvant treatment when used in combination with platinum-based chemotherapy. 
• Adjuvant single agent treatment following adjuvant chemotherapy or neoadjuvant therapy 

with the requested medication plus platinum-based chemotherapy. 

Head and Neck Cancer1,2 
Authorization of 12 months may be granted for treatment of head and neck cancer. 

Urothelial Carcinoma1,2 
Authorization of 12 months may be granted for treatment of urothelial carcinoma, including bladder 
cancer, upper genitourinary tract tumors, urothelial carcinoma of the prostate, and primary carcinoma 
of the urethra. 

Solid Tumors1,2 
Authorization of 12 months may be granted as a single agent for treatment of solid tumors in members 
with unresectable or metastatic disease that has progressed following prior treatment and who have no 
satisfactory alternative treatment options when either of the following criteria is met: 

• 

 

The requested medication will be used for microsatellite instability-high or mismatch repair 
deficient solid tumors. 

• The requested medication will be used for tumor mutational burden-high (≥10 
mutations/megabase [mut/Mb]) solid tumors. 

Colorectal Cancer1 
Authorization of 12 months may be granted as a single agent for the treatment of unresectable or 
metastatic microsatellite instability-high (MSI-H) or mismatch repair deficient (dMMR) colorectal 
cancer. 

Appendiceal Neoplasms and Carcinoma1,2 
Authorization of 12 months may be granted for treatment of appendiceal neoplasms and carcinoma for 
microsatellite instability-high (MSI-H), mismatch repair deficient (dMMR), or polymerase epsilon/delta 
(POLE/POLD1) tumors with ultra-hypermutated phenotype (TMB > 50 mut/Mb). 

Small Bowel Adenocarcinoma2 
Authorization of 12 months may be granted as a single agent for neoadjuvant therapy or for the 
treatment of unresectable, medically inoperable, advanced or metastatic small bowel adenocarcinoma 



 

 Reference number 
7210-A 

 

 

 
 

 
Y0001_NR_37041_2024_C   © 2026 Aetna Inc. 
 
This document contains prescription brand name drugs that are trademarks or registered trademarks of pharmaceutical manufacturers that are not 
affiliated with Aetna Inc. 

9 
 

 

for microsatellite instability-high (MSI-H), or mismatch repair deficient (dMMR), or polymerase 
epsilon/delta (POLE/POLD1) tumors with ultra-hypermutated phenotype (TMB > 50 mut/Mb). 

Merkel Cell Carcinoma1,2 
Authorization of 12 months may be granted for treatment of Merkel cell carcinoma. 

Gastric Cancer1,2 
Authorization of 12 months may be granted for treatment of gastric cancer. 

Esophageal Cancer and Esophagogastric Junction Cancer1,2 
Authorization of 12 months may be granted for treatment of esophageal or esophagogastric junction 
(EGJ) cancer. 

Cervical Cancer1,2 
Authorization of 12 months may be granted for the treatment of cervical cancer. 

Epithelial Ovarian Cancer, Fallopian Tube Cancer, Primary Peritoneal Cancer1,2 
Authorization of 12 months may be granted for the treatment of epithelial ovarian cancer, fallopian tube 
cancer, and primary peritoneal cancer. 

Uveal Melanoma2 
Authorization of 12 months may be granted for treatment of uveal melanoma. 

Endometrial Carcinoma1,2 
Authorization of 12 months may be granted for the treatment of endometrial carcinoma. 

Anal Carcinoma2 
Authorization of 12 months may be granted for the treatment of anal carcinoma. 

CNS Brain Metastases2 
Authorization of 12 months may be granted for the treatment of CNS brain metastases. 

Biliary Tract Cancers1,2 
Authorization of 12 months may be granted for the treatment of biliary tract cancers, including 
intrahepatic and extrahepatic cholangiocarcinoma and gallbladder cancer.  

Hepatocellular Carcinoma1,2 
Authorization of 12 months may be granted for treatment of members with hepatocellular carcinoma. 
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Vulvar Cancer2 
Authorization of 12 months may be granted for treatment of vulvar cancer. 

Renal Cell Carcinoma1 
Authorization of 12 months may be granted for treatment of renal cell carcinoma in any of the following 
regimens: 

• 
 

In combination with axitinib or lenvatinib for first-line treatment of advanced disease 
• As a single agent for the adjuvant treatment of members with RCC at intermediate-high or 

high risk of recurrence following nephrectomy or following nephrectomy and resection of 
metastatic lesions. 

Thymic Carcinoma2 
Authorization of 12 months may be granted for treatment of thymic carcinoma. 

Gestational Trophoblastic Neoplasia2 
Authorization of 12 months may be granted for treatment of gestational trophoblastic neoplasia. 

Prostate Cancer2 

Authorization of 12 months may be granted for treatment of prostate cancer. 

Cutaneous Squamous Cell Carcinoma1 
Authorization of 12 months may be granted as a single agent for treatment of locally advanced, 
recurrent or metastatic cutaneous squamous cell carcinoma that is not curable by surgery or radiation. 

Soft Tissue Sarcoma2 
Authorization of 12 months may be granted for treatment of the following types of soft tissue sarcoma: 

• 

 

Extremity/body wall sarcoma, head/neck sarcoma, retroperitoneal/intra-abdominal sarcoma, 
pleomorphic rhabdomyosarcoma, cutaneous angiosarcoma, or dedifferentiated liposarcoma, as 
a single agent 

• Alveolar soft part sarcoma (ASPS), as a single agent or in combination with axitinib (Inlyta). 

Occult Primary2 
Authorization of 12 months may be granted for treatment of occult primary cancer in members with 
microsatellite instability-high or mismatch repair deficient tumors or tumor mutational burden-high 
(TMB-H) (≥10 mutations/megabase (mut/Mb) tumors). 
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Breast Cancer1,2 
• 

 

Authorization of 12 months may be granted for treatment of locally recurrent unresectable or 
metastatic triple-negative breast cancer (TNBC) when all of the following criteria are met: 

▪ 

 
 
 

 
 

 

 
 
 

 

The diagnosis of triple-negative breast cancer is confirmed by the cancer cells testing 
negative for ALL of the following receptors: 

• Human epidermal growth factor receptor 2 (HER-2) 
• Estrogen 
• Progesterone 

▪ Tumor must express PD-L1 (CPS ≥10) 
▪ The requested medication will be used in combination with sacituzumab govitecan-

hziy (Trodelvy) or chemotherapy 

• Authorization of 12 months may be granted for treatment of high-risk early-stage triple-
negative breast cancer (TNBC) when all of the following criteria are met: 

▪ The diagnosis of triple-negative breast cancer is confirmed by the cancer cells testing 
negative for ALL of the following receptors: 

• Human epidermal growth factor receptor 2 (HER-2) 
• Estrogen 
• Progesterone 

▪ The requested medication will be used as neoadjuvant treatment in combination with 
chemotherapy and continued as single agent adjuvant treatment after surgery. 

Bone Cancer2 
Authorization of 12 months may be granted for treatment of bone cancer, including chondrosarcoma, 
chordoma, Ewing Sarcoma, osteosarcoma, and high-grade undifferentiated pleomorphic sarcoma. 

Penile Cancer2 
Authorization of 12 months may be granted for treatment of penile cancer. 

Pediatric Diffuse High-Grade Gliomas2 
Authorization of 12 months may be granted for treatment of hypermutant tumor pediatric diffuse high-
grade glioma. 

Vaginal Cancer2 
Authorization of 12 months may be granted for treatment of vaginal cancer. 
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Pleural or Peritoneal Mesothelioma1,2 

Authorization of 12 months may be granted for first-line treatment of pleural or peritoneal 
mesothelioma, including pericardial mesothelioma and tunica vaginalis testis mesothelioma, when 
used in combination with pemetrexed and platinum chemotherapy. 

Continuation of Therapy 

Adjuvant Treatment of Melanoma, HNSCC, TNBC, RCC, NSCLC, or urothelial 
carcinoma 
Authorization for 12 months total therapy may be granted for all members (including new members) 
who are continuing with the requested medication when all of the following criteria are met: 

• 
 

 
 
 

 
 

 
 
 

The member is currently receiving therapy with the requested medication. 
• The requested medication is being used as adjuvant treatment for any of the following 

indications: melanoma, HNSCC, TNBC, RCC, NSCLC, or urothelial carcinoma. 
• The member is receiving benefit from therapy. Benefit is defined as: 

▪ No evidence of unacceptable toxicity while on the current regimen AND 
▪ No evidence of disease recurrence while on the current regimen. 

NSCLC, HNSCC, MSI-H or dMMR cancers, gastric cancer, esophageal cancer 
(including EGJ), cervical cancer, urothelial carcinoma, HCC, MCC, RCC, 
endometrial carcinoma, cSCC, TNBC, TMB-H cancer, biliary tract cancer, bone 
cancer, pleural or peritoneal mesothelioma, penile cancer 
Authorization for 12 months (up to 24 months of continuous use) may be granted for all members 
(including new members) who are continuing with the requested medication when all of the following 
criteria are met: 

• The member is currently receiving therapy with the requested medication. 
• The requested medication is being used to treat NSCLC, HNSCC, MSI-H or dMMR cancers, 

gastric cancer, esophageal cancer (including EGJ), cervical cancer, urothelial carcinoma, 
HCC, MCC, RCC, endometrial carcinoma, cSCC, TNBC,TMB-H cancer, biliary tract cancer, 
bone cancer, pleural or peritoneal mesothelioma, or penile cancer. 

• The member is receiving benefit from therapy. Benefit is defined as: 
▪ No evidence of unacceptable toxicity while on the current regimen AND 
▪ No evidence of disease progression while on the current regimen. 

All Other Indications 
Authorization for 12 months may be granted for all members (including new members) who are 
continuing with the requested medication when all of the following criteria are met: 
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• 
 

 
 
 

 
 

 
 
 
 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

The member is currently receiving therapy with the requested medication. 
• The requested medication is being used to treat any other diagnosis or condition listed in the 

coverage criteria section. 
• The member is receiving benefit from therapy. Benefit is defined as: 

▪ No evidence of unacceptable toxicity while on the current regimen AND 
▪ No evidence of disease progression while on the current regimen. 

Summary of Evidence 
The contents of this policy were created after examining the following resources: 

• The prescribing information for Keytruda Qlex. 
• The available compendium 

▪ National Comprehensive Cancer Network (NCCN) Drugs and Biologics Compendium 
▪ Micromedex DrugDex 
▪ American Hospital Formulary Service- Drug Information (AHFS-DI) 
▪ Lexi-Drugs 
▪ Clinical Pharmacology 

• NCCN Guideline: Prostate cancer 
• NCCN Guideline: Penile cancer 
• NCCN Guideline: Thymomas and thymic carcinomas 
• NCCN Guideline: Vulvar cancer 
• NCCN Guideline: Cervical cancer 
• NCCN Guideline: Gestational Trophoblastic Neoplasia 
• NCCN Guideline: Small bowel adenocarcinoma 
• NCCN Guideline: Cutaneous melanoma 
• NCCN Guideline: Bone cancer 
• NCCN Guideline: Appendiceal neoplasms and cancers 
• NCCN Guideline: Merkel cell carcinoma 
• NCCN Guideline: Non-small cell lung cancer 
• NCCN Guideline: Breast cancer 
• NCCN Guideline: Hepatocellular carcinoma 
• NCCN Guideline: Soft tissue sarcoma 
• NCCN Guideline: Anal carcinoma 
• NCCN Guideline: Uveal melanoma 
• NCCN Guideline: Gastric cancer 
• NCCN Guideline: Esophageal and esophagogastric junction cancers 
• NCCN Guideline: Occult primary 
• NCCN Guideline: Central nervous system cancer 
• NCCN Guideline: Biliary tract cancer 
• NCCN Guideline: Bladder cancer 
• NCCN Guideline: Uterine neoplasms 
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• NCCN Guideline: Ovarian cancer/Fallopian tube cancer/Primary peritoneal cancer 
• NCCN Guideline: Head and neck cancers 
• NCCN Guideline: Vaginal cancer 
• NCCN Guideline: Peritoneal mesothelioma 
• NCCN Guideline: Pleural mesothelioma 

After reviewing the information in the above resources, the FDA-approved indications listed in the 
prescribing information for Keytruda Qlex are covered in addition to the following: 

• 
 
 
 

 
 
 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
 
 

 
 

Cutaneous melanoma 
• Non-small cell lung cancer 
• Head and neck cancer 
• Urothelial carcinoma 

▪ Bladder cancer 
▪ Primary carcinoma of the urethra 
▪ Upper genitourinary tract tumors 
▪ Urothelial carcinoma of the prostate 

• Appendiceal neoplasms and carcinoma 
• Merkel cell carcinoma 
• Gastric cancer 
• Esophageal cancer and esophagogastric junction cancer 
• Cervical cancer 
• Ovarian cancer/Fallopian tube cancer/Primary peritoneal cancer 
• Uveal melanoma  
• Endometrial carcinoma 
• Anal carcinoma 
• Central Nervous System (CNS) brain metastases 
• Biliary tract cancer 
• Hepatocellular carcinoma 
• Vulvar cancer 
• Thymic carcinoma 
• Gestational trophoblastic neoplasia 
• Occult primary cancer 
• Small bowel adenocarcinoma 
• Breast cancer 
• Prostate cancer 
• Bone Cancer 

▪ Chondrosarcoma 
▪ Chordoma 
▪ Ewing sarcoma 
▪ Osteosarcoma 

• Pediatric diffuse high-grade gliomas 
• Vaginal cancer 
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• 
 
 

Pleural or peritoneal mesothelioma 
• Penile cancer 
• Soft tissue sarcoma 

Explanation of Rationale 
Support for FDA-approved indications can be found in the manufacturer’s prescribing information. 

Support for the compendial uses in summary of evidence section can be found in the NCCN Drugs and 
Biologics Compendium. Use of information in the NCCN Drugs and Biologics Compendium for off-label 
use of drugs and biologicals in an anti-cancer chemotherapeutic regimen is supported by the Medicare 
Benefit Policy Manual, Chapter 15, section 50.4.5 (Off-Label Use of Drugs and Biologicals in an Anti-
Cancer Chemotherapeutic Regimen). 

References 
1. Keytruda Qlex [package insert]. Rahway, NJ: Merck Sharp & Dohme LLC; February 2026. 
2. The NCCN Drugs & Biologics Compendium® © 2026 National Comprehensive Cancer Network, 

Inc. Available at: https://www.nccn.org. Accessed March 16, 2026. 
 

CPT Codes / HCPCS Codes / ICD-10 Codes 

Code  Description 

Other CPT codes related to the Med B drug criteria: 

96401 Chemotherapy administration, subcutaneous or intramuscular; non-
hormonal anti-neoplastic 

HCPCS codes covered if selection criteria are met: 

J9277 Injection, pembrolizumab, 1 mg and berahyaluronidase alfa-pmph 

Other HCPCS codes related to the Med B drug criteria: 

C9257 Injection, bevacizumab, 0.25 mg 

J3263 Injection, toripalimab-tpzi, 1 mg 

J8522 Capecitabine, oral, 50 mg 

J9022 Injection, atezolizumab, 10 mg 

J9023 Injection, avelumab, 10 mg 

https://www.nccn.org
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J9035 Injection, bevacizumab, 10 mg 

J9045 Injection, carboplatin, 50 mg 

J9060 Injection, cisplatin, powder or solution, 10 mg 

J9119 Injection, cemiplimab-rwlc, 1 mg 

J9173 Injection, durvalumab, 10 mg 

J9177 Injection, enfortumab vedotin-ejfv, 0.25 mg 

J9184 Injection, gemcitabine hydrochloride (avyxa), 200 mg 

J9190 Injection, fluorouracil, 500 mg 

J9196 Injection, gemcitabine hydrochloride (accord), not therapeutically 
equivalent to j9201, 200 mg 

J9198 Injection, gemcitabine hydrochloride, (infugem), 100 mg 

J9201 Injection, gemcitabine hydrochloride, not otherwise specified, 200 mg 

J9263 Injection, oxaliplatin, 0.5 mg 

J9267 Injection, paclitaxel, 1 mg 

J9271 Injection, pembrolizumab, 1 mg 

J9272 Injection, dostarlimab-gxly, 10 mg 

J9294 Injection, pemetrexed (hospira), not therapeutically equivalent to j9305, 
10 mg 

J9296 Injection, pemetrexed (accord), not therapeutically equivalent to j9305, 
10 mg 

J9297 Injection, pemetrexed (sandoz), not therapeutically equivalent to j9305, 
10 mg 

J9299 Injection, nivolumab, 1 mg 

J9304 Injection, pemetrexed (pemfexy), 10 mg 

J9305 Injection, pemetrexed, not otherwise specified, 10 mg 

J9314 Injection, pemetrexed (teva), not therapeutically equivalent to j9305, 10 
mg 
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J9317 Injection, sacituzumab govitecan-hziy, 2.5 mg 

J9322 Injection, pemetrexed (bluepoint), not therapeutically equivalent to 
j9305, 10 mg 

J9324 Injection, pemetrexed (pemrydi rtu), 10 mg 

J9329 Injection, tislelizumab-jsgr, 1mg 

J9345 Injection, retifanlimab-dlwr, 1 mg 

J9355 Injection, trastuzumab, excludes biosimilar, 10 mg 

Q5107 Injection, bevacizumab-awwb, biosimilar, (mvasi), 10 mg 

Q5112 Injection, trastuzumab-dttb, biosimilar, (Ontruzant), 10 mg 

Q5113 Injection, trastuzumab-pkrb, biosimilar, (herzuma), 10 mg 

Q5114 Injection, Trastuzumab-dkst, biosimilar, (Ogivri), 10 mg 

Q5116 Injection, trastuzumab-qyyp, biosimilar, (trazimera), 10 mg 

Q5117 Injection, trastuzumab-anns, biosimilar, (kanjinti), 10 mg 

Q5118 Injection, bevacizumab-bvzr, biosimilar, (Zirabev), 10 mg 

Q5126 Injection, bevacizumab-maly, biosimilar, (alymsys), 10 mg 

Q5129 Injection, bevacizumab-adcd (vegzelma), biosimilar, 10 mg 

Q5146 Injection, trastuzumab-strf (hercessi), biosimilar, 10 mg 

Q5160 Injection, bevacizumab-nwgd (jobevne), biosimilar, 10 mg 

ICD-10 codes covered if selection criteria are met: 

B16.9 Acute hepatitis B without delta-agent and without hepatic coma 

B18.1 Chronic viral hepatitis B without delta-agent 

B19.10 Unspecified viral hepatitis B without hepatic coma 

C00.0–C14.8  Malignant neoplasm of lip, oral cavity and pharynx [solid tumor] 
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C15.3-C15.9 Malignant neoplasm of esophagus [solid tumor] 

C16.0-C16.9 Malignant neoplasm of stomach [including gastroesophageal (GEJ) 
adenocarcinoma/carcinoma] [solid tumor] 

C17.0-C17.9 Malignant neoplasm of small intestine [solid tumor] 

C18.0-C18.9 Malignant neoplasm of colon [solid tumor] 

C19 Malignant neoplasm of rectosigmoid junction [solid tumor] 

C20 Malignant neoplasm of rectum [solid tumor] 

C21.0-C21.8 Malignant neoplasm of anus and anal canal [solid tumor] 

C22.0 Liver cell carcinoma [Hepatocellular carcinoma] [solid tumor] 

C22.1 Intrahepatic bile duct carcinoma [biliary tract cancer] [solid tumor] 

C22.2-C22.9 Hepatoblastoma, Angiosarcoma of liver, Other sarcomas of liver, Other 
specified carcinomas of liver, Malignant neoplasm of liver, primary, 
unspecified as to type, Malignant neoplasm of liver, not specified as 
primary or secondary [solid tumor] 

C23 Malignant neoplasm of gallbladder [solid tumor] 

C24.0-C24.9 Malignant neoplasm of other and unspecified parts of biliary tract [biliary 
tract cancer] [solid tumor] 

C25.0-C26.9 Malignant neoplasm of pancreas and other and ill-defined digestive 
organs [solid tumor] 

C30.0-C33 Malignant neoplasm of nasal cavity and middle ear, accessory sinuses, 
larynx, trachea [solid tumor] 

C34.00-
C34.92 

Malignant neoplasm of bronchus and lung [nonsquamous NSCLC] [solid 
tumor] 

C37-C39.9 Malignant neoplasm of thymus, heart, mediastinum and pleura, other 
and ill-defined sites in the respiratory system and intrathoracic organs 
[solid tumor] 

C40.00 -C41.9  Malignant neoplasm of bone and articular cartilage [solid tumor] 

C43.0-C43.9  Malignant melanoma of skin [cutaneous] [solid tumor] 
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C44.00 Unspecified malignant neoplasm of skin of lip [solid tumor] 

C44.01 Basal cell carcinoma of skin of lip 

C44.02 Squamous cell carcinoma of skin of lip [cutaneous] [head and neck SCC] 
[solid tumor] 

C44.09 Other specified malignant neoplasm of skin of lip 

C44.101-
C44.1092 

Unspecified malignant neoplasm of skin of eyelid, including canthus 
[solid tumor] 

C44.111-
C44.1192 

Basal cell carcinoma of skin of eyelid, including canthus 

C44.121-
C44.1292 

Squamous cell carcinoma of skin of eyelid, including canthus 
[cutaneous] [head and neck SCC] [solid tumor] 

C44.131-
C44.1392 

Sebaceous cell carcinoma of skin of eyelid, including canthus 

C44.191-
C44.1992 

Other specified malignant neoplasm of skin of eyelid, including canthus 

C44.201-
C44.209 

Unspecified malignant neoplasm of skin of ear and external auricular 
canal [solid tumor] 

C44.211-
C44.219 

Basal cell carcinoma of skin of ear and external auricular canal 

C44.221-
C44.229 

Squamous cell carcinoma of skin of ear and external auricular canal 
[cutaneous] [head and neck SCC] [solid tumor] 

C44.291-
C44.299 

Other specified malignant neoplasm of skin of ear and external auricular 
canal 

C44.300-
C44.309 

Unspecified malignant neoplasm of skin of other and unspecified parts of 
face [solid tumor] 

C44.310-
C44.319 

Basal cell carcinoma of skin of other and unspecified parts of face 
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C44.320-
C44.329 

Squamous cell carcinoma of skin of other and unspecified parts of face 
[cutaneous] [head and neck SCC] [solid tumor] 

C44.390-
C44.399 

Other specified malignant neoplasm of skin of other and unspecified 
parts of face 

C44.40 Unspecified malignant neoplasm of skin of scalp and neck [solid tumor] 

C44.41 Basal cell carcinoma of skin of scalp and neck 

C44.42 Squamous cell carcinoma of skin of scalp and neck [cutaneous] [head 
and neck SCC] [solid tumor] 

C44.49 Other specified malignant neoplasm of skin of scalp and neck 

C44.500-
C44.509 

Unspecified malignant neoplasm of skin of trunk [solid tumor] 

C44.510-
C44.519 

Basal cell carcinoma of skin of trunk 

C44.520-
C44.529 

Squamous cell carcinoma of skin of trunk [cutaneous] [solid tumor] 

C44.590-
C44.599 

Other specified malignant neoplasm of skin of trunk 

C44.601-
C44.609 

Unspecified malignant neoplasm of skin of upper limb, including shoulder 
[solid tumor] 

C44.611-
C44.619 

Basal cell carcinoma of skin of upper limb, including shoulder 

C44.621-
C44.629 

Squamous cell carcinoma of skin of upper limb, including shoulder 
[cutaneous] [solid tumor] 

C44.691-
C44.699 

Other specified malignant neoplasm of skin of upper limb, including 
shoulder 

C44.701-
C44.709 

Unspecified malignant neoplasm of skin of lower limb, including hip [solid 
tumor] 
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C44.711-
C44.719 

Basal cell carcinoma of skin of lower limb, including hip 

C44.721-
C44.729 

Squamous cell carcinoma of skin of lower limb, including hip [cutaneous] 
[solid tumor] 

C44.791-
C44.799 

Other specified malignant neoplasm of skin of lower limb, including hip 

C44.80 Unspecified malignant neoplasm of overlapping sites of skin [solid tumor] 

C44.81 Basal cell carcinoma of overlapping sites of skin 

C44.82 Squamous cell carcinoma of overlapping sites of skin [cutaneous] [solid 
tumor] 

C44.89 Other specified malignant neoplasm of overlapping sites of skin 

C44.90 Unspecified malignant neoplasm of skin, unspecified [solid tumor] 

C44.91 Basal cell carcinoma of skin, unspecified 

C44.92 Squamous cell carcinoma of skin, unspecified [cutaneous] [solid tumor] 

C44.99 Other specified malignant neoplasm of skin, unspecified 

C4A.0-C4A.9 Merkel cell carcinoma [solid tumor] 

C45.0 Mesothelioma of pleura [malignant] [solid tumor] 

C45.1-C45.9 Mesothelioma of peritoneum, pericardium, other sites, unspecified [solid 
tumor] 

C46.0-C46.9 Kaposi's sarcoma [solid tumor] 
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C47.0-C49.A9 Malignant neoplasm of peripheral nerves and autonomic nervous system 
[solid tumor] 

C50.011 - 
C50.A2 

Malignant neoplasm of breast [solid tumor] 

C51.0-C52  Malignant neoplasm of vulva and vagina [solid tumor] 

C53.0-C53.9 Malignant neoplasm of cervix uteri [cervical cancer] [solid tumor] 

C54.0 Malignant neoplasm of isthmus uteri [solid tumor] 

C54.1 Malignant neoplasm of endometrium [endometrial carcinoma] [solid 
tumor] 

C54.2-C54.9 Malignant neoplasm of myometrium, fundus uteri, overlapping sites of 
corpus uteri, corpus uteri, unspecified 

C55-C58 Malignant neoplasm of uterus, part unspecified, ovary, other and 
unspecified female genital organs, placenta [solid tumor] 

C60.0-C63.9  Malignant neoplasm of male genital organs [solid tumor] 

C64.1-C64.9 Malignant neoplasm of kidney, except renal pelvis [renal cell carcinoma] 
[solid tumor] 

C65.1-C65.9 Malignant neoplasm of renal pelvis [urothelial cancer/carcinoma] [solid 
tumor] 

C66.1-C66.9 Malignant neoplasm of ureter [urothelial cancer/carcinoma] [solid 
tumor] 

C67.0-C67.9 Malignant neoplasm of bladder [BCG unresponsive, high risk, non-
muscle invasive, with or without papillary tumors] [urothelial 
cancer/carcinoma] [solid tumor] 

C68.0-C68.9 Malignant neoplasm of other and unspecified urinary organs [solid 
tumor] 

C69.00 - C70.9  Malignant neoplasm of eye, brain and meninges [solid tumor] 

C73 – C75.9  Malignant neoplasms of thyroid and other endocrine glands [solid 
tumors] 
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C76.0–C80.2  Malignant neoplasms of ill-defined, other secondary and unspecified 
sites [solid tumors]  

C7A.00 - 
C7A.8  

Malignant neuroendocrine tumors [solid tumors]  

C7B.00 – 
C7B.8  

Secondary neuroendocrine tumors [solid tumors]  

D00.00 - 
D09.9  

Carcinoma in situ [includes CIS bladder] [solid tumors]  

ICD-10 codes not covered for indications listed in the Med B drug criteria: 

C71.0-C71.9 Malignant neoplasm of brain [pediatric TMB-H CNS cancers] 

C72.0-C72.9 Malignant neoplasm of spinal cord, cranial nerves and other parts of 
central nervous system [pediatric TMB-H CNS cancers] 

 

Revision History 

Date Version Update Revisions 
03/01/2026 2025 New Criteria Policy effective. 

10/01/2026 2026a Criteria Change Added coverage for the following cancers: appendiceal, 
uveal melanoma, CNS brain mets, vulvar, thymic, gestational 
trophoblastic neoplasia, occult primary, prostate, pediatric 
diffuse high-grade glioma, vaginal, penile, chordoma, small 
bowel adenocarcinoma, epithelial ovarian, fallopian tube, 
primary peritoneal, anal carcinoma, and soft tissue 
sarcomas, per NCCN and FDA label update.  
Updated coverage for the following cancers: NSCLC, head & 
neck, urothelial carcinoma, solid tumors, Merkel cell 
carcinoma, gastric, esophageal, cervical, endometrial, and 
mesothelioma per NCCN recommendation that may be 
substituted for IV pembrolizumab.  
For biliary tract cancers, expanded coverage for 
intrahepatic/extrahepatic cholangiocarcinoma and 
gallbladder cancer, removed regimen and stage 
requirement per NCCN.  
For HCC, removed requirement that disease must be 
secondary to HBV, per NCCN.  
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For BC, added coverage for use with sacituzumab for 
recurrent unresectable or metastatic TNBC, per NCCN. 

 

See Evidence of Coverage for a complete description of plan benefits, exclusions, limitations and conditions of 
coverage. Plan features and availability may vary by service area. 
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