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Reference number(s) 
5850-A 

Specialty Guideline Management 
Zynyz 

Products Referenced by this Document 
Brand Name Generic Name 

Zynyz retifanlimab-dlwr 

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 

Squamous Cell Carcinoma of the Anal Canal 
Zynyz, in combination with carboplatin and paclitaxel, is indicated for the first-line treatment of adult 
patients with inoperable locally recurrent or metastatic squamous cell carcinoma of the anal canal (SCAC). 

Zynyz, as a single agent, is indicated for the treatment of adult patients with locally recurrent or metastatic 
SCAC with disease progression on or intolerance to platinum-based chemotherapy. 

Merkel Cell Carcinoma 
Zynyz is indicated for the treatment of adult patients with metastatic or recurrent locally advanced Merkel 
cell carcinoma (MCC). 

All other indications are considered experimental/investigational and not medically necessary. 

Compendial Uses2 
Merkel cell carcinoma 
Squamous cell carcinoma of the anal canal 
Appendiceal neoplasms and cancers 
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Colorectal cancer 
Small bowel adenocarcinoma 

Documentation 
Submission of the following information is necessary to initiate the prior authorization review: 
Documentation of laboratory report confirming microsatellite instability-high (MSI-H), mismatch repair 
deficient (dMMR), or polymerase epsilon/delta (POLE/POLD1) tumor status with ultra-hypermutated 
tumor mutational burden [TMB] (greater than 50 mutations/megabase [mut/Mb]), where applicable. 

Exclusions 
Coverage will not be provided for members who have experienced disease progression while on PD-1 or 
PD-L1 inhibitor therapy. 

Coverage Criteria 

Merkel Cell Carcinoma (MCC)1,2 
Authorization of 6 months may be granted as a single agent for treatment of locally advanced, regional, or 
metastatic MCC. 

Squamous Cell Carcinoma of the Anal Canal (SCAC)1,2 
Authorization of 6 months may be granted for treatment of SCAC when either of the following criteria is 
met: 

• The requested medication will be used in combination with carboplatin and paclitaxel for one the 
following: 
 Primary treatment of metastatic disease. 
 Treatment of recurrent disease. 

• The requested medication will be used as a single agent for subsequent therapy for locally 
recurrent or metastatic disease if the member has progressed on or is intolerant to platinum-based 
chemotherapy. 

Appendiceal Neoplasms and Cancers2 
Authorization of 6 months may be granted as a single agent for treatment of recurrent, progressive, or 
metastatic deficient mismatch repair/microsatellite instability-high (dMMR/MSI-H) or polymerase 
epsilon/delta (POLE/POLD1) mutation with ultra-hypermutated phenotype (e.g., tumor mutational burden 
[TMB] greater than 50 mut/Mb) appendiceal neoplasms and cancers. 



Reference number(s) 
5850-A 

 

Colorectal Cancer2 
Authorization of 6 months may be granted as a single agent for treatment of locally unresectable, 
medically inoperable, advanced, recurrent, or metastatic deficient mismatch repair/microsatellite 
instability-high (dMMR/MSI-H) or polymerase epsilon/delta (POLE/POLD1) mutation with ultra-
hypermutated phenotype (e.g., tumor mutational burden [TMB] greater than 50 mut/Mb) colorectal 
cancer (including appendiceal adenocarcinoma). 

Small Bowel Adenocarcinoma2 
Authorization of 6 months may be granted as a single agent for treatment of deficient mismatch 
repair/microsatellite instability-high (dMMR/MSI-H) or polymerase epsilon/delta (POLE/POLD1) mutation 
with ultra-hypermutated phenotype (e.g., tumor mutational burden [TMB] greater than 50 mut/Mb) small 
bowel adenocarcinoma when either of the following criteria is met: 

• The requested medication will be used as primary treatment for locally unresectable or medically 
inoperable disease. 

• The requested medication will be used for advanced or metastatic disease. 

Continuation of Therapy 

Squamous Cell Carcinoma of the Anal Canal1,2 
Authorization of 6 months may be granted (up to 12 months total) for continued treatment in combination 
with carboplatin and paclitaxel in members requesting reauthorization for SCAC when there is no 
evidence of unacceptable toxicity or disease progression while on the current regimen. 

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

All Other Indications1,2 
Authorization of 6 months may be granted (up to 24 months total) for continued treatment in members 
requesting reauthorization for an indication listed in the coverage criteria section when there is no 
evidence of unacceptable toxicity or disease progression while on the current regimen. 
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