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Reference number(s) 
1685-A 

Specialty Guideline Management 
Zelboraf 

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 

Zelboraf vemurafenib 

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 
• Zelboraf is indicated for the treatment of patients with unresectable or metastatic melanoma with

BRAF V600E mutation as detected by an FDA-approved test.

• Zelboraf is indicated for the treatment of patients with Erdheim-Chester Disease with BRAF V600
mutation.

Limitation of use 
Zelboraf is not indicated for treatment of patients with wild-type BRAF melanoma. 

Compendial Uses2-9 
• Non-small cell lung cancer, BRAF V600E mutation-positive
• Hairy cell leukemia
• Thyroid carcinoma, papillary
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• Glioma, BRAF V600 activating mutation-positive 
• Meningioma, BRAF V600 activating mutation-positive 
• Astrocytoma, BRAF V600 activating mutation-positive 
• Cutaneous melanoma 
• Histiocytic Neoplasms 

 Erdheim-Chester Disease 
 Langerhans Cell Histiocytosis  

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

Documentation 
Submission of BRAF mutation documentation is necessary to initiate the prior authorization review for 
applicable indications as outlined in Coverage Criteria. 

Coverage Criteria 

Cutaneous Melanoma1-4 
Authorization of 12 months may be granted for treatment of BRAF V600 mutation positive (e.g., BRAF 
V600E or V600K mutations) cutaneous melanoma in any of the following settings: 

• Unresectable or metastatic disease when used either: 
 as a single agent, if BRAF/MEK inhibitor combination therapy is contraindicated 
 in combination with cobimetinib (Cotellic) with or without atezolizumab (Tecentriq) or 

atezolizumab and hyaluronidase-tqjs (Tecentriq Hybreza) 
• Neoadjuvant therapy in combination with cobimetinib (Cotellic) if immunotherapy is 

contraindicated when the member has had an unacceptable toxicity to dabrafenib (Tafinlar) in 
combination with trametinib (Mekinist) or dabrafenib/trametinib are less desirable based on 
side-effect profiles. 

• Adjuvant treatment of resected stage III disease in combination with cobimetinib (Cotellic) 
when the member has had an unacceptable toxicity to dabrafenib (Tafinlar) in combination with 
trametinib (Mekinist) or dabrafenib/trametinib are less desirable based on side-effect profiles. 

• Limited resectable local satellite/in-transit recurrent disease in combination with cobimetinib 
(Cotellic) when the member has had an unacceptable toxicity to dabrafenib (Tafinlar) in 
combination with trametinib (Mekinist) or dabrafenib/trametinib are less desirable based on 
side-effect profiles. 
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Central Nervous System Cancer2,5-8 
Authorization of 12 months may be granted for treatment of BRAF V600 mutation-positive (e.g., BRAF 
V600E or V600K mutation) gliomas, meningiomas, or astrocytomas. 

Histiocytic Neoplasms1,2 
Authorization of 12 months may be granted for treatment of BRAF V600 mutation-positive (e.g., BRAF 
V600E or V600K mutation) Erdheim-Chester disease or Langerhans cell histiocytosis as a single agent. 

Non-small Cell Lung Cancer (NSCLC)2 
Authorization of 12 months may be granted for treatment of BRAF V600E mutation-positive advanced, 
recurrent, or metastatic NSCLC, as a single agent, if the combination of dabrafenib (Tafinlar) plus 
trametinib (Mekinist) is not tolerated and the member has not experienced disease progression on BRAF-
targeted therapy. 

Hairy Cell Leukemia2 
Authorization of 12 months may be granted for treatment of hairy cell leukemia for either of the following: 

• Subsequent therapy as a single agent or in combination with rituximab, or 
• Initial therapy in combination with obinutuzumab or rituximab for members who are unable to 

tolerate purine analogs 

Thyroid Carcinoma9 
Authorization of 12 months may be granted when all of the following criteria are met: 

• Member has recurrent or metastatic papillary thyroid carcinoma that is refractory to radioactive 
iodine (RAI) therapy. 

• Tumor is positive for BRAF V600E. 

Continuation of Therapy 
Authorization of 12 months may be granted 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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