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Prior Authorization: Alecensa

Products Affected: Alecensa (alectinib) oral capsule

Medication Description:
Certain patients with non-small cell lung cancer (NSCLC) have tumors that contain an inversion in chromosome 2 that
juxtaposes the 5' end of the echinoderm microtubule-associated protein-like 4 (EML4) gene with the 3' end of the
anaplastic lymphoma kinase (ALK) gene, resulting in the novel fusion oncogene EML4-ALK. This fusion oncogene
rearrangement is transforming both in vitro and in vivo and defines a distinct clinicopathologic subset of NSCLC.
Tumors that contain the EML4-ALK fusion oncogene or its variants are associated with specific clinical features,
including never or light smoking history, younger age, and adenocarcinoma with signet ring or acinar histology. ALK
%ene arrangements are largely mutually exclusive with epidermal growth factor receptor (EGFR) or KRAS mutations.
creening for this fusion gene in NSCLC is important, as "ALK-positive" tumors (tumors harboring a rearranged ALK
gene/fusion protein) are highly sensitive to therapy with ALK-targeted inhibitors.

In certain NSCLC populations, the ALK rearrangement is a relatively rare event. In the initial report, 5 of 75 lung tumors
(7 percent) demonstrated expression of the fusion transcript. The overall incidence of ALK gene rearrangements in
subsequent series has been about 4 percent. Except in rare cases, the presence of ALK gene rearrangements in NSCLC
tumors tends to occur independent of epidermal growth factor receptor (EGFR) or KRAS mutations. Similar frequencies
of ALK gene rearrangements have been reported in Asian and Western populations.

While the overall frequency of ALK fusion oncogene in the general NSCLC population is low, knowledge of the
clinicopathologic features enables enrichment for this genetically defined subset. In one study in which patients were
selected for genetic screening based on clinical features commonly associated with EGFR mutation, including never/light
smoking status and adenocarcinoma histology, 13 percent harbored the ALK fusion oncogene. Within the group of never
or light smokers in this study, the frequency of ALK positivity was 22 percent, and among never or light smokers who did
not have an EGFR mutation, the frequency was 33 percent . These findings suggest that in NSCLC patients with clinical
characteristics associated with EGFR mutation but with negative EGFR testing, as many as one in three may harbor the
ALK fusion oncogene.

Two tyrosine kinase (TK) inhibitors, crizotinib and ceritinib, have established roles in the treatment of anaplastic
lymphoma kinase (ALK) fusion oncogene positive NSCLC, and additional agents are under development. While
crizotinib is highly active in patients with ALK-positive NSCLC, almost all patients develop resistance to the drug,
typically within the first few years of treatment. Alectinib is another second generation ALK inhibitor that has activity in
crizotinib resistant disease with reported activity in brain metastases.

Covered Uses:
1. Anaplastic lymphoma kinase (ALK)-positive, metastatic non-small cell lung cancer (NSCLC) as detected by an
FDA-approved test

Exclusion Criteria: N/A

Required Medical Information:
1. Confirmed ALK-positive NSCLC as detected by an FDA-approved test

Age Restrictions: 18 years or older

Prescriber Restrictions: Prescribed by, or in consultation with, an Oncologist

Coverage Duration: 3 years
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Other Criteria:

Anaplastic lymphoma kinase (ALK)-positive, metastatic non-small cell lung cancer (NSCLC)

A. The patient has metastatic ALK-positive NSCLC as detected by an FDA-approved test.
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