selpercatinib (Retevmo™)
EOCCO POLICY

Policy Type: PA/SP

Pharmacy Coverage Policy: EOCCO192

Description
Selpercatinib (Retevmo) is an orally administered kinase inhibitor of RET.
Length of Authorization
 N/A
Quantity Limits
Product Name

Dosage Form

Indication
RET Fusion-Positive NonSmall Cell Lung Cancer

40 mg capsules
RET-Mutant Medullary
Thyroid Cancer

selpercatinib
(Retevmo)
80 mg capsules

RET Fusion-Positive Thyroid
Cancer, in those that are
radioactive iodine
refractory

Quantity Limit

180 capsules/30 days

120 capsules/30 days

Initial Evaluation
I.

Selpercatinib (Retevmo) is considered investigational when used for all indications, including but
not limited to Non-Small Cell Lung Cancer and Thyroid Cancer.

Renewal Evaluation
I.

N/A

Supporting Evidence
I.

II.

RET, a transmembrane receptor protein, is present at the surface of several tissue types.
Alterations include fusions and point mutations – both are oncogenic drivers. Selpercatinib
(Retevmo) is the first FDA-approved therapy that targets RET alterations specifically.
Selpercatinib (Retevmo) is a kinase inhibitor of RET. It is FDA-approved for adults with
metastatic RET fusion-positive non-small-cell lung cancer (NSCLC), advanced or metastatic RET-
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III.

IV.

V.

VI.

mutant medullary thyroid cancer (MTC) in patients age 12 years and older, and advanced or
metastatic RET fusion-positive thyroid cancer who are radioactive iodine (RAI)-refractory in
patients age 12 years and older.
RET fusion-positive NSCLC, advanced or metastatic: First-line treatment options include
cabozantinib (Cometriq®) or vandetanib (Caprelsa®) (not FDA-approved for lung cancer) or
combinations of platinum-based chemotherapy, anti-PD-1/PD-L1 therapy, pemetrexed, and
bevacizumab. In the second-line setting, additional options include various immunotherapy and
chemotherapy treatments (e.g., taxanes, gemcitabine).
RET-mutant MTC, advanced or metastatic: Systemic treatment may be warranted for high
volume, symptomatic or progressive MTC. General treatment options include cabozantinib
(Cometriq) or vandetanib (Caprelsa).
RET fusion-positive thyroid cancer: In persistent/recurrent or metastatic disease, radioactive
iodine (RAI) is recommended. In those not amenable to RAI, general treatment options include
lenvatinib (Lenvima®) or sorafenib (Nexavar®).
Selpercatinib (Retevmo) is being evaluated in one Phase 1/2, open-label, multi-cohort, singlearm trial in patients with RET abnormal, advanced solid tumors Interim results showed potential
antitumor activity, based on objective response rate (ORR), in the three FDA-approved settings.
Additional outcomes: progression-free survival (PFS) and overall survival (OS) at 12 months.
 RET fusion-positive NSCLC: Patients were advanced or metastatic, progressed on platinumbased chemotherapy or were systemic treatment naïve. Over half of pretreated patients
also received anti-PD1/PD-L1 therapy (n=58).
 RET-mutant MTC: 98% had metastatic disease, and patients were previously treated with
cabozantinib (Cometriq) and/or vandetanib (Caprelsa), or were treatment naïve to both. Ten
patients were previously treated with platinum chemotherapy or anti-PD1/PD-L1 therapy.
 RET fusion-positive TC: Patients were not amenable to RAI therapy, and may have been
treated with lenvatinib (Lenvima) and/or sorafenib (Nexavar), or were naïve to both.

Outcome
ORR (n)
CR (n)
PR (n)
PFS (months)
OS, 12 months (%)
Outcome
ORR (n)
CR (n)
PR (n)

Clinical Efficacy in Pretreated Patients
RET Fusion+ NSCLC (n=105)
RET-Mutant MTC (n=55)
67 (64%)
38 (69%)
2 (2%)
5 (9%)
65 (62%)
33 (60%)
16.5 (13.7-NE)
NE
88%
87%
Clinical Efficacy in Treatment-Naïve Patients
RET Fusion+ NSCLC (n=39)
RET-Mutant MTC (n=88)
33 (85%)
64 (73%)
0
10 (11%)
33 (85%)
54 (61%)
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RET Fusion-Positive TC (n=19)
15 (79%)
1 (5%)
14 (74%)
20 (9.4-NE)
NR
RET Fusion-Positive TC (n=8)
8 (100%)
1 (12.5%)
7 (87.5%)
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PFS (months)
OS, 12 months (%)

VII.

VIII.

IX.

X.

NE
NR

23.6 (NE-NE)
NR

NE
NR

Selpercatinib (Retevmo) was FDA-approved under the accelerated approval pathway based on
ORR. Continued approval may be contingent upon verification and description of clinical benefit
in confirmatory trials. This therapy is being evaluated in multiple other clinical Phase 2 and
Phase 3 trials. The quality of the evidence is considered low at this time given the open-label
trial design and lack of comparator arm. Given the observational data, medication efficacy
remains uncertain. Additionally, the medication has an unfavorable safety profile.
As of June 2020, safety data are based on a pooled population in 702 patients, 65% were
exposed for six months or greater, and 34% were exposed for over one year. Ninety-five percent
of patients received 160 mg twice daily.
Warnings and precautions: hepatotoxicity, hypertension, QT interval prolongation, hemorrhagic
events, hypersensitivity, impaired wound healing and embryo-fetal toxicity. There are no
contraindications. Serious adverse reactions occurred in 33% of patients. The most frequent was
pneumonia. Fatal adverse reactions occurred in 3% of individuals due to sepsis (n=1), cardiac
arrest (n=3), respiratory failure (N=3).
Common adverse reactions (≥25%): increase liver enzymes, laboratory abnormalities (≥25%
each, glucose, leukocytes, albumin, calcium, creatinine, alkaline phosphatase, platelets,
cholesterol, sodium), dry mouth, diarrhea, hypertension, fatigue, edema, rash, constipation.
Permanent discontinuation due to adverse reactions occurred in 5%, dose interruptions in 42%,
and dose reduction in 31% of patients.

Investigational or Not Medically Necessary Uses
I. Selpercatinib (Retevmo) has not been sufficiently studied for safety and efficacy for any condition
to date.
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