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IN BRIEF

A New Non-Small Cell Lung Cancer
Indication for Osimertinib (Tagrisso)

The oral kinase inhibitor osimertinib (Tagrisso -
AstraZeneca), which has been available for years for
treatment of non-small cell lung cancer (NSCLC) in
adults with epidermal growth factor receptor (EGFR)
exon 19 deletions or exon 21 L858R mutations, has now
been approved for treatment of unresectable stage Il
EGFR-mutated NSCLC." About 20-30% of patients with
NSCLC have locally advanced stage Ill NSCLC, and
60-90% of these patients have unresectable disease.
Osimertinib is the first targeted therapy to be approved
for the new indication.

MECHANISM OF ACTION — Osimertinib is a kinase
inhibitor of EGFR; it binds to certain mutant forms of
EGFR and disrupts EGFR signaling functions.

CLINICAL STUDIES — FDA approval of osimertinib
for the new indication was based on the results of
a double-blind trial (LAURA) in 216 patients with
unresectable EGFR-mutated stage Ill NSCLC who
did not have disease progression during or after
chemoradiotherapy. Patients were randomized to
receive osimertinib or placebo once daily until disease
progression or unacceptable toxicity occurred.
Median progression-free survival, the primary
endpoint, was significantly longer with osimertinib
than with placebo (39.1 months vs 5.6 months).
About 65% of patients in the osimertinib arm were
alive and progression free at 24 months compared to
13% of those in the placebo arm. Osimertinib reduced
the risk of disease progression and the incidence of
distant metastases, including new brain and lung
lesions, compared to placebo. The objective response
rate was higher (57% vs 33%) and the median duration
of response was longer (36.9 months vs 6.5 months)
with osimertinib than with placebo.?
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Table 1. FDA-Approved Indications of Osimertinib

» Adjuvant treatment of NSCLC after tumor resection in adults
whose tumors have EGFR exon 19 deletions or exon 21 L858R
mutations.

» Treatment of locally advanced, unresectable stage Ill NSCLC in
adults whose disease has not progressed during or following
concurrent or sequential platinum-based chemoradiation
therapy and whose tumors have EGFR exon 19 deletions or
exon 21 L858R mutations.

» First-line treatment of metastatic NSCLC in adults whose tumors
have EGFR exon 19 deletions or exon 21 L858R mutations.

» First-line treatment in combination with pemetrexed and plat-
inum-based chemotherapy for locally advanced or metastatic
NSCLC in adults whose tumors have EGFR exon 19 deletions or
exon 21 L858R mutations.

» Treatment of EGFR T790M mutation-positive NSCLC in adults
whose disease progressed on or after EGFR tyrosine kinase
inhibitor therapy.

ADVERSE EFFECTS — In the LAURA trial, the most
common adverse effects of osimertinib were
radiation pneumonitis, diarrhea, and rash. QT-interval
prolongation and torsades de pointes, cardiomyopathy,
keratitis, Stevens-Johnson syndrome, erythema
multiforme major, cutaneous vasculitis, and aplastic
anemia have been reported with use of the drug.

DRUG INTERACTIONS — Coadministration of CYP3A4
inducers® can decrease serum concentrations of
osimertinib and possibly its efficacy and should be
avoided; if concurrent administration is necessary,
the dosage of osimertinib should be increased to
160 mg once daily. Osimertinib can increase the
exposure of drugs that are substrates of breast
cancer resistant protein (BCRP) or P-glycoprotein (P-
gp). Administration of other drugs that also prolong
the QT interval can increase the risk of torsades
de pointes.

DOSAGE, ADMINISTRATION, AND COST — Tagrisso is
supplied in 40- and 80-mg tablets. The recommended
dosage forthe newindicationis 80 mgtakenoncedaily
until disease progression or unacceptable toxicity
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