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Abstract
One of the key oncogenic drivers in patients with non-small-cell lung cancer is rearrangements to the
anaplastic lymphoma kinase, or ALK, gene. Inhibitors of this gene have led to promising responses in
patients, but the gene rearrangements complicate treatment efforts by facilitating the emergence of drug
resistance. To help overcome this, researchers are turning to the drug ceritinib. Results from the recent
phase 2 ASCEND-9 study showed that ceritinib can lead to effective treatment responses when similar
drugs like alectinib stop working. Ceritinib is a selective oral ALK inhibitor that’s been approved for
treating patients with metastatic ALK-positive non-small-cell lung cancer. The drug has demonstrated
signi�cant and meaningful improvements in progression-free survival in global phase 3 trials compared
to chemotherapy. However, the e�cacy and safety of ceritinib in patients who’ve grown resistant to the
ALK inhibitor alectinib hasn’t been clear. To answer this question, researchers used ceritinib to treat 20
patients with stage IIIb or IV ALK-positive non-small-cell lung cancer who had previously been managed
with alectinib. The median duration of exposure to ceritinib was 3.7 months. The primary endpoint was
overall response rate, de�ned as the proportion of patients with a best overall con�rmed response of
complete response or partial response. The median duration of follow-up was 11.6 months. The results
showed an overall response rate to ceritinib of 25%, including one complete response. In addition, one
responder with partial response had an L1196M ALK mutation. The team also measured a disease
control rate of 70%, and among patients who showed measurable disease at baseline, over 70%
experienced a decrease in tumor burden. The median time to response was 1.8 months, and the median
duration of response was 6.3 months. Beyond these promising statistics, the treatment also appeared to
be safe, with no new or unexpected safety concerns identi�ed. Overall, these �ndings demonstrate that
ceritinib is capable of meaningful antitumor activity in ALK-rearranged patients with advanced non-smell-
cell lung cancer who have failed prior alectinib. Based on the results of this prospective trial, ceritinib
could be considered a viable treatment option for this group.


