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Pembrolizumab plus Chemotherapy in Advanced Triple-Negative Breast Cancer
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Abstract

BACKGROUND

In an interim analysis of this phase 3 trial, the addition of pembrolizumab to chemotherapy
resulted in longer progression-free survival than chemotherapy alone among patients with
advanced triple-negative breast cancer whose tumors expressed programmed death ligand 1
(PD-L1) with a combined positive score (CPS; the number of PD-L1 - staining tumor cells,
lymphocytes, and macrophages, divided by the total number of viable tumor cells, multiplied by
100) of 10 or more. The results of the final analysis of overall survival have not been reported.
METHODS

We randomly assigned patients with previously untreated locally recurrent inoperable or
metastatic triple-negative breast cancer in a 2:1 ratio to receive pembrolizumab (200 mg) every 3
weeks plus the investigator’ s choice of chemotherapy (nanoparticle albumin-bound paclitaxel,
paclitaxel, or gemcitabine - carboplatin) or placebo plus chemotherapy. The primary end points
were progression-free survival (reported previously) and overall survival among patients whose
tumors expressed PD-L1 with a CPS of 10 or more (the CPS-10 subgroup), among patients whose
tumors expressed PD-L1 with a CPS of 1 or more (the CPS-1 subgroup), and in the
intention-to-treat population. Safety was also assessed.

RESULTS

A total of 847 patients underwent randomization: 566 were assigned to the pembrolizumab -
chemotherapy group, and 281 to the placebo - chemotherapy group. The median follow-up was
44.1 months. In the CPS-10 subgroup, the median overall survival was 23.0 months in the
pembrolizumab - chemotherapy group and 16.1 months in the placebo - chemotherapy group
(hazard ratio for death, 0.73; 95% confidence interval [Cl], 0.55 to 0.95; two-sided P=0.0185
[criterion for significance met]); in the CPS-1 subgroup, the median overall survival was 17.6 and
16.0 months in the two groups, respectively (hazard ratio, 0.86; 95% Cl, 0.72 to 1.04; two-sided
P=0.1125 [not significant]); and in the intention-to-treat population, the median overall survival
was 17.2 and 15.5 months, respectively (hazard ratio, 0.89; 95% Cl, 0.76 to 1.05 [significance not
tested]). Adverse events of grade 3, 4, or 5 that were related to the trial regimen occurred in 68.1%
of the patients in the pembrolizumab - chemotherapy group and in 66.9% in the placebo -
chemotherapy group, including death in 0.4% of the patients in the pembrolizumab -

chemotherapy group and in no patients in the placebo - chemotherapy group.

CONCLUSIONS
Among patients with advanced triple-negative breast cancer whose tumors expressed PD-L1 with
a CPS of 10 or more, the addition of pembrolizumab to chemotherapy resulted in significantly
longer overall survival than chemotherapy alone. (Funded by Merck Sharp and Dohme;
KEYNOTE-355
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