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Nivolumab versus Docetaxel in Advanced
Nonsquamous Non-Small-Cell Lung Cancer

H. Borghaei, L. Paz-Ares, L. Horn, D.R. Spigel, M. Steins, N.E. Ready, L.Q. Chow,
E.E. Vokes, E. Felip, E. Holgado, F. Barlesi, M. Kohlhiufl, O. Arrieta, M.A. Burgio,
J. Fayette, H. Lena, E. Poddubskaya, D.E. Gerber, S.N. Gettinger, C.M. Rudin,
N. Rizvi, L. Crind, G.R. Blumenschein, Jr., S.J. Antonia, C. Dorange,

C.T. Harbison, F. Graf Finckenstein, and J.R. Brahmer

ABSTRACT

BACKGROUND

Nivolumab, a fully human IgG4 programmed death 1 (PD-1) immune-checkpoint-
inhibitor antibody, disrupts PD-1-mediated signaling and may restore antitumor
immunity.

METHODS

In this randomized, open-label, international phase 3 study, we assigned patients
with nonsquamous non-small-cell lung cancer (NSCLC) that had progressed dur-
ing or after platinum-based doublet chemotherapy to receive nivolumab at a dose
of 3 mg per kilogram of body weight every 2 weeks or docetaxel at a dose of 75 mg
per square meter of body-surface area every 3 weeks. The primary end point was
overall survival.
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Progression-free Survival
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Nivolumab in Nonsquamous Non-Small-Cell Lung Cancer

TO THE EDITOR: In the article on the CheckMate
057 trial, Borghaei et al. (Oct. 22 issue)' provide
data on overall and progression-free survival
among patients with advanced nonsquamous
non-small-cell lung cancer who were receiving
either nivolumab or docetaxel. In this trial,
docetaxel initially appeared to have better out-
comes than nivolumab, but the trends were re-
versed after 9 months (Fig. 1 of the article, avail-
able at NEJM.org). In such instances in which
hazard functions for two treatment groups cross
during the study follow-up, it is not clear how to
interpret the observed hazard ratios of 0.73 for
death and 0.92 for disease progression or death
for nivolumab as compared with docetaxel. An
alternative is to use the restricted mean survival
time to quantify the treatment benefit.>® For
overall survival, an estimated restricted mean
survival time up to 24 months for nivolumab is
the area under the Kaplan—Meier curve up to
24 months, which is 13 months. In other words,
future patients receiving nivolumab for 2 years

would survive for an average of 13 months. The
difference in the restricted mean survival time
between the two groups would be 1.7 months
(95% confidence interval [CI], 0.4 to 3.1) in favor
of nivolumab.** For progression-free survival, the
difference in the restricted mean survival time is
1.3 months (95% CI, 0.2 to 2.3), again in favor of
nivolumab. This quantification of treatment ben-
efit has a much clearer clinical interpretation
than its hazard-ratio counterpart, especially in
cases in which hazard functions for two groups
Cross.
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Gefitinib or Carboplatin—Paclitaxel in Pulmonary

Adenocarcinoma

Tony S. Mok, M.D., Yi-Long Wu, M.D., F.A.C.S., Sumitra Thongprasert, M.D., Chih-Hsin Yang, M.D., Ph.D.,
Da-Tong Chu, M.D., Nagahiro Saijo, M.D., Ph.D., Patrapim Sunpaweravong, M.D., Baohui Han, M.D,,
Benjamin Margono, M.D., Ph.D., F.C.C.P, Yukito Ichinose, M.D., Yutaka Nishiwaki, M.D., Ph.D.,

Yuichiro Ohe, M.D., Ph.D,, Jin-Ji Yang, M.D., Busyamas Chewaskulyong, M.D., Haiyi Jiang, M.D.,

Emma L. Duffield, M.Sc., Claire L. Watkins, M.Sc., Alison A. Armour, F.R.C.R., and Masahiro Fukuoka, M.D., Ph.D.

ABSTRACT

BACKGROUND
Previous, uncontrolled studies have suggested that first-line treatment with gefitinib
would be efficacious in selected patients with non—small-cell lung cancer.

METHODS
In this phase 3, open-label study, we randomly assigned previously untreated patients
in East Asia who had advanced pulmonary adenocarcinoma and who were nonsmok-
ers or former light smokers to receive gefitinib (250 mg per day) (609 patients) or car-
boplatin (at a dose calculated to produce an area under the curve of 5 or 6 mg per
milliliter per minute) plus paclitaxel (200 mg per square meter of body-surface area)
(608 patients). The primary end point was progression-free survival.

From the State Key Laboratory in Oncol-
ogy in South China, Sir YK Pao Centre for
Cancer, Department of Clinical Oncolo-
gy, Chinese University of Hong Kong,
Hong Kong (T.5.M.), Guangdong Gener-
al Hospital, Guangzhou (Y-LW., ].-].Y.),
Cancer Hospital, Chinese Academy of
Medical Sciences, Beijing (D.-T.C.), and
Shanghai Chest Hospital, Shanghai (B.H.)
— all in China; Maharaj Nakorn Chiang
Mai Hospital, Chiang Mai University,
Chiang Mai (5.T., B.C)), and Prince of
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