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PRIME FOLFOX 253/276 i i 7.9 87 202 192
(=RBB)  roLFOR+Pmab  259/272 i i 10.1 73 260 156
20050181 FOLFIRI 211/294 10 13 4.4 40 139 111
(ZRBF)  [OLFRI+Pmab  204/299 41 15 6.4 48 162  11.8
20020408 BSC 63/114 0 0 78 738 - i
(3rd line) BSC+Pmab 73/99 16 1 1418 748 - i
OPUS FOLFOX 46/78 30 48 5.8 78 178 178
(=RBE)  roLrox+Cmab  36/94 61 36 12.0 56 207 134
FIRE3 FOLFIRI+Bmab  171/86  59.6 51 102 101 256 206
(=RBF)  rolFRI+Cmab  171/92 565 38 10.4 75 331 209
CALGB/SW  Chemotherapy  256/303  53.8 i 11.0 = | e | -
0G80405 +Bmab
(—RiaH) Chemotherapy ~ 270/308  68.6 - 11.2 - 32.0 -

+Cmab

Chemotherapy: mFOLFOX6 & 7= FOLFIRI
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L>/\N\F=7J  VEGFR1, VEGFR2, VEGFR3, FGFR1,PDGFR,
c-KIT, RET
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Lenvatinib plus Pembrolizumab
for Advanced Endometrial Cancer

BACKGROUND
Standard therapy for advanced endometrial cancer after failure of platinum-based
chemotherapy remains unclear.

METHODS

In this phase 3 trial, we randomly assigned, in a 1:1 ratio, patients with advanced
endometrial cancer who had previously received at least one platinum-based chemo-
therapy regimen to receive either lenvatinib (20 mg, administered orally once
daily) plus pembrolizumab (200 mg, administered intravenously every 3 weeks) or
chemotherapy of the treating physician’s choice (doxorubicin at 60 mg per square
meter of body-surface area, administered intravenously every 3 weeks, or pacli-
taxel at 80 mg per square meter, administered intravenously weekly [with a cycle

Lenvatinib+

pembrolizumab
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Progression-free
Survival
(95% C1)
mo
Lenvatinib+ 7.2 (5.7-7.6)
Pembrolizumab

Chemotherapy 3.8 (3.6-4.2)

Hazard ratio for progression
or death, 0.56 (95% Cl, 0.47-0.66)

P<0.001
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of 3 weeks on and 1 week off]). The two primary end points were progression-free
survival as assessed on blinded independent central review according to the Re-
sponse Evaluation Criteria in Solid Tumors, version 1.1, and overall survival. The
end points were evaluated in patients with mismatch repair-proficient (pMMR)

Figure 1. Progression-free Survival.

Panel A shows progression-free survival in the population of patients with advanced endometrial cancer with mis-
match repair-proficient (pPMMR) disease, and Panel B shows progression-free survival among all the patients. Tick

marks indicate censored data.

disease and in all patients. Safety was also assessed.

RESULTS

A total of 827 patients (697 with pMMR disease and 130 with mismatch repair-
deficient disease) were randomly assigned to receive lenvatinib plus pembrolizu-
mab (411 patients) or chemotherapy (416 patients). The median progression-free
survival was longer with lenvatinib plus pembrolizumab than with chemotherapy
(pPMMR population: 6.6 vs. 3.8 months; hazard ratio for progression or death,
0.60; 95% confidence interval [CI], 0.50 to 0.72; P<0.001; overall: 7.2 vs. 3.8 months;
hazard ratio, 0.56; 95% CI, 0.47 to 0.66; P<0.001). The median overall survival was
longer with lenvatinib plus pembrolizumab than with chemotherapy (pMMR
population: 17.4 vs. 12.0 months; hazard ratio for death, 0.68; 95% CI, 0.56 to
0.84; P<0.001; overall: 18.3 vs. 11.4 months; hazard ratio, 0.62; 95% CI, 0.51 to 0.75;
P<0.001). Adverse events of grade 3 or higher occurred in 88.9% of the patients
who received lenvatinib plus pembrolizumab and in 72.7% of those who received
chemotherapy.

CONCLUSIONS

Lenvatinib plus pembrolizumab led to significantly longer progression-free sur-
vival and overall survival than chemotherapy among patients with advanced endo-
metrial cancer. (Funded by Eisai and Merck Sharp and Dohme [a subsidiary of
Merck]; Study 309-KEYNOTE-775 ClinicalTrials.gov number, NCT03517449.)
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Hazard ratio for death,
0.62 (95% CI, 0.51-0.75)
P<0.001
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Figure 2. Overall Survival.
Tick marks indicate censored data.
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Retrospective studies suggest that early time-of-day (ToD) infusions of
immunochemotherapy may improve efficacy. However, prospective

\® | Check for updates randomized controlled trials are needed to validate it. In this randomized
phase 3 Lung TIME-CO1 trial, 210 patients with treatment naive stage
IHIC-1V non-small cell lung cancer (NSCLC) lacking driver mutations

were randomly assigned ina 1:1ratio to either an early or late ToD group,
defined by the administration of the first four cycles of an anti-PD-1agent
before or after15:00 h. The primary endpoint was progression-free
survival (PFS), while secondary endpoints included overall survival

(OS) and objective response rate (ORR). After amedian follow-up of

28.7 months, the median PFS was 11.3 months (95% confidence interval
(Cl) =9.2-13.4) in the early ToD group and 5.7 months (95% Cl = 5.2-6.2)
inthe late ToD group, corresponding to a hazard ratio (HR) for earlier
disease progression of 0.40 (95% Cl = 0.29-0.55; P < 0.001). The median
OS was 28.0 months (95% CI = not estimable (NE)-NE) in the early

ToD group and 16.8 months (95% Cl = 13.7-19.9) in the late ToD group,
corresponding to an HR of an earlier death of 0.42 (95% Cl = 0.29-0.60;

P <0.001). Treatment-related adverse events were consistent with the

https://doi.org/10.1038/s41591-025-04181-w
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