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BACKGROUND
The cyclin-dependent kinase 4 and 6 (CDK4/6) inhibitor palbociclib, in combina-
tion with fulvestrant therapy, prolongs progression-free survival among patients 
with hormone-receptor–positive, human epidermal growth factor receptor 2 
(HER2)–negative advanced breast cancer. We report the results of a prespecified 
analysis of overall survival.

METHODS
We randomly assigned patients with hormone-receptor–positive, HER2-negative 
advanced breast cancer who had progression or relapse during previous endocrine 
therapy to receive palbociclib plus fulvestrant or placebo plus fulvestrant. We ana-
lyzed overall survival; the effect of palbociclib according to the prespecified 
stratification factors of presence or absence of sensitivity to endocrine therapy, 
presence or absence of visceral metastatic disease, and menopausal status; the ef-
ficacy of subsequent therapies after disease progression; and safety.

RESULTS
Among 521 patients who underwent randomization, the median overall survival 
was 34.9 months (95% confidence interval [CI], 28.8 to 40.0) in the palbociclib–
fulvestrant group and 28.0 months (95% CI, 23.6 to 34.6) in the placebo–fulves-
trant group (hazard ratio for death, 0.81; 95% CI, 0.64 to 1.03; P = 0.09; absolute 
difference, 6.9 months). CDK4/6 inhibitor treatment after the completion of the 
trial regimen occurred in 16% of the patients in the placebo–fulvestrant group. 
Among 410 patients with sensitivity to previous endocrine therapy, the median 
overall survival was 39.7 months (95% CI, 34.8 to 45.7) in the palbociclib–fulves-
trant group and 29.7 months (95% CI, 23.8 to 37.9) in the placebo–fulvestrant 
group (hazard ratio, 0.72; 95% CI, 0.55 to 0.94; absolute difference, 10.0 months). 
The median duration of subsequent therapy was similar in the two groups, and 
the median time to the receipt of chemotherapy was 17.6 months in the palbociclib–
fulvestrant group, as compared with 8.8 months in the placebo–fulvestrant group 
(hazard ratio, 0.58; 95% CI, 0.47 to 0.73; P<0.001). No new safety signals were 
observed with 44.8 months of follow-up.

CONCLUSIONS
Among patients with hormone-receptor–positive, HER2-negative advanced breast 
cancer who had sensitivity to previous endocrine therapy, treatment with palboci-
clib–fulvestrant resulted in longer overall survival than treatment with placebo–
fulvestrant. The differences in overall survival in the entire trial group were not 
significant. (Funded by Pfizer; PALOMA-3 ClinicalTrials.gov number, NCT01942135.)
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In 2018, approximately 266,000 new cases 
of breast cancer are estimated to occur in 
women in the United States, with 41,000 

deaths.1 Of these, hormone-receptor–positive 
breast cancer is the most common disease sub-
type.2 The cyclin-dependent kinases 4 and 6 
(CDK4/6) are key promoters of tumor growth in 
hormone-receptor–positive breast cancer, coop-
erating with estrogen-receptor pathway activa-
tion.3,4 Preclinical models of hormone-receptor–
positive breast cancer were highly sensitive to the 
CDK4/6 inhibitor palbociclib (Ibrance, Pfizer),4 
and in a subsequent phase 2 study (Palbociclib: 
Ongoing Trials in the Management of Breast 
Cancer [PALOMA]–1), palbociclib resulted in a 
progression-free survival benefit in patients with 
previously untreated, estrogen-receptor–positive, 
human epidermal growth factor receptor 2 
(HER2)–negative advanced breast cancer.5 Subse-
quently, the randomized, phase 3 trial PALOMA-2 
confirmed that palbociclib substantially pro-
longed progression-free survival, in combination 
with letrozole, as first-line therapy for estrogen-
receptor–positive, HER2-negative advanced breast 
cancer (hazard ratio for disease progression or 
death, 0.58; 95% confidence interval [CI], 0.46 
to 0.72).6

In the phase 3 trial PALOMA-3, we assessed 
whether treatment with palbociclib, in combina-
tion with fulvestrant, prolonged progression-free 
survival among patients with hormone-receptor–
positive, HER2-negative advanced breast cancer 
who had disease progression after previous en-
docrine therapy. The primary aim of the trial was 
met, with the trial showing significantly longer 
progression-free survival with combination palbo-
ciclib–fulvestrant therapy than with placebo–ful-
vestrant (median, 11.2 months [95% CI, 9.5 to 
12.9] vs. 4.6 months [95% CI, 3.5 to 5.6]; hazard 
ratio for disease progression or death, 0.50; 95% 
CI, 0.40 to 0.62; absolute difference, 6.6 months).7-9

Palbociclib and other CDK4/6 inhibitors in 
combination with endocrine therapy have become 
a standard of care on the basis of prolonged 
progression-free survival.5,10,11 However, long-term 
data regarding the effect of palbociclib on over-
all survival and the efficacy of subsequent ther-
apy have been limited. Here, we report the re-
sults of a prespecified analysis of the PALOMA-3 
trial in which we assessed the effect of palboci-
clib on overall survival and the efficacy of thera-
pies administered after disease progression.

Me thods

Trial Design and Patients

We conducted this prospective, international, 
randomized, double-blind, placebo-controlled, 
phase 3 trial to compare treatment with palbo-
ciclib–fulvestrant with placebo–fulvestrant in 
women with hormone-receptor–positive, HER2-
negative advanced breast cancer who had disease 
progression after previous endocrine therapy. 
Patients were randomly assigned, in a 2:1 ratio, 
to receive either palbociclib (at a dose of 125 mg, 
administered orally, once daily for 21 consecu-
tive days, followed by 7 days off, to comprise a 
complete cycle of 28 days) plus fulvestrant (at a 
dose of 500 mg, administered as an intramuscu-
lar injection according to standard of care, every 
14 days for the first three injections and then 
every 28 days) or placebo plus fulvestrant. Cross-
over between the two groups was not permitted.

Women were enrolled regardless of meno-
pausal status; postmenopausal women were at 
least 60 years of age, had undergone bilateral 
oophorectomy, or were younger than 60 years of 
age and had had a cessation of regular menses 
for at least 12 consecutive months. Premeno-
pausal or perimenopausal patients were required 
to receive concurrent goserelin for at least 4 weeks 
before the start of the trial intervention and to 
continue receiving it every 28 days for the dura-
tion of the trial intervention.

Randomization was stratified according to the 
presence or absence of documented sensitivity to 
previous endocrine therapy, the presence or ab-
sence of visceral metastatic disease, and meno-
pausal status at trial entry. Sensitivity to previous 
endocrine therapy was defined as either a docu-
mented clinical benefit (complete response, par-
tial response, or stable disease for ≥24 weeks) 
from at least one previous endocrine therapy 
regimen in the context of metastatic disease or 
the receipt of at least 24 months of adjuvant 
endocrine therapy before recurrence. Detailed 
methods of this trial have been reported previ-
ously.7,8 The protocol, with the statistical analy-
sis plan, is available with the full text of this 
article at NEJM.org.

End Points

The primary end point, investigator-assessed pro-
gression-free survival, was reported previously.7,8 
Overall survival, a prespecified key secondary 

The New England Journal of Medicine 
Downloaded from nejm.org on September 22, 2019. For personal use only. No other uses without permission. 

 Copyright © 2018 Massachusetts Medical Society. All rights reserved. 



n engl j med 379;20 nejm.org November 15, 20181928

T h e  n e w  e ngl a nd  j o u r na l  o f  m e dic i n e

end point, was defined as the time from ran-
domization to death from any cause. Exploratory 
analyses included the investigator-assessed time 
receiving subsequent therapy (i.e., the time from 
randomization to the end of the immediate sub-
sequent line of therapy after disease progression) 
and time from randomization to the receipt of 
chemotherapy. Safety data were updated with 
additional follow-up time.

Oversight

The trial was designed by an academic steering 
committee that included representatives of the 
sponsor (Pfizer). Data were gathered by repre-
sentatives of the sponsor. All the authors con-
firm that the trial conformed to the protocol 
and attest to the accuracy and completeness of 
the data. All the authors and participating insti-
tutions have agreements with the sponsor regard-
ing confidentiality of the data. The first author 
wrote the first draft of the manuscript. All the 
authors had full access to the data and were in-
volved in interpreting the data, in writing and 
reviewing subsequent drafts of the manuscript, 
and in making the decision to submit the manu-
script for publication. A professional medical 
writer provided editorial assistance and was paid 
by the sponsor. AstraZeneca provided fulvestrant 
and had no involvement with the data collection 
or analysis or with any aspect of the manuscript 
preparation.

The trial was approved by the institutional 
review board at each site, and all the patients 
provided written informed consent before en-
rollment. The trial was conducted according to 
the principles of Good Clinical Practice and the 
Declaration of Helsinki. The conduct of the 
trial was monitored by an academic steering 
committee.

Statistical Analysis

The median overall survival among women with 
advanced or metastatic breast cancer who are 
treated with fulvestrant monotherapy was assumed 
to be 24 months. The trial was powered for its 
primary end point, progression-free survival. The 
planned final analysis of overall survival was per-
formed after approximately 60% data maturity 
(i.e., when death had occurred in 60% of the 
521 patients who had undergone randomiza-
tion), with one interim analysis of overall sur-
vival conducted at the time of the interim analysis 

of progression-free survival, when 28 deaths 
had occurred, and one interim analysis con-
ducted when 112 deaths had occurred. The 
family-wise error rate was protected at the one-
sided 0.025 level, with a hierarchical testing 
strategy between progression-free survival and 
overall survival.12,13 The median overall survival 
was estimated with the use of the Kaplan–Meier 
method, and the significance was determined 
with the use of a one-sided log-rank test with 
stratification according to presence or absence 
of sensitivity to previous endocrine therapy and 
the presence or absence of visceral metastases at 
randomization in the intention-to-treat popula-
tion. All the P values reported herein are two-
sided. The prespecified significance threshold 
was a two-sided P value of 0.047, which was ad-
justed for the planned interim analyses. The 
rank-preserving structural-failure time method 
was used as a sensitivity analysis to evaluate 
the effect of crossover to receive a CDK4/6 in-
hibitor in the placebo–fulvestrant group after the 
completion of the trial intervention. The rank-
preserving structural-failure time analysis is based 
on the intention-to-treat population and can 
provide a more accurate estimation of the treat-
ment effect by correcting for crossover between 
groups.14,15

R esult s

Patients

A total of 521 patients were enrolled between 
October 7, 2013, and August 26, 2014 (Fig. S1 in 
the Supplementary Appendix, available at NEJM 
.org). A total of 347 patients were randomly as-
signed to the palbociclib–fulvestrant group and 
174 to the placebo–fulvestrant group (intention-
to-treat population). A total of 345 patients in 
the palbociclib–fulvestrant group and 172 in the 
placebo–fulvestrant group received at least one 
dose of the assigned intervention (safety popu-
lation).

Double-blinding was maintained after both 
the primary analysis and the interim analysis. 
After a request from the investigator, unblinding 
occurred in 12 patients (3%) who received palbo-
ciclib and in 18 (10%) who received placebo. 
Most of these unblinding events (in 7 patients in 
the palbociclib–fulvestrant group and in 17 in the 
placebo–fulvestrant group) occurred after disease 
progression. 

The New England Journal of Medicine 
Downloaded from nejm.org on September 22, 2019. For personal use only. No other uses without permission. 

 Copyright © 2018 Massachusetts Medical Society. All rights reserved. 



n engl j med 379;20 nejm.org November 15, 2018 1929

Palbociclib and Fulvestr ant in Advanced Breast Cancer

Overall Survival

The data regarding overall survival were analyzed 
at a cutoff date of April 13, 2018, with a median 
follow-up of 44.8 months and 60% data matu-
rity (310 deaths among 521 patients). A total of 
201 deaths occurred in the palbociclib–fulvestrant 
group, and 109 deaths in the placebo–fulvestrant 
group. The median overall survival was 34.9 
months (95% CI, 28.8 to 40.0) in the palbociclib–
fulvestrant group and 28.0 months (95% CI, 23.6 
to 34.6) in the placebo–fulvestrant group. The 
stratified hazard ratio for death was 0.81 (95% CI, 
0.64 to 1.03; P = 0.09) (Fig. 1A). The unstratified 
hazard ratio was 0.79 (95% CI, 0.63 to 1.00). The 
estimated rate of overall survival at 3 years in the 
Kaplan–Meier analysis was 50% (95% CI, 44 to 
55) in the palbociclib–fulvestrant group and 41% 
(95% CI, 33 to 48) in the placebo–fulvestrant group.

Subgroup analyses of overall survival were 
performed in prespecified subgroups (Fig. 1B). 
The three prespecified stratification factors were 
the presence or absence of sensitivity to previous 
endocrine therapy, the presence or absence of 
visceral metastatic disease, and menopausal sta-
tus. Among 410 patients with documented sensi-
tivity to previous endocrine therapy, the median 
overall survival was 39.7 months (95% CI, 34.8 
to 45.7) in the palbociclib–fulvestrant group and 
29.7 months (95% CI, 23.8 to 37.9) in the pla-
cebo–fulvestrant group (hazard ratio for death, 
0.72; 95% CI, 0.55 to 0.94) (Figs. 1B and 2A). 
Among 111 patients without documented sensi-
tivity to previous endocrine therapy (also referred 
to as intrinsic endocrine resistance), the median 
overall survival was 20.2 months (95% CI, 17.2 
to 26.4) in the palbociclib–fulvestrant group and 
26.2 months (95% CI, 17.5 to 31.8) in the pla-
cebo–fulvestrant group (hazard ratio, 1.14; 95% 
CI, 0.71 to 1.84; P = 0.12 for interaction) (Figs. 1B 
and 2B). In the updated analysis of PALOMA-3, 
which was conducted at a data cutoff of October 
23, 2015, patients with sensitivity to previous 
endocrine therapy had progression-free survival 
that was 7.8 months longer in the palbociclib–
fulvestrant group than in the placebo–fulvestrant 
group (hazard ratio for disease progression or 
death, 0.46; 95% CI, 0.36 to 0.59), whereas pa-
tients with intrinsic endocrine resistance had 
progression-free survival that was 2.3 months 
longer (hazard ratio, 0.69; 95% CI, 0.43 to 1.09) 
(Fig. S2 in the Supplementary Appendix). 

Among 311 patients with visceral metastatic 

disease, the median overall survival was 27.6 
months (95% CI, 24.4 to 31.2) in the palbociclib–
fulvestrant group and 24.7 months (95% CI, 20.8 
to 31.8) in the placebo–fulvestrant group (haz-
ard ratio for death, 0.85; 95% CI, 0.64 to 1.13) 
(Fig. 1B). Among 210 patients without visceral 
metastatic disease, the median overall survival 
was 46.9 months (95% CI, 39.3 to could not be 
estimated) in the palbociclib–fulvestrant group 
and 35.4 months (95% CI, 24.6 to could not be 
estimated) in the placebo–fulvestrant group 
(hazard ratio, 0.69; 95% CI, 0.46 to 1.04; P = 0.44 
for interaction) (Fig. 1B).

Among 413 postmenopausal patients, the 
median overall survival was 34.8 months (95% 
CI, 28.8 to 40.1) in the palbociclib–fulvestrant 
group and 27.1 months (95% CI, 22.8 to 32.1) in 
the placebo–fulvestrant group (hazard ratio for 
death, 0.73; 95% CI, 0.57 to 0.95) (Fig. 1B, and 
Fig. S3A in the Supplementary Appendix). Among 
108 premenopausal or perimenopausal patients, 
the median overall survival was 38.0 months 
(95% CI, 24.4 to could not be estimated) in the 
palbociclib–fulvestrant group and 38.0 months 
(95% CI, 22.2 to could not be estimated) in the 
placebo–fulvestrant group (hazard ratio, 1.07; 
95% CI, 0.61 to 1.86; P = 0.25 for interaction) 
(Fig. 1B, and Fig. S3B in the Supplementary Ap-
pendix).

An exploratory subgroup analysis evaluated 
overall survival according to ESR1 and PIK3CA 
mutation status, as assessed in baseline circulat-
ing tumor DNA. The median overall survival was 
longer with palbociclib–fulvestrant than with 
placebo–fulvestrant among patients with base-
line ESR1 mutations than among those without 
such mutations (absolute difference, 11.0 months 
among patients with ESR1 mutations and 4.7 
months among those without such mutations; 
P = 0.60 for interaction) (Fig. 1B). The absolute 
between-group differences in overall survival were 
similar among patients with baseline PIK3CA 
mutations and those without such mutations 
(6.4 months and 5.8 months, respectively; P = 0.64 
for interaction) (Fig. 1B).

Exposure to Trial Intervention

The median number of cycles of therapy received 
was 12 (interquartile range, 4 to 21) in the pal-
bociclib–fulvestrant group and 5 (interquartile 
range, 2 to 12) in the placebo–fulvestrant group. 
The Kaplan–Meier estimate of the rate of pa-
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347
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34.9 (28.8–40.0)

28.0 (23.6–34.6)

No. of
Patients

Median
Overall
Survival
(95% CI)

mo

All patients 
Stratified analysis
Unstratified analysis

Sensitivity to previous hormonal
therapy

Yes
No

Site of metastatic disease
Visceral
Nonvisceral

Menopausal status at study entry
Postmenopausal
Premenopausal or perimenopausal

Age
<65 yr
≥65 yr

Race or ethnic group
White
Asian
Black or other

Hormone-receptor status
ER-positive and PR-positive
ER-positive and PR-negative

Disease-free interval
≤24 mo
>24 mo

Previous chemotherapy
Neoadjuvant or adjuvant

treatment only
Treatment for metastatic disease
None

Previous lines of therapy for
metastatic disease

0
1
2
≥3

ESR1 mutation status
Positive
Negative

PIK3CA mutation status
Positive
Negative

Hazard Ratio for Death (95% CI)Subgroup

0.81 (0.64–1.03)
0.79 (0.63–1.00)

0.72 (0.55–0.94)
1.14 (0.71–1.84)

0.85 (0.64–1.13)
0.69 (0.46–1.04)

0.73 (0.57–0.95)
1.07 (0.61–1.86)

0.91 (0.70–1.20)
0.52 (0.33–0.82)

0.78 (0.60–1.01)
1.04 (0.57–1.93)
0.47 (0.16–1.32)

0.77 (0.57–1.03)
0.86 (0.56–1.32)

1.31 (0.71–2.44)
0.70 (0.52–0.96)

0.81 (0.56–1.17)

0.91 (0.63–1.32)
0.68 (0.41–1.15)

0.70 (0.43–1.14)
0.86 (0.60–1.22)
0.76 (0.48–1.22)
0.64 (0.29–1.40)

0.69 (0.43–1.12)
0.85 (0.61–1.19)

0.74 (0.48–1.14)
0.84 (0.59–1.18)

34.9 (28.8–40.0)
34.9 (28.8–40.0)

39.7 (34.8–45.7)
20.2 (17.2–26.4)

27.6 (24.4–31.2)
46.9 (39.3–NE)

34.8 (28.8–40.1)
38.0 (24.4–NE)

31.4 (27.4–39.3)
39.7 (30.7–47.0)

31.7 (27.6–38.9)
43.7 (28.8–NE)
37.3 (23.8–NE)

39.3 (32.0–45.7)
27.6 (22.0–38.9)

19.9 (15.6–27.6)
39.3 (31.7–44.5)

36.6 (28.9–42.3)

25.6 (21.4–30.1)
46.2 (36.5–NE)

36.1 (27.6–43.7)
38.0 (27.7–46.5)
30.0 (23.0–40.1)
34.8 (26.1–NE)

35.6 (23.6–42.0)
36.5 (28.0–43.1)

28.6 (25.3–39.3)
38.8 (28.9–44.5)

28.0 (23.6–34.6)
28.0 (23.6–34.6)

29.7 (23.8–37.9)
26.2 (17.5–31.8)

24.7 (20.8–31.8)
35.4 (24.6–NE)

27.1 (22.8–32.1)
38.0 (22.2–NE)

29.7 (24.0–38.0)
23.8 (20.0–33.8)

26.2 (21.4–32.1)
41.7 (29.7–NE)
19.7 (4.4–NE)

31.8 (24.0–39.1)
24.3 (17.5–37.5)

20.3 (9.3–42.2)
29.5 (22.8–38.1)

27.4 (22.2–39.5)

26.2 (20.0–37.5)
29.7 (22.8–NE)

24.7 (19.5–34.6)
33.8 (23.5–41.4)
24.3 (20.0–29.7)
27.1 (5.3–NE)

24.6 (19.7–33.0)
31.8 (22.8–39.1)

22.2 (15.7–29.5)
33.0 (24.3–41.6)

P Value for
InteractionNo. of Patients (%)

  521 (100)
  521 (100)

410 (79)
111 (21)

311 (60)
210 (40)

413 (79)
108 (21)

392 (75)
129 (25)

385 (74)
105 (20)
29 (6)

351 (67)
142 (27)

  62 (12)
292 (56)

214 (41)

177 (34)
130 (25)

114 (22)
225 (43)
131 (25)

    51 (10)  

106 (20)
289 (55)

133 (26)
262 (50)

0.12

0.44

0.25

0.04

0.38

0.70

0.08

0.66

0.88

0.60

0.64

Palbociclib+Fulvestrant
Better
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fulvestrant
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Median Overall Survival
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tients continuing the trial intervention at 24 
months was 23% (95% CI, 19 to 28) in the pal-
bociclib–fulvestrant group and 10% (95% CI, 6 
to 15) in the placebo–fulvestrant group, and the 
rate at 36 months was 14% (95% CI, 11 to 18) 
and 5% (95% CI, 3 to 9), respectively (Fig. 3). At 
the time of the analysis, 35 patients (10%) were 
continuing to receive the trial intervention in the 
palbociclib–fulvestrant group (median duration, 
45.4 months; range, 44.2 to 51.4), as compared 
with 6 patients (3%) in the placebo–fulvestrant 
group (median duration, 44.7 months; range, 
44.2 to 45.6).

Disease Progression after Trial Intervention

In the intention-to-treat population, 389 patients 
(75%) received therapy after the end of trial in-
tervention. The median number of lines of treat-
ment received after disease progression was 2 
(range, 1 to 10) in the palbociclib–fulvestrant 
group and 3 (range, 1 to 10) in the placebo–ful-
vestrant group. The type of subsequent treat-
ment was similar in the two trial groups, except 
for subsequent CDK4/6 inhibitor treatment (Ta-
ble 1). Approximately 40% of the patients in each 

group received endocrine-based therapy as the 
immediate subsequent line of treatment.

Although the protocol did not allow patients to 
cross over to receive palbociclib, treatment with a 
CDK4/6 inhibitor in the subsequent or follow-
ing lines of treatment after the trial intervention 
occurred in 4% of patients in the palbociclib–
fulvestrant group and 16% of those in the pla-
cebo–fulvestrant group (Table 1). We performed 
a sensitivity analysis to explore the effect of this 
crossover on overall survival. The rank-preserv-
ing structural-failure time analysis suggested a 
small decrease in overall survival in the placebo–
fulvestrant group after correction for the cross-
over effect of 27 patients (median overall sur-
vival, 27.4 months [95% CI, 23.8 to 35.4]; stratified 
hazard ratio for death in the palbociclib–fulves-
trant group vs. the crossover-corrected placebo–
fulvestrant group, 0.78 [bootstrapped 95% CI, 
0.61 to 1.04]; unstratified hazard ratio, 0.77 
[bootstrapped 95% CI, 0.60 to 1.00]), as com-
pared with a median overall survival of 28.0 
months before adjustment.

Time Receiving Subsequent Line of Therapy

In exploratory analyses, we analyzed the time 
from randomization to the end of the immediate 
subsequent line of therapy after disease progres-
sion, which was 18.8 months (95% CI, 16.4 to 
20.5) in the palbociclib–fulvestrant group and 
14.1 months (95% CI, 12.0 to 16.7) in the pla-
cebo–fulvestrant group (hazard ratio, 0.68; 95% 
CI, 0.56 to 0.84; P<0.001). The time from ran-
domization to the first use of chemotherapy af-
ter disease progression was 17.6 months (95% CI, 
15.2 to 19.7) in the palbociclib–fulvestrant group, 
as compared with 8.8 months (95% CI, 7.3 to 
12.7) in the placebo–fulvestrant group (hazard 
ratio, 0.58; 95% CI, 0.47 to 0.73; P<0.001). The 
duration of the immediate subsequent line of 
therapy, according to type of treatment, was 
similar in the palbociclib–fulvestrant group and 
the placebo–fulvestrant group. Details are pro-
vided in Figures S4 and S5 in the Supplementary 
Appendix.

Adverse Events

The adverse-event profile of palbociclib–fulves-
trant remained consistent with that in the pri-
mary analysis (Table S1 in the Supplementary 
Appendix).7 Neutropenia of grade 3 or 4 oc-
curred in 70% of the patients receiving palboci-

Figure 1 (facing page). Overall Survival in the Overall 
Population and According to Subgroup.

Panel A shows overall survival in the intention-to-treat 
population (all the patients who underwent random-
ization). Tick marks indicate censored data. Panel B 
shows a subgroup analysis of overall survival. Boxes 
represent hazard ratios for death, with error bars indi-
cating 95% confidence intervals, in various subgroups 
according to characteristics of the patients at baseline. 
The prespecified stratification factors were the presence 
or absence of sensitivity to previous endocrine therapy, 
presence or absence of visceral metastatic disease, and 
menopausal status at trial entry. Race was reported by 
the patient; 2 patients (<1%) did not report their race 
on the case-report form. A total of 6% of the patients 
had estrogen receptor (ER)–negative, progesterone re-
ceptor (PR)–positive tumors. A total of 32% of the pa-
tients had received an initial diagnosis of metastatic 
disease or did not have data regarding a date of the 
 initial diagnosis of early-stage disease, so they were not 
included in the estimation of values for the disease-free 
interval. Data regarding ESR1 (encoding estrogen re-
ceptor 1) and PIK3CA (encoding phosphatidylinositol 
3-kinase catalytic alpha polypeptide) were from a sub-
group of patients who had samples of circulating tumor 
DNA that were tested for the mutations; 25% of the 
patients did not have adequate circulating tumor DNA 
for testing. NE indicates that the value could not be 
 estimated.
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clib–fulvestrant and in none of the patients re-
ceiving placebo–fulvestrant, anemia of grade 3 or 
4 occurred in 4% and 2% of the patients, respec-
tively, and thrombocytopenia of grade 3 or 4 oc-
curred in 3% and none of the patients, respec-
tively. Febrile neutropenia remained uncommon, 
occurring in 1% of the patients (3 of 345 pa-
tients) who received palbociclib–fulvestrant and 
in none of those who received placebo–fulves-

trant. Nonhematologic adverse events of grade 3 
or 4 were also uncommon. Events of grade 3 or 
4 that occurred at a frequency of more than 2% 
of the patients in the palbociclib–fulvestrant 
group were infections (in 5% of the patients in 
the palbociclib–fulvestrant group and in 3% of 
those in the placebo–fulvestrant group), fatigue 
(in 3% and 1%, respectively), and elevation in the 
aspartate aminotransferase level (in 3% and 2%).

Figure 2. Overall Survival According to Patients’ Sensitivity to Previous Endocrine Therapy.

Tick marks indicate censored data.
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Discussion

Although the results of the analysis of overall 
survival did not meet the prespecified threshold 
for statistical significance, the addition of palbo-
ciclib to fulvestrant resulted in an absolute pro-
longation of overall survival of 6.9 months among 
patients with hormone-receptor–positive, HER2-
negative advanced breast cancer who had disease 
progression after previous endocrine therapy. 
This result is consistent with the significant pro-
longation in progression-free survival that was 
observed with the addition of palbociclib to ful-
vestrant (Fig. S6 in the Supplementary Appendix). 
Among patients with previous sensitivity to endo-
crine therapy, one of the largest subpopulations 
enrolled in the trial, overall survival was pro-
longed by 10.0 months.

Multiple studies have shown that the addition 
of CDK4/6 inhibitors to endocrine therapy re-
sults in substantially prolonged progression-free 
survival. Improvement has been observed in com-
bination with aromatase inhibitors6,16-18 and ful-
vestrant7,19,20 for palbociclib, ribociclib, and abe-
maciclib therapy. A key issue has been the extent 
to which this benefit in progression-free survival 
translates to a prolongation of overall survival. 
In the PALOMA-3 trial, we found that the magni-
tude of improvement in progression-free survival 

(6.6 months longer with the addition of palboci-
clib to fulvestrant)9 translates directly to an im-
provement in overall survival of similar magnitude 
in the overall group of trial patients (6.9 months 
longer), but the difference did not reach statisti-
cal significance. This improvement was associ-
ated with a longer time from randomization to 
the end of the immediate subsequent line of 
therapy after disease progression and a longer 
time from randomization to the first use of che-
motherapy after disease progression among pa-
tients treated with palbociclib–fulvestrant than 
among those who received placebo–fulvestrant. 
Furthermore, with this longer follow-up, a sub-
group of patients who were treated with palboci-
clib–fulvestrant had a very long duration of dis-
ease control, with 14% of the patients continuing 
in the trial after 3 years of treatment with palbo-
ciclib–fulvestrant, as compared with 5% of those 
receiving placebo–fulvestrant.

Final data regarding overall survival from 
phase 3 trials of letrozole and CDK4/6 inhibitors 
are limited. These trials all have lower power for 
the statistical analysis of overall survival than for 
the statistical analysis of progression-free surviv-
al, and therefore the data presented in this article 
should be interpreted cautiously when deciding 
on the timing of CDK4/6 inhibitor therapy. Our 
data support the use of palbociclib–fulvestrant 

Figure 3. Time from Randomization to the End of the Trial Intervention.

Tick marks indicate censored data.
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in patients with disease recurrence during endo-
crine therapy after at least 2 years of adjuvant 
therapy or in patients who received endocrine 
therapy alone for metastatic disease with clinical 
benefit. For patients for whom first-line aroma-
tase inhibitor–based therapy is a standard of care 
or those who do not have a relapse while they are 
receiving an aromatase inhibitor, our findings do 
not inform the timing of palbociclib therapy.

The results regarding overall survival in the 
PALOMA-3 trial show the substantial challenges 
of finding a significant prolongation of overall 

survival in the context of a disease in which sur-
vival after disease progression is substantially 
longer than the time in the trial.21 To design a 
trial in this context that would detect a signifi-
cant improvement in overall survival to result in 
a hazard ratio for death of 0.80 would have re-
quired a much larger trial. Accordingly, an 80% 
power calculation would involve more than 700 
events, as compared with the approximate 46% 
power that results from the 310 deaths among 
the 521 patients who were enrolled in this trial. 
Future meta-analyses of CDK4/6 inhibitor studies 

Treatment Palbociclib–Fulvestrant Group (N = 347) Placebo–Fulvestrant Group (N = 174)

First Line Second Line
Third Line 
or Greater First Line Second Line

Third Line 
or Greater

number of patients (percent)

Any† 248 (71) 182 (52) 131 (38) 140 (80) 113 (65) 85 (49)

Chemotherapy

Any 138 (56) 133 (73) 121 (92) 87 (62) 76 (67) 76 (89)

Eribulin 7 (3) 13 (7) 42 (32) 3 (2) 11 (10) 29 (34)

Paclitaxel 31 (12) 39 (21) 42 (32) 31 (22) 18 (16) 28 (33)

Capecitabine 66 (27) 43 (24) 36 (27) 36 (26) 20 (18) 24 (28)

Doxorubicin 12 (5) 7 (4) 35 (27) 1 (1) 10 (9) 12 (14)

Vinorelbine 6 (2) 8 (4) 23 (18) 7 (5) 5 (4) 21 (25)

Gemcitabine 7 (3) 6 (3) 26 (20) 5 (4) 9 (8) 15 (18)

Cyclophosphamide 13 (5) 9 (5) 23 (18) 8 (6) 4 (4) 8 (9)

Carboplatin 5 (2) 6 (3) 19 (15) 1 (1) 5 (4) 7 (8)

Antihormonal agent

Any 100 (40) 40 (22) 38 (29) 52 (37) 29 (26) 31 (36)

Exemestane 57 (23) 20 (11) 21 (16) 25 (18) 15 (13) 13 (15)

mTOR kinase inhibitor

Any 40 (16) 17 (9) 20 (15) 21 (15) 12 (11) 13 (15)

Everolimus 40 (16) 17 (9) 20 (15) 21 (15) 12 (11) 13 (15)

CDK4/6 inhibitor‡

Any 6 (2) 2 (1) 6 (5) 9 (6) 6 (5) 15 (18)

Palbociclib 4 (2) 2 (1) 5 (4) 7 (5) 6 (5) 13 (15)

Ribociclib 1 (<1) 0 1 (1) 2 (1) 0 1 (1)

Abemaciclib 1 (<1) 0 0 0 0 2 (2)

*  Percentages in the first row were calculated on the basis of the number of patients in the intention-to-treat population. Percentages in the 
remaining rows were calculated on the basis of the number of patients who received any treatment after the discontinuation of the trial in-
tervention (i.e., the values in the first row). The term mTOR denotes mammalian target of rapamycin.

†  One patient with missing data or partial information about start and stop dates for all reported follow-up therapies was not included in this 
analysis.

‡  In the placebo–fulvestrant group, 27 patients received inhibitors of cyclin-dependent kinases 4 and 6 (CDK4/6) after disease progression: 3 
patients received ribociclib only; 22 patients received palbociclib only, 2 of whom received palbociclib twice in combination with different en-
docrine therapies (24 counts in the table); and 2 patients received both palbociclib and subsequent abemaciclib (4 counts in the table).

Table 1. Systemic Anticancer Therapies Received as First, Second, and Third or Greater Lines of Subsequent Treatment by More Than 10% 
of the Patients in Either Trial Group Who Discontinued the Intervention.*
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may provide a more robust assessment of the 
effect of this class of drugs on overall survival, 
including in subgroups of patients. This trial also 
shows a further challenge of finding a significant 
benefit, because 16% of the patients in the pla-
cebo–fulvestrant group crossed over to receive a 
CDK4/6 inhibitor as subsequent therapy because 
of the commercial availability of this class of 
agents. Crossover to receive an investigational 
drug after disease progression may attenuate the 
observed advantage in overall survival22 and 
probably resulted in a modest prolongation of 
overall survival in the control group, thereby fur-
ther reducing the power of the trial to show a 
significant benefit.

A planned subgroup analysis of overall sur-
vival regarding the three prespecified stratifica-
tion factors identified the patients who derived 
the most benefit from palbociclib. In particular, 
patients with sensitivity to previous endocrine 
therapy had a substantial benefit, whereas those 
with intrinsic endocrine resistance had a limited 
benefit. This differential benefit in terms of over-
all survival closely mirrors the absolute prolon-
gation of progression-free survival that was ob-
served with palbociclib in these two populations. 
These data confirm that palbociclib was highly 
effective in augmenting responses in endocrine-
sensitive cancers, but the effect may be more 
limited in tumors with intrinsic endocrine resis-
tance. However, relatively few patients with in-
trinsic endocrine resistance were recruited in 
the trial, which limits the assessment of palbo-
ciclib in these patients.

Although palbociclib–fulvestrant resulted in a 
longer median overall survival than placebo–ful-
vestrant among postmenopausal patients but not 
among premenopausal or perimenopausal pa-
tients, this disparity can be attributed in part to 
the small size of the subgroup of premenopausal 
or perimenopausal patients and may also reflect 
variance in the proportion of patients with in-
trinsic endocrine resistance in the two subgroups. 
In the subgroup of premenopausal or perimeno-
pausal patients, the percentage of patients with 
intrinsic endocrine resistance was higher than in 
the postmenopausal subgroup (30% vs. 19%).23 
Because patients with intrinsic endocrine resis-
tance may have limited benefit from endocrine 
therapy in combination with palbociclib, the 
overall survival benefit is difficult to ascertain. 
Furthermore, an imbalance in certain prognostic 
factors between the palbociclib–fulvestrant group 

and the placebo–fulvestrant group in the sub-
group of premenopausal or perimenopausal pa-
tients favored the control group. Premenopausal 
or perimenopausal patients who had been ran-
domly assigned to the placebo–fulvestrant group 
had received fewer lines of previous therapy than 
those who had been randomly assigned to the 
palbociclib–fulvestrant group (lines of previous 
therapy, 0 or 1: 72% of the patients in the pla-
cebo–fulvestrant group vs. 58% of those in the 
palbociclib–fulvestrant group), and fewer patients 
were 40 years of age or younger (22% of patients 
in the placebo–fulvestrant group vs. 35% of 
those in the palbociclib–fulvestrant group).23

The duration of the immediate subsequent line 
of therapy after disease progression after the 
completion of trial intervention was similar in 
the palbociclib–fulvestrant group and the placebo–
fulvestrant group, which shows that standard 
treatments had similar efficacy after progres-
sion while patients were receiving palbociclib or 
placebo (Fig. S5 in the Supplementary Appendix). 
Research on the mechanisms of resistance to 
CDK4/6 inhibitors in the PALOMA-3 trial indicat-
ed that disease progression during palbociclib–
fulvestrant treatment was due predominantly to 
endocrine resistance.24,25 Analysis of circulating 
tumor DNA in plasma samples obtained at the 
end of the trial intervention revealed that the 
genetic profile at the end of the trial intervention 
was largely similar in patients treated with palbo-
ciclib and those who received placebo, with the 
exception of retinoblastoma (RB1) mutations that 
were selected in 5% of the patients who had 
progression during palbociclib treatment.24 The 
data regarding overall survival in this trial sug-
gest that the low rate of RB1 mutations selected 
by palbociclib has no overall detectable effect on 
either overall survival or sensitivity to subsequent 
therapies after progression during trial treatment.

Taken together, the data from the PALOMA-3 
trial showed that palbociclib in combination with 
fulvestrant led to a 6.9-month prolongation of 
overall survival, although the finding did not 
reach significance in the intention-to-treat popu-
lation. In the subgroup of patients with sensitiv-
ity to previous endocrine therapy, overall survival 
was 10 months longer with palbociclib–fulves-
trant than with placebo–fulvestrant.

A data sharing statement provided by the authors is available 
with the full text of this article at NEJM.org.

Supported by Pfizer.
Disclosure forms provided by the authors are available with 

the full text of this article at NEJM.org.

The New England Journal of Medicine 
Downloaded from nejm.org on September 22, 2019. For personal use only. No other uses without permission. 

 Copyright © 2018 Massachusetts Medical Society. All rights reserved. 



n engl j med 379;20 nejm.org November 15, 20181936

Palbociclib and Fulvestr ant in Advanced Breast Cancer

We thank the patients who participated in the trial; Maria 
Koehler, M.D., Ph.D., Sophia Randolph, M.D., Ph.D., and Ke Zhang, 
Ph.D., former employees of Pfizer, who contributed to the design 
and conduct of the trial; Keith Wilner, Ph.D., for clinical oversight 

regarding trial conduct at Pfizer; the study nurses and site staff 
for assistance during the trial; and Jennifer Fetting, Ph.D., of 
Complete Healthcare Communications (a CHC Group company) 
for editorial assistance with an earlier version of the manuscript.

Appendix
The authors’ full names and academic degrees are as follows: Nicholas C. Turner, M.D., Dennis J. Slamon, M.D., Jungsil Ro, M.D., Igor 
Bondarenko, M.D., Seock-Ah Im, M.D., Norikazu Masuda, M.D., Marco Colleoni, M.D., Angela DeMichele, M.D., Sherene Loi, M.D., 
Sunil Verma, M.D., Hiroji Iwata, M.D., Nadia Harbeck, M.D., Sibylle Loibl, M.D., Fabrice André, M.D., Kathy Puyana Theall, M.D., Xin 
Huang, Ph.D., Carla Giorgetti, Ph.D., Cynthia Huang Bartlett, M.D., and Massimo Cristofanilli, M.D.

The authors’ affiliations are as follows: the Institute of Cancer Research and Royal Marsden Hospital, London (N.C.T.); David Geffen 
School of Medicine at University of California, Los Angeles, Santa Monica (D.J.S.), and Pfizer Oncology, San Diego (X.H.) — both in 
California; National Cancer Center, Goyang-si, Gyeonggi-do (J.R.), and Seoul National University Hospital, Cancer Research Institute, 
Seoul National University College of Medicine, Seoul (S.-A.I.) — both in South Korea; Dnipropetrovsk Medical Academy, City Multiple-
Discipline Clinical Hospital 4, Dnipropetrovsk, Ukraine (I.B.); National Hospital Organization Osaka National Hospital, Osaka (N.M.), 
and Aichi Cancer Center Hospital, Nagoya (H.I.) — both in Japan; Istituto Europeo di Oncologia (M. Colleoni) and Pfizer Oncology 
(C.G.) — both in Milan; Abramson Cancer Center, University of Pennsylvania, Philadelphia (A.D.), and Pfizer Oncology, Collegeville 
(C.H.B.) — both in Pennsylvania; Peter MacCallum Cancer Centre, University of Melbourne, Melbourne, VIC, Australia (S. Loi); Tom 
Baker Cancer Centre, University of Calgary, Calgary, AB, Canada (S.V.); Brustzentrum der Universität München, Munich (N.H.), and the 
German Breast Group, Neu-Isenburg (S. Loibl) — both in Germany; Institut Gustave Roussy, Villejuif, France (F.A.); Pfizer Oncology, 
Cambridge, MA (K.P.T.); and the Robert H. Lurie Comprehensive Cancer Center of Northwestern University, Feinberg School of Medi-
cine, Chicago (M. Cristofanilli).

References
1. Siegel RL, Miller KD, Jemal A. Cancer 
statistics, 2018. CA Cancer J Clin 2018; 68: 
7-30.
2. Howlader N, Altekruse SF, Li CI, et al. 
US incidence of breast cancer subtypes de-
fined by joint hormone receptor and HER2 
status. J Natl Cancer Inst 2014; 106(5).
3. O’Leary B, Finn RS, Turner NC. Treat-
ing cancer with selective CDK4/6 inhibi-
tors. Nat Rev Clin Oncol 2016; 13: 417-30.
4. Finn RS, Dering J, Conklin D, et al. PD 
0332991, a selective cyclin D kinase 4/6 
inhibitor, preferentially inhibits prolifera-
tion of luminal estrogen receptor-positive 
human breast cancer cell lines in vitro. 
Breast Cancer Res 2009; 11: R77.
5. Finn RS, Crown JP, Lang I, et al. The 
cyclin-dependent kinase 4/6 inhibitor pal-
bociclib in combination with letrozole ver-
sus letrozole alone as first-line treatment 
of oestrogen receptor-positive, HER2-nega-
tive, advanced breast cancer (PALOMA-1/
TRIO-18): a randomised phase 2 study. 
Lancet Oncol 2015; 16: 25-35.
6. Finn RS, Martin M, Rugo HS, et al. 
Palbociclib and letrozole in advanced breast 
cancer. N Engl J Med 2016; 375: 1925-36.
7. Turner NC, Ro J, André F, et al. Palbo-
ciclib in hormone-receptor–positive ad-
vanced breast cancer. N Engl J Med 2015; 
373: 209-19.
8. Cristofanilli M, Turner NC, Bonda-
renko I, et al. Fulvestrant plus palbociclib 
versus fulvestrant plus placebo for treat-
ment of hormone-receptor-positive, HER2-
negative metastatic breast cancer that pro-
gressed on previous endocrine therapy 
(PALOMA-3): final analysis of the multi-
centre, double-blind, phase 3 randomised 
controlled trial. Lancet Oncol 2016; 17: 
425-39.
9. Ibrance (palbociclib). Summary of 

product characteristics. Sandwich, Kent, 
United Kingdom:  Pfizer, 2018 (https://www 
.medicines .org .uk/ emc/ product/ 4449/ smpc).
10. Rugo HS, Rumble RB, Macrae E, et al. 
Endocrine therapy for hormone receptor-
positive metastatic breast cancer: Ameri-
can Society of Clinical Oncology guideline. 
J Clin Oncol 2016; 34: 3069-103.
11. Cardoso F, Costa A, Senkus E, et al. 
3rd ESO-ESMO International Consensus 
Guidelines for Advanced Breast Cancer 
(ABC 3). Ann Oncol 2017; 28: 16-33.
12. Dmitrienko A, D’Agostino RB Sr. Mul-
tiplicity considerations in clinical trials. 
N Engl J Med 2018; 378: 2115-22.
13. Glimm E, Maurer W, Bretz F. Hier-
archical testing of multiple endpoints in 
group-sequential trials. Stat Med 2010; 29: 
219-28.
14. Robins JM, Tsiatis AA. Correcting for 
non-compliance in randomized trials us-
ing rank preserving structural failure time 
models. Commun Stat Theory Methods 
1991; 20: 2609-31.
15. Watkins C, Huang X, Latimer N, Tang 
Y, Wright EJ. Adjusting overall survival 
for treatment switches: commonly used 
methods and practical application. Pharm 
Stat 2013; 12: 348-57.
16. Hortobagyi GN, Stemmer SM, Burris 
HA, et al. Ribociclib as first-line therapy 
for HR-positive, advanced breast cancer. 
N Engl J Med 2016; 375: 1738-48.
17. Hortobagyi GN, Stemmer SM, Bur-
ris HA, et al. Updated results from 
 MONALEESA-2, a phase III trial of first-
line ribociclib plus letrozole versus placebo 
plus letrozole in hormone receptor-posi-
tive, HER2-negative advanced breast can-
cer. Ann Oncol 2018; 29: 1541-7.
18. Goetz MP, Toi M, Campone M, et al. 
MONARCH 3: abemaciclib as initial ther-

apy for advanced breast cancer. J Clin On-
col 2017; 35: 3638-46.
19. Sledge GW Jr, Toi M, Neven P, et al. 
MONARCH 2: abemaciclib in combination 
with fulvestrant in women with HR+/HER2- 
advanced breast cancer who had pro-
gressed while receiving endocrine therapy. 
J Clin Oncol 2017; 35: 2875-84.
20. Slamon DJ, Neven P, Chia S, et al. 
Phase III randomized study of ribociclib 
and fulvestrant in hormone receptor-posi-
tive, human epidermal growth factor re-
ceptor 2-negative advanced breast cancer: 
MONALEESA-3. J Clin Oncol 2018; 36: 
2465-72.
21. Broglio KR, Berry DA. Detecting an 
overall survival benefit that is derived from 
progression-free survival. J Natl Cancer 
Inst 2009; 101: 1642-9.
22. Slamon DJ, Leyland-Jones B, Shak S, 
et al. Use of chemotherapy plus a mono-
clonal antibody against HER2 for meta-
static breast cancer that overexpresses 
HER2. N Engl J Med 2001; 344: 783-92.
23. Loibl S, Turner NC, Ro J, et al. Palbo-
ciclib combined with fulvestrant in pre-
menopausal women with advanced breast 
cancer and prior progression on endo-
crine therapy: PALOMA-3 results. Oncolo-
gist 2017; 22: 1028-38.
24. O’Leary B, Cutts RJ, Liu Y, et al. The 
genetic landscape and clonal evolution of 
breast cancer resistance to palbociclib 
plus fulvestrant in the PALOMA-3 trial. 
Cancer Discov 2018 September 11 (Epub 
ahead of print).
25. O’Leary B, Hrebien S, Morden JP, et al. 
Early circulating tumor DNA dynamics 
and clonal selection with palbociclib and 
fulvestrant for breast cancer. Nat Commun 
2018; 9: 896.
Copyright © 2018 Massachusetts Medical Society.

The New England Journal of Medicine 
Downloaded from nejm.org on September 22, 2019. For personal use only. No other uses without permission. 

 Copyright © 2018 Massachusetts Medical Society. All rights reserved. 


