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No alpha was assigned to this exploratory analysis. Eighty-seven patients were ran-
domized in Japan (pembrolizumab plus chemotherapy, n = 61; placebo plus chem-
otherapy, n = 26), 66 (76%) had PD-L1 CPS >1, and 28 (32%) had PD-L1 CPS >10.
Median time from randomization to data cutoff (June 15, 2021) was 44.7 (range,
37.2-52.9) months in the ITT population. Hazard ratios (HRs; 95% CI) for OS were
0.36(0.14-0.89), 0.52 (0.30-0.91), and 0.46 (0.28-0.77) in the PD-L1 CPS >10, PD-L1
CPS >1, and ITT populations, respectively. HRs (95% CI) for PFS were 0.52 (0.20-
1.34), 0.61 (0.35-1.06), and 0.64 (0.39-1.05). Grade 3 or 4 treatment-related adverse
events occurred in 85% of patients in each group (no grade 5 events). Consistent
with the global population, pembrolizumab plus chemotherapy tended to show im-
provements in OS and PFS with manageable toxicity versus placebo plus chemo-
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1 | INTRODUCTION

Breast cancer was the leading cause of cancer among
women in 2020, both globally and in Japan."* Breast can-
cer is associated with high mortality and was the fifth
leading cause of cancer-related death among women in
Japan in 2019.2 However, Asian patients are sometimes
underrepresented in global, phase 3 trials. Evidence has
suggested that differences in patient characteristics and
tumor pathophysiologic characteristics (such as luminal
A to luminal B ratio, frequency of TP53 mutations, and
tumor-infiltrating lymphocyte gene signatures) between
Asian and nonAsian patients may affect the observed re-
sponse to treatment in clinical trials.” Additionally, safety
findings from certain trials of targeted therapies in pa-
tients with breast cancer have reported higher frequencies
of adverse events (such as neutropenia and thrombocy-
topenia) in Asian patients than in non-Asian patients.?
Given these considerations, it is important to assess re-
sponse to treatments specifically in Japanese patients.
Evidence has suggested that Japanese patients may have
better survival outcomes following treatment than American
patients with breast cancer.* Such differences in treatment
outcomes may be due to biological factors, treatment pat-
terns, lifestyle, and differences in the gut microbiome (po-
tentially due to differences in diet).*® Triple-negative breast
cancer (TNBC), defined as breast cancer that is estrogen
receptor-, progesterone receptor-, and human epidermal
growth factor receptor 2-negative, accounts for 10%-15%
of all breast cancers in Japan and is associated with a poor
prognosis.*”® Cytotoxic chemotherapy has historically been
the mainstay standard of care for metastatic TNBC.> !
Pembrolizumab, a humanized anti-programmed
cell death protein 1 (PD-1) antibody, has demonstrated

therapy in Japanese patients and supports this combination in this setting.

breast cancer, chemotherapy, clinical cancer research, clinical trials

efficacy in patients with TNBC.'*™ In patients with
early-stage TNBC, pembrolizumab in combination with
standard-of-care chemotherapy demonstrated statisti-
cally significant and clinically meaningful improvement
in pathological complete response and event-free sur-
vival (primary endpoints) in the phase 3 KEYNOTE-522
study."*"® Among patients with programmed cell death
ligand 1 (PD-L1)-positive metastatic TNBC, pembroli-
zumab plus chemotherapy improved progression-free sur-
vival (PFS) and overall survival (OS) outcomes compared
with placebo plus chemotherapy.'*** In the global phase 3
KEYNOTE-355 (NCT02819518) study of pembrolizumab
plus chemotherapy versus placebo plus chemotherapy in
patients with previously untreated locally recurrent in-
operable or metastatic TNBC, pembrolizumab plus che-
motherapy significantly improved the study's primary
endpoints of PFS and OS versus placebo plus chemother-
apy in patients with metastatic TNBC whose tumors ex-
pressed PD-L1 (combined positive score [CPS] >10).*!?

Among the 847 patients enrolled in KEYNOTE-355
worldwide, 87 patients were from Japan. Given the po-
tential for differences in response to treatment among
Japanese patients, it is important to assess outcomes in
this setting. Here, we report results for the subset of pa-
tients in KEYNOTE-355 enrolled in Japan.

2 | MATERIALS AND METHODS
2.1 | Patient eligibility
Eligibility criteria for KEYNOTE-355 have been previ-

ously published.'*"* Briefly, eligible patients were >18years
of age, with centrally confirmed TNBC (as defined by
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American Society of Clinical Oncology-College of American
Pathologists guidelines)'®"’ that was locally recurrent inop-
erable or metastatic, previously untreated with chemother-
apy, and could not be treated with curative intent. Patients
had completed treatment for stage I-III breast cancer (if in-
dicated), with >6 months having elapsed between comple-
tion of treatment with curative intent (i.e., date of primary
breast tumor surgery or date of last adjuvant chemother-
apy administration including capecitabine, whichever oc-
curred last) and first documented local or distant disease
recurrence; measurable disease per Response Evaluation
Criteria in Solid Tumors (RECIST) version 1.1 as assessed
by the investigator; provided a newly obtained tumor sam-
ple from a locally recurrent inoperable or metastatic site for
central determination of TNBC status and PD-L1 expres-
sion; an Eastern Cooperative Oncology Group performance
status (ECOG PS) of 0 or 1; and adequate organ function.
Exclusion criteria included an active autoimmune disease
that had required systemic treatment in the past 2years, di-
agnosis of immunodeficiency or receipt of systemic steroid
therapy or any other immunosuppressive therapy within
7days before randomization, active central nervous system
metastases and/or carcinomatous meningitis, and receipt of
prior therapy with an anti-PD(L)-1 agent, anti-PD-L2 agent,
or an agent directed to another coinhibitory T-cell receptor.

The trial protocol was approved by an institutional
review board or independent ethics committee at each
site, and the trial was conducted in accordance with
Good Clinical Practice guidelines and the Declaration of
Helsinki. Written informed consent was obtained from all
patients.

2.2 | Study design

As previously described,'*** KEYNOTE-355 (ClinicalTr
ials.gov, NCT02819518) was a randomized, placebo-
controlled, double-blind, global, phase 3 study of pem-
brolizumab plus chemotherapy versus placebo plus
chemotherapy in patients with locally recurrent inoper-
able or metastatic TNBC that was previously untreated
with chemotherapy and could not be treated with curative
intent.

Eligible patients were randomized 2:1 in a double-
blind manner to receive pembrolizumab plus chemo-
therapy or placebo plus chemotherapy. Pembrolizumab
200mg IV or saline placebo was administered every
3weeks for up to 35cycles (approximately 2years).
Chemotherapy comprised the investigator's choice of
nab-paclitaxel 100mg/m? IV on days 1, 8, and 15 every
28 days; paclitaxel 90 mg/m* IV on days 1, 8, and 15 every
28days; or gemcitabine 1000mg/m* and carboplatin
AUC 2 on days 1 and 8 every 21 days. Randomization was

stratified by investigator's choice of chemotherapy (taxane
vs. gemcitabine—carboplatin), tumor PD-L1 status (CPS
<1 vs. CPS >1), and prior treatment with the same class
of chemotherapy in the neoadjuvant or adjuvant setting
(yes vs. no). Study treatment continued until completion
of 35cycles (approximately 2years) of pembrolizumab or
placebo (treatment with chemotherapy could have been
continued at the investigator's discretion), disease pro-
gression, unacceptable toxicity, intercurrent illness that
prevented further treatment administration, investigator
decision, or patient withdrawal of consent. Crossover be-
tween treatment arms was not permitted.

2.3 | Assessments

Tumor imaging was performed at baseline, at weeks 8, 16,
and 24 from randomization, then every 9weeks for the
first year and every 12weeks thereafter. Responses were
assessed by RECIST version 1.1 by blinded independ-
ent central review. Survival was assessed every 12weeks
until withdrawal of consent or end of study. Adverse
events (AEs) were monitored from the time of randomi-
zation through 30days following cessation of treatment
(90days for serious AEs) and were graded according to the
National Cancer Institute Common Terminology Criteria
for Adverse Events version 4.0. Baseline tumor PD-L1 ex-
pression was assessed using PD-L1 THC 22C3 pharmDx
(Agilent Technologies) at a central laboratory and re-
ported as CPS, defined as the number of PD-L1-positive
tumor cells, lymphocytes, and macrophages divided by
the total number of tumor cells multiplied by 100.

2.4 | Endpoints

The dual primary endpoints were PFS per RECIST ver-
sion 1.1 as assessed by blinded independent central
review and OS in patients in the intention-to-treat popu-
lation, patients with PD-L1 CPS >10 tumors, and patients
with PD-L1 CPS >1 tumors. The primary endpoints were
amended to include PFS and OS in patients with PD-L1
CPS 210 tumors following the completion of enrollment
and the first interim analysis based on data from other
studies that reported increased clinical benefit with PD-
L1 enrichment.'*’®2! Key secondary endpoints were
safety in all treated patients and objective response rate
(ORR) assessed by blinded independent central review
in the intention-to-treat population, patients with PD-
L1 CPS >10 tumors, and patients with PD-L1 CPS >1
tumors. Other secondary endpoints included duration
of response and disease control rate per RECIST version
1.1 by blinded independent central review, each in the
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intention-to-treat population, in patients with PD-L1 CPS
>10 tumors, and in patients with PD-L1 CPS >1 tumors.
Analysis of outcomes among patients enrolled in Japan
was exploratory.

2.5 | Statistical analysis

Statistical considerations for the global KEYNOTE-355
study have been previously described.'>" This study
was not designed to test hypotheses in the Japanese sub-
set and therefore lacks power for inferential purposes
in this population. No alpha was assigned to this analy-
sis. Efficacy was assessed in patients with PD-L1 CPS
>10 tumors, patients with PD-L1 CPS >1 tumors, and
the intention-to-treat population (i.e., all randomized
patients). Safety was assessed in all treated patients
(i.e., all randomized patients who received >1 dose of
study treatment), and patients were included in the
treatment group corresponding to the study treatment
received. PFS and OS were estimated by the Kaplan-
Meier method, and treatment differences were assessed
by the stratified log-rank test. HRs and corresponding
95% CIs were assessed using a Cox proportional hazards
model with the Efron method of tie handling to assess
the magnitude of treatment differences. Differences in
ORR were assessed using the stratified Miettinen and
Nurminen method.

3 | RESULTS

3.1 | Patients
Among 847 patients enrolled in the global study,'>" 87
were enrolled in Japan (pembrolizumab plus chemother-
apy, n = 61; placebo plus chemotherapy, n = 26) between
January 18, 2017, and May 10, 2018. In the intention-to-
treat population (n = 87), 28 patients (32%) had PD-L1
CPS >10 tumors and 66 (76%) had PD-L1 CPS >1 tumors.
Demographics and baseline disease characteristics are
shown in Table 1. The majority of patients in either treat-
ment arm had an ECOG PS of 0 and were postmenopausal.
In Japanese patients, the median time from random-
ization to the database cutoff date of June 15, 2021 (i.e.,
the same database cutoff date as the protocol-specified
final analysis for the global KEYNOTE-355 population
reported previously'®) was 44.7 months (range, 37.2-
52.9 months) in the intention-to-treat population. At the
time of data cutoff, 54 patients (89%) in the pembroli-
zumab plus chemotherapy group had discontinued all
study treatments, 5 patients (8%) had completed 35cycles
(approximately 2years) of pembrolizumab, and 2 patients
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TABLE 1 Demographics and baseline disease characteristics in
the intention-to-treat population.

Intention-to-treat population

Pembrolizumab
plus Placebo plus
chemotherapy chemotherapy
(n=61) (n = 26)
Age, median (range), 54 (29-76) 51 (25-74)
years
<65years of age 47 (77) 19 (73)
ECOG PS 0 52 (85) 21 (81)
ECOGPS1 9 (15) 5(19)
PD-L1 CPS
<1 17 (28) 4(15)
>1 44 (72) 22 (85)
>10 19 (31) 9 (35)
Menopausal status
Premenopausal 22(36) 7(27)
Postmenopausal 39 (64) 19 (73)
Disease-free interval
De novo metastasis 19 (31) 8(31)
<12month 12 (20) 3(12)
>12month 30 (49) 15 (58)
Disease status
Metastatic, de novo 19 (31) 8(31)
Metastatic, 39 (64) 17 (65)
recurrence
Locally recurrent 3(5) 1(4)
inoperable
Chemotherapy on-study
Nab-paclitaxel 5(8) 5(19)
Paclitaxel 7 (11) 3(12)
Gemcitabine- 49 (80) 18 (69)
carboplatin
Prior same-class chemotherapy (IVRS)
Yes 5(8) 5(19)
No 56 (92) 21 (81)

Note: Values are presented as n (%) unless stated otherwise.

Abbreviations: CPS, combined positive score; ECOG PS, Eastern Cooperative
Oncology Group performance status; IVRS, interactive voice-response
system; PD-L1, programmed cell death ligand 1.

(3%) were continuing study treatment. The reasons for
discontinuation were progressive disease (n = 40), AEs
(n = 5), withdrawal of consent (n = 5), complete response
(n = 2), and physician decision (n = 2). In the placebo plus
chemotherapy group, 25 patients (96%) had discontinued
all study treatments due to progressive disease, 1 patient
(4%) had completed treatment, and no patients were con-
tinuing study treatment (Figure 1).
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l 87 patients randomized to study treatment 2:1 l

FIGURE 1 Patient disposition in
the Japan subset. Includes patients with

¢ ¢ clinical progression and progressive
61 randomized to pembrolizumab plus 26 randomized to placebo plus chemotherapy disease.
chemotherapy (intention-to-treat population) (intention-to-treat population)
61 received assigned treatment 26 received assigned treatment
(as-treated population) (as-treated population)
5 completed all trial agents 1 completed all trial agents
54 discontinued all trial agents 25 discontinued all trial agents
40 progressive diseasef 25 progressive diseaset
5 adverse event
5 withdrew consent
2 complete response
2 physician decision

Y A 4

2 continued treatment l l 0 continued treatment

Median duration of treatment (for any component of
study medication) in the pembrolizumab plus chemo-
therapy group and placebo plus chemotherapy group
was 7.4 months (range, 0.3-44.3 months) and 7.1 months
(range, 1.2 to 25.8 months), respectively. A summary of
on-study treatment exposure is provided in Table S1 and
Table S2.

3.2 | Efficacy

Among the 87 patients in the Japan subset, 69 (79%) had
died at the time of data cutoff. In the 28 patients with
PD-L1 CPS >10 tumors, the median OS was 25.9 months
(95% CI, 17.1 months-not reached) in the pembrolizumab
plus chemotherapy group and 18.2 months (95% CI, 3.0-
26.5 months)in the placebo plus chemotherapy group (HR,
0.36[95% CI, 0.14-0.89]). The 18-month OS rates were 74%
and 56%, respectively (Figure 2A). In the 66 patients with
PD-L1 CPS >1 tumors, the median OS was 21.9 months
(95% CI, 17.2-27.5 months) versus 17.1 months (95% CI,
9.5-19.2 months) in the pembrolizumab plus chemo-
therapy group versus placebo plus chemotherapy group,
respectively (HR, 0.52 [95% CI, 0.30-0.91]); the respec-
tive 18-month OS rates were 64% and 36% (Figure 2B).
In the intention-to-treat population, the median OS was
25.1 months (95% CI, 19.8-30.5 months) in the pembroli-
zumab plus chemotherapy group and 17.1 months (95%
CI, 9.8-18.4 months) in the placebo plus chemotherapy
group (HR, 0.46 [95% CI, 0.28-0.77]). The 18-month OS
rates were 69% and 38%, respectively (Figure 2C).

Among all 87 patients in the Japan subset, 70 (80%) had
experienced a PFS event at the time of data cutoff. Among
patients with PD-L1 CPS >10 tumors, the median PFS was
11.7 months (95% CI, 3.7-27.8 months) in the pembroli-
zumab plus chemotherapy group and 5.6 months (95%

CI, 2.0-9.7 months) in the placebo plus chemotherapy
group (HR, 0.52 [95% CI, 0.20-1.34]). The 12-month PFS
rates were 44% and 13%, respectively (Figure 3A). In pa-
tients with PD-L1 CPS >1 tumors, the median PFS was
7.6 months (95% CI, 5.4-11.7 months) versus 5.6 months
(95% CI, 4.7-7.7 months) in the pembrolizumab plus
chemotherapy group versus the placebo plus chemother-
apy group, respectively (HR, 0.61 [95% CI, 0.35-1.06]),
with corresponding 12-month PFS rates of 35% and 10%
(Figure 3B). In the intention-to-treat population, the me-
dian PFS was 7.7 months (95% CI, 5.5-9.8 months) in the
pembrolizumab plus chemotherapy group and 5.6 months
(95% CI, 5.3-7.7 months) in the placebo plus chemother-
apy group (HR, 0.64 [95% CI, 0.39-1.05]). The respective
12-month PFS rates were 33% and 13% (Figure 3C).

Among patients with PD-L1 CPS >10 tumors, the ORR
per RECIST version 1.1 by blinded independent central
review was 42% (95% CI, 20-67) in the pembrolizumab
plus chemotherapy group and 33% (95% CI, 7-70) in the
placebo plus chemotherapy group. The median duration
of response was 19.3 months (range, 6.0-40.3+ months)
in the pembrolizumab plus chemotherapy group and
7.3 months (range, 3.4-15.4 months) in the placebo plus
chemotherapy group. In patients with PD-L1 CPS >1 tu-
mors, the ORR was 43% (95% CI, 28-59) and 50% (95%
CI, 28-72) and the median duration of response was
14.9 months (range, 3.5-42.84+ months) and 6.0 months
(range, 2.3-28.5 months), respectively. In the intention-
to-treat population, the ORR was 43% (95% CI, 30-56)
in the pembrolizumab plus chemotherapy group and
46% (95% CI, 27-67) in the placebo plus chemotherapy
group. The median duration of response was 12.6 months
(range, 3.0+ to 42.8+ months) and 6.0 months (range, 2.3-
28.5 months), respectively. The disease control rates were
similar between the treatment groups across all 3 popula-
tions (Table 2).
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FIGURE 2 Overall survival in (A)
patients with PD-L1 CPS >10 tumors, (B)
patients with PD-L1 CPS >1 tumors, and
(C) the intention-to-treat population. CPS,
combined positive score; HR, hazard ratio;
NR, not reached; PD-L1, programmed cell
death ligand 1.
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(A) PD-L1CPS >10

Events, Median HR
n (%) (95% Cl), mo (95% CI)

Pembro + chemo 13(68) 25.9 (17.1-NR) 0.36
Placebo + chemo 9(100) 18.2(3.0-26.5) (0.14-0.89)
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(B) PD-L1CPS >1

Events, Median HR
n (%) (95% Cl), mo (95% CI)
Pembro + chemo 34 (77) 21.9 (17.2-27.5) 0.52
Placebo + chemo 20 (91) 17.1 (9.5-19.2)  (0.30-0.91)
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(C) Intention-to-treat population

Events, Median HR
n (%) (95% CI), mo (95% CI)
Pembro + chemo 45 (74) 25.1 (19.8-30.5) 0.46
Placebo + chemo 24 (92) 17.1 (9.8-18.4)  (0.28-0.77)
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(A) PD-L1CPS >10

Events, Median HR
n (%) (95% Cl), mo (95% Cl)

Pembro + chemo 13 (68) 11.7 (3.7-27.8) 0.52
Placebo + chemo 8 (89) 5.6 (2.0-9.7) (0.20-1.34)

Progression-Free Survival, %

o

12 15 18

0 3 6 9 21 24 27 30 33 36 39 42 45 48 51 54
Time, mo
No. at risk

Pembro + chemo19 17 11 9 7 4 4 3 3 2 2 1 1 1 0 0 o0 O
Placebo+chemo9 8 3 3 1 1 0 0 0 0 0 O O O O O O O O

(B) PD-L1CPS =1 Events, Median HR
n (%) (95% Cl), mo (95% Cl)

Pembro + chemo 33 (75) 7.6 (5.4-11.7) 0.61
Placebo + chemo 21 (96) 5.6 (4.7-7.7) (0.35-1.06)

Progression-Free Survival, %
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time, mo
No. at risk

Pembro + chemo44 38 26 16 13 11 8 7 6 5 4 3 2 2 2 0 0 0 O
Placebo+chemo22 19 10 5 2 2 1 1 1 1 1 1 0 0 0 0 0 0 O

(C) Intention-to-treat population Events, Median HR
n (%) (95% Cl), mo (95% ClI)

Pembro + chemo 46 (75) 7.7 (5.5-9.8) 0.64
Placebo + chemo 24 (92) 5.6 (5.3-7.7) (0.39-1.05)

Progression-Free Survival, %

0 +—T—7T——

L]
12 15 18

Time, mo
No. at risk
Pembro + chemo61 53 36 24 17 14 10 9 7 6
Placebo+chemc26 23 11 6 3 3 2 2 2 1 1 1

21 24 27 30 33 36 39 42 45 48 51 5

FIGURE 3 Progression-free survival
per RECIST version 1.1 by blinded
independent central review in (A) patients
with PD-L1 CPS >10 tumors, (B) patients
with PD-L1 CPS >1 tumors, and (C)

the intention-to-treat population. CPS,
combined positive score; HR, hazard ratio;
PD-L1, programmed cell death ligand 1.
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3.3 | Safety
Treatment-related AEs occurred in all 61 patients (100%)
and 26 patients (100%) in the pembrolizumab plus chemo-
therapy and placebo plus chemotherapy groups, respec-
tively. The most common treatment-related AEs in both
treatment groups were decreased white blood cell count
(pembrolizumab plus chemotherapy, 75%; placebo plus
chemotherapy, 85%), decreased neutrophil count (72%
and 81%), anemia (66% and 62%), and nausea (52% and
62%). Grade 3 or 4 treatment-related AEs occurred in
52 patients (85%) in the pembrolizumab plus chemo-
therapy group and 22 (85%) in the placebo plus chemo-
therapy group. The most frequently occurring grade 3 or 4
treatment-related AEs in the pembrolizumab plus chemo-
therapy group versus placebo plus chemotherapy group
were decreased neutrophil count (59% vs. 62%), decreased
white blood cell count (49% vs. 58%), and anemia (26%
vs. 23%). Nineteen patients (31%) in the pembrolizumab
plus chemotherapy group and four patients (15%) in the
placebo plus chemotherapy group discontinued any treat-
ment due to a treatment-related AE. No patients in either
group died due to a treatment-related AE.
Immune-mediated AEs and infusion reactions of any
grade occurred in 20 patients (33%) in the pembrolizumab
plus chemotherapy group and four patients (15%) in the
placebo plus chemotherapy group. The most frequently
occurring immune-mediated AEs (incidence >5%) in the
pembrolizumab plus chemotherapy group were hypo-
thyroidism (n = 7, 11%) and adrenal insufficiency (n = 5,
8%). In the placebo plus chemotherapy group, immune-
mediated AEs were hyperthyroidism and vasculitis (n = 1
each, 3.8%). Ten patients (16%) in the pembrolizumab plus
chemotherapy group and two patients (8%) in the placebo
plus chemotherapy group had infusion reactions. Grade
3 or 4 immune-mediated AEs and infusion reactions oc-
curred in four patients (7%) in the pembrolizumab plus
chemotherapy group (grade 3 adrenal insufficiency, n = 2;
grade 4 infusion reaction, n = 1; grade 3 severe skin re-
action, n = 1); there were no grade 3 or 4 events in the
placebo plus chemotherapy group. Five patients (8%) in
the pembrolizumab plus chemotherapy group and two
patients (8%) in the placebo plus chemotherapy group
discontinued any treatment due to an immune-mediated
AE. No patients in either group died due to an immune-
mediated AE or infusion reaction (Table 3).

4 | DISCUSSION

In this subset analysis of patients in the phase 3
KEYNOTE-355 study enrolled in Japan, pembrolizumab
plus chemotherapy improved outcomes versus placebo

plus chemotherapy in patients with previously untreated
locally recurrent inoperable or metastatic TNBC. Baseline
characteristics were generally consistent among Japanese
patients and those enrolled in the global population.'*"?
A slightly higher proportion of patients enrolled in Japan
had an ECOG PS of 0 (pembrolizumab plus chemother-
apy, 85%; placebo plus chemotherapy, 81%) compared
with the global population (59% and 62%), and slightly
higher proportions had received gemcitabine-carboplatin
as chemotherapy on-study (pembrolizumab plus chemo-
therapy, 80%; placebo plus chemotherapy, 69%) compared
with the global study (55% and 55%). A broad body of evi-
dence supports the efficacy of gemcitabine-platinum com-
binations in patients with metastatic TNBC,'?>?*%* which
may explain, at least in part, why Japan investigators were
interested in the gemcitabine-carboplatin combination
and used it more at a higher rate than in the study overall,
despite it not being a standard-of-care therapy in Japan.’
Treatment with pembrolizumab plus chemotherapy im-
proved both OS and PFS, and the 18-month OS rates and
12-month PFS rates were higher in the pembrolizumab
plus chemotherapy group than in the placebo plus chem-
otherapy group. The ORR and disease control rates were
generally similar between the treatment groups; however,
the duration of response was more than doubled among
responders in the pembrolizumab plus chemotherapy
group compared with the placebo plus chemotherapy
group. Overall, toxicity was manageable. Findings from
this analysis are generally consistent with those from the
global KEYNOTE-355 population and support the use of
pembrolizumab plus chemotherapy as a new standard-of-
care treatment regimen for patients with previously un-
treated locally recurrent inoperable or metastatic TNBC
in Japan.lz’13

The magnitude of treatment benefit with pembroli-
zumab plus chemotherapy versus placebo plus chemo-
therapy appeared greater in Japanese patients than in the
global study across each of the PD-L1 CPS populations
(i.e., PD-L1 CPS >10, PD-L1 CPS >1, and the intention-to-
treat population).'>'* Notably, the 18-month OS rates were
higher in patients in the pembrolizumab plus chemother-
apy group versus the placebo plus chemotherapy group in
the Japanese subset; the 18-month OS rates were approx-
imately doubled in each of the PD-L1 CPS populations.
However, given the wide 95% CIs for OS and PFS in the
Japan subset due to smaller patient numbers than in the
global study, particularly among Japanese patients with
PD-L1 CPS 210 (n =19 and n = 9, respectively), we are un-
able to draw definitive conclusions from this data set. The
reasons for the differences in OS and PFS outcomes for pa-
tients enrolled in Japan compared with the overall study
population are uncertain; possible contributing factors
may include the small number of patients and differences
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TABLE 3 Summary of AEs in all treated patients.

Placebo plus
Pembrolizumab plus chemotherapy chemotherapy
n=61 n =26
Any AE 61 (100) 26 (100)
Treatment-related AE
Any grade 61 (100) 26 (100)
Grade 3-5° 52(85) 22 (85)
Led to death 0 0
Led to discontinuation 19 (31) 4(15)
Any AE leading to dose modification
Pembrolizumab or placebo 40 (66) 17 (65)
Nab-paclitaxel 5(8) 3(12)
Paclitaxel 6(10) 2(8)
Gemcitabine 46 (75) 17 (65)
Carboplatin 46 (75) 17 (65)
Any grade Grade 3/4 Any grade Grade 3/4
Treatment-related AEs with incidence >20%
Decreased white blood cell count 46 (75) 30 (49) 22(85) 15 (58)
Decreased neutrophil count 44(72) 36 (59) 21 (81) 16 (62)
Anemia 40 (66) 16 (26) 16 (62) 6(23)
Nausea 32(52) 1(2) 16 (62) 1(4)
Alopecia 25 (41) 0 10 (38) 0
Constipation 24(39) 1(2) 10 (38) 0
Malaise 22(36) 2(3) 12 (46) 0
Dysgeusia 20 (33) 0 1(4) 0
Decreased platelet count 20 (33) 6 (10) 8(31) 4(15)
Decreased appetite 19 (31) 1(2) 4(15) 1(4)
Stomatitis 18 (30) 0 4(15) 0
Peripheral sensory neuropathy 16 (26) 1(2) 6(23) 0
Fatigue 15(25) 1(2) 6(23) 1(4)
Rash 13(21) 0 1(4) 0
Immune-mediated AEs and infusion reactions®
Any 20 (33) 4(7) 4(15) 0
Infusion reactions 10 (16) 1(2) 2(8) 0
Hypothyroidism 7(11) 0 0 0
Adrenal insufficiency 5(8) 2(3) 0 0
Hyperthyroidism 3(5) 0 1(4) 0
Pneumonitis 1(2) 0 0 0
Severe skin reactions 1(2) 1(2) 0 0
Thyroiditis 1(2) 0 0 0
Vasculitis 1(2) 0 1(4) 0

Note: All values are presented as n (%).
Abbreviation: AE, adverse event.
*There were no grade 5 treatment-related AEs, immune-mediated AEs, or infusion reactions in either treatment group.
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in patient baseline characteristics. The greater proportion
of patients with ECOG PS of 0 in the Japanese subgroup
compared with the global population (84% vs. 60%) may
have contributed to the longer median OS times among
the Japanese population versus the global population.

The ORRs and disease control rates were generally sim-
ilar between the treatment groups in the Japan subset and
the global study in each of the PD-L1 CPS populations.'*"?
The duration of response was slightly longer in the Japan
subset than in the global study, particularly in patients
with PD-L1 CPS >10 tumors; however, it is important to
note the very small number of responders with PD-L1 CPS
>10 tumors in the Japan subset (pembrolizumab plus che-
motherapy, n = 8; placebo plus chemotherapy, n = 3).

The toxicity profile was generally consistent with the
profile reported for the global study.'*'* In the Japan sub-
set, a slightly higher incidence of grade 3 or 4 treatment-
related AEs was reported in both treatment groups (Japan,
85% in both treatment groups; global study, 68% in pem-
brolizumab plus chemotherapy group vs. 67% in placebo
plus chemotherapy group), and more patients in the
pembrolizumab plus chemotherapy group discontinued
due to treatment-related AEs (31%) compared with the
global study (18%). The higher incidence of grade 3 or 4
treatment-related AEs and discontinuations due to AEs in
the Japan subset may be attributed to differences in clin-
ical characteristics; in particular, a higher proportion of
patients in the Japan subset had received gemcitabine—
carboplatin as chemotherapy on-study. Additionally, in
the Japan subgroup, 8% of patients in the pembrolizumab
plus chemotherapy group experienced adrenal insuffi-
ciency (grade 3 or 4, 3%) compared with none in the pla-
cebo plus chemotherapy. Although immune-mediated
AEs and infusion reactions occurred more frequently in
the pembrolizumab plus chemotherapy group than in the
placebo plus chemotherapy group few of these were grade
3 or 4 and, notably, a similar proportion of patients in ei-
ther treatment arm discontinued any treatment due to an
immune-mediated AE or infusion reaction.

In a subgroup analysis of Japanese patients (n = 65)
enrolled in the phase 3 IMpassion130 study that eval-
uated first-line atezolizumab (an anti-PD-L1 inhibitor)
in combination with nab-paclitaxel in patients with lo-
cally advanced or metastatic TNBC, the median PFS was
7.4 months (95% CI, 5.4-10.8 months) in the atezoli-
zumab plus nab-paclitaxel group versus 4.6 months (95%
CI, 3.7-7.2 months) in the placebo plus nab-paclitaxel
group (HR, 0.47 [95% CI, 0.25-0.90]), and the median
OS was not estimable (NE) versus 16.8 months (95% CI,
13.3 months-NE), respectively (HR, 0.44 [95% CI, 0.16-
1.24]).* As with results from KEYNOTE-355, these out-
comes provide evidence for activity of anti-PD-(L)1 agents
in Japanese patients with advanced TNBC.

A limitation of this study is that the Japanese sub-
set comprises a portion of patients enrolled globally in
KEYNOTE-355 (87 of 847 patients) and no alpha was
allocated to this analysis. Secondly, given the small
number of patients in this analysis, we were not able
to perform any meaningful subset analyses, includ-
ing assessments of clinical benefit with different rou-
tinely used chemotherapy regimens, assessment of
the influence of differences in clinical characteristics
on outcomes, or differences in treatment patterns. In
the current study, the allocation of patients to nab-
paclitaxel, paclitaxel, or gemcitabine-carboplatin was
by investigator's choice. At the time of writing, there
is no unequivocal evidence for whether either of these
chemotherapy regimens provides more clinical benefit
than the other in this setting.’ The investigators' choice
of chemotherapy regimen may have been driven, at least
in part, by the regulatory and clinical guideline status
of these drugs in Japan; in particular, it is important
to note that platinum chemotherapeutics are not cur-
rently included as standard of care for metastatic TNBC
in Japan.” Nonetheless, it is apparent that approval of
the combination of pembrolizumab plus chemotherapy
(based on results from KEYNOTE-355) has added to
the treatment options for patients with PD-L1-positive
TNBC in Japan.®

In Japanese patients enrolled in KEYNOTE-355, pem-
brolizumab plus chemotherapy tended to show improve-
ments in OS and PFS with manageable toxicity versus
placebo plus chemotherapy, consistent with the global
population. These findings provide support for the use of
pembrolizumab plus chemotherapy in Japanese patients
with previously untreated locally recurrent inoperable or
metastatic TNBC.
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