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abstract

PURPOSE Treatment options are limited for patients with recurrent and/or metastatic (R/M) cutaneous squamous
cell carcinoma (cSCC); mortality rates exceed 70% in patients with distant metastases. Here, we present the first
interim analysis of the R/M cSCC cohort from the 2-cohort—locally advanced and R/M—phase II KEYNOTE-
629 study.

PATIENTS AND METHODS Patients with R/M cSCC not amenable to surgery or radiation received pem-
brolizumab 200 mg every 3 weeks. The primary end point was objective response rate per RECIST v1.1.
Secondary end points were duration of response, disease control rate, progression-free survival, overall
survival, and safety.

RESULTS At data cutoff (April 8, 2019), median follow-up of 105 enrolled patients in the R/M cohort was
11.4 months (range, 0.4 to 16.3 months). Objective response rate was 34.3% (95% CI, 25.3% to 44.2%;
4 complete responses, 32 partial responses), and disease control rate was 52.4% (95% CI, 42.4% to 62.2%).
Median duration of response was not reached (range, 2.7 to 13.11 months; ‘1’ refers to ongoing response at
data cutoff). Median progression-free survival was 6.9 months (95% CI, 3.1 months to 8.5 months). Median
overall survival was not reached (95% CI, 10.7 months to not reached). Treatment-related adverse events
occurred in 66.7% of patients (n 5 70), the most common of which were pruritus (n 5 15; 14.3%), asthenia
(n5 14; 13.3%), and fatigue (n5 13; 12.4%). Grade 3 to 5 treatment-related adverse events occurred in 5.7%
(n 5 6) of patients. One patient died of treatment-related cranial nerve neuropathy.

CONCLUSION Pembrolizumab demonstrated effective antitumor activity; clinically meaningful, durable re-
sponses; and acceptable safety in primarily elderly patients with R/M cSCC, supporting its use in clinical
practice. Pembrolizumab adverse events in this study were consistent with its established safety profile.
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INTRODUCTION

Cutaneous squamous cell carcinoma (cSCC) is the
second most common nonmelanoma skin cancer,1

accounting for 20% of all skin cancer deaths.2,3 The
estimated incidence of new cSCC cases is 15 to 35
per 100,000 people and is increasing.3 Mortality rates
exceed 70% in patients with distant metastases,4

with recurrence rates from 15% to 28%.5,6 Until
recently, there was no consensus on treatment
recommendations for patients with unresectable,
locally advanced (LA), recurrent, or metastatic cSCC.
Treatment guidelines acknowledge the scarcity of
efficacy data for patients with distant metastases and
suggest using platinum-containing regimens or an
epidermal growth factor receptor (EGFR) inhibitor —
for example, cetuximab—and encourage participation
in clinical trials involving immune checkpoint inhibitors.7,8

cSCC is considered an immunogenic cancer; it has the
highest mutational burden exceeding that of classic
head and neck squamous cell carcinoma (HNSCC),
including mucosal tumors.9,10 In cSCC, tumor sup-
pressor genes are most frequently altered, with the UV
signature a key mutational difference.9 Long-term sun
exposure leading to DNA damage is postulated to
account for the high mutational burden.9,11,12 In ad-
dition, there is a positive correlation between the ex-
pression of programmed death ligand 1 (PD-L1) in
patients with cSCC and pathologic findings related to
metastatic risk.13 Therefore, cSCCs will likely respond
to immune checkpoint inhibitor therapy, including
programmed death 1 (PD-1) inhibitors.

The PD-1 inhibitor cemiplimab demonstrated antitumor
activity and safety in patients with LA or recurrent and/or
metastatic (R/M) cSCC in an open-label, single-arm,
multicohort study. Cemiplimab was well tolerated, with
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an objective response rate (ORR) of 47% in the metastatic
cSCC cohort of the phase II study.14

The PD-1 inhibitor pembrolizumab has demonstrated ex-
tended survival for advanced malignancies, including R/M
HNSCC15-18 and Merkel cell carcinoma, another UV
exposure–driven malignancy.19 KEYNOTE-629 is a 2-cohort
study designed to assess pembrolizumab in patients with LA
or R/M cSCC. Here, we present the first interim analysis
results from the R/M cohort.

PATIENTS AND METHODS

Study Design and Patients

KEYNOTE-629 is an open-label, single-arm, phase II study
of pembrolizumab in patients with LA or R/M cSCC. Patients
in the R/M cohort were enrolled at 39 sites in 9 countries
(Data Supplement). The study protocol (available at
ascopubs.org/journal/jco) and amendments were reviewed
and approved by the institutional review board or in-
dependent ethics committee of each participating in-
stitution. The study complied with the ethical principles
originating from the Declaration of Helsinki, Good Clinical
Practice requirements, and all local laws and regulations.

Eligible patients were aged 18 years and older with histo-
logically confirmed cSCC, measurable disease per RECIST
v1.1, Eastern Cooperative Oncology Group performance
status of 0 or 1, adequate tissue sample for PD-L1 testing,
and life expectancy greater than 3 months. Patients with
measurable disease per RECIST v1.1 as assessed by digital
photography were also eligible. Tissue biopsy was required
within 30 days of investigator-determined complete re-
sponse (CR) for central pathology review and confirmation
CR for patients who were deemed eligible via digital pho-
tography by central review. For the R/M cohort, patients had
locoregionally recurrent (disease not curable by surgery or
radiation) and/or metastatic cSCC (disseminated disease
distant to the initial primary site of diagnosis; the Data
Supplement includes additional criteria). The R/M cohort
consisted of 2 subgroups: distant metastatic cSCC and
locoregionally recurrent. The distant metastatic subgroup
included only patients with disseminated disease. Patients
with locoregional lymph node metastasis were included in
the locoregionally recurrent only subgroup. All patients
providedwritten informed consent to participate in the study,
which included consent to document all data, such as digital
photography of tumor responses.

Procedures

Patients received intravenous pembrolizumab 200 mg
every 3 weeks for 35 administrations—approximately
2 years—or until documented disease progression, un-
acceptable toxicity, or investigator’s or patient’s decision to
withdraw. Clinically stable patients with first radiologic
evidence of progressive disease per RECIST 1.1 were
permitted to continue pembrolizumab treatment until

TABLE 1. Baseline Characteristics in All Patients as Treated

Characteristic
Pembrolizumab
(N 5 105)

Median age (range), years 72.0 (29.0-95.0)

Sex

Male 80.0 (76.2)

Female 25.0 (23.8)

Region

European Union 50.0 (47.6)

North America 25.0 (23.8)

Rest of the world 30.0 (28.6)

ECOG PS

0 36.0 (34.3)

1 69.0 (65.7)

PD-L1 CPS

$ 1 69.0 (65.7)

, 1 10.0 (9.5)

Missinga 26.0 (24.8)a

Overall cancer staging

II 4.0 (3.8)

III 14.0 (13.3)

IV 87.0 (82.9)

Primary tumor staging

T1 16.0 (15.2)

T2 14.0 (13.3)

T3 23.0 (21.9)

T4 29.0 (27.6)

TX 23.0 (21.9)

Nodal involvement staging

N0 38.0 (36.2)

N1 18.0 (17.1)

N2a 8.0 (7.6)

N2b 13.0 (12.4)

N2c 5.0 (4.8)

N3 14.0 (13.3)

NX 9.0 (8.6)

Metastasis staging

M0 47.0 (44.8)

M1 58.0 (55.2)

Disease status

Locoregional only 47.0 (44.8)

Distant metastatic only 25.0 (23.8)

Locoregional and distant metastatic 33.0 (31.4)

Presence of ulceration

Yes 40.0 (38.1)

No 36.0 (34.3)

Unknown 29.0 (27.6)

(continued on following page)
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confirmation of progressive disease (the Data Supplement
includes details of treatment beyond progression).

Outcomes

The primary end point was ORR, as assessed by blinded
independent central review using RECIST v1.1. Secondary

end points included duration of response (DOR), disease
control rate (DCR; CR, partial response [PR], or stable
disease for $ 12 weeks), and progression-free survival
(PFS), all of which were assessed by blinded independent
central review using RECIST v1.1. Additional secondary
end points were overall survival (OS) and safety and tol-
erability in the R/M cSCC cohort. Follow-up was defined as
time from treatment start to data cutoff for all patients,
regardless of death. Response was assessed every
6 weeks with radiologic/photographic imaging for year 1
and every 9 weeks thereafter until the end of treatment.
Treatment decisions were made by investigators per
immune-related RECIST (defined in the Data Supple-
ment). Survival follow-up occurred every 12 weeks. Ad-
verse events (AEs) were recorded throughout the study
and for 30 days thereafter—90 days for serious AEs—and
graded per Common Terminology Criteria for Adverse
Events version 4.0.

Statistical Analysis

The current open-label, phase II study was designed to
allow periodic data monitoring by the sponsor to observe
response rates and ensure adequate minimum follow-up
time—6 months or more—at interim analyses. Results
were based on assessing the maturity of the data in this
open-label trial. Therefore, the first interim analysis oc-
curred at approximately 18 months after study start, when
69% of responding patients had achieved 6 months or
longer of durable response after confirmed response.
Because of the single-arm design, no statistical hypothesis
testing or multiplicity adjustment was planned. The current
efficacy and safety analyses included all patients in the R/M

TABLE 1. Baseline Characteristics in All Patients as Treated
(continued)

Characteristic
Pembrolizumab
(N 5 105)

Presence of synchronous primary lesion

Yes 13.0 (12.4)

No 63.0 (60.0)

Unknown 29.0 (27.6)

Presence of visible skin lesion at screening 70.0 (66.7)

Location of primary lesion

Head and neck 47.0 (44.8)

Extremity 18.0 (17.1)

Trunk 5.0 (4.8)

No visible skin lesion at screening 35.0 (33.3)

Prior radiation 78.0 (74.3)

Prior oncologic surgery 84.0 (80.0)

Prior chemotherapy

Carboplatin 47.0 (44.8)

Fluorouracil 28.0 (26.7)

Paclitaxel 17.0 (16.2)

Capecitabine 6.0 (5.7)

Docetaxel 5.0 (4.8)

Gemcitabine 3.0 (2.9)

Etoposide 1.0 (1.0)

Mitomycin 1.0 (1.0)

Tegafur 1.0 (1.0)

Vismodegib 1.0 (1.0)

Prior EGFR inhibitor

Cetuximab 35.0 (33.3)

Panitumumab 2.0 (1.9)

Other prior agents 2.0 (1.9)

Line of therapy

First line 14.0 (13.3)

Second line and beyond 91.0 (86.7)

NOTE. Data are presented as No. (%) unless otherwise specified.
Abbreviations: CPS, combined positive score; ECOG PS, Eastern

Cooperative Oncology Group performance status; PD-L1, programmed
death ligand 1.

aCurrent laboratory standards for tumor samples collected for
biomarker analysis state that the stability of a cut slide is 6 months for
PD-L1 staining.20,21 Samples from 26 patients (24.8%) were analyzed
outside of the defined 6-month PD-L1 stability period and were
therefore not available for baseline biomarker analysis.

TABLE 2. Summary of Tumor Response in All Patients as Treated
Response Pembrolizumab (N 5 105)

Objective response rate, % (95% CI)a 34.3 (25.3 to 44.2)

Disease control rate, % (95% CI)b 52.4 (42.4 to 62.2)

Best overall response

Complete response 4.0 (3.8)

Partial response 32.0 (30.5)

Stable disease 31.0 (29.5)

Stable disease $ 12 weeks 19.0 (18.1)

Progressive disease 28.0 (26.7)

Not evaluablec 2.0 (1.9)

Not assessedd 8.0 (7.6)

NOTE. Data are presented as No. (%) unless otherwise specified.
Tumor response as assessed by blinded independent central review
using RECIST v1.1.

aIncludes complete and partial responses.
bIncludes stable disease $ 12 weeks, partial responses, and

complete responses.
cPostbaseline assessment available but not evaluable.
dNo postbaseline assessment available for response evaluation.
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cSCC cohort who received at least one dose of study
treatment. For ORR or DCR, point estimates and 95% CIs
were assessed using the Clopper and Pearson exact
binomial method. With an expected proportion of ob-
jective response of at least 30% for patients with R/M
cSCC, the study has greater than 95% power for the lower
bound of the 95% CI to be more than 15%. DOR, PFS,
and OS were estimated using the Kaplan-Meier method.
Exploratory analyses of ORR, PFS, and OS by line of
therapy, primary disease site, PD-L1 status, and disease
status were also performed. Data cutoff was April 8,
2019.

Data-Sharing Statement

Merck Sharp & Dohme, a subsidiary of Merck & Co,
Kenilworth, NJ, USA (MSD), is committed to providing
qualified scientific researchers access to anonymized
patient-level data and clinical study reports from the
company’s clinical trials for the purpose of conducting
legitimate scientific research. The company is also obli-
gated to protect the rights and privacy of trial participants
and, as such, has a procedure in place for evaluating and
fulfilling requests for sharing company clinical trial data with
qualified external scientific researchers. The process in-
cludes submission of data requests to the MSD data-
sharing website (available at: http://engagezone.msd.com/
ds_documentation.php). Data will be made available for
request after product approval in the United States and
European Union or after product development is dis-
continued. There are circumstances that may prevent MSD
from sharing the requested data.

RESULTS

BetweenOctober 26, 2017, and June 15, 2018, 144 patients
with R/M cSCC were screened, and 105 were enrolled
and received at least one dose of pembrolizumab (Data
Supplement). Median follow-up was 11.4 months (range,
0.4 to 16.3 months) for the overall population (N 5 105).
Sixty-three patients (60.0%) discontinued treatment, most
commonly for disease progression (n5 37; 35.2%), reported
as progressive disease per radiographic criteria RECIST v1.1
in 22 patients and clinical progression in 15 patients, and
AEs (n 5 13; 12.4%). At data cutoff, 42 patients (42.0%)
continued to receive study treatment. Median duration of
exposure was 5.8months (range, 0.0 days to 16.1 months).
Median age was 72 years (range, 29 to 95 years). Sixty-nine
patients (65.7%) had a baseline Eastern Cooperative On-
cology Group performance status of 1; 87 (82.9%) had
stage IV disease; 78 (74.3%) previously received radiation
therapy; 14 (13.3%) received first-line (1L) pembrolizumab
(1L patients were allowed per protocol amendment 3), and
91 (86.7%) had previously received at least one systemic
therapy20,21 (Table 1).

Efficacy

Of 105 patients, 95 (90.5%) had baseline and at least
1 postbaseline imaging data. Eight patients (7.6%) had
no postbaseline imaging assessment available, whereas
2 patients (1.9%) had postbaseline assessment that was
not evaluable. The best overall confirmed response was
CR in 4 patients (3.8%; 95% CI, 1.0% to 9.5%), and an
additional 32 patients (30.5%; 95% CI, 21.9% to 40.2%)
experienced confirmed PR. Thus, ORR was 34.3% (n 5 36;
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FIG 1. (A) Best percentage change from baseline in target lesion and (B) duration of study treatment and response in responders (n 5 36) in all patients
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95% CI, 25.3% to 44.2%; Table 2). Stable disease was
achieved in 31 patients (29.5%). DCR was 52.4%
(n 5 55; 95% CI, 42.4% to 62.2%; Table 2). Among the
76 patients with baseline and nonmissing postbaseline
data for sum of the longest diameters of target lesions, 58
(76.3%) had a reduction from baseline in target lesion
sizes, including 44 patients (57.9%) with at least a 30%
reduction (Fig 1A).

Median time to response was 1.5 months (range, 1.2 to
5.7 months; Fig 1B). Median DOR was not reached (NR;
range, 2.7 to 13.1 1 months; where ‘1’ indicates ongoing
response at database cutoff; Data Supplement). Of the
36 responders, 31 and 7 had a minimum follow-up of
6 months and 12 months, respectively, after achieving
response; 25 (79.5%) and 1 (65.6%) patients were esti-
mated to have ongoing responses at 6 months or more and
12 months or more, respectively. Patients experienced

rapid tumor reduction after 6 weeks of pembrolizumab
treatment (Fig 2 and Data Supplement).

At data cutoff, 64 patients (61.0%) had died or experienced
disease progression. Median PFS was 6.9 months (95% CI,
3.1 months to 8.5 months; Fig 3A), and PFS rates were
50.4% (95% CI, 40.3% to 59.7%) at 6 months and
32.4% (95% CI, 22.6% to 42.5%) at 12months. Of the 105
patients, 40 (38.1%) had died. Median OS was NR
(95% CI, 10.7 months to NR; Fig 3B), and OS rates were
79.0% (95% CI, 69.9% to 85.7%) at 6 months and
60.3% (95% CI, 49.8% to 69.3%) at 12 months.

Treatment Beyond Initial RECIST v1.1

Disease Progression

Twenty-nine patients received pembrolizumab treat-
ment beyond disease progression. Of these, 1 patient
achieved a best overall response of CR and 7 had PR

A

B
Baseline Week 6 Week 35

Baseline Week 6 Week 37

FIG 2. Effects of pembrolizumab monotherapy in patients with recurrent and/or metastatic cutaneous squamous cell
carcinoma (cSCC). (A) An 80-year-old man with cSCC at the temple who previously underwent surgery at baseline (left),
after 6 weeks of treatment (middle), and at the most recent follow-up (35 weeks; right). (B) An 87-year-old woman with
cSCC at the jaw who previously received systemic therapy and radiation at baseline (left), after 6 weeks of treatment
(middle), and at the most recent follow-up (37 weeks; right). (C) An 84-year-old woman with cSCC at the right axilla who
previously underwent surgery and radiation at baseline (left), after 6 weeks of treatment (middle), and at themost recent
follow-up (36 weeks; right). (D) A 92-year-old man with cSCC at the ear who previously received systemic therapy at
baseline (left), after 6 weeks of treatment (middle), and at the most recent follow-up (62 weeks; right). Weeks are time
since the date of the first dose of pembrolizumab.
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per immune-related RECIST. Response was ongoing in
4 patients (Data Supplement).

Subgroup Analysis of Efficacy

Exploratory subgroup analysis was conducted by line of
therapy, disease extension, primary disease site, and
PD-L1 combined positive score (CPS) status (Data
Supplement).

At data cutoff, median follow-up was 9.2 months (range,
8.9 to 11.2 months) for 14 patients who received 1L
pembrolizumab and were enrolled after protocol amend-
ment 3. These 14 patients had shorter duration of follow-up
than the remaining 91 patients. In the 1L subgroup, ORR
was 50.0% (n 5 7 [2 CR and 5 PR]; Data Supplement).
Median PFS was 8.3 months, and PFS rates were 70.7% at
6 months and NR at 12 months. Median OS was NR, and
OS rates were 78.6% at 6 months and NR at 12 months.

At data cutoff, median follow-up was 12.1 months (range,
9.0 to 16.2 months) for the 91 patients who received
second-line (2L) or later pembrolizumab. In the 2L or later
subgroup, ORRwas 31.9% (n5 29 [2 CR and 27 PR]; Data
Supplement). Median PFS was 5.4 months, and 6- and 12-
month PFS rates were 47.3% and 32.2%, respectively.
Median OS was NR, and 6- and 12-month OS rates were
79.1% and 61.3%, respectively.

In the 47 patients with locoregional-only disease, ORR was
36.2% (n 5 17 [1 CR and 16 PR]), median PFS was
7.1months, andmedian OSwas NR. In the 58 patients with
distant metastatic disease, ORR was 32.8% (n5 19 [3 CR
and 16 PR]), median PFS was 5.4 months, and median OS
was NR.

In the 47 patients who had cSCC tumors with primary head
and neck location, ORR was 42.6% (n 5 20 [1 CR and 19
PR]), median PFS was 8.5 months, and median OS was
NR. In the 58 patients with cSCC tumors at other primary
locations, ORR was 27.6% (n5 16 [3 CR and 13 PR]) and
median PFS and OS were 4.2 months and 10.3 months,
respectively.

In the 69 patients with PD-L1 CPS 1 or greater tumors, ORR
was 33.3% (n 5 23 [2 CR and 21 PR]), median PFS was
5.4months, andmedian OSwas NR. In the 10 patients with
PD-L1 CPS less than 1 tumors, ORR was 20.0% (n 5 2
[2 PR]), median PFS was 4.2 months, and median OS
was NR.

Safety

One hundred two patients (97.1%) experienced at least 1
AE (Data Supplement), and 70 patients (66.7%) experi-
enced a treatment-related adverse event (TRAE). The most
common any-grade TRAEs were pruritus (n5 15; 14.3%),
asthenia (n 5 14; 13.3%), and fatigue (n 5 13; 12.4%;

Baseline Week 6 Week 36

Baseline Week 6 Week 62

C

D
FIG 2. (Continued).
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Data Supplement). Most TRAEs were mild to moderate;
6 patients (5.7%) experienced grade 3 to 5 TRAEs
(Table 3). Treatment-related serious AEs occurred in
7 patients (6.7%; Data Supplement). One patient died of
treatment-related cranial nerve neuropathy (details in the
Data Supplement).

Overall, AEs led to treatment interruption in 28 patients
(26.7%) and treatment discontinuation in 13 patients
(12.4%; Data Supplement). TRAEs led to treatment in-
terruption in 9 patients (8.6%) and treatment discontinu-
ation in 5 patients (4.8%; Data Supplement). Twenty-three
patients (21.9%) experienced at least 1 immune-mediated

AE. The most frequently reported immune-mediated AEs
were hypothyroidism (n 5 10; 9.5%), severe (grade $ 3)
skin reactions (n 5 5; 4.8%), pneumonitis (n 5 4; 3.8%),
adrenal insufficiency (n 5 3; 2.9%), and hyperthyroidism
(n 5 3; 2.9%; Data Supplement). Most immune-mediated
AEs were grade 1 or 2 and nonserious. There were no grade
4 to 5 immune-mediated AEs.

DISCUSSION

At the first interim analysis of KEYNOTE-629, pem-
brolizumab monotherapy demonstrated clinically mean-
ingful antitumor activity and was generally well tolerated in
patients with R/M cSCC. With 11.4 months of median
follow-up, pembrolizumab demonstrated an ORR of
34.3%, and 76.3% of patients experienced a reduction in
target lesion size from baseline. Disease control was
maintained in 52.4% of patients. Pembrolizumab elicited
rapid, durable responses, with amedian time to response of
1.5 months. Median DOR was NR. Furthermore, in the 29
patients who received pembrolizumab treatment beyond
progression, additional benefit was observed (ORR,
27.6%).

Subgroup analysis by line of therapy showed a promising
response rate of 50.0% with 1L pembrolizumab and
31.9% in heavily pretreated patients receiving pem-
brolizumab as 2L or later therapy. Strikingly, with a median
follow-up of 11.4 months, the PFS rate at 12 months was
estimated to be 32.4% in the total population. The same
12-month PFS rate was observed with 2L or later pem-
brolizumab (32.2%). Because of the small sample size of
patients on 1L therapy, the 12-month PFS rate was not
evaluated. cSCC arising from the head and neck region has
historically been recognized to be more aggressive and
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patients as treated. NR, not reached.

TABLE 3. Grade 3-5 Treatment-Related Adverse Events That Occurred in. 0% of
Patients in the As-Treated Population

Event

Pembrolizumab (N 5 105)

Grade 3 or 4 Grade 5

Patients with any event 6.0 (5.7) —

Events

Blood creatine phosphokinase level increased 1.0 (1.0) —

Dementia 1.0 (1.0) —

Dermatitis exfoliative generalized 1.0 (1.0) —

g-Glutamyltransferase level increased 1.0 (1.0) —

Oral lichen planus 1.0 (1.0) —

Peripheral sensory neuropathy 1.0 (1.0) —

Rash 1.0 (1.0) —

Transaminases increased 1.0 (1.0) —

Cranial nerve neuropathy — 1.0 (1.0)

NOTE. Data are presented as No. (%) in all treated patients (N5 105). The table
lists grade 3-5 treatment-related adverse events that the investigator attributed to
treatment.
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difficult to treat than other sites of the body.22 Of interest,
pembrolizumab treatment demonstrated effective antitu-
mor activity in patients who had tumors with a primary head
and neck location; both median PFS and OS were longer
than in patients with cSCC at other anatomic sites. Thus,
whereas increased efficacy in this subgroup of patients with
high-risk disease and worse outcomes is notable, additional
data are required to validate whether the response to
pembrolizumab therapy differs based on the anatomic
location of the disease.22-24 Biomarker subgroup analysis
by PD-L1 CPS showed pembrolizumab treatment benefit
regardless of PD-L1 expression. Efficacy of pembrolizumab
was comparable in locoregional-only and distant metastatic
cSCC subgroups.

Pembrolizumab was well tolerated in this elderly pop-
ulation, including patients up to age 95 years. Most TRAEs
were mild or moderate, and no new safety signals were
identified. The safety profile was consistent with the well-
established safety profile of pembrolizumab monotherapy
in HNSCC.15-18

Pembrolizumab demonstrated comparable responses and
similar or favorable safety compared with historical data
from systemic therapies in R/M cSCC.25-28 Treatment with
monotherapy agents, including EGFR inhibitors, in an R/M
population offered lower response rates (11% to 31%), with
a median DOR of 6 months. Overall, the side effects were
more tolerable than those of chemotherapy.27,28 To our
knowledge, the current report is the largest clinical trial
(n5 105) in patients with R/M cSCC, with a population size
greater than that of aforementioned chemotherapy studies
(n 5 3 to 7)25,26 or EGFR studies (n 5 16 to 36).27,28 The
ORR of pembrolizumab exceeded that of cetuximab or
panitumumab.27,28 Of note, the median DOR with pem-
brolizumab was NR after 11.4 months of follow-up, which is
uncommon with chemotherapy or EGFR inhibitors.25-28

Cemiplimab has demonstrated efficacy and safety in early-
phase studies among patients with LA or metastatic cSCC.
In the metastatic cSCC cohort (n 5 59), 50 patients (85%)
previously received radiation therapy and 56% (n 5 33)
previously received systemic therapy, whereas 44%
(n 5 26) previously received no therapy.14 The ORR was
47% (95% CI, 34% to 61%) and the DCR was
61% (95% CI, 47% to 74%), with a median follow-up of
7.9 months. The median DOR was NR; however, among
the 28 responders, 16 patients (57%) had ongoing re-
sponses for 6 months or longer.14 Pembrolizumab was
studied in a patient population in whom 86.7% had pre-
viously received 1 or more lines of systemic therapy. The 1L
pembrolizumab subgroup more closely corresponds to the
metastatic cohort in the cemiplimab study. In the 1L

pembrolizumab subgroup of the current study, ORR
reached 50.0%, which is similar to that of cemiplimab;
however, the 1L pembrolizumab subgroup had a shorter
median follow-up (9.2 months) than that of the overall
population of the current study (11.4 months), and the
12-month PFS rate was not estimable in this small subgroup.
Therefore, comparison of 12-month PFS rates of the 1L
pembrolizumab subgroup with the cemiplimab results
will require additional follow-up of the 1L subgroup.
Collectively, although cross-trial comparisons should be
cautiously interpreted, response results with pembrolizumab
and cemiplimab monotherapy seem comparable.

Recently, the phase II CARSKIN study evaluated 1L
pembrolizumab in 39 patients with chemotherapy-naive,
unresectable locally or regionally advanced or metastatic
cSCC, 21% of whom had metastatic disease.29 The 15-week
response rate was 38.5% (95% CI, 24% to 55%), and
at 15 weeks 2 patients achieved CR and 13 achieved PR.29

Median PFS was 8.4 months, and median OS was NR.29

These findings are comparable to the current results of
1L pembrolizumab—with a median PFS of 8.3 months
and median OS NR. The safety profile from CARSKIN was
consistent with that of the current study: TRAEs in
67% of patients.29

Although the current report involves R/M cSCC, pem-
brolizumab is also being evaluated in patients with unre-
sectable LA disease for whom no available localized
treatments are feasible. In addition, the ongoing random-
ized, double-blind, placebo-controlled phase III study
KEYNOTE-630 (ClinicalTrials.gov identifier: NCT03833167)
evaluates pembrolizumab as adjuvant therapy after surgery
and radiation in patients with high-risk LA cSCC.

Study limitations include the single-arm design and du-
ration of follow-up at this interim analysis. Despite limited
follow-up, the promising antitumor activity, durable re-
sponses, and tolerability of pembrolizumab in this chal-
lenging setting of R/M cSCC, in which most patients were
elderly, provide a compelling reason to report these results.
Follow-up of patients is ongoing, and longer follow-up will
be reported as results become available.

Overall, pembrolizumab provides a therapeutic benefit and
offers an effective treatment option for patients with R/M
cSCC. The observations in this phase II trial highlight the
role of pembrolizumab monotherapy as an attractive
treatment option in this patient population. While this article
was in press, pembrolizumab was approved by the US Food
and Drug Administration for the treatment of patients with
recurrent or metastatic cSCC.30
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