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ABSTRACT

Introduction: Pembrolizumab provided dur-
able responses and acceptable safety in recur-
rent or metastatic (R/M) cutaneous squamous
cell carcinoma (cSCC) in the KEYNOTE-629
study. In this elderly, fragile population with
disfiguring tumours, preservation of health-re-
lated quality of life (HRQoL) is critical. Here, we
present pre-specified exploratory HRQoL anal-

yses from the first interim analysis of KEYNOTE-
629.
Methods: Patients with R/M cSCC not amen-
able to surgery or radiation therapy received
pembrolizumab 200 mg every 3 weeks
for B 24 months. HRQoL end points included
change from baseline to week 12 in European
Organisation for Research and Treatment of
Cancer Quality of Life Questionnaire Core 30
(EORTC QLQ-C30) global health status (GHS)/
QoL, functioning, symptom and European
Quality of Life 5-Dimension 5-Level (EQ-5D-5L)
scores and change from baseline through week
48 in EORTC QLQ-C30 GHS/QoL and physical
functioning scores. Improvement (C 10-point
increase post-baseline with confirmation) was
assessed using the exact binomial method.
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Results: Analyses included 99 patients for
EORTC QLQ-C30 and 100 for EQ-5D-5L. Com-
pliance was[80% at week 12. Mean scores
were stable from baseline to week 12 for GHS/
QoL (4.95 points; 95% confidence inter-
val, -1.00 to 10.90) and physical functioning
(-3.38 points; 95% confidence interval, -8.80
to 2.04). EORTC-QLQ-C30 functioning, symp-
tom, and EQ-5D-5L scores remained stable at
week 12. Post-baseline scores were improved in
29.3% of patients for GHS/QoL, 17.2% for
physical functioning, and in a numerically
higher proportion of responders versus non-re-
sponders (GHS/QoL, 55.6% versus 16.1%;
physical functioning, 36.1% versus 7.1%).
Conclusions: In elderly patients with R/M
cSCC, the clinical efficacy of pembrolizumab
translates into a benefit validated by HRQoL
preservation or improvement during treatment.
Trial Registration: ClinicalTrials.gov identifier:
NCT03284424.

PLAIN LANGUAGE SUMMARY

Cutaneous squamous cell carcinoma (cSCC) is
the second most common type of non-me-
lanoma skin cancer. cSCC is usually caused by
cumulative exposure to sunlight and often
occurs in exposed parts of the body such as the
head and neck. cSCC is most often seen in older
people. If cSCC is detected early, it can be
removed by surgery; however, if left untreated,
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the cancer can spread throughout the body and
cause death. The disease itself and its treatment
can be painful, cause scarring, or change the
patient’s physical appearance. Hence, people
with cSCC often have poor quality of life. It is
therefore important to develop new drugs to
help patients with cSCC live longer without
worsening their quality of life. The phase 2
KEYNOTE-629 study investigated how well the
drug pembrolizumab treated cSCC and whether
it was safe. KEYNOTE-629 included patients
who were mostly older and had advanced cSCC.
The results showed that pembrolizumab was
effective and safe. Here, we investigated how
pembrolizumab affected the quality of life of
these patients. To do this, we asked patients to
answer questionnaires on important aspects of
their experience, such as their general health
status, physical functioning, emotional wellbe-
ing, and symptoms. We found that patients
who were treated with pembrolizumab had
stable quality of life during treatment. Further-
more, patients whose cancer responded well to
pembrolizumab were more likely to have an
improved quality of life. These results support
the use of pembrolizumab in patients with
advanced cSCC.

Keywords: Cancer; Clinical trial; Immuno-
therapy; Pembrolizumab; Quality of life;
Squamous cell carcinoma
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Key Summary Points

Why carry out this study?

Patients with cutaneous squamous cell
carcinoma (cSCC) experience pain,
disfigurement and anxiety, which
negatively affect health-related quality of
life (HRQoL).

Because patients with recurrent or
metastatic (R/M) cSCC tend to be fragile
due to advanced age, there remains an
unmet need for effective treatments that
also maintain HRQoL.

This pre-specified exploratory analysis
investigated HRQoL in patients with R/M
cSCC treated with pembrolizumab in the
phase 2 KEYNOTE-629 study.

What was learned from the study?

HRQoL scores were stable with
pembrolizumab, indicating HRQoL was
not negatively affected by adverse events,
and improvements in HRQoL were
positively correlated with treatment
response.

The results of this study show that the
efficacy of pembrolizumab can translate
into tangible benefit in elderly patients
with R/M cSCC.

INTRODUCTION

Cutaneous squamous cell carcinoma (cSCC),
the second most common type of non-me-
lanoma skin cancer, accounts for 20% of all skin
cancer deaths [1]. Patients with distant meta-
static cSCC have mortality rates of C 70% [1, 2].
Approximately 1.8 million cases of cSCC were
diagnosed worldwide in 2017, with elderly
patients at particularly high risk given that
cumulative sun exposure is the primary risk
factor for development [3, 4]. The symptoms of
cSCC and the high morbidity associated with

standard treatment for the disease can result in
pain, scarring, disfigurement and anxiety, any
of which can affect patients’ overall health-re-
lated quality of life (HRQoL) [5, 6]. Patients with
cSCC may experience negative psychosocial
and mental health effects as a result of treat-
ments that alter their physical appearance or
impede their ability to speak, swallow or see,
particularly in those with advanced cSCC in the
anatomic regions above the clavicle [6–9].

There remains an unmet need for effective
and tolerable therapies that also maintain
physical functioning and HRQoL for patients
whose tumours are unresectable due to
anatomical location or recurrence within a
previously irradiated field. Treatment guidelines
for patients with recurrent or metastatic (R/M)
cSCC recommend therapy with programmed
death 1 (PD-1) immune checkpoint inhibitors
(i.e. cemiplimab or pembrolizumab) if curative
surgery or radiotherapy is not feasible, or plat-
inum-containing chemotherapy or epidermal
growth factor receptor inhibitors (e.g. cetux-
imab) if the patient is ineligible for
immunotherapy [10, 11]. The PD-1 inhibitors
cemiplimab and pembrolizumab were included
in the treatment paradigm based on trials
showing effective anti-tumour activity and
acceptable tolerability in locally advanced or
metastatic cSCC [12–14].

Pembrolizumab has demonstrated extended
survival for several advanced malignancies,
including R/M head and neck squamous cell
carcinoma [15–19] and Merkel cell carcinoma,
which, like cSCC, is an ultraviolet-expo-
sure–driven malignancy [20]. The phase 2 KEY-
NOTE-629 study is a two-cohort trial designed
to evaluate the efficacy and safety of pem-
brolizumab in patients with unresectable locally
advanced or R/M cSCC [14]. In an interim
analysis of the R/M cSCC cohort of KEYNOTE-
629 (n = 105; data cutoff, 8 April 2019), pem-
brolizumab in heavily pre-treated patients
demonstrated anti-tumour activity, durable and
rapid responses, encouraging survival outcomes
and manageable safety [14]. The objective
response rate was 34.3% [95% confidence
interval (CI) 25.3–44.2], and the disease control
rate was 52.4% (95% CI 42.4–62.2); median
duration of response was not reached (range
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2.7–13.1? months). Median progression-free
survival was 6.9 months (95% CI 3.1–8.5), and
median overall survival was not reached (95%
CI 10.7 months–not reached). Adverse events
were consistent with the established safety
profile of pembrolizumab. The patients with
R/M cSCC in this study were primarily elderly
[median age, 72 years (range 29.0–95.0)] and
most were heavily pre-treated, indicating that
pembrolizumab is efficacious and well tolerated
in a relatively fragile population [14]. The clin-
ical benefit of pembrolizumab demonstrated in
KEYNOTE-629 resulted in US Food and Drug
Administration regulatory approval for the
treatment of R/M cSCC not curable by surgery
or radiation therapy [21, 22].

We present results of the pre-specified
exploratory HRQoL analyses for patients with
R/M cSCC treated with pembrolizumab from
the first interim analysis of KEYNOTE-629.

METHODS

Study Design and Patients

KEYNOTE-629 (NCT03284424) is an open-label,
single-arm, phase 2 study of pembrolizumab in
patients with unresectable locally advanced or
R/M cSCC. The study is ongoing at 39 centres in
nine countries. Detailed methods and eligibility
criteria for KEYNOTE-629 are published [14].
Briefly, eligible patients were adults with histo-
logically confirmed cSCC as the primary site of
malignancy that was metastatic (i.e. dissemi-
nated disease) and/or unresectable (i.e. not
curable by surgery or radiation therapy) and
with an Eastern Cooperative Oncology Group
performance status of 0–1. Pembrolizumab
200 mg was administered intravenously every
3 weeks until disease progression, unaccept-
able toxic effects or study withdrawal for up to
35 cycles (approximately 2 years).

The study protocol and amendments were
approved by the appropriate ethics review
committees [names listed in Electronic Supple-
mentary Material (ESM) Table S1]. All patients
gave written informed consent. The study was
conducted in accordance with the protocol, its

amendments and the ethics principles outlined
in the Declaration of Helsinki.

HRQoL Assessments

HRQoL assessments involved the European
Organisation for Research and Treatment of
Cancer Quality of Life Questionnaire Core 30
(EORTC QLQ-C30) [23, 24] and European
Quality of Life 5-Dimension 5-Level (EQ-5D-5L)
[25, 26]; questionnaires were administered
electronically prior to other study procedures at
baseline, at weeks 3 and 6, and then every
6 weeks through the first year, every 9 weeks
until the end of treatment, and at the 30-day
safety follow-up visit.

The EORTC QLQ-C30, the most commonly
used cancer-specific instrument to assess
HRQoL, is psychometrically and clinically vali-
dated [23, 24]. It comprises five functional
dimensions, nine items that measure symptoms
or cancer-specific concerns, and a global health
status/quality of life (GHS/QoL) scale [24]. The
EQ-5D-5L is a standard instrument used to
measure health status consisting of two parts: a
graded visual analogue scale (VAS) on which
patients rate their perceived health status from
0 (worst health you can imagine) to 100 (best
health you can imagine), and a descriptive sys-
tem comprising five health state dimensions
(i.e. mobility, self-care, usual activities, pain/
discomfort and anxiety/depression) rated on a
five-level descriptive scale (no problems, slight
problems, moderate problems, severe problems,
extreme problems/unable to) that is used to
generate a health state profile for each patient
[25, 26]. For the descriptive system, each health
state can be assigned an index or utility score
based on societal preference weights.

Compliance with the HRQoL questionnaires
was defined as the proportion of patients who
completed the HRQoL assessment among those
who were expected to complete the question-
naires at a given time point, excluding patients
missing by design. Patients who were missing
by design included those who died; who dis-
continued due to an adverse event, clinical
progression, progressive disease, physician
decision or withdrawal from study; who
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completed study treatment; for whom the clinic
visit was not reached or scheduled; and for
whom translation was not available. The com-
pletion rate for the HRQoL questionnaires was
defined as the proportion of patients who
completed the HRQoL assessment among all
patients in the HRQoL analysis population.

End Points

The pre-specified exploratory HRQoL end
points were change from baseline in the EORTC
QLQ-C30 GHS/QoL, functioning, and symptom
scores, and change from baseline in the EQ-5D-
5L health status score. Mean changes from
baseline in HRQoL scores were primarily evalu-
ated at week 12 to ensure an adequate comple-
tion rate (i.e. C 70% of patients completed the
HRQoL assessment among all patients in the
HRQoL analysis population). Analyses of mean
change from baseline in QLQ-C30 GHS/QoL
and physical functioning scores were also sum-
marised for patients who were on study and able
to complete questionnaires at each time point
through week 48.

Responses for each of the GHS/QoL, physical
functioning and symptom scales of the EORTC
QLQ-C30 were calculated by averaging the
items within the scales and transforming the
scores linearly (scales range from 0 to 100) [24].
Symptom scales for which higher scores repre-
sented higher symptom burden were reverse-
scored to simplify presentation, such that a
higher score for GHS/QoL, functioning and
symptom scales denotes better HRQoL.
Responses to the EQ-5D-5L VAS were scored
from 0 (worst imaginable health) to 100 (best
imaginable health) [26]. EQ-5D-5L responses
were weighted and aggregated into utility scores
based on the US algorithm, with scores ranging
from\ 0 (where 0 is equivalent to death) to 1
(equivalent to full health) [26, 27].

A C 10-point change from baseline in the
EORTC QLQ-C30 GHS/QoL, functioning and
symptom scores was considered clinically
meaningful [28]. The overall proportions of
patients with improved, stable and deteriorated
GHS/QoL and physical functioning scores rela-
tive to baseline were summarised. Overall

improvement was defined as a C 10-point
increase in score from baseline at any time
during the trial, with confirmation at the next
visit. For patients who did not achieve
improved HRQoL scores, any of the following
were defined as stable scores: improvement
(C 10-point increase in score) confirmed by
a\ 10-point change at the next visit,\ 10-
point change in score confirmed by a\ 10-
point change at the next visit, or a\10-point
change in score and confirmed by an improve-
ment (C 10-point increase in score) at the next
visit. For patients without improved or
stable scores, deterioration was defined as a
C 10-point decrease in score from baseline. In
addition, an exploratory sub-analysis of the
proportion of patients with improved, stable or
deteriorated GHS/QoL and physical functioning
scores was conducted in patients classified as
responders based on objective response [pa-
tients with complete response (CR) or partial
response (PR)] in comparison with non-respon-
ders [patients with stable disease (SD) or pro-
gressive disease (PD)], as assessed by blinded
independent central review using Response
Evaluation Criteria in Solid Tumours version 1.1
(RECIST v1.1). For the EQ-5D-5L, a C 7-point
change from baseline in VAS and a C 0.06
change from baseline in EQ-5D-5L utility index
was considered to be a minimally important
difference [29].

Statistical Analyses

The HRQoL analysis population included all
patients who received C 1 dose of pem-
brolizumab and had HRQoL assessments at both
baseline and at least once after baseline. The
exact binomial method was used to assess the
overall proportion of patients with improved,
stable or deteriorated GHS/QoL and physical
functioning relative to baseline. No imputation
for missing data was performed. HRQoL analy-
ses were conducted using the interim analysis
data cutoff of 8 April 2019.
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RESULTS

Patient Disposition and Characteristics

The interim analysis included patients enrolled
between 26 October 2017 and 15 June 2018. Of
144 patients screened, 105 with R/M cSCC were
allocated to treatment and received C 1 dose;
39 patients were ineligible, and additional detail
regarding reasons for ineligibility are presented

in the figure and footnotes (Fig. 1). Of these
patients, 99 (94.3%) completed the EORTC
QLQ-C30 and 100 (95.2%) completed the ED-
5D-5L assessments at both baseline and at least
once after baseline and were included in the
HRQoL analysis populations (Fig. 1). Most of
the patients with R/M cSCC who completed the
EORTC QLQ-C30 were elderly; the median age
was 73 years, 69 (69.7%) were aged C 65 years,
and 15 (15.2%) were aged C 80 years (ESM

Fig. 1 Patient disposition in the health-related quality of
life population. CNS central nervous system, cSCC
cutaneous squamous cell carcinoma, EORTC QLQ-C30
European Organisation for Research and Treatment of
Cancer Quality of Life Questionnaire Core 30, ECOG PS
Eastern Cooperative Oncology Group performance status,
EQ-5D-5L European Quality of Life 5-Dimension 5-Level,
RECIST v1.1 Response Evaluation Criteria in Solid
Tumours version 1.1. aParticipants may have been
excluded for more than one reason. Reasons not listed
included no metastatic disease or previously treated locally
recurrent disease (n = 2), another histologic type of skin
cancer other than invasive squamous cell carcinoma as the
primary disease (n = 2), diagnosed with and/or treated for

additional malignancy within the past 5 years (n = 2),
known active central nervous system metastases and/or
carcinomatous meningitis (n = 2), no histologically con-
firmed cSCC as the primary site of malignancy (n = 1),
not willing to provide informed consent (n = 1), history of
(non-infectious) pneumonitis that required treatment with
steroids or had current pneumonitis (n = 1), and another
inclusion/exclusion criterion that prevented enrolment in
the study (n = 1). bClinical progression was defined as
worsening of clinical status with or without radiographic
progression of disease. cProgressive disease was defined as
radiographically diagnosed disease progression per
RECIST v1.1 criteria
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Table S2). Most patients were male [n = 75
(75.8%)], and 63 patients (63.6%) had a baseline
Eastern Cooperative Oncology Group perfor-
mance status of 1; 81 patients (81.8%) had stage
IV disease, and 73 (73.7%) had previously
received radiation therapy. Most patients were
heavily pre-treated; 14 (14.1%) received pem-
brolizumab as first-line therapy, and 85 (85.9%)
had received C 1 prior systemic therapy. The
baseline characteristics of patients who com-
pleted the EQ-5D-5L assessment were similar to
those who completed the EORTC QLQ-C30
(ESM Table S2). The median follow-up was
11.4 months (range 0.4–16.3 months) [14].

HRQoL Instrument Completion
and Compliance

At week 12, compliance rates were 81.2% for the
EORTC QLQ-C30 and 82.4% for the EQ-5D-5L
(Fig. 1; ESM Table S3). The compliance rates
remained C 78% for the EORTC QLQ-C30
and C 80% for the EQ-5D-5L at all post-baseline
time points except week 42. Completion rates
decreased at each time point as participants
discontinued the study, primarily due to disease
progression or death. The completion rates at
week 12 were 69.7% and 70.0% for EORTC
QLQ-C30 and EQ-5D-5L, respectively.

Mean Change from Baseline in HRQoL
Scores

For patients who remained on study at week 12,
the EORTC QLQ-C30 GHS/QoL and physical

function scores remained stable over 12 weeks
of treatment; the mean change from baseline
was 4.95 points (95% CI -1.00 to 10.90)
and -3.38 points (95% CI -8.80 to 2.04) for
GHS/QoL and physical functioning, respec-
tively (Table 1). Descriptive analyses of mean
change from baseline further revealed that the
EORTC QLQ-C30 GHS/QoL and physical func-
tioning scores remained stable over time
through week 48 for those who were on study
and able to complete questionnaires (Fig. 2).

Patients who remained on study at week 12
generally exhibited stable scores for the other
functioning and symptom scales of the EORTC
QLQ-C30 (Fig. 3). A clinically meaningful
improvement relative to baseline in constipa-
tion score was observed at week 12. Similarly,
for patients who remained on study at week 12,
the EQ-5D-5L VAS and utility scores remained
stable from baseline to week 12, with a mean
change of 1.97 points (95% CI -3.85 to 7.79)
and -0.01 points (95% CI -0.07 to 0.06),
respectively (ESM Table S4).

Proportion with Improved,
Stable or Deteriorated HRQoL Scores

Overall, most patients experienced stable or
improved EORTC QLQ-C30 GHS/QoL (70.7%;
95% CI 60.7–79.4) and physical functioning
(64.6%; 95% CI 54.4–74.0) scores relative to
baseline (Table 2). The proportion with
improved post-baseline scores was 29.3% (95%
CI 20.6–39.3) for GHS/QoL and 17.2% (95% CI
10.3–26.1) for physical functioning. Descriptive

Table 1 Mean change from baseline in European Organisation for Research and Treatment of Cancer Quality of Life
Questionnaire Core 30 (EORTC QLQ-C30) global health status/quality of life (GHS/QoL) and physical functioning scores
for patients on study at week 12

GHS/QoLa (N = 69) Physical functioninga (N = 69)

Baseline, mean (SD) 60.99 (23.68) 74.78 (21.08)

Week 12, mean (SD) 65.94 (22.08) 71.40 (22.64)

Change from baseline to week 12, mean (95% CI) 4.95 (–1.00 to 10.90) –3.38 (–8.80 to 2.04)

CI confidence interval, SD standard deviation
a For GHS/QoL scores and all functioning scales, a higher score denotes better health-related quality of life or function.
A C 10-point change from baseline in the EORTC QLQ-C30 GHS/QoL, functioning and symptom scores was considered
clinically meaningful [28]
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Fig. 2 Mean change from baselinea in a European
Organisation for Research and Treatment of Cancer
Quality of Life Questionnaire Core 30 (EORTC QLQ-
C30) global health status/quality of life (GHS/QoL) score
and b EORTC QLQ-C30 physical function score for
patients on study at each time point.b CI confidence
interval, HRQoL health-related quality of life. aFor GHS/

QoL scores and all functioning scales, a higher score
denotes better HRQoL or function. A C 10-point change
from baseline in the EORTC QLQ-C30 GHS/QoL,
functioning and symptom scores was considered clinically
meaningful [28]. bThese analyses are purely descriptive
given the smaller proportion of patients who completed
questionnaires after week 12
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Fig. 3 Mean change from baselinea for patients on study
at week 12 in the European Organisation for Research and
Treatment of Cancer Quality of Life Questionnaire Core
30 (EORTC QLQ-C30) a global health status/quality of
life (GHS/QoL) and functioning scales and b symptom
scales. HRQoL health-related quality of life, R/M recurrent
and/or metastatic. aFor GHS/QoL scores and all

functioning scales, a higher score denotes better HRQoL
or function. Symptom scales were reverse-scored to
simplify presentation, such that a higher score also denotes
better symptoms. A C 10-point change from baseline in
the EORTC QLQ-C30 GHS/QoL, functioning and
symptom scores was considered clinically meaningful [28]
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analyses according to treatment response
showed a greater proportion of responders (CR
or PR) experienced improved GHS/QoL and
physical functioning scores relative to baseline
compared with non-responders (SD or PD).
Among responders (n = 36), 55.6% (95% CI
38.1–72.1) had improved GHS/QoL scores rela-
tive to baseline compared with 16.1% (95% CI
7.6–28.3) among non-responders (n = 56). Sim-
ilarly, 36.1% (95% CI 20.8–53.8) of responders
had improved physical functioning scores,
compared with 7.1% (95% CI 2.0–17.3) of non-
responders.

DISCUSSION

Efficacious therapies with manageable tolera-
bility that do not negatively affect HRQoL in
patients with R/M cSCC are needed. Pem-
brolizumab demonstrated durable anti-tumour
activity and acceptable safety in patients with
R/M cSCC in the first interim analysis of KEY-
NOTE-629 [14]. However, because patients with
R/M cSCC tend to be fragile due to advanced
age, it is particularly important to assess the
impact of pembrolizumab treatment on HRQoL
in this population. In this pre-specified
exploratory HRQoL analysis of KEYNOTE-629,

Table 2 Overall proportion with improved, stable or deteriorateda European Organisation for Research and Treatment of
Cancer Quality of Life Questionnaire Core 30 (EORTC QLQ-C30) global health status/quality of life (GHS/QoL) and
physical functioning scores relative to baseline, by treatment response

Overall
(N = 99)

Responders
(CR or PR)b

(N = 36)

Non-responders
(SD or PD)b

(N = 56)

n % (95% CI)c n % (95% CI)c n % (95% CI)c

GHS/QoL

Non-deterioratedd 70 70.7 (60.7–79.4) 34 94.4 (81.3–99.3) 36 64.3 (50.4–76.6)

Improved 29 29.3 (20.6–39.3) 20 55.6 (38.1–72.1) 9 16.1 (7.6–28.3)

Stable 41 41.4 (31.6–51.8) 14 38.9 (23.1–56.5) 27 48.2 (34.7–62.0)

Deteriorated 29 29.3 (20.6–39.3) 2 5.6 (0.7–18.7) 20 35.7 (23.4–49.6)

Physical functioning

Non-deterioratedd 64 64.6 (54.4–74.0) 31 86.1 (70.5–95.3) 33 58.9 (45.0–71.9)

Improved 17 17.2 (10.3–26.1) 13 36.1 (20.8–53.8) 4 7.1 (2.0–17.3)

Stable 47 47.5 (37.3–57.8) 18 50.0 (32.9–67.1) 29 51.8 (38.0–65.3)

Deteriorated 35 35.4 (26.0–45.6) 5 13.9 (4.7–29.5) 23 41.1 (28.1–55.0)

CI confidence interval, CR complete response, PD progressive disease, PR partial response, RECIST v1.1 Response Eval-
uation Criteria in Solid Tumours version 1.1, SD stable disease
a Overall improvement was defined as a C 10-point increase in score from baseline at any time during the trial with
confirmation at the next visit [28]. For patients who did not achieve improved health-related quality of life scores,
stable scores were defined by a\ 10-point worsening in score from baseline, and deterioration was defined as a C 10-point
decrease in score from baseline at any time during the trial and confirmed at the next consecutive visit
b Response per RECIST v1.1 by blinded independent central review. Response was not evaluable in two patients and not
assessed in eight patients
c Based on the exact method for binomial data
d Includes improved ? stable scores
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patients treated with pembrolizumab who
remained on study at week 12 demonstrated
stable overall GHS/QoL, functioning and
symptom scores; in addition, a correlation was
observed between HRQoL benefit and response
to pembrolizumab. Furthermore, the descriptive
trend in stable GHS/QoL and physical func-
tioning scores extended for as long as 48 weeks.
These findings support the benefit of pem-
brolizumab monotherapy in this elderly patient
population.

Growing evidence from immunotherapy tri-
als has shown that monotherapy with PD-1
inhibitors provides efficacy and safety benefits
while maintaining or improving HRQoL in
several tumour types [30]. The results of KEY-
NOTE-629 and a phase 2 trial of cemiplimab
further support the benefits of PD-1 inhibitors
in cSCC, with both studies reporting durable
responses with stable or improved HRQoL in
patients with advanced cSCC receiving treat-
ment with a PD-1 inhibitor [13, 14, 31]. In the
exploratory analysis of HRQoL in the phase 2
trial of cemiplimab, patients with unre-
sectable locally advanced or metastatic cSCC
had a clinically meaningful reduction in pain at
cycle 5 of cemiplimab (administered at 3 mg/kg
every 2 weeks for 12 cycles or 350 mg every
3 weeks for 6 cycles), with most patients having
stable or a trend toward improved HRQoL scores
across the other EORTC QLQ-C30 domains [31].
The generally stable or improved HRQoL with
pembrolizumab and cemiplimab is particularly
notable given the advanced and primarily
elderly populations that were studied. The lim-
itations of the current HRQoL analysis include
the single-arm design of KEYNOTE-629. To our
knowledge, HRQoL analyses have not been
published for other treatments that are com-
monly used for R/M cSCC, such as epidermal
growth factor receptor inhibitors, and therefore,
the effect of these agents on HRQoL is unclear.

CONCLUSIONS

In this study, the stability of HRQoL in patients
with R/M cSCC treated with pembrolizumab
showed that HRQoL was not negatively affected
by adverse events. Most patients exhibited

stable overall HRQoL and physical functioning
scores over time. Furthermore, improvements
in HRQoL scores were positively correlated with
treatment response, with a greater proportion of
responders (CR or PR) experiencing improved
GHS/QoL and physical functioning scores rela-
tive to baseline compared with non-responders
(SD or PD). This result shows that the efficacy of
pembrolizumab can translate into tangi-
ble benefit in elderly patients with R/M cSCC.
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