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ABSTRACT

Objective. To estimate the clinical benefit of cemiplimab+peltopepimut-S vaccine after disease progression
on first-line chemotherapy.

Methods. This global phase 2 open-label study (NCT04646005) recruited patients with recurrent HPV16+
cervical cancer who had previously experienced disease progression after first-line chemotherapy. Patients re-
ceived a total of 3 doses of peltopepimut-S vaccine on days 1, 29, and 50 and cemiplimab 350 mg every
3 weeks until disease progression or other reason for early discontinuation. Primary endpoint was objective re-
sponse rate (ORR) per RECIST version 1.1; secondary endpoints were duration of response (DOR), overall survival
(0S), progression-free survival (PFS), and safety.

Results. Of 113 patients enrolled between June 28, 2021 and May 22, 2023, 80.5 % were white, with a median
age of 49.0 years, and 58.4 % had an ECOG PS of 0. Median duration of follow-up was 4.9 months. ORR (95 % CI)
per investigator assessment was 16.8 % (9.9-23.7). ORR of patients with squamous cell carcinoma by PD-L1 ex-
pression in tumor cells was 15.8 % for patients with PD-L1 < 1 % and 24.1 % for patients with PD-L1 > 1 %. Median
(95 % CI) DOR was 5.6 (3.5-not estimable) months. Median (95 % CI) OS and PFS were 13.3 (10.8-16.3) months
and 3.0 (1.7-4.0) months, respectively. Treatment-emergent adverse events (TEAEs) occurred in 92.9 % of pa-
tients, the most common being injection-site reaction (38.9 %) and anemia (25.7 %). Six (5.3 %) patients died

from a TEAE.

Conclusion. Cemiplimab+-peltopepimut-S vaccine provides similar benefits to cemiplimab monotherapy; pa-
tients with higher PD-L1 expression in tumor cells may be more likely to benefit from treatment.
© 2025 The Authors. Published by Elsevier Inc. This is an open access article under the CC BY license (http://

creativecommons.org/licenses/by/4.0/).

1. Introduction

Cervical cancer is the fourth most common type of cancer and the
second-leading cause of death in developing countries [1]. Although
survival for patients with cervical cancer has improved [2], outcomes re-
main especially poor in those with advanced-stage or recurrent disease
[3]. Conventional cytotoxic chemotherapy has limited efficacy in pa-
tients who experience disease progression following first-line
platinum-based chemotherapy [4-6]. Estimated overall survival (OS)
at 5 years is approximately 65 % and 17 % for locally advanced and me-
tastatic disease, respectively [7].

Recent developments in targeted therapies, such as immune check-
point inhibitors (ICIs), have provided new therapeutic opportunities for
patients [3]. ICIs as monotherapy or in combination with chemotherapy
have emerged as novel treatments that could have durable responses,
with an impact on OS. In particular, investigation of programmed cell
death-ligand 1 (PD-L1) expression in patients with cervical cancer sug-
gests a potential programmed cell death-1 (PD-1)/PD-L1 pathway
blockade in these patients [8]. Recent studies have shown improved
outcomes in patients treated for first-line recurrent or metastatic cervi-
cal cancer who received anti-PD-1/PD-L1 therapy in combination with
chemotherapy (with or without anti-vascular endothelial growth factor
[VEGF] treatment) [9,10]. Studied treatments include pembrolizumab
(anti-PD-1) plus chemotherapy with or without bevacizumab
(anti-VEGF) and atezolizumab (anti-PD-1) plus chemotherapy and
bevacizumab.

Cemiplimab is a fully human hinge-stabilized immunoglobulin G4
ICl targeting the PD-1 receptor [11]. In an international phase 3 random-
ized study (EMPOWER-Cervical 1; NCT03257267) of patients with re-
current or metastatic cervical cancer after first-line platinum-based
chemotherapy, regardless of PD-L1 status, cemiplimab monotherapy re-
sulted in significantly improved OS (12.0 vs 8.5 months; hazard ratio for
death 0.69; P < 0.001), and a higher objective response rate (ORR;
16.4 % vs 6.3 %) compared with investigator's choice of chemotherapy
[12]. Cemiplimab is currently approved as monotherapy (regardless of
PD-L1 expression) for the treatment of recurrent or metastatic cervical
cancer in Europe, Japan, Canada, Brazil, and South Korea [13-16].

Therapeutic cancer vaccines target the primary causal factor of cervi-
cal cancer: persistent high-risk human papillomavirus (HPV) infection
[17]. The most predominant high-risk strain, HPV16, is estimated to be
responsible for over 50 % of human cervical cancers [18,19]. The
peltopepimut-S vaccine consists of 9 overlapping synthetic long
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peptides derived from the E6 (five 32-mer and four 25-mer E6 pep-
tides) and E7 (three 35-mer E7 peptides) oncogenic proteins of the
HPV16 virus [20-22]. Peltopepimut-S in combination with chemother-
apy in advanced, metastatic, or recurrent cervical cancer has previously
shown tumor regression in 43 % of 72 evaluable patients; moreover,
higher levels of vaccine-induced immune responses correlated with
longer survival [21]. In 2020, peltopepimut-S received orphan drug des-
ignation as a single agent in HPV16-positive cervical cancer [23]; it is
currently being studied in HPV16-positive cancers in combination
with cemiplimab in several phase 2 clinical trials (NCT04398524,
NCT03669718, NCT04646005).

Here, we present the efficacy and safety findings of a phase 2 study
of the combination of cemiplimab and peltopepimut-S vaccine in pa-
tients with recurrent HPV16-positive cervical cancer with disease
progression after first-line chemotherapy (NCT04646005).

2. Methods
2.1. Study design

This was a global, phase 2, open-label, single-group study in patients
with recurrent HPV16-positive cervical cancer with disease progression
after first-line chemotherapy (NCT04646005).

Patients were recruited from 19 sites in the following countries:
Brazil (n = 5), the Netherlands (n = 4), Belgium (n = 3), South
Korea (n = 3), Italy (n = 2), and Spain (n = 2). Patients received
peltopepimut-S vaccine administered by subcutaneous injection on
days 1, 29, and 50 and cemiplimab 350 mg administered intravenously
every 3 weeks until disease progression or withdrawal from the study
(Fig. S1).

Patients withdrawing due to disease progression were followed for
90 days following the last dose of cemiplimab for safety evaluation.
Patients who withdrew due to reasons other than progression were
followed-up every 4 months until disease progression or commence-
ment of other anti-cancer systemic therapy. Dose modifications were
not permitted. Additional details regarding criteria for treatment
discontinuation and treatment with cemiplimab beyond disease pro-
gression are provided in the supplementary material.

This study was conducted in accordance with the ethical principles
of the Declaration of Helsinki and the International Conference on
Harmonization Good Clinical Practice guidelines. All patients provided
written informed consent.
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2.2. Patients

This study enrolled adults (218 years of age) with histologically con-
firmed recurrent or metastatic HPV16-positive cervical cancer (deter-
mined by an investigational HPV16 polymerase chain reaction assay),
with squamous cell carcinoma (SCC) histology or adenocarcinoma/
adenosquamous histology who had progressed on first-line platinum-
containing chemotherapy in the recurrent or metastatic setting. The
number of patients with adenocarcinoma/adenosquamous histology
was capped at approximately 20 % of total enrollment to mimic global
incidence [24]. Key inclusion criteria were: HPV16 genotype-positive
cervical cancer, as determined by a specified central reference labora-
tory and which progressed after platinum-based chemotherapy; mea-
surable disease as defined by Response Evaluation Criteria in Solid
Tumors (RECIST) version 1.1; prior receipt of bevacizumab (if available)
and paclitaxel therapy; and Eastern Cooperative Oncology Group
performance status (ECOG PS) of O or 1.

Patients were excluded from the trial if they had: prior treatment
with an anti-PD-1/PD-L1 agent or other systemic immune-modulating
agent; major surgery or radiation therapy within 14 days of the first ad-
ministration of the study drug; received treatment with an approved
systemic therapy within 4 weeks of the first dose of the study drug; or
had not yet recovered (ie, grade < 1 or baseline) from any acute toxic-
ities except for laboratory changes.

A full description of inclusion and exclusion criteria is provided in
the supplementary material.

2.3. Study outcomes

The primary endpoint was ORR: complete response (CR) + partial
response (PR) until disease progression, measured by RECIST version
1.1 at screening, day 50 of cycle 1, day 43 of cycles 2 to 4, and day 64
from cycle 5 onwards.

Secondary endpoints included duration of response (DOR);
progression-free survival (PFS); OS; and incidence and severity during
and up to 90 days after the last dose of study treatment of treatment-
emergent adverse events (TEAEs), adverse events (AEs) of special inter-
est (more details available in the supplementary material), an
immune-mediated AE of any grade in a patient previously treated
with a phosphoinositide 3-kinase inhibitor, and serious AEs. Exploratory
analyses examined the association of clinical efficacy endpoints with
baseline PD-L1 expression (measured in tumor cells).

2.4. Statistical analysis

As this was a single-arm, open-label study, no formal statistical hy-
pothesis testing was performed. A total of 105 patients was planned
for the study. Sample size justification is described in the supplemen-
tary material. The data presented in this manuscript are based on the
data cut-off for the primary efficacy analysis: May 22, 2023 (date of
last observation from the last patient for the primary efficacy endpoint).
The full analysis set (FAS) included all enrolled patients who received
any study drug. Efficacy, safety, and baseline variables were analyzed
or summarized using the FAS. The ORR was defined as the proportion
of patients who achieved a best overall response (BOR) of CR or PR.
Patients who were not evaluable for BOR were considered non-
responders. The ORR, along with the 2-sided 95 % confidence interval
(CI) using a normal approximation of the binomial distribution, was
summarized.

3. Results
3.1. Demographics and baseline clinical characteristics

Patient demographics, baseline characteristics, and tumor character-
istics are summarized in Table 1. A total of 113 female patients were
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Table 1
Demographics, clinical characteristics, and tumor characteristics at baseline.
Cemiplimab +
peltopepimut-S
(N = 113)
Age, years

Median (range) 49.0 (28.0-78.0)

<65, n (%) 98 (86.7)
Female sex, n (%) 113 (100.0)
Race, n (%)

Asian 14 (124)

Black or African American 3(2.7)

Native Hawaiian/other Pacific Islander 1(0.9)

White 91 (80.5)

Multiple 2(1.8)

Not reported 2(1.8)
Ethnicity n (%)

Hispanic or Latinx 25(22.1)

Not Hispanic or Latinx 88 (77.9
Region of enrollment, n (%)

Europe 76 (67.3)

Asia 13 (11.5)

South America 24 (21.2)
ECOG PS, n (%)

0 66 (58.4)

1 47 (41.6)
Histology/cytology, n (%)

Adenocarcinoma 17 (15.0)

Squamous cell carcinoma 96 (85.0)
PD-L1 expression, n (%)

<1% 48 (42.5)*

21 % 58 (51.3)°
Median prior lines of cancer-related systemic 2 (1.0-3.0)
therapy, n (IQR)

Number of prior lines, n (%)

1 29 (25.7)

2 52 (46.0)

>3 32(28.3)

Abbreviations: ECOG PS, Eastern Cooperative Oncology Group performance status; IQR, in-
terquartile range; PD-L1, programmed cell death-ligand 1.
2 PD-L1 expression was not evaluable for 7 patients.

enrolled. Most patients (80.5 %) were white, with a median (range)
age of 49.0 (28.0, 78.0) years, and the majority had an ECOG PS of 0
(58.4 %); most patients had squamous disease (85.0 %) as the number
of patients with adenocarcinoma/adenosquamous histology was
capped at 20 %. The median (interquartile range [IQR]) number of
prior lines of anti-cancer systemic therapy was 2.0 (1.0-3.0).

The median (IQR) duration of study follow-up was 4.9 (3.0-7.5)
months. The median (IQR) duration of treatment exposure was 10.0
(9.7-10.3) weeks for peltopepimut-S injection and 18.2 (9.0-27.6)
weeks for cemiplimab.

0f 113 patients treated with peltopepimut-S plus cemiplimab, 20.4 %
(n = 23) were still being treated at data cut-off (Fig. S2). Ninety
patients discontinued treatment: 66.4 % (n = 75) due to progressive
disease; 7.1 % (n = 8) due to death (n = 4 of which were due to disease
progression); 3.5 % (n = 4) because of AEs; and 2.7 % (n = 3) due to the
patient's decision.

3.2. Response rate

The ORR (95 % CI) per investigator's assessment was 16.8 %
(9.9-23.7) (Table 2; Fig. 1). All responders had SCC histology.

3.3. Secondary efficacy endpoints

The median (95 % CI) Kaplan-Meier estimated DOR per
investigator's assessment was 5.6 (3.5-not evaluable) months
(Fig. 2A). The observed DOR ranged from 2.6 to 14.5 months; 31.6 % of
patients had a DOR >6 months and 5.3 % had a DOR >12 months.
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Table 2
Best overall tumor response rate per RECIST V1.1 by investigator assessment.

Cemiplimab +
peltopepimut-S
(N =113)

16.8 (9.9-23.7)

Objective response rate (CR + PR), % (95 % CI)*
Best overall tumor response, n (%)

CRP 3(2.7)
PR® 16 (14.2)
Stable disease“ 43 (38.1)
NE¢ 11 (9.7)

DCR (CR + PR + stable disease), % (95 % CI)?
Progression of disease, n (%)

Kaplan-Meier estimated duration of response (CR or PR),
median (95 % CI), months

54.9 (45.7-64.0)
40 (35.4)
56 (3.5-NE)

Abbreviations: CI, confidence interval; CR, complete response; DCR, disease control rate;
NE, not evaluable; PR, partial response; RECIST, Response Evaluation Criteria in Solid
Tumors.

¢ Wald (normal approximation to binomial distribution) CL

b CR/PR was confirmed by repeated assessments no less than 4 weeks apart.

¢ Stable disease criteria were met at least once after a minimum duration of 42 days
after the first dose date.

9 Includes missing and unknown tumor responses.
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The median (95 % CI) OS was 13.3 (10.8-16.3) months (Fig. 2B). The
estimated OS probability (95 % CI) was 80.5 % (71.7-86.9) at 6 months
and 54.5 % (42.1-65.3) at 12 months.

The median (95 % CI) PFS per investigator's assessment was
3.0 (1.7-4.0) months (Fig. 2C). The estimated PFS probability (95 %
CI) was 20.5 % (13.4-28.6) at 6 months and 7.8 % (3.3-15.0) at
12 months.

3.4. Exploratory efficacy

An exploratory analysis of ORR by PD-L1 level (by tumor proportion
score) was conducted in the SCC patient subset, as all responders had
this histology. The ORR (95 % CI) in patients with SCC and PD-L1 <1 %
was 15.8 % (4.2-27.4) (Table S1). The ORR (95 % CI) among patients
with SCC and PD-L1 > 1 % was 24.1 % (12.7-35.5) (Table S1; Fig. 1).
The ORR (95 % CI) among patients with SCC and PD-L1 > 20 % was
33.3 % (11.6-55.1) (Table S1; Fig. 1).

The median PFS estimate for patients with PD-L1 < 1 % was
2.3 months (95 % CI, 1.6-3.1) with a probability of event-free survival
of 12.8 % (95 % CI, 4.9-24.7) at 6 months. The median PFS estimate

Best response

CR/PR
B PD
H Stable disease

20% increase

I 30% decrease

Best percent change from baseline

—1001

Patients

Best response

CR/PR
M PD
H Stable disease

20% increase

30% decrease

Best percent change from baseline

Patients

Fig. 1. Waterfall plot of overall response per RECIST version 1.1 criteria by investigator assessment (full analysis set) for (A) all patients and (B) patients with SCC and PD-L1 > 1 % and > 20%

in tumor cells.

Abbreviations: CR, complete response; PD, progressive disease; PD-L1, programmed cell death-ligand 1; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SCC,

squamous cell carcinoma.
Patients with PD-L1 > 20 % in tumor cells.

Note: some patients experienced a > 30 % decrease in tumor size from baseline but had stable disease according to RECIST version 1.1 criteria due to unconfirmed responses and/or new

lesions.
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A)

1.0 4
0.94
0.8 1
0.7 4
0.6 1
0.5 1
0.4 4
0.34
0.24
0.14
0.04

Median (95% Cl) DOR: 5.6 (3.5-NE) months

—— Cemiplimab + peltopepimut-S

Probability of no progression or death

T T T T T T T T T

T T
0 2 4 6 8 10 12 14 16 18 20
Month

Number of participants at risk (number of participants censored)

Cemiplimab + peltopepimut-S 19 (0) 19(0) 13(1) 6(4) 5() 19 1) 1(9) 0(10) 0(10) 0(10)

B)

1.0 4
0.94
0.8
0.7 4
0.6 1
0.54
0.4 4
0.34
0.24
0.14
0.04

Median (95% Cl) OS: 13.3 (10.8—16.3) months

Probability of OS

—— Cemiplimab + peltopepimut-S

T T T T T T T T T T

0 2 4 6 8 10 1'2 14 16 18 20
Month

Number of participants at risk (number of participants censored)

Cemiplimab + peltopepimut-S 113 (0) 101 (4) 95 (6) 82 (10) 58 (26) 37 (42) 23 (51) 13(59) 8(62) 2(64) 1 (65)

C)

1.0 4
0.94
0.8
0.7 4
0.6 1
0.54
0.4+
0.34
0.2+

0.14 -
00d — Cemiplimab + peltopepimut-S

Median (95% CI) PFS: 3.0 (1.7-4.0) months

Probability of PFS

T T T T T T T T T T

0 2 4 6 8 10 1'2 14 16 18 20
Month

Number of participants at risk (number of participants censored)
Cemiplimab + peltopepimut-S 113 (0) 62 (4) 45(4) 18(9) 9(11) 6(12) 3(14) 1(16) 1(16) 0(17) 0(17)

Fig. 2. Kaplan-Meier curves of (A) DOR (patients with confirmed CR or PR), (B) 0S? and (C) PFS (full analysis set).
?Patients were censored at death or study discontinuation; this was an exploratory analysis.
Abbreviations: Cl, confidence interval; CR, complete response; DOR, duration of response; NE, not evaluable; OS, overall survival; PFS, progression-free survival; PR, partial response.

for patients with PD-L1 > 1 % was 3.3 months (95 % CI, 2.8-4.4) with a Estimated OS by PD-L1 expression in patients with SCC is shown in
probability of event-free survival of 25.7 % (95 % CI, 15.3-37.4) at Fig. S3. The Kaplan-Meier estimated median OS in the PD-L1 > 1 % subset
6 months. was 14.3 months (95 % CI, 10.5-not evaluable [NE]) and in the PD-
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Table 3
Summary of safety data.
n (%) Cemiplimab + peltopepimut-S
(N =113)
All-cause  Treatment-related

Patients with any TEAE 105 (92.9) 77 (68.1)

Patients with grade > 3 TEAEs 45(39.8) 11(9.7)

Patients with serious adverse events 29(25.7) 4(3.5)

Pgtient§ wit}} TEAEs leading to treatment 4(35) 3(27)

discontinuation

Patients with TEAEs resulting in death?® 6(5.3) 1(0.9)

TEAEs that occurred in 210 % of patients
Injection-site reaction 44 (38.9) 44 (38.9)
Anemia 29(25.7) 3(2.7)
Nausea 25(22.1) 11(9.7)
Pyrexia 22(19.5) 11(9.7)
Fatigue 21(18.6) 12(10.6)
Vomiting 16 (14.2) 5(44)
Abdominal pain 15(133) 3(2.7)
Constipation 14 (124) 1(0.9)
Decreased appetite 14 (124) 3(2.7)
Diarrhea 14 (124) 8(7.1)
Asthenia 13(11.5) 6(5.3)

Abbreviation: TEAE, treatment-emergent adverse event.
@ One death occurred after the on-treatment period.

L1 < 1 % subset was 11.7 months (95 % CI, 7.8-16.3). In the PD-L1>1 %
subset, the estimated probability of survival at 6 months was 83.8 %
(95%Cl, 71.2-91.2) and at 12 months was 60.7 % (95 % CI, 43.7-74.0).
In the PD-L1 < 1 % subset, the estimated probability of survival at
6 months was 73.7 % (95 % CI, 58.4-84.2) and at 12 months was 49.3 %
(95 % CI, 31.0-65.3). The median OS estimate in patients with
adenocarcinoma/adenosquamous histology was 13.3 months (95 % CI,
10.9-NE).

3.5. Safety

Table 3 and Table S2 summarize the safety outcomes for patients
with recurrent HPV16-positive cervical cancer who received
peltopepimut-S plus cemiplimab. TEAEs occurred in 92.9 % of patients,
with the most common being injection-site reaction (44 [38.9 %] pa-
tients) and anemia (29 [25.7 %] patients); 39.8 % of patients experienced
grade > 3 TEAEs and 25.7 % experienced a serious TEAE (Table 3). TEAEs
of any grade that led to treatment discontinuation occurred in 4 patients
(3.5%), while 6 patients (5.3 %) experienced a TEAE of any grade that led
to death (Table 3).

Treatment-related TEAEs occurred in 68.1 % of patients, with the
most common being injection-site reaction (44 [38.9 %]) and fatigue
(12 [10.6 %]); 9.7 % of patients experienced grade > 3 treatment-
related TEAEs and 3.5 % experienced a serious treatment-related TEAE
(Table 3). Treatment-related TEAEs of any grade that led to treatment
discontinuation occurred in 3 patients (2.7 %) (Table 3), while 1 patient
(0.9 %) experienced a treatment-related TEAE that led to death
(pneumonitis) (Table 3).

A total of 10 (8.8 %) patients reported a TEAE of special interest;
8 (7.1 %) patients experienced grade > 3 TEAEs of special interest, and
3 (2.7 %) experienced serious TEAEs of special interest. The most com-
monly occurring TEAESs of special interest were increased creatine phos-
phokinase (3 [2.7 %]), increased alanine aminotransferase (2 [1.8 %]),
increased aspartate aminotransferase (2 [1.8 %]), and infusion-related
reaction (2 [1.8 %]). A total of 20 patients (17.7 %) died during the treat-
ment period; the most common reason was disease progression or re-
current disease (n = 13, 11.5 %); 5 (4.4 %) patients died due to an AE
(1 due to respiratory failure, 1 due to dyspnea, 2 due to sepsis, and 1
due to fatal pneumonitis that was potentially related to cemiplimab)
and 2 (1.8 %) patients died due to another cause.
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4. Discussion

This is the first phase 2 study to evaluate the efficacy and safety of
cemiplimab plus peltopepimut-S vaccine in patients with recurrent
HPV16-positive cervical cancer with disease progression after first-line
chemotherapy, and is one of the first trials of this kind in this patient
population. All responders were patients with SCC histology but this
could be due to the sample size [8]. In EMPOWER-Cervical 1, similarly,
a higher ORR was observed in patients with SCC [12].

The addition of peltopepimut-S 100 pg/peptide to cemiplimab
350 mg every 3 weeks seems comparable to cemiplimab monotherapy
(based on cross-study comparison) in this trial. The primary endpoint of
ORR (16.8 %) after peltopepimut-S plus cemiplimab combination ther-
apy in the current study was consistent with that observed after
cemiplimab monotherapy (ORR of 16.4 %) [12], which may imply that
the addition of the vaccine does not provide an additional benefit com-
pared with cemiplimab monotherapy. The estimated median OS was
13.3 months with a 1-year survival probability of 54.5 % after
cemiplimab plus peltopepimut-S. This was consistent with OS after
cemiplimab monotherapy (median OS of 12.0 months with a 1-year
survival probability of approximately 50 %) and is an improvement rel-
ative to patients who received chemotherapy alone (median OS of
8.5 months) [12].

The patient subgroup with higher levels of PD-L1 expression in
tumor cells may be more likely to benefit from this combination therapy
(ORR of 24.1 % among patients with SCC and PD-L1 > 1 %). Patients with
SCC and PD-L1 < 1 % demonstrated an ORR of 15.8 %, suggesting that
these individuals may still benefit from cemiplimab-containing
immunotherapy.

The safety profile of combination therapy with cemiplimab and
peltopepimut-S was similar to the established safety profile of
cemiplimab monotherapy. There were no new safety findings other
than occurrences of mostly grade 1-2 injection-site reactions in 44
(38.9 %) patients.

This study is limited by a lack of randomization and a relatively
homogenous study population of predominantly white females of
non-Hispanic race. Furthermore, this study excluded patients who had
previously received anti-PD-1/L1 therapy or another systemic
immune-modulating agent. At the time this study was conducted,
anti-PD-1/L1 therapy was not universally used in the first-line setting;
however, the treatment landscape has since changed and PD-1/L1 inhi-
bition has shifted to the first-line setting in both locally advanced and
recurrent/metastatic disease. The role of combination cemiplimab plus
peltopepimut-S vaccine in patients who have previously received
immune-modulating therapy is therefore an area of future study. Of
note, cemiplimab plus peltopepimut-S vaccine is currently being inves-
tigated in an ongoing clinical trial in patients with oropharyngeal cancer
who were progressive on anti-PD-1 therapy (NCT04398524), which re-
ported an ORR of 11.5 % [25].

The results of this study suggest that the combination treatment of
cemiplimab plus peltopepimut-S vaccine provides similar benefit to
that which has been previously observed in patients who received
cemiplimab monotherapy. The exploratory analysis suggests that pa-
tients with higher levels of PD-L1 expression in tumor cells may be
more likely to benefit from the combination therapy, and future studies
focusing on this patient subgroup are warranted. As this study is
among the first clinical data of ICIs plus a cancer vaccination, further
investigations — including in patients with higher PD-L1 expression
status — are necessary to expand upon these findings.
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