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ABSTRACT

Introduction: We present the results of a phase 2a trial of
first-line avelumab (anti–programmed death-ligand 1 anti-
body) plus cetuximab (anti–EGFR antibody) in patients with
advanced squamous NSCLC.

Methods: Patients with recurrent or metastatic squamous
NSCLC received avelumab 800 mg (d 1 and 8), cetuximab
250 mg/m2 (d 1) and 500 mg/m2 (d 8), cisplatin 75 mg/m2

(d 1), and gemcitabine 1250 mg/m2 (d 1 and 8) for four 3-
week cycles, followed by avelumab 800 mg and cetuximab
500 mg/m2 every 2 weeks. The primary end point was the
best overall response; the secondary end points were
progression-free survival, duration of response, overall
survival, and safety. Efficacy analyses were reported from
an updated data cutoff.

Results: A total of 43 patients were enrolled. The median
follow-up was 6.6 months for the primary analyses and 9.2
months for the efficacy analyses. In the efficacy analyses, 15
patients had a confirmed partial response (objective
response rate, 34.9% [95% confidence interval: 21.0%–
50.9%]), and the median duration of response was 7.1
months (95% confidence interval: 4.2–12.5 mo). The me-
dian progression-free survival and overall survival were 6.1
months and 10.0 months, respectively. In the safety ana-
lyses (primary analysis), 38 patients (88.4%) had a
treatment-related adverse event, of whom 24 (55.8%) had a
grade 3 or higher treatment-related adverse event.

Conclusions: The combination of avelumab þ cetuximab
and chemotherapy showed antitumor activity and tolerable
safety; however, the ORR was not improved compared with
those reported for current standards of care
(NCT03717155).

� 2023 The Authors. Published by Elsevier Inc. on behalf of
the International Association for the Study of Lung Cancer.
This is an open access article under the CC BY-NC-ND li-
cense (http://creativecommons.org/licenses/by-nc-nd/
4.0/).

Keywords: Avelumab; Cetuximab; PD-L1; EGFR; Non–small
cell lung cancer
Introduction

Since 2015, the availability of immune checkpoint

inhibitor (ICI)–based treatments has led to a paradigm
shift in the treatment of advanced NSCLC. For targeted
therapies, the selection is on the basis of histologic
subtype (squamous versus nonsquamous) and the
presence of actionable mutations (e.g., EGFR mutations
or ALK rearrangements). In the absence of mutations,
ICIs (as monotherapy or combination regimens) are
preferred treatment options for advanced NSCLC in the
first- (1L) and second-line (2L) settings.1,2 Pem-
brolizumab, cemiplimab (both anti–programmed cell
death protein-1 [anti–PD-1]), and atezolizumab (anti–
programmed death-ligand 1 [anti–PD-L1]) monotherapy
are recommended 1L options for patients with squa-
mous and nonsquamous tumors with greater than or
equal to 50% PD-L1 expression.3–5 Pembrolizumab plus
chemotherapy, atezolizumab plus chemotherapy, and
nivolumab (anti–PD-1) plus ipilimumab (anti–CTLA4)
plus chemotherapy are also recommended 1L options
for advanced squamous and nonsquamous NSCLC irre-
spective of PD-L1 expression (chemotherapy combina-
tions are tailored to histologic subtype).6–10

Atezolizumab plus bevacizumab (anti–vascular endo-
thelial growth factor) and chemotherapy is also
approved as 1L treatment but only for metastatic non-
squamous NSCLC.11

Avelumab is an anti–PD-L1 monoclonal antibody
approved for the treatment of metastatic Merkel cell
carcinoma (monotherapy, 1L or later) and advanced
urothelial carcinoma (monotherapy, 1L maintenance
or 2L), and in combination with axitinib for advanced
renal cell carcinoma (1L).12,13 Avelumab has also
exhibited clinical activity and tolerable safety in
patients with advanced or metastatic NSCLC (1L and
2L), including patients with squamous tumors.14–16

Preclinical evidence suggests that ICIs in combina-
tion with cetuximab (an anti–EGFR) may provide
enhanced antitumor activity compared with either
therapy alone.17 Furthermore, several clinical studies,
including the phase 3 FLEX study of cetuximab
plus chemotherapy versus chemotherapy alone,
have exhibited synergy for cetuximab in combination
with chemotherapy as 1L treatment in patients
with advanced NSCLC, most notably in a subpopula-
tion of patients with EGFR-expressing squamous tu-
mors.18–21

These findings provided the rationale for assessing
the efficacy and safety of avelumab in combination with

http://creativecommons.org/licenses/by-nc-nd/4.0/
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cetuximab and chemotherapy in patients with advanced
squamous NSCLC.

Materials and Methods
Study Design and Patients

This was a phase 2a, single-arm, multicenter trial of 1L
avelumab plus cetuximab, gemcitabine, and cisplatin in
patients with advanced squamous NSCLC. Eligible pa-
tients were aged 18 years or older and had histologically
confirmed, EGFR/ALK–wild-type, stage IV, metastatic or
recurrent squamous NSCLC with no previous systemic
treatment for metastatic disease. Patients were also
required to have a European Cooperative Oncology Group
performance status of 0 or 1, available tumor tissue for
biomarker assessment, and adequate hematologic, he-
patic, and renal function. Patients with brain metastases
were not eligible unless their brain metastases had been
treated locally and were clinically stable for at least 4
weeks before enrollment, they had no ongoing neurologic
symptoms, and they were either not receiving steroids or
receiving a decreased dose of prednisone (or equivalent)
less than or equal to 10 mg daily.

The study protocol and amendments were approved
by institutional review boards and ethics committees at
each institution. The trial was conducted in accordance
with the International Ethical Guidelines for Biomedical
Research Involving Human Subjects, the International
Conference on Harmonization Guidelines for Good Clin-
ical Practice, and the Declaration of Helsinki. All patients
provided written informed consent.

Procedures and Assessments
Patients were treated with four 3-week cycles of

avelumab 800 mg intravenously (IV) on days 1 and 8,
cetuximab 250 mg/m2 IV on day 1 and 500 mg/m2 on
day 8, cisplatin 75 mg/m2 IV on day 1, and gemcitabine
1250 mg/m2 IV on days 1 and 8. Patients then received
maintenance treatment with avelumab 800 mg plus
cetuximab 500 mg/m2 every 2 weeks until progressive
disease, unacceptable toxicity, or study withdrawal. Pa-
tients receiving avelumab were permitted to have mod-
ifications of infusion rate in the event of infusion-related
reactions (IRRs), but dose reductions were not
permitted. The protocol was amended on May 6, 2019,
so patients could switch from cisplatin to carboplatin in
the event of unmanageable cisplatin-related toxicity.

The primary end point was confirmed best overall
response (BOR) according to Response Evaluation Criteria
in Solid Tumors (RECIST), version 1.1, per investigator
assessment. The secondary end points included
progression-free survival (PFS) and duration of response
(DOR) according to RECIST 1.1 per investigator assess-
ment, overall survival (OS), and safety. Exploratory
biomarker analyses tested PD-L1 expression or EGFR gene
amplification status in archival tumor samples (<6 mo old)
or fresh baseline tumor samples obtained from a nonir-
radiated area. Definitions of all end points are given in the
Supplementary Methods. The PD-L1 expression level was
categorized using less than 1%, 1% to less than 50%, 50%
to less than 80%, and greater than or equal to 80%
expression cutoffs per the PD-L1 immunohistochemistry
(IHC) 73-10 assay (Agilent; Santa Clara, CA). EGFR fluo-
rescence in situ hybridization (FISH) status was assessed
using the Vysis EGFR/chromosome 7 centromere (CEP 7)
FISH Probe Kit (Abbott Molecular; Libertyville, IL). In brief,
five histopathologically representative formalin-fixed,
paraffin-embedded tumor sections were selected. Within
each region, an average of 10 nuclei were selected for
analysis, for a total of 50 nuclei. The number of EGFR and
CEP 7 signals was counted for each selected nucleus.
Interpretation of the EGFR FISH results was done accord-
ing to previously published criteria.22,23 Cases identified as
EGFR “high polysome” had at least 40% of counted nuclei
with greater than or equal to four EGFR signals. EGFR
“amplified”was defined by one of the following criteria: (1)
EGFR to CEP7 ratio greater than or equal to two over all
scored nuclei; (2) greater than or equal to 15 copies of the
EGFR signal in greater than or equal to 10% of counted
nuclei; or (3) presence of gene cluster (closely spaced
groupings of �4 spots) in greater than or equal to 10% of
counted nuclei. Positive EGFR FISH tumors included those
with EGFR amplified or high-polysome status (both
defined on the basis of previously published criteria22,23);
negative EGFR FISH status was defined as no amplification
of EGFR or no high-polysome status. All biomarker ana-
lyses were prespecified, and testing was performed cen-
trally; PD-L1 IHC was performed at Q2S (Scotland, United
Kingdom), whereas EGFR IHC and FISH were tested cen-
trally at Targos (Germany).

Tumors were assessed radiologically by the investi-
gator per RECIST 1.1 every 9 weeks postbaseline for the
first 6 months, then every 12 weeks thereafter. Safety was
assessed at each treatment visit, and adverse events (AEs)
were coded in accordance with Medical Dictionary for
Regulatory Activities, version 21.0 or higher, and graded
according to the National Cancer Institute Common Ter-
minology Criteria for AEs, version 5.0. IRRs (including
drug hypersensitivity reactions) and immune-related AEs
were identified as AEs of special interest for avelumab.

Outcomes were reported using three data cutoff
dates. The primary analysis was on the basis of a data
cutoff date of July 2, 2020. Other analyses, including
patient disposition and efficacy analyses (except ana-
lyses of tumor shrinkage), were reported using an
updated data cutoff date of November 4, 2020. OS and
PFS were also further characterized at final analysis,
with a data cutoff date of June 25, 2021.



Table 1. Patient Baseline Characteristics (Data Cutoff: July
2, 2020)

Characteristics N ¼ 43

Median age (range), y 65 (41–72)
Sex, n (%)
Male 35 (81.4)
Female 8 (18.6)

Country, n (%)
Hungary 11 (25.6)
Serbia 17 (39.5)
Spain 15 (34.9)

ECOG PS, n (%)
0 16 (37.2)
1 27 (62.8)

Smoking status, n (%)
Regular smoker 23 (53.5)
Former smoker 20 (46.5)

Metastases at baseline, n (%)
Liver 7 (16.3)
Brain 0

EGFR FISH status, n (%)a

Negative 28 (65.1)
Positive 15 (34.9)

PD-L1 expression cutoff, n (%)
<1% 13 (30.2)
�1% to <50% 16 (37.2)
�50% to <80% 4 (9.3)
�80% 10 (23.3)

aNegative EGFR FISH status is defined as no amplification of EGFR or no
“high-polysome” status; positive EGFR FISH status is defined as amplification
of EGFR or “high-polysome” status.
ECOG PS, European Cooperative Oncology Group performance status; FISH,
fluorescence in situ hybridization; PD-L1, programmed death-ligand 1.
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Statistical Analysis
Enrollment of approximately 40 patients was planned;

however, no formal statistical hypotheses were tested. The
probability to observe greater than or equal to 18 patients
with an objective response rate (ORR) of 45.0% (95%
confidence interval [CI]: 29.3%–61.5%) was 78.5%,
assuming a true response rate of 50% (a clinically relevant
effect). If the true response rate was 30% (a nonrelevant
effect), the probability of observing at least 18 patients
with a response was 3.2%. If 18 patients responded, the
posterior probability for a true response rate of at least
40% (a minimum relevant effect) was 75%.

Results
Patient Characteristics and Disposition

In total, 43 patients received at least one dose of ave-
lumab, cetuximab, gemcitabine, and cisplatin; 34 patients
(79.1%) received four cycles of chemotherapy, and two
patients (4.7%) switched from cisplatin to carboplatin
because of cisplatin-related toxicity (Supplementary
Fig. 1). Baseline characteristics and demographics (on
the basis of the primary analysis) are presented in
Table 1. The median patient age was 65 years (range:
41–72 y), and 35 patients (81.4%) were men. At baseline,
most patients had recurrent disease (93.0%), and the
remainder (7.0%) had de novo metastatic disease.
More than half of all patients (55.8%) had intrathoracic
metastasis. No patients had brain metastases, nine pa-
tients (20.9%) had bone metastases, and seven patients
(16.3%) had liver metastases. The PD-L1 expression
level was 1% to less than 50% in 16 patients (37.2%),
50% to less than 80% in four patients (9.3%), 80% or
higher in 10 patients (23.3%), and less than 1% in 13
patients (30.2%). A total of 15 patients (34.9%) had
EGFR FISH–positive tumors. The median follow-up was
6.6 months for the primary analysis (range: 0.3–18.2 mo)
and 9.2 months (range: 0.3–21.4 mo) for the updated
analysis; the median follow-up was not calculated for the
final analysis. Of the 43 patients, 34 (79.1%) received
avelumab plus cetuximab in the maintenance phase;
among these patients, the median duration of overall
treatment was 6.0 months (range: 3.7–12.8 mo), and the
duration of maintenance treatment was 3.2 months
(range: 0.9–10.1 mo).

At the updated data cutoff, eight patients (18.6%)
remained on treatment. The most common reason
for discontinuing avelumab or cetuximab was progres-
sive disease (n ¼ 21 [48.8%] and n ¼ 19 [44.2%],
respectively).

Efficacy
The efficacy outcomes from the primary analysis are

presented in Supplementary Table 1. In the updated
analysis, 15 patients had a confirmed BOR of partial
response (PR), resulting in a confirmed ORR of 34.9%
(95% CI: 21.0%–50.9%) (Table 2). A total of 23 patients
had an unconfirmed BOR of PR, resulting in an uncon-
firmed ORR of 53.5% (95% CI: 37.7%–68.8%). For
confirmed responses, the median DOR was 7.1 months
(95% CI: 4.2–12.5 mo), and the median time to response
was 9.0 weeks (range: 5.9–18.1 weeks), consistent with
the timing of the first on-study tumor assessment. The
proportion of patients with a response lasting at least 6
months was 69.2% (95% CI: 37.3%–87.2%), and the
proportion of those with a response lasting at least 12
months was 23.7% (95% CI: 3.9%–52.9%). Of the 39
patients assessable for change in tumor size, 35 (89.7%)
had tumor shrinkage (Fig. 1) and 23 (59.0%) had tumor
shrinkage of at least 30% (Fig. 1). At data cutoff, 21
patients were progression free for more than 24 weeks;
of these, four were censored without progression re-
ported (Fig. 2A). The median PFS was 6.1 months (95%
CI: 4.3–9.0 mo), and the 6- and 12-month PFS was 57.6%
(95% CI: 40.3%–71.6%) and 8.5% (95% CI: 1.6%–
23.2%), respectively (Fig. 2B). The median OS was 10.0
months (95% CI: 8.6–17.1 months), and the 6-, 12-, and



Table 2. Confirmed and Unconfirmed BOR (Data Cutoff:
November 4, 2020)

Confirmed
BOR (n ¼ 43)

Unconfirmed
BOR (n ¼ 43)

Complete response 0 0
Partial response 15 (34.9) 23 (53.5)
Stable disease 19 (44.2) 12 (27.9)
Progressive disease 4 (9.3) 4 (9.3)
Not evaluable 5 (11.6) 4 (9.3)
ORR (95% CI), % 34.9 (21.0–50.9) 53.5 (37.7–68.8)
DCR (95% CI), % 79.1 (64.0–90.0) 81.4 (66.6–91.6)

Note: All values are n (%) unless otherwise specified.
BOR, best overall response; CI, confidence interval; DCR, disease control
rate; ORR, objective response rate.
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18-month OS was 85.7% (95% CI: 70.9%–93.3%),
40.9% (95% CI: 24.6%–56.6%), and 23.4% (95% CI:
6.2%–46.9%), respectively (Fig. 3). At the final PFS
analysis, the median PFS was consistent with the previ-
ous analysis (median, 6.1 mo; 95% CI: 4.3–9.0 mo); the
6- and 12-month PFS rates were 57.6% and 17.6%,
respectively, and no patients were progression free by
18 months (Supplementary Table 2). The median OS at
the final analysis was 10.1 months (95% CI: 8.6–14.5
mo); the 6-month OS rate was consistent with the pre-
vious analysis (85.7%; 95% CI: 70.9%–93.3%), whereas
the 12-, 18-, and 24-month OS rates were 41.6% (95%
CI: 26.6%–56.0%), 27.4% (95% CI: 14.4%–42.2%),
and 21.9% (95% CI: 9.3%–38.0%), respectively
(Supplementary Table 2).

Subgroup Analyses
Subgroup analyses were on the basis of the primary

analysis. ORRs were generally consistent across all sub-
groups. However, a numerically higher ORRwas observed
Figure 1. Best change in the sum of target lesions from base
N ¼ 39).
in patients with EGFR FISH–positive–versus negative tu-
mors (40.0%; 95% CI: 16.3%–67.7% versus 25.0%; 95%
CI: 10.7%–44.9%, respectively) (Supplementary Fig. 2).
The median PFS was 4.4 months (95% CI: 2.3–6.2 mo) in
patients with 1% to less than 50% tumor PD-L1 expres-
sion, 8.1 months (95% CI: 4.3–11.9 mo) in patients with
50% to less than 80% PD-L1 expression, and not esti-
mable (95% CI: 2.0 mo–not estimable) in patients with
greater than or equal to 80%PD-L1 expression. In patients
with EGFR FISH–positive or –negative tumors, themedian
PFS was 6.2 months (95% CI: 4.2–11.8 mo) and 4.4
months (95% CI: 4.1–11.9 mo), respectively. Tumor
shrinkage occurred irrespective of EGFR FISH status or
PD-L1 status (Supplementary Fig. 3A and B).
Safety
Safety was evaluated using the primary analysis

(Table 3). Of the 43 patients, 40 (93.0%) had an AE of
any grade, of whom 38 (88.4%) had a treatment-related
AE (TRAE) attributed to any study treatment. The most
common TRAEs of any grade were rash (n ¼ 20
[46.5%]), anemia (n ¼ 18 [41.9%]), and neutropenia
(n ¼ 15 [34.9%]). TRAEs attributed to avelumab,
cetuximab, gemcitabine, or cisplatin occurred in 20
(46.5%), 33 (76.7%), 30 (69.8%), and 34 patients
(79.1%), respectively. A total of 24 patients (55.8%) had
a grade 3 or higher TRAE; the most common grade 3 or
higher TRAEs are presented in Table 3. Grade 3 or higher
TRAEs related to avelumab, cetuximab, gemcitabine, or
cisplatin occurred in five (11.6%), 12 (27.9%), 18
(41.9%), and 17 patients (39.5%), respectively. Both
patients who switched from cisplatin to carboplatin had
grade 3 or higher TRAEs related to carboplatin. TRAEs
leading to permanent discontinuation of any treatment
line in assessable patients (data cutoff, November 4, 2020;



Figure 2. (A) Time to PFS per patient and (B) Kaplan-Meier analysis of PFS (data cutoff, November 4, 2020; N ¼ 43). CI,
confidence interval; PFS, progression-free survival.
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occurred in seven patients (16.3%); increased blood
creatinine was the most common (n ¼ 2 [4.7%]). TRAEs
leading to permanent discontinuation of avelumab,
cetuximab, gemcitabine, or cisplatin occurred in two
(4.7%), four (9.3%), two (4.7%), and four patients
(9.3%), respectively. Nine patients (20.9%) had serious
TRAEs that were related to avelumab, cetuximab,
gemcitabine, or cisplatin in one (2.3%), three (7.0%), five
(11.6%), and six patients (14.0%), respectively; one of
two patients had a serious AE related to carboplatin. For
AEs of special interest, 10 patients (23.3%) had an
immune-related AE, and four patients (9.3%) had an IRR.
One patient (2.3%) died owing to a TRAE, which was
reported as being of unknown cause and attributed to all



Figure 3. Kaplan-Meier analysis of OS (data cutoff, November 4, 2020; N ¼ 43). CI, confidence interval; OS, overall survival.

Table 3. TRAEs Occurring in At Least Two Patients (Data
Cutoff: July 2, 2020; N ¼ 43)

Any Grade,
n (%)

Grade �3,
n (%)

Rash 20 (46.5) 3 (7.0)
Anemia 18 (41.9) 3 (7.0)
Neutropenia 15 (34.9) 12 (27.9)
Hypomagnesemia 13 (30.2) 4 (9.3)
Nausea 9 (20.9) 0
Thrombocytopenia 9 (20.9) 4 (9.3)
Asthenia 8 (18.6) 1 (2.3)
Vomiting 6 (14.0) 1 (2.3)
ALT increased 4 (9.3) 0
Blood creatinine increased 4 (9.3) 0
Decreased appetite 4 (9.3) 0
Leucopenia 4 (9.3) 1 (2.3)
Dermatitis 3 (7.0) 1 (2.3)
Diarrhea 3 (7.0) 0
Hypocalcemia 3 (7.0) 1 (2.3)
Pyrexia 3 (7.0) 0
Transaminases increased 3 (7.0) 0
Acne 2 (4.7) 0
Amylase increased 2 (4.7) 0
Dermatitis acneiform 2 (4.7) 0
Dry skin 2 (4.7) 0
Dysgeusia 2 (4.7) 0
Fatigue 2 (4.7) 0
Neutrophil count
decreased

2 (4.7) 2 (4.7)

Oral candidiasis 2 (4.7) 0
Pneumonitis 2 (4.7) 0
Pruritus 2 (4.7) 0
Stomatitis 2 (4.7) 0

ALT, alanine aminotransferase; TRAE, treatment-related adverse event.
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four treatments; the investigator reported that the death
was treatment related owing to the inability to exclude
causality; however, the underlying cancer was believed
to be the most likely cause.

Discussion
This phase 2a study assessed 1L avelumab plus

cetuximab, gemcitabine, and cisplatin followed by ave-
lumab plus cetuximab maintenance in 43 patients with
advanced squamous NSCLC. A total of 15 patients had a
BOR of PR, resulting in a confirmed ORR of 34.9%. The
study did not achieve a confirmed ORR of greater than or
equal to 45.0%; therefore, the effect of the combination
was not considered clinically meaningful. The median
PFS was 6.1 months, and the median OS was 10.0
months.

Although cross-trial comparisons should be inter-
preted with caution, the confirmed ORR in this trial was
numerically lower than those reported in phase 3 trials
of ICIs in combination with chemotherapy as 1L treat-
ment in advanced squamous NSCLC. In phase 3 trials of
chemotherapy plus pembrolizumab (KEYNOTE-407),
atezolizumab (IMpower131), sintilimab (anti–PD-1;
ORIENT-12), or tislelizumab (anti–PD-1; RATIONALE
307) followed by ICI maintenance, ORRs were 58%,
49%, 45%, and approximately 70%, respectively.8,9,24,25

However, the ORR reported in a trial of nivolumab in
combination with chemotherapy and ipilimumab (anti–
CTLA-4; CheckMate 9LA) of 38% was comparable to this
study.10 In addition, similar response rates were re-
ported in phase 3 trials of targeted therapies in
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combination with chemotherapy as 1L treatment for
advanced NSCLC. In a trial of chemotherapy with or
without cetuximab or bevacizumab (anti–vascular
endothelial growth factor; Southwest Oncology Group
S0819), the ORR in patients with squamous histology
was 39%; in a trial of necitumumab (anti–EGFR) plus
gemcitabine and cisplatin in patients with squamous
NSCLC (SQUIRE), the ORR was 31%.20,26

In this trial, the unconfirmed ORR was 53.5%,
whereas approximately 19% of patients had an initial
response that was unconfirmed, indicating that the DOR
was limited. In addition, relatively few patients had tu-
mors with greater than or equal to 50% PD-L1 expres-
sion (33%) or EGFR FISH positivity (35%), which are
factors associated with response to avelumab and
cetuximab in NSCLC, respectively.21,27 A previous study
also found that EGFR FISH status was a predictive factor
for response in patients with NSCLC receiving treatment
with cetuximab plus chemotherapy.28 In addition, in the
phase 3 trial of chemotherapy with or without cetuximab
and/or bevacizumab, ORRs in patients with squamous
tumors treated with cetuximab were slightly higher in
those with EGFR FISH–positive versus nonpositive tu-
mors (46% versus 36%, respectively).20 In this study, a
numerically higher confirmed ORR was observed in pa-
tients with EGFR FISH–positive versus –negative tumors
(40% versus 25%, respectively), although the CIs over-
lapped. In addition, increased PFS was observed in pa-
tients with PD-L1–high tumors, consistent with previous
trials of ICIs in NSCLC.3,7,8,14,16,29,30 Slightly improved
PFS was also observed in patients with EGFR FISH–
positive tumors, consistent with previous trials of
cetuximab.20 However, patient numbers in subgroup
analyses were small, hindering interpretation.

The combination regimen assessed in this study had a
tolerable safety profile, and no additional safety signals
were observed compared with previous trials of avelu-
mab and cetuximab in NSCLC.14–16,20 Of the 43 patients,
24 (56%) had a grade 3 or higher TRAE.

In conclusion, the treatment regimen of avelumab in
combination with cetuximab and chemotherapy as 1L
treatment for squamous NSCLC revealed antitumor ac-
tivity, with no new safety signals. On the basis of a pre-
defined statistical threshold, the combination did not
achieve a clinically meaningful treatment effect; however,
clinical outcomes were comparable to trials of other tar-
geted therapies with chemotherapy in squamous NSCLC.
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