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Abstract. Background/Aim: Prior immune-checkpoint  regimens) that received weekly paclitaxel plus cetuximab
inhibitors, weekly paclitaxel-cetuximab was one of the few  regimen as first- or second-line (1L or 2L) between January
options for platinum-ineligible patients with recurrent/ 2009 and December 2014. The efficacy was evaluated (1L-2L)
metastatic squamous cell carcinoma of the head and neck (RIM-  in regards to overall survival (OS) and progression-free survival
SCCHN). This real-world study analyzed the long-term  (PFS), and safety was assessed as the incidence of adverse
outcomes of this regimen. Patients and Methods: A multicenter,  events (AEs). Results: Seventy-five R/M-SCCHN patients
retrospective, observational, cross-sectional, chart review study  received the scheme (1L, n=50; 2L: n=25). The mean age of
was realized in nine hospitals of the Galician Group of Head  the patients was 59 years (1L, 59.5 years; 2L, 59.2 years), 90%
and Neck Cancer. Eligible population was adult platinum- — were male (1L, 96%; 2L, 79%), 55% were smokers (1L, 60.4%;
ineligible patients with R/IM SCCHN (unfit to, or after  2L,45.8%), and 61% presented ECOG performance status (PS)
progressing following EXTREME or other platinum-based 1 (1L, 54%; 2L, 62.5%). Median OS [interquartile range (IOR)]

was 8.85 (4.22-40.96) months. Median PFS (IQR) was 8.5

(3.93-12.55) (I1L) and 8.8 (5.62-16.91) (2L) months. Disease

control rate was 60% (1L) and 85% (2L). Weekly paclitaxel-
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occupies the sixth position in the ranking of common cancer
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Until the emergence of immune checkpoint inhibitors, the
EXTREME regimen (Cetuximab added to chemotherapy
consisting of fluorouracil plus platinum) was the first-line
standard of care for inoperable R/M SCCHN (5, 6). Not all
patients were candidates for this scheme due to different
toxicities (gastrointestinal, renal, neurological), mainly
related to high dose of platinum, which make it not a suitable
alternative for unfit patients (generally with poor physical
condition), and logistic problems due to scheme itself (7).

The population of patients not candidates to platinum
[comorbidities, early progression after radical radio-
chemotherapy in locally advanced disease, poor ECOG
performance status (PS) or progression after a first line (1L)
with platinum] were poorly represented in the scientific
literature. There was no standard treatment for this
population at the time this study was conducted.

In Spain, the regimen commonly used for R/M SCCHN
patients who were not candidates to standard treatment
(EXTREME chemotherapy) was the one reported by Hitt et
al. (8). It consists of weekly paclitaxel plus cetuximab and
has shown activity [overall response rate (ORR) of 54% and
disease control rate (DCR) of 80%] and well tolerance (8).
Moreover, this scheme has been used for patients who
presented a primary progression during or following the
EXTREME treatment and lacked a standard treatment (8, 9).

Nowadays, the weekly paclitaxel plus cetuximab treatment
is gaining importance as a possible second-line (2L) therapy
in patients that progress to 1L combination of immunotherapy
and platinum based-chemotherapy.

To increase the real-world evidence of the weekly scheme
of paclitaxel plus cetuximab in R/M SCCHN patients not
eligible for the platinum scheme [unfit patients or with
progression disease (PD) after platinum-based chemotherapy]
we carried out a chart review study. This study was designed
to investigate the long-term outcomes (activity and tolerance)
of weekly paclitaxel plus cetuximab; additionally, we discuss
our results in comparison with previously published data
regarding this scheme and the EXTREME regimen (7),
considering that the populations are not comparable.

Patients and Methods

Study design. This is a multicenter, retrospective, observational,
cross-sectional, chart review study carried out in nine hospitals
belonging to the Galician Group of Head and Neck (GGCC, for its
acronym in Spanish) from the northwest of Spain (Galicia).

Investigators screened their medical records to identify the
eligible population: adult platinum-ineligible patients with R/M
SCCHN (unfit to, or after progressing following treatment with
EXTREME or other platinum-based regimens) that received the
weekly paclitaxel plus cetuximab regimen as 1L or 2L between
January 2009 and December 2014.

Demographic and clinical data were collected retrospectively
from the electronic patient records (from January 2015 to June
2015) and analyzed in October 2020.
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Treatment. The treatment regimen consisted of cetuximab 500 mg/m?
administered initially intravenously (IV) over 2 h, followed by weekly
doses of 250 mg/m? over 1 h and paclitaxel 80 mg/m? administered
weekly over 1 h after cetuximab infusion. It was administered in
platinum-ineligible patients, as 1L in unfit patients to platinum-based
regimen (EXTREME or other schemes) and as 2L in patients
progressing after a platinum-based chemotherapy. Treatment was
administered until PD, unacceptable toxicity, or patient/physician
decision. All patients received prophylactic dexamethasone (10 mg IV)
and diphenhydramine (50 mg IV) before cetuximab, and cimetidine
(300 mg IV) or ranitidine (50 mg IV) before paclitaxel.

Variables. Tumor response was assessed after the start of treatment
until PD, using investigator assessment based on computed
tomography (CT) scan or magnetic resonance imaging (MRI),
according to RECIST criteria (10).

OS was as the time from treatment initiation until death, and
progression-free survival (PFS) in 1L and 2L was considered the time
from the first cycle of therapy until progression. The follow-up time
for OS and PFS, regardless of the line of therapy (1L or 2L), was
defined as time from the diagnosis until the last visit.

Safety. The incidence of adverse events (AEs) was evaluated using
the Common Terminology Criteria for Adverse Events (CTCAE)
version 5.0.

Statistical analysis. Variables were described using summary
statistics, such as counts, mean, standard deviation (SD), median,
minimum, maximum, and 25 and 75t percentiles for continuous
variables and counts and percentages for categorical variables.

The Kaplan—Meier method was used to estimate survival, and the
log-rank method was used to compare survival curves. A
proportional hazards model was also fitted to evaluate the possible
effect of variables on risks.

Data management and statistical analysis was carried out with
STATA 17 (Stata Statistical Software Release 17, StataCorp LLC,
College Station, TX, USA).

Results

Patients. We identified and included in the study 75 R/M
SCCHN patients who had received weekly paclitaxel plus
cetuximab regimen: 50 patients were ineligible to receive
platinum-based chemotherapy (EXTREME or other
schemes) and received the treatment in 1L, and 25 patients
had progressed following a platinum-based chemotherapy
and received the treatment in 2L.

Overall, the mean age of the included patients was 59
years (1L, 59.5 years; 2L, 59.2 years), 90% were male (1L,
96%:; 2L, 79%), 55% were smokers (1L, 60.4%; 2L, 45.8%),
and 61% presented ECOG PS 1 (1L, 54%; 2L, 62.5%). The
demographic characteristics of the population [overall and
stratified by the line they received the weekly paclitaxel plus
cetuximab regimen (1L or 2L)] are summarized in Table I.
Efficacy. Around 50% of the patients progressed to weekly
paclitaxel plus cetuximab in each line (26/50 patients in 1L
and 12/25 patients in 2L). In both lines, local progression
was the most common, followed by distant progression.
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Table 1. Basal characteristics of patients with R/M SCCHN prior to the first-line therapy.

Basal patient and disease characteristics R/M SCCHN
Total (n=75) 1L (n=50) 2L (n=25)
Age at diagnosis, year, mean (SD) 59.50 (9.76) 59.48 (8.87) 59.23 (11.68)
Sex, n (%)
Female 7(9.33) 2 (4.00) 5(20.83)
Male 68 (90.67) 48 (96.00) 19 (79.17)
Smoking status, n (%)
Current smoker 40 (54.79) 29 (60.42) 11 (45.83)
Ex-smoker 27 (36.99) 16 (33.33) 10 (41.67)
No smoker 6 (8.22) 3(6.25) 3 (12.50)
ECOG performance status, n (%)
0 7(9.33) 4 (8.00) 1(4.17)
1 46 (61.33) 29 (58.00) 15 (62.50)
2 20 (26.67) 16 (32.00) 7 (29.17)
3 2 (2.67) 1(2.00) 1(4.17)
Localization, n (%)
Oropharynx 16 (25.00) 11 (25.00) 5(26.32)
Tongue 15 (23.44) 11 (25.00) 4 (21.05)
Hypopharynx 11 (17.19) 9 (20.45) 2 (10.53)
Larynx 9 (14.06) 6 (13.64) 2 (10.53)
Gum 5(7.81) 2 (4.55) 3 (15.79)
Nasopharynx 4 (6.25) 1(2.27) 3 (15.79)
Mouth floor 3 (4.09) 3(6.82) 0 (0)
Paranasal sinus 1(1.56) 12.27) 0 (0)
Histology, n (%)
Moderately differentiated epidermoid carcinoma 44 (58.67) 32 (64.00) 11 (45.83)
Poorly differentiated epidermoid carcinoma 18 (24.00) 10 (20.00) 8 (33.33)
Well differentiated epidermoid carcinoma 6 (8.00) 2 (4.00) 4 (16.67)
Undifferentiated carcinoma 5(6.67) 4 (8.00) 14.17)
Adenocarcinoma 1(1.33) 1(2.00) 0 (0)
Other 1(1.33) 1(2.00) 0 (0)
Staging, n (%)
Primary tumor
T4 35 (46.67) 27 (54.00) 7 (29.17)
T3 15 (20.00) 10 (20.00) 5(20.83)
T2 12 (16.00) 8 (16.00) 4 (16.67)
T1 8 (10.67) 5 (10.00) 3 (12.50)
Tx 5(6.67) 0 (0) 5(20.83)
Extension
N3 8 (10.67) 8 (16.00) 0 (0)
N2 39 (52.00) 25 (50.00) 13 (54.17)
N1 12 (16.00) 9 (18.00) 3 (12.50)
NO 14 (18.67) 8 (16.00) 6 (25.00)
NX 2 (2.67) 0 (0) 2 (8.33)
Metastasis
M1 24 (32.00) 15 (30.00) 8 (33.33)
MO 51 (68.00) 35 (70.00) 16 (66.67)

ECOG: Eastern Cooperative Oncology Group; R/M SCCHN: recurrent/metastatic squamous cell carcinoma of head and neck; SD: standard deviation;

1L: first-line therapy; 2L: second-line therapy

Progression localization in both lines is summarized in
Table II.

In the overall population, the median OS was 8.85 months
(IQR=4.22-40.96 months) (Figure 1A), with an ORR of
30.0%, complete response (CR) rate of 6.0%, and partial
response (PR) rate of 24.0%; the DCR was 70.0% (Table III).
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In patients receiving weekly paclitaxel plus cetuximab in 1L,
the ORR was 13.4%, with a CR rate of 6.7%, a PR rate of
6.7%, and a DCR rate of 60% (Table III); 20 patients were not
evaluable due to comorbidities, treatment toxicity, and poor
status, or they did not receive enough treatment to be evaluated
(first response assessment). The median PFS (1L) was 8.55
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Table II. Progression localization.

Localization, n (%) 1L (n=26) 2L (n=12)
Local 8 (30.77) 5(41.67)
Distance 7 (26.92) 5(41.67)
Local + Distance 6 (23.08) 1(8.33)

Regional ganglionar 2 (7.69) 1(8.33)

Missing 3(11.54) 0 (0)

1L: First-line therapy; 2L: second-line therapy.

months (IQR=3.93-12.55 months) (Figure 2A), with a median
OS of 8.55 months (IQR=3.26-15.71 months) (Figure 1B).

In patients treated with weekly paclitaxel plus cetuximab
in 2L (5 patients were not evaluable), the ORR was 55.0%,
with a CR rate of 5.0%, a PR rate of 50.0% and a DCR of
85.0% (Table IIT). The median PFS (2L) was 8.82 months
(IQR=5.62-16.91 months) (Figure 2B), with a median OS of
16.97 months (IQR=7.82-47.32 months) (Figure 1C).

Safety. The list of AEs is shown in Table IV. Grade 1-2 AEs
were reported with paclitaxel + cetuximab in both lines (1L
and 2L). The most common AE was mucositis, followed by
cutaneous toxicity and neuropathy.

All the hematological AEs reported were grade 1-2; all of
them were neutropenia (range=2.08-8.70%) both in 1L and
2L. There were no events of thrombocytopenia.

Regarding grade 3-4 AEs, the most common were
mucositis and cutaneous toxicity, which were reported in
both lines (1L and 2L). Mucositis (2.08%) was the only
grade 4 AE described; it was reported in 1L of paclitaxel +
cetuximab. No grade 4 AEs were notified in 2L.

Discussion

The results of this study showed that the combination of
weekly paclitaxel plus cetuximab is an active therapeutical
option in R/M SCCHN as 1L in ineligible (unfit and poor
prognosis) patients for the EXTREME standard therapy and
other platinum-based regimens, and in 2L in patients who
had progressed during 1L platinum-based chemotherapy.
These results are interesting because they add to the
evidence about this scheme (11, 12) in this category of
patients for whom very few treatment options were eligible
at the time (9). Nowadays, this combination has regained
value as 2L following 1L immunotherapy as monotherapy
or in combination with platinum-containing schemes or
after a platinum treatment. We present the results of our
previous daily clinical practice in unfit and poor prognosis
patients with the intention of providing external validity to
this scheme.

Our study showed a median global OS of 8.85 months, with
a median PFS of 8.5 in 1L. Our results in 1L are better than

267

A Kaplan-Meier survival estimate
1.00
©
=
2 0.751
3
(2]
> 050
%
-g 0.251
o
0.00+, . . . . ‘
5 10 15 20 25
Number at Time (months)
risk 66 46 28 23 17 16
B o
Kaplan—-Meier survival estimate
1.004
g
S 0.754
3
(2]
2 0.50+
%
-g 0.251
o
0.004, i i ' ' '
5 10 15 20 25
Number at Time (months)
risk 45 28 16 12 8 7
C
Kaplan—-Meier survival estimate
1.004
g
S 0.751
3
(2]
2 0.50+
E
3 0.25-
e
o
0.00+, i i . . '
0 5 10 15 20 25
Number at Time (months)
risk 21 18 12 11 9 9

Figure 1. Overall survival with weekly paclitaxel plus cetuximab. A) in
overall population; B) in patients receiving the scheme as first line (1L)
and C) in patients receiving the scheme as second line (2L).

those presented in similar populations receiving the same
regimen (weekly paclitaxel plus cetuximab) as 1L treatment (5,
7, 8); it doubled the PFS (5, 8) with similar OS outcomes (8).
Obviously, these studies are not completely comparable. In the
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Table III. Tumor response.

Response, n (%) Overall (n=50) 1L (n=30) 2L (n=20)
DCR (RC + PR+ SD) 35 (70.00) 18 (60.00) 22 (85.00)
ORR (RC + PR) 15 (30.00) 4 (13.34) 11 (55.00)
CR 3 (6.00) 2 (6.67) 1 (5.00)

PR 12 (24.00) 2 (6.67) 10 (50.00)
SD 20 (40.00) 14 (46.67) 6 (30.00)
PD 15 (30.00) 12 (40.00) 3 (15.00)

CR: Complete response; DCR: disease control rate; ORR: overall response
rate; PD: progression disease; PR: partial response; SD: stable disease; 1L.:
first-line therapy; 2L: second-line therapy.

phase 1II trial carried out by Hitt et al. in 2012 (8) this treatment
was assessed as 1L in R/M SCCHN patients non-candidates for
platinum or who had received platinum-containing
chemotherapy as part of an induction, concomitant or adjuvant
treatment if it was completed >6 months before study entry
(34.7% of the overall population). The Karnofsky PS was
between 70%-80% in 61% of patients. The efficacy outcomes
showed a PFS of 4.2 months, an OS of 8.1 months, and a DCR
of 80% (8). One of the reasons that could explain our longer
PES and OS compared with these results is that our study was
conducted in a different period of time, when more knowledge
(AEs management, treatment dose management, efc.) was
available regarding this scheme. Although in our study the
patients in 1L were platinum-naive, their poor prognostic
profile and comorbidities led to a lower survival compared to
patients eligible for standard therapy as shown by our high rate
of non-evaluable patients with regard to the response in 1L.
Other retrospective studies based on this scheme include
the one carried out by Jimenez et al. in 2013 (12). This study
included R/M SCCHN patients treated with weekly
paclitaxel plus cetuximab and showed a median of PFS of
54 months and OS of 9.1 months. In the case of the
retrospective study reported by Bernard et al. in 2017 (11),
the results were similar to ours although with a more fit
population (69.6% of patients had received platinum-
containing >6 months before study entry). Another more
recent retrospective study carried out by Fushimi et al. in
2020 (13) showed slightly worse outcomes than ours
(median PFS of 5.7 months, and OS of 11.8 months, DCR
of 73%) with an older population but with better ECOG PS.
However, in the study of Motai et al. (5) in 2021, carried
out in the immunotherapy era, data of R/M SCCHN patients
treated with weekly paclitaxel plus cetuximab versus
EXTREME regimen (only in 1L setting) were collected
retrospectively. Similar results were observed in both
schemes. In this study the age of the population (1L) was
slightly higher (+8 years in both arms) than that of the
population analyzed in our study (mean 59.5 years) and may
be because of this age difference their survival results were
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Figure 2. Progression-free survival with weekly paclitaxel plus
cetuximab A) in first line and B) in second line.

a little worse than ours. The 1-year OS rate for paclitaxel
plus cetuximab reported by Motai et al. (5) was 34%
(95%CI=14.5-22.1), being slightly higher in the platinum-
refractory vs. platinum-intolerant patients (39.5% vs. 33.3%).
The opposite was observed for the 1-year PFS rate, which
was higher in platinum-intolerant patients (22.2% vs. 13.6%
in platinum-refractory patients). Jimenez et al. (12) treated
R/M SCCHN patients with weekly paclitaxel plus cetuximab
and showed that the patient platinum status (refractory or
sensitive) did not influence PFS and OS (no differences in
survival rates). This showed that weekly paclitaxel plus
cetuximab has a comparable impact on survival in R/M
SCCHN patients in which platinum is not indicated (5) and
moreover, this scheme is active regardless of the platinum
status (12).

Despite our survival results (OS, PES) are better than
those previously published with the same scheme (paclitaxel
plus cetuximab), our tumor responses in 1L [ORR (13.3%)
and DCR (60.0%)] were slightly lower than those previously
published with paclitaxel plus cetuximab (7-9, 11, 12) and
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Table IV. Adverse events reported in 1L and 2L of paclitaxel + cetuximab therapy.

Adverse event; n (%) Grade 1-2 Grade 3 Grade 4
1L 2L 1L 2L 1L 2L
Non-hematological
Cutaneous toxicity 25 (50.02) 12 (52.17) 5(10.20) 2 (8.70%) 0 (0) 0 (0)
Neuropathy 6 (12.50) 7 (30.44) 2 (4.17) 0 (0) 0 (0) 0 (0)
Renal insufficiency 3 (6.25) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0)
Mucositis 22 (45.83) 10 (43.48) 3(6.25) 1(4.35) 1(2.08) 0 (0)
Hematological
Neutropenia 3(6.25) 3 (13.05) 0 (0) 0 (0) 0 (0) 0 (0)
Thrombocytopenia 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0)

1L: First-line therapy; 2L: second-line therapy.

the EXTREME scheme (6, 9, 14). Despite the low ORR
found in our study, the scheme of weekly paclitaxel plus
cetuximab showed disease control, as improved PFS was
obtained. Furthermore, this scheme provides clinical benefits
in a high percentage of patients even though these patients
being unfit and presented poor prognosis, and it was similar
to those that received the standard treatment.

Regarding the weekly paclitaxel plus cetuximab as 2L
treatment, it is interesting to note that the observed PFS was the
same regardless the line of therapy [PFS (median) 1L, 8.55
months or PFS (median) 2L, 8.82 months] and better (double)
than the PFS of those patients who progressed in the EXTREME
scheme as previously published (7, 8, 15). It could be because
weekly paclitaxel plus cetuximab is an active scheme despite
prior exposure to platinum, as revealed by Jimenez et al. (12).

In concordance with the previously published results reported
with paclitaxel plus cetuximab (15, 16), the tumor response we
observed in 2L in patients who progressed in the EXTREME
therapy or in other schemes based on platinum in 1L was better
than that in 1L (platinum ineligible patients), showing ORR of
55.0% and DCR of 85.0%. Both tumor response and PFS
achieved in 2L treatment are relevant outcomes because patients
who achieve a response (PR or SD) have better clinical benefit
regarding survival and quality of life (17), corroborating the
suitability of this scheme administrated as 2L in patients
progressing in the immunotherapy and platinum based-
chemotherapy.

Regarding the positioning of weekly paclitaxel plus
cetuximab as a 2L scheme in the immunotherapy era, Suzuki
et al. (18) published in 2021 a study using this regimen in
eighteen R/M HNSCC patients after progression following
immune checkpoint inhibitor (ICI) therapy. This study
showed a median PFS and OS of 3.8 months and 9.6 months,
respectively (18). In this sense, Sato et al. (19) in a
retrospective study in patients with R/M head and neck
cancer showed that the sequential treatment with anti-PD-1
therapy followed by paclitaxel-based chemotherapy could be
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a good strategy to maximize the efficacy of chemotherapy in
this type of patients. They found a significant difference in
the ORR between paclitaxel plus cetuximab administered
before and after nivolumab [17% vs. 70% (p=0.027)].
Similarly, TTP was significantly longer after nivolumab than
before nivolumab (7.4 months; 4.9 months, p=0.020). These
results are interesting because these patients are the ones that
we will encounter in the immediate future and suggest an
optimized sequence strategy.

The safety profile of the weekly paclitaxel plus cetuximab
regimen we observed was as expected (5, 7-9, 15, 20, 21). It
was well tolerated with most of the AEs reported being grade
1-2. Mucositis, cutaneous toxicity (both related to cetuximab)
(22) and neuropathy were the main AEs (grade 1-3); only
mucositis was grade 4 (in 1L). Neutropenia was the only
hematological AE observed; all cases were grade 1-2 (<10%).

Due to its well tolerance, that our results corroborate, the
weekly paclitaxel plus cetuximab scheme has been considered
as a good option for fragile patients who present alimentary
problems and poor general condition (16). Therefore, it
entails an optimal option for patients progressing to platinum
combination or/and immunotherapy in which there are few
therapeutic options after 1L.

The safety of weekly paclitaxel plus cetuximab scheme
has not been compared with that of other schemes, our
results show that it is better tolerated from the standard of
care (EXTREME) (5, 6) of chemotherapy in R/M HNSCC
patients and should be considered as an option for patients
in whom the potential toxicity of current standard regimens
may be a limiting factor.

Our results suggest the weekly paclitaxel plus cetuximab
regimen as the best salvage therapy option (4, 23). This is
also because there is no established standard 2L therapy, as
the treatment is mainly palliative (24) and these patients have
very poor prognosis with a low response rate and short
survival (25). Paclitaxel and cetuximab have also been
shown to maintain high efficacy and acceptable safety for
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R/M HNSCC that progressed after immune checkpoint
inhibitor therapy (18).

Limitations. The main limitation of the study is the scarce
evidence regarding the use of this regimen in the historic
context in which it was applicable. Furthermore, the study is
retrospective with a small patient population.

Another important limitation is that at the time the data were
collected there was no available immunotherapy. Therefore, the
results are not exactly extrapolable to the current treatment
situation where there are regimens that include immunotherapy
in 1L or schemes based on immunotherapy in 2L.

Conclusion

Our study supports the use of weekly paclitaxel plus cetuximab
as first-line treatment in unfit (not candidates to platinum) and
poor prognosis R/M-SCCHN patients showing similar disease
control than standard treatment and competitive survival
outcomes. Moreover, weekly paclitaxel plus cetuximab is an
attractive option in second-line owing to its good efficacy
outcomes in R/M-SCCHN patients who relapse after platinum-
based chemotherapy and/or immunotherapy. The safety profile
is well tolerated and manageable; this makes this scheme a
renewed therapeutical option for these different groups of
patients.
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