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Abstract
The advent of immune checkpoint inhibitors for recurrent/metastatic head and neck squamous cell carcinoma (RM-HNSCC) 
has revolutionized the standard of care approach in first-line treatment. The heterogeneity of disease presentation and 
treatment-related toxicities can be associated with suboptimal patient compliance to oncologic care. Hence, prioritizing 
quality of life and well-being are crucial aspects to be considered in tailoring the best treatment choice. The aim of our work 
is to present a short report on the topic of the patient’s preference in regard to treatment and its consequences on quality of 
life in the recurrent/metastatic setting. According to the literature, there’s an unmet need on how to assess patient attitude 
in respect to the choice of treatment. In view of the availability of different therapeutic strategies in first-line management 
of RM-HNSCC, increasing emphasis should be put on integrating patient preferences into the medical decision-making.

Keywords Immunotherapy · Pembrolizumab · Recurrent or metastatic HNSCC · Patient’s preference · Quality of life

Introduction

Head and neck squamous cell carcinoma (HNSCC) is the 
seventh most common cancer worldwide [1]. Distant metas-
tases and/or local recurrence after primary curative treat-
ment occur in about half of patients with locally advanced 
HNSCC. Approximately 5% of patients have upfront metas-
tases [2]. The prognosis of recurrent/metastatic HNSCC 
(RM-HNSCC) remains extremely poor with a median overall 
survival (OS) of about one year [3–5]. Until the publication 
of the results of Keynote-048 trial, the standard of care of 
RM-HNSCC was cetuximab plus chemotherapy with plati-
num and 5-fluorouracil [4]. Immunotherapy for RM-HNSCC 
has provided promising results and the “one-size-fits-all-
approach” in first-line therapy has recently changed [5, 6]. 
Notwithstanding the progress achieved in the selection of 
first-line therapy, the treatment for RM-HNSCC remains an 

open question due to the heterogeneity of patients’ char-
acteristics, symptoms burden and disease presentation. All 
these factors—performance status, age, comorbidities, need 
of quick tumor response and PD-L1 Combined Positive 
Score (CPS)—are simultaneously the main aspects to be 
considered in the decision-making. However, recurrent and 
metastatic head and neck patients may suffer from complica-
tions such as infections, nutritional issues and voice altera-
tions that negatively affect their quality of life. Moreover, 
the adverse events of therapy are crucial aspects to be taken 
into account in the management of HNSCC patients. The 
aggressiveness of treatment-related toxicities can contribute 
to refusal of therapeutic options and/or premature interrup-
tion of oncologic care, especially in vulnerable populations 
[7–11]. The aim of our work is to present a critical overview 
on the topic of the patient’s preference in regard to treat-
ment and its consequences on quality of life in the recurrent/
metastatic setting.

Preferences and priorities of head and neck cancer 
patients

HNSCC poses a significant burden on HRQoL. Impairments 
of the anatomic structures involved in breathing, speech and 
swallowing can occur as the results of the disease itself or 
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can be caused by aggressive treatments [12, 13]. With this 
regard, patients with HNSCC commonly develop remarkable 
social isolation and psychological distress [14]. Maintaining 
HRQoL and psychological well-being are crucial aspects 
in the management of treatment and independent prognos-
tic factors for survival, especially in RM-HNSCC patients 
[15–20].

This highlights the relevance of the patients’ perspective 
as a variable outcome in addition to survival, recurrence or 
physical impairment [10]. Even though the questionnaire-
based evaluation of HRQoL is mostly adopted in clinical 
trials, we, as others, truly believe that in clinical practice the 
perception of disease and treatment of each patient remain 
challenging to investigate. In addition to the negative effects 
of treatments on HRQoL, patients with RM-HNSCC have 
to deal with their poor prognosis. Recently, pembrolizumab 
in combination with platinum/5-FU and pembrolizumab 
monotherapy have yielded a significant survival benefit 
compared to the EXTREME regimen in first-line treatment 
for RM-HNSCC [5, 21]. In addition to the PD-L1 combined 
positive score (CPS) result, in PS 0–1 patients the choice 
between the combination of pembrolizumab plus chemo-
therapy and immunotherapy alone is mostly driven by the 
need of a rapid tumor shrinkage. Therefore, for RM-HNSCC 
with persistence of locoregional disease, high risk of airways 
obstruction and consequent need of quick tumor response 
the combination of chemotherapy plus immunotherapy can 
be recommended as preferential option [6].

However, the pembrolizumab monotherapy can be an 
optimal choice for “hard-to-approach” RM-HNSCC patients 
thanks to its triweekly schedule, short infusion time for drug 
administration, no need for central venous access devices 
and good tolerability profile.

Of note, we recently examined a paradigmatic exam-
ple of a RM-HNSCC patient treated with pembrolizumab 
monotherapy due to the refusal of chemo-based treatment 
options. The patient presented with a SCC of the larynx 
(Fig. 1). Contrast-enhanced (CE) computed tomography 
(CT) scan and/or magnetic resonance imaging (MRI) and 
positron emission tomography (PET) imaging were recom-
mended as imaging workup [22, 23] but the patient refused 
to perform any further diagnostic-therapeutic approach. 
Two months after the refusal, he presented with progressive 
disease (cT4aN2cM1, IVc stage) with CPS of 1 or more 
preferring a “chemo-free” approach with pembrolizumab 
monotherapy. Currently, he has received 7 cycles of immu-
notherapy with unaffected well-being and clinical stability 
of disease (Fig. 2).

Although disease- and treatment-related aspects rep-
resent the key components in the management of RM-
HNSCC, patient-related factors such as availability of 
caregivers, patients’ quality of life, need and preferences 

should be simultaneously considered [11] and our experi-
ence is a representative example of this need.

Increasingly, patients are involved in medical decisions 
about oncological treatments using tradeoffs between sur-
vival benefits and exceeding morbidity from treatment [24, 
25]. In HNSCC, the importance of providing increased 
survival while maximizing patients' quality of life and 
well-being has been known for many years. More than 
40 years ago, McNeil et al. [25] published attitudinal data 
toward survival and artificial speech of 37 volunteers with 
stage T3 laryngeal cancer. Up to 20 per cent of the inter-
viewed patients would choose radiation therapy instead 
of surgery in order to preserve voice suggesting that treat-
ment choice should be made on the basis of preference 
about the quality as well as the quantity of survival.

Although data about patients' perspectives of treatments 
remain still limited, it is well known that psychosocial 
distress caused by HNSCC diagnosis and treatment-related 
toxicities may lead patients to refusal or interruption of 
oncological care. In recent decades, some authors focused 

Fig. 1  Fiberoptic endoscopy at the first clinical evaluation

Fig. 2  Fiberoptic endoscopy after seven cycles of pembrolizumab
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their effort on analyzing the subset of head and neck 
patients who are inclined to refuse treatment reporting that 
1.3–1.7% of patients with HNSCC refused surgical- and/or 
radiotherapy-based definitive therapy [15–26].

According to the analysis of 797 patients with unre-
sectable and metastatic tumors who did not perform any 
sort of treatment in a single center experience, 19% of 
patients refused therapy based on their personal choice 
[27]. Moreover, Choi et al. [28] documented that 32.2% 
did not receive any treatment and identified the advanced 
age, worse socioeconomic status and lip/oral cavity tumor 
as the main risk factors related to patient refusal of care.

A retrospective experience of 35,834 patients reported 
a rate of untreated patients of 10%. The main factors asso-
ciated with treatment failure were the higher stage of the 
disease, pharyngeal site and black race [29]. A more recent 
analysis published by Cheraghlou et al. [30] including 
36,261 patients with resectable oral cavity cancer docu-
mented a rate of treatment failure of about 1%. Similarly, 
the higher primary tumor and nodal stage, age of 75 years 
or older, insurance status and treatment at low/intermedi-
ate volume facilities were associated with a patient's likeli-
hood of refusing treatment.

However, there is a large unmet medical need as well 
as a lack of evidence on tools to assess the preferences 
of HNSCC patients in regard to treatment and its conse-
quences on several life aspects (Table 1).

Currently, the methods used to assess the preferences of 
patients with head and neck cancer are heterogeneous and 
the gold standard is still missing.

Interestingly, a recent prospective phase I–II study has 
been published with the purpose to develop a HNSCC 
patients’ preference questionnaire. Among the final list of 
items for patients’ preferences, “cure of disease,” “survival-
live as long as possible” and “trusting in health care provid-
ers” were the three most common priorities in 87.3%, 73.6% 
and 59.1% of patients, respectively [31].

Similarly, some authors (Table 1) focused their investiga-
tion on identifying the checklist of priorities for this popula-
tion in regard to long-term treatment effects. Although the 
item of “being cured/living longer” was uniformly ranked 
first [32–35], in the Gill et al. [36] assessment also no pain 
and swallow preservation were indicated as the main priori-
ties for HNSCC interviewed patients. Additionally, Kanatas 
et al. [37] showed that also fear of recurrence was common 
to all clinical groups and speech issues were much more 
considered by laryngeal cancer patients than other subgroups 
of HNSCC. In a more recent publication, Windon et al. [38] 
investigated the perspective and preference of a prospective 
cohort of 150 HNSCC patients, confirming that oncological 
treatments and benefits in terms of survival were the two 
most priorities.
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Although we found a wide heterogeneity of data from 
the head and neck cancer patients, remarkable findings were 
reported in the papers of larynx preservation. This subgroup 
of site-specific studies [25, 39, 40] interviewed the patients 
using similar questions in regard to the utility of laryngec-
tomy health state or the tradeoff between survival and lar-
yngectomy. Moreover, the patients’ preference tool used by 
the authors was mostly time trade-off and the results were 
much more homogeneous. Contrary to the previous papers 
assessing ranking of preference and priority, the main find-
ings from studies on laryngeal preservation suggested that 
‘‘live longer” is not the main expectancy. Laryngeal can-
cer patients mostly preferred radiation treatment alone or 
in combination with chemotherapy than laryngectomy in 
order to preserve voice and speech [25, 39–42]. Notably, 
the inclusion of RM HNSCC in the aforementioned experi-
ences is underrepresented (22% of patients in the subgroup 
of palliative treatment [31]) or completely missing.

Conclusions

Ideally, the development of a comprehensive questionnaire 
assessing the heterogeneous domains of preference may 
allow to fully integrate also the RM-HNSCC patients’ pri-
orities in the medical decision. Prospective studies designed 
to integrate patients’ needs and preferences in the optimal 
choice of first-line treatment are warranted.
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