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Abstract

Purpose of Review Management of metastatic head and neck squamous cell cancers (HNSCC) can be challenging. This review
gives an insight of current treatment options for patients with synchronous metastatic HNSCC and suggests a therapeutic
algorithm.

Recent Findings With the rise of novel therapeutic techniques and medications, many treatment options for both locoregional and
distant metastatic disease have become available. The evolving paradigm of metastatic disease now integrates the concept of
oligometastatic disease. On top of systemic treatments, patients with low metastatic burden can benefit from curative approaches
such as local therapies (surgery, radiotherapy) directed to either primary tumour and distant metastasis. However, data integrating
these considerations in the management of metastatic HNSCC is still lacking.

Summary Based on this algorithm, we can provide a tailored treatment to each patient with synchronous metastatic HNSCC,
according to their age, general condition and metastatic burden.
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Introduction

Despite improvements in locoregional control due to chemo-
therapy, radiation therapy and surgical techniques, little im-
provements have been achieved in terms of survival rates for
head and neck cancers, with head and neck squamous cell
carcinoma (HNSCC) being the most frequent histologic type
(90%). Distant metastasis rates, both synchronous and
metachronous, are reported to be between 4 and 24% [1].
Median overall survival in metastatic HNSCC is 10 months
[2]. Distant metastases from HNSCC are defined by second-
ary lesions located below the claviculas. Lungs are the most
common sites of metastatic spread, followed by bone and liver
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[1, 3]. Validated clinical risk factors for distant metastasis in
HNSCC are tumour site, size and nodal status, according to
the UICC staging system. Other factors include locoregional
control, histological grade or differentiation and age at diag-
nosis [4, 5]. Human papillomavirus (HPV) infection, mostly
related to oral sex, is now recognized as an emerging risk
factor [6, 7] for developing a unique subset of HNSCC, par-
ticularly those arising from the oropharynx. However, a better
prognosis is reported for patients with HPV-positive oropha-
ryngeal tumours compared to those with HPV-negative tu-
mours [8]. Current data suggest HPV-positive tumours confer
a survival advantage in distant metastatic disease [9], even
though distant metastatic rate is equivalent among the two
groups [10]. According to a series of retrospective studies,
HPV-positive tumours display an atypical pattern of distant
metastatic recurrence including the involvement of multiple
organs and unusual sites (skin, intra-abdominal lymph nodes,
brain) [10, 11]. These observations raise a need to implement a
unique diagnostic and therapeutic strategy for this particular
subset of patients. The presence of distant metastases is asso-
ciated with a poor outcome and the optimal treatment strategy
in this population is debatable. For patients with metastatic
disease, the association of systemic therapy and supportive
care remains the standard-of-care. The main objectives are to
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prolong survival and/or alleviate symptoms. However, the rise
of the concept of oligometastatic disease described by
Hellman and Weichselbaum [12, 13] is changing treatment
paradigms, with better prognosis and even possible cure.
Aggressive treatment modalities such as surgery or radiation
therapy are now increasingly used based on prolonged surviv-
al in oligometastatic diseases [14]. This article reviews the
current treatment patterns in the management of previously
untreated HNSCC patients with distant synchronous metasta-
ses and suggests a therapeutic algorithm based on individual
features for an optimal and personalized continuum of care.

Systemic Treatment

The EXTREME regimen, a combination of cetuximab, plati-
num (cisplatin or carboplatin) and 5-fluorouracile (5-FU) is
the standard first-line treatment for metastatic HNSCC pa-
tients, as it resulted in a 2.7 months increase of median sur-
vival and 2.3 months prolongation of PFS compared to che-
motherapy without cetuximab [2]. The addition of cetuximab
to platinum-based chemotherapy led to a significant reduction
in pain, improved eating and speech, thereby positively
impacting social functioning and quality of life for patients
receiving this treatment. The toxicity profile of the
EXTREME regimen has been shown to be predictable and
manageable [2].

A variation of the EXTREME protocol, the TPEx regimen,
in which 5-FU is replaced by a taxane, showed promising
activity in a phase II trial by Guigay et al., as first-line treat-
ment in fit patients with metastatic HNSCC. The primary end-
point was met significantly with an objective response rate
(ORR) of 44.4%. Median OS and PFS were respectively
14 months and 6.2 months [15]. The use of taxanes instead
of 5-FU is an interesting therapeutic option since
fluoropyrimidines present potential high toxicity in case of
dihydropyrimidine deshydrogenase (DPD) deficiency,
resulting in accumulation of FU in the blood. Severe toxicities
(grades 3—4) occur in 10 to 40% of patients [16]. Further
studies are needed to compare TPEx vs. EXTREME regimen
in this population to determine which regimen should be cho-
sen as first-line treatment. An ongoing phase II trial led by
GORTEC is comparing TPEx vs. EXTREME in the first-line
treatment of recurrent or metastatic HNSCC (NCT02268695),
with OS as the primary endpoint and ORR. A variation of
TPEX as first-line treatment is the PCE regimen (combination
of paclitaxel, carboplatin and cetuximab), which also showed
promising outcomes and tolerable toxicity in a phase II study
[17]. For patients not fit enough for EXTREME, various op-
tions are used in clinical practice, including cetuximab or
monochemotherapy such as methotrexate, docetaxel, paclitax-
el, cisplatin, carboplatin and 5-FU [18, 19]. However, there
are no data showing benefit from any of these treatments
(monotherapy or combination) in controlled randomized
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trials. First-line cetuximab vs. methotrexate monotherapy is
currently being evaluated in the unfit elderly (=70 years of
age) with metastatic HNSCC in a randomized phase III trial
(ELAN-UNFIT, NCT01884623).

Recently there have been advances in immunotherapy
in various tumour types including HNSCC. The under-
standing of the molecular mechanisms and immune envi-
ronment in HNSCC supports the potential efficacy of such
an option [20]. Following high response rates observed
with pembrolizumab and nivolumab, these molecules
have been approved in the US for patients with recurrent
(including metastatic) HNSCC in second-line treatment
[21, 22]. Ongoing phase III trials are currently investigat-
ing the role of immune check point inhibitors such as
nivolumab (CheckMate 651, NCT02741570),
pembrolizumab (KEYNOTE-048, NCT02358031) and
durvalumab (KESTREL, NCT02551159) as first-line
treatments for fit patients with HNSCC recurrent or met-
astatic disease. For all trials, the EXTREME regimen was
chosen as the reference arm. In the KEYNOTE-048 study,
pembrolizumab significantly improved OS over
EXTREME, with favourable safety in an interim analysis
presented during the ESMO 2018 congress.

Local Treatment of Metastatic Sites

On top of general control of the disease enabled by sys-
temic treatment, local control of the secondary sites may
be improved by metastasis-directed therapies like surgical
resection, stereotactic radiation, and to a lesser extent ra-
diofrequency ablation and cryotherapy. These treatment
options aim at limited metastatic stages, as an alternative
or in combination with systemic therapies. Delaying sys-
temic treatment may eventually be discussed in case of
low metastatic burden or multiple comorbidities.
However, determining the advantages or superiority of
this approach compared to palliative systemic therapy or
best supportive care is challenging because of the pre-
dominantly retrospective nature of existing data.

Surgical Resection of Lung Metastases

Surgery in the management of oligometastatic disease is now
standard practice in almost all tumour types, with the aim of
improving local control and overall survival. In patients with a
solitary pulmonary lesion, to differentiate a second primary
lung tumour from metastatic disease is often challenging.
Wedge resection of metastatic nodules in the lung is therefore
appropriate in such situations. Selection criteria are good per-
formance status (PS), absence of extra-pulmonary metastases,
control of the primary tumour, possibility of complete resec-
tion and adequate respiratory function [23]. A systematic re-
view of 47 retrospective studies was conducted into meta-
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analysis of survival rates of 387 patients with metastatic
HNSCC following lung metastasectomy. Five-year OS rate
was 29% [24]. The most commonly reported poor prognostic
factors following lung metastasectomy in patient with
HNSCC include age greater than 50 or 60 [25, 26], disease-
free interval less than 2 years [25], oral cavity primary tumour
[24, 27], lymph node metastasis [24, 27] and squamous cell
histology [26]. Following pulmonary metastasectomy in
HNSCC, the decision of undertaking adjuvant systemic ther-
apy or observation only is still a matter of debate.

Stereotactic Body Radiation Therapy of Lung Metastases

Stereotactic body radiation therapy (SBRT), also referred to as
stereotactic ablative radiotherapy (SABR), is another modality
for treating oligometastatic disease with the goal of achieving
high rates of tumour control with minimal morbidity and non-
invasively. This technique allows precise delivery of high ra-
diation dose, defined as ‘“ablative dose”, with a maximum
sparing of normal tissue using a steep fall-off dose outside
the target. Data on metastatic HNSCC patients undergoing
SBRT are rare and pooled with other tumour types.

Ricco et al. reported on 447 patients with pulmonary me-
tastases, including 51 patients with head and neck primary
tumours, treated with a median dose of SBRT of 50 Gy deliv-
ered in three fractions. Median OS for the entire group was
26 months, with actuarial 1-, 3- and 5-year OS of 74.1%, 33.3,
and 21.8%, respectively [28]. Patients with head and neck
cancer had median OS of 37 months. The median local control
for all patients was 53 months, with actuarial 1-, 3-, and 5-year
local control rates of 80.4, 58.9, and 46.3%, respectively.
There was no difference in local control according to the pri-
mary histologic type. However, different total doses and
schedules were used between studies. Toxicity seems to be
moderate in most cases, although complications such as ver-
tebral fractures have been reported in case of vertebral radia-
tion. The OMET trial (NCT03070366) is currently investigat-
ing the possibility to avoid systemic treatments first hand by
comparing systemic treatment associated with SBRT on
HNSCC metastases vs. SBRT only.

Direct comparisons between surgery and SBRT are
scarce. Metastasectomies should still be regarded as the
standard therapeutic option for pulmonary
oligometastases, as SBRT has not yet been evaluated in
a large prospective study. However, the use of SBRT on
pulmonary metastases is particularly interesting in unfit
and/or medically inoperable patients. Undertaking inva-
sive treatment like surgery is problematic when treating
HNSCC metastatic patients in poor general condition due
to advanced locoregional disease. Multidisciplinary dis-
cussions are mandatory to choose the best option based
on patient’s characteristics.

Local Treatments of Other Metastatic Sites

Although treatments of lung metastases are well documented
owing to their frequency, local treatments can also be used in
other metastatic sites of HNSCC. For patients with solitary
bone metastasis, SBRT is increasingly used with the aim of
durable pain relief and local tumour control while sparing vital
structures like the spinal cord in case of vertebral lesions [29].
As for liver metastases, existing treatment modalities are the
same as for lung metastases: systemic therapy, surgery, SBRT
and radiofrequency ablation. Data about management of liver
metastases from HNSCC are rare in the literature. Local abla-
tive treatments seem to be appropriate for patients with limited
involvement of the liver. Adam et al. analysed survival rates of
1452 patients who underwent hepatic resection for their non-
colorectal, non-neuroendocrine liver metastases. The 5- and
10-year OS rates were 36% and 23%, respectively [30]. These
data are consistent with those reported by other studies about
liver metastases from squamous cell cancers treated with he-
patic resection [31, 32]. Five-year OS rates were around 20%.
For inoperable patients, SBRT may offer long-term remission
with minimal morbidity. Studies in the literature about SBRT
for liver metastases are heterogenous in terms of primary his-
tologic types, tumour volumes, total dose and dose per frac-
tion. Median survival rate reported is approximately 17—
20 months with promising results in LC and OS [33]. No
specific data on head and neck primary cancers is available.

Intracranial metastases from HNSCC are rare. Whole brain
irradiation associated with corticotherapy is currently the stan-
dard treatment for most patients with multiple brain metasta-
ses. However, surgical resection and stereotactic radiation
therapy are also efficient for patients with good PS and well-
controlled systemic disease. These techniques are increasingly
advocated as whole brain irradiation generates important
neurocognitive toxicity without any difference in OS [34,
35]. In a retrospective analysis, Patel et al. demonstrated that
stereotactic radiation therapy provides good tumour control
without major toxicity (asymptomatic radionecrosis) [36],
thus making this approach an appropriate therapeutic option
for brain metastases limited in number.

Locoregional Treatment of Primary Disease

The role of radiotherapy is well-defined in advanced
locoregional HNSCC but in metastatic disease at presentation,
its use is debated. Evidence on up-front use of radiotherapy in
metastatic setting is lacking since this scenario is rare. The
objective of radiotherapy is to achieve reduction in tumour
size in order to alleviate symptoms such as dysphagia, hoarse-
ness and dyspnoea. Previous studies have shown that this
approach significantly improves quality of life of metastatic
patients [37], but little has been published about the effect on
survival outcomes. The benefit of radiotherapy was proved in
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a retrospective study led by Kabarriti et al. It demonstrated a
2.3-month improvement in OS and a 29% reduction in the
relative risk of death with the addition of radiotherapy to che-
motherapy in the up-front management of patients with met-
astatic disease [38e¢]. Chemotherapy was administered con-
currently with radiotherapy or after or before radiotherapy.
Specific details regarding chemotherapy agents were not
available. However, patients who did not receive radiotherapy
were more likely to receive multi rather than single-agent che-
motherapy. Based on those data, it seems that radiotherapy to
the primary HNSCC might play a significant role not only in
symptomatic palliation but also in prolongation of survival.

In some cases, the addition of locoregional therapy to sys-
temic therapy might be discussed despite limited data avail-
able. Locoregional progression represents the primary cause
of morbidity and mortality, through disturbance of basic hu-
man functions such as breathing and eating. A retrospective
study based on the SEER database showed an increased sur-
vival associated with surgery and/or radiation in HNSCC met-
astatic patients, over those who did not receive such local
treatments. The mean survival was 8.4 months for patients
who did not undergo any therapy. In comparison, patients
who underwent radiation therapy alone, surgery alone, or sur-
gery with radiation therapy had mean survivals of 18, 31 and
40 months, respectively [39¢]. However, it is not clear whether
chemotherapy had been used among the patients in the “no
therapy” cohort, since this information was missing.
Therefore, no comparison between the use of locoregional
treatment and chemotherapy can be made. If chemotherapy
was integrated in the management of the patients enrolled in
the “no therapy arm”, the role of locoregional treatment would
appear even more beneficial. A recent analysis of the National
Cancer Data Base investigated the effects of high-intensity
local treatment defined as radiation doses superior to 60 Gy
or oncologic resection of the primary tumour in patients with
distant metastatic HNSCC. Patients included all received sys-
temic treatment. OS was significantly higher for those receiv-
ing combined local therapy and systemic therapy in compar-
ison to patients receiving systemic therapy alone. Two-year
OS rates were 34% vs. 20.6%, respectively [40e].
Conclusions however, should be analysed with caution as se-
lection bias are likely to exist in these retrospective studies,
driving patients with better performance status and minimal
metastatic burden to receive more intensive treatment.
Locoregional treatment modalities should be discussed for
selected metastatic patients, independent of chemotherapy
administration.

With respect to modalities of radiation therapy on primary
disease, a few trials have assessed the best regimen for ad-
vanced HNSCC with metastatic disease. Chen et al. analysed
the efficacy of various radiotherapy fractionation schemes
used for palliation of HNSCC in 60 individuals with metasta-
tic disease [41]. They claimed that all treatment schedules
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were effective at providing relief. The Radiation Therapy
Oncology Group 8502 regimen (44 Gy administered twice a
day for two consecutive days at 2- to 3-week intervals for
three total cycles) was associated with less toxicity compared
with the other schedules (i.e. 70 Gy in 35 fractions, 30 Gy in
10 fractions, 37.5 Gy in 15 fractions, and 20 Gy in four frac-
tions). Similarly, some investigators favour treating patients
with advanced HNSCC (including metastatic disease) with a
palliative intent using short-course hypofractionated radio-
therapy schemes. The Quad Shot regimen (14 Gy in four
fractions over 2 days, twice daily, repeated at four weekly
interval for a further two courses if there was no tumour pro-
gression) resulted in an improved quality of life in 44% of
patients, 63% for those who received the full three courses
[42]. Porceddu et al. in the Hypo Trial (30 Gy in five fractions,
two fractions per week) also reported improvement in quality
of'life in 62% of patients with acceptable toxicity (26% grade
3 mucositis) [43]. A wide range of regimens have been used
but there is no clear evidence in favour of one specific regimen
since comparisons between studies are limited due to variable
quality. However, short hypofractionated regimens are prom-
ising treatment options, ensuring both symptomatic relief and
minimal side effects whilst reducing overall treatment time,
knowing that average patient life expectancy is less than a year
for metastatic HNSCC [2].

Considering the subsequent toxicity of the locoregional
approach, optimal selection of candidates remains to be a dif-
ficult challenge. Prospective trials on the role of local treat-
ment combined to systemic therapy are warranted, particularly
for oligometastatic disease.

Therapeutic Strategy for HPV-Negative HNSCC

With the rise of novel local treatment modalities, patients with
synchronous HNSCC metastatic disease can now benefit from
a multidisciplinary approach including systemic therapy, radi-
ation therapy and in some cases surgery. Recent NCCN guide-
lines 2018 on metastatic patients at initial presentation sug-
gests a combination of treatments including systemic therapy,
best supportive care and locoregional treatments (radiotherapy
or surgery) for selected patients with limited metastases and
good general conditions (PS 0—1). As for patients with a PS 2—
3, no locoregional treatment is advocated [18]. We hereby
propose a detailed algorithm for the management of HNSCC
patients with metastatic disease at presentation (Fig. 1).

A careful baseline assessment must be made, based on
patients’ characteristics (age, comorbidities), the disease his-
tory (number of metastases and their location) as well as treat-
ment availability. The management of patients older than
70 years old remains a challenge since these patients are rarely
included in trials. This population is heterogenous and there-
fore deserves better assessment for a tailored treatment. In this
regard, a large prospective clinical programme, ELAN
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Fig. 1 Treatment algorithm for
patients with HNSCC metastatic
at presentation. SBRT:
stereotactic body radiation
therapy
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(Elderly head and neck cancer-oncology evaluation) has been
developed to improve the multidisciplinary management of
elderly (=70 years old) HNSCC patients unsuitable for sur-
gery. Four hundred and forty-eight patients are selected in
three distinct trials after being classified as “fit” or “unfit”
following a geriatric evaluation applicable to the daily practice
proposed by the ELAN-ONCOVAL study [44]. Fit patients
are defined by a Karnofsky performance score of 70 or more
and adequate haematological, renal and hepatic functions.
For fit patients with limited metastatic disease burden de-
fined as oligometastatic (< 3 lesions) according to a definition
made by the GORTEC in the OMET trial, a triple modality
approach can be proposed. The aim is maximal local control
of both the primary and the metastatic sites, for a curative
intent. First, we can administer 2 cycles of chemotherapy,
using the EXTREME protocol, validated as first-line treat-
ment in the metastatic setting. TPEx could be an alternative
as it yielded promising PFS and OS rates in a phase II study
[15]. No more than 2 cycles should be administered in order
not to compromise the feasibility of the second phase of treat-
ment which is concomitant chemoradiotherapy on the primary
tumour. Patients eligible for chemoradiotherapy must display
a good response to initial chemotherapy following radiologic
assessment. As patients are deemed fit enough to receive ag-
gressive treatments, the choice of the concurrent molecule
remains the same as for locoregional HNSCC. Cisplatin
100 mg/m* every 3 weeks is the preferred regimen [45]. In
case of contraindication, carboplatin-SFU or cetuximab are
alternatives [18]. The choice of the radiation scheme is open

to discussion as data in literature are rare in this setting. If good
local control of distant metastases is achievable, and eventu-
ally translated into prolonged survival rates, standard radio-
therapy doses and fractionation (70 Gy in 35 fractions) may be
suggested. Altered fractionation protocols may be considered
as alternative options. A study using simultaneous integrated
boost technique (SIB) for delivering dose per fraction slightly
higher than 2 Gy thus shortening the treatment time concluded
that this approach was safe and effective as no increased tox-
icity was observed [46]. Patients with progressive disease after
initial chemotherapy should receive immunotherapy [21, 22].
Distant metastases, if limited in number, are amenable to
SBRT in a third phase. Surgery is also a theoretical treatment
option, for both the primary tumour and the metastatic sites. It
may be discussed in particular cases but given the poor prog-
nosis of metastatic HNSCC, patients are more likely to benefit
from a less invasive approach such as radiation therapy, with
the advantages of efficient relief, convenience and lower
morbidity.

Unfit patients older than 70 years old with less than three
metastases would generally be treated with radiation therapy
alone on the primary tumour associated with SBRT on distant
metastatic sites. Regarding radiotherapy scheme,
hypofractionated schedules were effective in terms of symp-
tomatic relief and less toxic than standard radiotherapy.

Patients with three metastases or more should be treated
with a combination of systemic therapy and palliative radio-
therapy for symptomatic relief, both at primary and distant
metastatic sites if needed. The decision of undertaking a
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locoregional treatment must take into consideration the pa-
tient’s general condition and is therefore subject to multidisci-
plinary discussion. Hypofractionated radiotherapy protocols
are available for unfit patients whilst keeping in mind the
possibility of offering best supportive care only. As for the
choice of chemotherapy regimens, fit patients are primarily
treated with the standard regimen EXTREME as first-line
treatment. Options for unfit patients should be discussed, with
various agents (chemotherapy and targeted therapy) used in
monotherapy or combination.

Treatment strategy for metastatic HPV- positive
HNSCC

Tumour HPV status is now established as an independent
prognostic factor for OS and PFS among patients with
locoregionally advanced oropharyngeal squamous-cell carci-
nomas at initial presentation [8]. Prognosis for HPV-positive
patients is significantly better than for HPV-negative ones.
However, HPV prognostic and predictive utility remains to
be defined in metastatic settings. Only recently was the rela-
tionship between HPV and outcomes in recurrent and/or met-
astatic evaluated in large trials. No specific data is available
about metastatic patients at presentation. Three main retro-
spective studies [47-49] support the association between
HPV positivity and improved survival. In the EXTREME
study [47], 442 patients all treatment-naive, were randomly
assigned to receive chemotherapy (platinum + 5-FU) with or
without cetuximab. In subgroup analyses, survival benefits of
chemotherapy plus cetuximab were observed over chemother-
apy alone independent of tumour HPV, pl6 or combined
HPV/pl6 status. Patients with HPV-positive or pl6-positive
disease had longer survival, although without statistical sig-
nificance. In the SPECTRUM trial [48], 657 previously un-
treated patients were randomly assigned to receive chemother-
apy (platinum + 5-FU) with or without an anti-EGFR anti-
body, panitumumab. In the control group, pl6-positive pa-
tients had longer overall survival but not statistically, than
did pl6-negative patients. However, within the p16-positive
group, it was reported a shorter median survival in the exper-
imental arm than in the control arm, not statistically signifi-
cant. A retrospective study analysed the HPV status in 65 and
66 patients from two ECOG trials, E1395 and E3301, respec-
tively [49]. Chemotherapy doublets were tested in those stud-
ies: cisplatin/5-FU vs cisplatin/paclitaxel in E1395 and
docetaxel/irinotecan in E3301. Statistically significant better
response rate and survival were seen in pl6/HPV-positive
population. These findings support a prognostic role for tu-
mour HPV status [47-49] but the impact of anti-EGFR anti-
bodies on outcome in HPV-positive and HPV-negative re-
mains unclear [47, 48]. These data have significant limitations
such as smoking status, small numbers of p16-positive/HPV-
positive patients and inaccurate HPV classification based on
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non-standardized detection method. Within these limitations,
Spreafico et al. did a pooled analysis of these three studies
[50]. The analysis suggests that with chemotherapy alone,
HPV- or pl6-positive patients have better overall survival,
with the studies showing a 30% to 40% reduction in the risk
of death over time. In the same analysis, the combined
EXTREME and SPECTRUM studies show no predictive val-
ue of p16 overexpression for response with the addition of an
EGFR inhibitor to chemotherapy. As for the treatment strategy
of synchronous metastatic HPV-positive patients, evidenced-
based data is still lacking. The therapeutic algorithm remains
for now the same as suggested for HPV-negative patients.
Considering the growing incidence of HPV-positive
HNSCC, further prospective studies with HPV status as stan-
dard stratification factor are warranted, particularly in meta-
static settings. Understanding the biologic differences be-
tween HPV-positive et HPV-negative is key for developing
directed therapies. Future directions should explore cancer
vaccination and immunotherapy for this virus-driven cancer.

Summary

The management of patients with metastatic HNSCC is
complex. A multimodality approach has to be proposed
based on a careful baseline assessment of each patient.
Systemic treatment such as chemotherapy and targeted
treatment, best supportive care and local ablation tech-
niques such as radiation therapy are now the main options
in this setting. Advances in techniques like SBRT enable
long-term local control for limited metastatic disease,
whilst remaining non-invasive. Some main issues remain
unsolved, including the best treatment to give to primary
tumours. Frail patients with advanced disease suffering
from locoregional symptoms would be amenable to
locoregional treatment if the benefit ratio to provide
symptomatic relief is manageable. The challenge is to
offer the most efficacious treatment whilst sparing toxicity
as much as possible. In this regard, immunotherapy will
likely play a major role in the treatment of metastatic
HNSCC. The major pillars of the decision are based on
a thorough clinical assessment of the patient’s baseline
function and co-morbidities, as well as discussions with
the multidisciplinary tumour board.
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