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Résumé

Objectif de l'étude.-Les patients atteints de carcinomes épidermoïdes de la tête et du cou métastatiques d'emblée ont souvent des symptômes liés à la maladie locorégionale et un risque vital de progression de la tumeur primitive. Peu de données ont été publiées sur les résultats de la radiothérapie pour ces cancers. Cette recherche bibliographique vise à déterminer le rôle de la radiothérapie de la tumeur primitive dans la prise en charge globale de ces cancers et à dégager les modalités techniques des traitements.

Matériel et méthodes.-Une revue de la littérature portant sur la radiothérapie locorégionale en contexte de carcinome épidermoïde de la tête et du cou métastatique d'emblée a été réalisée.

Résultats.-Plusieurs études rétrospectives ont montré que la radiothérapie locorégionale était associée à un meilleur taux de survie globale des patients atteints de carcinomes épidermoïdes de la tête et du cou métastatiques d'emblée. Toutefois, rares sont les données évoquant la place de la radiothérapie dans la stratégie globale, les doses, le fractionnement ou les volumes de délinéation. Deux situations schématiques peuvent être distinguées, caractérisées par des pronostics et des stratégies thérapeutiques différents : les maladies polymétastatique/à forte charge tumorale ou oligométastatique. La maladie polymétastatique, associée à un mauvais pronostic, est traitée habituellement par un traitement systémique. Une radiothérapie locorégionale associée peut être discutée, soit en traitement initial à visée symptomatique, soit en consolidation, après réponse obtenue par le traitement systémique. Quant à la maladie oligométastatique, avec l'essor de traitements locaux ablatifs sur les métastases efficaces et bien tolérés, une radiothérapie locorégionale agressive à visée curative peut être considérée, avec ou sans traitement systémique.

Conclusion.-La maladie locorégionale est une cause majeure d'échec tumoral en cas de carcinome épidermoïde de la tête et du cou métastatique synchrone. Dès lors, une radiothérapie locorégionale peut être envisagée lorsque le traitement systémique seul risque de ne pas induire une réduction suffisante de la maladie locorégionale. Grâce aux progrès obtenus en radiothérapie, ce traitement est désormais mieux toléré et devient pertinent y compris en contexte métastatique. Les essais cliniques évaluant la radiothérapie locorégionale pour les carcinomes épidermoïdes de la tête et du cou métastatiques seront très attendus.

Introduction

Head and neck squamous cell carcinomas have an incidence of distant metastases of 4 to 24%, 10% at diagnosis and up to 30% later in the course of disease after the treatment of locoregional disease [START_REF] Ferlito | Incidence and sites of distant metastases from head and neck cancer[END_REF][START_REF] Marur | Head and neck squamous cell carcinoma: update on epidemiology, diagnosis, and treatment[END_REF].

Prognosis remains poor, with a median overall survival of 10 to 14 months in clinical trials [START_REF] Vermorken | Platinum-based chemotherapy plus cetuximab in head and neck cancer[END_REF][START_REF] Burtness | Pembrolizumab alone or with chemotherapy versus cetuximab with chemotherapy for recurrent or metastatic squamous cell carcinoma of the head and neck (KEYNOTE-048): a randomised, openlabel, phase 3 study[END_REF].

Although systemic therapy is the standard of care for metastatic head and neck squamous cell carcinomas [START_REF] Vermorken | Platinum-based chemotherapy plus cetuximab in head and neck cancer[END_REF], it might not control sufficiently advanced locoregional disease and associated symptoms, thus impacting survival potential, symptoms and quality of life (swallowing, speech, pain, bleeding, social life). Locoregional radiation therapy has a well-defined role in the management of non-metastatic head and neck squamous cell carcinomas [START_REF] Kramer | Combined radiation therapy and surgery in the management of advanced head and neck cancer: Final report of study 73-03 of the radiation therapy oncology group[END_REF][START_REF] Iqbal | Palliative radiotherapy for locally advanced non-metastatic head and neck cancer: A systematic review[END_REF]. Technological advances in the delivery of radiation therapy with intensity-modulated radiation therapy, along with advances in supportive care, have resulted in less toxic treatments and improved quality of life for patients with nonmetastatic head and neck squamous cell carcinomas. Frail patients and those with advanced disease stages can be treated with these widely available advanced radiation techniques [START_REF] Rathod | Quality-of-life (QOL) outcomes in patients with head and neck squamous cell carcinoma (HNSCC) treated with intensity-modulated radiation therapy (IMRT) compared to three-dimensional conformal radiotherapy (3D-CRT): Evidence from a prospective randomized study[END_REF][START_REF] Tribius | Intensity-modulated radiotherapy versus conventional and 3D conformal radiotherapy in patients with head and neck cancer: Is there a worthwhile quality of life gain?[END_REF]. However, few data have been published about the use of radiation therapy in the management of newly diagnosed metastatic disease associated with advanced locoregional disease. As a majority of metastatic patients present symptomatic locoregional disease with lethal risk of primary tumour progression, there is a need for guidelines in this situation [START_REF] Coatesworth | The cause of death in patients with head and neck squamous cell carcinoma[END_REF][START_REF] Slootweg | Cause of death in squamous cell carcinoma of the head and neck. An autopsy study on 31 patients[END_REF]. In this review, we aim to determine the role of radiation therapy of the primary tumour in the overall therapeutic strategy for synchronous metastatic head and neck squamous cell carcinomas, depending on disease presentation and other prognostic factors. We further address radiation therapy modalities (technique, volumes, and fractionation) in such a context.

Methods

A search for the published results of external radiation therapy was carried out in Medline using the search engine PubMed. Terms searched were "head and neck cancer", "head and neck squamous cell carcinoma", "metastases", "oligometastases", "synchronous metastases" and "locoregional radiotherapy". The review focused on squamous cell carcinomas (Human papilloma virus [HPV]related or not) to provide straightforward messages. We thus excluded nasopharyngeal carcinomas, which have greater metastatic potential and greater chemo-and radiosensitivity, and adenoid cystic carcinomas, which are chemo-and radioresistant and exhibit indolent metastases that may be left untreated for years. We excluded studies addressing reirradiation of the primary tumour. We focused on radiation therapy and did not include studies of surgery, which may be proposed for early stage primaries (such as T1-2 N0-2a tumours) in the context of metastatic disease. Period of inclusion was from 1987 to 2019. Level of evidence was assessed for each article, using the recommendations of the French Health Agency (Haute Autorité de Santé, HAS). The different levels are summarised in Table 1.

State of the art: radiation therapy directed on primary tumour for synchronous metastatic head and neck cancers

Locoregional radiation therapy has a well-established role in the management of non-metastatic advanced head and neck squamous cell carcinomas, as a definitive treatment associated (or not) with concurrent chemotherapy (level A) [START_REF] Adelstein | An intergroup phase III comparison of standard radiation therapy and two schedules of concurrent chemoradiotherapy in patients with unresectable squamous cell head and neck cancer[END_REF][START_REF] Pignon | Meta-analysis of chemotherapy in head and neck cancer (MACH-NC): An update on 93 randomised trials and 17,346 patients[END_REF]. With dramatic improvements in radiation therapy techniques in the last decade, treatments are less toxic than before. Intensity-modulated radiotherapy provides better quality of life compared to three-dimensional conformal radiation therapy with similar survival, as reported in a prospective randomised study (level A) [START_REF] Rathod | Quality-of-life (QOL) outcomes in patients with head and neck squamous cell carcinoma (HNSCC) treated with intensity-modulated radiation therapy (IMRT) compared to three-dimensional conformal radiotherapy (3D-CRT): Evidence from a prospective randomized study[END_REF]. These results support its widespread adoption in clinical practice. This technique was first implemented in highly selected curative non-metastatic cases due to its technical specificity and limited availability [START_REF] Zielinski | Intensity modulated radiotherapy for head and neck cancers: ethics and patients selection[END_REF], but it has since become a standard of care in all head and neck sites (except for glottis T1 tumours where threedimensional conformal radiation therapy is still largely used). Data in literature regarding the use of locoregional radiation therapy for synchronous metastatic head and neck squamous cell carcinomas are scarce and predominantly retrospective. Nevertheless, preliminary data suggest that locoregional treatment may prolong survival in this subset of patients. A retrospective study by Rambeau et al. reported an improvement in overall survival of patients receiving locoregional radiation therapy combined to chemotherapy compared to those who had chemotherapy alone (median overall survival respectively 16.1 vs. 7.5 months, p<0.01) (level C) [START_REF] Rambeau | Impact of locoregional irradiation in patients with upfront metastatic head and neck squamous cell carcinoma[END_REF]. Another study performed by Kabarriti et al. also showed a 2.3-month improvement in overall survival in patients receiving a combination treatment rather than systemic therapy alone (level C) [START_REF] Kabarriti | Radiation therapy for patients with newly diagnosed metastatic head and neck squamous cell carcinoma[END_REF]. Similarly, Zumsteg et al. demonstrated that systemic therapy associated with local treatment of the primary tumour performed with a seemingly curative intent (radiation therapy delivering at least 60Gy or resection of the primary) was associated with better 2-year overall survival rate (34% vs 20.6%)(level C) [START_REF] Zumsteg | Combined highintensity local treatment and systemic therapy in metastatic head and neck squamous cell carcinoma: An analysis of the National Cancer Data Base: Local Treatment in Metastatic HNSCC[END_REF]. Finally, a large retrospective study on patients with metastatic head and neck squamous cell carcinomas based on the American SEER database showed increased survival associated with surgery and/or radiation therapy over those who did not receive such locoregional treatments. The mean survival was 8.4 months for patients who did not undergo any locoregional therapy, compared to 18, 31 and 40 months for those who underwent radiation therapy alone, surgery alone or surgery and radiation therapy, respectively (level C) [START_REF] Patel | Utility of surgery/radiotherapy in distant metastatic head and neck squamous cell carcinoma: a population-based approach[END_REF]. For all previously mentioned studies (Table 2), both metastatic and locoregional disease bulk were usually reported with limited details. It should also be noted that in clinical trials addressing the use of systemic treatments for metastatic disease, tumour bulk is similarly poorly described, and little is known about the use of radiation therapy, not only on metastases but also on primary disease when present.

Overall, different situations can be distinguished schematically with respect to prognosis and treatment adaptations including radiation therapy to the primary tumour in patients with synchronous metastatic head and neck squamous cell carcinomas: metastatic disease may present as polymetastatic/bulky or oligometastatic head and neck squamous cell carcinomas, which, in case of synchronous advanced locoregional disease, may indeed indicate two different approaches in terms of timing of locoregional radiation therapy, definition of target volumes and fractionation.

Previous studies have shown that extensive nodal disease and large primary tumour size were associated with an increased risk of distant metastasis at presentation but there is no data so far on the potential predictive value of these features on the initial metastatic bulk [START_REF] Kuperman | Squamous cell cancer of the head and neck with distant metastasis at presentation[END_REF]. As HPV-related metastatic head and neck squamous cell carcinomas may have atypical disease presentation, yet a relatively good prognosis, a focus will also be made on these tumours.

Locoregional radiation therapy for polymetastatic head and neck squamous cell carcinomas

Newly diagnosed metastatic head and neck squamous cell carcinomas may present with locoregionally advanced primary tumour associated with multiple metastases (more than five), usually localised in lungs or bone [START_REF] Ferlito | Incidence and sites of distant metastases from head and neck cancer[END_REF].

Upfront versus consolidation radiation therapy

In such a context of polymetastatic/bulky metastatic head and neck squamous cell carcinomas, locoregional and metastatic disease may be equally life-threatening, and the prognosis is still relatively poor with median overall survival below one year. The challenge is therefore to assess whether to start with systemic treatment alone and face locoregional progression or to deliver locoregional radiation therapy concomitantly with systemic treatment. The EXTREME regimen, a combination of cetuximab, platinum and 5-fluorouracil, was until recently the standard first-line treatment for metastatic head and neck squamous cell carcinomas, as it resulted in a 10-month median overall survival, a time to failure of 4.8 months and an overall response to therapy of 36% [START_REF] Vermorken | Platinum-based chemotherapy plus cetuximab in head and neck cancer[END_REF]. However, toxicity rates were high, with 82% of grade 3 or 4 adverse events [START_REF] Vermorken | Platinum-based chemotherapy plus cetuximab in head and neck cancer[END_REF]. Studies in this setting mostly include patients with metachronous locoregional disease and occasionally synchronous primaries, although this is rarely evaluated.

The timing of locoregional radiation therapy in the initial management of metastatic head and neck squamous cell carcinomas is debatable as there is no available guideline. As reported by Zumsteg et al., the impact of high-intensity local therapy is time-dependent, with a stronger impact within the first 6 months after the diagnosis. Patients with stage N3 advanced nodal disease or treated with multiagent systemic therapy were less likely to receive high-intensity local therapy but no difference was detected in its use according to the number of metastases or the initial size of the tumour. This result suggests that high-intensity local therapy might be beneficial when performed early in the management of metastatic head and neck squamous cell carcinomas but no conclusion can be drawn as to the best therapeutic sequence regarding systemic therapy (level C) [START_REF] Zumsteg | Combined highintensity local treatment and systemic therapy in metastatic head and neck squamous cell carcinoma: An analysis of the National Cancer Data Base: Local Treatment in Metastatic HNSCC[END_REF].

However, considering the initial primary bulk, treated volumes likely induce significant acute toxicity during radiation therapy, which may impact subsequent or concomitant systemic chemotherapy. An alternative option is consolidation radiation therapy following tumour stabilization or downsizing obtained by several cycles of systemic therapy. Rambeau et al.'s study specifically addressed this issue: consolidation radiation therapy after chemotherapy yielded a median overall survival of 22.1 vs. 15.5 months with upfront radiation therapy (p=0.11) (level C) [START_REF] Rambeau | Impact of locoregional irradiation in patients with upfront metastatic head and neck squamous cell carcinoma[END_REF]. However, this result needs to be considered with caution as patients selected for consolidation radiation therapy probably had better prognosis based on a good response to chemotherapy and performance status.

These results suggest that response to first-line chemotherapy may help identify "good responders" for whom local treatment might be beneficial.

Concurrent chemoradiotherapy using cisplatin 100mg/m 2 at j1-22-43 was not tested in a metastatic setting and a potential systemic antitumoral effect on distant metastatic lesions if used upfront has not been evidenced [START_REF] Pignon | Meta-analysis of chemotherapy in head and neck cancer (MACH-NC): An update on 93 randomised trials and 17,346 patients[END_REF]. It was reported in a single retrospective study by Baine et al. that the non-completion of systemic therapy in concurrent chemoradiotherapy (mostly cisplatin every 3 weeks) resulted in a non-significant trend towards increased distant failure and risk of death (level C) [START_REF] Baine | Chemoradiotherapy for locally advanced squamous cell carcinoma of the oropharynx: Does completion of systemic therapy affect outcomes?[END_REF], suggesting a potential systemic effect of the concurrent chemotherapy but no other study confirmed such results so far.

The main issue with delivering first-line systemic therapy without any locoregional treatment is potentially the lack of efficacy on the primary tumour or even disease progression. Various lifethreatening clinical manifestations related to locoregional progression can occur, such as dyspnoea in laryngeal tumours or bleeding in ulcerated tumours. Preexisting comorbidities combined to frail general condition and high toxicity rates induced by combination chemotherapy are common causes of premature treatment disruption. Immunotherapy is promising in this context as it has shown better survival outcomes for certain patients and a less toxic profile compared to traditional systemic therapies. Following KEYNOTE-048 results, pembrolizumab monotherapy is now a standard of care first-line option for PDL1-positive recurrent or metastatic head and neck squamous cell carcinomas whereas pembrolizumab combined to chemotherapy is also a new option for all patients, regardless of PDL1 expression (level A) [START_REF] Burtness | Pembrolizumab alone or with chemotherapy versus cetuximab with chemotherapy for recurrent or metastatic squamous cell carcinoma of the head and neck (KEYNOTE-048): a randomised, openlabel, phase 3 study[END_REF]. However, the immediate response to immunotherapy alone is relatively low and delayed, making this treatment less suitable for rapidly progressive disease. In this context, Pembro-MetaRT (randomized phase III trial, sponsored by French Unicancer Head and Neck group in partnership with the GORTEC and Intergroupe ORL funded by the hospital clinical research program 2019) will assess the efficacy of aggressive locoregional radiation therapy delivered upfront after one sole injection of immunotherapy, compared to immunotherapy alone, for selected patients with combined positive score (CPS) greater than 20.

Definition of target volumes

No guidelines about volume delineation in the metastatic context have been established. However, given the poor prognosis of polymetastatic head and neck squamous cell carcinomas and the risk of rapid progression, conventional treatment volumes including prophylactic nodal coverage might result in substantial toxicity considering the short life expectancy of these patients. In their study, Villaflor et al. demonstrated that omission of elective nodal coverage in patients with locoregionally advanced head and neck squamous cell carcinomas with good response after induction chemotherapy did not appear to compromise outcomes but significantly decreased late toxicity and improved quality of life.

De-escalated volumes involved a single planning target volume created by a uniform expansion of the gross tumour volume by 1.5 cm to a dose of 75 Gy. G-tube dependency at 6 months was significantly reduced compared to patients treated according to conventional volumes (level B) [START_REF] Villaflor | Responseadapted volume de-escalation (RAVD) in locally advanced head and neck cancer[END_REF]. Such volume de-escalation was not studied for metastatic head and neck squamous cell carcinomas yet but these encouraging toxicity results could make this approach appropriate for patients with advanced metastatic disease for whom quality of life preservation remains a major issue.

Fractionation

In patients with metastases and/or frail patients with short life expectancy, locoregional radiation therapy has been used as palliative treatment, with a high rate of symptom palliation and improvement in quality of life. No consensus on the most appropriate scheme has been reached. Various hypofractionated radiation therapy protocols are available (Table 3). Protocols based on split courses provide less toxicity than normofractionated or short hypofractionated protocols, as analysed by Chen et al. (level C) [START_REF] Chen | Palliative radiation therapy for head and neck cancer: Toward an optimal fractionation scheme[END_REF] An explanation is the substantial prolongation of overall treatment time, reaching until 9 weeks [START_REF] Corry | The 'QUAD SHOT'-a phase II study of palliative radiotherapy for incurable head and neck cancer[END_REF], thus allowing for toxicity recovery but delaying potential systemic therapy. On the other hand, hypofractionated accelerated schedules are an alternative option for patients with bulky metastatic disease who need systemic therapy right after radiation therapy completion. The schedule proposed in the upcoming Pembro-MetaRT trial, delivering 54 Gy in 18 fractions of 3Gy is reported to increase tumour control probability compared with the standard 35 x 2Gy fractionation in Schuryal et al.'s study [START_REF] Shuryak | Optimized hypofractionation can markedly improve tumor control and decrease late effects for head and neck cancer[END_REF]. Nevertheless, in some individual cases it seems reasonable to discuss high-intensity locoregional radiation therapy delivering conventional normofractionated curative doses at least 60 Gy as described in Zumsteg et al.'s study [START_REF] Zumsteg | Combined highintensity local treatment and systemic therapy in metastatic head and neck squamous cell carcinoma: An analysis of the National Cancer Data Base: Local Treatment in Metastatic HNSCC[END_REF]. This treatment plan yielded improved overall survival whereas no increased survival was observed in patients undergoing lower intensity treatment (less than 60 Gy). Patient-associated factors, such as performance status and comorbidities, may help to identify those with the greatest likelihood of tolerating aggressive locoregional therapy. For patients with substantial systemic disease burden, poor performance status or limited life expectancy, shorter courses of locoregional treatment may be appropriate to prevent symptomatic worsening.

Locoregional radiation therapy in oligometastatic head and neck squamous cell carcinomas

Concept of oligometastatic disease

Oligometastatic disease is defined by a small number of metastases within one or a limited number of organs and with slow disease progression. A typical presentation is a locoregionally advanced disease with a slow-growing peripheral infracentimetric lung nodule. It has been demonstrated that such patients with head and neck squamous cell carcinomas displaying oligometastatic phenotype with one solitary metastasis had better 5-year overall survival compared to those with more than one metastasis [START_REF] Leeman | Long-term survival in oligometastatic head and neck cancer[END_REF]. A pertinent therapeutic strategy could therefore be starting with an upfront curative-intent locoregional radiation therapy with concurrent chemotherapy whilst adopting a watch-and-wait strategy towards the unique metastasis. Following a lung CT scan 3 months after locoregional radiation therapy, local ablative therapy of the metastatic lesion, such as wedge resection (level B) [START_REF] Young | Resection of subsequent pulmonary metastases from treated head and neck squamous cell carcinoma: systematic review and meta-analysis[END_REF] or stereotactic body radiation therapy (level B) [START_REF] Palma | Stereotactic ablative radiotherapy versus standard of care palliative treatment in patients with oligometastatic cancers (SABR-COMET): a randomised, phase 2, open-label trial[END_REF], could be discussed, either alone or combined with systemic therapy. Nevertheless, wedge resection or stereotactic body irradiation alone for metastases treatment, without systemic therapy, and locoregional radiation therapy (upfront or consolidation) are not standard of care for oligometastatic metastatic head and neck squamous cell carcinomas as systemic therapy is the only current standard of care for these patients. However, in this setting, the upfront use of systemic therapy may lead to dose-limiting toxicity and a lack of treatment options in the event metastases become subsequently bulky. This strategy is also debatable now that aggressive local treatment modalities of metastases have become more efficacious and well-tolerated. Systemic therapy used as the backbone treatment of oligometastatic disease is challenged in the current randomized phase II trial OMET (NCT03070366). Patients are randomized between systemic therapy plus sequential stereotactic body radiation therapy on metastases versus stereotactic body radiation therapy alone. The objective in oligometastatic setting is to achieve curative intent on both primary and secondary whilst limiting toxicity by saving systemic therapy for subsequent polymetastatic recurrence or progression.

Definition of locoregional volumes and fractionation

Given the better prognosis of oligometastatic head and neck squamous cell carcinomas, specifically those with solitary metastasis, locoregional radiation therapy in a curative intent should be proposed to ensure maximal local control. As to radiation therapy dose, it has been evidenced that a higher biological equivalent dose at least 72Gy10 resulted in prolonged survival compared to patients treated with biological equivalent dose less than 72Gy10 [START_REF] Kabarriti | Radiation therapy for patients with newly diagnosed metastatic head and neck squamous cell carcinoma[END_REF]. In the absence of guidelines, an option is to treat the same volumes as in locally advanced non-metastatic head and neck squamous cell carcinomas.

However, the inclusion of prophylactic target volumes may still be debated in patients with metastases. In the event that the patient is in poor general condition and/or has a rapidly evolving bulky primary tumour, a palliative radiation therapy using a hypofractionated regimen should be considered, with smaller volumes, only including gross tumour volume without prophylactic lymph nodes.

HPV-related oropharyngeal squamous cell carcinomas

HPV/p16-positive oropharyngeal squamous cell carcinoma is a growing subset of head and neck squamous cell carcinomas and occur in patients with fewer or no comorbidities (with distinct prognosis if tobacco consumption less than 10 pack-years). The distant metastatic rate is either reported as similar as HPV-negative head and neck squamous cell carcinomas, varying between 5 and 12% in non-surgical series of HPV/p16-positive oropharyngeal squamous cell carcinoma or higher, but it displays an atypical pattern of metastatic spreading [START_REF] Sinha | Distant metastasis in p16-positive oropharyngeal squamous cell carcinoma: A critical analysis of patterns and outcomes[END_REF]. Distant metastases are more likely to involve multiple organs and unusual sites [START_REF] Huang | Atypical clinical behavior of p16-confirmed hpv-related oropharyngeal squamous cell carcinoma treated with radical radiotherapy[END_REF]. However, HPV/p16-positive oropharyngeal squamous cell carcinoma have a better prognosis than HPV/p16-head negative head and neck squamous cell carcinomas and have an increased radiosensitivity profile [START_REF] Ang | Human papillomavirus and survival of patients with oropharyngeal cancer[END_REF][START_REF] Mirghani | Increased radiosensitivity of HPV-positive head and neck cancers: Molecular basis and therapeutic perspectives[END_REF]. These observations raise the question for a more aggressive strategy in newly diagnosed metastatic disease including those with relatively poly/bulky metastases. Given the radiosensitive nature of HPV/p16-positive oropharyngeal squamous cell carcinoma, trials are awaited regarding curative intent locoregional RT in the metastatic setting. To date there is no data on the benefit of locoregional radiation therapy in this specific subset of patients.

Discussion

Standard treatment of metastases is systemic treatment [START_REF] Vermorken | Platinum-based chemotherapy plus cetuximab in head and neck cancer[END_REF][START_REF] Burtness | Pembrolizumab alone or with chemotherapy versus cetuximab with chemotherapy for recurrent or metastatic squamous cell carcinoma of the head and neck (KEYNOTE-048): a randomised, openlabel, phase 3 study[END_REF]. However, preliminary data from retrospective studies suggest a benefit of locoregional radiation therapy in the management of newly diagnosed metastatic head and neck squamous cell carcinomas, based on improved overall survival compared to systemic therapy alone which is the standard-of-care [START_REF] Rambeau | Impact of locoregional irradiation in patients with upfront metastatic head and neck squamous cell carcinoma[END_REF][START_REF] Kabarriti | Radiation therapy for patients with newly diagnosed metastatic head and neck squamous cell carcinoma[END_REF][START_REF] Zumsteg | Combined highintensity local treatment and systemic therapy in metastatic head and neck squamous cell carcinoma: An analysis of the National Cancer Data Base: Local Treatment in Metastatic HNSCC[END_REF][START_REF] Patel | Utility of surgery/radiotherapy in distant metastatic head and neck squamous cell carcinoma: a population-based approach[END_REF] (Figure 1). Because patient population selection and treatment attrition biases are significant, evidence toward locoregional radiotherapy remains poor.

Apart from head and neck squamous cell carcinomas, irradiating the primary tumour in synchronous metastatic setting has also been proven to be beneficial in other settings such as breast cancer with level B evidence [START_REF] Scodan | Breast cancer with synchronous metastases: survival impact of exclusive locoregional radiotherapy[END_REF]. In tumours of the head and neck that have higher metastatic propensity on one hand and higher radiosensitivity on the other hand, as is the case for undifferentiated nasopharyngeal carcinomas, both systemic and locoregional treatment are important.

A randomised phase III trial has proved that locoregional radiation therapy associated with chemotherapy improved overall survival compared to chemotherapy alone (40.2 vs. 24.5 months) of patients with primary metastatic nasopharyngeal carcinoma [START_REF] Chen | Chemotherapy plus localregional radiotherapy versus chemotherapy alone in primary metastatic nasopharyngeal carcinoma: A randomized, open-label, phase III trial[END_REF]. This approach is encouraged by the good prognosis of nasopharyngeal carcinomas and the favourable clinical profile of these patients who are usually young and without comorbidities. Distant metastases are relatively rare in patients with head and neck squamous cell carcinomas (compared to undifferentiated nasopharyngeal carcinomas) and locoregional disease can be more life-threatening than in other types of tumours. Isolated metastases are relatively rare and, in contrast to adenoid cystic carcinomas, metastases are usually not indolent [START_REF] Leeman | Long-term survival in oligometastatic head and neck cancer[END_REF]. While isolated pulmonary metastases have been historically treated with local ablative treatments, definition of oligometastatic disease (questioning the number of metastases) and subsequent treatment strategy are unclear. The OMET (NCT03070366) trial, aiming at answering to these questions, restricted its inclusion criteria to three synchronous metastases and stratified on one versus two to three metastases.

Several matters are thus subject to discussion in order to establish precise guidelines for radiotherapy indications in case of synchronous metastatic head and neck squamous cell carcinomas.

Radiotherapy prescription, and the choice of its dose and fractionation, should be guided by individual prognostic factors (such as age, frailty, symptoms) as well as both metastatic and locoregional disease burden and tumour growth kinetics, which also determine the decision for systemic treatments (molecules, timing, duration). Given the better prognosis of oligometastatic head and neck squamous cell carcinomas with isolated pulmonary metastases and awaiting the results of clinical trials, curativeintent conventional protocols (70 Gy in 35 fractions) with or without concurrent chemotherapy may be discussed despite the lack of data in routine practice on a case by case basis in multidisciplinary staff meetings.

In relatively advanced or poly/bulky metastatic stage, systemic treatment should always be performed upfront, if possible. In this setting, locoregional treatment will aim at preventing rapid locoregional progression considering that systemic treatments will eventually not be sufficient to control locoregional disease. The main objective would be to avoid life -threatening progression, symptomatic burden and in selected cases to ensure durable locoregional control. Thus, although some patients would benefit from locoregional radiation therapy, choosing the right timing for radiation therapy is challenging given the interindividual heterogeneity in terms of therapeutic response.

Because the landscape of systemic treatments is rapidly changing, with recent introduction of immunotherapy as second line and more recently as first line (which should get approval in France in the coming months), locoregional control is an increasing concern. Indeed, immunotherapy response may be prolonged in good responders, but objective response rate is only 13% in second line for nivolumab [START_REF] Ferris | Nivolumab for recurrent squamous-cell carcinoma of the head and neck[END_REF] and response was highly dependent of immunologic CPS score in the Keynote 048 trial with pembrolizumab [START_REF] Burtness | Pembrolizumab alone or with chemotherapy versus cetuximab with chemotherapy for recurrent or metastatic squamous cell carcinoma of the head and neck (KEYNOTE-048): a randomised, openlabel, phase 3 study[END_REF]. Therefore, in patients with "hot" tumours, the ongoing phase III trial Pembro-MetaRT will assess whether the addition of upfront locoregional radiation therapy (directed to gross tumour and nodes using a moderately hypofractionated scheme) to pembrolizumab can outperform pembrolizumab alone. In patients with "cold" tumours, undergoing upfront chemotherapybased systemic treatments, prospective data are lacking but locoregional radiation therapy may be recommended as consolidation in good responders and should be investigated further in the others.

Predictive factors of tumour response (imaging / radiomics and biological tumour analyses / genomics, liquid biopsies) and individual sensitivity to chemotherapy, immunotherapy and radiotherapy may be used to personalize therapy. For example, patients who display significant early response to immunotherapy alone may not need upfront locoregional radiation therapy. Accordingly, tumour biology may help to predict response to systemic therapy (e.g. PDL1) or radiosensitivity (e.g. HPV-positive oropharyngeal squamous cell carcinoma). In nasopharyngeal carcinoma, liquid biopsy monitoring during sequential chemoradiotherapy can help identify distinct prognostic phenotypes according to their therapeutic response [START_REF] Lv | Liquid biopsy tracking during sequential chemo-radiotherapy identifies distinct prognostic phenotypes in nasopharyngeal carcinoma[END_REF]. As for radiation therapy aspects, a hypoxia imagingparameter ( 18 F)-fluoromisonidazole has been prospectively validated as a prognostic factor for the risk of relapse after radiation therapy in patients with head and neck cancer [START_REF] Thorwarth | prospective evaluation of a tumor control probability model based on dynamic ( 18 F)-FMiso PET for head and neck cancer radiotherapy[END_REF]. Predictive tools are also needed for guiding clinicians in their choice between maintenance systemic therapy after locoregional radiation therapy or simple follow-up, based on the likelihood of relapse. Results of ongoing prospective trials focusing on circulating free DNA and radiomics are awaited.

Conclusion

Because locoregional disease is the main cause of disease failure in patients with synchronous metastatic head and neck squamous cell carcinomas, aggressive locoregional radiation therapy to the primary tumour might improve survival. This therapeutic option should be discussed in the initial management of metastatic head and neck squamous cell carcinomas particularly in patients where locoregional progression can be life-threatening if systemic therapy alone cannot induce sufficient primary tumour reduction. With the recent technological advances, the delivery of radiation therapy is safe and feasible even in metastatic setting. Clinical trials assessing radiation therapy use for metastatic head and neck squamous cell carcinomas are warranted. 
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	Study	Design	Number	of	Treatment	Results
			patients			
	Rambeau	Retrospective	65		radiation therapy of	median overall survival 16.1 vs
	et al.[14]				primary tumour and	7.5 months
					chemotherapy vs	
					chemotherapy	
	Kabarriti	Retrospective	3516		Radiation therapy of	median overall survival 13.6 vs
	et al.[15]				primary tumour and	11.3 months
					chemotherapy vs	
					chemotherapy	
	Zumsteg	Retrospective	3269		Radiation therapy > 60 Gy	2-year overall survival rate
	et al.[16]				or resection of primary	34% vs 20.6%
					tumour and chemotherapy	
					vs chemotherapy	
	Patel et	Retrospective	6663		Radiation therapy or	median overall survival 18
	al.[17]				surgery of primary tumour	months (radiation therapy), 31
					or both vs no local	months (surgery), 40 months
					treatment	(radiation therapy and surgery)
						vs 8.4 months (no locoregional
						treatment)

Table 3 .

 3 Hypofractionated radiotherapy regimen for advanced head and neck cancers.

	Study	Design	Number of	Treatment	Results
			patients		
	Stevens et al. [36] Retrospective 148	25Gy/2.5Gy/6 weeks	Overall response rate 37%
				(split course: 2 x 10	
				fractions)	
	Corry et al.[22]	Retrospective 35	44Gy/3.7Gy twice a day /	Overall response rate 50%-
	QuadShot			8-9 weeks	70%
	regimen				
	Porceddu et	Phase II	37	30Gy/6Gy/ 3 weeks	Overall response rate 80%
	al.[37]				Grade 3 acute toxicity:
	HypoTrial				mucositis (26%), dysphagia
					(11%)
	Fortin et al. [38]	Phase II	32	25Gy/5Gy/5 days	Satisfaction rate 85%
					Grade 3 toxicity 13%
					(overall)
	Bledsoe et al.	Phase II	65	60-72Gy/3Gy/7-9 weeks	Overall response rate 91%,
	[39]			(split course: 2 x 10	overall survival 8.9 months
				fractions)	G-tube during treatment 42%