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Head and neck squamous cell carcinomas are heterogeneous in molecular pattern, clin-
ical presentation and prognosis [1-3]. Smoking, alcohol abuse and human papillomavirus
infection represent the major risk factors [1]. The treatment of locally advanced head and
neck cancer (HNC) is often challenging. Despite surgical and non-surgical innovations in
the last decades, oncologic and functional outcomes have not necessarily improved [4].

Multimodal and sequential treatment arose for locally advanced HNC and included
induction chemotherapy, chemoradiation organ preservation protocols, immunotherapy
and targeted therapy [5]. Prospective randomized trials showed that concomitant deliv-
ery of chemotherapy and radiation therapy is the most promising approach for locally
advanced HNC arisen in a number of head and neck subsites. Some studies demonstrated
that induction chemotherapy could decrease distant disease relapse. Moreover, the role of
induction chemotherapy in selected cases to reduce tumor volume before surgery is much
discussed [4].

Definitive management of locally advanced HNC is evolving to a tailored therapy
according to the patient’s risk. In particular, some authors suggested that subjects with
low-risk tumors could benefit from deintensification of therapy [5]. Current strategies
include chemosparing chemoradiation therapy with biologic agents instead of cisplatin
and the use of sequential chemoradiotherapy to select patients for subsequent reduced-
dose radiation. In contrast, patients with high-risk cancer may require novel strategies to
improve treatment efficacy [5].

Besides survival, organ function preservation has become an important goal of HNC
treatment. The combination of chemotherapy, radiotherapy, targeted therapy and less
demolitive surgical procedures allowed to perform organ and function preservation [6].
This is particularly important for T3 laryngeal cancer. Indeed, the larynx has crucial
functions, such as swallowing, respiration and phonation.

Surgery remains an important option, especially for oral cancer, also after chemora-
diotherapy failure [7]. Head and neck surgeons are increasingly facing operations among
patients with significant effects of failed non-surgical primary therapy. Procedure morbidity,
functional sequelae of organ mutilation and likelihood of success are crucial factors for the
correct selection of patients who may benefit from salvage surgery [7]. Flap reconstruction
should be accurately evaluated and planned before surgery [7,8].

Treatment-related toxicity negatively affects patients’ quality of life and should be
taken into account during treatment choice. In particular, radiation therapy induces
significant side effects on the head and neck [9-11]. Apart from the impact on quality of
life, toxicities of induction chemotherapy and sequential concomitant chemoradiation in
locally advanced HNC may determine treatment breaks, and thus, negatively influence
clinical outcomes [12]. Therefore, side effects should be taken into account when choosing
the treatment strategy for each patient.

The aim of this Special Issue is to highlight the current state of the art and to describe
future perspectives of the multimodal management of locally advanced head and neck
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cancer. In particular, original research and reviews on sequential treatment, but also on the
role of surgery as a salvage approach and the implementation of a multimodal approach
with immunotherapy, are welcome. Researchers are invited to analyze the importance
of multidisciplinary decision making in order to find the most appropriate treatment for
each patient.

Funding: This research received no external funding.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.  Riva, G.; Albano, C.; Gugliesi, F; Pasquero, S.; Castillo Pacheco, S.F.; Pecorari, G.; Landolfo, S.; Biolatti, M.; Dell'Oste, V. HPV
meets APOBEC: New players in head and neck cancer. Int. . Mol. Sci. 2021, 22, 1402. [CrossRef] [PubMed]

2. Riva, G,; Biolatti, M.; Pecorari, G.; Dell'Oste, V.; Landolfo, S. PYHIN proteins and HPV: Role in the pathogenesis of head and neck
squamous cell carcinoma. Microorganisms 2020, 8, 14. [CrossRef] [PubMed]

3.  Riva, G,; Pecorari, G.; Biolatti, M.; Pautasso, S.; Lo Cigno, I.; Garzaro, M.; Dell’Oste, V.; Landolfo, S. PYHIN genes as potential
biomarkers for prognosis of human papillomavirus-positive or -negative head and neck squamous cell carcinomas. Mol. Biol.
Rep. 2019, 46, 3333-3347. [CrossRef] [PubMed]

4. Bar-Ad, V,; Palmer, J.; Yang, H.; Cognetti, D.; Curry, J.; Luginbuhl, A.; Tuluc, M.; Campling, B.; Axelrod, R. Current management
of locally advanced head and neck cancer: The combination of chemotherapy with locoregional treatments. Semin. Oncol. 2014,
41, 798-806. [CrossRef] [PubMed]

5. Chau, N.G.; Haddad, R.I. Sequential and concurrent chemoradiation. State of the art. Hematol. Oncol. Clin. N. Am. 2015, 29,
1061-1074. [CrossRef] [PubMed]

6.  Wang, C.J.; Knecht, R. Current concepts of organ preservation in head and neck cancer. Eur. Arch. Otorhinolaryngol. 2011, 268,
481-487. [CrossRef] [PubMed]

7. Hamoir, M.; Schmitz, S.; Suarez, C.; Strojan, P.; Hutcheson, K.A.; Rodrigo, J.P.; Mendenhall, WM.; Simo, R.; Saba, N.F,; D’Cruz,
AK,; et al. The Current Role of Salvage Surgery in Recurrent Head and Neck Squamous Cell Carcinoma. Cancers 2018, 10, 267.
[CrossRef] [PubMed]

8.  Pecorari, G.; Castelli, M.; Riva, G. Autonomization of pectoralis major flap in head and neck surgery. Eur. Ann. Otorhinolaryngol.
Head Neck Dis. 2021. [CrossRef] [PubMed]

9. Riva, G.; Raimondo, L.; Ravera, M.; Moretto, F.; Boita, M.; Potenza, I.; Rampino, M.; Ricardi, U.; Garzaro, M. Late sensorial
alterations in different radiotherapy techniques for nasopharyngeal cancer. Cherm. Senses 2015, 40, 285-292. [CrossRef] [PubMed]

10. Riva, G.; Franco, P; Provenzano, E.; Arcadipane, F.; Bartoli, C.; Lava, P; Ricardi, U.; Pecorari, G. Radiation-induced rhinitis:
Cytological and olfactory changes. Am. |. Rhinol. Allergy 2019, 33, 153-161. [CrossRef] [PubMed]

11. Riva, G.; Boita, M.; Ravera, M.; Moretto, F.; Badellino, S.; Rampino, M.; Ricardi, U.; Pecorari, G.; Garzaro, M. Nasal cytological
changes as late effects of radiotherapy for nasopharyngeal cancer. Am. J. Rhinol. Allergy 2015, 29, 41-45. [CrossRef] [PubMed]

12. Franco, P,; Potenza, 1.; Schena, M.; Riva, G.; Pecorari, G.; Garzino Demo, P.; Fasolis, M.; Moretto, F.; Garzaro, M.; Di Muzio, J.;

et al. Induction chemotherapy and sequential concomitant chemo-radiation in locally advanced head and neck cancers: How
induction-phase intensity and treatment breaks may impact on clinical outcomes. Anticancer Res. 2015, 35, 6247-6254. [PubMed]


http://doi.org/10.3390/ijms22031402
http://www.ncbi.nlm.nih.gov/pubmed/33573337
http://doi.org/10.3390/microorganisms8010014
http://www.ncbi.nlm.nih.gov/pubmed/31861809
http://doi.org/10.1007/s11033-019-04795-7
http://www.ncbi.nlm.nih.gov/pubmed/30980272
http://doi.org/10.1053/j.seminoncol.2014.09.018
http://www.ncbi.nlm.nih.gov/pubmed/25499638
http://doi.org/10.1016/j.hoc.2015.07.005
http://www.ncbi.nlm.nih.gov/pubmed/26568548
http://doi.org/10.1007/s00405-010-1407-8
http://www.ncbi.nlm.nih.gov/pubmed/21107854
http://doi.org/10.3390/cancers10080267
http://www.ncbi.nlm.nih.gov/pubmed/30103407
http://doi.org/10.1016/j.anorl.2021.01.004
http://www.ncbi.nlm.nih.gov/pubmed/33858786
http://doi.org/10.1093/chemse/bjv011
http://www.ncbi.nlm.nih.gov/pubmed/25800268
http://doi.org/10.1177/1945892418822448
http://www.ncbi.nlm.nih.gov/pubmed/30632393
http://doi.org/10.2500/ajra.2015.29.4156
http://www.ncbi.nlm.nih.gov/pubmed/25785741
http://www.ncbi.nlm.nih.gov/pubmed/26504058

	References

