The

Laryngology
& Otology

cambridge.org/jlo

Journal of

Main Article

Dr E Kyto takes responsibility for the integrity
of the content of the paper

Cite this article: Kyto E, Haapio E, Kinnunen |,
Irjala H. Effect of coronavirus disease 2019 on
recurrences and follow up of head and neck
squamous cell carcinoma. J Laryngol Otol
2021;135:344-347. https://doi.org/10.1017/
S0022215121000918

Accepted: 26 February 2021
First published online: 23 March 2021

Key words:
Head And Neck Cancer; Follow-Up Care;
COVID-19; Recurrence; Telemedicine

Author for correspondence:

Dr Eero Kyto,

Department of Otorhinolaryngology -
Head and Neck Surgery,

Turku University Hospital and

University of Turku, Kiinamyllynkatu 4-8,
PL52, 20521 Turku, Finland

E-mail: eero.kyto@tyks.fi

© The Author(s), 2021. Published by
Cambridge University Press. This is an Open
Access article, distributed under the terms of
the Creative Commons Attribution licence
(http://creativecommons.org/licenses/by/4.0/),
which permits unrestricted re-use,
distribution, and reproduction in any medium,
provided the original work is properly cited.

Effect of coronavirus disease 2019 on
recurrences and follow up of head and neck
squamous cell carcinoma

E Kyto, E Haapio, | Kinnunen and H Irjala
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Abstract

Objective. This prospective study aimed to evaluate possible diagnostic delays in head and
neck squamous cell carcinoma recurrences due to the changed follow-up protocol during
the coronavirus disease 2019 pandemic.

Methods. The follow-up appointments of head and neck squamous cell carcinoma patients
treated more than one year prior to the pandemic were changed to telephone appointments
in order to reduce physical visits to the hospital. All contacts, reasons for contact and recur-
rent cancers were recorded.

Results. There were 17 recurrences during a seven-month study period among 178 patients
treated in the previous year (10 per cent); 14 of these recurrences occurred in patients
whose treatment had ended less than one year previously and 3 occurred more than one
year after treatment had ended. There was no delay in diagnoses of recurrent tumours or treat-
ment despite reduced visits because of the coronavirus disease 2019 pandemic.

Conclusion. According to our analyses, no delay was caused in the diagnoses of recurrent dis-
eases. Follow up by telephone or telemedicine can be considered as part of the follow-up
protocol one year after the treatment of head and neck squamous cell carcinoma when
necessary.

Introduction

Head and neck squamous cell carcinoma (SCC) is the sixth most common malignancy
globally. Its incidence is rising, especially in the oral cavity and oropharynx, and patients
are developing this cancer at a younger age.' More than 50 per cent of head and neck SCC
patients develop regional or distant relapses, and even stage I diseases recur. Thus, the
follow up of head and neck cancer patients is important.” The majority of recurrent
tumours are found within one year of the end of treatment.’

Coronavirus disease 2019 (Covid-19) was identified in Wuhan, China, in early 2020, and
is caused by severe acute respiratory syndrome coronavirus-2 (SARS-CoV-2). The world-
wide pandemic changed the follow-up protocols and guidelines for head and neck cancer
patients in March 2020. The need to reduce in-person out-patient visits was evident.

At first, in this new era, guidelines for how to manage the treatment and follow up of
head and neck cancers were lacking. The recommendations for follow up after treatment
were to reduce all follow-up visits and use telemedicine.*™® Singh et al. published a review
article on using telemedicine applications in otorhinolaryngology, and recommended
telemedicine follow up for head and neck cancer.”

In light of the Covid-19 pandemic, we modified the follow-up protocol in order to
reduce the number of patients visiting our tertiary care academic centre (the
Department of Otorhinolaryngology — Head and Neck Surgery, Turku University
Hospital, Finland), and subsequently investigated the effects of the changed protocol.
This prospective study aimed to evaluate possible diagnostic delays in head and neck
SCC recurrences due to the changed follow-up protocol during the Covid-19 pandemic.

Materials and methods

This prospective study covered all cases of head and neck SCC. The routine follow-up
clinic appointments of head and neck SCC patients treated more than one year previously
at Turku University Hospital were systematically changed to telephone appointments
from 23 March to 27 May 2020. A registered nurse contacted all the patients whose treat-
ment had ended more than one year prior and informed them of the new practice. Only
one routine follow-up visit was substituted by a telephone appointment for each of these
patients. Their subsequent visit was normal and included a full physical examination.
Follow-up visits remained unchanged for patients whose treatment had ended less than
one year previously. Some of these patients refused to come to the appointment because
of the pandemic situation and their appointment was conducted by telephone. The data
of these patients were collected until 23 October 2020.
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During the seven months (March to October 2020), all
patient contacts, reasons for contact and detected recurrent
cancers were carefully recorded. We studied any possible
associations between delayed diagnosis and the Covid-19
pandemic. This study was approved by the Institutional
Research Ethics Board of Turku University Hospital (record
number: T248/2020).

Results

The modified follow-up protocol was used from 23 March to
27 May 2020. A total of 209 patients with head and neck
malignancy were followed up during this period. Those with
histology findings other than squamous cellular carcinoma
were excluded, leaving 178 patients. Head and neck SCC
patients were divided into two main groups, and these two
groups were further divided into three subgroups according
to time since treatment and type of follow up (Figure 1).

After the lockdown period, 169 of the 178 head and neck
SCC patients (95 per cent) visited the out-patient clinic before
23 October 2020. This included 87 of the 96 patients (91 per
cent) whose follow up was conducted only by telephone dur-
ing the first Covid-19 spring period (23 March to 27 May
2020).

During the seven-month study period, 17 head and neck
SCC patients (10 per cent) were diagnosed with a recurrent
cancer. Fourteen (82 per cent) of these recurrent tumours
were found in patients whose treatment had ended less than
one year previously. These patients underwent the normal
control protocol during the spring period, except for one
patient who did not want to come to the out-patient clinic
because of the pandemic. In three patients (18 per cent), recur-
rence occurred more than one year after their treatment had
ended.

In addition to the scheduled follow-up visits, 39 of the 178
patients consulted the hospital because of their symptoms
during this study period. Twenty-six of these patients were
concerned with symptoms directly related to possible recurrence,
whereas 13 contacted the hospital for some other reason. Nine of
these 39 patients who contacted the hospital suffered recurrent
disease. For eight of these nine patients, treatment had ended
less than one year previously.

We found six other cases of recurrence among patients
whose treatment had ended less than one year previously.
Three of these were found during a routine follow-up visit
by physical examination. All these patients also had symptoms.
One of these three patients was the individual who did not
want to visit the out-patient clinic during the lockdown period.
Recurrence was not observed in this patient at the next visit
after the telephone appointment, but was found later during
the second visit after the telephone appointment, by which
time the patient was symptomatic. The other three patients
with recurrence had distant metastases. Two of the distant
metastases were found on baseline positron emission tomog-
raphy magnetic resonance imaging (PET-MRI) three months
after treatment. Neither of these patients had any symptoms.
The third case of distant metastases was also found on
PET-MRI, a year after treatment, and the patient had no
symptoms.

In the group whose treatment had ended more than one
year previously, three patients wanted to visit the out-patient
clinic instead of the offered telephone appointment, but
none of these had recurrent disease. Eight patients were invited
to an appointment following the surgeon’s request after the
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telephone call appointment, but no recurrences were found
among these patients.

We found three recurrences among the patients whose
treatment had ended more than one year previously. The
first patient attended a follow-up visit for sinonasal SCC at
the clinic instead of a telephone appointment. This was
because metastasis had been detected on routine PET-MRI,
carried out when the patient had no symptoms, before the
scheduled visit. The second patient was treated for SCC of
the vocal folds and had no symptoms to report on the tele-
phone; however, one month later, when the patient was exam-
ined because of fatigue, we found a second primary carcinoma
in their lung. The third patient had previously had tonsillar
cancer and, because of their symptoms, an additional visit
was arranged, during which a second primary SCC of the
nasal cavity was detected. Analysis of these three cases revealed
that none of their diagnoses were delayed because of Covid-19.

Discussion

At the beginning of the Covid-19 pandemic, the use of tele-
medicine was recommended instead of follow-up visits.”
Otolaryngologists were at a high risk because of aerosol-
generating procedures, as in the SARS-CoV-1 pandemic in
2003.° Indeed, the first reported physician fatality in the
Covid-19 pandemic was an otolaryngologist in Wuhan,
China.” The first published guidelines recommended protect-
ing physicians from infection when treating head and neck
cancers, and minimising the number of all surgical and muco-
sal aerosol-generating procedures conducted.'’™"?

The follow up of head and neck cancer patients is contro-
versial. Three major head and neck societies (American
Society for Head and Neck Surgery, Society of Head and
Neck Surgery, and British Association of Head and Neck
Oncologists) recommend a follow-up protocol of at least five
years.'”'* Many studies have challenged this five-year proto-
col.”™"7 In our own follow-up study, we found that routine
head and neck SCC follow-up visits can be reduced after 3
years, as all recurrences after 34 months were found as a result
of new symptoms.” In Finland, the follow-up protocol ends
three years after treatment completion. However, even after
three years, patients can contact the clinic in the event of
symptoms and an appointment will be arranged with the
head and neck surgeon.

The high number of symptomatic patients among the
recurrences in this prospective study is noteworthy. Twelve
of the 17 patients with recurrence (71 per cent) had symptoms,
and 9 of these actively contacted the hospital because of symp-
toms. This is significantly more than in our earlier retrospect-
ive study, in which only 56 per cent of the recurrent cases
reported symptoms.” This may be because cases were recorded
in more detail in a prospective setting, or because patient
information was more successful; after the first study, we
have tried even harder to actively encourage patients to contact
the hospital immediately if any new symptoms occur.

Patients whose treatment had ended less than one year pre-
viously attended follow-up appointments as normal, with the
exception of three patients who requested a telephone appoint-
ment instead of a visit, and six patients for whom the surgeon
recommended a telephone appointment instead of a visit.
Fourteen recurrences were found in this group of patients
whose treatment had ended less than one year previously.
None of these diagnoses were delayed because of the changed
protocol due to the Covid-19 pandemic. Thirteen of these
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Fig. 1. Flowchart of patient follow up during coronavirus disease 2019 pandemic. HNSCC = head and neck squamous cell carcinoma

14 patients attended normal follow-up routine clinical exami-
nations, and 1 requested a telephone appointment instead.

In the group of patients whose treatment had ended over a
year earlier, only three recurrent tumours were found. Two of
these were in the lungs — one was metastasis and one was a
second primary; both cases were revealed by radiological
imaging. The third recurrence was a second primary in the
nasal cavity; in this case, the patient contacted the hospital
because of symptoms. As in these first two cases, usually no
findings are detected in a normal physical examination if the
recurrence is in the lungs, which is where the distant metasta-
ses are often located in head and neck SCC. Patients are able to
describe symptoms on the telephone, for example coughing,
haemoptysis, weight loss and dyspnoea; hence, in this sense,
a telephone appointment is comparable to hospital appoint-
ments in the follow-up period after one year of treatment for
head and neck SCC. In our study, the routine positron emis-
sion tomography scan was also effective for detecting
recurrences.

+ The follow-up protocol of head and neck squamous cell carcinoma
patients was changed as a result of the coronavirus disease 2019
pandemic

+ There were 17 recurrences during a seven-month period among
178 patients

» This study detected no delay in the diagnoses of recurrent diseases

+ Some out-patient clinic visits may be replaced by a telephone call

The results of this study show that no delay in diagnoses or
unexpected recurrences occurred because of the Covid-19 pan-
demic among patients with previously treated head and neck
SCC. Despite the short time period and small population of
this study, our findings encourage further evaluation of the
rationale for the normal follow-up protocol, especially when
more than one year has passed since the end of treatment. It
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is suggested that some out-patient clinic visits could be
replaced by a telephone call. Follow up by telephone or tele-
medicine might be less stressful for patients who are nervous
about visiting the hospital. It could also be cost-effective.
Further studies are needed to investigate the potential of tele-
phone appointments and telemedicine for the follow up of
head and neck SCC patients.

Conclusion

In light of the Covid-19 pandemic, the follow-up protocol of
head and neck SCC patients treated more than one year earlier
was changed in order to reduce the number of physical visits
to hospitals. Patients were contacted by telephone and invited
to out-patient clinic appointments only if needed. This study
detected no delay in the diagnoses of recurrent diseases.
This encourages critical evaluation of the follow-up protocol
in non-pandemic circumstances also.
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