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Abstract: Surgery is generally accepted as standard treatment in oral cancer, but the reconstructive
procedures remain a matter of debate. The aim of this study was to evaluate oncological outcome
and quality of life following surgical resection and free-flap reconstruction in patients with early oral
squamous cell carcinoma. The presented trial was performed as a prospective, single-center obser-
vation study. Inclusion criteria were primary surgery in early-stage oral squamous cell carcinoma
with free-flap reconstruction. Endpoints were overall and progression-free survival and quality of
life up to 24 months after surgery. Twenty-six patients were included. Overall survival was 100%
and progression-free survival was 92.3% in a maximum follow-up time of 21 months. Global quality
of life showed no significant alteration after surgery. Patients reported a significant reduction in
pain (p = 0.048) and a decreasing impairment of speech one year after surgery (p = 0.021). Free-flap
reconstruction is a safe procedure that results in excellent oncological outcome and quality of life.
Functional outcome is of high relevance in early-stage tumors of the head and neck and may mostly
be affected by reconstructive procedures. Therefore, a prospective evaluation to explore success and
the effects of surgical therapy is highly warranted.

Keywords: free flap; microvascular reconstruction; survival; early oral squamous cell carcinoma;
quality of life

1. Introduction

Squamous cell carcinoma of the head and neck (HNSCC) is the sixth most common
malignancy worldwide with approximately 600,000 new cases every year, and a major part
arises in the mucosa of the oral cavity [1,2]. Despite promising developments in diagnosis
and stage-adapted multimodal treatments, overall survival rates have remained stable for
decades. Especially in advanced tumor stages, overall and progression-free survival is
limited [3,4]. While the most important prognostic factors are the extent of the primary
disease and the development of regional and distant metastases, the standard therapy
with curative intention is surgical tumor resection where achievable in combination with
elective neck dissection (END) followed by adjuvant radiation or radio-chemotherapy
in patients with pathological risk factors [5–7]. Free-flap reconstruction following tumor
resection in advanced tumors of the head and neck is generally accepted as standard of
care. Nevertheless, the reconstructive approach in early-stage tumors is a matter of debate.
According to the reconstructive ladder, primary closure, local flaps, split skin transplants,
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regional flaps and microvascular flaps are potential technical options for defect closure. In
head and neck oncology, the recovery of speech, mastication and swallowing is the major
goal in rehabilitation. While data on oncological outcome depending on the operative
procedures are limited, many surgeons state that free-flap reconstruction in this cohort
may be regarded as overtreatment. Counterarguments include potential flap donor site
morbidity, longer surgery times, subsequently prolonged general anesthesia and longer
hospitalization if free-flap reconstruction is performed [8]. Considering the generally
accepted macroscopic safety margin of 10 mm in all dimensions, relevant defect volumes
are caused by tumor ablation, even in small tumors. Neither primary closure nor split skin
grafts can restore three dimensional defects sufficiently, and the use of local flaps is limited
due to the functional integrity of the oral cavity within a narrow space.

To date, there is a very limited selection of studies on patients with early-stage OSCC
and the functional and oncological outcomes following different techniques of reconstruc-
tion with contradictory results [9–13]. In order to critically evaluate the oncological results
of microvascular reconstruction following tumor ablation in early-stage tumors, we recently
conducted a retrospective analysis which proved the concept to be time efficient and safe
regarding the oncological outcome of patients. To further enhance the quality of our data
and in order to formulate a general treatment recommendation for early-stage OSCC, we
established a monocentric cohort study to evaluate the hypothesis in a prospective setting.

Therefore, the aim of this study was to evaluate quality of life and oncological out-
come in patients suffering from early-stage squamous cell carcinoma of the oral cavity who
underwent surgical tumor resection, elective neck dissection and free-flap reconstruction.

2. Materials and Methods
2.1. Study Protocol

This prospective study was started in the department of oral and cranio-maxillofacial
surgery, University Hospital of Heidelberg, in November 2017. The end of data collection
for this interim analysis was October 2020.

Inclusion criteria:

• Histologically confirmed diagnosis of a primary squamous cell carcinoma (SCC) of
the oral cavity (stage I or II);

• Clinically negative neck-node status;
• No history of other malignancies;
• Minimum age of 18 years;
• Patient’s approval;
• Ability to understand the character and the consequences of the trial.

Exclusion criteria:

• Advanced clinical tumor stage (Stage III/IV);
• Advanced pathological tumor stage (Stage III/IV);
• Minor patients (age < 18 years);
• Patients with legal assistance;
• Positive history of malignant diseases.

The study has been conducted in full accordance with ethical principles, including the
World Medical Association Declaration of Helsinki (current version), and written informed
consent was provided by all patients. Furthermore, the study was approved by the local
ethics advisory board (Ethic Vote: S-414/2017) and registered in the German Clinical Trial
Register (DRKS00013041). Figure 1 gives detailed information on the study timetable.

Pretreatment diagnostics included panoramic imaging, computed tomography (CT)
imaging of the head, neck, and chest and panendoscopy (bronchoscopy and esophagoscopy)
to detect possible synchronous malignancies in line with the German National Guideline
for oral cancer.
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Figure 1. Study timetable with interventions and study related assessment follow-up (“X” marks the
appropriate time points in the study protocol).

All patients received primary surgical treatment with tumor resection, elective neck
dissection and free-flap reconstruction. Patients were re-assessed postoperatively and either
stayed in the study or were excluded in dependence of the pathological reports. Reasons for
exclusion were advanced tumor stage (T3/T4), incomplete tumor resection (R+), the existence
of cervical metastases (N+) or any other reason for adjuvant therapy including close margin
resection and histopathological risk factors like perineural or lymphovascular infiltration.

Afterwards, the patients were enrolled in a constant postoperative follow-up in the
department’s outpatient clinic. Postoperative imaging using MRI scans were performed
to detect local and regional disease recurrence in a predefined fixed interval (3, 6, 12, 18,
24 months after surgery). Relevant data were documented using electronic patient records
(SAP, Walldorf, Germany), including clinical and pathological parameters, perioperative
data, clinical outcome and postoperative quality of life.

Primary endpoint was progression-free survival after 24 months. Secondary endpoints
were overall survival and postoperative quality of life after two years.

Assessment of pre- and postoperative quality of life (QoL) was conducted using
well established questionnaires of the European Organization for Research and Treatment
of Cancer (EORTC QLQ-C30 Version 3.0 and EORTC QLQ-H&N35 Version 1.0; EORTC
Quality of Life Group, Brussels, Belgium). Qol was assessed pre-operatively and 3, 6, 12, 18
and 24 months post-operatively. Scoring was performed as suggested in the publisher’s
manual [14,15].

2.2. Statistics

Statistical analyses were carried out using Microsoft Excel 2013 (Microsoft, Redmond,
WA, USA), SPSS Statistics® 22 (IBM, Armonk, NY, USA) and R (Version 3.6.1). Descriptive
data analysis was used to describe epidemiological and perioperative data. Kaplan–Meier
survival curves were used to estimate overall and progression-free survival. Overall sur-
vival was defined as interval between primary surgery and time of death or last follow-up
(censored data). Progression-free survival was defined as interval between primary surgery
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and time of local, regional, or distant disease progression, death, or last follow-up (cen-
sored data). Evaluation of the questionnaires was performed as described previously [16].
Pairwise differences between the scores of each time point were assessed via nonpara-
metric Wilcoxon signed-rank test and the principle of Minimal Clinical Important Differ-
ence (MCID) was used to determine relevance [17,18]. Changes of more than 10 points
were considered to be clinically relevant [19]. Missing values were imputed via “Person
Mean Imputation”.

3. Results
3.1. Patient Cohort

By the time of the first interim analysis, an overall number of 33 patients had been
included in the study. Six patients were excluded after surgery because of advanced
pathological tumor stage. One patient decided against a surgical therapy and was
excluded consecutively.

The remaining cohort of 26 patients consisted of 16 (61.5%) male and 10 (38.5%) female
patients. The ages ranged from 36 to 87 years with a mean age of 66.0 ± 10.8 years. Table 1
gives a summary of demographic, clinical and pathological data of the investigated cohort.

3.2. Reconstructive Procedures

All 26 patients received free-flap reconstruction with a radial forearm flap. Microvas-
cular tissue transfer was successful in all patients (Success Rate 100%). Primary closure
of donor site was achieved in 4 patients, while donor site defects were closed secondarily
(via split skin grafts) or closed by secondary healing in 22 patients after a mean period of
78 ± 39 days. Figure 2 exemplifies the therapeutic course including surgical procedures in
a patient with squamous cell carcinoma of the tongue.

J. Clin. Med. 2023, 12, x FOR PEER REVIEW 5 of 12 
 

 

0 26 (100) 

1 0 

UICC  

1 18 (69.2) 

2 8 (30.8) 

3 - 

4 - 

Differentiation Grade  

1 6 (23.1) 

2 14 (53.8) 

3 2 (7.7) 

Missing 4 (15.4) 

R  

0 26 (100) 

1 - 

Localization  

Floor of the mouth 5 (19.2) 

Tongue 11 (42.3) 

Maxilla 5 (19.2) 

Buccal Plane 5 (19.2) 

Disease Recurrence during follow-up  

Yes 2 (7.7) 

No 24 (92.3) 

3.2. Reconstructive Procedures 

All 26 patients received free-flap reconstruction with a radial forearm flap. Microvas-

cular tissue transfer was successful in all patients (Success Rate 100%). Primary closure of 

donor site was achieved in 4 patients, while donor site defects were closed secondarily 

(via split skin grafts) or closed by secondary healing in 22 patients after a mean period of 

78 ± 39 days. Figure 2 exemplifies the therapeutic course including surgical procedures in 

a patient with squamous cell carcinoma of the tongue. 

 

Figure 2. Patient with squamous cell carcinoma of the lateral tongue on the right side. (A) MRI scan 

(T1 sequence) depicting the tumor on the right side of the oral tongue. (B) Intraoperative image 
Figure 2. Patient with squamous cell carcinoma of the lateral tongue on the right side. (A) MRI scan
(T1 sequence) depicting the tumor on the right side of the oral tongue. (B) Intraoperative image
depicting the tumor. (C) Tumor after surgical excision. (D) Intraoral defect situation after tumor
resection. (E) Harvested radial forearm flap. (F) Postoperative intraoral situation after tumor resection
and reconstruction with radial forearm flap.
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Table 1. Epidemiological and pathological characteristics of the investigated cohort (T Stadium:
Tumor Stadium 1–4; N Stadium: Cervical lymph node Stadium 0–3; M Stadium: Distant metastases
Stadium 0–1; UICC: Union internationale contre le cancer—Stadium 1–4, R: Resection Status 0–1).

Parameter n (%)

Gender
Female 10 (38.5)
Male 16 (61.5)
Age

<65 years 13 (50)
>65 years 13 (50)

Pathological T Stadium
T1 18 (69.2)
T2 8 (30.8)
T3 -
T4 -

N Stadium
0 26 (100)
1 -
2a -
2b -
2c -
3 -

M Stadium
0 26 (100)
1 0

UICC
1 18 (69.2)
2 8 (30.8)
3 -
4 -

Differentiation Grade
1 6 (23.1)
2 14 (53.8)
3 2 (7.7)

Missing 4 (15.4)
R
0 26 (100)
1 -

Localization
Floor of the mouth 5 (19.2)

Tongue 11 (42.3)
Maxilla 5 (19.2)

Buccal Plane 5 (19.2)
Disease Recurrence during follow-up

Yes 2 (7.7)
No 24 (92.3)

3.3. Perioperative Data and Time of Hospitalization

Mean surgery time was 306 min. In all cases, a simultaneous two-team-approach was
chosen to make procedures efficient. Mean hospitalization time was 13 days.

Table 2 provides information about perioperative morbidity and the duration
of hospitalization.

3.4. Oncological Outcome

By the time of data analysis, all patients were alive (overall survival = 100%). Median
follow-up time was 12.5 months. Two patients had developed a local disease recurrence
(progression-free survival = 92.3%). Mean time until recurrence was 7.6 months. Both
patients were successfully treated via surgical tumor resection and microvascular recon-
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struction. Figure 3 displays the survival curve regarding progression-free survival for the
investigated cohort.

Table 2. Perioperative morbidity and hospitalization.

Parameter n (%)

Tracheostomy 10 (38.5%)
Duration of Tracheostomy 11.2 ± 7.2 days
Gastrostomy feeding tube 2 (7.7%)

Neck Dissection
Unilateral 12 (46.2%)
Bilateral 14 (53.8%)

Hospitalization Mean duration (days)
ICU/IMC 4.65 ± 5.5

Overall 13.1 ± 7.6
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3.5. Pre- and Postoperative Quality of Life

The questionnaires were filled in by the patients themselves. All 26 patients completed
the baseline questionnaire, 22 patients (84.6%) completed the questionnaires 3 months
after surgery, 18 patients (69.2%) completed the questionnaires after 6 months, 13 patients
(50%) completed the questionnaires after 12 months, and 3 patients (11.5%) completed
the questionnaires after 18 months. Because of the small number of only three patients
completing the questionnaires at t4 (18 months after surgery), this analysis mainly compares
the scores from baseline to t3. In patients with disease recurrence, the questionnaires were
not evaluated after diagnosis of recurrence.

The values for overall quality of life did not differ significantly from the baseline values
at any time point after surgery (Wilcoxon test, p-values: 0.371–0.755) (Table 3). Figure 4
displays the dynamics of mean overall QoL values for the investigated cohort.

Table 3. Median scores and quantile range of the QLQ-C30 and H&N 35 scores at different time
points during the study period.

Item t0 (n = 26) t1 (n = 22) t2 (n = 18) t3 (n = 13) t4 (n = 3)

Global Health 66.7 (50–75) 58.3 (50–83.3) 66.7 (52.1–83.3) 83.3 (66.7–83.3) 66.7 (50–75)
Pain 16.7 (2.1–31.2) 25 (0–33.3) 8.3 (0–22.9) 0 (0–16.7) 41.7 (29.2–45.8)

Swallowing 0 (0–8.3) 8.3 (0–22.9) 0 (0–8.3) 0 (0–8.3) 25 (16.7–29.2)
Speech 0 (0–11.1) 22.2 (0–52.8) 11.1 (0–22.2) 11.1 (0–22.2) 22.2 (22.2–33.3)
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The scores for the “pain” item did not alter significantly after surgical therapy and
during follow-up, apart from a decrease of the values 12 months after surgery (Wilcoxon-
test; p = 0.048) indicating a reduction in pain (Table 3, Figure 4).

Furthermore, the scores for “swallowing” showed a significant decrease between
t1 and t2 (Wilcoxon-test; p = 0.049). All other comparisons of time points did not show
significantly differing scores (Table 3, Figure 5).

The scores of the “speech” item showed a significant increase at 3 months (Wilcoxon
test, p = 0.03) compared to baseline, indicating increased subjective impairment of speech.
While the scores decreased at t2 and t3, values differed significantly between baseline and
t3 (Wilcoxon test, p = 0.021, Table 3, Figure 4).



J. Clin. Med. 2023, 12, 4833 8 of 12

J. Clin. Med. 2023, 12, x FOR PEER REVIEW 8 of 12 
 

 

The scores for the “pain” item did not alter significantly after surgical therapy and 

during follow-up, apart from a decrease of the values 12 months after surgery (Wilcoxon-

test; p = 0.048) indicating a reduction in pain (Table 3, Figure 4). 

Furthermore, the scores for “swallowing” showed a significant decrease between t1 

and t2 (Wilcoxon-test; p = 0.049). All other comparisons of time points did not show sig-

nificantly differing scores (Table 3, Figure 5). 

The scores of the “speech” item showed a significant increase at 3 months (Wilcoxon 

test, p = 0.03) compared to baseline, indicating increased subjective impairment of speech. 

While the scores decreased at t2 and t3, values differed significantly between baseline and 

t3 (Wilcoxon test, p = 0.021, Table 3, Figure 4). 

 

Figure 5. Boxplot diagram of the items “swallowing” and “speech” over time together with Wil-

coxon test p-values for the pairwise comparison of time points. 

4. Discussion 

While surgery has been broadly accepted as primary treatment for resectable SCCs 

of the oral cavity, reconstructive procedures are still a matter of debate, especially in early-

stage tumors. Key arguments against free-flap reconstruction in early-stage tumors are 

longer surgery times, potential donor-site morbidity, and inferior function in terms of 

speech and swallowing. 

Short surgery times are of high importance to minimize patient related peri- and 

postoperative complications, to shorten waiting times for patients and, thus, to reduce 

Figure 5. Boxplot diagram of the items “swallowing” and “speech” over time together with Wilcoxon
test p-values for the pairwise comparison of time points.

4. Discussion

While surgery has been broadly accepted as primary treatment for resectable SCCs of
the oral cavity, reconstructive procedures are still a matter of debate, especially in early-
stage tumors. Key arguments against free-flap reconstruction in early-stage tumors are
longer surgery times, potential donor-site morbidity, and inferior function in terms of
speech and swallowing.

Short surgery times are of high importance to minimize patient related peri- and
postoperative complications, to shorten waiting times for patients and, thus, to reduce
treatment delay and to maintain operation room (OR) efficiency. While reduction in
treatment delay is of crucial prognostic relevance especially in patients suffering from early-
stage tumors, our data clearly indicate that free-flap reconstruction does not necessarily lead
to inefficient OR management with mean surgery times of close to 300 min for microvascular
reconstructions in our cohort. Surgical procedures are inarguably faster when primary
wound closure is chosen, but this sole factor should not be guiding decision making in
this highly relevant question. Oncological safety and postoperative quality of life (QoL)
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are the essential outcome measures that should determine therapy planning and choice
of procedures.

In the presented study, we assessed QoL in terms of global health, pain, and function
by means of speech and swallowing. Several questionnaires for the assessment of quality of
life are available, and, inarguably, there are strengths and frailties to each one, including the
ones chosen for the presented investigation. While there may be instruments to assess QoL
with a more detailed focus on single functional aspects following surgical procedures in
the head and neck area, the successful usage of the QLQ-C30 and H&N35 questionnaires in
several other studies confirms the validity of this method and enhances the comparability
with other studies [16,20–24].

While the surgical and organizational advantages and disadvantages of free-flap
reconstruction are often used as key arguments in the debate concerning reconstructive
procedures in patients with early-stage tumors, postoperative quality of life should be the
main factor guiding treatment decisions. Most available publications on the topic are based
on retrospective analyses without preoperative QoL assessment. Broad comparability is
further limited due to different tumor stages, questionnaires, and timing of QoL assessment.
Hence, statements concerning postoperative QoL in dependence of different reconstructive
procedures are contradictory, with several authors stating either superiority of primary
wound closure or free-flap reconstruction. In most of the reported cases, the authors
focused on tumors of the tongue, a fact that further reduces the universal validity of the
reported data [10,11,13,25].

In most scores, we did not find significant changes between the pre- and postoperative
values, except for the “pain”, the “swallowing” and the “speech” items. The significant
reduction in pain after tumor resection has been shown by other studies and may serve
as an argument in favor of surgical therapy in general [16,26]. Regarding the “speech”
item, patients reported a significant subjective impairment of function postoperatively.
The reported values improved during follow-up, but the scores still differed significantly
from the baseline measurement after 12 months (Table 3 and Figure 4). While Bressmann
et al. reported superior intelligibility in patients after free-flap reconstruction, other authors
report better postoperative function after primary closure or secondary healing without
wound closure [10,11,27]. Here, again, the focus often lies on tumors of the tongue, aggra-
vating comparability with our results. Meanwhile, impairment of speech and swallowing
function as seen in our analysis may be attributable to postoperative swelling and was
reversible as demonstrated by not significantly differing score values between baseline and
18 months after surgical therapy. Longer follow-up and a larger cohort are needed in order
to strengthen the validity of the data.

Furthermore, oncological outcome of the cohort was analyzed. Overall survival rates
of patients with HNSCC in a “localized stadium” have been reported to range between
79 and 83% [28,29]. Here, the aim of treating specialists should be to further improve
survival rates, and secondly, to provide a therapy with good postoperative quality of life
in terms of functional and aesthetic outcomes. In our analysis, only two cases of local
recurrence occurred during follow-up. While a median follow-up time of 12.5 months does
not allow for a final evaluation, still the low rate of disease recurrence seems encouraging
as many cases of locoregional recurrence develop within the first 12 to 18 months after
primary treatment [16,30]. Safe surgical margins have been shown to be crucial for the
occurrence of local disease recurrence and Lu et al. concluded that free-flap reconstruction
in patients with SCC of the tongue resulted in wider margins and better progression-free
survival compared to patients without free-flap reconstruction [9]. Before 2010, our in-
house strategy implied the use of local reconstruction and split skin grafts for defect closure
after tumor resection. A retrospective analysis presented a not negligible rate of local
recurrences [31]. The analysis showed 122 OSCC after clinical staging (certainty level 2), of
which 116 patients received local reconstruction. After pathological staging (certainty level
4), 5-year disease-free survival was 61.6% in stage I and II OSCCs [31]. Considering the
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oncological outcome in the literature and our own experience with local reconstruction, we
feel reinforced with our consistent microvascular therapeutic strategy.

There are frailties to the study design that must be discussed. The statistical power
of an unrandomized one-armed observational study is limited in the first place, as the
primary aim of the study was to evaluate the hypothesis of good functional and oncological
outcome after tumor resection and free-flap reconstruction in patients with early-stage
OSCC. Secondly, the overall number of patients and the follow-up time are yet limited, and
therefore the presented results may be regarded as a promising tendency at the most. This
applies to the oncological results as well as to the reported functional outcomes, as only
three patients completed the questionnaires at time point 4 (18 months after surgery). Here,
another evaluation of the results is needed after all included patients completed the whole
follow-up period of 24 months. Furthermore, the patient cohort is heterogeneous regarding
tumor localization within the oral cavity. The functional advantages or disadvantages of
free-flap reconstruction however are possibly mostly dependent on the anatomical subunit
affected by the tumor and thus by the method of reconstruction, as stated above. Here,
again, more patients are warranted to enable a subsite-specific analysis of postoperative
function and QoL. We therefore plan to extend the study on additional cancer centers to
enhance patient numbers and to add value to the data after the protocol has been proven to
be feasible. In a further step, we plan to implement randomization in two treatment groups
(primary wound closure vs. free-flap reconstruction) in a follow-up study (Supplementary
Materials, Figure S1).

5. Conclusions

The presented study successfully demonstrates that free-flap reconstruction in early-
stage OSCC is a safe and efficient procedure that provides convincing oncological results
while preserving a high quality of life. Surgery time and duration of hospitalization are
moderate and comparable to patients receiving primary wound closure. To further enhance
the quality of the data, the presented study will be extended to a multicentric approach.

Supplementary Materials: The following supporting information can be downloaded at: https://
www.mdpi.com/article/10.3390/jcm12144833/s1, Figure S1. Flow chart depicting the future study
protocol including patient randomization.

Author Contributions: Conceptualization, J.M. and C.F.; methodology, J.M., S.Z. and D.H.; software,
J.M., S.Z. and R.B.; validation, O.R., C.F., J.H., S.Z., M.E., K.F. and D.H.; formal analysis, J.M., S.Z.,
K.F. and O.R.; investigation, J.M., S.Z. and D.H.; resources, D.H., K.F., C.F. and J.H.; data curation,
J.M., D.H., S.Z. and R.B.; writing—original draft preparation, J.M. and S.Z.; writing—review and
editing, O.R., K.F., M.E., D.H. and J.H.; visualization, J.M., R.B. and S.Z.; supervision, C.F.; project
administration, C.F., K.F. and J.H. All authors have read and agreed to the published version of
the manuscript.

Funding: This publication was financially supported by the Strasbourg Osteosynthesis Research
Group (S.O.R.G. e.V.).

Institutional Review Board Statement: All procedures performed in this study were conducted in
accordance with the ethical standards of the local Institutional Review Board (Ethic Vote: S-414/2017)
and with the 1964 Helsinki declaration and its later amendments or comparable ethical standards.

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.

Data Availability Statement: The data presented in this study are available on request from the
corresponding author.

Acknowledgments: The authors thank Regina Männl for her help in the study-related organization
and follow-up. The presented data are part of Sven Zittel’s doctoral thesis.

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

https://www.mdpi.com/article/10.3390/jcm12144833/s1
https://www.mdpi.com/article/10.3390/jcm12144833/s1


J. Clin. Med. 2023, 12, 4833 11 of 12

References
1. Ferlay, J.; Shin, H.R.; Bray, F.; Forman, D.; Mathers, C.; Parkin, D.M. Estimates of worldwide burden of cancer in 2008: GLOBOCAN

2008. Int. J. Cancer 2010, 127, 2893–2917. [CrossRef] [PubMed]
2. Ferlay, J.; Soerjomataram, I.; Dikshit, R.; Eser, S.; Mathers, C.; Rebelo, M.; Parkin, D.M.; Forman, D.; Bray, F. Cancer incidence and

mortality worldwide: Sources, methods and major patterns in GLOBOCAN 2012. Int. J. Cancer 2015, 136, E359–E386. [CrossRef]
[PubMed]

3. Siegel, R.L.; Miller, K.D.; Jemal, A. Cancer statistics, 2018. CA Cancer J. Clin. 2018, 68, 7–30. [CrossRef]
4. Pignon, J.P.; le Maitre, A.; Maillard, E.; Bourhis, J.; Group, M.-N.C. Meta-analysis of chemotherapy in head and neck cancer

(MACH-NC): An update on 93 randomised trials and 17,346 patients. Radiother. Oncol. 2009, 92, 4–14. [CrossRef]
5. Kligerman, J.; Lima, R.A.; Soares, J.R.; Prado, L.; Dias, F.L.; Freitas, E.Q.; Olivatto, L.O. Supraomohyoid neck dissection in the

treatment of T1/T2 squamous cell carcinoma of oral cavity. Am. J. Surg. 1994, 168, 391–394. [CrossRef]
6. Akhtar, S.; Ikram, M.; Ghaffar, S. Neck involvement in early carcinoma of tongue. Is elective neck dissection warranted? J. Pak.

Med. Assoc. 2007, 57, 305–307. [PubMed]
7. D’Cruz, A.K.; Vaish, R.; Kapre, N.; Dandekar, M.; Gupta, S.; Hawaldar, R.; Agarwal, J.P.; Pantvaidya, G.; Chaukar, D.;

Deshmukh, A.; et al. Elective versus Therapeutic Neck Dissection in Node-Negative Oral Cancer. N. Engl. J. Med. 2015, 373,
521–529. [CrossRef]

8. Kansy, K.; Hoffmann, J.; Alhalabi, O.; Mistele, N.; Freier, K.; Shavlokhova, V.; Mertens, C.; Freudlsperger, C.; Engel, M. Long-term
donor site morbidity in head and neck cancer patients and its impact on quality of life: A cross-sectional study. Int. J. Oral
Maxillofac. Surg. 2019, 48, 875–885. [CrossRef] [PubMed]

9. Lu, C.C.; Tsou, Y.A.; Hua, C.H.; Tsai, M.H. Free flap reconstruction for early stage tongue squamous cell carcinoma: Surgical
margin and recurrence. Acta Otolaryngol. 2018, 138, 945–950. [CrossRef]

10. Bressmann, T.; Sader, R.; Whitehill, T.L.; Samman, N. Consonant intelligibility and tongue motility in patients with partial
glossectomy. J. Oral Maxillofac. Surg. 2004, 62, 298–303. [CrossRef]

11. Romer, C.A.E.; Broglie Daeppen, M.A.; Mueller, M.; Huber, G.F.; Guesewell, S.; Stoeckli, S.J. Long-term speech and swallowing
function after primary resection and sentinel node biopsy for early oral squamous cell carcinoma. Oral Oncol. 2019, 89, 127–132.
[CrossRef]

12. McConnel, F.M.; Pauloski, B.R.; Logemann, J.A.; Rademaker, A.W.; Colangelo, L.; Shedd, D.; Carroll, W.; Lewin, J.; Johnson, J.
Functional results of primary closure vs flaps in oropharyngeal reconstruction: A prospective study of speech and swallowing.
Arch. Otolaryngol. Head Neck Surg. 1998, 124, 625–630. [CrossRef] [PubMed]

13. Ji, Y.B.; Cho, Y.H.; Song, C.M.; Kim, Y.H.; Kim, J.T.; Ahn, H.C.; Tae, K. Long-term functional outcomes after resection of tongue
cancer: Determining the optimal reconstruction method. Eur. Arch. Otorhinolaryngol. 2017, 274, 3751–3756. [CrossRef]

14. Aaronson, N.K.; Ahmedzai, S.; Bergman, B.; Bullinger, M.; Cull, A.; Duez, N.J.; Filiberti, A.; Flechtner, H.; Fleishman, S.B.;
de Haes, J.C.; et al. The European Organization for Research and Treatment of Cancer QLQ-C30: A quality-of-life instrument for
use in international clinical trials in oncology. J. Natl. Cancer Inst. 1993, 85, 365–376. [CrossRef] [PubMed]

15. Fayers, P.; Aaronson, N.K.; Bjordal, K.; Groenvold, M.; Curran, D. EORTC QLQ-C30 Scoring Manual; European Organisation for
Research and Treatment of Cancer: Brussels, Belgium, 2001; Volume 3.

16. Horn, D.; Zittel, S.; Moratin, J.; Metzger, K.; Ristow, O.; Krisam, J.; Bodem, J.; Engel, M.; Freudlsperger, C.; Hoffmann, J.; et al.
Prospective feasibility analysis of salvage surgery in recurrent oral cancer in terms of quality of life. Oral Oncol. 2020, 102, 104580.
[CrossRef]

17. Lydick, E.; Epstein, R.S. Interpretation of quality of life changes. Qual. Life Res. 1993, 2, 221–226. [CrossRef] [PubMed]
18. Jaeschke, R.; Singer, J.; Guyatt, G.H. Measurement of health status. Ascertaining the minimal clinically important difference.

Control Clin. Trials 1989, 10, 407–415. [CrossRef] [PubMed]
19. Cocks, K.; King, M.T.; Velikova, G.; Martyn St-James, M.; Fayers, P.M.; Brown, J.M. Evidence-based guidelines for determination

of sample size and interpretation of the European Organisation for the Research and Treatment of Cancer Quality of Life
Questionnaire Core 30. J. Clin. Oncol. 2011, 29, 89–96. [CrossRef]

20. Wan Leung, S.; Lee, T.F.; Chien, C.Y.; Chao, P.J.; Tsai, W.L.; Fang, F.M. Health-related quality of life in 640 head and neck cancer
survivors after radiotherapy using EORTC QLQ-C30 and QLQ-H&N35 questionnaires. BMC Cancer 2011, 11, 128. [CrossRef]

21. Bjordal, K.; de Graeff, A.; Fayers, P.M.; Hammerlid, E.; van Pottelsberghe, C.; Curran, D.; Ahlner-Elmqvist, M.; Maher, E.J.; Meyza,
J.W.; Bredart, A.; et al. A 12 country field study of the EORTC QLQ-C30 (version 3.0) and the head and neck cancer specific
module (EORTC QLQ-H&N35) in head and neck patients. EORTC Quality of Life Group. Eur. J. Cancer 2000, 36, 1796–1807.
[CrossRef]

22. Jansen, F.; Snyder, C.F.; Leemans, C.R.; Verdonck-de Leeuw, I.M. Identifying cutoff scores for the EORTC QLQ-C30 and the head
and neck cancer-specific module EORTC QLQ-H&N35 representing unmet supportive care needs in patients with head and neck
cancer. Head Neck 2016, 38 (Suppl. S1), E1493–E1500. [CrossRef] [PubMed]

23. Aarstad, H.J.; Osthus, A.A.; Aarstad, H.H.; Lybak, S.; Aarstad, A.K.H. EORTC Quality of Life Questionnaire Head and Neck
(H&N)-35 scores from H&N squamous cell carcinoma patients obtained at diagnosis and at 6, 9 and 12 months following
diagnosis predict 10-year overall survival. Eur. Arch. Otorhinolaryngol. 2019, 276, 3495–3505. [CrossRef]

https://doi.org/10.1002/ijc.25516
https://www.ncbi.nlm.nih.gov/pubmed/21351269
https://doi.org/10.1002/ijc.29210
https://www.ncbi.nlm.nih.gov/pubmed/25220842
https://doi.org/10.3322/caac.21442
https://doi.org/10.1016/j.radonc.2009.04.014
https://doi.org/10.1016/S0002-9610(05)80082-0
https://www.ncbi.nlm.nih.gov/pubmed/17629233
https://doi.org/10.1056/NEJMoa1506007
https://doi.org/10.1016/j.ijom.2019.01.009
https://www.ncbi.nlm.nih.gov/pubmed/30718032
https://doi.org/10.1080/00016489.2018.1490030
https://doi.org/10.1016/j.joms.2003.04.017
https://doi.org/10.1016/j.oraloncology.2018.12.027
https://doi.org/10.1001/archotol.124.6.625
https://www.ncbi.nlm.nih.gov/pubmed/9639470
https://doi.org/10.1007/s00405-017-4683-8
https://doi.org/10.1093/jnci/85.5.365
https://www.ncbi.nlm.nih.gov/pubmed/8433390
https://doi.org/10.1016/j.oraloncology.2020.104580
https://doi.org/10.1007/BF00435226
https://www.ncbi.nlm.nih.gov/pubmed/8401458
https://doi.org/10.1016/0197-2456(89)90005-6
https://www.ncbi.nlm.nih.gov/pubmed/2691207
https://doi.org/10.1200/JCO.2010.28.0107
https://doi.org/10.1186/1471-2407-11-128
https://doi.org/10.1016/s0959-8049(00)00186-6
https://doi.org/10.1002/hed.24266
https://www.ncbi.nlm.nih.gov/pubmed/27111696
https://doi.org/10.1007/s00405-019-05630-2


J. Clin. Med. 2023, 12, 4833 12 of 12

24. Sherman, A.C.; Simonton, S.; Adams, D.C.; Vural, E.; Owens, B.; Hanna, E. Assessing quality of life in patients with head and
neck cancer: Cross-validation of the European Organization for Research and Treatment of Cancer (EORTC) Quality of Life Head
and Neck module (QLQ-H&N35). Arch. Otolaryngol. Head Neck Surg. 2000, 126, 459–467. [CrossRef]

25. Patro, S.K.; Panda, N.K.; Bakshi, J.; Verma, R.K.; Kumar, P.; Gaba, S.; John, J.R. Quality of Life in Patients with Reconstructions
After Resections for Oral Cavity Cancers. Indian J. Otolaryngol. Head Neck Surg. 2019, 71, 291–300. [CrossRef] [PubMed]

26. Viana, T.S.A.; Silva, P.G.B.; Pereira, K.M.A.; Mota, M.R.L.; Alves, A.; de Souza, E.F.; Sousa, F.B. Prospective Evaluation of Quality
of Life in Patients Undergoing Primary Surgery for Oral Cancer: Preoperative and Postoperative Analysis. Asian Pac. J. Cancer
Prev. 2017, 18, 2093–2100. [CrossRef] [PubMed]

27. Lee, D.Y.; Ryu, Y.J.; Hah, J.H.; Kwon, T.K.; Sung, M.W.; Kim, K.H. Long-term subjective tongue function after partial glossectomy.
J. Oral Rehabil. 2014, 41, 754–758. [CrossRef]

28. Min, S.K.; Choi, S.W.; Ha, J.; Park, J.Y.; Won, Y.J.; Jung, K.W. Conditional relative survival of oral cavity cancer: Based on Korean
Central Cancer Registry. Oral Oncol. 2017, 72, 73–79. [CrossRef]

29. Siegel, R.L.; Miller, K.D.; Jemal, A. Cancer Statistics, 2017. CA Cancer J. Clin. 2017, 67, 7–30. [CrossRef]
30. Moratin, J.; Metzger, K.; Engel, M.; Hoffmann, J.; Freudlsperger, C.; Freier, K.; Horn, D. The occurrence of cervical metastases in

squamous cell carcinoma of the tongue: Is there a rationale for bilateral neck dissection in early-stage tumors? J. Craniomaxillofac.
Surg. 2019, 47, 1134–1138. [CrossRef]

31. Thiele, O.C.; Seeberger, R.; Flechtenmacher, C.; Hofele, C.; Freier, K. The role of elective supraomohyoidal neck dissection in the
treatment of early, node-negative oral squamous cell carcinoma (OSCC): A retrospective analysis of 122 cases. J. Craniomaxillofac.
Surg. 2012, 40, 67–70. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.1001/archotol.126.4.459
https://doi.org/10.1007/s12070-018-1282-y
https://www.ncbi.nlm.nih.gov/pubmed/31741975
https://doi.org/10.22034/APJCP.2017.18.8.2093
https://www.ncbi.nlm.nih.gov/pubmed/28843228
https://doi.org/10.1111/joor.12193
https://doi.org/10.1016/j.oraloncology.2017.07.006
https://doi.org/10.3322/caac.21387
https://doi.org/10.1016/j.jcms.2019.03.003
https://doi.org/10.1016/j.jcms.2011.02.001

	Introduction 
	Materials and Methods 
	Study Protocol 
	Statistics 

	Results 
	Patient Cohort 
	Reconstructive Procedures 
	Perioperative Data and Time of Hospitalization 
	Oncological Outcome 
	Pre- and Postoperative Quality of Life 

	Discussion 
	Conclusions 
	References

