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ABSTRACT. Lips are the location of more than 27.5% of oral lesions due to their anatomical location and
constant exposure to irritating factors. The aim of the present work was to carry out a study of lip neoplasms
diagnosed in an oral histopathology laboratory. This is a cross-sectional study based on secondary data of
lip neoplasms diagnosed in a histopathology service between January 2000 and December 2021. 109 cases
(7.6% of the total) were analyzed. The average evolution time was 26.55 months. Excisional biopsy was
more frequent in 52 cases (47.7%). Males were affected in 63 cases (57.8%). The mean age was 47.07 years.
Benign neoplasms were more frequent in 71 cases (65.1%), the lower lip was the main site of occurrence,
with 61 cases (56%). Papilloma accounted for 33 cases (30.3%), oral squamous cell carcinoma for 32 cases
(29.4%) and pleomorphic adenoma for 12 cases (11%). In 81 cases (74.3%), there was agreement between
clinical diagnosis and histopathological findings. Benign neoplasms are more frequent than malignant
ones, with higher incidence in males and in patients over the 5™ decade of life. The most common location
was the lower lip and oral squamous cell carcinoma accounted for most malignant neoplasms.
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Introduction

Due to their anatomical location, mobility and contact with the teeth, lips are constantly exposed to
various types of irritating and carcinogenic agents, such as ultraviolet radiation, food, tobacco and
trauma (Patil & Maheshwari, 2014; Curra et al., 2016; Barros et al., 2020; Giinizi & Giinizi, 2022). Thus,
lips can be considered a site where several types of pathological and clinical alterations of the most varied
origins can occur: traumatic, infectious, inflammatory lesions, lesions with malignant potential and
those of neoplastic nature (Ntomouchtsis et al., 2010; Kalogirou et al., 2021; Osterne et al., 2011; Alhabbab
& Johar, 2022).

Lips can host up to 25.7% of oral lesions, including oral cancers (Barros et al., 2020). According to Alhabbab
and Johar (2022), oral cavity neoplasms represent approximately 5% of all malignant neoplasms, being about
90% squamous cell carcinomas (SCC), whose clinical behavior is quite aggressive and presents early cervical
metastasis (Louredo et al., 2022).

Regarding the predominant location of these lesions, the lower lip is considered by most authors to be the
main site affected, followed by the upper lip and lip commissure (Ntomouchtsis et al., 2010; Curra et al., 2016;
Kalogirou et al., 2021; Osterne et al., 2011; Barros et al., 2020).

Due to the wide range of neoplastic lesions capable of developing in the labial region and considering that
some of these have aggressive behavior, adequate and early diagnosis is essential to establish adequate
treatment and promote prevention. For this, detailed clinical and histopathological examinations are
necessary, in which it is necessary to understand the etiology and risk factors, distribution, natural history
and epidemiology of oral mucosa pathologies (Ntomouchtsis et al., 2010; Hashim, Genden, Posner, Hashibe,
& Boffeta, 2019; Osterne et al., 2011).

In this context, the aim of the present work was to carry out a study of lip neoplasms diagnosed in an oral
histopathology laboratory, in order to confirm the prevalence of SCC among malign neoplastic lesion in this
location.
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Materials and methods

This is a retrospective cross-sectional study based on clinical records and histopathological reports of lip
biopsy samples diagnosed in an oral histopathology laboratory, approved by the Research Ethics Committee
(protocol number: 46177521.0.0000.5208).

The study population consisted of all cases diagnosed and filed at the Oral Pathology Laboratory between
January 1, 2000 and December 31, 2021.

Clinical and demographic data such as age, sex, lesion location (upper lip, lower lip or both), evolution
time (in months), clinical diagnostic hypotheses, type of biopsy and final diagnosis were collected. To confirm
the diagnosis, histological sections stained with hematoxylin-eosin filed in the biobank of the referred service
were reviewed by two experienced pathologists. After review, lesions were grouped according to their nature
into: (1) benign neoplasms and (2) malignant neoplasms, according to classification proposed by Slootweg
and El-Nagar (2018).

Collected data were typed and analyzed using the IBM Statistical Package for the Social Science (SPSS)
Statistics software (IBM Corporation, New York, United States), version 24.0. Descriptive statistics were
obtained for all variables described. Associations between clinical and histopathological characteristics were
assessed using the Fisher's exact test or chi-square test.

Results and discussion

Of 1433 lip lesions diagnosed in the Oral Histopathology Laboratory, 109 (7.6%) were neoplasms.

The mean age of patients was 47 years (minimum age of 05 years and maximum of 97 years), and the mean
evolution time of cases was 26.55 months (minimum time of 0.23 months and maximum time of 480 months).
Males were affected in 57.8% (n63) of cases, followed by females with 42.2% (n46).

The most frequent location of lesions was the lower lip (56%) and in 72.5% of cases, the type of biopsy
performed was reported, of which 47.7% were of excisional type.

As can be seen in table 1, the most frequent lesion was papilloma (30.3%) followed by SCC (29.4%). Thus,
benign neoplasms are more prevalent than malignant, accounting for 65.1% of cases.When analyzing whether
diagnostic hypotheses were compatible with the histopathological diagnoses found, 74.3% agreement was
obtained (Table 2).

Table 1. Distribution of cases by histological diagnosis.

Histopathological Diagnosis Frequency Percentage

Squamous Cell Carcinoma 36 29.4
Hemangioma 10 9.2
Fibrolipoma 2 1.8
Papilloma 33 30.3

Pleom. Adenoma 11 11
Canal. Adenoma 4 3.7
Leiomyosarcoma 1 0.9
Lipoma 8 5.5
Neurofibroma 2 2.8
Glomous cell tumor 1 0.9
Polymorphous low-grade adenocarcinoma 1 0.9
Bascellular CA. 3 2.8
Mucoepidermoid CA. 1 0.9
Total 109 100

Pleom. adenoma.: Pleomorphic adenoma; Canal. Adenoma: Canalicular adenoma.
Source: Oral Histopathology Laboratory.

Table 2. Distribution of concordances between clinical and histopathological diagnoses.

Frequency Percentage
Valid Yes 81 74.3
No 27 24.8
Total 108 99.1
Omission 1 0.9
Total 109 100

Source: Oral Histopathology Laboratory.
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Table 3 shows the distribution of neoplasms by decade of life. It was observed that the 5™ decade of life
was the most affected, with 14.7% of cases, followed by the 6™ (12.8%) and the 2™ decade of life (11.9%).

Table 4 illustrates the correlation of histopathological diagnoses with variables sex, location, type of
biopsy, confirmation of clinical diagnosis through histopathological analysis and lesion group.

Table 3. Distribution of neoplasms by decade of life.

Decade Frequency Percentage

1%t decade 7 6.4
2" decade 13 11.9

3" decade 7 6.4

4 decade 8 7.3
5% decade 16 14.7
valid 6™ decade 14 12.8
7% decade 12 11.0
8™ decade 12 11.0

9™ decade 6 5.5

10 ecade 1 0.9

Total 96 88.1

Omission 13 11.9
Total 109 100

Source: Oral Histopathology Laboratory.

Table 4. Correlation of histological diagnoses with sex, lesion location, type of biopsy, confirmation of clinical diagnosis and lesion group.

Histological diagnosis Variables
Sex (%) Lesion location (%) Biopsy (%) Confirm. (%) Group (%)
F M LL UL UnL ULL Exc Inc Yes No Malig Benig
SCC 31.3 68.8 93.8 6.3 0 0 13 87 81.3 18.8 100 0
Hemangioma 60 40 30 60 10 0 714  28.6 50 50 0 100
Fibrolipoma 0 100 100 0 0 0 100 0 100 0 0 100
Papilloma 51.5 48.5 48.5 33.3 15.2 3 89.7 10.3 93.9 6.1 0 100
Pleom. adenoma 41.7 58.3 0 100 0 0 87.5 12.5 63.6 36.4 0 100
Canalicular adenoma 0 100 0 100 0 0 - - 66.7 33.3 0 100
Leiomyossarcoma 0 100 100 0 0 0 - - 0 100 100 0
Lipoma 50 50 83.3 16.7 0 0 100 0 66.7 33.3 0 100
Neurofibroma 66.7 33.3 66.7 33.3 0 0 100 0 33.3 66.7 0 100
Glomus cell tumor 100 0 100 0 0 0 - - 0 100 0 100
Polymorphous low-grade ,,, 0 100 0 0 100 0 0 100 100 0
adenocarcinoma
Basocellular ca. 0 100 33.3 66.7 0 0 50 50 66.7 33.3 100 0
Mucoepidermoid ca. 0 100 100 0 0 0 - - 0 100 100 0

LL: lower lip; UL: Upper lip; UnL: unspecified lip; ULL: upper and lower lip; Exc: excisional; Inc: incisional Malig: malignant; Benig: benign; Confirm:
confirmation. T % of cross-tabulation between % of histopathological diagnosis and each of the variables.

Source: Oral Histopathology Laboratory.

In Table 5, it is possible to observe the correlation of histopathological diagnoses with decades of life.

The present study analyzed lip neoplasms diagnosed in an oral histopathology laboratory regarding
histological patterns, correlating them with variables such as: lesion site, lesion group, evolution time, sex,
decade of life, type of biopsy and agreement between clinical and histopathological diagnoses.

The site most affected by neoplasms was the lower lip. This result is consistent with those found in the
study by Barros et al. (2020), who conducted an 11-year retrospective study of lip lesions treated at an oral
diagnostic service, in which 76,2% affected the lower lip and it was concluded that this result is due to traumas
that occur in this region.

Male patients were the most affected by neoplasms and the most frequent age groups were the 5%, 6™ and
2 decades of life, respectively. These results are consistent with other studies reviewed in literature
(Ntomouchtsis et al., 2010; Osterne et al., 2011; Barros et al., 2020; Kalogirou et al., 2021).

Regarding the evolution time/complaint of lesions at the time of biopsy, it was observed that the average
was 26.55 months, an alarming data that may reflect the difficulty of access and delay of the population in
seeking health care services.
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Table 5. Correlation of histological diagnoses by decade of life.

Histological Diagnosis Decade of Life (%)
4th 5th  6th  7th 8th 9th  10th Total (%)

—_
1%l
-+
N
j=)
[=N
w
A
[=N

SCC % HD 0 0 0 6.7 16.7 20 16.7 26,7 13.3 0 100
Hemangioma % HD 0 10 0 30 10 30 10 10 0 0 100
Fibrolipoma % HD 0 0 0 0 0 0 50 0 0 50 100
Papilloma % HD 214 28.6 3.6 7.1 28.6 0 7.1 3.6 0 0 100
Pleom. adenoma % HD 0 30 30 10 10 0 20 0 0 0 100
Canalicular adenoma % HD 0 100 0 0 0 0 0 0 0 0 100
Leiomyossarcoma % HD 100 0 0 0 0 0 0 0 0 0 100
Lipoma % HD 0 0 0 0 20 40 0 40 0 0 100
Neurofibroma % HD 0 0 33.3 0 0 0 33.3 0 33.3 0 100
Glomus cell tumor % HD 0 0 0 0 0 100 0 0 0 0 100
Adenocarcinoma
Polymorphous low-grade % HD 0 0 100 0 0 0 0 0 0 0 100
adenocarcinoma
Basocellular ca. % HD 0 0 50 0 0 50 0 0 0 0 100
Mucoepidermoid ca. % HD 0 0 0 0 0 100 0 0 0 0 100

HD: histopathological diagnosis.
Source: Oral Histopathology LaboratoryRe.

Regarding the type of biopsy, a significant part of referral forms did not have this information, which is
another finding that may indicate the carelessness of professionals in filling out the clinical form to request
histological examination. In the present study, excisional biopsy was predominant, a result consistent with
that found in the study by Kalogirou et al. (2021), in which lip lesions were excised in 98.5% of cases. This
agreement may be because, in both studies, the percentage of benign lesions was higher, which would justify
the excisional biopsy.

Benign neoplasms were more prevalent than malignant neoplasms, which corroborates the consulted
literature (Osterne et al., 2011; Curra et al., 2016). Most benign salivary gland neoplasms are more frequent
in the upper lip (Osterne et al., 2011; Kalogirou et al., 2021). In this study, among all diagnosed neoplasms,
SCC was the most incident, which led to the conclusion that the lower lip is the most affected site.

Still in relation to SCC, 2 cases occurred in the upper lip, an unusual location for its development, since
the main etiological factor is exposure to solar radiation. Another very relevant data in the present study
regarding SCC is that this lesion occurred before the age of 40 years in 3% of cases, drawing attention to the
increasing occurrence of oral cancer in younger patients. Despite this finding, cases of SCC diagnosed in this
study were more prevalent in the 6™ and 8" decades of life, which is in agreement with results found in other
studies, which reported that the most prevalent age groups are the 7%, 8" and 9 decades of life (Osterne et al.,
2011; Kalogirou et al., 2021).

Among benign neoplasms, the most prevalent were, respectively, papilloma, pleomorphic adenoma and
hemangioma. This result is similar, in part, to that found in other studies, as some results report fibroma and lipomas
as among the most prevalent neoplasms (Ntomouchtsis et al., 2010; Curra et al., 2016; Kalogirou et al., 2021).

In the present study, agreement between clinical and histopathological diagnoses was observed in most
cases, a result that reflects the good preparation of professionals in diagnosing mouth lesions, a result similar
to that found in the study by Curra et al. (2016), who analyzed the accuracy of clinical diagnosis for the
identification of potentially malignant tumors and disorders and malignant lip lesions. However, despite the
high accuracy rate, and in line with results found in literature, a significant part of lesions diagnosed as SCC
were not compatible with the diagnostic hypothesis recorded in the referral form. This also draws attention
to another fact, the high rate of excisional biopsies in cases diagnosed as SCC, biopsies were excisional and in
the only case of polymorphous low-grade adenocarcinoma, excisional biopsy was also performed, raising the
discussion regarding the possible total removal of malignant tumors by dentists and its impact on the
patient's prognosis.

Conclusion

In the series of cases under study, it was possible to affirm that benign neoplasms are more frequent than
malignant ones, with higher incidence in males and in patients from the 5" decade of life. The most affected
location was the lower lip and squamous cell carcinoma was the lesion that accounted for the largest number
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of cases among malignant neoplasms. There was a high accuracy rate between clinical and histopathological
diagnosis. It is important to emphasize that whenever there is suspicion of malignancy, incisional biopsy
rather than excisional biopsy must be performed.

References

Alhabbab, R., & Johar, R. (2022). Lip cancer prevalence, epidemiology, diagnosis, and management: A
review of the literature. Advances in Oral and Maxillofacial Surgery, 6, 100276.

DOI: https://doi.org/10.1016/j.adoms.2022.100276.

Barros, C. C., Medeiros, C. K., Rolim, L. S., Cavalcante, I. L., Santos, P. P., Silveira, E. J., & Oliveira, P. T.
(2020). A retrospective 11-year study on lip lesions attended at an oral diagnostic service. Medicina Oral,
Patologia Oral y Cirugia Bucal,25(3), e370-e374. DOI: https://doi.org/10.4317/medoral.23390.

Curra, M., Salvadori, G., Junges, R., Santana Filho, M., Hugo, F. N., & Martins, M. D. (2016). Accuracy of
clinical diagnosis for the identification of potentially malignant disorders and malignant lip lesions.
Brazilian Oral Research, 30(1), e135. DOI: https://doi.org/10.1590/1807-3107BOR-2016.v0130.0135.

Giinizi, H., & Giinizi, O. C. (2022) Histological analysis of oral cavity lesions. International Journal of
Academic Medicine and Pharmacy, 4, 52-54. DOI: https://doi.org/10.47009/jamp.2022.4.2.11.

Hashim, D., Genden, E., Posner, M., Hashibe, M., & Boffetta, P. (2019). Head and neck cancer prevention:
from primary prevention to impact of clinicians on reducing burden. Annals of Oncology: Official Journal
of the European Society for Medical Oncology,30(5), 744-756.

DOI: https://doi.org/10.1093/annonc/mdz084.

Kalogirou, E. M., Balta, M. G., Koufatzidou, M., Tosiou, A., Tosios, K. I., & Nikitakis, N. G. (2021). Tumors of
the labial mucosa: a retrospective study of 1045 biopsies. Medicina Oral, Patologia Oral y Cirugia
Bucal,26(1), e36-e42. DOI: https://doi.org/10.4317/medoral.23933.

Louredo, B. V., Vargas, P. A., Pérez-de-Oliveira, M. E., Lopes, M. A., Kowalski, L. P., & Curado, M. P. (2022).
Epidemiology and survival outcomes of lip, oral cavity, and oropharyngeal squamous cell carcinoma in a
southeast Brazilian population. Medicina Oral, Patologia Oral y Cirurgia Bucal,27(3), e274-e284.

DOI: https://doi.org/10.4317/medoral.25147.

Ntomouchtsis, A., Karakinaris, G., Poulolpoulos, A., Kechagias, N., Kittikidou, K., Tsompanidou, C., ...
Antoniades, K. (2010). Benign lip lesions. A 10-year retrospective study. Oral and Maxillofacial
Surgery, 14(2), 115-118. DOI: https://doi.org/10.1007/s10006-009-0196-y.

Osterne, R. L., Costa, F. W., Mota, M. R., Vidal Patrocinio, R. M., Alves, A. P., Soares, E. C., & Sousa, F. B.
(2011). Lip lesions in a Brazilian population. The Journal of Craniofacial Surgery,22(6), 2421-2425.

DOI: https://doi.org/10.1097/SCS.0b013e318232a7dc.

Patil, S., & Maheshwari, S. (2014). Prevalence of lip lesions in an Indian population. Journal of Clinical and
Experimental Dentistry, 6(4), e374-e378. DOI: https://doi.org/10.4317/jced.51597.

Slootweg, P. ]., & El-Naggar, A. K. (2018). World Health Organization 4th edition of head and neck tumor
classification: insight into the consequential modifications. Virchows Archiv,472(3), 311-313.

DOI: https://doi.org/10.1007/s00428-018-2320-6.

Acta Scientiarum. Health Sciences, v. 46, e65590, 2024


doi: https://doi.org/10.1016/j.adoms.2022.100276
https://doi.org/10.1093/annonc/mdz084

