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Resumo

O carcinoma de células escamosas papilar € um tumor que acomete
o trato aerodigestivo superior e raramente afeta a cavidade oral. O
objetivo do presente estudo foi relatar um caso de carcinoma de
células escamosas papilar em cavidade oral e revisar a literatura a
respeito. Paciente, sexo masculino, 73 anos, apresentando duas lesdes
intraorais com 3 meses de evolucdo. Havia uma lesdo exofitica,
Ulcero-vegetativa, medindo 1,5 cm em rebordo alveolar (assoalho
bucal) do lado esquerdo e uma lesdo ulcerada na regidao retromolar
esquerda medindo | cm. Além disso, havia um linfonodo endurecido
e sintomatico no nivel |B do lado esquerdo, medindo 4 cm x 3 cm.As
duas lesGes intraorais foram biopsiadas e a que acometia o rebordo
alveolar (assoalho bucal) foi diagnosticada como carcinoma de células
escamosas papilar — composto por células atipicas, basaloides
e em disposicao papilar No momento do estadiamento, o tumor
apresentava 4 cm x 6 cm, sendo estadiado como T3N2aMO (IV-A) e
o tratamento empregado foi quimioterapia associada a radioterapia.
Apds 2 anos de acompanhamento, o paciente encontra-se vivo, sem
evidéncia de doenca, metdstase em linfonodos ou a distancia. Conclui-
se, portanto, que carcinoma de células escamosas papilar € um tumor
raro na cavidade oral, com poucos casos relatados. O presente relato
destaca a importancia do exame histopatoldgico para o diagndstico
preciso e seu papel na determinacdo de tratamentos e progndsticos
adequados.
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Abstract

Papillary squamous cell carcinoma is a tumor that dffects the upper
aerodigestive tract, but rarely the oral cavity. The aim of this study is to
report a case of oral papillary squamous cell carcinoma and to review
the available literature. We present a case of a 73-year-old man patient
with two intraoral lesions with three-month evolution. An ulcerated
exophytic lesion measuring 1.5 cm was detected in the left alveolar ridge
region/mouth floor and an ulcerated lesion in the left retromolar region
measuring | cm. Moreover, we identified a symptomatic hardened lymph
node on the level |B of the left side, measuring 4% 3 cm. Both intraoral
lesions were biopsied and the one in the alveolar ridge/mouth floor was
diagnosed as papillary squamous cell carcinoma — composed of atypical
cells, basaloids and in papillary disposition. At the time of staging, the
tumor had 46 cm being staged as T3N2aMO (IV-A) and the employed
treatment was chemotherapy associated with radiotherapy. After two
years of follow-up, the patient is alive and without evidence of the disease,
lymph node or distant metastases. Therefore, the papillary squamous cell
carcinoma is a rare tumor in the oral cavity with few reported cases. This
case report emphasizes the importance of histopathological examination
for the accurate diagnosis and its role in determining appropriate
treatments and prognosis.
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INTRODUCTION

Papillary squamous cell carcinoma (PSCC) is
a Squamous Cell Carcinoma (SCC) variant (1)
that affects the upper aerodigestive tract (2,3),
especially larynx, oropharynx and nasopharynx
(3/4). The oral cavity is an atypical location for
this tumor (5,6), with approximately 70 cases
reported in the literature (2). Its etiology
remains unknown and seems to involve other
carcinogenic agents besides tobacco (7),
similarly to other tumors that affect the oral
cavity (8).

PSCC commonly presents multiple, delicate
filiform, finger-like papillary projections with
fibrovascular cores or broad-based bulbous
to “cauliflowerlike” exophytic growth with
rounded projections, measuring from 2 mm to
4 cm (2). It mainly affects men aged between
50 and 70 years old (3). The main differential
diagnosis are Verrucous Carcinoma and SCC
).

The histopathological — examination s
essential to a proper diagnosis for the disease
(10) and usually shows a papillary growth, with
thin fibrovascular cores, covered by basaloid
cells or dysplastic squamous cells with minimal
or no keratinization (I ).

Treatment for PSCC is wusually surgical
and generally has a good prognosis, with rare
occurrences of metastases, despite the high
rates of recurrence (3,7,9).Thus, this study aims
to report a case of oral PSCC and to review
the available literature.

CASE REPORT

A 73-year-old man was referred to a Center
of Oral Injuries at the State University of Feira
de Santana, Brazil, in 2017, complaining of “an
inflammation that had been bothering him for
three months”. He had been a smoker for 52
years (two packs of industrialized cigarettes
per day), reported alcohol consumption for
the previous 12 years (kept the habit for 40
years), was edentulous and report no other
comorbidities.

Extraoral physical examination showed a
symptomatic hardened lymph node on the
level 1B, in the left side, measuring 4x3 cm. On
Intraoral examination,we observed an ulcerated
exophytic lesion, with firm consistency, rough
surface, reddish color, measuring 1.5 cm, in the
alveolar ridge region, extending to the mouth
floor (Figure 1). In addition, an ulcerated lesion
was observed in the left retromolar region,
with Tem (Figure 1).

The patient underwent incisional biopsy
of both lesions, with clinical suspicion of SCC.
The histopathological sections examined and
stained with hematoxylin and eosin from
the lesion located on the alveolar ridge/
mouth floor revealed malignant neoplasia
characterized by proliferation of malignant
cells with basaloid morphology and arranged
in papillary projections (Figure 2). These cells
exhibited considerable atypia in all planes
of the epithelium and invaded the subjacent
stroma. Despite the impossibility of performing

Figure | - (A) Ulcerated exophytic lesion in the alveolar ridge region. (B) Ulcerated lesion in the

left retromolar region.
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Figure 2 - (A) Photomicrograph showing papillary projections with proliferation of malignant cells

Yo

in basaloid morphology and dysplastic squamous cells supported for thin fibrovascular cores (HE*,
5x). (B) Island of malignant cells with central necrosis (arrow) (HE*, 10x). (C) Proliferation of cells
with basaloid morphology, with atypia - nuclear hyperchromatism, cellular and nuclear pleomor-
phism and numerous mitosis (HE*, 20%). *Hematoxylin and eosin.

immunohistochemical analysis for pl6, the
morphological aspects were compatible with
PSCC, allowing such histopathological diagnosis.
Furthermore, the histopathological findings of
the retromolar lesion were compatible with
carcinoma in situ.

The patient was referred to High Complexity
Unit in Oncology in Feira de Santana for
treatment. At this point, the lesion measured 4x6
cm, extending | cm to the floor of the mouth,
sparing the tongue edge; it also extended to the
soft palate on the left, sparing the uvula; and it
was not possible to evaluate the posterior limit.
Lymph node enlargement remained with 4x3
cm in left level |B, semi-fixed to the mandible,
but became painless. Considering these data, the
tumor was staged as T3N2aMO (IV-A). Surgery
was contraindicated due to the advanced stage

disease and chemotherapy (7 weekly cycles of
Cisplatin 40 mg/m2) with radiotherapy (/0 Gy
in 35 fractions) was performed. After two years
of follow-up, the patient is alive without evidence
of disease.

This  study was approved by the
university research ethics committee (CAAE:
0086.059.000-08) and the patient signed the
free and informed consent form.

DISCUSSION

Oral PSCCisarare tumorthatdiffers from SCC
especially due to its cellular arrangement and
constitution, which mostly presents a favorable
prognosis. The expansion of knowledge about
this tumor, through new studies, as well as this
case report, are essential to support clinicians,
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Table | - Clinical features of papillary squamous cell carcinoma cases, published in Medline and
PubMed until March 4, 2020.

T pe Mean \
Reference | ' YP€ [Sample| Sex age Location Treatment Outcome/Follow-up

of study (range)
Present case, No
202 CR 0l M) |73y Alveolar ridge/Mouth floor ~ |CT+RT RECIO2 years
Alotaiby et al. - 0 oM s y g No
201811 M By |Tonge RECI3 month
Xiaofeng; Wei, No
W0i6(12) CR 0l 0I(F) |63y Buccal mucosa S RECIO3 months

: . 04(Buccal mucosa); 03(Gingiva); 02 REC and death/>20 and 24 months;
ongetd o WO T ooer Ol g 02 REC ad afve28 nd 36 months
003(2) (M) 1383 10l (Tongue); 01 (Mouth floor) 01 death/48 months
Fitzpatrick et al, BF); (T4 o
, 15(Gingiva); |4(Buccal mucosa);
Boetdl, o g %)) (6365'%6) 3 Tongue 08 Lover i 0(PaNA NA
2012(1e) 01(Mouth floor); 01 (Oropharynx)
Terada, . No
002 CR 01 0IM) {70y (Gingiva) § RECI03 months
: |9(Laryngopharynx); Oral cavity
Russelletal, e 1o ;2}3) (63587 g |180r o 08oral fmars: ) % o
0113) =" | tract); 07(Qropharynx) 05(S+RT) °
Terada, o No
i1 CR 0l 0IF) {73y Gingiva S RECIO3 months
Marques et al, No
2009 13) CR 0l 0I(F) 80y Tongue S RECI06 months
Khan et al.
"R 0l 00fF |72 Ging S NA

2005 (10 b |G
Takeda et al, 10y 01(Mouth floor); No
wigy | P e ool ke ’ RECINA
Suarez et al, bty I7(Larynx); || (Sinonasal tract); 35(GHRT)

RS 38 NA ] 05(Oral cavity and oropharynx); ' | NA
2000 (8) (24-89) 05(Nasophar?'nx) 03(S+RT+CT)

RS 52 ‘ ) cosa); | |(Mouth floor or tongue);| 01 (Refusal of ’
1994(7) B H-%) 08(Others) treatment) i

CR, Case report; RS, Retrospective study; M, Male; F Female; NA, Not available; y, years;
CT, Chemotherapy; RT, Radiotherapy; S, Surgery; REC, Recurrence

Naval Dental Journal - 2021 - Volume 48 Number 2




stomatologists and pathologists in future
diagnoses.

A literature review was made to identify
the cases already published until March 4,2020.
The search was conducted in Medline and
PubMed, with the term “papillary squamous
cell carcinoma” without year of publication
restriction, until the date of the search. Also, a
manual search and cross-reference of eligible
articles was performed. We included human
studies published in English, with full text
available for download; regarding the types of
accepted studies, we included case reports
and retrospective observational studies. In
total, 13 studies were identified, of which
seven were case reports (56,11-15) and
six were retrospective observational studies
(2,3,79,16,17) (Table 1).

Studies showed that the PSCC has a
predilection for males, agreeing with the case
reported by this paper (3,7,16). In this context,
Mehrad et al. (2013) reported 48 cases of
PSCC and identified a general ratio of men
to women of 2.7: | (4). However, Mehrad et
al. (2013) and Ding et al. (2013) observed a
prevalence in women when considering only
those that affected the oral cavity (2,4).

Regarding age, the subject of this study
Is above the average age reported by the
literature, which is from 50 to /0 vyears
(3,4,7,18). However, other cases have reported
people above this age group, such as Marques
et al. (2009) and Alotaiby et al. (2018),
who reported cases aged 80 and 85 years,
respectively (12,14).

The lesion diagnosed as PSCC was located
in the left alveolar ridge/mouth floor, agreeing
with most cases reported by Ishyama, et al.
(1994),that identified 20 cases on alveolar ridge
(3).The literature describes that this pathology
usually presents as a single lesion (2), differing
from this study, which presented two lesions
in the oral cavity, one diagnosed as Carcinoma
in situ and the other as PSCC. However
Russell et al. (2011) had also reported one
patient who had two simultaneous lesions, one
diagnosed with PSCC and the other with SCC
(3). Similarly, Marques et al. (2009) reported
a case presenting two exophytic nodular
papillomatous lesions with white spots on the
lateral border of the tongue (14).

(54

PSCC lesions are usually exophytic, friable,
papillomatous and between 0.5 and 6.5 cm in
size (3,6), agreeing with the case of this study.
The subject in our study presented pain and
3 months of lesion evolution, contrasting with
Russell et al. (2011), since 66.6% of the cases
presented no pain a higher average lesion
evolution time (10.7 months) (3). Smoking and
drinking habits of this patient may be associated
with the etiology of this disease (2,3,7,17).

The main differential diagnoses for PSCC
are Verrucous Carcinoma and SCC, which
corroborates ourinitial clinical suspicion of SCC
(7,9,19). Thus, performing a histopathological
analysis is fundamental for the correct
diagnosis of PSCC (10).The tumor was staged
as T3N2aMO (IV-A), what corroborates some
authors, who also identified lymph nodes
involvement (2,3,7) and advanced stages (3) at
the time of diagnosis.

Ininitial stages (land Il), surgical excision, with
or without lymph node dissection (2,3,6,13,18)
must be used, and may be associated with
chemotherapy (9) and/or radiotherapy (3,7,9).
However, in advanced stages (Il and IV),
when surgery is not indicated, chemotherapy
and radiotherapy can be recommended,
as observed in this case. Despite the classic
chemotherapy regimen of 3 cycles of 100 mg/
m? cisplatin every 2| days, other schedules are
possible, such as weekly cycles (20) as in this
study.

After two years of follow-up, the patient
showedno evidence of oral cavity disease, lymph
nodes or distant metastases, corroborating the
literature, that considers PSCC a tumor with a
favorable prognosis, with a 70% survival in five
years (21). PSCC recurrences, however, are
frequent (2-4,7,21), whereas distant metastases
are uncommon (4), but neither was observed.

CONCLUSION

PSCC is a rare tumor in the oral cavity with
few reported cases. Most cases were reported
separately and those we presented were small
and with retrospective diagnostic reviews. This
case report emphasizes the importance of
histopathological examination for the accurate
diagnosis and its role in determining appropriate
treatments and prognosis.
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