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Introduction and importance: HPV-related carcinoma with adenoid cystic carcinoma-like features currently known
as HPV-related multiphenotypic sinonasal carcinoma (HMSC) is a rare distinct head and neck high-risk HPV-
related carcinoma. The high-risk HPV subtypes implicated are particularly type 33,35 and 56. So far this is the
first reported rare case of a variant of sinonasal carcinoma in Tanzania.

Case presentation: We present a 59-year old female who presented with a history of right-sided nasal obstruction
and intermittent epistaxis for about one year and later on had ipsilateral proptosis. A provisional diagnosis of
advanced right-sided malignant sinonasal tumor was made. Trans nasal biopsy revealed HMSC.

Clinical discussion: The patient had a right sided fixed neck mass that measured about 7.5 x 8.2 cm. Magnetic
resonance imaging (MRI) of the paranasal sinuses revealed a T1 weighted contrasted images that showed a huge
extensive enhancing mass (estimated to measure 4.5 x 4.4) involving the nasal cavity, bilateral ethmoid sinuses,
frontal and sphenoid sinuses and also the tumor exhibit intracranial extension (anterior cranial fossa) and tend to
compress medial walls of both orbits though more marked on the right side. Histopathology and immunobhis-
tochemistry confirmed HPV-related multiphenotypic sinonasal carcinoma. The disease was staged to be
T4bN3aMO and the patient was referred for palliative chemoradiation.

Conclusion: Although HMSC presents at advanced stage in close to half of cases and has a high-grade histological
appearance it paradoxically exhibits a relatively indolent manner with frequent local recurrences. Prompt his-
topathological diagnosis is important to prevent metastases and HMSC-related deaths.

1. Introduction

Human papillomavirus (HPV) is now well established as a causative
agent in approximately 20-25 % of head and neck carcinomas [1,2].
HPV-related carcinomas have a strong site predilection for the
oropharynx where they account for up to 80 % of squamous cell carci-
nomas (SCC) arising from this location [1,3]. The likelihood of detecting
transcriptionally active HPV in head and neck carcinomas arising
outside of the oropharynx is very low, with the notable exception of the
sinonasal tract [1,4-6].

It is also estimated that 20 to 25 % of sinonasal carcinomas harbor
high risk HPV including type 33,35 and 56 [4,6-8]. In the sinonasal

* Corresponding author.
E-mail address: zsaitabau@yahoo.com (Z.S. Abraham).

https://doi.org/10.1016/j.ijscr.2022.107462

tract, HPV positivity is largely associated with the non-keratinizing
squamous cell carcinoma phenotype [1].

HPV-related carcinomas of the head and neck tend to be predomi-
nantly squamous cell carcinomas of the non-keratinized type, but HPV
positivity is not restricted to this subtype when dealing with sinonasal
carcinomas. HPV analysis of a group of sinonasal carcinomas has
established a distinct form of HPV-related carcinoma exhibiting features
of a salivary gland carcinoma and frequently carrying the pathologic
diagnosis of adenoid cystic carcinoma [5,6].

In contrast to (non-keratinizing) oropharyngeal squamous cell car-
cinoma or nasal vestibule squamous cell carcinoma, HMSC often shows
adenoid cystic-like (biphasic) differentiation, leading to the initial

Received 8 June 2022; Received in revised form 9 July 2022; Accepted 24 July 2022

Available online 28 July 2022

2210-2612/© 2022 The Authors. Published by Elsevier Ltd on behalf of IJS Publishing Group Ltd. This is an open access article under the CC BY-NC-ND license

(http://creativecommons.org/licenses/by-nc-nd/4.0/).


mailto:zsaitabau@yahoo.com
www.sciencedirect.com/science/journal/22102612
https://www.elsevier.com/locate/ijscr
https://doi.org/10.1016/j.ijscr.2022.107462
https://doi.org/10.1016/j.ijscr.2022.107462
https://doi.org/10.1016/j.ijscr.2022.107462
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ijscr.2022.107462&domain=pdf
http://creativecommons.org/licenses/by-nc-nd/4.0/

Z.S. Abraham et al.

description of HPV-related carcinoma with adenoid cystic-like features.
A variable pattern of morphological existence of salivary-like differen-
tiation (e.g. myoepithelial or epithelial-myoepithelial) and abrupt
keratinization have been reported thus expanding the morphological
spectrum of HMSCs [1,9,10].

Due to their rarity, the clinical behavior and consensus treatment
guidelines pertaining HMSCs have not yet been clearly established.
However, in view of the typically indolent behavior, it has been sug-
gested that surgery with close monitoring has resulted in a good prog-
nosis [10-12].

We are therefore reporting a rare case of an advanced variant
(HMSC) of sinonasal carcinoma in an elderly patient with an indolent
course. The work has been reported in line with the SCARE 2020 [13].

2. Case presentation

A 59-year old female presented to our clinic with presented with a
history of right-sided nasal obstruction and intermittent epistaxis for
about one year and later on reported a history of ipsilateral proptosis.
Examination revealed a right-sided friable nasal mass causing deformity
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of the external nose and with obvious ipsilateral proptosis. MRI of the
nose and paranasal sinuses was ordered where T1 weighted contrasted
images showed a huge and extensive heterogeneously enhancing mass
involving the right maxillary sinus, nasal cavity, bilateral ethmoids,
frontal and sphenoid sinuses with estimated size of 4.5 cm x 4.4 cm. It
was seen expanding laterally to compress the medial walls of both orbits
markedly on the right side where it anteriorly displaced the globe with
respect to the orbit with resultant exophthalmos. Notably the intra-axial
extension and invasion of the right inferior frontal pole with surround-
ing edema causing slight midline shift to the contralateral side was seen.
Prominent and variably enlarged lymph nodes were seen on bilateral
levels I and IT and the largest one was seen at the right level IB estimating
1.25 cm in anterior-posterior dimensions. Constellation of findings was
radiologically consistent with an extensive heterogeneously enhancing
sinonasal tumor with intracranial metastasis and bilateral cervical
lymphadenopathy (Fig. 1).

Trans nasal biopsy was sent for histopathology analysis. Grossly
histopathologists received multiple fragments of endoscopic tissue that
were whitish in colour and soft. Hematoxylin and eosin (H/E) sections
showed a malignant neoplasm with areas of cribriform and tubules

Fig. 1. T1 weighted MRI showing an extensive enhancing mass involving the nasal cavity, bilateral ethmoid sinuses, frontal and sphenoid sinuses and also the tumor

exhibit intracranial extension.



Z.S. Abraham et al.

formation with mucinous background. Other areas of the tumor showed
solid nests comprised of polygonal cells with irregular nucleus, promi-
nent nucleoli and eosinophilic cytoplasm. Focal areas with keratiniza-
tion were noted. The differential diagnoses were adenoid cystic
carcinoma, Adenosquamous carcinoma and HPV related multi-
phenotypic carcinoma. Immunohistochemistry done included pl6
{Mouse monoclonal ant p16 (clone E6H4) Roche}, p63 {Rabbit mono-
clonal Anti p63 (clone EO174 Cell Marque)} and S100 {Mouse mono-
clonal Anti S100 (clone 4C4-9)}. The staining results from the
immunohistochemistry showed diffuse and strong nuclear and cyto-
plasmic staining on both areas of the tumor, The p63 showed nuclear
positivity on areas with squamous differentiation and was negative on
areas with cribriform pattern. S100 was negative on both areas of the
tumor indicating that there was no an area with myoepithelial differ-
entiation. From the histology and immunohistochemistry results the
final diagnosis of HPV-related multiphenotypic sinonasal carcinoma was
established (Figs. 2-6).

Her medical history was not remarkable for cigarette smoking,
alcohol consumption or orogenital sexual practices.

Results from laboratory tests revealed the following; negative HIV
serology, elevated erythrocyte sedimentation rate (55/hour) and he-
moglobin of 9 g/dl. Chest X-ray was found to be normal.

After thorough evaluation, she was sent to an Oncology unit at a
tertiary cancer hospital for palliative chemo-radiation.

She was kept on 6 cycles of chemotherapy (intravenous cisplatin 100
mg D1 and intravenous docetaxel 120 mg D1), tablets capecitabine
1500 mg 12 hourly for 2 weeks. The cycle was repeated after every 3
weeks. She was then given a palliative radiotherapy dose at 30 Gy.

3. Discussion

Being a recently proposed disease, HPV-related carcinoma with

Fig. 2. Hematoxylin and Eosin (H & E) staining showing fragments of tissue
with malignant neoplasm and with areas exhibiting cribriform pattern and
other areas with nests of squamous cells.
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adenoid cystic-like features is characterized by its resemblance with
ACC in terms of certain characteristics like morphology, immunohisto-
chemistry, its origin in the sinonasal tract and strong association with
HPV type 33 [1].

The novel HPV-related carcinoma with adenoid cystic-like features
was adopted in literature following description made by Bishop et al.
and it was typified by solid adenoid cystic carcinoma. This new variant
was later incorporated into the WHO classification of head and neck
tumors [9].

The biological behavior of HMSC seems to be less aggressive than
their often high-grade or highly proliferative morphology would sug-
gest. Most of the cases present as polypoid tumors within the nasal cavity
causing obstruction, facial pain and epistaxis and recurrences are
frequent being encountered in up to 36 % of cases and sometimes de-
cades (up to 30 years) after the primary diagnosis is made [14].

Differentiating HMSC from ACC or basaloid SCC may be challenging
especially to junior pathologists due to presence of solid and cribriform
patterns and highly cellular lesions that are composed of basaloid cells
and some ductal cells. Despite HMSC resembling adenoid cystic carci-
noma, it differs from ACC due to strong association with HPV [10].
Polymerase chain reaction wasn't done though in our case since the
received biopsy specimen was depleted following histopathology and
immunohistochemistry and thus a limitation.

Since mucosal lesions exposed to the external environment are
mainly identified as HPV related carcinomas of the cervix, anus, penis,
vagina and oropharynx and therefore involvement of the sinonasal tract
by HPV related carcinoma seems not unusual [15].

The causative factors for the development sinonasal cancer are not
well understood [1]. Wood dust and other occupational exposures are
recognized risk factors, but only for a rare subtype, intestinal-type
adenocarcinoma. Cigarette smoking, an important risk factor for carci-
nomas of most head and neck locations, has only a weak association with
sinonasal carcinomas [16-19]. High-risk types of human papillomavirus
(HPV) are now well established as major etiologic factors of head and
neck cancer. The exact pathogenesis or entry route of these less common
HPV-types to the sinonasal tract remains largely unknown [2].

Using an approach that combined HPV DNA in situ hybridization and
p16 protein immunohistochemistry, high risk HPV in 21 % of sinonasal
carcinomas were detected, thus establishing HPV as a significant caus-
ative factor for carcinomas arising in the nasal cavity and paranasal si-
nuses [5]. High risk HPV is frequently detected in the rare adenoid cystic
carcinoma (ACC) arising in the cervix [20,21] and as for the head and
neck high risk HPV was detected in 7 % of ACCs. Interesting, the HPV-
positive cases were restricted to the sinonasal tract and exhibited a
high-grade solid component [22].

Head and neck cancers including oropharyngeal SCC are examples of
tumors closely associated with HPV particularly HPV type 16 and such
tumors manifests clinically with extensive nodal involvement and such
pattern of nodal involvement has been reported in patients with HMSC
[23-25]. Despite the extensive nodal involvement in patients with HPV-
related carcinoma with adenoid cystic-like features, treatment outcomes
and survival scores are promising than similar HPV-negative head and
neck cancer subtype [10].

Since it has been recently described, little is known about the clinical
features of HPV-related carcinoma with adenoid cystic-like features in
the sinonasal tract and this may have implications in delaying diagnosis
of such tumors. The main strategy for treating HMSC remains to be
surgery with or without chemoradiation depending on the cancer TNM
(primary tumor, regional lymph nodes, distant metastasis) staging. Re-
currences have been reported upon surgical excision and regional or
distant metastasis is rare in patients suffering from HMSC [10]. Only two
of approximately 60 reported HMSC cases (~ 3 %) presented with me-
tastases (to the finger and lung) and no disease-specific deaths have been
described from the available literature [9].

We are thus hereby reporting to the best of our knowledge the first
documented rare case of HPV- related sinonasal carcinoma with adenoid
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Fig. 3. a: H & E staining showing cribriform pattern and mucinous background
b: H & E staining showing large polygonal cells with eosinophilic cytoplasm, irregular nuclear membrane, coarse chromatin and prominent nucleoli.
c: H & E staining showing large polygonal cells with esinophilic cytoplasm, irregular nuclear membrane, coarse chromatin and prominent nucleoli.
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Fig. 4. p16 immunohistochemistry showing diffuse and strong nuclear and cytoplasmic staining.

Fig. 5. (a): p16 immunohistochemistry showing diffuse and strong nuclear and cytoplasmic staining on areas with squamous differentiation.
(b): p16 immunohistochemistry showing diffuse and strong nuclear and cytoplasmic staining on areas with adenoid cystic features.
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Fig. 6. p63 showing nuclear staining on areas of squamous differentiation.

cystic-like features in Tanzania that was managed by palliative
chemoradiation.

4. Conclusion

HPV-related carcinoma with adenoid cystic-like features should be
differentiated from sinonasal adenoid cystic carcinoma and in fact the
diagnosis should be considered for any unusual-appearing carcinoma,
especially if it resembles a salivary gland tumor. P16 is a useful immu-
nohistochemical screen because all HMSCs are diffusely positive but a
definitive diagnosis requires subsequent HPV-specific testing. The
treatment and prognosis of HPV-related carcinoma with adenoid cystic-
like features differ from those of other sinonasal carcinomas therefore an
accurate diagnosis is important.
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