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Acantholyticsguamous cell carcinomais a rare variant of SCC and accounts for 2-
4% of al SCC. Although, this lesion is commonly found on sun-exposed skin of
head and neck, it is rarely seen in oral cavity. The acantholytic activity in tumor
cells, high incidence of neck nodal metastasis and high loco-regional recurrence
rates makesit different from other SCC variants in terms of long-term survival. We
report one such case of oral ASCC in a 61-year-old male with recurrence after first
therapy and being followed up till date after second surgery. So far this report
documents the longest follow up of the patient with ASCC after therapy and
emphasize the need for close follow-up, in addition to aggressive therapy for long-
term disease-free survival.
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INTRODUCTION

The oral squamous cell carcinoma (OSCC) is one among
globally spread cancers and is the most common malignancy
of head and neck region. The majority of squamous cell
carcinoma cases are of conventional type as compared to its
other morphological variants such as spindle squamous cell
carcinoma, basaloid squamous cell carcinoma, adenosguamous
cell carcinoma and papillary squamous cell carcinoma.*

Acantholytic (adenoid) Squamous Cell Carcinoma (ASCC) which
is dso known as pseudovascular SCC  (gland-like
features),angiosarcoma-likeSCC, and pseudovascular adenoid
SCC is a rare variant of ord SCC. They are characterized by
tumor cell acantholysis, pseudoluminand glandular differentiation
paterns’ASCC was first described by Lever (1947) as a
malignancy affecting sweat glands. The recognized risk factors
include ultraviolet radiation exposure and tobacco abuse* Oral
ASCC is reported to be a malignancy with poor prognosis and is
often challenging to achieve long-term disease-free survival *°

This paper highlights a rare presentation of ASCC as an ulcero-
proliferative growth on palate, in a patient with no exposure to
known risk factors of oral SCC.

*Corresponding author: Sidramesh M uttagi
Department of Oral & Maxillofacial Surgery, KLE VK Institute of
Dental Sciences, Belagavi, IND

Also, this paper emphasises on the need for adjuvant therapy.
irrespective of tumour size and the importance of aggressive post-
therapy follow-up with review of literature.

Case Report

A 61-year-old male was referred to our outpatient department on
December 29" 2010, with chief complaint of painless growth in
the right palate for past one month. No associated personal habits
were reported by the patient. Apart from the lesion, genera
physicd condition of the patient was norma. Patient had history
of angioplasty in 2005 and was on ora aspirin therapy, 75 mg
once aday sincethen.

No abnormality was detected on extra oral examination. Intraoral
examination revedled a brownish, well-defined ulcero-
proliferative leson in the right palate in relation to first premolar
to first molar region measuring about 3 x 2.5cm, not crossing the
midline. (Fig. 1) The growth was soft in consistency, non-tender
and with increased tendency to bleed. Clinicdly, palpable right
level 1B node was evident on neck examination that was enlarged,
painless, mobile and firm in consistency. In the absence of bony
erosion on contrast enhanced CT images with 5mm cuts and no
evidence of distant metastasis on imaging, the TNM staging was
made as T2N1IMO. Incisond biopsy was suggestive of well
differentiated squamous cell carcinoma.
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Table 1Cases of intraoral ASCC reported in the literature.

No.of Mean . o LN . Follow up
Reference cases  Age Gender L ocation Size (in cm) metastases Lesion Therapy (Months)
Kerawalaet al. Lateral side of ROC (5)
2009 1 56 Tongue 16x1.1 Absent Ulcer TR,ND, RT DOD (9)
Papadopoulou et al. Mandibular Irregular mass, with a ROC (10)
2010 1 2 F aveolar ridge 1.2x05 NS central ulceration TRRT DOD (17)
Ulcero-proliferative ROC (5)
YeohMSetal. 2012 1 38 F Buccal mucosa  6x5.4x2.8  Present growth TR,ND, CT,RT DOD (7)
70 M Palatal mucosa NS NS Ulcerative lesion NS ROC (48)
Gu et al.2012 3 61 M Bucca mucosa NS NS Ulcerativelesion NS NA
38 F Buccal mucosa NS NS Ulcerative lesion NS DOD(7)
Shigeo Ishikawa et 6cmin TR, B/L ND,
9 al 2014 1 64 F  Maxillary gingiva diameter absent Exophytic tumor Maxillectomy,Recon. With  NED (30)
' freeradial forearmflapCT,RT
Xiaodong Hang et . . NED
al 2020 1 54 F Tongue 6x4x1 b/llb LN Exophytic lesion TR, ND (15)

NS - Not stated, NED — No Evidence of Disease, ROC — Recurrence of Cancer, RT -Radiation Therapy
NT - No Treatment, TR — Tumor Resection, DOD - Died of Disease, DOC — Died of Other Causes

ART - Adjuvant Radiotherapy, CT — Chemo Therapy, M — Male, F - Female.

The patient underwent right infrastructure maxillectomy and right
extended supra-omohyiod neck dissection (level | to levd 1V).
Split skin grafts were used to line the raw areas and patient was
later rehabilitated with obturator. The surgical margins were clear
with closest being medid margin that was 0.9cm away from the
tumor. The final histopathology was suggestive of ASCC with 1
out of 19 nodes podtive for metastass and was at level IB. In
view of pT2N1 satus, the patient received ipslateral radicd
radiotherapy of 60 Gy. The patient was asked to follow up
regularly for once in every month in view of aggressive nature of
the disease.

Fig 1 Intraoral photograph showing ulceroproliferative growth on the right
palatal mucosa

After 1 year and 8 months, on routine follow-up he presented with
asymptomatic ulcero-proliferative growth in right lower gingiva
of which he was unaware. On examination, there was an ulcero-
proliferative growth extending from 44 to 46 again with high
tendency to bleed. The contralaterd level 3 nodes were palpable.
In view of suspected recurrence, PET CT was advised that was
suggestive of metastatic active lesion in the right mandibular
gingiva-buccal sulcus with SUV of 9.8 and lymphadenopathy at
left level 2/level 4 with SUV of 4.2 and no evidence of distant
metastasis. (Fig. 2)

Composite resection with contra latera MRND and bi-paddle
pectoralis mgjor myo-cutaneous flap reconstruction was done.
Histopathologic examination revealed tumor measuring 3.1x2x0.9
cm with free surgical margins. Microscopically, there were tumor
idands with lobular pattern of keratinizing SCC and centra
regions containing rounded spaces(pseudo-glandular/alveolar
areas) lined by polygona cells with centra lumen containing
detached, dyskeratotic, acantholytic, neoplastic keratinocytes.

(Fig. 3) The patient refused to take radiotherapy for the second
time even though he was in pT2N2C stage and preferred to be
on regular follow up. He has been on regular follow-up for over
8 years and there are no complications or any signs of
recurrence till date. (Fig. 4A, 4B, 4C)

Fig 2 PET CT showing recurrent active lesion in the right mandibular gingiva-
buccal sulcus with SUV of 9.8 and lymphadenopathy at left level 2/level 4
with SUV of 4.2.

Fig 3 Photomicrograph showing island of keratinizing SCC with central region
(pseudo-glandular/alveolar area) containing detached, dyskeratotic,
acantholytic, neoplastic keratinocytes.
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Fig. 4B Intraoral photograph of resection site (right palate) after first surgery.

(8 yearsfollow-up)

Fig 4C Intraoral photograph showing healing status of right buccal mucosa
after second surgery.(8 years follow-up)

DISCUSSION

In 1947, Lever reported a neoplasm of sweat glands and termed it
as adenoacanthoma which was later found to be of non-eccrine
variant of squamous cel carcinoma(SCC). Acantholytic
sguamous cellcarcinoma (ASCC) isan unusua histopathological
form of SCC, digtinguished by its pronounced acantholysis and
degeneration of cancer cells giving them pseudoluminalor
pseudoglandular  appearance*®It is commonly seen on sun
exposed aress of the skin (head and neck of elderly men) and is
found to have high recurrence and metastas's compared to SCC.

Higtologically, ASCCis composed of conventiona SCC cells with
acantholytic degeneration in the tumor nests which gives it a
pseudoglandular or pseudoluminal appearance. The glandular or
ductular structures are bounded by epithelid cells done or two
layered cuboidal or polygona cells comprising of a lumen with
acantholytic and dyskeratotic cells. ASCC aso contains different
types of collagen fibers, spindle cdll and inflammatory infiltrate in
its connective tissue stroma.*3®

Histological criteriafor diagnosing ASCC include a conventional
sguamous cell component (usudly well-differentiated) with
pseudolumina containing single or grouped acantholytic and
dyskeratotic epithelial cells or cellular debris under the squamous
neoplastic component.®This non-solid component usually shows
an aveolar patern or a pseudoglandular arrangement. All these
characteristics were demonstrated by both lesions in the current
case.

The differential diagnoss includes adeno squamous carcinoma,
adenoid cygtic carcinomas, mucoepidermoid  carcinomas,
angiosarcomas and conventiona SCC  with  ductd
involvement.°ASCC can be differentiated from adenosquamous
carcinomas by lack of glandular structures and mucin stains
negativity.? The absence of mucous cells and myoepithelial cells
aids in rgjecting adenoid cystic carcinoma and mucoepidermoid
carcinoma. Also, ASCC resembles adenoid cystic carcinomas
based on the appearance of glandular spaces and pretendence of
fibrin as mucin, wherein actual ASCC dlicits the glandular pattern
which has an angular emergence. ASCC closdly resembles
angiosarcoma due to its smilar histologiccharacterigtics i.e,
development of channels and intra- tumora spaces.However, they
differ in their clinical characteristics. Angiosarcoma comprises of
hyperchromatic nuclel in endothelial cells® On the contrary,
ASCC have idands of dermd cells with projecting suprabasilar
acantholysis. Angiosarcoma can be diagnosed by the presence of
factor VIII, CD31 and CD34 antigens. Conventional squamous
cdl carcinoma differs from ASCC in terms of histologica
characterigicsas well asitsless aggressive nature.

In view of high tendency for loca regional recurrence, we
advised matrix metalloproteinase-8 (MMP-8) and matrix
metalloproteinase-10 (MMP-10) assessment in the patient,
which turned positive for both the markers. confirming the
same.

To our knowledge, only 61 cases of ASCC have been reported in
oral cavity till date and that includes the present case as well.
Among those, lip is the most commonly affected ste (41%)
followed by buccal mucosa(13%) and aveolar ridge (13%). It has
aso been found on tongue, floor of the mouth, gingiva, alveolar
ridge and buccal mucosa®This maignancy has shown higher
predilection to occur in males’
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For ASCC of skin and lip, the preferred choice of treatment is
surgical excison. This trestment modality showed very low
recurrence and metastasis. %l contrast to conventional oral SCC,
ASCC in our patient was found in a patient without exposure to
known risk factors, was associated with node positive neck on
initial presentation and showed high recurrence rate in spite of
clear surgica margins and aggressive adjuvant therapy. Also, the
high regiona metastatic potential was confirmed by positive
MMP enzymes.

Although, the leson was smdler in size, its propensity of
metastasis to regional lymph nodes was high and hence there was
aneed for aggressive therapy. Also, present case which was found
in oral cavity demanded a multi-disciplinary treatment that
includes neck dissection, primary resection and reconstruction
with PMMC flap followed by radiation therapy.

The prognosis of ASCC is different at various anatomic sites and
the mucosal surfaces of the upper aero digestive tract and ora
cavity hasthe worst prognosis.

CONCLUSION

The histological variants of ora SCC and their biologica
behaviour can dso contribute to the prognoss of ora SCC in
terms of recurrence or disease-free survival. Although, the current
therapeutic guiddines for oral SCC are based on TNM gaging,
the therapeutic decision making should also consder histologic
variants if they are known to the surgeon before surgery. Also, if
the histologic variants are known on fina histologica
examination of the resected specimen, the emphasis should be
made on aggressive follow up of the patients in order to detect
recurrences early.
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