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Non-salivary gland type adenocarcinomas of the sinona-
sal cavity are rare tumors that are often underdiagnosed. 
They can be broadly divided as the clinically more aggres-
sive intestinal type and less aggressive non-intestinal 
type.1 The more aggressive intestinal variant is associated 
with a poor prognosis, whereas the low-grade non-intestinal  
type adenocarcinomas (NIACs) have a good prognosis. 
Immunohistochemistry plays an important role in distin-
guishing intestinal from NIACs and also in differentiating 
them from metastasis from distant sites such as colorectal 
region.

A 44-year-old male, nonsmoker, without the exposure to 
wood dust or other chemicals, presented with complaints of 
blood-tinged nasal discharge from the left nostril, left nasal 
obstruction, and left-sided headache. A computed tomogra-
phy scan showed a lesion in the left posterior ethmoid sinuses 
bulging into the left sphenoid sinus, eroding the cribriform 
plate with intracranial extradural extension (►Fig. 1). Biopsy 
done was in favor of adenocarcinoma. Metastatic workup 
was negative and no other primary was detected.

Craniofacial resection of the tumor was done using a 
bicoronal flap incision. Through bifrontal craniotomy and 
lateral rhinotomy approach, tumor was excised completely 
with the removal of the cribriform plate. There was no obvi-
ous dural invasion or invasion of the lamina papyracea. The 
final histopathology report was suggestive of low-grade NIAC 
(►Fig. 2) with immunohistochemistry studies showing CK7 
positive and CK20, synaptophysin, chromogranin, thyroid 
transcription factor-1, and thyroglobulin negative. The patient 
underwent postoperative radiotherapy (60Gy/30Fractions). 
The subsequently patient was on regular follow-up, and there 
was a disease-free interval of 5 years and 2 months.

The patient then presented to the casualty in acute stridor. 
Emergency tracheostomy was done. Direct laryngoscopic 
examination revealed a proliferative mass in the subglottis 
with fixity of bilateral vocal cords in paramedian position. 
Biopsy was suggestive of low-grade NIAC. Positron emis-
sion tomography-computed tomography scan done showed 
an abnormal fluorodeoxyglucose uptake of the subglottic 
lesion; hence, the diagnosis of second primary tumor was 
made. On imaging lesion was seen in the glottis and subglot-
tis extending to the upper trachea with extralaryngeal spread 
(►Fig. 3). Total laryngectomy with stapler closure was done. 
Final histopathology report revealed NIAC with CK7 posi-
tive and CK20, synaptophysin, and chromogranin negative 
on immunohistochemistry studies. The patient is currently 
on regular follow-up since last one year and is disease-free. 
Secondary tracheoesophageal prosthesis insertion was done 
2 months back for voice rehabilitation.

This case is being reported after obtaining patient consent 
since such a second primary tumor involving a distinct ana-
tomical site of the head and neck after an interval of 5 years 
has never been reported in the literature so far.

Adenocarcinomas can be broadly categorized as the clin-
ically more aggressive intestinal type and less aggressive 
non-intestinal type. The more aggressive intestinal variant is 
associated with exposure to wood dust and heavy metals like 
nickel and possibly smoking. Whereas, the low-grade NIACs  
with a poor prognosis require early diagnosis and treatment. 
Extensive literature search showed this is the first case of NIAC 
in two different anatomical sites in the upper aerodigestive 
tract and probably one among the very few reported cases of 
NIAC of the larynx. Sinonasal NIACs neither show features of 
intestinal type nor of salivary gland type of adenocarcinoma. 
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NIAC usually shows a seromucinous phenotype and is now 
considered a diagnosis of exclusion.2-4 However, there are 
ongoing studies that aim at early histopathological diagnosis 
of this clinical entity.

NIAC is further categorized as low grade and high grade. 
Low-grade NIACs affect individuals 37 to 53 years of age, 
whereas high-grade NIACs affect individuals more than 
60 years of age. Low-grade NIACs constitute only ~13% of 
sinonasal adenocarcinomas. The most common site affected 
is the nasal cavity followed by the sinuses (ethmoid sinus 
more commonly affected than the maxillary sinus).4 The 
most common presentation is nasal obstruction followed by 
epistaxis. Diagnostic nasal endoscopy may show a polypoidal 
lesion in the nasal cavity, which may bleed to touch.2

Low-grade NIACs exhibit exophytic papillae and tubular 
or glandular patterns. Their nuclei tend to be pleomorphic 
and there is mitotic activity on histology. These tumors have 
a variety of morphologic patterns such as blastomatous, 
apocrine, oncocytic/mucinous, and poorly differentiated/
undifferentiated.5

Differential  types of NIAC includes acinic cell carcinoma, 
salivary-type adenocarcinoma (not otherwise specified), 
oncocytic Schneiderian NOS papilloma, and, rarely, meta-
static papillary carcinoma of the thyroid. Differentiation of 
NIACs from the intestinal-type of adenocarcinoma on his-
tology is important. On immunohistochemistry, low-grade 
NIACs are CK7 positive/CK20 negative/CDX-2 negative. 
However, intestinal-type adenocarcinomas are CK7 posi-
tive/CK20 positive/CDX-2 positive, and metastatic colonic 
adenocarcinomas have CK 7 negative/CK 20 positive/CDX-2 
positive immunophenotypes.6 In this case, the immunohis-
tochemistry of the laryngeal tumor was in favor of a second 
primary tumor than metastasis.

Adenocarcinoma of the larynx is uncommon; Whicker et al7  
described 12 cases of adenocarcinoma of the larynx that 
had worst prognosis compared to squamous cell carci-
noma and surgery offered best cure. In the retrospective 
study by Orvidas et al,8 13 cases of low-grade NIACs had a 
disease-free median follow-up of rates 6.5 years following  
treatment. Similarly in our case report, the disease-free 
interval before appearance of the second primary was over  
5 years. Prognosis depends on the grade of tumor. Sinonasal 
NIAC without intracranial extension has better prognosis.9  
Low-grade NIACs have an indolent course with lesser chances 
of metastasis, whereas high-grade NIACs have greater 
chances of recurrence and mortality.10,11

Surgery remains the mainstay of treatment of sinonasal 
NIACs. In case of resectable lesions, craniofacial resection 
offers better chances of survival as compared to conventional 
surgery.9 Extensive disease or high-grade NIACs will require 
adjuvant radiotherapy.11 In this case, radiotherapy was given 
as an adjuvant treatment following surgery of the sinona-
sal tumor with intracranial extension. Low-grade NIACs are 
localized, although local recurrences are possible; however, 
overall prognosis is favorable.12 More than 1-year survival of 
our patient following resection of the second primary tumor 
of the larynx justifies the treatment approach we adopted in 
this case.

Fig. 1  Computed tomography of sinonasal adenocarcinoma 
with erosion of the cribriform plate.

Fig. 2  Microscopic picture of nonintestinal adenocarcinoma 
showing well-differentiated glandular pattern, compact acini 
and papillae formation (hematoxylin and eosin, x400).

Fig. 3  Computed tomography of adenocarcinoma involving 
the subglottis causing significant airway compromise.
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NIAC of the sinonasal tract following complete treatment 
after a disease-free interval of more than 5 years, presenting 
with a second primary tumor in the larynx with similar his-
tology, has never been reported so far. The case reported here 
is still surviving with a good quality of life following voice 
rehabilitation.

Low-grade NIACs have a good prognosis. Immunohisto-
chemistry plays a crucial role in distinguishing intestinal 
from NIACs and also in differentiating them from metastasis 
of colorectal adenocarcinomas.
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