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Adenosquamous carcinoma of the larynx:
impact of the unusual phenotype on definitive
treatment. A case report.
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Abstract: The malignant laryngeal tumors include a variety of histological types with different biological characteristics,
and therefore require a different therapeutic approach and lead to a variety of prognosis. Clinical case: we present a case of
adenosquamous carcinoma of the larynx, in a 57-year-old male patient who, since July 2016, has presented progressive
dysphonia. He goes to a foreign doctor, who evaluates him and performs nasofibrolaryngoscopy, evidencing glottis tumor,
and refers to this center. He is evaluated and direct laryngoscopy plus biopsy is performed, classified as cT3N1MO stage II1,
total laryngectomy plus bilateral modified radical cervical dissection is performed in 2017, subsequently referred to the
radiotherapy and medical oncology service, and he receives adjuvant concurrent chemo radiation therapy, the patient
remains disease free to the date. Discusion: it is an extremely rare neoplasm, whose histological characterization is
distinctive, due to the presence of mixed areas of unequivocal adenocarcinoma and the squamous cell carcinoma. The
combined surgery and the additional adjuvant radiotherapy found to be necessary because the biological behavior and
prognosis of this neoplasm considered more aggressive than those of conventional squamous cell carcinoma are. There is
no standardized treatment; it based on the possibility of the surgical resection, whose extension resulted from tumor
infiltration into the adjacent structures, followed by concurrent radiotherapy or chemo-radiation therapy.
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1 Introduction

Laryngeal cancer accounts for 0.25% of all cancer cases worldwide in 2020 [1]. Ninety percent of these cases are
squamous cell carcinomas [2]. The incidence rate increases with age, being considerably higher after the age of 50, and is
more prevalent in men, with a ratio of 7:1 compared to women [1]. In countries such as the US, approximately 12,000 new
cases of laryngeal cancer are diagnosed each year, resulting in 4,000 deaths per year [3]. In Venezuela, laryngeal cancer
ranks 18th in terms of incidence and estimated mortality according to Globocan 2020, with 1.3% of new cases, 1.5%
mortality, and a 5-year survival rate of 7.16/100,000 inhabitants. The main risk factors are tobacco and alcohol
consumption [4], but genetic factors [5] and human papillomavirus infection [6,7] have also been described. The glottis is
the most common location (65%), followed by the supraglottis (34%) and subglottis (1%) [8]. However, some literature
uses the "transglottic" classification to refer to extensive carcinomas that cross the laryngeal ventricle and extend into the

paraglottic space and subglottis, making it difficult to define their origin [4,9,10]. The TNM classification of the American
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Joint Committee on Cancer (AJCC) is used for staging, which is specific to each site in the larynx [11]. However, there are
characteristics common to all sites, such as vocal cord fixation and invasion of the thyroid cartilage, which correspond to
T3 and T4, respectively [11]. Laryngeal cancer is usually diagnosed when it is already advanced, corresponding to stages
IIT and TV [12]. In terms of treatment, advanced stage (T4) laryngeal cancer is treated with total laryngectomy, which may
be associated with postoperative adjuvant radio-chemotherapy [12]. According to foreign studies, this pathology has a five-
year survival rate of between 73% and 92% in the early stages and 50% to 64% in the late stages [4].

Laryngeal adenosquamous carcinoma accounts for 0.5% to 1% of squamous cell carcinoma subtypes in this organ.
Less than 100 cases have been reported in the international literature [13]. It is a biphasic tumor characterized by malignant
proliferation of squamous and glandular components. Its origin is due to the divergent differentiation of the most basal
cells of the epithelium [14]. The clinical presentation is indistinguishable from classic laryngeal squamous cell carcinoma,
debuting with dysphonia, dyspnea, and dysphagia in large tumors. It is predominant in men between the sixth and seventh
decades of life. Regional and distant spread is characteristic, reaching up to 75% and 25% respectively [15]. Its infrequent
presentation limits the establishment of standardized treatment protocols; however, given the aggressive course of the
disease, it is advisable to aggressive surgical treatment as a fundamental pillar, followed by adjuvant treatment, given by
radiotherapy or concurrent chemoradiotherapy [16,17] .

In Venezuela, there is no current registry of the incidence of cases nor reports of this histological type, attributable to
its overall low incidence, with little information available worldwide and in our country. Therefore, we consider it
important to present this case to the community, along with its initial and definitive management.

2 Clinical case

A 57-year-old male, hypertensive and controlled type 2 diabetic, heavy smoker, pack-year index (PYI) of 32
packs/year, frequent alcohol consumption without reaching intoxication, family history of cancer with father deceased from
laryngeal cancer and brother deceased from lung cancer, who reported onset of current illness in July 2016 with
progressive dysphonia, for which he decided to see a specialist in September 2016. The physician performed a
nasofibrolaryngoscopy, revealing a glottic tumor, and decided to refer him to this center.

The patient was evaluated in the consultation area, and a computed tomography (CT) scan of the neck and chest was
requested (Figures 1 and 2), which showed partial obliteration of the laryngeal lumen, without erosion of the cartilage, as
well as bilateral cervical lymph nodes smaller than 1 cm, and extensive bullous disease in the chest, predominantly in the
upper lobes, without nodular lesions suggestive of secondary extension. A decision was made to perform direct
laryngoscopy and biopsy in the surgical area, where findings revealed an exophytic, friable tumor occupying the left vocal

cord with infiltration of both arytenoid-epiglottic folds.

Figure 1. Neck CT scan




Figure 2. Chest CT

The biopsy results are subsequently received, reporting a malignant epithelial neoplasm with a squamous
predominance (80%), together with islands of incomplete glandular differentiation, infiltrating the stroma (Figures 3 and 4,
blue arrow and ovals).

The patient was diagnosed with cT3N1MO stage III adenosquamous carcinoma of the larynx, and it was decided to
perform a total laryngectomy plus bilateral modified radical neck dissection. The surgical specimen was evaluated by
pathological anatomy and was consistent with the initial histopathological diagnosis, reporting negative margins and
sixteen lymph nodes in total, free of neoplasia (Figure 5), for which the definitive diagnosis is corrected to: laryngeal

adenosquamous carcinoma pT3NOMO stage I11.

Figure 4. Total laryngectomy specimen (H&E)

The case is discussed at a head and neck service meeting, and it is decided to refer the patient to the radiotherapy
service. The patient undergoes adjuvant radiotherapy with a total dose of 6,120 cGy and is currently disease-free.

3 Discussion

The diagnosis of laryngeal cancer with unusual histology has become a challenge for specialists. According to
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reported cases of laryngeal carcinomas, dysphonia is the first sign to manifest, according to Pradenas et al. [18] as well as
Sotomayo et al. [5] , who found in their retrospective study that dysphonia was present in more than 90% of cases. In our
setting, delayed consultation represents the biggest problem for these patients, attributed to the patient's refusal to attend,
lack of knowledge among the population or even among primary health care professionals about identifying chronic
dysphonia as a symptom that could be caused by laryngeal cancer, especially in patients with risk factors such as tobacco
and alcohol consumption [5].

One of the important risk factors present in this case is the smoking habit in correlation with alcohol consumption.
The relationship between smoking and the appearance of tumors with unusual histology is not described in the literature as
significant. However, it is a common habit in patients with laryngeal carcinoma in general, as in our case [19].

In relation to the location of the tumor, those that exclusively involve the subglottis tend to have unusual histology.
Contreras et al. described 43 patients with squamous cell carcinoma of the larynx, none had lesions only in the subglottis
[4]. Of the five patients reported in this publication, two had subglottic locations—one case of chondrosarcoma and one of
adenoid cystic carcinoma, respectively. For both tumors, the subglottic location is the most frequently described [4, 8].

Consequently, we can consider that adenosquamous carcinomas, which are extremely rare histologically in terms of
their incidence, should be suspected on a statistical basis in patients under 60 years of age and with subglottic location. In
addition, it should be considered in female patients who are non-smokers and when the histological diagnosis requires
more than one biopsy sample.

In the treatment and management of these patients, the literature describes the main modalities, which are:
radiotherapy and concurrent chemoradiation. In a study conducted by Sotomayor et al. [4], adjuvant treatment in their total
population consisted of radiotherapy or chemoradiotherapy in 63.79% of the 174 patients who underwent curative-intent
treatment, while total laryngectomy was performed in 28.73%. An absence of adjuvant treatment was reported in 30.6% of
patients undergoing total laryngectomy, which may be linked to the absence of an oncology committee during the early
years studied in this research. Along these lines, it has been reported that approximately 60% of T3 and T4 patients who
receive surgical treatment should undergo adjuvant radiotherapy [16,20] , and this figure should reach 100% in patients
with T4 carcinoma. Although this study did not show a significant difference in survival curves between patients who
received postoperative adjuvant therapy before and after 8 weeks, this could be associated with the small size of the
subgroup that received adjuvant therapy (33 patients). They report overall survival rates of 86.6% at 2 years and 77.4% at 5
years for patients in early stages; and 45.2% at 2 years and 33% at 5 years for advanced stages [4]. This is consistent with
other studies conducted in the US by Wolf et al. [17].

We conclude that:

1. Adenosquamous laryngeal carcinoma is rare and its diagnosis is primarily pathological, since the clinical
presentation, imaging studies, and macroscopic findings do not differ from other histologies of laryngeal carcinoma.

2. There is no standardized treatment; however, the therapeutic trend is based mainly on surgical treatment, the extent
of which will depend on tumor infiltration into adjacent structures, followed by radiotherapy or concurrent
chemoradiotherapy.
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