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Transglottic laryngeal melanoma presented as a severe dyspnea

TpaHCFJ'IOTI/I‘-IHI/I MCJIaHOM I'pKJbaHa MMPCACTABJbCH OTC)KAHUM JUCAEKCM

SUMMARY

Introduction While mucosal melanoma of the head
and neck remains an uncommon condition, its
incidence has been on the rise in recent decades.
Within the larynx, the supraglottis represents the
most frequently affected subsite, followed by the
glottis, with hoarseness being the predominant
symptom. Given the tumor's aggressive behavior and
its challenging location, it is often overlooked until it
progresses to an advanced stage, which significantly
worsens the prognosis.

Case report A 45-year-old male patient with
stridorous breathing presented to the emergency
room. An indirect laryngoscopy revealed a
transglottic mass occupying the left piriform recess
and almost the entire laryngeal inlet, leading to an
exceptionally narrowed airway. Urgent tracheostomy
was performed. Contrast-enhanced computed
tomography (CT) of the neck identified an
ulceroproliferative mass in the larynx, spanning.the
supraglottic, glottic, and subglottic regions, causing
airway narrowing and extending into the left
pyriform sinus. Laryngoscopy was.performed, and
biopsy of the laryngeal lesion confirmed a diagnosis
of malignant melanoma. Unfortunately, the patient
refused further surgical and oncological treatment, as
well as additional diagnostic procedures. Four
months after the‘initial diagnosis, the patient was lost
to follow-up.

Conclusion Laryngeal melanoma is an uncommon
condition that can necessitate an emergency
tracheostomy. Since melanoma can be mistaken for
other laryngeal-malignancies, immunohistochemical
analysis plays a crucial role in making an accurate
diagnosis. Early detection of the disease is vital.
Keywords: melanoma; laryngeal tumor; stridor;
tracheostomy

INTRODUCTION

CAXETAK

¥YBoa Nako je MeTaHOM CITy30KOXKe TJIaBe B Bparta
penak oOIrK 6OIECTH, FeTOBa YIECTaJIOCT pacTe
nocneaAmux ferenuja. Hajuemha nokanuzanuja
MeJlaHOMa JIApUHKCA je CYNparioTHC, 3aTHM TJIOTHC,
a TJIaBHU CHMIITOM j& MPOMYKIIOCT. 300T
JIOKaJIM3allyje U arpecuBHE MPUPOJIE OBE BPCTE paka,
YECTO OCTaje ACUMIITOMATCKH CBE JOK HE JOCTUTHE
y3HaNpPEeA0BaIH CTaIHjUM OOJIECTH, ITO PE3YJITHPa
JIOIIOM HPOTHO30M.

Ipuka3 cayyaja [lanujent, crap 45 ronuHa, ca
CTPUAOPO3HHUM JHCAKHEM, MPUMIBCH je Y XUTHY
ciryx0y. HaupekTHa TaPHUHTOCKOTIHja OTKPHIIA je
TPAHCTIIOTHYHY Macy Koja 3ay31uMa JICBH
nupu(OPMHHU CHHYC U CKOPO LIEO YIIa3 y JIAPUHKC,
HITO je JIOBEJIO IO U3y3CTHO CY)KCHOT JTUCAJHOT IyTa.
VYpaleHa je xutHa Tpaxeoromuja. KonTpacTHOM
KomrijyrepusoBaHoM Tomorpadujom (IT) Bpata
OTKpHUBCHA je yileponpoaudepaTiBHa Maca
JIapHHKCa Koja 00yxBara CyIparjoTHC, [IOTUC U
CYOITIOTHC Ca CY)XCHeM JIUCAjHUX ITyTeBa 1
IIHUPEHEM Y JICBH TUPUPOPMHH CHHYC. Y UHIbeHA je ’
JUpEKTHA JTAPUHTOCKOMH]ja, a OHOIICHjOM je
NOTBpl)eH MAJIMTHK MeNlaHOM JlapuHKca. Haxkanocr,
TIAIM]CHT je 0100 aJbe XUPYPIIKO U OHKOJIOIIKO
Jeuerhe, Kao U IOJaTHE THjarHOCTUYKE NpoLeaype.
YeTHpu Mecella HaKOH IIOCTaBJbamba JIUjarHose,
NalKjeHT je IPecTao Jia 0J1a31 Ha KOHTPOJIe.
3aksbyuak MenaHOM JIapUHKCA j€ PETKO CTambe Koje
MOXe 3aXTEeBaTH XUTHY TpaxeoTomujy. [TowmTo ce
MEeJIaHOM MOXKE 3aMEHHTH Ca IPyTHM
MaJIMTHUTETUMA JIAPUHKCA, UMYHOXHCTOXEMH]jCKA
aHAIIM3a Urpa KJbYYHY YJIOTY y OCTaBJbamky TauHEe
nujarHose. PaHo oTkpuBame 0OJIECTH je 01 BUTATHOT
3HaYaja.

Kiby4yHe peun: MeIaHOM; TYMOp JIapHHKCA,;
CTPHAOP; TPAXEOTOMH]a

Melanoma, which arises from the malignant transformation of melanocytes, is a type of cancer
that is becoming increasingly common. Although Head and Neck Mucosal Melanoma
(HNMM) is an uncommon malignancy, its incidence has been increasing in recent decades.

[1,2]. HNMM has an incidence of 1 to 4% of all melanomas and 0.03% of all cancer diagnoses
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[3]. The outlook for patients with this tumor is poor, as it tends to recur locally and metastasize
to distant sites. Published 5-year survival rates vary from 17.1 up to 40% [1,4]. Mucosal
melanomas affect men and women equally and are uncommon during the first three decades of

life. [4].

Mucosal melanoma can develop in various mucosal locations, but it is most commonly detected

in the head and neck region, as well as in the anogenital and visual tracts [5].

It is estimated that 40% to 60% of mucosal melanomas occur in the head and neck region. The
most common sites of Head and Neck Mucosal Melanoma (HNMM) include the nasal cavity,

paranasal sinuses, oral cavity, pharynx, and larynx [3, 6].

The most common subsite of mucosal melanoma in, the larynx is supraglottis followed by
glottis, with hoarseness of voice being the major symptom. Sixty percent of patients present

with metastasis to neck lymph nodes, while another 60% develop distant metastases [7].

Symptoms of Head and Neck Mucosal Melanoma (HNMM) can be nonspecific, such as throat
pain, hoarseness, or even asymptomatic. Due to the location and aggressive nature of this type
of cancer, it often goes unnoticed until it has reached an advanced stage, resulting in a poor
prognosis [3]. As a result, the majority of patients are diagnosed late in the disease course when

the cancer has already spread to other parts of the body.

Treating HNMM is an extremely difficult task because there is currently no therapeutic

approach that has shown significant improvement in treatment outcomes [4].

Additionally, during the COVID-19 pandemic, it is expected that there will be delays in
diagnosis and an increase in advanced cases of head and neck cancer (HNC) due to disruptions
in cancer screening and diagnosis [8]. The COVID-19 crisis has had a significant impact on

every stage of the patient's journey from cancer diagnosis to treatment [9] .
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CASE REPORT

A 45-year-old male presented to the emergency room complaining of hoarseness, dysphagia,
left-sided otalgia and fatigue for more than four months. His medical history revealed
prolonged consumption of tramadol tablets due to opiate withdrawal treatment and smoking
one pack of cigarettes per day for 25 years. Upon examination, the patient was conscious but
tachypneic with inspiratory stridor in a seated position, and oxygen saturations were 90% while
breathing room air. Indirect laryngoscopy revealed a transglottic ulceroproliferative, reddish-
colored mass occupying the left piriform recess and nearly obstructing the entire laryngeal
inlet, resulting in a severely narrowed airway. Although no palpable neck nodes were detected,
laryngeal malignancy was suspected, and the initial assessment indicated a high likelihood of
difficult intubation. The patient was promptly taken to the operating room, where an awake
tracheostomy was performed under local anesthesia using 25 mL of lidocaine (40 mg/2 mL).
A 10.0 mm tracheostomy cannula was successfully placed, securing the airway. The patient

remained hemodynamically stable with an oxygen saturation of 98%.

Blood tests revealed an elevated white cell count (14.7 x 109/L) with neutrophilia (11.70 x
109/L), raised C-reactive protein (12.3 mg/L), and anemia (Er 4.01 x 1012/L, Hgb 11.7 g/dL,
HCT 0.357 L/L, MCHC 328g/L). Other blood tests, including liver function tests, were normal,

and virology screening excluded HIV, HBC, and HCV infection.

Contrast-enhanced computed tomography (CT) of the neck revealed a laryngeal
ulceroproliferative mass 35,7mm x 31,3mm X 63,4mm in its diameter, involving the
supraglottic, glottic, and subglottic regions, causing airway narrowing and extending into the
left pyriform sinus (Figure 1). An additional high-resolution head computed tomography scan
demonstrated no signs of malignancy and involutional brain parenchymal volume loss. Chest

radiography revealed normal findings, and no distant metastases were found on thorax CT and
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abdomen ultrasound. The patient underwent laryngoscopy which confirmed clinical and CT
findings. A massive laryngeal ulceroproliferative mass almost completely narrowed airway,
occupying left hypopharynx with infiltration of the medial and anterior wall of the left pyriform
sinus. The posterior wall of hypopharynx, postcricoid region and right pyriform sinus appeared
without tumor infiltration. Biopsy was performed and a malignant melanoma was confirmed.
Oesophagoscopy findings were normal, and an attentive intraoral examination revealed no
notable findings. The histopathological examination revealed strong nuclear positivity for SOX
10 (Sry-related HMg-Box gene 10), a sensitive and specific marker of malignant melanoma,
as well as weaker MITF (microphthalmia transcription factor) positivity (Figure 2). Taking into
account all of the performed diagnostics as well as clinical findings, our patient was staged as

TANOMO.

Unfortunately, the patient refused further surgical and oncological treatment, as well as
additional diagnostic procedures. He was discharged from the hospital and regularly followed
up for tracheostomy care but consistently refused further medical treatment. On the last control,
he was in a normal state of consciousness, but his physical condition was in rapid decline. Four

months after the initial diagnosis, the patient was lost to follow-up.

DISCUSSION

Mucosal melanoma of the larynx is an exceptionally rare malignancy [10], however, there has

been a trend of rising incidence over the past few decades [3].

The cause of head and neck mucosal melanoma remains unclear, but it is not believed to be
linked to excessive UV exposure. Instead, likely contributing factors include poor-fitting

dentures, physical injury, smoking, and a family history of the disease.
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Our patient's family health history revealed no cases of melanoma, but he had a history of
chronic heavy smoking. Mucosal melanoma is uncommon in patients under 65 years [11],

however in the presented case, the patient was 45 years old.

The intricate anatomical arrangement of the head and neck coupled with the lack of early stage
symptoms present significant obstacles for both the diagnosis and treatment of malignant
melanoma. Laryngeal melanoma may be presented as an unusual sensation in the patient’s
throat, hoarseness, or dyspnoea [5]. Our patient had a significant clinical presentation with

stridor and massive laryngeal infiltration.

The differential diagnosis of laryngeal masses, based on their clinical appearance, includes a
variety of malignant and benign lesions, such as squamous cell carcinoma, neuroendocrine
carcinoma, lymphoma, paraganglioma; and chronic granulomatous conditions of the larynx.
[12]. Laryngeal melanoma, as in our case, may arise as amelanotic lesion. Hence, accurate
diagnosis may be challenging and priority must be placed on histologic assessment [3]. We
underline that the clinical presentation of the tumor mass in the larynx in our patient did not
arouse suspicion of mucosal melanoma. Histology analysis shows melanin abundant tumor
cells altering from polyhedral to pleomorphic shapes with notable mitotic activity. Verification
is performed with immunohistochemistry using S100 protein and melanocyte markers-
MART1/Melan A, tyrosinase, HMB45, MITF. Protein S100 exhibits the highest sensitivity,
while HMBA45 shows the greatest specificity [13]. In the study of Suresh et al, 2020, 90.2% of
cases showed positivity both to S100 and HMB45. The absence of p16 has been reported in

74% of patients with mucosal melanoma [4].

Based on immunohistochemistry, it is not possible to distinguish between primary and
metastatic melanoma [13]. Based on nodularity and primary submucosal localization, it is

possible that malignant melanoma in this study presented as metastasis. However, since a part
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of the tumor surface was necrotic, it cannot be reliably ruled out that the larynx was the primary

location.

Despite advancements in therapy modalities, HNMM still remains a rare oncologic condition
with a dismal prognosis [12]. Primary mucosal melanoma is associated with an extremely poor
prognosis due to its invasive growth and tendency to present at an advanced stage [7,14]. As

an outcome, no categorical treatment strategy was adopted for this entity.

Treatment for mucosal melanoma can include surgery, radiotherapy, chemotherapy and,

latterly, target therapy and immunotherapy.

According to the Grant-Freemantle study, distant metastasis and local recurrence are the main
contributors to mortality in HNMM [12]. It was found that distant metastasis plays a more
prominent role in mortality. The study also.showed that survival rates were lower with primary
radiotherapy compared to surgery alone, indicating that radiotherapy alone is less effective than
surgery alone. However, radiotherapy can be highly effective in achieving long-term local

control.

The application of postoperative radiotherapy, including its plan and dose, remains a topic of
debate. In Lu's study, which included 288 patients with mucosal melanoma who underwent
surgery, radiotherapy did not show an improvement in overall survival or disease-specific

survival [11].

On the other hand, a systematic review conducted by Jarrom and colleagues that focused on
mucosal melanoma in the upper airways system determined that postoperative radiotherapy
can enhance locoregional control of the disease [15]. Pincet’s study also shows that primary or

adjuvant radiotherapy provides a benefit on local control and overall survival [2].
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The outcomes of recent treatment modalities, such as immunotherapies, have not brought about
significant improvements in the prognosis of mucosal melanoma. However, these modalities
provide new possibilities for the treatment of inoperable tumors or as adjuvant post-surgery
treatments. Despite this, radical surgical procedures still remain a fundamental component of
mucosal melanoma treatment. It should be noted that targeted mutations vary between
cutaneous and mucosal melanoma, which means that the treatment benefits are comparatively
lesser. Also, response rates after surgical treatment are lower than those Seen in patients with

cutaneous melanoma (19 vs 33%) [16, 17].

It is recommended that the initial and most effective treatment for mucosal melanoma is a

complete resection with negative margins [16].

Managing mucosal melanoma is an extremely challenging task, and studies have not yet

provided a clear statement regarding the role of radiotherapy and novel systemic treatments
[17]. Patel et al.'s study-found that-the only independent predictors of outcome in mucosal
melanoma.of ‘the head and neck (HNMM) are clinical stage at presentation, tumor thickness
greater than 5 mm, vascular invasion on histologic examination, and the development of distant
metastasis [18]. In our case report, delayed presentation made urgency for tracheostomy. Total

laryngectomy was advised, but the patient's refusal made the treatment impossible.

So far, literature review revealed only 60 cases of laryngeal melanoma and 18 of them were in
glottic subregion (7). In Europe, there has been reported 6 melanomas of the glottis, while the
last one was recorded more than 20 years ago. Of all of these cases, three patients had a
combined treatment of radiotherapy and surgical treatment, while another three underwent
monotherapy. Only two patients who were treated with radiotherapy attended regular
examinations and it was noted that they did not have a recurrence of the disease during the two

years follow-up (Table 1). It is evident that there is no categorical strategy for the treatment of

DOI: https://doi.org/10.2298 /SARH231003011V Copyright © Serbian Medical Society



Srp Arh Celok Lek 2025 | Online First January 28, 2025 | DOI: https://doi.org/10.2298/SARH231003011V 9

these malignancies even in a highly developed European countries. It is also observed that the
majority of patients, 4 out of 6, do not have a recorded history of follow-up after the treatment,

just like in our case.

Laryngeal melanoma is a rare condition that may require emergency tracheostomy._Since
melanoma can be mistaken for other laryngeal malignancies, immunohistochemical analysis
plays a crucial role in making an accurate diagnosis. Early detection of the disease.is vital. The
recommended first-line treatment is radical surgery followed by postoperative radiotherapy for
optimal locoregional control. Despite advances in treatment modalities, laryngeal melanoma

still carries a poor prognosis with a very low 5-year overall survival rate.
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Figure 1. Contrast-enhanced computed tomography image of the neck reveals

ulceroproliferative laryngeal mass with airway narrowing; tracheostomy tube is in the correct

position
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Table 1. The brief literature review of glottic laryngeal mucosal melanoma in Europe

Cases | Author Year Country Treatment Follow-up
1 Cremonesi [19] 1956 Italy Radiotherapy and neck | No details
dissection
2 Lorentz [20] 1979 Germany Partial laryngectomy and No details
radiotherapy
3 Hussain and 1989 United Radiotherapy No recurrence identified at
Whitehead [21] Kingdom (UK) 24 monthgglow-up
4 Duwel and 1996 Belgium Total laryngectomy No details
Michielssen [22]
5 Asare-Owusu et al. | 1999 UK Radiotherapy No'recurrence identified
[23] at 24'months follow-up
6 Szmeja et al. [24] | 2000 Poland Total laryngectomy, neck” " | No details
dissection, and
radiotherapy
7 Current case 2021 Serbia None No details
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