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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 pro-
gresses 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 the entire
laryngeal inlet, leading to an exceptionally narrowed airway. Urgent tracheostomy was performed.
Contrast-enhanced computed tomography of the neck identified an ulceroproliferative mass in the lar-
ynx, 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 oncologi-
cal 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 tra-
cheostomy. Since melanoma can be mistaken for other laryngeal malignancies, immunohistochemical
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analysis plays a crucial role in making an accurate diagnosis. Early detection of the disease is vital.
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INTRODUCTION

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 in-
cidence has been increasing in recent decades.
[1,2]. HNMM has an incidence of 1-4% of all
melanomas and 0.03% of all cancer diagnoses
[3]. The outlook for patients with this tumor is
poor, as it tends to recur locally and metasta-
size to distant sites. Published five-year survival
rates vary from 17.1 up to 40% [1, 4]. Mucosal
melanomas affect males and females equally
and are uncommon during the first three de-
cades of life [4].

Mucosal melanoma can develop in various
mucosal locations, but it is most detected in the
head and neck region, as well as in the anogeni-
tal and visual tracts [5].

It is estimated that 40-60% of mucosal mela-
nomas occur in the head and neck region. The
most common sites of HNMM include the
nasal cavities, paranasal sinuses, oral cavity,
pharynx, and larynx [3, 6].

The most common subsite of mucosal mela-
noma in the larynx is supraglottis followed by
glottis, with hoarseness of voice being the ma-
jor symptom. A total of 60% of patients present

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

Symptoms of HNMM can be nonspecific,
such as throat pain, hoarseness, or even as-
ymptomatic. Due to the location and aggressive
nature of this type of cancer, it often goes un-
noticed until it has reached an advanced stage,
resulting in a poor prognosis [3]. As a result,
many 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 arduous
task because there is currently no therapeutic
approach that has shown significant improve-
ment in treatment outcomes [4].

Additionally, during the COVID-19 pan-
demic, it is expected that there will be delays
in diagnosis and an increase in advanced cases
of head and neck cancer 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].

CASE REPORT

A 45-year-old male presented to the emergency
room complaining of hoarseness, dysphagia,
left-sided otalgia, and fatigue for more than
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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 saturation was 90% while breathing room air.
Indirect laryngoscopy revealed a transglottic ulceropro-
liferative, reddish-colored mass occupying the left piri-
form 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 tracheos-
tomy 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 10°/L) with neutrophilia (11.7 x 10°/L), raised
C-reactive protein (12.3 mg/L), and anemia (erythrocytes
4.01 x 10"%/L, hemoglobin 11.7 g/dL, hematocrit 0.357 L/L,
mean cell hemoglobin concentration 328 g/L). Other blood
tests, including liver function tests, were normal, and virol-
ogy screening excluded HIV, hepatitis B virus, and hepa-
titis C infection.

Contrast-enhanced computed tomography (CT) of
the neck revealed a laryngeal ulceroproliferative mass
35.7 mm x 31.3 mm x 63.4 mm 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 CT
scan demonstrated no signs of malignancy and involu-
tional brain parenchymal volume loss. Chest radiography
revealed normal findings, and no distant metastases were
found on thorax CT and abdomen ultrasound. The patient
underwent a laryngoscopy which confirmed clinical and
CT findings. A massive laryngeal ulceroproliferative mass
completely narrowed airway, occupying left hypopharynx
with infiltration of the medial and anterior wall of the left
pyriform sinus. The posterior wall of hypopharynx, post-
cricoid 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 SOX10 (Sry-related
HMg-Box gene 10), a sensitive and specific marker of ma-
lignant melanoma, as well as weaker microphthalmia tran-
scription factor (MITF) positivity (Figure 2). Considering
all the performed diagnostics as well as clinical findings,
our patient was staged as T4ANOMO.

Unfortunately, the patient refused further surgical and
oncological treatment, as well as additional diagnostic pro-
cedures. 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
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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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Figure 2. A - Tumor cells are large, epithelioid, with abundant eo-
sinophilic cytoplasm and prominent nucleoli; hematoxylin and eosin
stain, original magnification x 400; B — tumor cells show strong nuclear
SOX10 positivity; C - tumor cells also show as weaker microphthalmia
transcription factor positivity; original magnification x 400

was in rapid decline. Four months after the initial diagno-
sis, the patient was lost to follow-up.

All procedures were carried out in compliance with the
institutional and/or national research committees’ ethical
standards, as well as the 1964 Helsinki Declaration and its
revisions or similar ethical standards. The patient provided
written permission to publish all shown material.

DISCUSSION

Mucosal melanoma of the larynx is an exceptionally rare
malignancy, however, there has been a trend of rising in-
cidence over the past few decades [3, 10].

The cause of HNMM remains unclear, but it is not
believed to be linked to excessive UV exposure. Instead,
contributing factors include poor-fitting dentures, physical
injury, smoking, and a family history of the disease.

Our patient’s family health history revealed no cases of
melanoma, but he had a history of chronic heavy smok-
ing. Mucosal melanoma is uncommon in patients under
65 years, however in the presented case, the patient was
45 years old [11].
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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 present-
ed as an unusual sensation in the patient’s throat, hoarse-
ness, or dyspnea [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 malig-
nant 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 an amela-
notic 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 pleomor-
phic shapes with notable mitotic activity. Verification is
performed with immunohistochemistry using S100 protein
and melanocyte markers- MART1/Melan A, tyrosinase,
HMB45, MITE Protein S100 exhibits the highest sensitiv-
ity, while HMB45 shows the greatest specificity [13]. In the
study of Suresh et al. [4], 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.

Based on immunohistochemistry, it is not possible to
distinguish between primary and metastatic melanoma
[13]. Based on nodularity and primary submucosal lo-
calization, it is possible that malignant melanoma in this
study is presented as metastasis. However, since a part of
the tumor’s 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 prog-
nosis [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.
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According to the study by Grant-Freemantle et al. [12],
distant metastasis and local recurrence are the main con-
tributors to mortality in HNMM. It was found that distant
metastasis plays a more prominent role in mortality. The
study also showed that survival rates were lower with pri-
mary 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, includ-
ing its plan and dose, remains a topic of debate. In a study
by Lu et al. [11], which included 288 patients with muco-
sal melanoma who underwent surgery, radiotherapy did
not show an improvement in overall survival or disease-
specific survival.

On the other hand, a systematic review conducted by
Jarrom et al. [15] that focused on mucosal melanoma in
the upper airways system determined that postoperative
radiotherapy could enhance locoregional control of the
disease. A study by Pincet et al. [2] also showed that pri-
mary or adjuvant radiotherapy provides a benefit on local
control and overall survival.

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 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 challeng-
ing task, and studies have not yet provided a clear state-
ment regarding the role of radiotherapy and novel systemic
treatments [17]. A study by Patel et al. [18] found that the
only independent predictors of outcome in HNMM are
clinical stage at presentation, tumor thickness greater than
5 mm, vascular invasion on histologic examination, and

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

Cases | Author Year | Country Treatment Follow-up

1 | Cremonesi[19] 1956 | ltaly Radiotherapy and neck No details
dissection

2 | Lorentz[20] 1979 | Germany Partial laryngectomy and No details

radiotherapy

3 | Hussain and Whitehead [21] | 1989 | United Kingdom (UK)

No recurrence identified at 24
months follow-up

Radiotherapy

Duwel and Michielssen [22] 1996 | Belgium Total laryngectomy No details
5 Asare-Owusu et al. [23] 1999 | UK Radiotherapy No recurrence identified at 24
months follow-up
6 | Szmejaetal. [24] 2000 | Poland Total laryngectomy, neck No details
dissection, and radiotherapy
7 | Current case 2021 | Serbia None No details
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the development of distant metastasis. 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 laryn-
geal melanoma and 18 of them were in glottic subregion
[7]. In Europe, there have been six reported melanomas
of the glottis, while the last one was recorded more than
20 years ago. Of all these cases, three patients had a com-
bined treatment of radiotherapy and surgical treatment,
while another three underwent monotherapy. Only two
patients who were treated with radiotherapy attended regu-
lar 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 these malignancies even in advanced
European countries. It is also observed that most patients,
four out of six, 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 re-
quire emergency tracheostomy. Since melanoma can be
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mistaken for other laryngeal malignancies, immunobhis-
tochemical analysis plays a crucial role in making an ac-
curate diagnosis. Early detection of the disease is vital.
The recommended first-line treatment is radical surgery
followed by postoperative radiotherapy for optimal locore-
gional control. Despite advances in treatment modalities,
laryngeal melanoma still carries a poor prognosis with an
exceptionally low five-year overall survival rate.
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TpchrnoquM MeJ1IaHOM rpK/baHa NpeAcCTaB/bEH OTEXKaHUM JUCatbeM

CBeTnaHa Bamwapesuh'?, AHhennHa JoBaHoBuh'?, Carba Byunh', AHa Mapuja Tomuh?3, MunaH b. JoBaHoBUh'?
'KnnHnyko-60nHNYKN LeHTap ,3emyH’, Oferbere OTOPUHONAPUHIONOrMje ca MakcunodauujanHom xupyprujom, beorpag, Cpbuja;

*Yuueep3uTet y beorpagy, MeanunHcku gakyntert, beorpag, Cpbuja;

*YHueepautet y beorpagy, MeanunHcki dakyntet, MHcTuTyT 32 natonorujy, beorpag, Cpbuja

CAXETAK

YBop MaKo je MenaHoMm Cly30Koxe rnaBe 1 BpaTa peTka 6ornecT,
HbEroBa yyecTanocT pacte nocnefmux geteHuja. Hajuewwha no-
Kanu3auuja MenaHoma naprHKca je cynparnoTuc, 3aTim roTuc,
a rMaBHM CUMMTOM je MPOMYKOCT. 360r IoKanusauuje 1 arpe-
CVBHe MPYIPOAE OBe BPCTe paka, YecTo OCTaje aCUMMTOMATCKI
CBe [OK He JOCTUrHe Y3HanpeaoBanu cTagujym 6onectu, Wto
pe3ynTripa NOLIOM NPOrHO30M.

Mpukas 6onecHuKa MauwjeHT, ctap 45 rogrHa, ca oTeXXaHUM
Jucarbem, MPUMIbEH je Y XUTHY ciy»K0y. IHgnpeKTHa napuH-
rocKkomnuja OTKpWIa je TPaHCHIOTUYHY Macy Koja 3ay3rima 1eBu
NMPUPOPMHU CUHYC 1 CKOPO LIEO Y/a3 y MapUHKC, WTO je fo-
BEJIO 10 M3Y3eTHO CYXEHOT AMcajHor nyTa. YpaheHa je XxuTHa
TpaxeoToMuja. KOHTPaCTHOM KOMMjyTepri30BaHOM TOMOrpa-
dujom BpaTta oTKprBEHa je ynueponponudepaTriBHa Maca
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NapuHKca Koja obyxBaTa CynparfioTuc, FoTUC 1 Cy6rnoTic ca
CyXEereM JUCajHKX NYTEBa W LUMPEHEM Y IEBU MMPUPOPMHI
CYHYC. YUMHbEHA je 1 AMPEKTHA NIAPUHIOCKoNUja, a brioncujom je
noTepheH ManurHy MenaHoMm naprHKca. HaxanocT, nauujeHt je
04610 farbe XMPYPLLKO 1 OHKOMOLLKO fleyee, Kao 1 JoAaTHe
AVjarHoCTMYKe npoueaype. YeTnpm MeceLia HakoH MocTaBbarba
[MjarHo3e nauunjeHT je NpecTao fa Aonasu Ha KOHTpone.
3ak/byvak MenaHOM napriHKCa je PeTKO CTatbe Koje MoXe 3a-
XTEBATV XMTHY TpaxeoTomujy. [OLITO ce MenaHoOM MOXe 3aMeHU-
TV Ca BPYrUM ManurHMTeTMa NapuUHKCa, UMYHOXUCTOXeMMjCKa
aHanu3a urpa Ksby4Hy ynory y noctassbatby TauHe AujarHose.
PaHo oTKprBatbe 60NecTu je of BUTANHOT 3Havaja.

KrbyuHe peun: menaHom; TYMOP JlapUHKCa; CTPUAOP; Tpaxe-
oTomuja
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