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Melanoma is an aggressive disease that accounts for approximately 75 % of skin cancer-related deaths. The
primary objectives of surgery in metastatic disease are symptom relief and debulking. As effective systemic
treatment prolongs survival in a patient population with advanced disease, the role of local palliative therapy
potentially increases. When considering palliative surgery, it is crucial to weigh the potential risks of surgical
complications against the burden caused by the symptomatic lesions.

We present a case report of melanoma TxNxM1c¢ metastasis to the skin in the right supraclavicular area with
disintegration and bleeding, metastatic lesions in the cervical, axillary, and subpectoral lymph nodes bilaterally,
and metastatic lesions in the left adrenal gland, stage IV. The patient was urgently hospitalized with manifesta-
tions of diffuse bleeding associated with tumor disintegration. According to the treatment history, the patient
has been receiving targeted chemo-immunotherapy since 2022. The pain syndrome intensified, and periodic
episodes of bleeding from the tumor were observed. Cytoreductive surgery tactics were discussed by the mul-
tidisciplinary team and agreed upon with the patient. The patient insisted on removing the tumor despite
the risks of the operation. This clinical study deals with a controversial, yet clinically required, palliative care
method for preserving and improving the quality of life with this diagnosis. This case highlights the aggressive
nature of generalized melanosis, characterized by a rapid clinical course and limited response to traditional
targeted chemo-immunotherapy. The difficulties encountered in the diagnosis and treatment of this aggres-
sive form of metastatic melanoma underscore the need for early detection, tailored therapeutic approaches,
and ongoing research efforts to improve treatment outcomes in such cases.
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Melanoma is a malignant neoplasm that develops
from pigment cells (melanocytes) and most often
affects the skin [6].

The annual incidence of malignant skin melano-
ma (MS) ranges from 3-5 per 100,000 population
(Mediterranean countries) to 12—35 per 100,000
(Nordic countries), while in Australia and New
Zealand it can reach 50 per 100,000 population. It
is noted that the incidence of melanoma has been
steadily increasing over the past 40 years, with
a tendency to stabilize the mortality rate, except
in elderly men. The peak incidence of cutaneous
melanoma occurs at age 65, although the disease
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can occur at any age. There is also an increase in
the mortality-to-incidence ratio in Eastern Euro-
pean countries compared to Western European
countries, which indicates the need to improve
prevention measures and early detection of mela-
noma in Eastern European countries, in particular
in Ukraine. In 2022, 330,000 new cases of melano-
ma were diagnosed worldwide, and almost 60,000
people died from this disease [1]. According to the
National Cancer Registry, 5,051 cases of melanoma
were registered in Ukraine in 2022-2023. As of
2023, 31,217 people with this disease were regis-
tered. Of those newly diagnosed, 33.9 % had stage
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I of the disease, 43.4 % had stage 11, 6.9 % had stage
IIL, and 5.3 % had stage IV; in 10.4 % of patients, the
stage was not determined. Treatment of metastatic
melanoma is challenging. Overall 1-year survival
for metastatic (generalized) melanoma depends on
the stage of spread and is 62 % for stage M1a, 53 %
for M1b, and 33 % for M1c [2]. Surgery for stage
IV melanoma remains controversial, with system-
ic therapy being preferred. However, the need for
rapid removal of life-threatening metastases and
improved patient quality of life supports the need
for surgical removal of the tumor, but it does not
confer any survival advantage [3, 5].

Case report

Female patient, born in 1966.

Diagnosis: Non-pigmented melanoma TxNxM1c
metastasis to the skin in the right supraclavicular
area with disintegration and bleeding, metastatic le-
sions in the cervical, axillary, and subpectoral lymph
nodes bilaterally, and metastatic lesions in the left
adrenal gland, stage TV.

From the anamnesis: the diagnosis of non-pig-
mented melanoma was established in 2017, when
a neoplasm in the right subscapular area was re-
moved. The patient did not receive specific treat-
ment in the postoperative period.

In 2022, the diagnosis was made: metastatic mel-
anoma of the skin of the left breast, BRAF V600
mutated. 17 courses of radiation therapy (42.6 Gy)
were performed, followed by 6 months of targeted
therapy with encorafenib + binimetinib.

From March to May 2023, 4 courses of nivolum-
ab immunotherapy were conducted.

In April 2024, the patient reported an enlarge-
ment of the supraclavicular and right cervical
lymph nodes.

In July 2024, the patient began receiving pem-
brolizumab immunotherapy.

In October 2024, the patient was urgently hospi-
talized with manifestations of diffuse bleeding asso-
ciated with tumor disintegration. The bleeding was
stopped (Fig. 1).

The patient’s general condition stabilized as a re-
sult of the treatment. Bandages with antiseptics
were applied to the tumor, antibiotic therapy was
administered based on bacterial culture results,
and targeted therapy was prescribed according to
the oncologist’s recommendations (encorafenib +
binimetinib).

Periodically, the patient had recurrent bleeding,
which was stopped by tight tamponade and the use
of hemostatic sponges. The pain syndrome intensi-
fied. Preoperative preparation was performed.
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According to computed tomography (Fig.2):
Tumor mass in the right supraclavicular area with
disintegration 160 x 161 mm, signs of vascular inva-
sion of small branches of the right subclavian artery,
invasion of the common, external, and internal ca-
rotid arteries, jugular vein, adjacent muscles, and
the right lobe of the thyroid gland.

Metastatic lesions in the cervical, axillary, and
subpectoral lymph nodes bilaterally; metastatic le-
sions in the left adrenal gland with tumor invasion
of the left renal artery and vein; contact with the
celiac trunk and left gastric artery.

Brain: No additional formations or foci of patho-
logical density were detected. No additional forma-
tions or infiltrative changes in the lungs were de-
tected. Mediastinal organs without visible pathol-
ogy. Intrathoracic and axillary lymph nodes were
not enlarged.

In November 2024, surgical treatment was per-
formed in the following scope: Cytoreductive re-
moval of skin melanoma in the right supraclavicu-
lar area. Plastic surgery with a skin-muscular flap
on the vascular pedicle. The course of the postop-
erative period was of moderate severity. The post-
operative wound healed with primary tension.

January 2025. Disease progression: a local meta-
static lesion in the postoperative scar with compres-
sion of the tissues and organs in the neck. Tracheos-
tomy. Symptomatic treatment. January 2025: death
of the patient.

Figurel. Preoperative appearance of the tumor
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Figure 2. Preoperative computed tomography results

Discussion

This clinical case demonstrates a multifaceted ap-
proach to palliative treatment of skin melanoma,
wherein systemic treatment serves as the primary
therapeutic modality necessitating surgical inter-
vention to eliminate the risk of blood loss and im-
prove the patient’s quality of life amidst the decay
of necrotic tumor masses.

The role of metastasectomy in the treatment of
melanoma varies depending on the site of metastasis
and the patient’s unique clinical presentation and may
serve as an adjunct to systemic treatment of patients.

Approximately 50% of melanomas exhibit
BRAFV600 mutations. The occurrence of BRAF
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mutations varies depending on tumor location, with
the highest frequency observed on the trunk (57 %),
extremities (46 %), and face or scalp (28 %).

Targeted therapies for melanoma with the BRAF
V600E mutation have shown significant clinical re-
sults, although these are often temporary.

In addition, ongoing studies are investigating
the combination of immune checkpoint inhibitors
and targeted therapy, used simultaneously or se-
quentially [6].

Nivolumab is a human IgG4 monoclonal antibody
that blocks the PD-1 protein. It is a type of immuno-
therapy that works as a checkpoint inhibitor, block-
ing the signal that prevents T cells from activating
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Figure 3. Macroscopic specimen of the tumor and
postoperative appearance of the wound
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against tumor cells. Nivolumab is used as a second-
line drug for unresectable or metastatic melanoma
after treatment with ipilimumab and, if the cancer
has a BRAF mutation, a BRAF inhibitor [4].

Pembrolizumab is a humanized monoclonal anti-
body preparation against PD-1 (cell death protein
1), an immune checkpoint inhibitor that blocks the
binding of PD-1 to the PD-L1 and PD-L2 ligands
and thus restores the immune system’s ability to at-
tack and destroy cancer cells. Based on the results
of the KEYNOTE-006 study, pembrolizumab was
approved for use in unresectable and metastatic
melanoma. Regarding the BRAF mutation, the re-
sults of the KEYNOTE 054 study showed that the
efficacy of pembrolizumab was independent of the
presence or absence of this mutation [8].

Encorafenib (BRAFTOVI) and binimetinib
(MEKTOVT) were approved by the FDA in 2018
as a combination therapy based on results from
the phase 3 COLUMBUS trial, which showed im-
proved progression-free survival (14.9 months)
in 577 previously untreated patients or those who
have experienced disease progression at the start of
or after prior first-line immunotherapy, compared
with vemurafenib monotherapy (the mechanism
of action of which is selective inhibition of mu-
tant BRAF protein, with a particular focus on the
V600E mutation, which is common in approximate-
ly 45 % of melanoma cases) (7.3 months) with a me-
dian follow-up of 16.6 months and improved toler-
ability of the combination regimen. A subsequent
interim analysis of overall survival with a median
follow-up of 36.8 months showed a median OS of
33.6 months with encorafenib plus binimetinib ver-
sus 16.9 months with vemurafenib (HR=0.61 [95 %
CI 0.47-0.79], p< 0.0001), demonstrating clini-
cally meaningful efficacy and improved tolerability.
Combined BRAF/MEK inhibition is the standard
of care for advanced BRAF-mutated melanoma, es-
pecially with rapidly progressing and/or extensive
metastases [7].

Surgery does not improve survival in patients
with disseminated extracranial metastatic mela-
noma, but this tactic is important in most cases to
preserve the patient’s life and quality of life [3].

Conclusions

Palliative surgery for life-threatening metastatic
skin melanoma is one of the methods of a multifac-
eted treatment strategy for this pathology.
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KiniHiyHUH TiaXis 10 JJIKyBAHHA [IPU METACTATUYHIN MEeJIaHOMi
HIKipy. KiniHiYHUI BUTQ/TIOK

O. 1. [Ipouos, JI. O. Pomuna, IO. II. Bakyueus, JI. B. Jlesuenko, B. I. Harpe6eupkuit
Hamionanpuuit meguunuii yaiBepcuret iMetii O. O. Boromoubirs, Kuis

MenaHoma — 1€ arpeCUBHE 3aXBOPIOBAHHSA, AKE € IMPUYMHOIO OJIU3bKO 75 % CMEPTEN, NOBI3aHUX i3 PAKOM
mKipy. OCHOBHI Ll XipypriyHoOro BTPy4YaHHS IIPH METACTATUYHIN MEJIAHOMI — MOJIETTIEHHS CUMITOMIB T4
3MEHIIECHHA 00’eMy NYXJIMHU. Ha T71i CUCTEMHOI Tepartii, 1o JIEMOHCTPYE HOJMNIIEHHS BIDKUBAHOCTI ITAIiEHTIB
i3 11i€10 MTATOJIOTIEIO, POJIb JIOKAIBHOIL HAIIATUBHOI TEPATIil TOTEHIIIIMHO 3POCTAE. PO3IIAAAI0YN IMTAHHA IOJ0
34CTOCYBAHHS NATIATUBHOI Xipyprii, BAXIMBO 3HANTU OAJAHC MDK IOTEHLIMHUMHM PHU3UKAMH XipypriyHMX
YCKIAIHEHD i PU3BUKAMH, CIPUIMHEHUMU CUMIITTOMATUYHUMU YPAKEHHAMMU.

IIpencTaBaeHo KIHIYHUHM BUMNAIOK MemaHoMH TXNxMIc. MeracTra3u mKipy IpaBoi HAAKIIOUNYHOI JTUTITHKA
3 pO3Na/IOM T4 KPOBOTEYEIO. BinarepasbHe METACTATUYHE YPAKEHHA MIMMHUX, ITAXBOBUX, I'PYAHUX JiMda-
TUYHHX BY3/1iB, METACTATUYHE YPAKEHHA JIIBOIO HAAHUPHUKA, [V crazia. [TaienTKa roCriTanizosana B KIiHiKy
B YPI€HTHOMY IIOPSIKY 3 BUABAMU JU(PY3HOI KPOBOTEUI HA TJIi O3y IIYXJIMHU. 3 aHAMHE3Y JIIKYBAHHS I1a11i-
E€HTKHU BiZJOMO, M0 3 2022 pOKy PO3II0Y4TO IIPUHMOM KyPCiB TAPreTHOI XiMio-iMyHOTEpPaIIii. BoaboBHUI CMHIPOM
iJJICWJIIOBABCS, CIIOCTEPIr/IMCs IIEPIOANYH] €Ii30AM KPOBOTEUI 3 ITyX/IMHU. TAKTUKA JIIKYBAHHS B OOCA3i LIUTO-
PENYKTUBHOI'O BUJAJIEHHA ITyXJIMHKM OOrOBOPEHA MYIBIMAMCIHUILIIHAPHOIO KOMAH/IOIO T4 Y3TO/PKEHA 3 Ialli-
€HTKOIO. [TallienTKa HANOIAra/Id Ha BUJAJICHH] MyXJIMHH, HE3BAKAIOYM HA PU3UKU orlepaliil IlpeacrasieHui
KEYC XipyprigyHoro JiKyBaHHsI METACTATUYHOI MEJIAHOMH € CYyIIEPEWINBUM, AJI€ BOJHOYAC KIiHIYHO HEOOXiJTHUM
METOAOM IHAIIaTUBHOI'O JIKYBAHHA I 30€PEXEHH Ta IOJIIIIEHHS SKOCTi XKUTTS NMallieHTKU. 1]el BUIajoK
CBilYNTH PO ArPECUBHUN XAPAKTEP I'€HEPAIIZOBAHOIO MEIAHO3Y, IO XAPAKTEPUIYETHCA MIBUKUM KIiHi4-
HHMM I1€peGIroM Ta O6MEXEHOIO BiIITOBIIIO HA OCHOBHI PEKOMEHIOBAHI CXEMH TAPreTHOT XiMio-iMyHOTEpATTiL.
3 orAsy Ha TPYAHOILI JiarHOCTUKH Ta JIKYBAHHA 1i€l arpeCUBHOI (DOPMU METACTATUYHOI MEJTAHOMM, BAKIIBE
3HAYEHHA MAIOTh PAHHE BUABJICHHS, 4JAIITOBAHI TEPANIEBTUYHI ITIIXOAM ¥ ITOCTIMHI JOCTIIHULIbKI 3yCHUIULA [JI1
IOJIIIIICHHS PE3Y/IBIATIB JIIKyBAHHS TAKUX ITAIIi€HTIB.

K/I¥090Bi ¢T0Ba: MEIAHOMA, METACTA3EKTOMIsA, CHCTEMHE JIiIKyBaHHS, XipypridyHe JIiKyBaHHSL
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