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Melanomas riska faktori, sabiedribas izpratne
par uznémibu pret adas vézi

Kristine Azarjana, Melanomas prognostiskie un riska faktori. Promocijas darbs, 2012.

Pétijuma meérkis — izvertét melanomas epidemiologiju, ka ari kliniskos un histologiskos
parametrus saistiba ar slimibas prognozi, un noteikt melanomas geneétiskos riska faktorus
Latvijas populacija.

Retrospektivaja pétijuma apkopoti dati par 984 melanomas pacientiem, kuri ir arstéjusies
Rigas Austrumu kliniskas universitates slimnicas Latvijas Onkologijas centra (RAKUS LOC)
laika posma no 1998. lidz 2008. gadam. Genétiskaja analizé ieklauti 228 pacienti.

Pacientiem ar atkartotiem melanomas, aizkunga dziedzera vai smadzenu audzeju
gadijumiem gimené, ka ari gados jauniem pacientiem (<40 g.) un pacientiem ar multiplam
primaram melanomam izanalizéts gens CDKN2A un géna CDK4 2. eksons.

Divsimts melanomas pacientiem un 200 kontroles personam nosekvenéts ari MC1R géns.
Melanomas incidence RAKUS LOC pétamaja laika perioda ievérojami pieauga
(koeficients=0,56; 95%CI=0,15-1,05; p=9,67x10"-3).
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Biezak konstatéja nodularas melanomas (39,2%) un melanomas ar culoSanu (45,2%).
Melanomas vidéjie Breslow biezumu raditaji pa gadiem samazinajas (koeficients=-0.37;
95%Cl=-0,60 lidz -0,15; p=0,), lai gan audzéja vidéjais biezums joprojam saglabajas |oti
augsts - 6,0 mm.

CDKN2A géna tika atklata mutacija — 5 bazu paru delécija (c.-20676 - 20682delGTACG)
géna CDKN2A/pl14~ARF promotera, kas ir pirmais gadijums, kad melanomas pacientam
Latvija konstaté mutaciju CDKN2A géna.

Tika atrasta ari otra un tresa gimene ar géna CDK4 R24H mutaciju.

MC1R géena analizé konstatéti 26 dazadi polimorfismi, no kuriem cetri — Val60Leu,
Val92Met, Arg151Cys un Argl60Try, bija saistiti ar paaugstinatu melanomas attitibas risku
Latvijas populacija, un melanomas riks to nésatajiem pieauga 2-4 reizes. Turklat lielaks risks
bija personam ar tumsiem matiem un IlI/IV adas tipu.
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Alise Emma Raika, Laundabigu audzéju adas metastazu komplekss izvertéjums:

veidojumu dermatoskopiskas pazimes un mikrobiologiskais profils, 2. studiju gads
doktorantura.

Promocijas darbs tiek izstradats Dermatologijas un venerologijas un Biologijas un
mikrobiologijas katedras, darba vaditaji doc. Elga Bataraga un asoc. Prof. Ingus Skadins.
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Abstract:

Background:

C are cells in the dermis and hypodermis and can develop from every type of malignancy. The invol of the
skin in the ic p is idered to be quite rare and carrics a poor prognosis, but it is of great imp in the 2

and sclf-csteem of the patient.

Objective:

The objective of this paper is to collect h data on clinical signs of and the usc of & py in their diag
process.

Results:

Cutancous metastases present with different clinical variants and d pic findings, the most being non-painful skin-colored nodules
with various vascular structures seen in dermoscopy. There are not many reports on the d pic findings of

Conclusion:

Cutancous metastascs remain a rare diagnosis but are of great clinical importance. As the use of dermoscopy rises yearly, a better understanding of
the d pic f in should be obtaincd and reported

Keywords: Oncology, Cancer, D py, C Skin Non-pig d lesions.
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L INTRODUCTION

Cancer remains a crucial public health issue worldwide. A
major problem with the management and treatment of
malignancies is their ability to produce metastases.

of all cancer patients with metastatic disease will develop
cutaneous metastases, they are quite rare in everyday practice
but of great importance. Skin involvement in the metastatic
process is considered a poor prognosis for the overall patient
condition [5].

Cutaneous metastases (CM) are cancerous cells in any
layer of the skin, originating from primary cancer [1). These
tumor cells metastasize through haematogenous, lymphatic,

Table 1. Most common sources of cutancous metastases |3].

and direct tissue invasion. Even some cases of iatrog - Males o Fmo&r

i i i 2 ung cancer (24%) Breast cancer (69%)
Tallgnanl mplaptauon hav_e been repone_d [2). Regudnpg the bk sy e
freq y of skin formation, it correlates with the M 13%) e W"‘S%)

frequency of primary cancer [3]. The most common types of Squamous carcinoma of the oral cavity (12%) |Ovanan cancer (4%)

cancers to produce CM are melanoma, breast cancer, lung Kidney cancer (6%) [Cervical cancer (2%)
cancer, colon cancer and others, but theoretically, every type of Stomach cancer (6%)
cancer can form metastases in the skin (Table 1) [4]. As 1-10% Ocsophageal cancer (3%)

Other sates. thyroud, adrenal, endometnial, pancreatic cancers.
2. MATERIALS AND METHODS

* Address correspondence 10 this author at the Department of Dermatology and
Venereology, Riga Stradins Universaty, Riga, Latvia,

E-ol; slsccalaeme@gmil.com This review was prepared by performing a comprehensive
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search of the literature using keywords related to cutaneous
metastases and their dermoscopic findings. The search was run
on January 2021, in EBSCOhost, ScienceDirect, Wiley Online
Library and ClinicalKey databases. Book chapters, case
studies, case reports and literature reviews were included.

Inclusion criteria included the articles on the topic of
cutaneous metastases formed by internal malignancy,

lanoma or lymph and those cc g clinical and/or
dermoscopic images of the cutaneous metastases. Exclusion
criteria involved report on primary skin tumors, non-English
studies, and if full articles are not available.

A total of 580 citations were generated from the literature
search, of which twenty-two (n+22) met the inclusion critena.
For the analysis of dermoscopic patterns in cutaneous
metastases, only papers that provided dermoscopic images
were considered. Ten (n=10) of the analysed reports were used
to provide a summary of the available data on dermoscopic
features in cutaneous metastases. Pictures from the author’s
private collection were added for additional visual purposes.

3. RESULTS

3.1. Clinical Features

The most ¢ clinical pr ion of ¢ u
metastases involves painless, firm nodules located in the
dermis, anatomically near the primary tumor site, metastatic
lymph node or surgical scar [1, 5, 6] (Fig. 1). These nodules
usually appear suddenly and show a rapid enlargement. The
average size of a nodule is between I to 3 cm, but much larger
and smaller lesions have been reported [7]. Various other
clinical forms of skin metastases have been reported as well.
For example, cutaneous metastases can mimic dermatitis [8)
and even chancres [9]. The migration of the malignant cells can
also cause lymphatic obstruction, presenting as facial swelling

A: Cutaneous metastases of breast cancer:
tinl

pink and eryth dular lesions

(0,5-1 em in diameter) on the patient’s chest and

neck area.

Fig. (1). Patient with multipl
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and elephantiasis [7].

The color of the newly formed lesion varies from flesh-
colored to pink, red, purple, and even black. In breast cancer,
such specific forms as induration (peau d'orange), erysipelas-
like formations and eryth papules that r bl
vascular proliferation are described. In leukemia and
lymphoma patients, papular and nodular pink-to-brown lesions
have been described as a form of cutaneous metastases |5, 10 -
12).

It is also worth mentioning that cutaneous metastases can
become infected by various pathogenic and/or opportunistic
bacteria (such as S. aureus, P. aeruginosa), causing discomfort,
pain, malodor, and other complications [13].

3.2. The Role of Dermoscopy in Diagnestics Of Cutaneous
Metastasis

There are no specific steps for acquiring the diagnosis of
skin is. The app e and anatomical site of the
newly formed lesion as well as the patient’s history can play an
important role in the diagnostic process. Although lesion
biopsy is considered the most effective diagnostic method, an
additional, non-invasive diagnostic approach would be
dermoscopy.

Dermoscopy (or epiluminescence microscopy, ELM) is a
widely used method in clinical practice to mainly inspect
benign and malignant nevomelanocytic lesions. A study carried
out in 2017 by Christoph Sinz er al. suggests that dermoscopy
also improves the diagnosis and 2 of non-
pigmented skin cancers and should be used as an adjunct
method to the basic examination of suspicious lesions [14].

The available information on the dermoscopic patterns of
cut is 1s li d; we found ten publications on
this topic (Table 2).

B: Cutaneous melastases of laryngeal
cancer: a purple, nodular lesion (4 ¢m m

4 ) with a b o, bk 4

on the patent’s flank area. Multiple firm

subcutaneous nodules.

F from breast cancer on her chest and neck (A); Patient with cutancous metastases from laryngeal



Der-&cop}r Fimﬁnp in Cases

Fig. (2). Dermoscopic image of
Photos used with patient consent for educational purposes only. Taken
by Dr. Alise Emma Raika.

Karen A. Chernoff er al., in their case series, reported a
high prevalence of vasculature in at least 88% of cases with
serpentine, arborized, dotted and comma shaped vessels,
sometimes giving a mixed pattern. Some breast cancer
cutaneous lesions in the study presented with clinical
hyperpigmentation with pigmented streaks or globules in
dermoscopy [1]. Another case study of breast cancer by Awatef
Kelati and Salim Gallouj reported linear irregular and
polymorphic vessels combined with white bright lines and
white structureless areas [15].

In a case report of cutaneous metastasis of renal carcinoma,
dermoscopy revealed purple-red colour lesions with multiple
linear vessels that were distributed in a parallel pattern in the
centre of the lesion. White lines in the periphery of the lesion
were also described [16].

In reports on cutaneous melanoma metastases, the main
dermoscopic patterns reported are homogenous, saccular,
amelanotic, vascular and polymorphic [17, 18]. Rubegni et al.
suggest that the vascular patterns are related to tumor
thickness; corkscrew vessels are more often found in thick
lesions while punctate vessels predominate in thinner ones.
Vascular structures are more often found in melanoma
metastases than in primary lesions, thus they could be a valid
diagnostic tool for distinguishing primary melanoma from its
metastases [18]. Vascular patterns (serpentine, hairpin, and

Table 2. Dermoscopic findings in cutaneous metastases.
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olher types of vessels) are also reported by Jaimes ef al. in non-

ted ma Other dermoscopic patterns
mclude peripheral grey spots/globules, pigmentary halo, and
perilesional erythema [17 - 19].

The main dermoscopic findings in cutaneous forms of

lymphomas include various presentations of vessels (ex.,
linear, dotted, arborizing), structureless areas and yellow areas,
as well as scaling [12].

Some examples of dermoscopic images from cutaneous
metastases are presented in (Figs. 2-4).

™

Fig. (3). Dermoscopic image of Iarvngcal cancer cutancous metastasis.
Photos used with patient for Ip only. Taken
by Dr. Alise Emma Raika.

Fig. (4). Dermoscopic image of breast cancer cutancous metastasis
Photos used with patient consent for educational purposes only. Taken
by Dr. Alisc Emma Raika.

Author(s), Publication’s Primary Tumor CM’s Clinical Characteristics CM’s Dermoscopic Findings
Year of Publication | Oxford Level
of Evidence

Chemnoff er al., 2014 [1) Level 4 Various (breast, Eryth orpi d nodul Vascular pattern (serpentine, arbonizing,
colorectal, thyroid, papules, and plaques. dollcd comma—shapcd vessels).
ovanan and other May be ulcerated. or h pink
cancers) appearance.
Hyperpigmentation.

Brown streaks, blue-gray globules

i Tabde 2 contd.
Aunthor(s), Publication’s Primary Tumor CM's Clinical Characteristics CM's Dermascopic Findings
Year of Publication | Oxford Level
of Evidence
Bombonato ef al., 2018 Level 3 Primary cutancous T- MEF: patches, plagues, tumors, MF: fine short lincar vessels, dotted
[12] cell lymphomas vessels, spermatozoa-like structures,
orange-yellowish patchy areas.
peALCL: solitary firm nodule with | peALCL: pink-to-yellow structureless
rapid growth and ulceration. areas, polymorphous vessels.
LyP: recurrent papular, papulonecrotic LyP: variable.
or nodular lesions.
Primary cutaneous B- | PCFCL: Solitary or multiple papules | PCFCL: white circles/areas, arbonzing
cell lymphomas and plagues on the head and neck area. wvesscls, scales, salmon-
eolored background.
PCLBCL, LT: Solitary or multiple | PCLBCL, LT, PCMZL: polymorphous
papules and plagues vascular pattern, arbonzing vesscls,
on the legs. scales, sn]nwn_—mll_:m:d background,
PCMZL: Solitary or multiple papules white circles.
and plagues on trunk and extremitics.
Cutaneous Lymphoma cutis, Acral pseudo- Linear vessels, reticular white lines.
pseudolymphomas | lvmphomatous angickeratoma: reddish|  Follicular yellowish spots, arborizing
nodules, plagues wvessels,
Pscudo-lymphomatous folliculitis: | Punctate and irregular linear vessels,
dome shaped hyperplastic hair follicles white-pink siructureless arcas.
Kelati & Gallouj, 2018 Level 5 Breast cancer Pink nodules on indurated skin. Pink-orange background, vellow central
[15] Well-demarcated crythema and arcas,
edematons cellulitis with central Linear irregular and polymorphic
ulceration. wvessels,
Whitish bright lines and structureless
areas.
Soares ef al_, 2014 [16] Level 5 Renal carcinoma Sharply demarcated, firm purple-red Purple color.
nodule. Linear vessels (parallel distribution in
the centre combined with white lines,
ramification in the periphery).
Baono er al., 2004 [17] Level 3 Melanoma Not given. Homogenous pattern (red, brown, gray-
black uniform pigmentatson).
Saccular pattern (blue, red, brown, gray
saceuli).
Amelanotic pattern (serpentine vessels,
corkscrew-like vessels, arbonzing,
dotted vesscls; malky-red arcas; angioma
Rubegm ef al., 2013 Level 3 Melanoma Not given. like lacunae, crystalline structures).
[18] Vascular pattern (punctate vessels,
corkscrew vessels).
Polymorphic pattern.
Focal dermoscopic patterns: reddish
color, peripheral spots/globules,
perilesional erythema, pigmentary
peripheral halo.
Jaimes et al., 2012 [19] Level 4 Melanoma (amelanotic) Pink/erythematous papules and Vascular pattemn (serpentine, glomerular,
nodules. hairpin, corkscrew-like, arborizing and
Ulceration/crust. dotted vessels, angioma-like lacunac),
milky red areas.
Hammami-Ghorbel et Level 5 Melanoma Widespread pink to hght-brown Polymorphous vascular pattern with
al., 2014 [20] macules. milky red areas, saccular and dotted
vessels, draft of network.
Watt er al., 2006 [21] Level 5 Breast cancer Irregular pigmented, firm pink-red Multiple small, brown globules of
nodule with dark brown cerchriform | irmegular distnibution, bluc-white veil,
centre, hrown pigmentation.
De Giorgi er af., 2009 Level 5 Thyroid cancer Erythematous, slightly rised lesion | Polymorphous vascular pattern of linear
[22] with imegular borders. irregular and dotied vessels.

Abbreviations are wsed in Table 2.

MF: Myeosis fungoides

peA LCL: Primary Cutaneous CD30+ Anaplastse Large-Cell Lymphoma
Lyl Lymphomateid papulosis
PCFCL: Primary Cutaneows Follicle-center Lymphoina

PCLBCL LT: Primary Cutaneous diffuse Large B-Cell Lymphoma, Leg Type
PCMZL: Pramary Cutaneous Marginal-Zone B-Cell Lymphoma.




4. DISCUSSION

Although skin metastases are quite rare and often portend a
poor prognosis, they are still of great clinical importance.
Cutaneous metastases may arise from various primary tumors
(melanoma [17 - 20], breast cancer [1, 15, 21], thyroid cancer
[1, 22], lymphomas [12], and others [2 - 6, 16]). Their clinical
appearance varies from erythematous to pigmented papules or
nodules with or without ulceration [1,3 -6, 12 - 22].

Owerall, the use of dermoscopy increases yearly, but case
reports and studies on the specific dermoscopic features of
cutaneous metastases are not that commeon. This could be due
to the uncommonness of secondary cutaneous malignancies in
general or the lack of dermoscopy skills and uwse in other
specialties, excluding the dermatology field. The most
structured information in the literature on the dermoscopic
findings in specific tumor metastases is related to melanoma
[17, 18] and cutaneous lymphomas [12]. This could be due to
the fact that these patients are often overseen by
dermatologists, who tend to use dermoscopy as a diagnostic
tool more than any other specialists.

The main reported characteristics of skin metastases in
dermoscopy overall are various forms of vascular patterns (ex.
linear, dotted, arborizing, corkscrew-like and others, as well as
a mix of various patterns or polymorphous vessels) [1, 12 - 22].
The vascular patterns may be related to the thickness of the
secondary metastases [18]). Other dermoscopic signs include
structureless areas, white lines, and the presence of peripheral
globules or spots. Changes in color (hyperpigmentation, pink,
yellow and orange patches) are also deseribed [1, 12 - 22].

As breast cancer is one of the most common types of
cancer to metastasize the skin in the female population [3], we
think that more in-depth information should be pathered
regarding the various clinical forms and their dermoscopic
patterns, as the data varies in case reporns. Clinical variants
from the pink nodular lesion with erythema and polymorphic
vessels with bright white lines seen in dermoscopy [15] and
structures with pigmentation and globules of irregular
distribution with a blue-white wveil [1, 21], mimicking
melanoma appearance, are reported. These patterns should be
analysed more thoroughly and characterized accordingly.

The results of this review are of imporiance to
dermatologists and oncologists and other specialists, whose
patients have a clinical suspicion of cutaneous metastases, to
verify or deny their concerns before receiving lesion biopsy
results. Limitations of these results include the factor that most
of the results were obtained from case reports and case series
studies (Oxford Level of Ewvidence 5 and 4). Multicentric
studies on large populations with cutaneous metastases would
be useful to better distinguish the dermoscopic characteristics
of cutaneous metastasis.

CONCLUSION

Cutaneous metastases are rare in everyday practice but are
crucial to recognize. Their main clinical characteristics are pink
to erythematous nodules with vascular patterns seen on
dermoscopy, though other variants with different types of
primary lesions and color patterns are reported. As the use of

dermoscopy rises yearly, a better understanding of the
dermoscopic features in cutaneous metastases should be
obtained and reported, performing larger studies with
standardized description criteria.
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Pétijuma meérkis

 Salidzinosa melanomas attistibas riska faktoru salidzinajums populacija un
starp ar adas slimibam slimojosiem:

- hroniskas, iekaisiga rakstura
- puslu dermatozes
- lichen grupa
- niezosas dermatozes
- saistaudu slimibas u.c.
* ledzimtiba; genétiskie faktori
e UV starojums : adas tips,fotobojajums, PUVA un UVB
* Imunspresija : biologiskie, imunsupresivie un citostatiski lidzekli



Augsta riska grupa

* Nodularas melanomas apakstipu nereti gruti agrini atklat, jo ta strauiji
aug un biezi notiek amelanozes veidosanas.

* Jauni melanomas riska faktori ir melanokortina-1 receptoru genotips,
Vé€za anamnéze bérniba, imunsupresija, saulosanas telpas un,
iespéjams, Parkinsona slimiba

JAm Acad Dermatol, 2014;71: 599-609



Kliniskas stratégijas melanomas agrakai

atpazisanai un identificésanai

* Melanomas atpaziSanai izmantotie riki ietver ABCDE kliniskas
bridinajuma zimes, "neglita piléna" zimi un vizualos palighdzek|us
(fotografijas)

* Melanomas riska novertésanas paliglidzekli ir izstradati, pamatojoties
uz dazadiem riska faktoriem, lai identificétu personas, kuram ir lielaks
risks

* Riska novértésanas riku izmantosana var palielinat mérktiecigas
skrininga rezultatus melanomas agrinai atklasanai un var samazinat
zema ienesiguma skriningu pat par 50 %

JAm Acad Dermatol, 2014;71: 599-609



Riska faktori, kurus var atklat ar anketésanu

* Melanoma anamnézé * Maksligs UV apstarojums (solariji,

* Ne- melanomas adas audzgjs PUVA_‘) o ) L
(bazalioma, plakanstinu vézis, * Hroniska imtnsupresija (audzéji,
limfoma) HIV, transplantacija)

* Melanoma radiniekiem * Genétiska nosliece (xeroderma

e Vecums un dzimums (virie&i vecaki pl%r])ent_osurln, genejclsklkagouetl
oar 50 gadiem) gadijumi melanomai ar krats,

em e olnicu audzejiem, ka art pancreas
* Jauni mainigi névusi, vai névusi ar audzéju)

simptomu attistibu

* Insolacija (intensiva epizodiska vai
hroniski patstaviga; saules
apdegums bérniba



Melanomas attistibas riska faktori, kurus var
atklat pacienta apskaté

e Daudzskaitligi névusi (vairak par 100)

* ledzimti melanocitari névusi

* Névusu parmainas, ko konstaté apskates laika
* Fotobojajuma pazimes ada



Melanomas riska faktori, ko var atklat
dermatoskopija

* Kompleksa dermatoskopiska aina viena névusa

* Liela névusu dermatoskopiskas ainas variabilitate vienam cilvékam
(pieméram, melnas krasas nevusi ar globularu strukturu+ sartas
krasas névusi ar homogénu struktlru+ brunas krasas névusi ar

tiklaini- globularu strukturu
e «Neglita piléna» simptoms



