Clinical Investigations

Braroyiapst TpUMEHEHMIO IIMKJIOIDIATAMA YHAETCA JOGUTECS KOHTPONS
POCT2 OIyX0JIA Y GOJBHEIX PAKOM IUEHKY MATKY ¥ MOYEBOTO TTy3HIps.

TIpenapar adbdexTuBeH B KavecTse Kak 1-i1, Tak 1 2-# 1 331 murmmit
XVMUOTEpaliH, CIIOCOOEH CYNIECTBEHHO TOPMOSUTH HAKOIUICHUE
SKCCymara [Ipy BHYTPYIDIEBpATbHOM MpuMetermm. Herocpencreen-
HBIMM OC/IOXXKHEHVSIMI B IUIAHE TIEPEHOCHMOCTH ABIIAIOTCH TOIHOTA
u pBota [—I1 CTeneHH, THIlepTepMU TIPY BHYTPYIUICBPATBHOM BBE-
Jetu. OcHOBHBIMY BHIAMM TeMATONOIMIECKON TOKCHMHOCTH ITHK-
JIOIUIATAMA SIBJITIOTCS JIEAKOIICHIA ¥ TPOMGOITOMEHYISL.

Tpemapar pexomeHnosan PapMaKOIOTHMISCKUM KOMHUTETOM
Mumsapapa PO i IpHMEHEHUS B KIIMHUKE.,
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POJIb IIATOJOTMTYECKOTO METOJIA B TUATHOCTUKE
MEJAHOMBI KOXKHU V TETEI

HHH Oemcroil OHKOAOZUY U 2eMATMONOCUY

MenatioMa KOXH — ONYXOJb HeHPOIKTOREPMATBHOIO IIPOUCKOXK-
JeHUs, omHa W3 Hambomee 3MOKAYECTBEHHBIX ONYXOJEH YeloBeKa,
BCTpeuaercs B M0OOM BO3pacTe, ¥ AeTell OTHOCHTe 6HO pefko [1,2] . Tlo
JIAHHEIM PasHBIX aBTOPOB, OHA HAGIIONAETCS VIS B 2,5% CIIy4acs y me-
Tell ¢ pasIIHBIMI COMMMERIME OIYXOJISIMEL, 9T0 cocTarisaeT 0,3% seex
HOBOODBPA30BAHVI KOXKI ¥ CIIM3UCTHIX 0005I0ueK [S]. V B3pocnoro KoH-
THHIeHTA GONBHEX MeNaHoMa Koxu Konednercs ot 1 5o 4% [6, 7].

B Hacrosinee BpeMs B MUpe IIPOBOIATCS VICCIICAOBAHIS, HAKATUTHBA-
erCa KIVEIYIECKIA OITBIT, TIOJBMIIIOTCS HOBBIE JIEKAPCTBEHHEIC CPEICTBA
¥ METOIEI JIedeHis. TIpOrHo3 MeNaHOMBL KOXH Y JeTeil 3aBYCHT KaK OT
TIPOBOMYIMOTO JiedeHwsT B GopMBl 3a00NeBaHs, TAK M OT HEeKOTOPEIX
Ipyrax axropo. TIpy apeKBaTHOCTH JIedeOHBIX MEPOIIPUSTAN IIpO-
THO3, HECOMHEHHO, JIydilie Py JOKamsH0# opme 3aboneBanws, IT—II1
VpOBHE HHBazuu 110 KnapKy ¥ TomepEe omyxoi 2o 2,5 vy 1o bpecroy:.

TIpasmnbabii quarso3 — KINoY K yeIexy JedeHus. Jduarzocti-
Ka MeJIaHOMBI KOXY Y JeTeli omkHa OBITE KOMILUIEKCHOM U BKITIO-
yaTh B ¢ce0s, KaK IIPaBIIIO, BRISBIEHNE Xano0 GONBHOTO, KPUTH-
YECKYI0 OLEHKY aHAMHECTHYECKMX JAHHBIX, OCMOTP OOJBHOTO I
UCTIONB30BaKMe HONMONHUTENABHEIX METOAOB HCCIEHOBAHMA.
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ROLE OF CYTOLOGY IN DIAGNOSIS OF CUTANEOUS
MELANOMA IN CHILDREN
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Cutaneous melanoma, is a most malignant human tumor of
neuroectodermal origin, occurs in any age, though rather rarely
in children [1,2]. It is found in 2.5% of children with solid tumors
and is 0.3% of all cutaneous and mucosal tumors [5]. Cutaneous
melanoma incidence in adults ranges from 1% to 4% [6,7].

There is a vast study of this disease worldwide, experience is
accumulated and development of new drugs and treatment
modalities is in progress. Prognosis of cutaneous melanoma in
children depends upon treatment, disease type and some other
factors. The prognosis is better in local disease, Clark's invasion
grade II-I1I and Breslow's tumor thickness up to 2.5 mm.

Correct diagnosis is a key factor of success. Diagnosis of
childhood cutaneous melanoma should be made on the basis of
complex examination including recording of patient's com-
plaints, study of patient's history, physical examination and a set
of specific investigations. Morphological study plays the deter-
minant role in the diagnosis.

Examination of melanoma suspects should answer the fol-
lowing questions: (1) tumor/non-tumor, malignancy grade; (2)
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Kaunuueckue uceredobarnus

Ho penramoiyoo poiib B IIOCTAHOBKE OKOHYATENLHOIO AWATrHO33
OTBOAST MOPMOIOrMIECKOMY METONY UCCIeNOBAMISL.

Tlpu o6cnenoBaH GONBHOIO C TONO3PEHUEM Ha METAHOMY Iie-
pell BpauoM CTOMT HECKOJIBKO 3aay, KOTOPEIe HEOOX0AMMO peliaTh
¢ y4eToM 0COOEHHOCTE ! TIAMEeHTOB: 1) OIIyX0NeBOil MK HEOITyX0-
JeBOH Tpuponsr 3a00IeBaHUs U CTEIICHU €70 37I0KAYeCTBEHHOCTH;
2) npH TIOATBEPXKICHUM 30OKAYECTBEHHOCTH CIIEIyeT PEIUTE BO-
TIPOC, IEPBIIHAS ITO OIYXOJNb FUIM MeTacTas, 3) B ciry4yae HEOIyXo-
JIEBOM TIPUPOAbI 3a00IeBaHUs TpeOyeTcd IIOATBEPANTE JUATHO3.

HuddepernpantHas [IarHOCTIKA METAHOMBL KOXY Y ASTel sIBIIA-
eTCsi B psife CyjyaeB TPyZHOM 3anaveii. Tlopakenvist, HallOMUHAIONIVe
TIOBEPXHOCTHYIO MEJIAHOMY, HO C JOOPOKAYECTBEHHEIM TEYSHHEM U
OTITUYHTEIHHEMEI MOphOTorrIecKMI TIpusHakamu R. Kornberg u
AcKerman [10] mpemiaraoT Ha3BaTh HCEBIOMETAHOMOM. MenaHoMy
TIPUXOAUTCS TAKKE OTIIMYATh OT BEPETEHOKIETOTHOM CapKOMBI, Ie~
MaHITOSKTATHMYECKOH TPaHYJIEMEBI, aHruoMel, Helipodubpokcanto-
MBI, TEpIIIHON J38HL. 0 HacTOSINETO BPEeMEH! HEIOCTATOYHO U3y-
YeH BOTIPOC O BO3HUKHOBEHIY MEJIAHOMBI Ha 3I0POBOI KOXE Y AeTeit
(Tax HaswIBaEMad melanoma cutis de novo), 9To TaxxKe OCIOXHIET Tud-
(bepeHITANEHYIO TUATHOCTIKY MEIaHOM II0 OTHOIUEHHUIO K JPYIUM
TIOPAKEHMAM KOX¥, OCOOSHHO V JeTell, TAK KaK Y HMX Hamoomee gac-
TO BCTPEYAIOTCS Pa3IAYHbIE IOPOKU pasBUTH Koxu. M. Duperrat [9]
CUMTaeT BECIIMIMEHTHYIO MEJIAHOMY, TIOMMOpP(H3M KOTOPOH XOPOILIO
u3BecTeH, Haubonee TPYIHON GopMOH M THATHOCTHKIL.

Hunronormyeckuit METON MCIIONB3YIOT IIABHEIM 00pa3oM B TeX
CIyYasx, KOIma MMeeTcs TPaBMUPOBaHHAS TIOBEPXHOCTh U C Hee
MOXKHO B39Th Ma30K WM OTIIEYATOK, WM IPUMEHSIOT B KAYECTBE
SKCIIpecc-MeToa 110 BpeMs OTIePAlAHA.

TIutonornyeckasi XKapTHa MeEJIaHOMB! y HeTeil LOBOJIBHO Xa-
paxTepHa: B IpenapaTax BCTPeYalOoTCs aTHIMYecKue KJETKH, Co-
JAepXallye TUTMEHT; KIETKH OIMYyXOJH ITOIUMOPGhHEL, HO MHOIHE
M3 HIX COXPAHSIOT CXONCTBO € IUIOCKOINHTEIHAIBHBIMY; sSOpa
pazHOOOpasHbl 10 BEJUYMHE U CIPYKTYPE; Yacto BCTPEYarOTCA
«TONBIE ANpPa», CONSPKAII¥e BKIIOYSHUS METAHIHA.

Tabanuya

not tumor, confirm the diagnosis.
Differential diagnosis of cutaneous melanoma in. children is
often a difficult problem. R.Kornberg and B.Ackerman pro-

melanoma but having benign course and a specific morphologi-

spindle-cell sarcoma, hemangiectatic granuloma, angioma,
neurofibroxanthoma, torpid ulcer. Mechanism of melanoma
development on normal skin (melanoma cutis de nove) in chil-
dren is still unclear, which also adds to the difficulty of differen-
tial diagnosis from other skin lesions especially in children
because they often have various skin diseases. M.Duperrat [9]
considers amelanotic melanoma with well-known polymor-
phism the most misieading type.

Cytological investigation is mainly performed in cases with
skin surface trauma fit to have a touch-smear or imprint, or as
intraoperative express method.

Childhood melanoma has a characteristic cytological pat-
tern: the specimens contain pigmented atypical cells, tumor
cells are polymorphous, though many of them preserve similar-
ity to squamous epithelial cells, nuclei vary in size and structure,
naked nuclei with melanin insertions are often seen.

cells and cytological patterns.

There are several cytogram types. Epithelium-like type con-
tains round or irregular round cells of medinm size with clear-cut
borders. Nuclei may often contain a single nucleolus. Cytoplasm
is rather copious. Pigment is present in different amounts rang-
ing from dust-like granules to dense melanin filling of the whole
cell. The pigment is often found outside the cells.

Spindle-cell cytograms present elongated spindle cells with
cytoplasm processes. Nuclei are oval, hyperchromatic, contain
nucleoli. Cells are located separately, in clusters. Pigment is

Table

YacToTa coBnageHuil pesynsTaToB LUTONOMMYECKOro UCCNeA0BaHNs ¢ KAIMHUYEeCKUM U M’MCTONIOrMYeCcKMM ANarHo3om
Coincidence of cytological findings with clinical and histological diagnosis

if malignancy is established, primary tumor/metastasis; (3) if

posed to term "pseudomelanoma’ lesions looking like superficial

cal pattern [10]. Melanoma should also be differentiated from

Cytology discovers variety of cytological characteristics of

Yucno 60NbHbIX Yucno 60nbHbIX :'g‘;’;z : o:::z::,( c::z"‘;r?o"::;gm
KnuHuyeckuii OO0Owee yncno C LWUTONOFNYECKUN C UMTONOrnYecKiu FUCTON orﬂq eCKOro rucTozor:ﬂecKor o
AVarHos G0NbLHBIX noATEEPXHAEHHBIM |HEeNnogTBEPXAEeHHbIM
1 UNTONOrMYEeCcKoro | U LUTONAOrM4ecKoro
ANArHosoM AVNardHo3om
AVarHo3os AVarHo3os
[ MenaHoma o |
Melanoma 25 21 3 11 1
MTS menaHomsl
MTS melanoma 18 17 1 17 1
Mopo3apeHue Ha
MeJiaHOMY 5 . 5 _ _
Suspicion of
melanoma
MUrMeHTHbIN HEBYG
- 8 8 — 8 —
Pigmented nevus
BCEIO...
Total... %6 46 9 36 2
No. of cases with the|No. of cases with the b::i)s.t?)fl : ai.:: ;‘:Lh r:‘?s‘t?::a.i‘:? ::::ih
Clinical diagnosis Total no. of cases |diagnosis confirmed! diagnosis not con- oyt olog?cal diag- c ytolog?c:al diag-
cytologically ] firmed cytologically noses coinciding | noses not coingiding
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DARRRSIREN I T

Clinical Investigations

Ipy L@TONOTIYECKOM HICCIETOBAHI BBISIBIAETCA pasHooGpasue
LIMTONOTHYECKIX XapaKTEePHCTHK KIETOK M LMTONOIMYSCKUX KAPTHH.
PasnuyaroT HeckoNbKO THIIOB IIUTOTPAMM. T1pH SIHTETHAOIIO-
NOOHOM THUIIE BBIABISIOTCA CPEHHUX PA3MEPOB OKpPYIJIbIE WITH
HEIPaBWILHO OKPYIJIEE KIETKYM ¢ YeTKHMU IpaHuIaMu. Smpa
MOTYT COAepXaTh Jyame onHy Hykneony. IIurtomasma oTHOCH-
TeXbHOo obunpHag. IINTMEHT COEEPXUTCS B PASHBIX KOIHYECTBAX
- OT OBUIEBUAHOM 36pHUCTOCTH IO TUTOTHOTO 3aTIOMHEH s MeTIa-
HUHOM Beeil KIeTky. YacTo MUTMEHT OYIPEReIsieTC BHE KIETOK.
BepeTeHOKAETOTHEI THII IUTOTPAMM XapaxkTepusyeTcs Hamu-
uPeM BHITSHYTHIX, BEPETEHOOOPA3HEIX KIIETOK C OTPOCTKAMY I[ITO-
TITasMel. Slopa OBanbHBIE, TUIIEPXPOMHEIE ¢ HYKNIeonaMu. KieTku
PACIIONATAIOTCST PA3PO3HEHHO, CKOIDICHIAMY, ITyuKamMu. ITurMenT
Yale pacIIoaraeTcss BHYTPUKIIETOYHO, B OONBIIEM KONIIECTBE
KOHIIEHTPHUPYACH B OTPOCTKAX. MIMEIOTCA MHOTOANCPHBIE KIISTKI.
ITuTorpamMMa HEeBYCOKIIETOYHOM METaHOMEL TIPE/ICTABICHA MeT-
KVMM U CPeIHUMHA KIETKAMU, HATIOMUHAIOIIMMHY KJIETKM HEByca.
B xireTKax OIpPEResIIOTCd HOPMOXPOMHBIE W THITEPXPOMHEIE SApa
OKpYIJION, OBaIbHON GOPMEI, COICPXKAIUME ENMHUYHEIE HYKICO-
76l TIo HAPYXHOMY KOHTYPY KJIETOK OHperessercst OKCUMIIbHOe
BelecTBo. Kak npaBuiio, oOHapyxuBaeTca murMeHT. IuTtonoruye-
CKUil JYAarHo3 TIpH 5TOM THUIE MEIAHOM TPYIeH, TakK Kak LUTO-
rpaMMa EMEeT OIPEACIICHHOE CXOACTBO C IUTOrPaMMOIL HEBYCOB.
ITpy cMEITAHHOM THIIE METAHOMBI OIIPENEIISIOTCS PAITIHbIe TUITEI
xieToK. Iuronoryeckas sparHocTKa OeCTIMTMEHTHBIX MEJIAHOM MO-
XET BRI3BaTh ONpPeNe/eHHbIe TPYAHOCTH. CTeNe b 3M0KaAYeCTBEHHOCTH
OIyXOJEBBIX KIIETOK B TAKUX CIIyJastk He BHIBbIBACT COMHEHMIA, OmHako
OTCYICTBYE ITUTMEHTA 3aCTaBIISIeT IIPOBOIMTE Mudhepe FIanbHy0 I~
ATHOCTUKY CO 3TOKaYECTBEHHBIME 00pa30BaHUsIMK JPYTrOro reHesa.
Ipu ¥iccrenoBaHy IUTOIOTNIeCKOro MaTeprana U3 MeTacTa-
THYECKUX Y3I0B MENAHOMEI KJIeTOYHAasl KapTHHa Jallie TIOBTOPSIET
TAKOBYIO IEPBIYHOM omyxoimi [8]. [Ipu moMomy HuTOIOTIYeCcKo-
IO UCCIEHOBAHMS MOXHO ITONTBEPOUTE WK OIPOBEPTHYTL HANK-
Yyle METaHOMBI, OIIPENENIUTE ¢ PaciipocTpaHeHHoCTh [3, 4, 6].
IIMTONOTMYECKOE MCCSIOBAHME TIPOBEACHO HaMML Y 56 GONBHBIX.
V3 HpX v 25 Ghula MeJiaHoMa KO, IpAYeM ¥ 18 Habmomairacs resepa-
TU3ALES TIPOTIECCa ¢ METACTa3aMI B IIOIKOXHYIO KIIETIATKY W PETHo-
HapHele Mboyansl. OcTIbHEe JeTH UMEU MIMEHTHEIE HEBYCHL
Pe3ynBrars! [IATOIOIMYECKOTO MCCIeJOBaHIA IIPSNCTABICHE! B TAONHIIE.
ITprronormeckoe TONTREPXISHME KIMHIICCKOTO SUArHO3a TONy-
4yeHO ¥ 46 (82%) GombHex U3 56, COBIANSHIE IXTONOTAISCKOTO U THC-
TOJIOTAYECKOTO IHATHO30B OTMEYEHO ¥ 36 13 56 60mbHbIX. Y 3 60ILHBX
THCTONOTHYECKY B YIANEHHON OIyXO/M 3aIl0N03peHa MefasoMa, HO B
IUTOJIOTHYECKOM MaTepHae 3TOKAYECTBEHHRIX KIIETOK He HalineHo. Y
9 (16%) GOINBHBIX KIAHUYECKIIA IHaTHO3 OKA3aICs onO04HbM. 13 25
BONEHBIX C MENAHOMOM KOXM y 11 IWardo3 IONTBepXIEH Ha OCHOBA-
HY MOPDOIOrHIECKOro (LIUTOJOTHYECKOTO + THCTONOTMIECKOTIO) YC-
crefoBaHMa. Y 5 mereft, obparmpimxces B nomkmevky HUW JOT
POHIIL PAMH ¢ mpegeapyreIbHBIM JMaTHO30M MeJTAHOME] KOXU, [~
argo3 OBUI OTBEPTHYT HA OCHOBAHWY TUCTOTIOTMIECKOTO MCCIICNOBAHYIA
OILyXOIM, TIprdeM B 1 CIfydae oKazalcs pak CaIbHOM Xenesbl. Y 8 60ib-
HBIX ¢ IMATMEHTHLIMUI HEBYCAMH KITMHWYECKIVIN MUario3 COBIIA C pe-
3yNBTATAMHE UETOJIOTAYECKOTO 1 TACTONOTIHECKOTO MCCIEHOBAHVISL
Ha ocHOBaHMY HAIMX HAOMONSHYI MOXHO 3aKIIOYMTh, YTO 1iH-
TOJIOTAYECKITA METOH, IMEET GOIBbINoe 3HAYEHIE B COBPEMEHHOM THa-
THOCTVIKE MEJIAHOMBI KOXY Y FeTel U UrpaeT BaxKHYIO PONL MPH UC-
CIIEHOBAHMY METACTA30B MENIAHOMEI B JIM(OY3IIBL.

found extracellularly, mainly concentrating in the processes.
There are multinuclear cells too.

Nevus-cell melanoma cytogram contains small and medium
cells resembling nevus cells. There are normochromatic and
hyperchromatic round or oval nuclei containing solitary nucle-
oli. There is oxyphilic substance along the cell outer outline.
Pigment is as a rule present. Cytological diagnosis is difficult in
this melanoma type since the cytogram is similar to that of nevus.

Mixed melanoma has different cell types.

Cytological diagnosis of amelanotic melanoma may present
certain difficulty. Malignancy of such cells is not doubted.
However, the absence of pigment makes necessary differential
diagnosis from malignancies of other origin.

Cytological pattern of melanoma metastases is often similar to
that of the primary [8]. Cytological investigation helps to confirm or
reject the diagnosis of melanoma and to assess its advance [3,4,6].

We performed cytological investigation in 56 patients. 25 had
cutaneous melanoma including 18 cases having generalized dis-
ease with subcutaneous cellular tissue and regional lymph node
metastases. The remaining patients had pigmented nevus. The
table summarizes the cytological findings.

Cytological confirmation of the diagnosis was obtained in 46
(82%) of the 56 cases. Cytological and histological diagnoses coin-
cided in 36 of the 56 cases. In 3 cases histology of surgical specimen
was suggestive of melanoma, but no malignant cells were found by
cytology. Clinical diagnosis was wrong in 9 (16%) cases. In 11 of the
25 melanoma cases the diagnosis was confirmed morphologically
(cytology + histology). In 5 cases with the preliminary diagnosis of
skin melanoma the diagnosis was not confirmed by histology includ-
ing 1 patients with oil gland cancer. In § cases with pigmented nevus
the clinical diagnosis was confirmed by cytology and histology.

In summary, our findings suggest that cytological study plays a sig-
nificant role in diagnosis of cutaneous melanoma in children. It is of
much importance in study of lymph node metastases of melanoma.
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