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JucniacTHyecKre HeBYCHl MU HX 3HAYMMOCTb ISl MIEHTH-
$ukaummu npeapacnoaoXeHHOCTH X PA3BUTHIO U PaHHEH
JHATHOCTHKH MEJIAHOMB KOXH

HHH xaunu4eckoii OHKOR0ZUY

B nociepane rofsl G0IBITMBCTBO MCCAENOBATENEH KAK B
HaIIei CTpaHe, TaK M 3a pyGexoM Bce GosbLIe COCPENOTO-
YHBAIOT CBOE BHMMAHHKE HA MesaHoMe, Taxoif HHTepec BH-
3BaH MOYTH MOBCEMECTHO MHTEHCHMBHHM HAPACTAHMUEM Yac-
TOTH HOBHIX CJIy4YaeB ¢ TEHACHLMEH pa3BHUTHS ITOrO 3a60-
nesanud y Monoguix. C Apyroi CTOpOHH, KIMHHYECKHE HA-
GIIOEHMS M 3KCNEPUMEHTAIbHHEE MCCIEKOBAHMS MTOATBEP-
MM GAArONIPHATHOE BJAMSHHE DAHHETO BHSBJICHHS H Jieue-
HHS Ha CMEPTHOCTB OT 9TOM ONMyXoJid. B pesynprare nossn-
JIOCh MHOrO pafoT, CBY3aHHHX C TIOMCKOM XapPaKTEPHHX
TIPH3HAKOB MPOSBJICHHUS PAHHEH MEJIAHOMH KOXH.

OnHAKO A0 CHX MOpP YCTAHOBJIEHME TOUKM OTCYETA Mpe-
BpalIEHUs MPEeAPAKOBOIO IPOLECCa B PAKOBHI — JTO IpO-
OneMa, rae GoJbIIE HEPEMIEHHHX BONPOCOB, UEM TBEPIO
ycTaHOBJAEHHHX (pakToB. CJ/IeOBATENBHO, ONpENeIeHue
cneuuHUecKUX W3MEHEHHH, NPENNIECTBYIOMMX pPAa3BH-
THIO MEJIAHOMH, SBHJIOCh OB OCHOBOM HE TOJIBKO PAHHEID
BHISIBJIEHHS, HO H Gosee riyGoKOro NOHMMAHUSE MEXAHU3-
MOB KaHIIEPOTEHE3a.

Heckonpko OecATHAETHN MHOrME KIHHHUHUCTH H
HCCJEAOBATENH IOAO3PEBAIH, UTO METAHOMA MOXET
pa3BMBATHCH M3 MPEAMIECTBYIOMMNX U3MEHEHUH HA KO-
Xe, u Toabko Gnarogaps paboram W.H. Clark u co-
aBT. [4], n3yyaBmWHUX CeMeNWHHE CAYyUYad MEJAHOMH,
ObiM O0HAPY XEHH KJIMHUYECKH ATHMHUYHBIE HEBYCH
Kak y GOJIbHHX, TaK H Y UX POACTBEHHUKOB. JTH ATH-
NHYHHE HEBYCH, KOTOPHE aCCOLMHPOBANHUCH C CEMEH-
HOM MenaHomol, Omnu HasBawu "B-K poauHkoBHM
cuHapoMoM” (mo 3arnaBunM OykBam damuanit Gosb-
Hbx). Ograko H.T. Lynch u coasrt. [8 ] npepnoxunu
Ha3BaHHE, OCHOBAHHOE HA KJMHHKYECKUX, THCTOJIOIH-
YeCKUX M CEMEHHHX HAaHHWX — "CHHAPOM CeMEeHHHX
ATHNHYHHX MHOXECTBEHHHX pPOXMHOK-MEJIaHOM",
uan "cuaapom FAMMM". ITosaree W.H. Green u co-
aBT. [6], m3yuas Takoro pojga ceMbM, NpPEAJOXHIH
Apyroe Ha3BaHMe — "CHHAPOM AMCIJACTHYECKHUX He-
BYCOB", a CAMM aTHUNHYHBIE POJUHKH CTAJH HA3BHIBATh
"AMCIIIACTHYECKMMH", ¥ MMEHHO 5Ta TEPMHHOJOTHS
npuolpena WHPOKYI H3BECTHOCTS.
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Over the last years most researchers both in this
country and abroad focus their interest on melanoma.
This interest is due to intensive increase in the melano-
ma incidence with a tendency to the disease develop-
ment in younger people. The clinical observations and
experimental investigations have proven favourable the
effect of early detection and treatment of this tumor. All
this has resulted in many publications dealing with
search for characteristic signs of early cutaneous mela-
noma. However, determination of the exact moment of a
precancer state changing into the malignant disease is a
problem of much more unsettled questions than estab-
lished facts. Nevertheless the discovery of specific fea-
tures preceding melanoma development could be a basis
both for early detection and more profound under-
standing of the melanoma origin causes.

For a long time many clinicians and investigators sus-
pected that melanoma could originate from precursor alter-
ations on the skin, W.H. Clark et al. [4] discovered clini-
cally atypical nevi both in the patients and their relatives
when studying familial melanoma cases. These atypical nevi
associated with familial melanoma were called a "B-K mole
syndrome” (by initials of the patient’s family names).
H.T. Lynch et al. [8] proposed a name based on clinical,
histological and familial data, i.e, "familial atypical multiple
mole-melanoma syndrome” or a "FAMMM syndrome".
When studying such families W.H. Green et al. [6] sug-
gested another name, i.e. "dysplastic nevus syndrome”, and
the moles were called "dysplastic”. It is these terms that
have become commonly adopted.

Thus, most investigators engaged in this problem have
come to the conclusion that dysplastic nevi with specific
recognizable signs are characteristic precursors of cuta-
neous melanoma, particularly in the familial context. The
identification of the dysplastic nevus syndrome has en-
hanced the interest to pathogenesis of cutaneous melano-
ma as concerns the changing of one phenomenon (dys-
plastic nevus) into another (cutaneous melanoma).

There are clinical and histological signs for identifi-
cation of dysplastic nevi [3, 5, 9.
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Takum 00pa3oM, GONBIIUHCTBO KCCAEROBATENEH, 3aHN-
MAIOMMXCS 3TOM mpoOIeMOii, TPUULIA K BHBOAY, YTO AMC-
ILUTACTHYECKHE HEBYCH, obsamas cnenuuyeckuMu A0CTa-
TOYHO PACMO3HABACMBIMH NPHU3HAKAMH, ABJISIOTCS XapaK-
TEPHHMH NPENIIECTBEHHUKAMH MEJIAHOMH KOXH, OCOOEH-
HO B CEMEMHROM KoHTekcre, Unmentndmkaums cuHApOMa
IUCILUIACTHYECKMX HEBYCOB B CBOKO OYEPERD CIIOCOOCTBOBA-
Jia TIOABJICHHMIO HOBOM BOJHH GOJIBIIONO MHTEPECA K TATO-
TeHEe3y MeJIAHOMK KOXH C TOUKH 3peHMd TIPeBpameHns O~
HOTO SBJIERHs (TUCILIACTHYECKHMIA HEBYC) B Apyroe (Menaa-
HOMa KOXH).

Yro kacaercd JUCILIACTHYECKHX HEBYCOB, TO IS MX
HMACHTH(HUKALMA YXe ONPENETICHH KINHHYECKHE W THCTO-
Joruyeckmue npu3naku [3, 5,91,

KananueckuMu KpuTepHsMH SBASIOTCA: 1) pasmep —
06uYHO Gosbme, yeM OaHAIBHBE HEBYCH, JOBOJBHO KPyII-
uHue, or 0,5 cM u Gonee, 2) dopMa — acHMMeTpHUHAad,
OBOMJHAS, 3) Kpail — HEPOBHHIHM, B OT/IMUAE OT OOBIUHBIX
npHOOpPETEHHHX HEBYCOB HE MMEET YETKMX IPaHUIl, T.e.
HMMEET Pa3MHTHE HEICHHE OUEPTAHU, HE3aMETHO Iepexo-
agume B KOXy, 4) MOBEPXHOCTh — IUIOCKas, 5) I[BET —
OOHYHO IMPOKO BAPLMPYET C PA3HYHHEIMH OTTEHKAMH
YEPHOr0, KOPHYHEBONO C KOMITOHEHTAMH DHIXEBATOTO M
po30Boro. OTCYTCTBYET rOMOT€HHOCTh OKPAcKH IOBEPXHO-
CTH HEBYCa, XapakKTE€pPHA HEPOBHAA MATHHUCTAs OKpPacka,
HHOraa B (hopMme "MHUIIEHH", KOTAA LEHTPAJIbHAS M IEPH-
tdeprueckas yacTb pa3IMYHOH OKPACKH.

XapakTepHu u cienupuyecKHe THCTOOTHYECKHE N3Me-
HEHHS, BKJIOYAIONIME MEJAHOLMTAPHYIO THNEPILIA3HIO,
MEJIAHOLATAPHYIO aTUIHIO, JaMELISpHYIo (pubpomiasuio,
303UHOMUIBPHYIO KOHLEHTPUUECKYIO (PnOpOILIa3 o, JTHM-
douuTapry0 HHGHUALTPALAIO B AEPME.

IucnnacTueckMe HEBYCH JIOKAJM3YIOTCI B MECTax,
MOABEPTAIOMHMXCE COMHEUHOMY OOAYyYEHHMIO, — 3TO vame
BCETO IPYyAb, CMIAHA, a@ TAKXKE B MECTAX, 3aKPHTHX OT COJ-
HIA, rae o0nuHbE NPHOOPETEHHHE HEBYCH BCTPEYAIOTCH
MHOTO pexe, — 3TO STONUIIH, MOJIOUHHE XeJIe3hl, BOJIOCH-
CTas YacTh INOJIOBH, M HA YaCTO MOIIIMXCS MOBEPXHOCTAX
TEJa, TAKMX KaK KUCTH pyK. CymecTBYIOT NOJIOBHIE PA3Jin-
Yus B aHATOMHYECKOM JTOKAMM3AUMH JUCTLIACTHYECKUX He-
BYCOB: NPH MEJaHOME KOXH Y MyXudH Haubosnee yacToit
JIOKAJMN3auMed SBASETCS TYJIOBMINE, Y XEHOIMH — HHX-
HHe koneynocry [10].

ITo HeKOTOPHM HAHHHEM, IUCILUIACTHUYECKNE HEBYCH
npuOGPETAIOT XapaKTEPHEM B OOHUHO mocue mybepraT-
HOIo nepuona (Kaxk npaswio, K 20 ronam) u B faJbHEHIIEM
BO3HHKAIOT HA MPOTSIXEHUHM BCel xusun [7 ],

AR. Rhodes ¥ coasr. [9] a9 mOATBEPXAEHUS TOTO,
YTO JUCILIACTHUECKUE HEBYCH SBJISIOTCS IIPENIIeCTBEHHH-
KaMH MEJAHOMH KOXH, NPOBEJH MaTOTHCTOJOTHUECKHHN
NMEPEeCMOTP NMPENapaToB XHPYPrAYeCKH YAAJICHHOR Mesa-
HoMH. JlaHHBE MCCIEHOBAHMS MOKA3a/H, YTO B THCTO/IOTH-
UEeCKOM mpenapare MenaHoMs Gonee ueM B 209, ciayuaes
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The clinical criteria are: 1) size — usually larger
than that of ordinary nevi (0.5 cm or larger); 2)
shape — asymmetric, ovoid; 3) edge — irregular, un-
like usual acquired nevi there are no distinct boundaries
with the skin; 4) surface — flat; 5) color — a variety of
shades of black and brown with reddish and pink ele-
ments. The coloration is inhomogeneous, spotted,
sometimes looking like a shooting target with different-
ly colored central and peripheral parts.

The specific histological alterations include melano-
cytic hyperplasia, melanocytuc atypia, lamellar fibro-
plasia, eosinophilic concentric fibroplasia, lymphocytic
infiltration in the dermis.

The dysplastic nevi occur is sites exporsed to solar radia-
tion, mainly the breast and beck, or in usually covered sites,
such as buttocks, breasts, haired part of the head, and on the
body sites that are often washed, e.g. hands, were oridinary
acquired nevi are much rarer. The anatomical localization of
dysplastic nevi is sex-specific: the trunk is the most common
site of cutaneous malanoma in males, while the lower ex-
tremities are most frequently affected in females [10].

There is evidence that the dysplastic nevi usually ac-
quire the characteristic appearance postpubertally (as a
rule by 20 years of age) and occur further during the en-
tire life [7]).

A.R. Rhodes et al. [9] made a pathological revision
of surgical melanoma preparations in order to prove that
the dysplastic nevi were precursors of cutaneous mela-
noma. The investigators found dysplastic nevi adjoin-
ning histological melanoma preparations in more than
209, of the samples. These results are another evidence
that cutaneous melanoma can originate from dysplastic
nevus cells. Therefore, the identification of potential
melanoma precursors is a problrm of great importance
for clinicians.

Based on the above-mentioned signs of dysplastic
nevi we undertook a clinical and genealogical study of
700 patients with cutaneous melanoma in order to de-
tect the nevi and to assess their value for identification
of predisposition to and early diagnosis of this tumor.

The clinical sings of the dysplastic nevi were detected
in 24.99, of the total cutaneous melanoma cases. The
rate of multiple primary cutaneous melanoma incidence
in patients with and without dysplastic nevi showed a
great difference. In males they were 1.4 and 0.8% in
cases with and without dysplastic nevi, respectively,
and in females the respective rates were 9.0 ans 0.3%.
These data prove the patients with dysplastic nevi to be
prone to development of multiple melanoma.

Among all the cutaneous melanoma patients there were
14 (9%) familial cases. The discovered melanoma
occurrence in a parent and his or her child may be indicative
of autosomal dominant inheritance. The dysplastic nevus




KJIMHUYECKHUE HCCJIEHIOBAHUA

HMEIOTCH MPU3HAKH NHCIUTACTHUECKUX HEBYCOB. Takum 06-
pa3oM, MOMYyYEHHHIE PE3YNbTATH CTATH JOHNOJHUTEIBHHIM
AOKa3aTe/IbCTBOM TOTO, YTO MEJTAHOMA KOXH MOXET Pa3BH-
BATHCA M3 KJIETOK AUCILIACTHYECKOrO HEBYCA H BAXHOM 3a-
Aaued 1Sl KJIMHUCTOB IBJISETCS MACHTH(AKALMSA NOTEHIH-
aJbHHX HOCHTEJIEH NPEeAIECTBEHHNKOB MEJIAHOMH.

Hcnomb3yst BHINEYyKa3aHHHE NPA3HAKY VTS OIIPEHEIEHAST
ANCIUIACTHYECKHX HEBYCOB, HAMM NPOBEIEHO KJIMHHYECKOE 1
reseanornyeckoe u3yuernue 700 GONBHHX C MEAHOMOH KO-
XM C LEJbI0 BHSBICHUS 3THX HEBYCOB M ONPEACTICHMS MX
3HAYMMOCTH IS MACHTH(UKAIAN IPEAPACTIOVIORKEHHOCTH K
Pa3BUTHIO H PAHHEH MTUATHOCTAKY 3TOM OIYXOJH.

AHaym3 Bcelt BHOOPKH GOIBHBIX C MEJTAHOMOM KOXH 110~
3BOJIMJI YCTAHOBHTE B 24,99, ciiyuaeB HaJnuMe KIHHHYE-
CKHX NPH3HAKOB AUCILTACTHYECKHUX HEBYCOB, [Ipn 5ToM ua-
CTOTa MEPBUYHO-MHOXECTBEHHOH MEJIAHOMH KOXH Y 60/1b-
HBEIX C AMCILIACTHYECKHMH HEBYCAMH M 0€3 HEX pE3KOo pas-
Juyanace. [Ing MyXJuHH C ANCIUTACTMYECKMMH HEBYCAMM
YacTOTa MEPBHYHO-MHOXECTBEHHON MEJaHOMH COCTaBHJIA
1,49, 6e3 nucruiacruueckux mesycos — 0,89, IS XeH-
mud — coorsercreernoi 9,09 u 0,3%. Ilonyuennne
HJAHHHE CBHAETENILCTBYIOT O CKJIOHHOCTH GOMBHHX € AHCH-
JIACTHYECKMMH HEBYCAMHM K DA3BHMTHI0O MHOXECTBEHHHX
0YaroB NopakeHNd MEJIaHOMOM.

W3 Bcex cyyaes 3a6osieBaHMit METAHOMOM KOXH BHIIE-
JIEHH CEMEHHHE BAPHAHTH, KOTOPHX OKa3ajochk 14, uro
cocrapwio 2% or Bceit BuOopkm GompHHX. OTMEYeHHOE
MPOSBJCHHE MEJAHOMH Y pOAMTENs M pebeHKa MoXer
OHTH YKAa3aHUEM HA Ay TOCOMHO-IOMMHAHTHHIA THI HAC/E-
aopanus. CHHAPOM QUCILIACTHYECKMX HEBYCOB, MPEAIONa-
ralomui HAIMYMe THCILIACTUYECKNX HEBYCOB B CEMBE, IIe
2 wmu Gostee wieHa MOPaXeHH MeENAHOMO#H, 6hU1 0OHApY-
XeH y 9 u3 14 atux cemeit. [Io MHEHHIO MHOTHX HCCIENO-
BaTesieil, COUETaHHE QUCIUIACTIYECKUX HEBYCOB C MEJAHO-
MOH KOXH B CEMbe HACJIELyETCH MO ayTOCOMHO-AOMHMHAHT-
HOMY THITy € IeHeTpaHTHOCThIO 91-939%,, a HasMune aucn-
JIACTHYECKHX HEBYCOB WJIM MEJIAHOMH Y Pa3HBIX YIEHOB
OHOM M TOH Xe CeMbH O0YCJIOBJIEHO ILIEHOTPOIHHM -
texTOM OmHOrO M TOro Xe rema [21.

IToMumo mpencraBiaeHHBX ¢OpM, ObLTH OGHApYXEHH
CJIyyad MEJaHOMH KOXH, PasBUBIIMECH HAa (hOHE HACAEn-
CTBEHHBIX 3300JI€BaHMI, TAKMX KaK THMTMEHTHAS KCEpO-
nepMa, MHTMEHTHHH KCEPOXEPMONT, 1 Ha (POHE CHHApPOMA
ceMesiHoro paka [1].

Honyuennbie naHHHE CBAAETENBCTBYIOT O TOM, UTO MéE-
JIAHOMA II0 CBOEH 3THOJIOTHYECKOH NPHpOAE HEOJHOPOTHA,
M B 3TOM IUIAaHE HCIOJB30BAHUE TAKOTO NPH3HAKA, KaK
AMCTLIACTHYECKHHA HEBYC, MO3BOJSET WACHTH(HUHPOBATH
pa3JMyHHE BADMAHTH MEJIAHOMH KOXM M Ha 9TOH OCHOBE
MPOBOAMTh NMPOTHO3HPOBAHME PA3BHTHSA 3TOro 3abonesa-
HUS Yy KJMHHYECKH 3J0POBHX POJACTBEHHHMKOB GOJBHHX B
3aBHCHMOCTH OT KOHKPETHOM CEMEHHOH chTyamum (CM.
rabauiy).
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syndrome, i.e. the presence of the dysplastic nevus in a
family with two or more members having cutaneous me-
lanoma, was found in 9 of the 14 families. By many in-
vestigators the combination of dysplastic nevi with cuta-
neons melanoma in a family shows the autosomal domi-
nant inheritance with a 91-93%, penetrance, while the
incidence of dysplastic nevi or melanoma in different
members of the same family is due to the pleiotropic ef-
fect of the same gene [2].

Besides, there were cases of cutaneous melanoma de-
veloping against the background of hereditary diseases
and syndromes, such as pigmented xerodermia, pig-
mented xerodermoid or familial cancer syndrome [1 I

These findings prove that melanoma is etiologically
inhomogeneous, therefore diagnostic signs, such as the
dysplastic nevus, allow identification of cutaneous me-
lanoma variants and prognosis of the disease course in
clinically normal relatives of the patients respective of
the concrete familial situation (see the table).

As is seen all relatives in families belonging to the
groups identified in the table and being at high risk of
melanoma incidence (especially close relatives) should
undergo regular oncological and genetical examin-
ations. The main purpose of the examinations in such
families is to identify factors of high risk of cutaneous
melanoma development (dysplastic nevi in our case)
and to distinguish at-risk groups to be further moni-
tored for timely (early) detection of the disease in ques-
tion.

Though of a lower risk, sporadic melanoma with dys-
plastic nevi is worthy of a particular interest among the
other types, as it has the highest incidence (22-23%).
The dysplastic nevi were supposed to precede cutaneous
melanoma both in the familial and sporadic cases. Me-
lanomas in these groups have the same genetic mechan-
ism. Therefore, the supposition can be made that the
dysplastic nevus is a phenotypis manifestation of a
number of genetic changes resulting in cutaneous mela-
noma development, as follows. The malignant tumor
develops as a result of gene suppressor (antioncogene)
homozygotization through an intermediate (heterozy-
gous) stage, that manifests itself preclinically as the
dysplastic nevus.

In spite of the attempt to systematize the information
obtained there are a number of questions to be
answered, i.e. what is the place of dysplastic nevi in
melanoma manifestations and whether they are an in-
dependent lesion closely connected with melanoma
gene(s) or a phenotypic manifestation of a link in the
chain of melanoma pathogenesis. There is no doubt that
accumulation of the data and further molecular genetic
investigation in this field will make a significant
contribution in solution of the problems posed above.
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Kax BugHO M3 TaGaHIH, BCE POACTBEHHHKM M3 ceMel,
KOTOPHX MOXHO OTHECTH K YKa3aHHHM TPYNIaM ¥ KOTO-
phlé HMEIOT BHCOKHI PHCK PA3BHATHS MEJAHOMB (0COGEHHO
pONCTBEHHUKH 1 CTENEHM pOACTBA), MOAXHH HAXOXHUTHCH
HOA PeryJasipHHM HaGMIONEeHNEM OHKOJOTOB M I'€HETHKOB.
OCHOBHAs YCTAHOBKA NPH KOHCYJbTHPOBAHMM TaKHMX Ce-
Meit mOMXHA CBOAMTRCE K HaeHTudukanun (HakTopos,
(opMApPYIOIMMAX TOBHIIEHHHIH PHCK DA3BHTHS MEJIAHOMB
KOXH (B JaHHOM CJIyYae BHSIBJIEHHE AMCIUIACTHUECKUX He-
BYCOB) M (DOPMMPOBAHMIO TPYII PHCKA C MOCJIENYIOIHM
AMHAMHYECKMM HaO/IONEHMEM C LENbI0 CBOEBPEMEHHOM
(paHHeil) IMArHOCTHKH H3yuyaeMoro 3a6oeBaHud.

U3 Bcex BAPMAHTOB MEJIAHOMB, TIPECTABJIEHHHIX B Ta6-
JIALIE, HE MEHBIIAH MHTEPEC, JaXXe MPH OTHOCHTEIBHO HU3-
KHX 3HAYECHMIX PHCKA, MPEACTaBJIAET MEJIAHOMA, Pa3BHB-
masacy Ha (poHe TUCILIACTHUECKMX HEBYCOB, TaK KaK SBJIS-
ercsa Hanbosee yacToil popMoii mposBIEHHs ITOro 3abose-
BaHMS, MO HAIOMM AAHHHM cocrasasiomas 22-23%. C
ApYTO# CTOPOHH, GBUIO TPEANOIOXEHO, UTO AUCILIACTHYE-
CKME HEBYCH SIBJISIOTCS HEINOCPEICTBCHHHMH IIpeAmecT-
BEHHHKAaMH MEJJAHOMH KOXH HE TOJIBKO B CEMEHHHX, HO H
CrioOpaguyecKux caydasx. BeposTHO, B OCHOBE MPOSBAECHAS
MENaHOM B 0003HaueHHBIX IPYNNAX JEXHUT OQUH U TOT Xe
FeHEeTHYECKH# MeXaHu3M. B CBS3HM ¢ 5THM MOXHO NPEATIO-
JIOXUTD, YTO AUCILIACTHYECKHE HEBYCH IBJISIOTCS (PEHOTH-
MHAYECKMM TPOSBIEHUEM LEJIOr0 Pgjia MPEeAmeCTBYIOINX
MEJTaHOME KOXE TEHETHUECKMX HM3MEHEHHWH, a HMMEHHO:
pa3BHTHE 3JI0KAYECTBEHHOH OIyXOJH INPOMCXOAMT IyTEM
TOMO3HMIOTH3ALMA 10 TEHy-CYmpeccopy (aHTHOHKOTEHY)
Yyepes NpOMEXYTOUHYIO (PeTEPO3HIOTHYIO) CTAAUIO, KOTO-
pad B NpexauMHHYeCKOi ta3e mpoaBIdeTcd AUCILIACTHYE-
CKHMH HEBYCAMH.

In order to study the genetics and to determine
genetic correlation of the dysplastic nevus and prone-
ness to melanoma it is necessary to have data about the
frequency of this sign in the population and families.
Thus, we studied incidence of the dysplastic nevus in
Moscow in a cohort of adults taken at random. Out of
510 people we distinguished a group of 60 individuals
with varilos pigmented formations on the skin. The fur-
ther total clinical examination of the body surface of the
persons selected found atypical nevi with the entire pat-
tern of the dysplastic nevus in 30 (5.9%) cases. 14 vol-
unteers out of this number underwent exploratory and
curative cryodestruction of the nevi with a morphologi-
cal investigation to follow. 5 ptients presented all the §
histological criteria of dysplastic nevi in one or two of
the moles removed. 2 patients had 2 of the above-indi-
cated histological signs that were diagnosed as melano-
cytic dysplasia. Besides, there were 3 melanoma-
dangerous border-line, 3 mixed and 1 intradermal nevi.

The genealogical analysis in the selected group
showed that 16 of the 30 individuals had one or more
close maternal or paternal relatives having various
multiple pigmented formations on the skin. Besides, 1/3
of these individuals had one or two close relatives with
various malignant tumors, though there were no
cutaneous melanomas among them. The clinical
investigation of accessible relatives (mainly children,
brothers and/or sisters) found clinically atypical moles in
18 persons in 5 families. Only 4 of the persons consented
to removal of the nevi. The histological study of the moles
discovered dysplastic nevi in 2 relatives who belonged to

Ta6auua 1 / Table 1

PHCK BO3HMKHOBEHNA 3a60/1€BaHusd Y pOACTBEHHHKOB B 3aBHCHMOCTH OT BAPHAHTOB
NPOSABJCHHA MENAHOMB KOKH H HATHIAA (1K OTCYTCTBHSA) AMCILIACTHYECKHX HEBYCOB
Risk of disease incidence in relatives respective of variants of cutaneous melanoma and presence (absence) of dysplastic nevi

BapnaHT NPOABAEHNA MENAHOMB Y bonbHBLIX

Puck pa3uTus MenaHoMbl KOXW
B TEYEHUE XU3HW AN POACTBEHHWUKOB, %

CeMelHas MmenaHoMa ¢ AUCNNacTUYeCKMMK HesycaMun (CMHAPOM AUcnnactuyecknx Hesy-

cos) / Familial melanoma with dysplastic nevi (dysplastic nevus syndrome)

CeMmeiHas MenaHoMma 6e3 aucnnactmueckmx Hesycos / Familial melanoma without

dysplastic nevi

Cnopapnyeckas MenaHoMa Ha Gore aucnnacTUyeckux Hesycoe / Sporadic melanoma

with dysplastic nevi

Cnopasavueckas MenaHoMa 6e3 gucnnactudeckwx Hesycos / Sporadic melanoma

without dysplastic nevi

0750 go 100 / From 50 to 100
O7 30 po 50 / From 30 to 50
Ot 680 15/ From 6 to 15

Ot1p02/From1to2

Melanoma variant in patients

Risk of cutaneous melanoma malignization during
life-time for relatives, %
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KJIMHNYECKHE HUCCJIEIOBAHHSA

HecMorps Ha mommTKY CHCTeMaTH3aUME MOJIYyYeHHOMH
HH(pOPMALMH, HA CETOAHSMIHAN EHh HEPEHEHHHM OCTAEeT-
CS paj BOIPOCOB: KAaKO€ MECTO 3aHMMAIOT AMCILIACTHYE-
CKM€ HEBYCH B MIPOSIBJICHAH MEJAHOMH M ABJISIOTCS JIM OHHA
COMOCTATE/bHHM IOPAXECHNUEM, HO TECHO CHECIUIEHHHM C
reHoM (resamu) menaHoMulO wim 30 deHOTHIMuUECKOE
IIPOSBJIEHHE ONHOIO H3 3BEHBEB EAMHOTO MPOIECCa BO3HUK-
HOBEHHS MesaHOH? Her HMKaKuX COMHEHMIt B TOM, 4TO
HAKOIUIEHHE MATEPHAJIA € MOCAEAYIOMEN OpHeHTauMeN Ha
MOJIEKY/IIPHO-TCHETHYECKHE HCCAEAOBAHAA B JTOM 00aa-
CTH BHECET CYIMECTBECHEHN BK/JAJ B PENIEHHE MOCTABICH-
HHX 3a7au.

Hng A3yyeHNs reHeTHKH M ONPENEIEeHAs FeHETHYECKOM
KOpPEJISIMH AUCIUIACTHYECKAX HEBYCOB C MOXBEPXEHHO-
CTBIO K MEJIaHOME HEOOXOOMMO PACIoNaraTh JAHHKEMH O
PacnpoCTPaHEHHOCTH ITOI0 NPH3HAKA B NONMYJASHMH B
cembsix. B cBa3u ¢ 5TM Hamu GBUIO MpoBENEHO M3yueHHE
PacIpoCTPaHEHHOCTH ANCILIACTHYECKMX HEBYCOB B Mockse
Ha OCHOBE OCMOTpa CJIy4alHO OTOOpAHHOIO KOHTMHTEHTA
B3pocioro HacesneHus. U3 510 venosek Gwina orobpana
rpynna u3 60 MHAMBHOOB C Pa3sNMYHBIMM MHIMEHTHHMH
ofpasoBanuamu Ha xoxe. JlasHelmee TOTATBHOE KIHHH-
uecKoe OO6C/IENOBaHNE MPOBEPXHOCTH TeJA OTOGPAHHHX
JHI{ NO3BOJIWIO OGHAPYXHTh ATHINYHHE HEBYCH y 30
(5,9%) uenomek, oTBeyaBlIIHE BCEM KIMHUYECKH npH3Ha-
KaM JUCIUIaCTHYECKHMX HeBycoB. JoGpoBonbHOE cornacue
14 n3 HU3 NO3BOJIMIO IPOBECTH C AHATHOCTHYECKOH M Jie-
ue6HO-NPOGIIAKHTYECKON LETBIO KPHONECTPYKIMIO C TI0-
C/IeRyromuM MOpGhOJIOTHYECKMM HCCAENOBAHMEM STHX He-
BYCOB. ¥ 5 UeJIOBEK B OJHOM M3 ABYX M/IM TPEX YAANEHHHX
ATHONYHHX HEBYCOB OOHAapyXeHH S5 THCTOMOrMUYECKHX
KPUTEPHEB MUCIUIACTUYECKHX HEBYCOB, y 2 OGHapyXeHH 2
M3 YKa3aHHHX KUCTOJIOTHYECKMX NIPU3HAKOB, KOTOPHE Obi-
JIM ONpeAe/IEHH KaK MENaHOUMTApHAd aucmiasud. Y 3 ue-
JIOBEK THMCTOJIOrMYECKM OBLIM MEJAHOMOONMACHHE IIOrpa-
HHYHbIE HEBYCH, Y 3 — CMemaHHbe, y 1 uenoBeka —
BHYTPHIEPMAJIHHIH HEBYC.

I'eneanornyeckuit aHAIM3, NPOBENEHHHH B OTOGHAHHOI
rpynne, nokasan uro B 16 u3 30 cemoit numerorcs yxaszaHus
Ha HAJTMYHE MHOXECTA Pa3HOOOpa3HHIX MMIMEHTHHX 00pa-
30BAHMI HA KOXE €me y ORHOIo Min 6osiee pOACTBEHHHUKOB
I cTenenn popcTBa MO MAaTEPMHCKOM MM OTLOBCKOM JIH-
Huu. Kpome Toro, B aTux cembsax B 1/3 cryuaes Habmona-
JIOCh TIOPaXEHME ONHOTO MJTH ABYX POACTBEHHHKOB I cTeme-
HM DOACTBA Pa3JIMYHBIMU 3/I0KAYECTBEHHBIMH Oy XOJISIMH,
OIHAKO He GBUIO HE OHOIO Clyyas MENaHOMH KoXH. [Ipn
KJIMHAYECKOM O0C/IER0BAHH NOCTYNHHX A1 OCMOTPA POA-
CTBCHHHKOB (B OCHOBHOM fieTeit, Opatses u / unm cecrep)
BBHISIBJIEHB KIMHHYECKHE ATHNHYHHE POAMHKM y 18 mHan-
BUI0B M3 5 cemeit. Cornacve Ha yHaJeHME 3THX HEBYCOB
GLLUIO TO/TYYEHO TONBKO Y 4 POACTBEHHMKOB. [lou THCTOMO-
TUYECKOM HCCAECAOBAHNH OOHADPYXEHH NMCIACTHYECKHE
HEBYCH y 2 POACTBEHHMKOB, KOTOPHE OKA3aJIKCh U3 CEMEN
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the same families as the selected individuals with simi-
lar histologically verified nevi. Border-line and mixed
nevi were found in another 2 individuals.

Of note that next to all of the removed nevi were
0.5 cm or larger in size and had indistinct edges. They
were mainly brownish with differently colored central
and peripheral parts, the nevi also had a black compo-
nent and/or depigmented or pink areas.

Based on the heterogeneity of cutaneous melanoma
originating from the dysplastic nevus we may state that
the dysplastic nevi themselves are genetically inhomo-
geneous. The obtained data prove that the nevi tend to
be accumulated in families, however, there is a need in
a conprehensive familial study of the problen that will
allow correct genetic analysis and determination of the
etiologic heterogeneity of the nevi, as well as estimation
of the contribution of genetic factors into their develop-
ment.
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CLINICAL INVESTIGATIONS

JINI, ¢ aHAJIOTHYHKRMH TUCTOJIOTHYECKH TIOATBEPXKACHHHMMU
HeBycamu. Eme y 2 poiCTBEHHHMKOB O0HAPYXEHH morpa-
HHYHHH H CMEIIAHHKHA HEBYCH COOTBETCTBEHHO.

Hano orMeTuTh, YTO MOUTH BCE YAA/IEHHHE HEBYCH OHi-
s ot 0,5 cM u Gosiee B AMAMETDE, C "Pa3MBITHMH" KPasIMH.
OHu GBUTH B OCHOBHOM KOPHYHEBOIO L(BETA, HO LIEHTPAIb-
Had ¥ nepucdepuueckas YacTH OKPACKH Pa3THYaIMCh, A
TAKXe OTMEYAJICS KOMIIOHEHT YEPHOTO LBETA ¥ / WM HMe-
JIMCh YYACTKH JEMATMEHTANA WM PO30BOTO IIBETA.

Hcxons m3 cymecTBOBaHHS T€TEPOTEHHHX TPYII MeJa-
HOM KOXH, KOTOPHE Pa3BHBAIOTCA HA (OHE TUCILIACTHYE-
CKMX HEBYCOB, MOXHO YTBEDXIATh, YTO M AUCILIACTHUE-
CKHe HEBYCH CaMH 10 cebe — TO HEOXHOPOAHAS B T€HETH-
YECKOM OTHOIIeHWH rpynmad. [losyuyeHHHE JaHHBIE CBUE-
TEJBCTBYIOT, C OMHOH CTOPOHH, O CKJIOHHOCTH 9THX HEBY-
COB HAKAIUIMBATBLCA B CEMbAX, HO /I NPOBENEHHS KOPPEK-
THOTO TEHETHUYECKOTO aHATH33, BHABJICHHUS CTEIIEHH HX re-
HETHUECKOM 00YyC/IOBJIEHHOCTH M THOJIOTHYECKOM TeTepo-
FEHHOCTH HEOOXOMMMH AaJbHEHIINE CEMEHHbIE HCCIEA0BA~
HUS,
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OnpeneneHne onyxonepuix Mapkepos POA, TIIA,
CA-15-3 y 00JIbHBIX PAKOM MOJIOYHOM XKeEJIE3bI
HHH xaunuveckoid onxonozuu

¥Yxe cBHIIe 25 JIeT CYMECTBYET NpEACTaBIeHAE 00 omy-
XOJIEBHX Mapkepax — "crnenu¢puuecKux BEMECTBAX, MPO-
AYLMPYEMBIX 3/I0KAYECTBEHHHMH KJIETKAMH HJIM KJIETKA-
MH X0359MHa B OTBET Ha 3abonesanue” {5].

OnHAKO HH ONMH K3 H3BECTHHIX HA CErONHSIIHHIA JEHb
MapKepoB He ABJIFIETCH HAECATBHBIM UTS paKa MOJIOUHOH Xe-
JIe3H, T.e. 00IaalonMM BHICOKOM UYBCTBUTEIBHOCTBIO, CTE-
UM(AYHOCTBIO, MPHCYTCTBYIOMMM BO BCEX CIy4asX H JHOCTO-
BEPHO OTPAXAKOMMM OTBET OPraHU3Ma Ha seueHne [1].

OcBemenH JOCTATOYHO IIMPOKO BO3MOXHOCTH OTHENb-
HHX MapkepoB, Takux kak P3A, TIIA, CA-15-3 u np., nna
MOHHTOPHHIOBOIO KOHTPOJIS 34 GOJIHHMM, JIEYUEHHKEMM 110
NOBOAY PaKa MOJIOYHOM XeJe3H PasJInyHEX cranuii [4, 6 ].

OnHAaKko NMATHOCTHYECKAS 3HAUYMMOCTh 3THX TECTOB IO
JAHHEIM PA3HHX aBTOPOB NPOTHBOPEYMBA.

Hanunie M, Gastelli {3] cBuneTessCTBYIOT 0 XOPOIINX
TUATHOCTHYECKMX BO3MOXHOCTax Mapkepa CA-15-3 mnsa
pPaKka MOJIOUHOM XENEe3H, OCOOEHHO TMpPH COMHMTEMbHBIX
MOpGOIOrHYecKUX AAHHHX. K TOMy Xe BHBOAY NpHILIA
F. Safi u G. Kochler [7], xoropbie 0TMEUAIOT YETKYIO KOP-
pensmmio Mmapkepos CA-15-3 u POA co cranueii 3abosesa-
HUg #® oTBOmAT Mapkepy CA-15-3 ponb CKpMHWHTOBOTO
Mapkepa Ipd PaHHEM pakKe MOJIOYHOH Xxese3sl. OmHAKO
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Determination of Tumor Markers CEA, TPA, CA-15-3
in Breast Cancer Patients
Research Institute of Clinical Oncology

L.F.Romanova,

Tumor markers have already been known for 23
years as "specific substances produced by malignant
cells or host’s cells in response to a disease” [5].

However none of the markers known by now is ideal
for breast cancer, i.e. exhibits high sensitivity, speci-
ficity, is present in every case and gives trustworthy in-
formation of the body response to treatment [1].

Several markers, such as CEA, TPA, CA-15-3, etc.
have been studied extensively as for their potentials in
monitoring of patients in various stages of breast cancer
61

However, the diagnostic value of these tests is equi-
vocal.

The data of M.Gastelli [3] give evidence of high
diagnostic potential of the marker CA-15-3 in breast
cancer, especially in doubtful morphological tests. This
is supported by F.Safi and J.Kochler [7 ] who note clear
correlation of the markers CA-15-3 and CEA with the
disease stage. The authors believe that CA-15-3 can be
used as a screening marker in early stage breast cancer.
While M.Brown and M.P.McFerlane [6] consider the
marker CA-15-3 to be of low diagnostic value and of use
in monitoring of breast carcinoma patients.




