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CPABHUTEJIBHAS OIIEHKA D®OEKTUBHOCTH
HKOHOMHOI'O M IMINPOKOIO MCCEYEHHNI ITPU
IIEPBUYHOY MEJAHOME KOX! TYJIOBHUIIIA

¥ KOHEUHOCTEM IIB CTAIHHA

HHH kaunuyeckoli oHxoa02UL, 06AACHIHOU OHKOAO2UYECK UL
Oucnancep, Camapa

Tlonarue «nepsuynasn Menranoma xoxu» (IIMK) Tepmunono-
THYECKH NPU3BAHO OTPAKAThH JOKAJBHBIA Xapakrep mpouecca B
oT/IMYue OT BTOPUYHOM HIIM MeTACTATHIECKO 0oNe3HH, PN KO-
TOPOH NPOrHO3 MOCHEAHEH 3aBMCHUT HE OT XAPAKTEePUCTHK Iep~
BUYHO¥ OIYXOJIH, 2 OT JOKANUZAHAN METACTA30B.

K coxkanxeHnio, MeTacTaTHIeCKasd MeJIAHOMA OCTAETC B KIIM-
HAYECKOM acHeKTe TOKa elie HepaspemuMoil mpodiaeMoil.
IIMK, 0yaydn JOKAJABHBIM NPOLECCOM, MOKET UMETh XOPOUIMi,
npoMexyTOUnbIi U HeGmaronpusaTHsiii npornos. Ho maxke me-
6JaroNpUATHRIA HPOTHO3 B ITOH CTAXUM NpeJNOYTHTENbHEE
nporuo3a MetacraTuyeckoii 6osesnn. Boapanie ¢ IIMK ncerga
MMEIOT IIAHCH CTOMHKOro H3NeYeHus B JOCTATOYHO IAPOKOM XU~
anmasone — 0T 90 10 40%. OHu 3aBUCAT OT KIMHHUKO-MOpPhoOaora-
geCcKMX XapaKTepHCTHK OMYyXOJH M MUKPOCTAJMH Npouecca, a
TAKKe AJeKBATHOrO jeueHus. Haubojee npaBUIBLHBIM METONOM
sevennd IIMK aBaserca ee xupyprugeckoe ygarenue. Oanako

spreading (p>98%). Low grade is characterized by the absence
of all the above-mentioned signs of malignancy (p>95%). The
remaining cases are assessed basing on the score total and the
decision rule (p=87%).

4. The FIGO system and the malignancy grading were the
most effective classifications of SCST of ovaries. The disease
staging (FIGO) distinguished in a statistically significant man-
ner the groups of SCST cases with different malignancy grades
(%*=63.80, p<0.0001). However, stage Ia correlated with favor-
able course in 56% of cases only while Ic demonstrated corre-
lation with poor course in 62%. The malignancy grading distin-
guished with statistical significance (¥*=36.0, p<0.0001) the
three groups of cases and fully (100%) correlated with disease
clinical course.

Ilocrymnaa 23.11.99 / Submitted 23.11.99

L.V.Demidov, E.V.Martynova

COMPARISON OF NARROW VERSUS WIDE
EXCISION OF STAGE IIB PRIMARY CUTANEOUS
MELANOMA OF THE TRUNK AND EXTREMITIES

Institute of Clinical Oncology, Samara Regional Cancer Hospital

The term 'primary cutaneous melanoma' (PCM) reflects
local disease in contrast to secondary or metastatic types when
the prognosis depends upon metastasis site rather than charac-
teristics of the primary.

Metastatic melanoma is still a serious clinical problem to be
solved. The PCM is a local disease and may have a good, inter-
mediate or poor prognosis. But even a poor prognosis in this
stage is better than prognosis of the metastatic disease. Patients
with PCM always have a 90% to 40% chance to achieve stable
remission. The outcome depends upon clinical and morpho-
logical features of melanoma, disease microstage and treat-
ment. Surgery is the best treatment for PCM. However, an
operation may be considered adequate if the volume of dissect-
ed tissue is enough to control the disease but not too large to
cause functional or cosmetic defects. Over many years it was
thought that only operations with at least 3 cm margins may be
considered adequate for PCM [1].
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Kaunrecxue uccredobarus

aZeKBATHOM omepauys MOKeT OLITh IPU3HAHA B TOM ciaydae, Kor-
a2 00'beM yAANICHHBIX TKAHEH JocTaTodeH A NOJIHOr0 KOHTPOIS
HaA Goe3nbI0 M BMECTE ¢ TeM He NPUBOIUT K (PyHKNMOHAIBHO-
gocMernmaecknM aederram. Jlojrwe rogsl CUATANIOCH, YTO AJEK-
paTHo# gaa TIMK MozeT ObITh JMIIb TAKASA OHEPANMS, NPH KOTO-
poil 3xopoBasd KoxKa BOKPYI NePBUUHONH OHYXOJNH MCCEKaeTcA He
Menbie yeM Ha 3 cm [1].

B npenpiyymux pagorax 6bu1o yoeauTe b0 MOKA3aHO, YTO MPH
IB (Tomxoit) u mpu ITA (mpomexyroudoit) MK mmpokoe nccege-
HHe He HMeeT MPenMyInecTB Hepel SKOHOMHBIM HCCEUeHNeM U Co~
Epaiienue 00beMa uccekaeMbIX TRaHel 70 2 ¢M AaeT BO3MOXKHOCTh
HAJEKHOro MECTHOIO KOHTPOJA 32 OYX0JIbI0 H He BefeT K yBejH-
YeHHUI0 pocTa JMM(pOTeHHOTO U reMATOreHHOr0 MeTaCTa3HPOBAHN
[2, 3, 8, 9]. B nannoit paGore Mp1 MPoAOLKAaeM 3TO MCCICOBAHME
ana IIB cragnm, TAK HA3bIBAEMOit TOJCTOH MeJIAHOMBI (3pelioii,
uHBa3uBHOM). CleayeT cKa3arh, 9TO OCHOBHBIM apIyMeHTOM CTO-
POHHUKOB mHpokoro ucceuenns MK sBiserca anpuopnoe yoex-
JeHHe B TOM, 9TO MHPOKHE IPAHMIBI PE3CKIHH CHIDKAIOT BEPOAT~
HOCTh MECTHHIX penuansoB. IloJ MecTHBIM peUHAMBOM
TPAJUNEOHHO NOHAMAIOT MOBTOPHBIA POCT ONYXO0JH, BOSHUKAI0-
MM HA PACCTOSAHUY 1O 5 ¢M 0T mocieonepanuonnoro pyoua.
CumraeTcs, 4yTO ero NPUYMHOH MOTYT OBITh MUKPOOTCEBbBI, KOTO-
phle He OBLUIN YAaJIeHB! B AHHOM 0JI0Ke C TIePBUYHOM ONyX0JbIo.

Oauako B HACTOAWEE BPeMA CYIECTBYET U APyras ToYKa 3pe-
HHUS HA IpUpony penuauBHbIX o6pazopanuii npu MK. Ona ocHo-
BAHA HA MeXaHM3Me HAPAKPUHHON CTHMMYJANMM NepBUIHOIM
ONYXOJbI0 HOPMAJIBHBIX MEXAHONUTOR ¢ HOCHACAYIOM il UX TPAHC-
dopManneit B onyxonessie. DTo NPOUCXOIUT CIENYIOMUM 06pa-
30M. X0poHIo H3BeCTHO, YTO NMEPBUYHAA ONMYXO0JIb BHIPAGATHIBAET
0eaxn — ¢GagTophl pOCTa, KOTOPhIE MPOAIKAIOT HUPKYAMPOBATh
B KPOBH HOCJI€ yIAJeHUsS HepBHYHO# omyxoiu. DTu (akTophl
poOcTa, 0e3yCI0BHO, UMEIOT CPOXCTBO K PEleNiTOPaM HOPMANbHBIX
MEJAHOIHTOR M MOTYT N0 THOY 3aMKHYTOrO0 Kpyra CTHMYJIHPO-
BATH B HHX BHIPAGOTKY TaKOro ke (paKTOpa pocra, BOBJEKas B
npouecc omyxoJeit TpaHchopmauum Bce GoJbliee KONUIECTBO
COCEICTBYIONHAX HOPMAJBLHBIX KIeTOK. OueBHIHO, YTO pelHiuB
TAKOro reHesa BO3HMEAET He 10 MpUYMHEe HeAOCTATOIHOTO yaaie-
Husa TRanu. Tak KaK MecTHBIE PeldXMBLI YACTO BOZHUKAIOT CHH~-
XPOHHO € OTAAJEHHHIMH METACTA3AMH, 3TO MOKET HOXTBEPKAATD
JOTHYHOCTh CYHIECTBOBAHMA NMAPAKPHHHOTO MEXAHM3MA B NpO-
rpeccuu onyxoau. K coxalennio, Ha MPAKTHKE HET BO3MOKHOC-
TH KOCTOBEPHO 3HATH, KAKOH M3 ONMMCAHHLIX BhINE MEXAHN3MOB
ABMICA NPUIMHOA MECTHOTO peuuansa. dTo xKe Kacaercs MAKPO-
OTCEBOB, 3ACTPABUIMAX B JuMbATHIECKUX COCYIAX, OKPYKAWIMX
NEePBUYHYIO OXYX0Jib, TO HEHTPOCTPEMHUTEAbHOM cHIIbl JuMooT-
TOKA 0GbIYHO OCTATOYHO, YTOOK ApeHupoBath JumMbonyra. Ha-
[AAANBIM CBHAETENLCTBOM DTOMY CIYEHUT €CTeCTBeHHAs, OTHOCH-
TeJIbHO HU3KAd 9aCTOTA MECTHOro penuausa (B mpeienaax 5%) s
CPaBHEHUH C YACTOTOH PErHOHAPHOTO METACTA3HpoBaHuA (ZO0
50%) cpeau mepBUYHBIX GOJBLHBIX, Y KOTOPHIX HAYHHAETCS HPO-
rpeccuporanue [4, 8, 9].

ITosTomy MecTHbI penugue MK — coOwiTHE OTHOCHTEJIbHO
peaKoe, TPYAHOOOBACHEMOE 32 CYeT HEKOM mepBHYHOM olceme-
HEHHOCTH HOPMAJBLHBIX TKaHel BOKDPYI ONyXoJiH H, 0e3 coMHe-
U, Tpebylomee nepecMOTpa 00beMa NPHMEHIEMOro XUpypru-
gecgoro mocobma. Ho ecam ymeaaTrh cepbe3Hoe BHUMaHHe
BO3MOKHOCTH KJETOK «3aCTpeBaTh» B JHM(aTHIECKHX cocylax,
TOTJA HYHKHO COTJACHTBCH € TEM, YTO 3TO MOXKET CIYYUThCA HA
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It was demonstrated in previous reports [2,3,8,9] that wide
excision in IB (thin) and ITA (intermediate) PCM has no
advantages over narrow surgery and a 2 cm margin provides
reliable local control of the tumor and does not lead to increase
in lymphogenous or hematogenous metastasizing. This report
is a continuation of the study for stage IIB PCM which is also
referred to as thick, mature, invasive melanoma. It should be
emphasized that the main argument of advocates of the wide
excision is the a priori conviction that wide resection reduces
the risk of local recurrence. The local recurrence is defined
traditionally as a recurrent melanoma growth within 5 em from
the surgical cicatrix. The recurrence is thought to be caused by
microdisseminations not removed together with the primary.

However there is another opinion about causative factors of
melanoma recurrence. It is based on the mechanism of
paracrine stimulation by the tumor of normal melanocytes and
their further transformation into neoplastic cells. The process
is like this. As known the primary tumor releases growth fac-
tors that continue to circulate in the body after the primary is
removed. These growth factors have affinity to normal
melanocyte receptors and may stimulate in them generation of
the same growth factors and involve an increasing number of
neighbor normal cells into neoplastic transformation. It is evi-
dent that recurrence of this type cannot be caused by insuffi-
cient tissue excision. The fact that the local recurrence may
develop in parallel with distant metastases is in favor of this
mechanism of melanoma progression. Unfortunately we can-
not know which of the above-mentioned mechanisms is the
cause of the recurrence in every individual case. As concerns
melanoma cells sticking in lymph vessels around the tumor, the
centrifugal force of the lymph flow is usually enough to drain
the lymph path. The natural relatively low incidence of local
recurrence {(within 5%) as compared to regional metastasizing
(up to 50%) among primary patients is another evidence in
favor of this conception [4,8,9].

Local recurrence of cutameous melanoma is therefore a
rather rare event which is difficult to explain by the seeding of
normal tissues surrounding the tumor and requires that the
conventional volume of resected tissue should be reviewed.
Following from the assumption of the cells sticking in Iymph
vessels it is logical to accept that this may happen in any site
from the primary to the regional collector, and all skin along the
Iymph flow should then be removed. As known, this methodol-
ogy was popular in this country and abroad many years ago but
failed to ensure reliable control over local recurrence. It is also
known that transitory metastases are not frequently encoun-
tered when the regional lymph collector is not yet removed. As
a rule they develop under favorable conditions such as obstruc-
tion of Iymph flow in the anatomical site in question (e.g. rou-
tine venous failure). One may then suppose that some cells may
stick in small lymph vessels and turn into satellites both within
5 cm and at a longer distance from the primary.

These lesions should be considered transitory metastases while
neighbor metastases are potential sources for local recurrence.

Materials and Methods. This retrospective study was mainly performed on his-
tological analyses of surgical specimens. They usually mentioned the distance from
the tumor edge to the flap edge in four directions. These measurements differed
from actual ones due to skin shrinkage after excision.




Clinical Investigations

J1000M 0Tpeske OT MEPBUTHOTO 09Ara X0 PeruoHap-
HOTO KoJurekTopa. W, ciemosarenbto, A KOHTpPO-
Ji4 32 PEHUANBOM HYKHO YIAAATH BCIO KOXKY HO JH~
HOM OTTOKa. M3BecTHO, 9YTO TaKas MeETOAMKA
HpUMEHANACH MHOFO JIET HA3a[ KAK y HAC B CTpaHe,
TAK ¥ 32 pyGexROoM, HO, C TOYKHU 3PeHUs 2A0COII0THO
HAEXKHOr0O KOHTPOJS 3a MECTHBIM PEeUuJHBOM,
Onina nesdderrrBna. TaxKe U3BECTHO, YTO TPaH-
3HTOpPHbIE METACTA3bl PEAKO MOABASIOTCA NPU elde
HEYJAJEHHOM PerHoOHAPHOM TAMMATHIECKOM KO-
JgerTope. Kak mpasBuiao, oHu BOSHUKAIOT NpH O1a-
FONPUATHBIX JJsA HAX YCIOBUAX, HANPAMED IPY HA-
pymensoM nauM(pOOTTORKE B aHATOMHYECKOil
o0aacTH (cpenu OPHYMH NMOCHEHHEro Helb3a He
YUATHIBATE ¥ OOBIYHYI0 BEHO3HYI0 HeJOCTATOY-
HOCTH). MOXKHO HONYCTHTH, YTO OTAENbHBIE KIETKH
MOI'YT «3ACTPEBATH» B MEJKHX JUM(DATHIECKHMX CO-
cyaax, npeBpamaAch B CATEJUIUTHI, KaK B Opelenax
5 ¢M 30HBI, TAK A AAJbIIE.

B nmocjegHeM ciaydyae 3TH 04YarM HYXKHO pacue-
HUBATH KaK TPAH3UTOPHLIE METACTA3bI, a OJau3ie-
KaHuge — Kak NOTeHHuaJbHbie UCTOYHUEN MecT-
HOTO PeluAUuRA.

Martepuain ¥ MeTopl. OCHOBHBIM HCTOYHMKOM HHGOpMa-
OHE 9TOTO0 PETPOCIEKTHBHOTO HCCIEIOBAHHSA ABIANMCH NPOTO-
KOJIB! IATOTHCTOIOXMYECKOTO HCCIIeA0BAHNS YRAACHHBIX Ipena-
pavoB. B HMX NpaKTHYECKH BCEerAa yKA3LBaJ0Ch PACCTOSHNE OT
KpaeB ONYXOJH A0 KPAaeB KOXHOI'O0 JOCKYTA IO YeTHpeM Hanpag-
JeHHAM., DTH pasMephl OTIMYAIUCEH OT PEANBHBIX B CHIY 0co0eH-
HOCTEH KOJKH COKPAIATECH NOcie HeCedenus.

HAnsa Tore yroGe! YCTAHOBHTH, HACKOJIBKO CHABHO NMPOHCXO-
JUT COKPAIENHe KOXY B HOpMe, ¥ 50 GonbHBIX GBIIO BHIIO/IHE-
HO AONONHUTENIbHOE NPOCHEKTHBHOE Hcciaesopanue. o onepa-
DMM U TOCHEe Hee NPON3BOAMIACH CEPUsi 3aMePOB KOMKHOTO
A0CKyTa. BBLI0 yCTAHOBIIEHO, YTO HE3ABHCHMO OT Noja GoabHo-
YO ¥ JOKANM3aNHMK ONYX0JH yHajdeHHB KOXKHbi H0CKyT Beeraa
HMMeJI KpaeBy yeanky Ha 13 + 4,5% IJIMHBL HCCEIEHBOr0 JOCKY-
T4, YTO NPAKTHYECKY BCeraa 6p1ao ToxnecTsenno 1 em. Dru pau-
Hple MOJHOCTHI0 COOTBETCTBYIOT ONYOJNKOBaBHbLIM panee [S].

Takum 0Gpazom, peanbhasg IKCHOZUUNA 0GbeMa UCCEUEHHOI
KOXKM BOKDYT ONYXOJH YCTAHABIMBAJIACh HAMM NyTeM npuéasie-
A 1 cM K H3MepeHnaM, CyIeCTBOBABIIHM B NATOTHCTONOrHIeC-
KOM ONMCAHMM NpenapaTa.

MarTepHanoM AJs UCCAEXOBAHUS HOCIYKUIH Hapusie 99
NAIHEHTOB, JEYHBUIAXCH B XUPYPFAYECKOM OTIeJleHMH 00-
me# oEKodorun POHII PAMH u 21 manuenta Xupypravyec-
Koro oraeixenus Ne 2 Camapckoro 06XacTHOr0 OHKOAOTHYEC-
Koro AMcmancepa B mepuop ¢ 1980 mo 1990 r Cpemmmit
Bo3pacT 6oabunx 48 jget. CpeAHAd TOJNKUHA ONMYXOJH COCTA-
Buna 5,235 MM, 1. e. 6bu1a B npenenax IIB crapum.

Ipymna ¢ sgonoMubM uccedenneM (DH) cocrosna uz 92 6osb-
HbIX, TPYIHA ¢ WHPOKHM Hecedennem (INIM) — u3 28 Goabnbix.

Hanboaee yacTHMM TPAHNLAMY Pe3eKUHH B rpyine ¢ DY ObI-
s 25,0 £ 5 Mm, B rpymie ¢ I — 35,0 + 5 mm.

Ha nepBoM sTane anaau3a Gblac HpOBeNeHO cpaBHeHHe oc-
HOBHBIX MPOTHOCTHYECKHX NPU3HAKOB ¥ GOJNBHEIX ABYX IPYIN, OT-
JHYABHIMXCS 0 00BeMy MCCeUeHNs IePBHYHOM ONMYX0JH.

Y3 1abn. 1 BuaHo, YTO BCe NPOYHOCTHYECKHE NMepeMEeHHBIe B
ofeux rpynmax Gruau cxoxueivu. Ipynnst Obian TaKKe NOAHOCTHIO
COIOCTABMMBI N0 OCHOBHOMY NPOrHOCTHYECKOMY NPH3HAKY —
TONUMHE ONyxojau: B rpymne ¢ DU ona cocrapmaa 5,41 mm, a B
rpymie ¢ JITA — 5,06 mm (p > 0,05).

Janee mis xoATBEPAACHAI COCTOATENLHOCTH KOHIENIHY Ge30-
nacuoetn DU gna MK 1IB cragun ObUI NPOBeXeH PETPOCIEKTHB~
Hptil aHaMH3 ueropuit Gosesnu. OH cOCTOST U3 HECKONBKUX STaNOB.

1. Mzyaurs oGuyro u GespenuauBHyIo (6e3 J00bIX IPU3HAKOB
Gonesun) 3abonesaemMocTs GoNBHBIX B rpymnax mociae DU u IUH.

Ta6nuua 1 Table 1

Xapakrepuctuka 120 6onbHbix MK TYROBMLLE Y KOHEYHOCTE M0 OCHOBHbBIM
dakTopam nporHosa (TonuwmHa onyxonu 6onee 4 mm, «ronctas» MK, 1B ctangvsa
— 3pecb NB TAbN. 2—4)

Characteristics of 120 patients with PCM of the trunk and extremities with
respect to basic prognostic factors (melanoma thickness more than 4 mm,
thick stage IIB cutaneous melanoma [here and in tables 2-4]).

Yucno SonbhbIx, %
daxTopk! NPOrHo3a
au i BCEro
(n=92) (n=28) (n = 120)
Mon: / Gender:
M/M 42 (46) 12 (43) 54
X/F 50 (54) 16 (57) 66
TNokanusauys: / Site:
Tynoeuwe / trunk 46 (50) 13 (46) 59
oo KOs wea | som | s
lower extromties. 33 (30) 10(36) %
BoapacrT, roap!:
Age, years:
21—40 19 (20) 16 (21) 25
41—50 52 (57) 8 (29) 60
51—65 21 (23) 14 (50) 35
TonwwHa rno bpecrnoy, Mm ;
Breslow thickness, mm:
4,01—5 23 (23) 10 (19) 33
5,01—6 48 (48) 26 (50) 74
> 6,00 21 (21) 26 (21) 47
AJCC* / AJCC*
B 0 0 0
A 0 0 0
[iz! 92 (100) 28 (100) 120 (100)
YposeHb uHeazuy no Knapky:
Clark’s invasion:
] 0 0
Il 0 0 0
] 32 (35) 12 (43) 44
1\ 48 (52) 12 (43) 60
Y 12 (13) 4 (14) 16
NE (n=92) WE (n=28) | total (n=120)
Prognostic factors
No. of patients, %

*AJCC - AmepukaHcknii 00beayHeHHbIV KOMUTET N0 CTaauam paka.
MpumMeyaHue. B ckoOKax — NPOLEHT.
* AJCC, American Joint Committee for Cancer staging.
N o te. Numbers in parentheses are percentages.
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2. OnpexenuTsh XapaKTep M YACTOTY HEPBOTO PelHAuBa (G0e3HH IPH UCIOL30-
paupd DU van I1H.

3. TIpoaHATH3MPOBATH YACTOTY PELUAUBOB HONE3NH 1 MX XapaxTep B cpokn 1, 3
u 5 get nocie DU nmu IIINA.

Ilog penupueoM GONe3HM NOHMMAJACH BCA COBOKYHHOCTh €€ BO3BPaTOB, a
MMEHHO: B BH€ HOsBJIEHAS] MECTHOTO PpeUMAnBa, A TAKiKe PEFHOHAPHBIX JuMporen-~
HBIX H OTXANEHHBIX METACTA30B.

CpasHeHHe MONYYeHHEIX )e3YJTATOB MPOBOAUIN B COOTBETCTBHM C KPATEPHEM
CTHI0ZEHTA, COFIACHO KOTOPOMY JOCTOBEPHBIM CHUHTAETCH PA3JMyMe MEKIY JByMs
cpaBHUBAEMBIMH BeJJMIMHAMM, ecJIM X JOBepUTeNbHbe HETePBAJbl He COBNAAAI0T
Ha 95% (p < 0,05).

Pesynesrarsl 1 o0cyxmenne. Pe3yapTaTsl 00meil 0 Ge3pennauB-
HO#f BRIKUBAEMOCTH GOABHBIX 32 1—3—35 Jer nabaiogeHusa nocie
onepauMy npejacTapieHs! Ha puc.l a, b u B Tada. 2.

O6mas BsoxusaemMocts Goasusix ¢ IIB cragneii cooTBETCTROBA-
Ia oxupzaeMoil u npu DU Opiaa 85,8—82,6—68,4%, a npu I —
82,1—78,5—67,86% (p = 0,5). BeapenuauBHas BBLKMBAEMOCTD OBI-
JIa HecKOALKO Huwke m mpu DM cocrapuna 61,9—52,1—48,9%, a
opu IMA — 64,2—53,5—50,0% (p =0,5).

Tagum 00pa3om, HOKA3aTeIH 00meil i Ge3peluUBHOI BBIKA-
BAEMOCTH OKa3aJUcCh NPUOIM3UTENHHO OJUHAKOBBIME B 00emx
rpynmax M B IEJOM YKAa3pIBAIOT HA Bechma HeGJarompuATHLIA
nporuos npu MK ITB ctaguu.

Ha caeayomeM Tane ONEHMBAJM XapaKTep HepBOro penu-
JuBA 00JEe3HN Y TeX Ke KaTeropuii 60JbHbIX (MECTHBIH peluInB,
Jamdioredubie ¥ OTAANEHHbIe MeTacTa3bl). J[aHHbIe NpescTaB-
Jenst B Tadu. 3.

Kak suamo, w3z 120 GoJbHBIX MeCTHbIH pelMAMB KaX HepBblii
CHMIITOM BO3BpATA (OJIe3HU BOZHMK TONBKO ¥ 7 (5,8%) GonpHbIX: ¥
4 Gonpupx nociae DU n y 3 Gonpapix nociae INU., B mocaexyromem
y BCex 3THX MAIMEHTOB 0TMEYAJOCh AaibHejintee Mporpeccuposa-
HHE. DTO MOATBEPKAAET MHEHHE O TOM, 4TO B 0OJHIINHCTBE CIyda~
€B MECTHBIE PelMIMBEI ABJIAIOTCS NPeJBeCTHUKAMY IOCIeylonei
JUCCEMAHANAN ONYX0J1eBOro nponecca. B uejom gocraTouno Hu3-
KHi{ HPOIEHT MECTHBIX PENMANBOR YKA3BIBAeT HA MAJIYI0 BepOAT-
HOCTH JAHHOTO ABJeHua aaxe aasa <roacroii» MK IIB cranun no
AJCC, pas x0Topoii XapaKTepso wanbosee arpecCUBHOE TeUeHNe.

MeTacrassl B pernosapssie JaMQOy3Is! KaK NPH3HAK HepBOro
penuauea 00Je3HA BCTPEUATNCEH B 3 Pas yamie, YeM MEeCTHLIH peuu-
IIMB, 1 ObLM oTMedensl ¥ 20 nauuenTon: u3 nux y 15 (16,3%) 6015-
ppIx nocae DM ny 5 (17,8%) nocae MY, 1. e. ¢ omnnakosoii npo-
HEeHTHOH YACTOTOol He3aBHCHMO oT 00bema onepawmu (p = 0,5).

OTzaxennple METACTA3bI KAK MPH3HAK NEPBOro penuauea 6o~
sesnn posamkan y 17 (14,1%) Goanueix: y 13 (14,1%) nociae DU
ny 4 (14,2%) nocae 1N (p = 0,5).

CpaBHUTEIbHBI AHAJIM3 CBHUJETEJNbCTBYET NPAKTHIECKH O
PaBHOH BEPOATHOCTH PeANM3ANMN NEPBOro penususa Gole3nn
upu MK IIB craauu B BUAe PerMOHAPHHBIX U OTAAJEHHBIX MeTa-
€Ta30B. DTa BEPOATHOCTH B 2,5 pa3a npeBslaeT BepoATHOCTE Me-
CTHOTO peHuIuBa.

JTanee s Toro 4ro0bl eme pas yoeaurhes B OTCYTCTBUM NpO-
THOCTHYECKO 3HAYMMOCTH METOJA IEPBHYHOTO ONEPATHBHOIO
BMEMATEJbCTBA, ObLIA MPOAHATMINPOBAHDLI BCE BHIB PENUAUBOB
60Jre3ny 3a S-JeTHHII Tepuol HAGIOXEHUs HE3aBUCHMO OT OYe-
PEIHOCTH UX NMosiBIeHAA. laRAbIe HpeICTaABIeHbl B TA0M. 4.

Yucao BceX penuaneor 6oe3ny (MecTHble PpenUAMBEI, MeTa-
cTashl B peruoHapHbie JuM(OY3Nbl H OTHAJECHHbIE METACTA3LI)
OBII0 COTIOCTABMMO MEXKIY c000ii o yacTore npu DU u I u ne
NPOTHBOPEYHIN H3BECTHBIM CTATHCTUYECKHM JAHHBIM. Tak, 3a 5
JeT B paccmaTpuBaemoi rpynme u3 120 doapnbix 06110 Beero 14
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Puc. 1. O6Gwas (a) v Ge3peuvauBHas BbIKUBaeMOCTb (b) y
120 6GonwbHbix TIMK TynoBuwa v KOHEYHOCTE B
3aBMCUMOCTH OT o0bema uccevyenus (TosuuHa Onyxonu
Oonee 4 mm no Bpecnoy, 1IB cragus no Bpecnoy, «roncraga
MeJsiaHoOMa»).

Mo ocu aGeumce — Bpems HaGNIOAEHUs, rogsl; Mo OCY OPAVIHAT
— BbDKMBAEMOCTb, %; p > 0,05.

Fig.1. Overall (a) and disease-free (b) survival in 120
patients with PCM of the trunk and extremities with respect
to excision margin (Breslow melanoma thickness more than
4 mm, Breslow stage IIB, thick melanoma).

Numbers on the x axis are percentages of survival; numbers on
the y axis are years of follow~-up; p>0.05.

An additional prospective study was performed in 50 patients to assess nor-
mal skin shrinkage. Several measurements of skin flaps were made before and
after operation. It appeared that the removed skin flap had a 13+4.5% shrinkage
in length (i.e. 1 cm) irrespective of patient's gender or tumor site. These findings
fully agree with the published data [5].

Thus, actual volume of removed skin was calculated by adding 1 cm to mea-
surements in histological reports.

We analyzed histories of 99 patients managed at the Surgery Department of
General Oncology of the CRC and 21 patients from the Second Surgical
Department of the Samara Regional Cancer Hospital during 1980 to 1990.
Mean age was 48 years. Mean melanoma thickness was 5.235 mm, i.e. corre-
sponded to stage IIB.

Of these patients 92 underwent narrow excision (INE) and 28 underwent wide
excision (WE).

Most common excision margin in the NE group was 25.0+5 mm vs 35.0%5
mm in the WE group.

We first compared basic prognostic factors in the groups with different exci-
sion volumes.

As seen in table 1 all prognostic variables were similar in the two groups. The
groups were well balanced with respect to the principal factor of prognosis, i.e.
melanoma thickness: 5.41 mm in the NE vs 5.06 mm in the WE groups (p>0.05).

In order to verify safety of NE for stage IIB cutaneous melanoma we per-
formed retrospective analysis of case histories consisting of several steps.

1. To study overall and disease-free (no evidence of any disease) survival in
the NE and WE groups.

2. To establish type and frequency of the first relapse after NE and WE.

3, To analyze the relapse rate and type for 1, 3 and 5 years after NE or WE,

The disease relapse was defined as all types of recurrent disease, i.e. as alocal
recurrence, regional lymph node and distant metastases.
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TaGnuua 2 Table 2
O6wasn u 6eapeunaueHan BEDKMBaeMocTb ¥ 120 Gonbhbix MK Tynoeuina u koneuHocteii (M + m)
Overall and disease-free survival of 120 patients with PCM of the trunk and extremities
BepkmBaemMmocTts, %
0O0bem onepauum 1roa 8 rona 5 net
obuaq 6eapeungueHas obwasn 6espeungueHas obLwaqa OespenuguBHas
au / NE 85,8+3,6 61,9+5,0 82,6%3,9 52,1£5,2 68,4+4,8 48,9+5,2
M / WE 82,1£7,3 64,2+9,2 78,5+£7,9 53,5+9,6 67,8+8,9 50,0+9,6
p =0,5 =0,5 0,5 =0,5 =0,5 =0,5
overall disease-free overall disease-free overall disease-free
Surgical procedure 1 year 3 years 5 years
Percentage of survival

(11,6%) nanueHToB ¢ MeCTHLIMM penugueamu: 3 (10,7%) mocae
1A n 11 (11,9%) nocne DU (p = 0,5).

Kax nmocae DU, rak u IINA npn MK IIB cragum yame Bcero
o0HAPYXHMBANKCH OTAAJEHHLIE MeTacTassl: B 39,1 u 42,8% coor-
percTeenno (p = 0,5), T e. y kaxnoro yerseproro GoapHoro. Me-
CTHHIE PeuMIuBbI BCTPEYAINCH 3HAYNTENLHO peKe — TOJBKO B
11,9 n 10,7% cootsercTBenno (p = 0,5). MeTracTa3nl B peruoHap-
Hb1e JuM(pOy3asl 3AHAMAH BTOPOE MECTO NOCIIe OTXANEHHBIX Me-
TACTA30B M OTMEYEHB! ¥ KAKAOro Tpethero OosxpHoro (y 27,1 u
32,1% 6Goanneix cooTsercTBenuo; p = 0,5, puc. 2).

B uejgoM 1jg manHoil, HaunOosee HebgaronpusTHoil IIB craguu
MK xapagTepHo MMEHHO TAKOE eCTeCTBEHHOe pasBuTHe 0OJe3HH.
W, xax xopouo BUIHO, YMeHblileHHe 06heMa oNnepaTHBHOro BMenia-
TeABCTBA HA MEPBMUHOM Ouare He MEHSET ero B Xy/IIylo CTOPOHY.

Ta6nuua 3

Statistical analysis of differences was performed by Student’s test, i.e. a differ-
ence between two values was considered statistically significant if confidential
intervals of these values did not show a 95% coincidence (p<0.05).

Results and Discussion. Comparison of overall and disease
survival rates for 1, 3 and 5 follow-up years are presented in
fig.1,a,b and in table 2. The overall survivals of patients with
stage IIB PCM corresponded to the expected rates and
reached 85.8%, 82.6%, 68.4% for NE and 82.1%, 78.5%,
67.86% for WE (p=0.5). The disease-free survivals were
lower: 61.9%, 52.1%, 48.9% for NE and 64.2%, 53.5%,
50.0% (p=0.5).

Thus, the overall and disease-free survivals were similar in
the two groups and suggested a rather poor prognosis of ITB
cutaneous melanoma.

Table 3

XapakTep nepeoro peuviguea 6onesuu y 44 6onbHbix MK Tynosuua 1 KOoHeYHOCTE B 3aBUCUMOCTH OT 00bemMa ncceveHus
Type of first relapse in 44 patients with PCM of the trunk and extremities with respect to surgical procedure

]| Lin Bcecero
Xapakrep peuungunea P
n Mim n M+m n M+tm
MecTHbI peLmnans 4 4,3+2,1 3 10,7 5,9 =05 7 5,8 +2,1
Local recurrence
MeTacTase! B pervoHapHble nMmMeoysnbl . _ 16,6 £ 3,4
Regional lymph node metastases 15 16,3+3,8 5 17,8%73 0.5 20
Omanewue meTactasbl 13 14,1 3,6 4 14,267 =05 17 14,1 £+ 3,1
Distant metastases
n (Mean+S.D.) n (Mean+S.D.) n (Mean+S.D.)
Type of relapse p
NE WE total
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Tabnnua 4

nepeu4yHoOro oyara

5-year relapse rates in 120 patients with PCM of the trunk and extremities with respect to excision of the primary

Table 4
5-neTHaqa YacToTa BceX peunaueoB Gonesku y 120 6onbHieix MK TynoBuilla n KOHeYHOCTEl B 3aBUCUMOCTH OT o6bema ucceyeHus

au v Bcero
Xapakrtep peungvea P
n M+=m n M+m n M+m
MecTHsiit peLnans 11 11,933 3 10,759 =05 | 14 | (11,6%29)
Local recurrence T
MeTacTtassl B perioHapHble MMpOoyaibl N - _
Regional lymph node metastases 25 27.1£46 9 82,1+89 =05 34 (28341
OTAANSHHbIE METACTa3H 36 89,1+5,0 12 42,8+9,5 =05 | 48 | (40,0£4,4)
Distant metastases
n (Mean+S.D.) n (Mean+S.D.) n (Mean+S.D.)
Type of relapse P
NE WE total

IIposenenspit anamm3 nagHeiX 120 GoapRBIX ¢ TOJMIMHOM
onyxouu 6oaee 4 MM, BKIIOYEHHBIX B PETPOCHEeKTHBHOE HCCIEN0~
Banpe, NO3BOJAET CASNATh BBIBOH O TOM, uro DY npu «rojcroit»
MK IIB crapuu wo AJCC no acddeKTuBHOCTH U 6€30HACHOCTH He
yerynaer WL

Ioxapisomee GonbmuucTBo GonpHbIX (77%) Obixo mpoome-
puposano Meromom DI,

O6e rpynnp 6oapnbix ¢ DY n 1IN 61 comocTaBumsl B0 0C-
HOBHbIM NpornocTuyeckum axropam. Tak, 10 OCHOBHOMY NpO-
THOCTAYECKOMY KPUTEPHI0 — TONUIHHE ONMYXOJH 3TO pa3jadiue
0bpL10 MUHEMAJIBHBIM — 0,035 MM M Be JOCTHrAX0 CTATHCTHIECKH
sHauuMoi Beawymusl. IIpomoakurensHOCTh MepuoAa Habiarome-
HUA 5 neT NO3BOANAA NPOBECTU ONEHKY OTAANEHHBIX Pe3yIETATOR
nevenud. Ilocae TpoBeAeHHOr0 XHPYPruYeCKOro JeUeHus no AByM
MeTOAMKAM NOKa3aTen Ge3penuanBHOi BpuxuBaeMocTn (DM —
61,9—52,1—48,9%; NI — 64,2—53,2—50,0% cOOTBETCTBEHHO) H
obmei sprkuBaemoctu (DM — 85,8—82,6—68,4%; IMUA — 82,1—
78,5—67,8% coorsercTBeno) Op1md cxoxunvu (p = 0,5).

JlaHubple 0 MECTHBIX PEUUINBAX, PETHOHAPHBIX H OTHANEHHbIX
METACTa3aX, A4 TaKke NoKa3zaTean obmel u 6e3MeTacTaTHIeCKoi
BHUKHMBAEMOCTH M3YYaeMOM rpymmbl GOJbHBIX HE OTIHYATUCH CY~
HecTBeHHo oT n3pecTHeIX nas IIB craguu, npMBOAAMEIX B JIUTe~
parype [3, 4, 6, 7].

Bce cayuan Bo3spaToB 00Je3HH, 2 TAKKe HHTEHCUBHOCTH OMY-
X0JI€BOIi NMPOrpeccHd ObLLIM ONMHAKOBBI B H3YYaeMbIX IpyHNax
0oabubix, CaM 00beM OHEPATABHOIO BMEIIATEILCTEA HE onpese-
JISLJ1 POYHO3 3200/1€BAHKA.

Oco0eHHOCTHIO KIMHNYECKOT0 TeYeHnA «ToJcToi» MK B cay-
gae ee POrpecCHpPoOBAHAS ABAAETCA POCT YMCIA OTIAJEHHBIX Me-
TaCTA30B, MUHYS 3TAIN NOPAKEHUS PErHOHAPHBIX JuMbOY3I0B.

B wemom IIB cramus xapaktepusyercd HeOJIaronpusTHBIM
HPOTHO30M, UTO OTPAKAETCA B POCTE UHCIA MECTHBIX PelHINBOB,
a Takxke B BHICOKOM NPOHEHTE MOABJEHUs PErAOHAPHBIX U OTAA-
JIEHHBIX MEeTACTa30B.

MecTtrbie penpauesl Obuin oTMedenst 3a 5 Jer y 14 (11,6%)
6oannpix. IIpu cpaBHEHUH JAHHBIX O MECTHBIX PENUIABAX IPH
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Table 3 summarizes types of first relapse (local recurrence,
regional lymph node and distant metastases) in the same
patients.

As seen, local recurrence was the first evidence of disease
progression in 7 (5.8%) of the 120 patients including 4 after NE
and 3 after WE. Further disease progression was reported in all
these cases. This finding confirms the supposition that local
recurrence is a precursor of further disease dissemination. The
rather low percentage of local recurrence is general evidence of
low risk of this complication even for thick cutaneous
melanoma of AJCC stage IIB with a most aggressive course.

Regional lymph node metastases as the first evidence of dis-
ease progression were found in 20 patients (3-fold more fre-
quently than local recurrence) including 15 (16.3%) cases from
the NE and 5 (17.8%) cases from the WE groups, which meant
that the rates did not depend upon excision margin (p=0.5).

Distant metastases were the commonest evidence of disease
progression in both the NE and WE groups of patients with stage
IIB PCM: 39.1% and 42.8%, respectively (p=0.5), i.e. in every
forth patient. While local recurrence was seen in 11.9% and
10.7%, respectively (p=0.5). Regional lymph node metastases
were the second commonest complication and were found in
every third case (27.1% and 32.1%, respectively, p=0.5, fig.2).

This pattern of disease progression was characteristic of
stage IIB cutaneous melanoma. As well seen, narrow excision
of the primary had no negative effect on this pattern.

Retrospective analysis of 120 cases with melanoma thickness
more than 4 mm demonstrated that NE of thick melanoma of
AJCC stage B was not inferior in effectiveness and safety to WE.

Most patients (77%) underwent NE.

The NE and WE groups were well balanced with respect to
basic prognostic factors. The difference in the principal test,
i.e. melanoma thickness, was minimal (0.035 mm) and failed to
reach statistical significance. The 5-year follow-up allowed
assessment of follow-up results of treatment. The disease-free
(NE: 61.9%, 52.1%, 48.9% vs WE: 64.2%, 53.5%, 50.0%,
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Puc. 2. YacTroTa peuuaveoB 00sie2HM N0 UX XapakTepy U Konu-
YeCcTBY B 3aBUCUMOCTU OT 0OGbema ncceveHus y 6onbhsix NMMK
3a 5 net Habnogenus (TontmuHa onyxonu 6osnee 4 Mmm).
Ceernble cTonovkm — 3U, temubie — LUN. | — mecTHBINA peumaui;
Il — meTacTasb! B permoHapHeie numMdoyznei; Il — otaaneHHbie meTa-
cra3sbl. Mo repTvkany — peunavs 6oneain, %; p = 0,5.

Fig.2. Relapse type and number with respect to extent of PCM exci-
sion over 5 years of follow-up (melanoma thickness more than 4 mm).
Light bars show NE, dark bars show WE.

1, local récurrence; ll, regional lymph node metastases; lli, distant metas-
tases. numbers on the vertical are percentages of refapsing cases, p=0.5.

MK Menbmei TOJIHAB 0TMEYAETCA UX BHIPAIKEHHDIH POCT MPoO-
NOPIHOHANBHO POCTY TONIMIMHBI ONYXO0JH (MPH TOHKOH MeaaHO-
me IB cragum — 0%, npu npomexyrounoit ITA craguu — 5%). B
TO e BpeMs HI B ONHOH M3 rpynn He OhUIO NOJIYIEHO JOCTOBEP-
HBIX Pasaugyil npu 2 METOAAX XUPYPIUYecKoro JeyeHus.

Ha ocHOBaHHM TPOBEJEHHOI0 PETPOCHEKTHBHOrO AHAIH3A yC-
TanoBJIeHO, uTo DY ABasiercs sddexTuBHON U Ge3onacHoi xu-
pyprugeckoii onepanueii npu MK YIB craauu ¢ Tonmunoi omy-
xoJm Dojxee 4 MM.

YoaydenHsie JAHHBIE NO3BONAIOT peKoMennoBaTh Ang MK ITB
cragud Oojee mWATANIHE FPAHMOBI HMCCEYEHHS. DTH FPAHUNLL
MOKHO C YBEPEHHOCTBIO COKPATUTH, A0 2 CM OTCTYHAasA OT Kpas
onyxond. TIoaKoKHAS KJIETIATEA NOIKHA HCCeKaThed 70 dacuuu
110 9THM JKe TPAHAUAM KOKHOTO PA3Pe3a WM, Fae 3T0 BO3MOKHO,
¢ 3aXBATOM DONONHHUTENLHO 1 cM TKaHeil.

BecclopHbIM NPENMYNIECTBEOM JAHHOTO METOJA SBIAAETCSH
GoapmAsA BO3MOKHOCTD YMEPEBHYHOIO 3AKPHLITHS XUPYPrUYECKOMH
paubl npu goxaym3annd MK Ha TyroBnire H KOHEIHOCTAX.
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