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€ENFO

€urasian Feder ology

Dear Friends,

The Eurasian Federation of Oncology was created in order to unite special-
ists from all parts of Asia, Europe and beyond: the surgical, medical & radiation
oncologists, basic researchers and specialists of other disciplines that are part of the
multidisciplinary oncology team.

In spite of the fact that there are numerous associations and societies of
oncologists existing all over the world, communication between specialists from
different countries of the Eurasian continent is still a big problem due to the lan-
qguage and cultural barriers, which have not been adequately addressed so far. Un-
fortunately, it is not typical for physicians and scientists from different parts of the
Eurasian continent to exchange their knowledge, as equals, on a common platform,
although most of them are rather experienced in the sphere of oncology.

So, there is an acute need for establishing the basement for cooperation be-
tween specialists, working in the sphere of research, diagnosis and treatment of
cancer patients in Asia and Europe. With the help of EAFO we are trying to address
these needs.

Eurasian Federation of Oncology is intended to involve leading specialists
from Europe and Asia in a variety of conferences, seminars for specialists, seminars
and conferences thereby facilitating the exchange of knowledge and experience.
The main goal of the program is to address the needs of the most neglected regions
of Eurasia, overcoming language and cultural diversity, political and economic in-
equalities. To make the events fully interactive, all the meetings are held in bilingual
format with simultaneous translation to English and Russian languages. Moreover,
we do our best to keep very low registration fees to make our events affordable for
participants who can't pay high registration fees.

In 2011, The Eurasian Federation of Oncology instituted a series of fellow-
ships on the name of eminent cancer specialists who have contributed a great deal
to the science and practice of oncology.

Specialists working in regions outside the Eurasian continent are also most
welcome to take equal participation in our activities.

Only by uniting and joining forces we can get rid of the existing differences
and create a unified scientific and practical basis to fight against cancer in the in-
terests of our patients.

Mikhail DAVYDOV, MD, DSc,
Chair, Steering Committee, Eurasian Federation of Oncology;
Director, N. N. Blokhin Russian Cancer Research Center,
Moscow, Russian Federation

Mwuxaun ViBaosuy 1ABbIZIOB
lpezacenatenb pykoBoasALLEro CoBeta
EBpasuiickoit deaiepaiam oHKonoruy;

Akapemuk PAH n PAMH;
[NlupexTop Poccuiickoro oHKonornyeckoro
HayyHoro LeHTpa um. H. H. bnoxuna PAMH, Mocksa, PO

Uniting Continents
in Fighting Cancer

Hoporue konneru!

OctoBaHHaA B 2009 roy Espa3uiickan Gepepauma oHkonorum bbina co3pana B
uensx 06w OHKOJIOTOB pa KNVHUYECKHX C Teli (xupypros,
TepanesToB ¥ NyueBblX TepanesToB), a Takke UCCNefoBaTeneil GyHAAMEHTANbHBIX
pa3fenoB KCrepuMeHTaNbHON OHKONOTMI U3 pa3ninuHblX pernoHoB EBponelickoit u
A3uatckoii yacTeli EBpasuiickoro KoHTMHeHTa. MpodeccoHanbHble oHKonornyeckue
OpraHy3aLui CyLLECTBYIOT 110 BCeMY MUY, OHAKO ficTBUE MEXAY C
CTaMy Pa3NnYHbIX CTPaH, B YaCTHOCTU A3UATCKOTO PErvoHa, 3aTPYAHEHO B CUNY Kynb-
TYPHbIX 0COBeHHOCTe 1 A3bIKOBbIX 6apbepoB. K coxaneHuto, HeCMOTPA Ha OrPOMHbIil
onbIT 60pb0bl € OHKONOrMYECKUMI 3a60NMeBaHMAMM, HAKOMNEHHDIN B HALLNX CTPaHaX,

ficTBME Mexpy Bp N uccnepoBatenamu EBpasuiickoro KOHTUHeHTa
NPOUCXOAUT He CTOMb MHTEHCUBHO. M03TOMY CO3AaHUe NNOLWAAKA ANA B3aUMOAEi-
CTBIA OHKONOTOB-KNMHULMCTOB U QyHAaMeHTaNbHbIX UCCNesoBaTenel, paboTaiowwyx
Hap npobnemamv AMArHOCTUKN W NeYeHna 3N0KayeCTBEHHbIX HOBOOOPa30BaHMI,
NpeACTaBAAeTCA (BOEBP! 1 BeCbMa aKTy [JlestenbHocTb EBpasuiickoit
DefiepaLy OHKONOTUY HAaNpaBAeHa Ha pa3peLLeHye 3Toi NoTpe6HoCTH NyTem npuBne-
YeHna Beaywwyx cneumannctos EBponeiickoil 1 Auatckoit yacteit EBpasun ana aktme-
HOTO YYacTUA B PasNUYHbIX MePONpUATUAX, NpoBoAMMBIX EBpasuiickoii denepauueit
OHKONOTMM — KoHdey cel a TaKkxe ¢ 06pa3oBaTenbHbIX
Kypcax Ans CneLuanvcTos.

OCHOBHO/ Lieblo NPOrpaMMbl ABAAETCA CO3[aHue YCNOBUiA AnA Haubonee
MONHOTO U BCECTOPOHHEro 06cyX/aeHnA CyllecTBylowwx npobnem, npeofoneHua
A3bIKOBBIX, KYNILTYPHDIX, NOAUTUYECKUX U IKOHOMUUECKUX pa3nuuuil. Mpu 3Tom Bee
MeponpuATMA, opraHu30BaHHble EBpasuiickoii depepayeil OHKonorvu, NpoBoAATCA
Ha [IBYX A3bIKaX - PYCCKOM 1 aHTAMICKOM - 1 CONPOBOXAAIOTCA CUHXPOHHBIM NepeBo-
Aom. Kpome Toro, Mbl Mpunaraem MakcuMyMm yCunuii 1 ienaem Bee OT Hac 3aBucALLee,
yT06bl 06€CNIeYUTD YUaCTHIKAM HaLLUX MePONPUATHI PErucTpaLmio U NPOXUBaHue no
Hanbonee npuemneMbIM LieHam.

B 2011r. ¢ Lenblo NoBbILEHUA KBaMUKALMN MONOABIX CnewmanucTos EBpa-
3uiickan defepauna OHKONOTMM YUPEANNa HecKONbKO UMEHHbIX CTUMEHANiA B YecTb
BbIAAIOLUMXCA OHKOMOTOB, BHECLMX OTPOMHbII BKNaj B Pa3BuTie OHKOMOTUYECKON
HayKM 1 NPaKTUKN.

Mbl y6expeHbl, 4To COBMECTHBIMU YCUAMAMU CMOXKEM NPeoAONeTb CylLecTBY-
fowue pasHornacus, chopMUpoBaTL U PasBUTb eAUHYK HayuHO-NpaKTUYecKylo 6asy
PajV 340POBbA HALUMX NALMEHTOB.

Matti S. AAPRO, MD
Co-Chair, Steering Committee,
Eurasian Federation of Oncology; Dean/Doyen
IMO Clinique de Genolier, Genolier, Switzerland

MarTn AANPO
Conpepceatenb pyKoBOAALLETO COBETA
EBpasuiickoit deaiepaiam oHKonoruy;
[NInpeKTop OHKONOTYECKOI KNMHIKIA KeHONbe,
KeHonbe, LLIBeituapua

www.eafo.info




Dear Friends!

It gives us great pleasure in inviting you to take part
in the Eurasian Melanoma and Skin Cancers Forum to be
conducted in the Russian Capital Moscow on

22-23 July 2011. This Forum is conducted by the
Eurasian Federation of Oncology and will share the same
principles of bringing east and west together on one
platform like other Eurasian events conducted by the EAFO.

This event will be a unique opportunity for you to
interact with the leaders in the science of melanoma and
skin cancers from different parts of the world.

The forum will comprise of the following activities:

® Sessions on Skin Cancer and Melanoma

o Eurasian Seminar on Pathologic Diagnostics of
Tumors“Skin Cancer & Melanoma” (for pathologists)

o Public awareness seminar: for healthy individuals,
patients, their relatives and journalists

o Press Conference

The official languages of the forum are English
and Russian. All the sessions will be accompanied with
simultaneous translation. The speakers can feel free to
speak in any of the two languages. We will do our best
to provide the PowerPoint presentations in both the
languages. All required technical support for participants
to present their demonstration in both the languages will
be provided.

The organizing committee has done the best to
provide the most affordable prices for registration and
accommodation of the participants.

We hope that your participation in this event will
have a positive impact in your clinical practice.

Looking forward to meeting you in Moscow.

EBpasuiickuit popym no menaHome 1 onyxonam Koxm
22 — 23 miona 2011r.,, Mocksa, Poccniickan Oepepauma

Dloporue ppy3bs!

MbI papbl npurnacutb Bac Ha EBpasuiickuii Oopym no menaxome 1 onyxo-
NAM KOXM, KoTOpbIit cocToutca 22—23 miona 2011 r. 8 cronuue Poccum — r. Mo-
ckge. HactoAwuit Gopym npoBoautca EBpasuiickoil defepauuein oHkonorun,
CNef0BaTeNbHO, Kak 1 Ha MpeablayLux EBpa3uiickux MeponpuaTiax, opraHuso-
BaHHbIX EAFO, mbl Gyaem nogaepxuBath NpoBo3raLLeHHbIi paHee MPUHLVN ak-
TUBHOTO B3aMOZeIACTBIA CMeLManiCToB «BOCTOKA 1 3anajia», 0CHOBOI KOTOPOTo
ABNAETCA B3aIMOBbIrOAHOE NPOdeCcroHanbHOe COTPYAHNYECTBO.

Y Bcex yyacTHuKkoB npeactoawero Qopyma GyneT yHuKkanbHaa BO3MOX-
HOCTb MPUHATL aKTUBHOE y4acTye B 06CyXAeHnn Hanbonee akTyanbHbIX BONPO-
(0B, KaCAIOLLUXCA MENaHOMbI 1 Paka Koxv C BefyLLIMA MIPOBbIMI ClieLiuani-
CTaMIn 11 y4eHbIMU.

B nporpamme HacTosLiero ¢opyma 3annaHupoBaHo nposefeHne
CneaytoLmux MeponpuATHii:

o (eccun no menaHome 1 paky Koxu

o EBpasuiickuil cemuHap no natoMoponorinyeckoii AnarHocTuKe onyxonei
«Pak koxu u MenaHoma» (ana natomopdonoros)
VIHpOpMaLMOHHbIA CeMUHAp ANA  3A0POBbIX NNL, NALMEHTOB, UX POA-
CTBEHHUKOB 11 XKyPHaNNCTOB, XeNalLLMX Y3HaTb 6oNbLe 0 MenaHoMe 1
pake Koxu
[Tpecc-koHdepenuma ana npesctasutenein CMIA

OcpuumanbHbiMm A3bikamu Gopyma ByayT aHrNACKIIT U pycckuid A3biki. Bee
ceccn Oopyma byayT CONPOBOXAATLCA CUHXPOHHbIM NePeBOIOM, B TO BpeMs Kak
BbIOOp A3blKa YCTHOrO AOKNaja OCTAeTCA Ha YCMOTpeHue BbicTynatLuero. find
npeACTaBneHns Npe3eHTaLmi JoKNafunKkoB Ha ABYX 0GULMANbHBIX A3bIKAX KOH-
rpecca Mbl OKaxem BClo He0OX0ANMYI0 TEXHUUECKYI0 NOAAEPXKKY U COpeiiCTBIE.

OpraHu3aLyoHHbIil KOMUTET CAenan BCe OT Hero 3aBucALLee, 4Tobbl 0be-
cneynTb yyactHukam Gopyma pernctpaumio v NpoXuBaHue no Haubonee npu-
emeMbIM LieHaMm.

MbI UCKpeHHe Hajeemca, YTO yyacTie B JaHHOM MeponpuUATUN NpuHeceT
nonb3y Balueil KNMHNYECKON NpaKTHKe.

Hapeemca Ha BcTpeuy ¢ Bamun B8 Mockse.

Forum Chair
Alexander EGGERMONT

Anekcanpep STTEPMOHT
Mpepcenatens Gopyma

Chair Scientific Committee
Lev DEMIDOV
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NeB Bagumosuny IEMU[10B
Mpepcenatenb HayYHOro KommTeTa
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Chair, Organizing Committee
Somasundaran SUBRAMANIAN
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MBBS, FRCOG, Professor, Chair, Office of
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Alexander EGGERMONT Subramania IYER
Director, Immediate Past President,
Cancer Institut Gustave Roussy, Paris, Indian Foundation of Head &
France Neck Oncology; Director, Head &
Neck Service, Amrita Institute of
Medical Sciences, Kochi, India
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Vladimir SELCHUK Mahmoud SHARHAN Sergey TJULANDIN
Professor, Chief Medical Officer, MD, MMM, CPE, Professor, Deputy Director, Clinical
N. N. Blokhin Russian Cancer CEO/ Director General, Professor, Oncology Research Institute,
Research Center; Chair, Postgraduate Bone Marrow and Stem Cell N. N. Blokhin Russian Cancer
Department of Oncology, Moscow Transplantation Program, Research Center, Moscow,
State University of Medicine & King Hussein Cancer Center, Amman, Russian Federation
Dentistry, Moscow, Jordan
Russian Federation

Laszlo UNGAR Witold ZATONSKI
MD, PhD, Chair, Eurasian Working MD, PhD, Director, Cancer
Group on Gynecologic Oncology; Epidemiology and Prevention
Director, Gynecologic Oncology Division, The Maria Sklodowska-
Institute, Budapest, Hungary Curie Memorial Cancer Center and
Institute of Oncology,
Warsaw, Poland
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Russian Academy of Medical Sciences
N. N. BLOKHIN RUSSIAN
CANCER RESEARCH CENTER

N. N. Blokhin Poccuiickunii oHKonoruueckui

Russian Cancer
Research Center

Hay4HbIN LeHTp
umenu H. H. bnoxuna PAMH

Academician
Mikhail DAVYDOV, MD, DSc, Director

N. N. Blokhin Russian Cancer Re-
search Center (NNBRCRC) of the Russian
Academy of Medical Sciences is the
legal successor of the Institute of Ex-
perimental Cancer Pathology and Treat-
ment of the USSR Academy of Medical
Sciences, founded on the basis of the
USSR Council of Ministers decree on
October 22, 1951. N. N. Blokhin Russian
(ancer Research Center is one of the
largest oncological centers in the world.
It is an independent medical research
organization, directly subordinated to
the RAMS and being a part of the Clinical Medicine Department of
RAMS. A great way up from several bed and laboratory rooms in a
small building in the Moscow Regional Scientific and Clinical Insti-
tute in the 19505 to the huge complex of clinical and experimental
buildings on both sides of the Kashirskoye highway in the southern
part of Moscow city in 60 years.

The founder of the Center academician Nikolay Nikolaevich
Blokhin was its director for 36 years. Nowadays the Center is named
on his honour. The founder of the Russian oncoorthopaedics acade-
mician Nikolay Nikolaevich Trapeznikov was the director of the RCRS
from 1988 till 2001.

Muxaunn UBaHoBuy [JABbI10B
Axapemuk PAH n PAMH; fiupektop

Poccuitcknii  oHKonOrMuecKkuii

HayuHblii LeHTp umenm H. H. bnoxuxa

Poccuitckoii akapeMun MeMLIMHCKIX

HayK ABNAETCA NPaBOMpPEeMHUKOM

co3aaHHoro [octaHoBneHnem (o-

geTa Munuctpos CCCP ot 22 okTA6pA

1951 1. UHcTMTYTa 3KCNepUMeHTanb-

HO natonorvu u Tepanuu paka AMH

(CCP. Poccuitcknii  oHKONOTMYECKMIA

HayuHbl LeHTp umenn H. H. Bro-

xuHa PAMH — oauH u3 cambix

KPYMHbIX OHKONOTMYECKNX LEHTPOB

mupa. OH ABNAETCA CaMOCTOATENb-

HOIl MEeAULIMHCKOI HAay4YHOIl OpraHW3aLnei, HaxoauTCA B Hemo-

cpencTBeHHoM nogumHeHnn PAMH n Bxogut B cocTaB OTaenenua

KnuHuyeckoin meanumibl PAMH. 3a 60 net npoiigeH orpomHblii

MyTb OT HECKONbKMX KOEK 1 NabopaTopHbIX KOMHAT B MaNeHbKOM

kopnyce MOHVKW o orpomHoro Komnnekca KNMHUYECKUX W IKC-
nepuMeHTanbHbIX KopnycoB no obe cTopoHbl Kalwmpekoro wwocce.

OcqoBatenb LieHTpa akagemuk AMH CCCP Hukonaii Hukonae-
BI1Y bnoxuH Bo3rnasnan ero B TeueHne 36 net. HbiHe LeHTp HocuT
€ro ums.

(1988 no 2001 r. LeHTpoM pyKOBOAWA OCHOBATeNb OTeye-
CTBeHHO# oHKoopToneAnn akagemuk PAH n PAMH Hukonait Huko-

www.eafo.info
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Currently the NNBRCRC is headed by the outstanding surgical
oncologist Academician Mikhail lvanovich Davydov. Both clinical
and experimental oncology are being successfully developed in the
Center under his leadership.

The Center consists of the following institutes:

o (linical Oncology Research Institute — Adult Cancer
Hospital (950 beds)

Pediatric Oncology and Hematology Research Institute
— Children’s Cancer Hospital (150 beds)

Carcinogenesis Research Institute

Research Institute of Experimental Diagnostics and
Therapy of Tumors (including a Veterinary Cancer Clinic)

N. N. Blokhin Russian Cancer Research Center has its branches
in Barnaul (Siberia) and Kazan (Tatarstan). Eight Medical academy
and university departments are based in the NNBRCRC. The main
object of the Center is the implementation of the fundamental and
applied scientific studies concerning pre-tumor and tumor pathol-
ogy and highly qualified management of the oncologic patients.

The center carries out the following kinds of activity: imple-
mentation of the scientific studies concerning the tumor cell biolo-
gy, carcinogenetic and tumor progression mechanisms (molecular,
virusologic, chemo-physical, genetic, cellular, and immunological
aspects); experimental and clinical development of new technolo-
gies in the surgical treatment of malignant tumors; the develop-
ment of new tools and methods of diagnostics, drug, radiation and
combined therapy; the development of new preventive measures
in oncology; the development of the diagnostics, treatment and
prevention in pediatric oncology; the analysis of the malignant
tumors epidemiology and the improvement of the statistical meth-
ods; the high qualified management of the cancer and pre-cancer
patients; the implementation of the new devices and technologies
in the diagnostic, treatment, and cancer prevention routine; the
medical personnel training (Postgraduate training, PhD & DSc, the
system of continuing professional medical education - CME).

In 2012 we plan to conduct the Eurasian Oncologic Forum
in Moscow, dedicated to the centenary of the NNBRCRC founder
academician N. N. Blokhin and to the 60" anniversary of the
N. N. Blokhin Russian Cancer Research Center.

Naesuy TpanesnleOB.

(2001 r. no HactoAwwee Bpema POHL| um. H. H. bnoxuxa
PAMH Bo3rnaBndeT BblAAIOLMIACA XUPYPT-OHKONOT, aKaAEMUK
PAH 1 PAMH Muxaun WBanosuy [laBbigos. Mog ero pykoBoa-
CTBOM B LIEHTpe aKTUBHO Pa3BMBAETCA Kak KNMHNYeCKas, TaK 1
3KCMepuMeHTabHas OHKONOTUA.

(prKTyprIMVI noapasaeneHnamI LeHTPa ABNAKTCA:

o HayuHo-nccnesoBatenbCkinii MHCTUTYT KNMHUYECKON
oHKonorum (950 Koek)

HayuHo-uccnenoBaTenbCkinii MHCTUTYT ETCKOI
OHKonoruu 1 rematonorum (150 Koek)

Haquo-Mccne,uoaaTen bCKMiA WNHCTUTYT
KaHUeporeHesa

HayuHo-nccnenoBatenbCkuii KHCTUTYT
KCNepUMEHTANbHOI AMArHOCTUKY U

® Tepanuu OﬂyXOHEVI

POHL| um. H. H. bnoxuxa PAMH umeet dunuansi B r. bap-
Hayne 1 KazaHu. Ha 6a3e ueHTpa pa6otatot 8 Kadeap MmeauLyH-
CKINX aKafieMUii 1 YHUBEPCUTETOB.

OcHOBHbIMM 33JjayaMu LieHTpa ABNAIOTCA NpoBefeHue
OYHAAMEHTaNbHbIX M MPUKNAAHBIX HAYYHbIX WCCIER0BAHMIA
B 0671aCcTN NpefoNyX0NeBOA U ONyX0NeBOA NAToNorMn 1 oKa-
3aHMe BbICOKOKBANM(UUMPOBAHHON MERNLMHCKOI MOMOLLN
OHKO/I0rMYecKIM 60NbHBIM.

LieHTp ocywecTBAseT Cnepylolne BUAbI AEATENbHOCTU:
NPOBEAEHE HayuHbIX UCCTIEA0BaHMIA B 0651aCTV Guonoruy ony-
XONEBOI KNETKM, MEXaHU3MOB KaHLIEpOTeHe3a i onyxoneBoii
NPorpecctn  (MoneKynApHble, BUPYCONOTAYECKME, XUMUKO-
dU3NYeCKHe, TeHETUYECKE, KNETOYHbIE, IMMYHONOMYECKHe
acneKTbl); JKCNepUMEHTanbHaA M KNMHUYeCKas pa3paboTka
HOBbIX TEXHONOTWA B 067ACTH XUPYPIAYECKOTO NeyeHmA 3M0Ka-
YECTBEHHbIX OMyXoneii; pa3paboTka HOBbIX CPEACTB U METOAO0B
JAMArHOCTUKIA, NIEKAPCTBEHHOIA, NyYeBOV U KOMOUHIPOBAHHOI
Tepanuu; pa3paboTka MeTo0B NPOGUNAKTIKY onyxoneii; pas-
paboTka BOMPOCOB AMArHOCTUKIA, NieYeHus U NpodunakTuKi
B 00M1acTin [ETCKOW OHKONOTWY; WM3yyeHue SNuZemuonorin
3710KaUeCTBEHHbIX ONyXofell, COBEPLIEHCTBOBAHUE METOAOB
OHKOMOTUYECKOI CTATUCTUKY; OKa3aHWe BbICOKOKBANMOULM-
POBAHHOIA MEAULMHCKOI NOMOLLN BONbHBIM CO 3710KaUeCTBEH-
HbIMU HOBOOOPa30BaHUAMU M MPESONYX0NeBoil natonorveis;
BHEZPeHMe HOBbIX NPUGOPOB U TEXHONOM Wi B fleye6Ho-uarHo-
CTMYeCKNii MPOLIECC 1 NPOGUNAKTMKY 3M0KAUECTBEHHDIX HOBO-
06pa30BaHuii; NOAOTOBKA HAYYHbIX 1 MEAMLMHCKUX KajpoB
(oppuHaTypa, acnupanTypa, AOKTOPAHTYpa, CUCTEMA AONONHM-
TeNbHOT0 NPOGECCUOHANBHONO 06pa3oBaHms).

B 2012 ropy nnaHnpyetca npoBefeHue EBpasuiickoro oH-
Konornyeckoro Gpopyma nocsetlienHoro 100 neTuio co AHA pox-
JeHnA 0CHoBaTeNs LieHTpa, akagemuka Hukonas Hukonaesuya
bnoxuxa u 60 netuio co AHA 0CHOBaHNA PoccHiicKoro OHKonoM-
4eckoro HayyHoro Lientpa . H. H. broxuna PAMH.

www.eafo.info
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Wnbsa BanepbeBuy TAMODEEB,
[LpeKTop MeXperuoHanbHoro 06LLecTBa XMMI0TepanesToB
1 bropo no u3yueuio paka nouku, Mocksa, PO

Igor UTYASHEV, MD
Medical Oncologist, Department of Biotherapy,
N. N. Blokhin Russian Cancer Research Center, Moscow, Russian Federation

Wropb Arnamosuy YTALLEB,
oTaeneHue buotepanuu onyxoneid, HUN knuHnueckoit oHKonorum
POHL um. H. H. bnoxuxa PAMH, Mockea, PO

Nadezhda VELIZHEVA, MD
e-Oncology Coordinator, Eurasian Oncology Program; Researcher, Laboratory of Cell
Immunity, N. N. Blokhin Russian Cancer Research Center, Moscow, Russian Federation

Hapexpna MaBnosua BEJINKEBA,

KoopauHatop npoekTa «e-Oncology» EBpasuiickoii oHKon0rvuecKoii nporpammb;
na6oparopua knetouHoro ummyuteta POHL| um. H. H. bnoxuxa PAMH,

Mocksa, PO

Maxim ZINKEVICH, MD,
Surgical Oncologist, St. Petersburg City Cancer Hospital,
St. Petersburg, Russian Federation

Makcum BauecnaBoBuy 3SUHKEBUY,
Xupypr-oHKonor, CaHKT-TleTep6yprckuii ropoACKoil KNMHMYEeCKIil AucnaHcep,
CankT-Metepbypr, PO
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PROGRAM OVERVIEW MJAH 3ACEQAHWIA

REGISTRATION / PETUCTPALINA
09:00 - 10:00

HALL1 / 3AN1 HALL 215 /3AN 215

OPENING CEREMONY / LLEPEMOHWA OTKPbITUA
10:00-10:30

SESSION'| / CECCUAI
10:30 - 13:00

COFFEE BREAK / KO®OE BPEMK
12:00 - 12:20

MSD SYMPOSIUM (Recent updates in adjuvant treatment of melanoma) /
MSD-CMMMO3UYM (MocneHve HOBOCTY B aiblOBaHTHOW Tepanuu MeNaHOMbI) SEMINAR FOR PATIENTS, RELATIVES, HEALTHY
13:00-14:00 INDIVIDUALS & JOURNALISTS /
CEMWHAP A1 34OPOBbIX JINL,
MSD SPONSORED L1U4I:IOC(;—|_/1 4025/1 (CMOHCOP MSD) MALIYEHTOB, UX POACTBEHHUKOB 1

KYPHATIMCTOB
PRESS CONFERENCE / NMPECC-KOH®EPEHUMA 13:00-14:10

14:10 - 14:40

SESSION Il (SURGICAL TREATMENT) / CECCUA Il ( XUPYPTUYECKOE JIEYEHWE)
14:40-16:30

COFFEE BREAK / KOOE BPEVK
16:30 - 16:45

SESSION 1ll / CECCUA NI
16:45 - 18:00

SATURDAY, JULY 23,2011/ CYBBOTA, 23 UIOJ1A, 2011

REGISTRATION / PETUCTPALINA
09:00 - 10:00

HALL1 / 3ANT1 HALL2/3AN 2
IV Eurasian Seminar on Pathologic Diagnostics
of Tumors “Melanoma and Skin Tumors” /
IV EBpasuinckuin cemnHap
no NaToMop$oNornyeckon aAnarHocTmke
onyxonen “MenaHoma v onyxonm Koxm”

SESSION IV / CECCMA IV
09:00 - 11:50

COFFEE BREAK / KOOE BPEVIK
11:15-11:30

SESSION V ( NON-MELANOMA SKIN CANCER) / PATHOLOGY SEMINAR /
CECCUAV (HEMEJTAHOMHbIE OMYXO KOXW) CEMWHAP ANA MATOMOP®OJIOrOB
11:50 - 12:50 11:00 - 14:00

SESSION VI ( ABSTRACT PRESENTATION) /
CECCUA VI (OBCYXAEHWE MPEACTABJIEHHbIX TE3/COB)
12:50-13:50

LUNCH / OBE[ LUNCH / OBEQ
13:50- 14:30 14:00 - 14:40

SESSION VII ( NEW TREATMENT OPTIONS) / INTERACTIVE SESSION.
CECCUA VII (HOBbBIE MPEMAPATbI) CLINICAL CASE DISCUSSION /
14:30-16:30 MNHTEPAKTMBHAA CECCUA.
OBCYXOEHME KNTMHUYECKNX
HABOAEHNN
14:40-17:00

CONCLUDING LECTURE / 3AK/TIOUYUTESTIbHAA NEKLMA
16:00 - 16:30

ADJOURN / 3AKPbITUE ADJOURN / 3AKPbITUE
17:20 17:00

www.eafo.info
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PROGRAM

MPOrPAMMA

FRIDAY, JULY 22, 2011 MATHULIA, 22 NIONA 2011

HALL1

3AN1

OPENING CEREMONY

LIEPEMOHUA OTKPbITUA

CHAIR

A. Eggermont, M. Davydov, L. Demidov, M. Aliev,
A. Makhson, G. Manikhas, A. Belyaey,

A. Barchuk, A. Spatz

NPEACEAATENN

A. 322epmonm, M. 1. [aevidos, /1. B. flemudos,
M. []. Anues, A. H. Maxcon, . M. Maxuxac,

A. M. benses, A. bapuyk, A. Cnay

Welcome remarks

MpusercrBue

EAFO: History and strategy.
S. Subramanian

SESSION |

CHAIR
L. Demidov, M. Aliev, 5. Agarwala,
R. Khasanov, G. Manikhas , A. Barchuk

10:30

EAFO: nctopua u ctpaterus
C (y6pamanuan

CECccua 1

MPEACENATENN
J1. B. flemudos, M. J]. Anues, C. A2apsana,
P lUl. Xacanos, I M. Manuxac, A. bapuyk

KEYNOTE LECTURE

The current and future scenarios
for melanoma drug development.
A. Eggermont (France)

MAEHAPHAA NEKLIUA

MepcneKTHBbI NOMCKA HOBbIX IeKAPCTBEHHbIX
CpeaCTB ANA NeueHna MeNaHoMbl.

A. 322epmorm (Ppanyus)

How to improve early detection of melanoma in
Russian Federation? L. Demidov (RF)

Kak ynyyLumtb paHHIO AMArHOCTUKY MeNaHoMbl B
Poccuiickoit Oepepauuu. J1. B. lemudoe (PO)

The history & achievements of DeC0G.
C. Garbe (Germany)

Wctopua n gocTukenna Hemewkoii
UHTEPANCLMNAMHAPHOIA TPYNMbI N0 OMYXONAM
koxu. K. lap6e (lfepmanus)

COFFEE BREAK

KOOE BPENK

Presentation & discussion of prospective clinical-
epidemiological study of skin melanoma in RF.
G. Kharkevich (RF)

MpeacTaBnenme 1 06CyXaeHne NPOCNEKTUBHOTO
KNUHUKO-3MWAEMNO0I0TUYECKOT0 UCCIe0BaHNA
menaHombl Koxu B PQ. I. K0. Xapkesuy (PQ)

DISCUSSION

ANCKYCcna

www.eafo.info
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MSD SYMPOSIUM

MSD-CUMMO3NYM

RECENT UPDATES
IN ADJUVANT TREATMENT OF MELANOMA

MOCNEAHUE HOBOCTH
B A’bIOBAHTHOW TEPAMUYU MENAHOMDbI

CHAIR
L. Demidov, A. Eggermont, S. Agarwala

NMPEACEOATENU
J1. B. flemudos, A. 322epmonm, C. Azapsana

Introduction and adjuvant treatment
of melanoma in Russia. L. Demidov (RF)

AZIbloBAaHTHOE NeyeHe MenaHoMbl KoXi B Poccun.
J1. B. Jemudoe (PQ)

Updates on patient selection for Interferon Therapy.
A. Eggermont (France)

HoBble BO3MOXHOCTY 0T6OPa NaLMeHToB
ANA Tepanun HTepdepoHOM.
A. 2zepmorm (Opanyus)

Optimizing adjuvant therapy —
new approaches and duration of treatment.
S. Agarwala (USA)

OnTumu3auna agboBaHTHON Tepanuu:
HOBbIE NOAXOAbI U NIUTENIbHOCTD NIEYeHU.
C. Azapeana (CLUA)

(ase presentations
and discussion

MpescTaBneHve KAMHUYECKUX HabNOAEHMI
1 ux 0bcyaeHne

FRIDAY, JULY 22, 2011 NATHULIA, 22 1ioNA 2011

HALL 215

3AN 215

SEMINAR FOR PATIENTS, THEIR RELATIVES,
HEALTHY INDIVIDUALS & JOURNALISTS
(See Page19)

13:00

CEMUHAP 114 300POBbIX JIUL, MALIUEHTOB,
WX POOCTBEHHUKOB 1 XKYPHAJIUCTOB
(cm. cTpanuuy 19)

MSD SPONSORED LUNCH

OBEJ] (CMOHCOP MSD)

PRESS CONFERENCE (HALL 1)

L. Demidov, A. Eggermont, A. Spatz,

S. Agarwala, G. Manikhas, A. Barchuk, A. Belyayev,
R. Khasanov, S. Subramanian

MPECC-KOHOEPEHLIUA (3A1 1)

J1. B. fJlemudos, A. 32zepmonm, A. Cnau, C. Azapeana,
- M. Manuxac, A. C. bapyyx, A. M. benses,

P. lll. Xacaros, C. (y6pamanuan

www.eafo.info
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SESSION 11

CHAIR
D. Pak, N. Baltabekov, T. Kharatishvili,
S. Subramanian

14:40

CEccua

NPEACEAATENN
[.4. Nlak, H. T. banmabekos, T. K. Xapamuweunu,
C. Gy6pamaruar

Local excision of melanoma.
A. Eggermont (France)

Xvpypruueckoe neuenue nepuYHoi MeNaHOMbI
koxu. A. J2zepmonm (Qpanyus)

Sentinel lymph node biopsy in melanoma:
Facts and controversies.
P. Rutkowski (Poland)

buoncua cropoxeBoro numdariueckoro yna
npu MenaHome: GaKTbl 1 NPOTUBOPEUMSA.
1. Pymkoeckui (Monewa)

Role of surgery in treatment of metastatic
melanoma. A. Eggermont (France)

Ponb Xupyprum B neyeHnn MeTacTaTuyecKoii
menaHombl. A. J2zepmorm (Opanyus)

Long-term follow-up may improve survival.
C. Garbe (Germany)

AnexBaTHoe HabnoaeHNe MoXeT
Cnoco6CTBOBATD YBENMYEHMHO BbKMBAEMOCTU
K. lap6e (Tepmanus)

Multidisciplinary melanoma centers.
V. Sondak (USA)

MynbTUaMCUMIANHAPHBIE MENAHOMHbIE LIEHTPbI.
B. Conoax (CLLIA)

COFFEE BREAK

KOOE BPENK

SESSION Il

CHAIR
P Rutkowski, A. Barchuk, L. Demidov,
V. Anisimov, D. Sokolov

16:45

CECcua I

NPEACEAATENN
1. Pymkoscku, A. C. bapuyk, J1. B. [lemudos,
B. B. AHucumos, /. B. Cokonos

Dermoscopy in clinical practice.
C. Garbe (Germany)

Jlepmatockonua B KNMHUYECKOI NpaKTUKE.
K. Iap6e (Tepmanus)

Melanoma screening with dermoscopy.
N. Baltabekov, A. Ivakin (Kazakhstan)

JlepmaTocKonuueckmit CKpUHUHT MENaHOMbI KXW,
H.T.banmabexkos, A. A. Nsakun (Kazaxcman)

Pathology reporting & clinical significance.
A. Spatz (Canada)

MoAroToBKa rucTONOrNYECKOro 3aKI0UeHNA 1 ero
KNuH1Yeckas 3Haunmocto. A. Cnay (Kanaoa)

PANEL DISCUSSION

KPYINbIiA CTON

END OF DAY |

OKOHYAHWE NEPBOIO AHA

www.eafo.info
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FRIDAY, JULY 22, 2011 MATHULA, 22 NioNA 2011

HALL 215 3AN 215

SEMINAR FOR PATIENTS, THEIR RELATIVES, CEMWHAP 19 3[A0POBbIX UL, MALMEHTOB,
HEALTHY INDIVIDUALS & JOURNALISTS WX POACTBEHHUKOB U XXYPHAJIUCTOB

PROGRAM MPOrPAMMA

CHAIR NPEACEQATENU
S. Subramanian, D. Sokolov, M. Doroshenko C. Gy6pamaruan, [1. B. Cokonos, M. b. [lopowerxo

Welcome remarks MpuBetcTBUE

Melanoma: definition, risk factors MenaHoma koxu: onpefieneHue, GakTopbl pucka.
1. Sinelnikov . E. CunenbHuKo8

Melanoma: screening. “Melanoma week”. MenaHoma KoXi1: CKpUHUHT. «Hefiena menaHombiy,
V. Nazarova B. B. Hazaposa

Melanoma: surgical treatment. MenaHoma Kox: Xupypruueckoe fleyeHue.
S. Subramanian C. (y6pamanuan

Melanoma: adjuvant therapy. MenaHombl KOXI: NPUHLMMbI A bIOBAHTHOIA
1. Samoylenko Tepanuu. M. B. CamolineHko

Melanoma: management MenaHoma Koxu: ieyeHue pacnpocTpaHeHHoi
of metastatic melanoma. Clinical trials. MEeNaHOMbl KOXU, KNTMHUYeCKne nccneaoBaHus.
1. Utyashev U.A. Ymawes

Discussion 06cypaeHune: BONPOCbI U OTBETbI

PRESS CONFERENCE MPECC-KOHOEPEHLMA
(HALL1) (3AN1 1)

www.eafo.info
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SATURDAY, JULY 23, 2011 CYBBOTA, 23 NI0NA, 2011

HALL1
SESSION IV

CHAIR
Zhang Xiao-Shi, M. Lichinitser,
G. Kharkevich, S. Subramanian

09:00

3ANT1
CECcua v

MPEACENATENN
Man Upso-Lu, M. P. Jluyuruyep,
I.10. Xapkesuy, C. (y6pamaruan

Merkel cell carcinoma. P. Nghiem (USA)

09:00

Kapuunoma Mepkena. 1. Heuem (CLUA)

Hereditary skin cancer syndromes.
D. Schadendorf (Germany)

09:30

HacnepcTBeHHble CHAPOMbI Y 60bHBIX pakom
koxu. . liadenoopgh (fepmanus)

Molecular and genetic diversity of melanoma.
Rational biomarkers for early detection of
melanoma metastases.

A. Spatz (Canada)

10:00

MonekynapHoe U reHeTUYeCKoe pa3Hoobpasme
MenaHoMbl. PaLnoHanbHbie Gruomapkepbl ans
PaHHETO BbIABIEHMSA METACTa30B MENAHOMbI.
A. Cnay (Kanaoa)

Melanoma of unknown primary.
P. Rutkowski (Poland)

MeTacTasbl MenaHOMbl 13 HEBbIABIIEHHOTO
nepBuyHoro ovara. I1. Pymkoecku (llonowa)

Regional Therapies: isolated limb perfusion,
intrahepatic perfusion, chemoembolization
and electrochemotherapy.

A. Eggermont (France)

[30nupoBaHHas nepdy3ua KoHeuHoCTeld,
BHYTpUNeyeHouHas nepoy3n,
XUMUO3IMOO0NN3ALMA U INEKTPOXUMUMOTEPANIAA.
A. 322epmonm (Opanyus)

COFFEE BREAK

KOOE BPEMK

Radiotherapy in the treatment of metastatic
melanoma. A. Narayana (USA)

JlyyeBas Tepanua MeTaCTa3oB MeNaHOMbI.
A. Hapasana (CLUA)

SESSION V

NON-MELANOMA SKIN CANCER

11:50

CECcua v

HEMEJTAHOMHDBIE OMYXO0JIU KOMHK

CHAIR
C. Garbe, S. Korovin, T. Kharatishvili

NPEACERATENN
K. fapbe, CU. Koposun, T. K. Xapamuweusnu

Indications for cryosurgery & cryoradiotherapy
for skin cancers of the scalp and face.
1. Pustynsky (RF)

MoKa3aHuA K Kproxmpypruyeckomy i
Kpuo-nyyeBomy nieyeHiio 601bHbIX MeCTHo-
pacnpocTpaHeHHbIM 6a3anbHOKNETOUHbIM

1 MNOCKOKETOUHBIM PAKOM KOXM FOM0BbI.
N. H. Mycmeoinckuii (PO)

www.eafo.info
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Management of recurrent squamous & basel cell
cancer. A. Narayana (USA)

JleyeHne peunanBHOrO NNOCKO- 1
6a3abHOKNETOUHOTO PaKa KOXKM.
H. Hapasana (CLUA)

Photodynamic therapy in the treatment of skin
cancers. D. Sokolov, I. Bulicheva (RF)

(oToanHaMMYecKan Tepanma B NeYeHNI paka
koxu. 4. B. Cokonos, . B. byneiyesa (PQ)

SESSION VI

ABSTRACT PRESENTATION

12:50

12:50-
13:50

CECcuavi

OBCYMAEHUE NPEACTABNEHHBIX TE3UCOB

CHAIR
C. Garbe, A. Eggermont,
M. G. Yakubovskaya, G. Kharkevich

NPEACENATENU
K. fapbe, A. 322epmonm,
M.T. fixy6osckan, I 10. Xapkesuy

I Kondrasheva’, E. Moskaleva', A. Belousova’,
A. Zaretskiy>?, 0. Popova, S. Severin’
ANTICANCER DRUG EFFLUX RATE AND
EXPRESSION LEVELS OF ABC TRANSPORTER
GENES AS MEANS FOR PREDICTION OF
CHEMOTHERAPY RESISTANCE IN HUMAN
MELANOMA CELLS

"Moscow Research Institute of Medical Ecology,
Moscow State Department of Health, Moscow;
“Evrogen Lab Ltd., Moscow;
3Shemyakin-Ovchinnikov Research Institute for
Bioorganic Chemistry, Russian Academy of Sciences,
Moscow

. I Konopawesd”, E. K. Mockanesd’,

A. B. benoycosd’, A. P. 3apeykuii>*,

0. H. onoed’, C. E. Cesepun’
XAPAKTEPUCTUKA KNETOK MEJIAHOMbI
M0 AKTUBHOCTH BbIBPOCA
NPOTUBOOMYXONEBBIX MPENAPATOB U
JKCMPECCUN ABC-TPAHCMOPTEPOB )14
NMPOTHO3A YCTOWYUBOCTU K XUMUOTEPANUU
'TY3 Mockoeckuti HUW meduyuHckoli 3xkonoeuu
Jlenapmamenma 30pasooxparenrus 2. Mocksbi;
2000 «EspozeH flab», Mockea;

SUBX um. axao. M. M. lWemakura u

10. A. OsuunHukosa PAH, Mockea, PO

D. Kudryavtsev, G. Kudryavtseva, M. Smolyarchuk,
G. Davydov, N. Gorban, A. Starodubtsev, N. Oleinik
EXPERIENCE IN THE INVESTIGATION OF
SENTINAL LYMPHNODES IN MELANOMA
PATIENTS USING LOCALLY PRODUCED
EQUIPMENT

Medical Radiology Research Center, Obninsk,
Russian Federation

[. B. Kydpsasues, I' T. Kyopasyesa, M. Al. Cmonapuyk,
I. A. [lagvioos, H. A. [op6ans, A. J1. Cmapody6uyes,
H. A. Onelinuk

OBOCHOBAHWE METOZA U OMbIT
KNWHUYECKOrO NCCNEAOBAHKA
CTOPOMEBbIX IMMOATUYECKUX Y3/10B

Y 50/IbHbIX METAHOMO KOMM C
NMPUMEHEHWEM OTEYECTBEHHOIO
0bOPYI0BAHUA

OrbY MeduyuHckuli paduosoauyeckull HayyHbil
yermp Mun3opascoypassumus Poccuu,

2. 06HuHCcK, PO
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1. Zakurdyaeva, M. Kaplan, V. Kapinus
TREATMENT OF CUTANEOUS AND SOFT
TISSUE METASTASES OF MELANOMA
Medical Radiology Research Center, Obninsk,
Russian Federation

13:04 -
13:10

W.I. 3axypdsesa, M. A. Kannan, B. H. Kanunyc
NEYEHUE METACTA30B MEJIAHOMbI B MATKUE
TKAHU U KOXKY

DedepanbHoe 20cydapcmeerHoe OrodxemHoe
yupexdeHue «MeduyuHckuti paduono2uyeckuli
Hay4Hbll yermp» Mutucmepcmea
30paBOOXPAHEHUS U COYUATbHO20 Pa38UMUS
Poccutickoii Qedepayuu, 2. O6HUHCK, Kanyxckas
06nacme, Poccutickas gpedepayus.

P Chernenko’, T. Kazubskaya', A. Mikhailovskiy',

E. Kuznetsovd®, L. Liubchenko'

GENETIC AND EPIGENETIC CHANGES IN CDKN2A
GENE IN MELANOMA PATIENTS

"N. N. Blokhin Russian Cancer Research Center of the
Russian Academy of Medical Sciences, Moscow, Russia
? Medical Genetics Research Center, Russian Academy
of Medical Sciences, Moscow, Russia

1. A. Yeprenko', T. 1. Kasybckas’,

A. B. Muxatinosckuii’, E. b. Ky3Heyosd’,

1. H. To6yerko’

FEHETUMECKWUE U GNUTEHETUYECKKNE
W3MEHEHUA TEHA (DKN2A'Y BOJIbHbIX
MENTAHOMOW KOXK

"POHL| um. H. H. broxura PAMH., Mocksa, PO
MIHL PAMH, Mockea, PO

Y. Poluektova, S. Shiryaev, T. Kharatishvili,

Y. Vishnevskaya

DIAGNOSTIC VALUE OF SENTINEL LYMPHNODE
BIOPSY FOR PRIMARY CUTANEOUS MELANOMA
(linical Oncology Research Institute N. N. Blokhin
Russian Cancer Research Center, Moscow,

Russian Federation

10. B. llony3kmoed, C. B. lupses,
I K. Xapamuweunu, A. B. Buwnesckas

OWATHOCTUYECKOE 3HAYEHUE bUONCUU
CTOPOMKEBOTO IMMOATWYECKOI0 Y3/1A NPU
NEPBNYHOW MENAHOME KOXU

HWN knuruyeckoli onkonozuu POHL|

um. H.H. broxura PAMH 2. Mocksa, PO

A. Dolzhikov, S. Lugovskoi, T. Muhina
CONCERNING CLINICAL MORPHOLOGY OF
MERKEL CELL CARCINOMA

Regional pathology hospital. Belgorod.
Russian Federation

A. A. Jonxurkos, C.J1. Jly2o8ckod, T. C. MyxuHa

K KMMHUYECKOI MOP®ONOTN PAKA KOXM
13 KNETOK MEPKENA

0ry3 oco6020 muna “benzopodckoe
namonozoaHamomuyeckoe 6ropo’; benzopod, Poccus

D. Pianova’, A. Ozola', R. Veinalde’, K. Azarjand’,

0. Heisele', S. Donind®, G. Probokd®, I. Cemd?,

B. Streinerte®, L. Engele’

MUTATIONS IN MELANOMA

SUSCEPTIBILITY GENES IN LATVIA

"Latvian Biomedical Research and Study Centre, Riga,
Latvia

*Riga Stradins University, Riga, Latvia

3Latvian Oncological Center, Riga, Latvia

13:32-
13:38

[ esrosd’, A. 030na’, P. Beiinanoe', K. Azapsn?,
0. Xeiicene', C. [lonund, I. lIpoboka®, 1. Yemd®,

b. llimpeiinepmeé®, 1. Inzene’

MYTALUU B TEHAX BOCTPMUMYNBOCTH
MEJIAHOMDbI B JIATBUK

"flameutickuii Llenmp buomeduyuHrckux
Uccnedosanut, Puea, flameus

“Yuusepcumem umenu Cmpaduns, Puza, lamsus
3flameutickuii Onkonoauyeckuti Llenmp, Puaa,
Jlamsua

www.eafo.info




EBpasuiickuit popym no menaHome 1 onyxonam Koxm

22 — 23 miona 2011r.,, Mocksa, Poccniickan Oepepauma

D. Pianovd’, R. Bruvere', R. Petrovska’,

S. Donind?, G. Lasmanis®

RIGVIR® ONCOLYTIC ACTIVITY AGAINST
HUMAN MELANOMA CELLS AND IN VITRO
EFFECT IN DIFFERENT CANCER CELL LINES
"Latvian Biomedical Research and Study Centre
“Latvian Centre of Oncology

3Latvian Virotherapy Center, Riga, Latvia

13:39 -
13:45

[. lesroed’, P. bprosepe', P. [lemposcka’,

C. JoHund, I. lacmanuc

OHKOJINTUYECKAA AKTUBHOCTb RIGVIR?®
MPOTUB MEJIAHOMHbIX KNETOK YEJIOBEKA U
JQOEKT UHBMTPO B PA3JINYHDBIX KNETOYHbIX
JINHWAX ONYXONEW

"flameutickuti 6uomMeOUYUHCKUL Hay4Ho-
uccnedosamensckuii yewmp, Puza, flameus
“lameulickuti oHKon02UYecKUL YyeHmp,

Puza, lamsus

*flameudickuti yenmp supomepanuu, Puza, lamsus

ObEQ

SESSION VII

NEW TREATMENT OPTIONS

14:30

CEccnavi

HOBBIE MPEMAPATbI

CHAIR
A. Eggermont, L. Demidov

NPEACEQATENN
A. J22epmonm, J1. B. [lemudos
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ABSTRACTS

I. Kondrasheva', E. Moskaleva', A. Belousovd’,

A. Zaretsky>, 0. Popova', S. Severin’

ANTICANCER DRUG EFFLUX RATE AND EXPRESSION
LEVELS OF ABC TRANSPORTER GENES AS MEANS FOR
PREDICTION OF CHEMOTHERAPY RESISTANCE IN HUMAN
MELANOMA CELLS

"Moscow Research Institute of Medical Ecology, Moscow State
Department of Health, Moscow;

2Evrogen Lab Ltd., Moscow;

3Shemyakin-Ovchinnikov Research Institute for Bioorganic
Chemistry, Russian Academy of Sciences, Moscow

Background. Human malignant melanoma is characterized by a high level
of drug resistance which is known to be induced in large part by expression
of ABC (ATP-binding cassette) transporter genes mediating the efflux of xe-
nobiotics from the cell. Since many fluorescent dyes may act as substrates for
ABCtransporter proteins, expression and functionality of these proteins can be
assessed by flow cytometry (FC).

The aim of the study was to characterize the efflux activity of melanoma
cells measured by FC (release of rhodamine-123 — Rho and mitoxantrone —
MXT) as compared with expression levels of main ABC-transporters and sensi-
tivity of the cells to several anticancer drugs.

Materials and methods. MS human melanoma cells (MDR1-) were grown
in standard conditions. Rho and MXT accumulation and MDR1 protein level
was analyzed by FC on EPICS-XL flow cytometer. Cytotoxic activity of drugs
was assessed by MTT assay. mRNA expression levels of ABCB1/MDR1, ABCBS,
ABCC1, ABCC2, ABCC4, ABCC5 and ABCG2 genes were determined by real-time
qRT-PCR.

Results. Two subpopulations were identified in MS cell line — the general (GP)
and the minor one (MP, comprising up to 10% of cells, characterized by lower
light scattering). Percentage of cells not accumulating Rho and MXT was up
t0 0.8% in GP and up to 12% in MP. MXT and Rho efflux rate was sensitive to
ABCG2 inhibitor FTC and ABCB/ABCC inhibitor verapamil; this effect was more
pronounced in GP. mRNA expression level in unfractionated MS cells was low
for ABCB1, moderate for ABCB5 and ABCG2 and high for ABCC genes (particu-
lary ABCC5). After 3-day treatment with doxorubicin the percentage of cells
not accumulating Rho and MXT in both GP and MP increased significantly, as
did cells' resistance to doxorubicin (12 times higher compaired to the initial
level), MXT (60 times higher) and dacarbazine (13 times higher). In GP post-
treatment MXT efflux rate was more sensitive to FTC than before treatment,
whereas in MP it became after treatment less sensitive to both FTC and vera-
pamil.

Condlusions. MS melanoma cell line contains two cell subpopulations with
different xenobiotic efflux rates apparently affecting their sensitivity to cyto-
toxic drugs. Expression and functional analysis of ABC transporter genes may
be useful for profiling of drug resistance in cancer cells. Assessment of integral
drug efflux activity of a cancer cell population, as well as detection and quan-
tification of MP, is feasible by FC and may be of great importance in predicting
acquired drug resistance and individual tailoring of chemotherapy regimens.
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TE3UCDI

W.I. Konopawesd', E. H0. Mockanesal, A. B. benoycosa2,

A. P. 3apeykui®®, 0. H. lTonosda’, C. E. Cegepun’
XAPAKTEPUCTUKA KNETOK MEJTAHOMbI N0
AKTUBHOCTU BbIBPOCA MPOTUBOOMYXONEBbIX
NPENAPATOB W 3KCNPECCMK ABC-TPAHCMOPTEPOB 14
MPOTHO3A YCTOMYNBOCTU K XUMUOTEPANUY

'TY3 MockoBckuit HUIW meanumHckoii skonorun
[JlenaptameHTa 3apaBooxpaHenus r. MockBbl;

2000 «EporeH Jlab», MockBa;

3UBX um. akag. M. M. lemsakuna u 10. A. OBunHHMKOBa PAH,
Mockga

3noKkayecTBeHHaA MeaHOMa OTINYAeTCA BbICOKOI CTeneHblo NeKapCTBeH-
HOIA YCTOIUMBOCTI, OAHOI M3 MPUYNH KOTOPOIA ABNAETCA aKTUBHOCTb FeHOB
ABC-TpaHcnopTepoB, 0CyLLeCTBAAIOLMX BLIOPOC KCEHOBUOTUKOB U3 KNETOK.
(y6ctpatamun ABC-TpancnopTepoB MoryT 6biTb Kak Xumuonpenaparbl, Tak
1 $nyopecLieHTHble KpacuTeNu, YTo NO3BOMAET KOMMYECTBEHHO OLeHUBATb
aKTUBHOCTb 3TUX 6€NIKOB C NOMOLLbI0 MPoTOuHOI LTodAyopumetpun (ML)
Llenblo paboTbl ABUNACH XapakTepucTMKa KNeToK MenaHOMbl Yenoeka no
aKTMBHOCTU BbIGpoca pofammua-123 (Pog) n muTokcaHTpoHa (MxT) ¢ nomo-
wblo 1L} B cpaBHeHmy ¢ ypoBHeM SKcnpeccuyt KntoyeBblx ABC-TpaHcnopTepo
11 YyBCTBUTENbHOCTbIO MENaHOMBbI K Pa3IMyHbIM XMUONpenapaTam.
Matepuanbl n meTogpl. Knetku menaHombl yenoeka nuHuu MS KynbTusu-
poBanyt B 06bIuHbIX ycnoBusX. Hakonneue Pog n MxT 1 ypoBeHb kcnpeccmn
6enka MDR1 aHanu3mpoanu c nomotupio ML va uutodnyopumetpe EPICS-XL.
LjuToToKCMYecKylo aKTUBHOCTb NpenapaToB oueHMBanM ¢ nomotubo MTT-
Tecta. YpoeHb 3kcnpeccun MPHK renos ABCB1/MDR1, ABCC1, ABCC2, ABCC4,
ABCC5 v ABCG2 onpenenanu meTosom konnuectsenHoit OT-MLP B pexume
peanbHOro BpeMeHu.

Peynbratbl. B knetkax muumn MS (MDR1-) obHapyseHbl ABe momynauum
knetok — ocHoBHaa (OM) u muHopHaa (M; coctanaer go 10% KneTok u
XapakTepu3yeTca 6onee HU3KkUM cBeTopaccensanuem). B O gona knetok,
He HakannuBatowux Pop u Mx, coctanana go 0,8%, B MIT — go 12%. Bbi-
xo8 MxT 1 Pog u3 knetok Ol 1, B MeHbLueii cteneni, MM 6bin uyBcTBUTENEH
k FTC — unru6uropy 6enka ABCG2 — n k Bepanamuny — nHruéutopy 6enkos
cemeiict ABCB u ABCC. B kneTkax nuHun MS obHapy>eH BbICOKUiA ypoBeHb
Kcnpeccun reHo cemeiictea ABCC, B ocobernocTn ABCCS, cpenHmii yposeHb
3kcnpeccum reHo ABCBS u ABCG2 v Hu3Kmid ypoBeHb Jkcnpeccu reHa ABCB1.
Yepes3 3 cyTok nocne 06paboTky AOKCOPYOULIMHOM AONA KNETOK, He HaKanau-
Batowux Pog u MxT, 3HaunTensHo Bopactana u B Of, u 8 M, uto conpoBo-
[anocb NOBbILLIEHVEM YCTOUMBOCTY K AOKcopybuLmHy (8 12 pa3), MxT (8 60
pa3) n pakap6asury (B 13 pas). B O uyBcTBUTeNbHOCTL BbIOpoca MxT K FTC
npu 3TOM Bo3pacTana, a B MI - chuxanac u k FTC v k Bepanamuny.
BbiBogbl. KneTku menaHombl MS cofiepaaT AiBe nonynswum, pasnuyatoLumeca
10 CKOPOCTY BbiBpoca pAfa NpoTMBOOMYXONeBbIX Mpenapato, 4To onpefe-
NAT UX YyBCTBUTENbHOCTb K Tepanuu. ccnefoBaHme SKCpeccum reHoB u
akTMBHOCTU ABC-TpaHCnopTepoB B OMyX0MeBbIX KieTKax M03BOMAET OLeH!-
BaTb MoTeHLMan ux pesuctentHoctu. Mcnonb3osatue ML} no3gonser, kpome
TOr0, BbIABNATb MX MHTErPaNIbHYI0 aKTUBHOCTb 1 MpucyTcTBue MIT, uTo BaxHo
ANA NPOTHO3MPOBaHNA Pa3BUTUA PE3UCTEHTHOCT 1 Bbiopa ajeKBaTHOro
cnocoba xumuoTepanuu.
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D. Kudryavtsev, G. Kudryavtseva, M. Smolyarchuk, G. Davydov,
N. Gorban, A. Starodubtsev, N. Oleinik

EXPERIENCE IN THE INVESTIGATION OF SENTINAL
LYMPHNODES IN MELANOMA PATIENTS USING
LOCALLY PRODUCED EQUIPMENT

Medical Radiology Research Center, Obninsk,

Russian Federation

[. B. Kydpsasues, I T. Kydpasyesa, M. A. (Monapuyk,

I A. [lagbidos, H. A. lop6atie, A. J1. Cmapody6yes,

H. A. Onelinuk

ObOCHOBAHMWE METOZA U OMNbIT KIIMHUYECKOTO
WNCCNEAOBAHMNA CTOPOXKEBDBIX TMMOATUYECKKNX
Y3N0B Y 6O/IbHbIX MENAHOMOM KOXM C
NPUMEHEHWEM OTEYECTBEHHOI0 06OPYA0OBAHUA
OIBY MeMuMHCKMil paANONOrNYecKHil HayuHbIi LEHTP
Mun3apascoupa3zsutus Poccum, r. 06HUHCK

Llenb: pa3paboTka 1 BHeApeHue MeToAa UCCef0BaHMA CTOPOXEBbIX
NMMGaTUYECKNX Y3108 NPK NEYeHN NOKANN30BAHHOA MenaHoMbl
KOXM.

MeTozgbl 1 matepuansl: Mccnefoanue cTopoxeBbix NMMdatuye-
ckix y3noB (CJ1Y) BbinonHeHo y 43 6oNbHbIX MenaHoMoii Koxi 6e3
KNUHUYECKMX NPU3HAKOB NOPaXKeHUA NMMPaTUyeckux y3nos. Y natu
O0NIbHBIX 1UCCNIei0BaHNe BBIMOMHEHO C WCMONb30BaHUEM Pajvo-
dapmnpenapata HaHouuc n y 37 naumenTos B Teuexue 2010 roga
Mo HacToALiee BpeMA NpUMeHANCA oteyectBeHHblit POI. buoncua
CTOPOXEBbIX NMMATUYECKUX Y3108 NPOBOAMAACH MOA KOHTPONEM
OnbITHOro 06pasLia NepBoro 0TeYeCTBEHHOIO CMELMaNU31poBaHHOTO
py4Horo ramma-etextopa «Pagukan».

Pe3ynbatbl: 113 43 6oNbHbIX, KOTOPbIM NPOBOAMAACH NMM(OCLMHTH-
rpadua, HanpaeneHue 0TToKa NMMAbI Bbino onpepeneHo y 42 6onb-
HbIX, CTOPOXEBblEe NUMPaTUyeckine KapTpoBaHbl Y 41 nauuenta,
6uoncua 1 rncTonoruyeckoe UCCNeoBaHNe BbINOMHEHO y 35 6onb-
HbIX. MuKpomeTacTasbl B iuMaTuyeckux y3nax obinm BbiABaeHbl y 3
O0NIbHBIX, Y KOTOPbIX B CBA3M € TM Obina BbINONHEHA pervoHapHas
numaseHIKToMIA, y ABOUX U3 HUX MUKPOMETACTa3bl COAepManicb
ellle B 0/iHOM, HECTOPOXEBOM, IMMPATUYECKOM Y3fie.

BoiBoabl: Mccneposanme (1Y aBndetca 3QQPekTUBHbIM MeTofOM
(BOEBPEMEHHOI AUArHOCTUKN PeruoHapHbIX MUKpOMeTacTasos. B
HacToALLee BpeMA OH MOXeT ObITb BLIMOAHEH C MPUMeHeHNeM 0T-
eyecTBeHHOro 060pyaoBaHuA u PO, uTo NoBbILaeT ero npakTuye-
CKYI0 AOCTYNHOCTD. KiloueBble CN0Ba: MeNaHoMa KX, CTOpOXeBble
numaTyeckme y3nbl.
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L. Zakurdyaeva, M. Kaplan, V. Kapinus U. I 3akyposesa, M. A. Kannan, B. H. Kanunyc
TREATMENT OF CUTANEOUS AND SOFT TISSUE JEYEHWE METACTA30B MENAHOMbDI
METASTASES OF MELANOMA B MATKUE TKAHU U KOXKY
Medical Radiology Research Center, Obninsk, (enepanbHoe rocyfapcTBEHHOE OI0XETHOR YupeXxaeHue
Russian Federation «MenMUMHCKNIA paANonoruyeckmii HayUHbli LEHTP»

MuHucTepcTBa 3ApaB0O0XPAHEHNA 11 COLMANBHOTO Pa3BUTUA
Poccuitckoit Oegepaumn, 1. 06HuHCK, Kanyxckas obnactb,
Poccuiickas depepauma.

3apaun uccnegoBanmA. OLeHUTb TepaneBTYeCke BO3MOXHOCTH 1 060CHO-
BaHHOCTb (OTOAMHAMUYECKO! Tepanuy B NanANATUBHOM NeYeHnt 60NbHbIX
MeTaCTaTU4eckoil MeNnaHoMoil KOXI.

Marepuans 1 metogbl. Mog HabniogeHnem B MPHL| Haxopunocs 55 6onb-
HbIX C TPAH3UTOPHbIMY MeTacTa3aMit MenaHoMbl KOXW, B OCHOBHOIA rpynne
6bin0 30 nauveHToB (47 0yaroB), KOTOPbIM NPOBOAWNOCH KOMOMHIPOBAHHOE
NeyeHie, BKMlouatoLLiee GOTOAMHAMUYECKYIO U NeKapCTBeHHYl0 Tepanuio. B
rpynne cpaBHeHa 6bin0 25 60MbHBIX, Y KOTOPbIX b MPEANPUHATHI NOMbIT-
K onepaTuHoro (n=14) unu nekapcteenHoro (n=11) neuenus. Bo Bpema
NeyeHus, y Bcex 60NbHbIX 3T0if FPyNMbl b0 0TMeyeHo NporpeccpoBaHme
3a6onesaHus.

TleyeHve 60AbHbIX OCHOBHOIA TPYNMbl HAUMHAMM C MOAMXUMUOTEPANMM MO
oxeme: fakap6asut—1000 mr/m2 178; BHyTPUBEHHO, KanenbHo B 1-it AeHb;
Ha 2-it - uuennatui-100 mr/m2 178; u gokcopybuumt—30 mr/m2 178; BHy-
TPUBEHHO, KamefbHO, 3aTeM MPOBOAWIN O0YaroByld (OTOAUHAMUYECKYH
Tepanuio. MeTopvKa 3aknioyanac B ClepyloLLem: nocre BBe/ieHns GoToceH-
cubunusatopa «Qotonok» B fo3e 1-2 Mr/Kr yepe3 3 yaca NPOBOAMIY CeaHC
doToMHaMUYecKoil Tepanun Ha nasepHom annaparte “Jlatyc-2" (662 Hm) ¢
MOMOLLIbI0 TOKIX MOHOBOMOKOHHBIX CBETOBOJ0B C NIH30IA. [lnA onpepene-
HIA TPaHWL, TPAH3UTOPHbIX METacTa30B i PaCpOCTPaHEHHOCTU MeTacTaTh-
Yeckoro npoLiecca NPOBOANACh CTaHAAPTHaA NpoLieypa GioopecLieHTHoro
1 CMIeKTPanbHoro KoMMbloTepHoro aHanusa. Ouaru go 1,0 cm B AMamerpe,
KaK npasuno, 0611y4any ANCTaHLMOHHO OAHUM N0JeM, ouark o1 10 2 <M B
AnameTpe 061yyanin ANCTAHLMOHHO /UK KOHTAKTHO 3-4 nonAmu C nepe-
kpbiTvem Ha 0,3-0,4 cm. (BeToBad f03a MOABOAMAACH NepneHANKYNApHO
MOBEPXHOCTY OMYX0AIH, MAOTHOCTb MOLLHOCTM cocTaBaAna 300 — 500 mBr/
M2 (Npu ANCTaHLMOHHOM 061yyermm) v 700-800 MBT/cm2 (Mpy KOHTaKTHOM
06nyuennn). (ymmapHas 103a nazepHoro usnyyexna cocraeaana 900-1500
[Ix Ha ouar. Jleuenve 3aBepLuanocb NOAMXMMUOTEpanueil Mo OMUCaHHON
BblLle CXeMe Il ANCTAHLMOHHOI raMMa-Tepanueii Ha MMMaTUueckme y3nbl
30H BEPOATHOCTHOTO 6apbepa MeTacTaupoBaHus, no 2 Ip exenHesHo o (O]
=40 Ip B Teyenve 3-4 Hefenb. B nocnesytoLem ¢ Leablo KOHCOMMAALMM pe-
3yNbTaTOB NeYeHa MPOBOAUNN NeKapCTBEHHYIO Tepanuio Kaxpple 2-3 Mec.
B TeYeHMe JIByX JieT.

Peynbratbl. Mpu oueHke 3ddeKTUBHOCTU 0uaroBoii (oToAMHaMUUECKOI!
Tepanuu ¢ dotoceHcnbunu3atopom «DoToNoH» 06bEKTUBHDIA OTBET Ha fe-
yeHue coctaun 71,4%. Mezuana npopomxutenbHoCT neyebHoro apdekTa
cocTaBuna 4,8 &4#61617; 1,0 mecau. Meamaxa BbhxiuBaemocTy bbina 20,0 +
1,3 mecaua, B rpynne cpaBHenus — 5,0 = 0,6 mecaua.

BbiBog. Pe3ynbTathl leyeHma 60MbHbIX ¢ MeTacTa3amm MeflaHOMbI B MATKMe
TKaHM 1 KOXy JOCTaTO4HO y6eAUTeNbHO NOKa3anu, uto NokanbHaa (otoau-
Hamuyeckas Tepanus y 60NbHbIX C AUCCeMUHaLIed N0 Koxe AaeT yA0BNeTBO-
pUTENbHbII MeCTHbIN TepaneBTUYecKMii IPexT.
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P. Chernenko, T. Kazubskaya', A. Mikhailovskii',

E. Kuznetsova’, L. Lubchenko'

GENETIC AND EPIGENETIC CHANGES IN CDKN2A GENE
IN MELANOMA PATIENTS

'N. N. Blokhin Russian Cancer Research Center of the Russian
Academy of Medical Sciences, Moscow, Russia

2Medical Genetics Research Center, Russian Academy of
Medical Sciences, Moscow, Russia

Background and objective: Cutaneous melanoma (CM) is an etiologically
heterogeneous disease, its development related to the impact of genetic
and environmental factors. (DKN2A is one of the identified genes involved
in melanoma development. The research is intended to study genetic and
epigenetic changes in (DKN2A gene in order to assess whether they can
contribute to carcinogenesis of cutaneous melanoma and correlate with
patients’ clinical data.
Materials and methods. We studied 37 patients with melanoma and 182
their relatives. Genomic DNA was extracted from tumor tissues and peripheral
blood lymphocytes. Allelic imbalance/loss of heterozygosity (Al/LOH) in
the localization of the gene p76/(DKN2A was examined in 37 histologically
confirmed cutaneous melanoma, using five microsatellite markers (D95157,
D9S161, D9S171, D9S169, D9S301), mapped onto chromosome 9p21.
Mutation analysis was performed using SSCP. Analysis of p76/CDKN2A
promoter methylation was carried by methylation-specific PR (MSP).
Results: Loss of heterozygosity was detected in 11 of 37 cases (29,7%).
LOH at one marker (D95157) was revealed in 10 patients; at two markers
(D95157, D9S171), (D9S157, D9S161), (D9S161, D9S171), (D9S169, DIS171)
—in 6 patients; at three markers (D95157, 095161, D95171), (D9S157, D9S171
D9S301), (D9S157, D9S161,095169) - in 3 patients and at four markers
(D95157, D9S161, D9S171, D9S169), (D9S161,095171 ,D9S169, D9S301) —
in 2 patients. Among 11 patients with diagnosed hemizygosity 7 had family
history of different cancers. Moreover, 60% of relatives were afflicted by such
malignant tumors, as uterine cancer, breast cancer, pancreatic cancer, kidney
cancer, etc. A mutation in the second exon of the (DKN2A gene was detected
in 3 patients, who have burdened with a family history of malignancies of the
female reproductive system. Abnormal methylation of the (DKN2A promoter
region was detected in 9/37 (24.3%) cases, among them 6 patients, who had
only cutaneous melanoma, and 3 patients - with multiple primary malignant
tumors (MPMTs), which include papillary thyroid cancer, sigmoid colon cancer,
basal cell carcinoma. Notably, hypermethylation of the CDKN2A promoter
region was revealed in all patients with MPMTs, including CM (3/9). This group
of patients was burdened by a family history with different type of cancers,
whereas family history of malignant tumors in patients with only (M was
observed in 25% of cases.
Condusion: Loss of heterozygosity in the region including the p76/CDKN2A
gene and mutations in this gene are an important factor in oncogenesis of
cutaneous melanoma, they are more common in patients who have burdened
with a family history of malignancies. Abnormal methylation of the CDKN2A
promoter region is nonrendom phenomenon in patients with CM. It was
detected in all examined patients with MPMTs, suggesting that melanoma
patients with hypermethylation of the (DKN2A gene have a tendency to
develop polineoplasms.

[1. A. Yeprenko', T. 1. Kasy6ckas’, A. B. Muxaiinosckudl’,

E. b. Ky3reuyosd®, /1. H. JloGyerko’

TEHETUYECKWE U SMUTEHETUMECKUE U3MEHEHUA
TEHA CDKN2A Y 6OJIbHbIX METAHOMOW KOXM
'POHL| um. H. H. bnoxuxa PAMH, r. MockBa, Poccus
MTHL| PAMH, r. MockBa, Poccus

Menanoma koxu (MK)-3Tvonorudecku reteporenHoe 3a6oneBatue, passu-
Tie KOTOPOro CBA3aHO C BO3AIACTBIEM TeHETUYECKMX M CPeOBbIX GaKTOPOB.
Ten CDKN2A—0zuH 13 AEHTUGULMPOBAHHDIX TeHOB, BKKUAIOWLNXCA B pa3-
sutne MK. ccnefoBakue HanpaBneHo Ha u3yueHne reHeTUYecKIX 1 dnure-
HeTuyeckmx 3meHeHuil reHa CDKN2A ¢ Lienblo oLieHKu, MOryT N OHY fenaTb
BKNaj B kaHLieporeHe3 MK 1 koppenupoBath C iHGopMaLmeil 0 KINHIYeCknx
JAaHHbIX NaLMeHTOB.

Matepuanbl u metoabl. U3yuexo 37 GonbHbix MK 1 182 ux poactBeHHuKa.
[ina MonekynapHbIx uccnefosanuii ucnonbsosanu JIHK, nonyuexuyo u3
NMMAOLMTOB Nepudepuyeckoil KPOBI 1 TKaHy onyxoneit 6onbHbIX. [ind no-
1CKa annenbHoro Ancbananca (notepy reTepo3uroTHOCTI) B paiioHe Nokanu-
3auuu reHa p16/CDKN2A naumenTbl TUNMPOBaNUCH N0 5 MUKPOCATEANUTHBIM
mapkepam (D95157, 095161, D95171, D9S169, D9S301), KapTMPOBaHHBIM Ha
xpomocome 9p21. lMounck myTaumii npoBogunca metogom SSCP. Ananus meT-
NMpOBaHA NPOMoTOpHoIt 06nacTy reHa p16/CDKN2A npoussesen meTogom
meTunuyscTautenbHoii MLP.

OcHoBHble pe3ynbTarbl. [loTeps reTepo3uroTHoCTi obHapyxeHa y 11 u3 37
aHanusmpyembix 60bHbIX (29,7%). Y 10 U3 HUX BbIABNEHa NoTeps reTepo-
3UroTHOCTM Mo oAHoMy Mapkepy (D9S157); y 6 6onbHbIX - Mo 2 Mapkepam
(D95157, D9S171), (D9S157, D9S161), (D9S161, DIS171), (DIS169, DIS171);
y 3-x - no Tpem — (D9S157, D9S161,095171), (D9S157, D9S171 DIS301),
(D95157, D9S161,095169) u y 2-x no 4 mapkepam (D9S157, D9S161, DIST71,
D95169), (D95161,095171,095169, D9S301). 113 11 naumeHToB ¢ BbIABNEH-
HOIl FeMU3MTOTHOCTbIO Y 7 06HapYXeHo ceMeiiHoe HaKoMeHue PasinyHbIX
Heonnasuii. Mpudem 60% POACTBEHHUKOB ObiTM MOpaXeHbl TakUMK 3710~
KaueCTBEHHbIMYU OMYXONAMM, Kak paK MaTKu, MONOYHOI Xene3bl, Moxe-
NYA0YHOI Xene3bl, noukn 1 Ap. MyTauma Bo BTopom k30He reHa CDKN2A
BbIABMEHA Y 3-X NaLNEHTOB, KaX/blii U3 HUX UMeN CeMeiiHoe OTAroLLeHue
PaKoM OpraHOB XEHCKO/l PenpojyKTUBHOM CUCTeMbl. AHOManbHoe MeTu-
NMpoBaHye npomoTopHoro paiioHa rena CDKN2A Boianeno y 9/37 (24,3%)
60N1bHbIX, CPeAM KOTOPbIX 6 NaLWeHTOB, CTpajaloLLyx Tobko MK, n Tpoe — ¢
NepBUYHO-MHOXECTBEHHBIMY 3110KauecTBeHHbIMI 06pa3oBaxuamu (MM30),
BK/IOYAIOLLVMU NaMUANAPHDIA PaK WUTOBAHOI Xene3bl, pak CUrMOBUAHOIA
KWWKy, 6a3anbHOKNETOUHbIN pak Koxu. [IpumeyarenbHo, 4To runepmeTuam-
poBaHue npomoTopHoro paitoHa reva CDKN2A o6Hapy»eHo y Bcex 60bHbIX
NIM30, Bkniovatowmmm MK (3/9). CemeiiHblii aHaMHe3 3T0if rpynnbl naLmeH-
TOB OTATOLLEH HEONNa3NAMM Pa3NMYHbIX TOKANN3aLMiA, TOFAa Kak Y 60MIbHbIX,
cTpagatomx Tonbko MK, cemeiiHoe HakonneHme 310KauecTBeHHbIX HOBOOO-
pa3oBaHuit HabtoAanoch B 25% cyyaes.

3akniouenue. loTepu reTepo3uroTHocTH B paitoHe reHa p16/CDKN2A n myTa-
LM 3TOT0 TeHa ABNAKTCA BaXHbIM GakTopom oHKoreHe3a MK u value Habnio-
AAlTCA Y 60NbHBIX € CeMeiiHbIM OTATOLLEHeM HeonnasuamI. AHoManbHoe
MeTUINpoBaHie MPoMoTopHoro paiioHa rewa CDKN2A aBnsetca Hecnyvait-
HbIM y 60nbHbIX MK 11 BbIABNAETCA Y BCeX MCCNIeA0BAHHbIX 60MbHbIX ¢ [TM30,
M03BOAA MPEANONOXUTb, 4To GonbHble MK ¢ runepmeTunupoBaHmem rexa
CDKN2A umeloT TeHZEHLMH K pa3BUTHIO NOAMHEONNA3Mi.
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Y. Poluektova, S. Shiryaev, T. Kharatishvili, Y. Vishnevskaya 10. B. [lostyskmosa, C. B. lllupses, T. K. Xapamuweusnu,
DIAGNOSTIC VALUE OF SENTINEL LYMPHNODE BIOPSY A. B. Buwresckas
FOR PRIMARY CUTANEOUS MELANOMA JUATHOCTUYECKOE 3HAYEHUE BUONCUU
Clinical Oncology Research Institute, N. N. Blokhin Russian CTOPOXEBOI0 IMM®ATWUYECKOTO Y3/IA NPU
(ancer Research Center, Moscow, Russian Federation MEPBUYHON MENAHOME KOXK
HUW knunnyeckoi onkonorn POHL, um. H.H. broxuxa PAMH
r. MockBa

Broncua cropoxeBoro numdaTnyeckoro y3na CTaHOBUTHCA OCHOBHON Me-
TOAMKON BbIABNEHUA MUKPOMETACTa30B B NUMdATMUECKUX y3nax npu me-
NaHoMe Ko, AMepuKaHckiii O6benHeHHbII KOMUTET N0 BONPOCaM paka
(American Joint Committeeon Cancer, AJCC) paccmaTtpuBaet omyxonesbiii
(TaTyC CTOPOXKEBOr0 NMMPATUYECKOrO y3na KaKk OAWH U3 KpUTepues CTaju-
POBaHMA MeNaHOMbl.

Llenb nccnegoBarua: onpeaenuTb ANarHOCTUYECKoe 3HaueHue Guoncum cTo-
POXeBoro iumdaTuyeckoro ysna.

Matepuan u meTogp! nccnesoBaHua: B nccnesosaHme BKNoYeHo 79 yenosek ¢
MenaHomoii Koxu |-Il KnuHIYeCKkn yCTaHoBNEHHbIMU CTauAMM (C yueTom pe-
3yNbTaTOB CTAHAAPTHbIX HEMHBA3UBHBIX METOZI0B WCCNIEN0BAHNA), KOTOpble
nonyyanu neyeve B HUU KO POHLL ¢ 2006 no 2009r. MyxunH — 32 (40,5%),
KEHWWH - 47 (59,5%) B Bo3pacTHOM AvanasoHe 23-81 rog. CpepHuil Bopact
52,2 roga. Meauaxa HabniopeHna coctasuna 29 mec. Bcem naumeHtam Ha
npeAonepaLyoHHOM Tane BbiMOMHeH MOUCK CTOPOXEBOro AMMQoy3na n3o-
TON-accoLMMPOBaHHbIM MeETOOM Ha ramma-kamepe ICON (Siemens). [ina
3T0r0 UCMONb30BANCA PAAVOAKTUBHBIN NMMGOTPONHDII KONNOUA, MeYeHHbIN
TexHeumem-99m (HAHOLC). 3atem BbINonHANACH OTKpbITas buoncua cropo-
KeBOro NIMMQoy3na noj KOHTPoNeM NOpTaTUBHOTO raMMa-JaTynka gamma
finder II. MnaHoBoe rMCTONOrMYECKOE M IMMYHHOTUCTOXMMUYECKOE MCCNERO-
BaHWA yAaneHHoro npenapara c antutenamu k Melan A (A 103) n HMB 45.
Pe3ynbratbl. Yactota Bbiasnenua CJ1Y M30Ton-accoummpoBaHHbIM METOAOM
coctaBuna 98,7%. Y opHoro naumenta (1,3%) He BbISBNEHO HAKOMNEHWUs
paavodapmnpenapata. (TopoxeBble iuMGaTUYecKue y3bl N0KANN30BNUCH
B Npezenax 0AHoro NMdaTueckoro Konnektopa y 73 naumentos (B 92,4%
(lyyaeB), B pasHbIX IMMPoKonNeKTopax - y 6 naumeHToB (B 7,6% Cnyyaes),
U3 HUX: Y 5TI NaLMeHTOB - B ABYX IuMaTuueckux Konnektopa, y 1 naumen-
Ta - B Tpex IUMdaTuueckux konnektopax. Metactatuueckoe nopaxenue Cl1Y
Habnioganocb y 20 (25,3%) nauwento: y 10 (12,65%) nauueHToB BbIABNEHO
NPy CTaHAAPTHOM TUCTONOTNYECKOM 0BCNEA0BaHNI TOHKUX cpe3oB 1y 10
(12,65%) naumeHToB npu NpoBeeHN AONONHUTENLHOTO UMMYHOTUCTOXM-
MUYecKoro nccnesoBaxua. MocneonepaunoHHble 0CNOXKHeHUA, Takue Kak re-
MaToMa, Cepoma, MHULMPOBAHME PaHbl, PaCXOX/EHNE WBOB HAON0AANMCH
8 4,0% cnyyaes.

3aknioueHue: buoncua CTopoxeBoro nuMaTyeckoro yna AgnAetca
MasoTpaBMaTUYHbIM U BbICOKOIPOEKTUBHBIM METOAOM OLEHKM COCTOAHUA
PervioHapHbIX NIMMGOKONNEKTOPOB NPy NepBUYHOA MenaHome Koxu. (TaH-
JLapTHoe Mopdonornyeckoe nccnefoBaxue ToHkux cpesos (1Y Heobxopumo
ZONONHATL UMMYHHOTMCTOXMMUYECKM MCCNe0BaHNEM C UCMIONb30BaHNEM
cneumnuyeckmx MenaHoLmnTapHbIX MapKepos.
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A. Dolzhikov, S. Lugovskoi, T. Muhina
CONCERNING CLINICAL MORPHOLOGY

OF MERKEL CELL CARCINOMA

Regional pathology hospital. Belgorod. Russia

Merkel cell carcinoma (MCC) is a rare malignant tumor of the skin that
is characterized by an aggressive course. In routine diagnostic there
is a high frequency of mistakes because MCC looks like other types
of small round cells tumors. We have observed 8 cases of MCC during
5 last years, among them there were no correct primary diagnoses.
According to annual incidence 0,2 per 100 000 people, this number of
cases approximately reflects the regional situation. Itisimportant that
MCCis a tumor of the elderly; therefore its sex distribution depends on
life time, especially in men. In our cases there were 6 women and only
2 men, though both sexes are affected equally. There were 2 women
of 58 years of age, the rest patients — 75-80 years of age. In one half
of cases tumors were localized in arms, 1—in gluteus, 1 —in thigh, 1
—in parotid region, 1 case was identified as a metastases of unknown
primary. There was 1 case of combination of MCC with chronic
leukemia. Among primary diagnoses predominant opinions were:
“lymphoma’, “small cell melanoma”. Alithough MCC looks similar with
other small round cells tumors, there are some basic points to diagnose
MCCin routine sections, such as clinical information (age, intensity of
tumor growth), cytological characteristics, and extremely high mitotic
rate. The immunohistochemistry plays a major role in recognition of
MCC. In seems enough to detect “dot-like” paranuclear expression of
cytokeratin 20, expression of chromogranin A, but negative reactions
for vimentin, S-10 and melanocytic markers to distinguish MCC from
other skin tumors. An extremely high mitotic rate should be observed
in MCC (more than 80% of Ki67-positive cells), which differentiates
MCC from the most of melanomas and lymphomas. In one of our
cases were metastases in regional lymph nodes in 1 year, in 1 case
—in 1 month and in 15 months. In our opinion, MCC should not be a
problem for correct diagnosis if the complete clinical information and

not expensive immunohistochemical panel are used.

A. A. [lonxuxos, C.J1. Jly2o8ckod, T. C. Myxura

K KNMUHUYECKOI MOP®OMOTUU PAKA KOXN

13 KJIETOK MEPKENA

0r'Y3 ocoboro Tuna «benropoackoe naTtonoroaHaToMuyeckoe
61opo», benropog, Poccus

Pak u3 knetok Mepkens (PKM) aBnaeTca penKoii 3nokauecTBeHHol
OMyXOMb0 KOXM, OTNYAIOLLEIACA arpeccuBHbIM TeueHnem. B ero
[MNarHoCTUKe PYTUHHBIMU METOaMIN BbICOKA YacToTa OLWM60K, 06-
YCNOBNEHHbIX CXOACTBOM C APYTUMM  MENKO-KpyrnoKNeTouHbIMM
onyxonamu. B Haweli npakTuke 3a nociegHue 5 net BCTpeTMnoch 8
cnyyaes PKM 13 KOHCynbTaTMBHOMO Matepuana, HU B OAHOM 13 KO-
TOPbIX Ha OCHOBAHWM 0OBIYHOTO TMCTONOTUYECKOrO UCCEf0BaHIA
He 6bin NoCTaBNEH NPaBUbHbIA NEPBUYHBIN AUarHo3. Ecnm yuects
CpenHiol yactoty BcTpeyaemoctu PKM 0,2 Ha 100 000 HaceneHus,
TO ZLaHHOE YUCNIO HABMIOAEHMI NOUTH COOTBETCTBYET 0XILAEMOii B
peruote (3 cnyyas B rog). Cnepyet yuectb, uto PKM agndetca ony-
XONbl0 MOMMNOT0 1 CTapUecKoro Bo3pacta U 0 ero pa3BuTUA «Hafo
RoxuTb». 0coBEHHO 3T0 KacaeTca MyXCKoro HaceneHua. B Hawmx
HabniopeHnAX 66110 6 XKEHLLIMH U TONBKO 2 My>KUUH, XOTA 3BECTHO,
yto yactota Bctpeyaemoctit PKM pasHas. [IBe nauwenTku 6bim B
Bo3pacte 58 ner, ocTanbHble nauvenTbl B Bo3pacte 75 — 80 nert. B
MONOBHHE CNyYaeB OMyXONW NOKanu30Banucb B 06MacTn BepxHUX
KOHeuHocTeld, 1 — B AroguuHoii obnactu, 1 — B obnactu beppa,
1 — B oKonoyLHoi obnacti, T cyyail npeAcTaBneH MeTacTazamu
B LWeiHbIX Tumdoy3nax 6e3 nepsuyHoro ovara. B 1 HabniogeHum
umenca PKM B coueTaHuu ¢ xpoHuueckinm numdoneiikosom. Cpe-
AN NepBUYHbIX AMArHO30B OCHOBHBIMU ObiNu Mpeanonoxexua o
numdome UK MenKoKNeTouHoii Menatome. HecMoTpa Ha CX0ACTBO
PKM ¢ apyrumu MenKko-KpyrnokneTouHbIM1 OMyXonAMI OMOPHBIMIA
TOYKaMM NPU PYTUHHOM TMCTONOMMYECKOM MCCIE[0BAHUN AOMKHDI
ObITb KNWHWUECKMe JaHHble, B YaCTHOCTU BO3PACT MaLEHTOB W
ObICTpble TeMMbl PocTa OMyXoNM, LIUTOMOPYONOrUYeCKMe NpU3HaKN
11 KpailHe BbICOKaA MUTOTUYECKaA aKTUBHOCTb ONYXONEBbIX KNETOK.
Peluatovuiyto ponb urpaet UMMyHOTUCTOXUMUYECKOE NCCNe0BaHIe C
BbIABNEHMEM XapaKTepHoil napaHykneapHoii («dot like») peakuum ¢
AHTUTENAMI K LIUTOKEpaTUHaM LUNPOKOro MpodUAA 1 LUTOKepaTUHY
20 ¢ Ko3KCNpeccueil XpoMorpaHiHa A, npu oTpULATeNbHbBIX peakLm-
AX Ha MenaHouuTapHble MapKepbl, BAMeHTUH i S-100. XapakTepHa
BbICOKaA NponudepaTmBHad akTMBHOCTb No 3kcnpeccim Ki67 (6onee
80% no3uTMBHbIX KNeTok), uto oTnyaet PKM ot GonblunHcTBa Me-
naHom 1 aumdom Koxu. B 1 ciyyae mbl Habnioganu metactassl B
pernoHapHbIx numdoy3nax uepes 1rog, B 1 ciyyae uepes MecaL 1
15 mecaues. TpakTiKa noka3blBaeT, YTo NPy yyeTe KAMHUKO-MOp-
donornyeckux 0C06eHHOCTE 11 BbINONHEHIM HEJOPOTUX AOMONHU-
TeNbHbIX UIMMYHOTMCTOXMMUYeCKUX nccnenoBanmil PKM He gomxeH
NpeACTaBnATb Npobnemy Ans (BoeBpeMeHHON AUarHoCTUKM.
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D. Pjanova’, A. Ozola’, R. Veinalde', K. Azarjand?, 0. Heisele',
S. Donind?, G. Probokd’, I. Cemd, B. Streinerte’, L. Engele®
MUTATIONS IN MELANOMA

SUSCEPTIBILITY GENES IN LATVIA

'Latvian Biomedical Research and Study Centre, Riga, Latvia
*Riga Stradins University, Riga, Latvia

3Latvian Oncological Center, Riga, Latvia

To date two high-penetrance melanoma genes, CDKN2A and (DK4,
have been linked to melanoma susceptibility in families with multiple
cases of the disease. Specific variants of the MCIR gene have been
demonstrated to confer an increase in melanoma risk. The aim of the
present study was to estimate the prevalence of the CDKN2A, (DK4,
and MCTR gene mutations in melanoma patients from Latvia.
Materials and methods. A total of 500 individuals were included
in the study: 300 melanoma patients and 200 control persons. For
incidence case patients, all exons of the CDKN2A were analysed us-
ing single stranded conformational polymorphism or melting curve
analyses followed by sequencing. For familial melanoma patients, a
comprehensive analysis of the CDKN2A locus was performed that in
addition included sequencing of the promoter region, introns, and
deletion analysis by MLPA method. CDK4 exon 2 and the entire coding
region of MC1R were direct sequenced in all patients analysed.
Results. From 300 melanoma patients 15(5%) have had melanoma
in their family and only 3(1%) from them have had more then three
relatives with melanoma. The (DK4 mutation R24H was found in all
three patients with strong family history of melanoma. Haplotype
analysis of the families showed that the mutation occur on the same
haplotype, which is unique compared to other known R24H haplo-
types. Deletion analysis of the CDKN2A locus revealed one patient
with a deletion in the p14ARF promoter region, that does not resem-
ble previously described deletions in this region. No other disease re-
lated mutations were found, except several previously described and
two novel (IVS1+1569T>A, IVS2+82C>T) (CDKN2A polymorphisms.
A total of 26 different MC1R polymorphisms including 18 nonsynony-
mous, 7 synonymous, and one insertion were found. Carriage of any
nonsynonymous MCTR polymorphism was significantly associated
with an increased melanoma risk (OR= 2.36; 95% Cl:1.53-3.63, p.
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[ Mesrosd’, A. 03ona’, P. Beiinanoe', K. Asapar?, 0. Xelicene’,
C Jorund, I" lpoGoka, . Yema?, b. Wmpeiinepme®, /1. Ineené®
MYTALIMU B TEHAX BOCITIPUUMYUBOCTUBOCTH
MEJIAHOMbI B JIATBUU

"Nameuiickuit Lientp briomeauumHckx Uccnenosanuil, Pura, Nlateua
Yuuepcutet umenu (rpaauns, Pura, Nlateua

3Naruiickuit Onkonoruueckuii Lientp, Pura, Jlatua

Ha ZaHHbIii MOMEHT BbIABNEHO [Ba reHa BbICOKOTO PUCKA MefaHo-
Mbl, CDKN2A n (DK4, cBA3aHHbIX C BOCMPUMMYMBOCTBIO K MeNaHOMe
B CeMbAX C MOBTOPHbIMYU ClTyuaamy 3abonesaxua. Takxe nposemoH-
CTPUPOBAHO, uTO Creumduyeckme BapuanTol rea MCIR cnocobcTByioT
YBENNYEHUI0 pUCKa 3a60N1eBaHNA MeNaHOMOIA.

Llenb uccnepoBanma. OLeHUTb pacnpocTPaHEHHOCTb MyTaLMii B reHax
(DKN2A, CDK4 n MC1R cpeau_JlaTBMiicKMX NaLMeEHTOB C AMarHo30M
MenaHoMma.

Matepuanbl 1 metogbl. B nccnegosatue 6binn BkntoueHsl 500 uHAu-
BuAyymoB: 300 NaLMeHTOB C MAarHo30M MenaHoMa U KOHTPOMbHas
rpynna, coctoAwas u3 200 uHanBuayymoB. Bee 3k30HbI CDKN2A 6binn
NPOaHaN31pPoBaHbl C MOMOLLbI U3MEHEHUA KOHYOPMaLMM OfHO-
uenoyeuHoii HK unu aHanu3a KpuBbIX NnaBneHus, ¢ NocnefyoLmm
CeKBEeHUPOBaHNEM.

[lna naumexToB BpoXaEHHOI MenaHoMbl B nokyce CDKN2A gononnu-
TeNbHO 6bIN0 NPON3BeAEHO CeKBEHMPOBAHIE NPOMOTOPHOTO PETIOHA,
WHTPOHOB M aHanu3 Aeneumit ¢ nomolublo metofa MLPA. 2-it 3k30H
reHa CDK4 n Becb Koaupytowwnii pervod MCTR 6binmn HenocpeAcTBeHHO
CeKBeHUPOBaHbI ANA BCEX NPOAHANM3MPOBAHHDIX UHANBIUAYYMOB.
Pe3ynbratbl. Cpeay 300 nauveHToB ¢ AMarHo3om MenaHoma y 15(5%)
NaLMeHToB ObinN 3aperncTpupoBaHbl Clyyau MeNaHoMbl Y UneHoB
emMbU 11 TONbKO Y 3(1%) naumeHToB B CeMbAX ObiNo 06HapyXeHo
6onee 3 cnyyaeB MenaHoMbl. Y BCex 3 NauueHTOB ¢ APKOBbIPAXKEH-
HOW MCTOpKeil MeNaHOMbI B CeMbe NpucyTceToBana Mytauua R24H s
reHe (DK4. AHanu3 rannoTvnoB nokasan, uTo 3Ta MyTauua Cyyaetca
B OJHOM 11 TOM e rannoTune, YHUKaNbHOM N0 CPaBHEHNIO C Apyry-
MW 13BecTHbIMK rannotunami. C nomoLublo aHanu3a Jenewunii Bbl-
ABNIEH OAWH NaLMeHT ¢ AefleLyeil B npomoTopHoM pernoHe p14ARF.
lpyrux, cBA3aHHbIX ¢ 3a60neaHnem MyTauuii, 06HapyxeHo He bbino,
Kpome HeCKONbKMX paHee U3BeCTHbIX 11 ABYX HOBbIX (IVST-+1569T>A,
[VS2+82C>T) nonumopdu3amos B rene CDKN2A. Bcero 6bino HaiieHo
26 paznuubix nonumopdusmos MCIR, Bknoyas 18 HECMHOHUMHBIX,
7 CUHOHUMHBIX 11 OZHY UHCepuyio. Hannuue nioboro HeCMHOHMMHOTO
nonumopdu3ma 6bino CTaTMCTUYECKU JOCTOBEPHO CBA3AHO C MOBbI-
LUEeHHbIM prckom MenaHombl (OR=2.36; 95% (1:1.53-3.63, p<0.001)
1 AeMOHCTPUpOBancA 3deKT yBeNMUeHUa pucka MenaHoMbl B Clyya-
AX C MHOXeCTBeHHbIMY nonumopdusmamu (OR Ana oaHoro noamop-
du3ma 1.98; 95%C1:1.26-3.11, p=0.003 n OR gna nonumopdusmos
>2:3.98;95%Cl:2.14-7.38, p<0.0071).

Bbiozbl. B JlaTBuy arperauma menaHom B ceMbAX (BA3aHa ¢ MyTaLy-
Amu R24H B rene (DK4 wnu ¢ geneumamn B npomotepe reqa p14ARF .
[lna ppyrux naumentos myTaumn 8 reHax (DK4 n CDKN2A He aBnaiotca
NpeAUCNOHMpYloWMMI dakTopamu. AHanM3 NOAMMOPGM3MOB reHa
MCTR moxeT 6biTb NONE3HLIM NpY ONpeAeneHNN UHAVBIAYaNbHOTO
pucKka 3a60eBaHNA MeNaHOMOIA.
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D. Pjanova’, R. Petrovska’, R. Bruvere', S. Donind’, G. Lasmanis’®
RIGVIR?ONCOLYTIC ACTIVITY AGAINST HUMAN
MELANOMA CELLS AND /N VITRO EFFECT

IN DIFFERENT CANCER CELL LINES

'Latvian Biomedical Research and Study Centre

2Latvian Centre of Oncology

SLatvian Virotherapy Center, Riga, Latvia

Background: Rigvir® is the viral preparation available in the clinic for treat-
ment of cutaneous malignant melanoma. This drug is an isolate of echovirus
7 (Echo7) with the oncolytic activity against human melanoma cells achieved
due to virus adaptation in melanoma tissues.

The aim of the present study was to review the previously available data
about oncolytic activity of Rigvir® as well as to test whether Rigvir® exhibits
cytolytic activity against different types of cancer cells in culture.

Methods: Sixteen different cell lines were used in the study and included six
melanoma (FM3, FM9, FM55, FM76, FM94, SK-MEL26), gastric adenocarci-
noma (AGS), pancreatic adenocarcinoma (HPAF-II), epithelial lung adenocar-
cinoma (A549), epithelial cervical cancer (Hela), breast cancer (MCF-7), oral
squamous cell carcinoma (SCC-25), rhabdomyosarcoma (RD), acute monocytic
leukemia (THP-1), imortilised lymphocyte (Jurkat), and baby hamster kidney
(BHK) as a negative control cell lines. All cell lines, except Jurkat and THP-1 that
were cultivated in suspension, were grown on 6-well (for visual determination
of cytotoxicity) or on 96-well (for cell viability tests) plates.

In addition, the primary intestine’s adenocarcinoma cell culture (GC-1) and cell
culture from thyroid gland cancer (HAO07) were established from the biopsy
materials and were used in the experiments. When cells reached a confluent
monolayer they were infected with 10° of Rigir®. Virus induced cytolytic effect
was monitored at 24h and 48h after infection both visually by microscopy in
phase contrast or after staining with Gimza reagent and by measuring cell vi-
ability using the MTT test.

Results: Rigvir’ exhibited cytolytic activity in four out of six melanoma cell
lines used and morphological changes of cells were similar to those observed
previously. Twenty four hours after infection Rigvir’ induced cytolytic effect
was observed in melanoma cell lines FM9 and SK-Mel26. Forty eight hours
after infection Rigvir® induced cytolytic effect was evident also in melanoma
cell lines FM55 and FM94. No Rigvir® induced cytolytic effect was found in
melanoma cell lines FM3 and FM76. Twenty four hours after infection similar
Rigvir’ induced cytolytic effect was also detected in cell lines AGS, A549, SCC-
25, RD, and THP-1 and forty eight hours after infection also in cell lines HPAF-II,
and MCF-7. No Rigvir® induced cytolytic effect was found in cell lines HeLa, and
Jurkat and as assumed in the negative control cell line BHK-21. In the newly
established primary cell cultures from intestine’s adenocarcinoma (GC-1) and
thyroid gland (HA007) the Rigir® induced cytopathic effect was also present
and it occured 24h after infection.

Conclusions. The cytolytic activity of Rigvir? is not restricted only to the mela-
noma cells but is wider and includes different types of cancer cells. However,
this effect is selective and needs to be clarified.

J. lesHosd”, P. llemposcka’, P. bpysepe’,

C Jonund . Nacmanucé

OHKONUTUYECKAA AKTUBHOCTb RIGVIR® POTYB KNETOK
MEJIOHOMbI YENOBEKA W ET0 YOOEKTbIBHOCTD IN VITRO
B PA3JINYHbIX KYNIbTYPAX KNETOK

"Narsuiickuii Lientp bromeamumHckwx Viccneoammii, Pura, Jlateua
2J1aTBUIACKMIT OHKONOrMUECKMil LeHTp, Pura, NlaTeua
3Natemitckuii LienTp Bupotepanum, Pura, NlatBus

Rigvir® ABNAETCA KNUHNYECKY JOCTYMHbIM BUPYCHbIM NPENapatom, npeaHa-
3HaYeHHbIM AA NeyeHNna 3M10KaYeCTBEHHON MeNaHOMbI KOXM. 3T0 U30IAT
echo-upyca 7 (Echo7) ¢ OHKONUTMYECKOI aKTUBHOCTbIO MPOTYB KNETOK Me-
NaHoMBbl YenoBeka, AOCTUTHYTOIl B pe3ybTaTe afanTaLyy BUPYca K TKaHAM
MeNnaHoMbl.

Llenblo nccnegoBams 6bin0 0606WUTL paHee NONYYeHHble AaHHble 06 OH-
KOnMTUYeCKoi akTUBHOCTM Rigvir®, a Takxe nposepuTb npossAset u Rigvir’
LIMTONUTUYECKYHO aKTUBHOCTb K APYTIAM TUNaM PaKoBbIX KNETOK B KyNbTypax
KNETOK.

Metoabl. 16 pasnuuHbIx KynabTyp KNeTok 6binv MCMONb30BaHbl: 6 MMM
menaxombl (FM3, FM9, FM55, FM76, FM94, SK-MEL26), ageHokapumnHoma
xenyaka (AGS), afeHokapumuHoMa nogxenytouHoii xene3sbl (HPAF-I), age-
HOKapLyHoMa snutenua nerkux (A549), snutenuanbHblit pak LUeiikn MaTKu
(HeLa), pak rpyau (MCF-7), kapumnoma a3bika (SCC-25), pabpomuocapkoma
(RD), moHoumTHueckas neiikemua (THP-1), umopTanu3oBaHHble AMMOOLUTbI
(Jurkat) v kneTku noukn feTéHbilei xomakos (BHK-21) B kauecTse KynbTypbl
KNETOK ANA HeraTMBHOro KOHTponA. Bce nuHum knetok, kpome Jurkat n THP-1,
6biny BbipaLLieHbl Ha 6-TUTYHOUHbIX NNaTax (ANA BU3yanbHOro onpefeneHus
LIMTOTOKCMYHOCTI ) AW Ha 96-TUNYHOUHBIX NnaTax (ana Tecta MTT). B 3kc-
nepuMeHTax Takxe Obinv UCONb30BaHbI NepBIYHAA KyNbTypa KNeTok afe-
HoKapLHOMbI KiLueuHika (GC-1) 1 KynbTypa KNeToK LUTOBUAHOI Xene3bl
(HAQ07), KoTopble 6binu nonyueHbl U3 Matepuanos buoncuu. MomeHT focTu-
KEHUA KNETOUHbIMM KyNIbTYPaMit MOHOC0A OHY 6binin MHGMUMpoBaHbl 10°
Rigir®. LutonuTuueckmit 3GOEKT, MHAYLMPOBAHHBI BUPYCOM, Habnioaanca
yepe3 24 1 48 yacoB nocne NHGULMPOBAHMA - BU3YANbHO U U3MEPAS Bbl-
XKIBaeMOCTb KNETOK C NoMoLLbio Tecta MTT.

Pe3ynbTatbi. Rigvir® nposBIN LUTONUTMUECKYI0 aKTUBHOCTb B 4 U3 6 KNeTOu-
HbIX KyNbTypax MenaHombl. Yepe3 24 yaca nocne HOULMPOBaHNA Habmio-
Aanca uutonuTudeckuii 3pdext B anHnax FM9 u SK-Mel26. Yepes 48 vacos
nocne MHULMPOBAHMA LMTONNTUAYECKNIl SPdEKT Takke Obin 0OHapyeH
B mHnAx FM55 u FM76. Yepe3s 24 yaca nocne nHGULMpOBaHWA, aHanorny-
Hblli 3¢ deKT Obin 3aperucTpupoBan Ana Kynbryp AGS, A549, SCC-25, RD u
THP-1, a uepe3 48 yacos nocne uHuLMpoBaHUA — B KynbTypax HRAF-Il n
MCF-7. WHayumpoBaHHOro LMTONNTIYECKOO dQheKTa He Obino 06HapyxKeHo
B kynbrypax Hela, Jurkat u BHK-21. B nepauuHbix kynbrypax GC-1 1 HA007
LMTONUTUYECKWIE SOPEKT Takike NPUCYTCTBOBAN U NPOABNANCA Yepe3 24 yaca
noce HOULMPOBAHKA.

BbiBoabl. LuTonMTueckas akTMBHOCTb Rigyir® He orpaHMuMBaeTCa TonbKo
KNIeTKaMit MeflaHOMbl, HO in Vitro Takxe JeficTBYeT Ha pasHble TUMbI paKo-
BbIX KNeTok. OfHaKo, SQPeKT cenekTuBeH 1 foMmkeH ObiTb AONONHUTENbHO
UCCNe0BaH.
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Y. Mashenkina, Y. Vishnevskaya, L. Demidov, A. A. Mawerxura, 4. B. Buwrescas, J1. B. [lemudos
CLINICAL PROGNOSTIC VALUE OF THE LEVEL OF KNUHUKO-MPOrHOCTUYECKOE 3HAYEHUE CTEMEHK
EXPRESSION AND COMPONENTS OF LYMPHOCYTIC BbIPAYKEHHOCTU W COCTABA IMMOOLUTAPHOMN UH-
INFILTRATION IN CUTANEOUS MELANOMA OWIbTPALIAX ONMYXO/TU NPV MENAHOME KOXKI
Clinical Oncology Research Institute N. N. Blokhin Russian Poceuiickmit oHKonornyeckuit HayuHbiii LenTp um. H. H. bo-
Cancer Research Center, Moscow xuHa PAMH r. Mocksa

Cnyyan Koxu (MK), OAVHAKOBYt0 CTajuio no knaccudukauum TNM,
334aCTyio pajnKanbHo OTANYAIOTCA N0 arPeccuBHOCTU TeYeHNA U UCXOZlY 3a60neBaHMA, YTo
06bACHACTCA MHAVBUAYaNbHBIMU GUONOTMYECKUMU 0COBEHHOCTAMY 3N10KAYECTBEHHbIX
KNeTOK, a TaK e 0C06eHHOCTAMI MUKPOOKPYXKEHUA ONyX0Ni, OAHUM W13 COCTaBAAILINX
KOTOpOro ABNAETCA NMMGOLIUTAPHAA UHOUALTPALMA.

Llenb vccnenoBaHuA: onpefentTb AUArHOCTUYECKOE 3HaUHNe CTeNeHN BbIPaeHHOCTH 1
cocTaBa numdouutapHoil nHdunbTpaumn npu MK.

M. 1 METOAbI UCC B uce BK/I0YEHO 67 nadl| C Maro-
30m MK, nonyuasuux xupypruyeckoe neyenue 8 POHLl um. H.H. bnoxusa PAMH ¢ 2005 no
2006 rop. B cTpykType 3abonesaemoctit MK naumeHTbI Xekckoro nona coctauu 49,3%
(33 naumenTa), myxckoro — 50,7% (34 naumenTa). CpeaHUit BO3pacT 60NbHbIX COCTaBUA
51,7 ropa. Bcem nauvenTam npoBoANNoC XMpypruyeckoe yaaneHue onyxonu ¢ nocnesy-
H0LLYIM TUCTOMOTUYECKM UCC (] " UCTOXM-

p p
MUYeCKIM OKP Cpe30B Ha Mapkep [ IX KNeTok. lpu ructonornye-
CKOM MCCIEA0BAHMM OLieHUBANACh CTeneHb BLIPAKEHHOCT 1 COCTAB NUMAQOLUTAPHOI UH-
GunbTaLMK, ee cBA3b C OCHOBHIMI NPOTHOCTUYECKVMY NPU3HAKAMM (TONLLMHA ONyXonu
no bpecnoy, yposeHb MHBa3MM No Knapky, MUTOTUYECKIIA MHAEKC, Hanuume U3bA3BNEHNA
ONyX0N, METaCTa30B B PErvOHApHbIX NUMAATUYECKNX Y3NaX 1 OTAANEHHDIX MeTaCTa308).
JlaHHble CONOCTABAANNCD C TPEXNETHei! 1 NATUNETHel BbKVBAEMOCTbI0 60MbHbIX MK.
Pe3ynbratbl. lumdouutapHan ukduabTpauua onyxonm bbina BbipaxeHHoi B 35,8% cny-
YaeB (24 naumenTa), ymeperHoil — B 22,4% cnyyaes (15 naumenTos), cnaboii — B 41,8%
cnyyaes (28 nauuenTos). My MMMYHOTUCTOXUMUYECKOM OKpaLLUBAHUN fUMPOLMTap-
HOTO MHQUNbLTPaTa ONYXONM B €ro CocTaBe 0TMeYanoc Hanuuue T- v B-numdounTos,
T-uutoTokcuyeckux numdouuTos, T- poB u T-per PHbIX KNeToK. TonwuHa ony-
xonw no bpecnoy B cpenHeM CocTaBuna y CBbIp i UM PHOI M-
dunbrpaumeii 3,Tmm, ¢ ymepeHHow 4,8mm, co cnaboit — 7,9mMm. Vlsbﬂssnenwe onyxonu
npu p PHOI MHO)! b B 50% Cyyaes
(12 nauwenTos), npu ymepeHuom nMM¢oumapHom MH¢W|praLlI/1M - B 73,3% cnyvaes
(11 naumenToB), npu cnaboii nuMPoLmTapHoii MHUNLTpaLMM — B 82% cnyyaes (23 na-
uMeHTa). MeTacTasbl 0TCYTCTBOBaNM NPyt Bbip it douuTapHoit MHGUNLTP
B 45,8% cnyyaes (11 naunenToB), Npu ymepeHHoi NUMGOLIUTaPHOI UHGUALTPaLUN — B
33,3% cnyyaes (5 nauwenTos), npu cnaboit numdouutapHoii uHduNLTpauun — B 21,4%
nyyaes (6 nauyueHToB).

Hanuuue MeTactasos npu BblpaxeHHOI NMMQOLMTAPHOI MHUALTPALIMKM HabNKAANOCH
B 54,2% cnyyaes (13 nauneHToB), Npu ymepeHHoi NUMPOLUTaPHOI UHGUALTPaLUN — B
66,7% cnyyaes (10 nauveHToB), npu cnaboit nuMPoLmuTapHoi MHGUALTPaLMM — B 78,6%
cnyyaes (22 nauvenTa). MeTacTasbl B pervioHapHble iuMdaTiyeckite y3abl NpU BbIpaxeH-
Hoit douuTapHoit MHGUALTP b B 46,2% cnyyaes (5 naumenTos), npu
yMepeHHoil iuMQoLUTapHOit UHGUALTPaLMN — B 66,7% cnyyaes (10 nauwenToB), npu cna-
60it numdouuTapHoit uHdunbTpaLIM — B 71,4% cnyyaes (20 naumMeHToB). BHyTpUKOXHble
MeTacTasbl NPy NPU BbIPaXKeHHOI MUMPOLNTAPHOR MHGUALTP 6 b B 42%
Cnyyaes (6 NaLKeHTOB), NpU ymepeHHoi ﬂMM¢0LlMTapHOl7I WHOUALTPaLMM — B 20% cny-
yaes (2 ), npu cnaboii numd it MHGUNLTPaLMN — B 54 5% cnyyaes (12
nauuenTos). O MeTacTasbl b Npyu BbIp douuTapHoii
UHGUALTPaLMK B 42% cnyyaes (6 nawuenTos), Npit ymepeHHoi nMM¢ouMTapHou Mm])mnb-
Tpauum — B 20% cnyyaes (2 naumenTa), npu cnaboii AuMQoLMTapHOA UHGUALTPaLUM — B
27,2% cnyyaes (6 ). TpexneTHAs Bb Tb naly <MK npu
BbIPAXEHHO NIMGOLIUTAPHOA MHOUALTPaLIMK cOCTaBUAa 87,5% Cnyyaes, NP yMepeHHoi
numdoyuTapHoil uHduALTpaLun — 73,3% cnyuaes, npu cnaboit AMMGOLMTAPHOA MHGUAL-
Tpauun — 75% cnyyaes. latunetnas Tb ¢ MK npu it
numdouuTapHoil MHGUALTPaLMK cocTasuna 83,3% cnyyaes, Npu yMepeHHoi nuMPoLu-
TapHoil MHGUALTPaLMKM — B 66,6% cnyyaes, Npu cnaboit NUMGOLMTapHOI UHGUALTPaLN
—53,6% cnyyaes.

Bbiogb!: Ucc 1 OLeHKa MMd PHOI UHUABTP MK Hapapy ¢ Takummn
BAXHbIMYU NPOTHOCTUYECKIMU NPU3HAKAMM, KaK TOALLMHA onyXonu no bpecnoy, yposeHb
UHBa3uMM no Knapky, KU MHAKC, M3 ONyXON U HanUyMe MeTaCTa308
B PEruoHapHbIX NMMGaTHYECKUX Y31aX, NOMOTaeT NPOrHO3UPOBATH KNHIYECKOE TeueHue
1 vcxop 3a6onesanma.

www.eafo.info




Eurasian Melanoma & Skin Cancers Forum
22 - 23 July 2011, Moscow, Russian Federation

1. Pustynskiy, A. Paches, S. Tkachey,

M. Krapotov, S. Alieva, A. S. lagubov

CRYOSURGERY AND CRYO-RADIOTHERAPY OF BASAL CELL
CARCINOMA AND SQUAMOUS CELL SKIN CARCINOMA

OF THE HEAD

Clinical Oncology Research Institute,

N. N. Blokhin Russian Cancer Research Center, Moscow,
Russian Federation

Introduction & Objectives. Cryosurgery treatment of skin cancers is the
technique that is effective with good and excellent functional and cosmetic
results. Determining the types of skin cancers for management by cryosurgery
requires experience and developing of specific criteria and most effective
cryosurgical technique. Cryo-radiotherapy of skin cancer base on some experi-
mental and clinical studies. This method of treatment includes local freezing of
skin cancer before radiotherapy. We use cryo-radiotherapy for treatment of pa-
tients with advanced forms of skin cancer. Cryosurgery and cryoradiotherapy
treatment must be used according to the indications.

Material and methods. Since 1997 to 2009 342 patients with basal cell car-
cinoma (297) and squamous cell carcinoma (45) of the Head and Neck were
treated by cryosurgery (240) and cryo-radiotherapy (102). 104 patients had
tumorT, 89T, 37-T,45-T, and 67 patients had recurrent tumors after
different methods of treatment. Cryosurgery was used in cases without deep
cancer infiltration of the tissue and includes 3 cycles of tumors freezing-thaw-
ing to achieve destruction of all tumors tissue. Cryo-radiotherapy of advanced
skin cancer is used in our department since 1989 year. This technique includes
one cycle of tumors freezing-thawing every day before irradiation. The pro-
cedure of freezing was performed repeatedly (5 days a week) a few minutes
before irradiation in dose 2-2,5 Gy until complete regression of the tumor was
achieved. The total dose of radiotherapy was 60 — 70 Gy. We use the method
for treatment of locally advanced skin cancers.

Results. Follow-up period was from 20 month to 10 years. There were no seri-
ous complications during and after the treatment even in old patients with
another heavy diseases. Recurrent tumors after treatment were noted in 29
(8,5%) cases: after cryosurgery — 21 (8,7%) and after cryo-radiotherapy — 8
(8,2%) cases. Complete response after cryo-radiotherapy was achieved in 98
(96%) cases, 4 patients with partial regression of the tumor were operated
on. Good and excellent cosmetic and functional results were noted in every
group of patients with T, T, tumors and in most of the cases of T, and recur-
rent tumors.

Condusion. Cryosurgery and cryo-radiotherapy are effective methods of skin
cancer treatment. Both methods of treatment must be used according to the
indications. Different approach to choosing of method of treatment with using
of cryosurgery and cryo-radiotherapy techniques allow to choose more effec-
tive method of treatment, it depends on tumors size, localization, clinical and
morphological form. Use of such approach allows to receive good and excellent
functional and esthetic results with low percent of recurrences.

. H. Mycmeirckud, A. W. lagec, C. /. Tkayes, M. A. Kponomos,
C.b. Anuesa, A. C. fley6os

KPHUOXWPYPTUYECKOE U KPUONYYEBOE NEYEHUE
BOJIbHbIX BA3AJIbHOKIETOYHBIM 1 MJI0CKOKJIETOY-
HbIM PAKOM KOXW r0N10BbI

HUW knunnyeckoli oHKonorun Poccuiickmii oHKonornyeckmin
HayuHblii LieHTp um. H. H. broxuna PAMH . Mocksa

BBepenne. Kpuopectpykuma paka Koxm ABNAETCA BbICOKOIQYEKTUBHLIM
MeTOAOM JIeYeHus, KOTOpblii N03BOAAET AOCTUraTb XOPOLUMX SCTETUYeCKIX
1 GYHKLMOHANbHBIX pe3ynbTaToB. Vcronb30BaHme KpUOXMPYPriAveckoro Me-
Toza Tpe6yeT HanuuuA onpefeneHHoro obiTa it 06A3aTeNbHoOro cobmtofeHua
pa3paboTaHHbIX dQdekTuBHBIX NeuebHbIX MeToauK. Kpuo-nyuesoii mMeTop
NeyeHns 0CHOBaH Ha pAfie SKCMEPUMEHTANbHBIX M KNMHUYECKUX UCCTef0Ba-
HUIA 1 BKNIOYAET NOKaNbHOE OXNaX/ieHue ONnyXo/ HenocpeaCTBEeHHO nepes
nyyesoil Tepanueii. Mbl ucnonbyem Kpuo-nyyesoit MeTo4 AnA neyeHus
60NIbHbIX C MeCTHO-pacnpoCTPaHeHHbIMK Gopmamm paka Koxm. Kaxablii
METO/ IOMKeH MPUMEHATbCA B COOTBETCTBIAM € NOKA3aHUAMM.

Matepuan n metopi. C 1997 - 2009 342 6onbHbIM 6a3aNbHOKNETOUHBIM
PaKkom Koxu (297) v NNOCKOKNETOUHbIM PaKoM KOXu (45) ronoBbl NPoBOAW-
nocb kpuoxupypriyeckoe (240) u kpuo-nyyesoe neuetnte (102). 104 naumen-
Ta UMeNN OMyXofib, COOTBETCTBYIOLLYIO CUMBONTY Tv 89 - TZ, 37 -Ts, 45 -T4, ]
67 NawueHToB MMeNn peLiAMBHbIE OMYX0NK NoCNe PasANYHbIX METO/I0B Ne-
yeHus. Kpnoxupyprideckuii MeToq MCNonb30Banca Npu HoBoO6pa3oBaHNAX
C YeTKIMU KIMHUYeCKMI TpaHuLiamu 6e3 rybokoit uhdunsTpaLmu onyxo-
Nblo MOANEXaLLUMX TKaHedt. Kpuoxupypruyeckoe Bo3AeiicTBIe BK0YaeT Tpu
LMKNa 3aMOpaXIBaHNA-0TTaNBaHMA HOBOOOPa30BaHMA C MpuUAeXaLmm
TKaHAMU N0 pa3paboTaHHbIM MeTOANKAM C Lieflbio MOSHOTO pa3pyLuenns
BCeit onyxoneBoil TkaHu. Kpno-nyyesoe NieyeHre pacnpocTpaHeHHOro paka
KOXM ncnonb3yetca Hamu ¢ 1989 ropa. [laHHbIil MeToA NeyeHna BKNloyaet
OVH LMKN NOKANbHOTO 3aMOPaXVBaHUA OMYXONM 33 HECKONbKO MUHYT
nepes NyyeBbiM Bo3AeiicTBUeM. [lpoLiesypa Kpuo-nyyeBoro Bo3AeicTBuA
NPOM3BOANTCA 5 Hell B Hef\eNto, Pa30Bas 04aroBas 403 JiyueBoii Tepanum
coctasnaet 2-2,5 [p, cymmapHas — 60-70 p.

Pe3synbTarbl. Cpoki HabniofeHus 3a 6ONbHBIMI NOCNe NeyeHNna CoCTaBN
o1 20 mecaues 110 10 net. He 6bino 0TMeUEHO 0CNIOXHEHHIA B Nepuog 1 nocne
KPUOTEHHOTO 1 KpUO-Ny4eBOro NeyeHns faxe Npun HanMuun y 60NbHbIX TA-
KembIX COMYTCTBYHOLLMX 33601€BaHMA 11 Y NALNEHTOB NPeKNOHHOrO BO3pacTa.
PewynauBbl paka Koxu nocne neyeHna ANarHoCTUPOBaHbl y29 6obHbIx (8,5
%), B TOM Umcnie NoCe KpUoxupypruveckoro neuenus - y 21 (8,7 %) u nocne
Kpuo-nyyesoro —y 8 (8,2 %) naumenToB. llonHas perpeccus onyxonu nocne
Kpuo-niy4eBoro NeyeHns Hactynuna B 98 (96%) cnyuanx, 4 nauueHTa ¢ ya-
CTUYHOIA perpeccueil omyxonu Gbinu onepupoBaHbl. XopoLume 3cTeTuueckime 1
dyHKLVMOHaNbHble pe3ynbTaTbl 0TMeueHbl Y Bcex 60/bHbIX C pacpocTpaHeH-
HOCTbIO OMYX0NM, COOTBETCTBOBaBLUEN cumBoniam T, -T, v B GonblinkcTBe
1yyaes npy HoBo06pa3oBaHmAX T, 1 peuianBax paka Kox.
3akniouenue. Kprogectpykuua omyxonu W Kpuo-nyyesoe BO3AeiiCTBUE
ABNAIOTCA SOOEKTUBHBIMU MeTojaMy NeveHnA GOMbHBIX PakoM KOXM W
JOMKHbI IPUMEHATLCA COrMacHO MokasaHuAM. JIudbepeHLMpoBaHHbIil noa-
X04 K Bbl60Opy MeToAa NeveHna GOMbHbIX PakoM KXW B 3aBUCMMOCTH OT
pa3mepa onyXonu, NOKanu3aLuu, KAMHNYecKoii 1 Mophonornyeckoit Gopml
C CNONb30BaHMEM KPUOJECTPYKLMU U KPUO-Ny4eBoro MeToAa Mno3sonder
AOCTUraTb XOPOLUUX GYHKLIMOHANbHBIX, ICTETUYECKYX U OTAANEHHDIX Pe3y/b-
TaToB JIeYeHHA.
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K. Orlova, T Kondratieva, S. Subramanian

MERKEL CELL CARCINOMA: CLINICAL

AND PATHOLOGICAL ASPECTS

Clinical Oncology Research Institute,

N. N. Blokhin Russian Cancer Research Center, Moscow,
Russian Federation

Merkel cell carcinoma (MCC) is a relatively rare malignant neuroendocrine cu-
taneuous tumor that is characterized by an aggressive course with regional
nodal involvement, distant metastases and a high rate of recurrence. Prior to
1972, when MCC has been identified, it refers to “undifferentiated carcinoma
of the skin.” In 1972 Toker described five patients with unusual skin tumors
where histologically anastomosing trabeculae and cell nests in the dermis
dominated, so he used the term «trabecular carcinoma of the skin». The an-
nual incidence for MCC, based on the United States Surveillance, Epidemiology
and End Results (SEER) database, was 0.45 cases per 100.000 in 2002 (0.15
cases per 100.000 in 1986), with slightly more males affected (60%). Within
a 15-year period from 1986 to 2001 the age-adapted incidence of MCC rose
with a statistically significant annual increase of 8%. MCC usually presents as a
solitary asymptomatic homogeneal pink-red nodule with occasional ulcerated
satellites and multifocal dissemination on predominantly sun-exposed areas
of the body (head and neck, extremities). The most common primary site is
the head and neck (50%), followed by extremities (40%), trunk and genitals
(109). About 15% of patients present with regional nodal disease at the time
of initial presentation and about 50-70% will develop regional lymph node
involvement over the course of their disease. The most common metastatic
sites for MCC, in descending order, are the skin, lymph nodes, liver, lung, bone
and brain. Due to the relatively uncharacteristic features of MCC, the diagnosis
in most cases is first made on the basis of histopathology. Diagnosis by light
microscopy is often difficult because of the similarity in appearance to many
other poorly-differentiated small cell neoplasms. Some 66% of MCC are misdi-
agnosed using light microscopy alone. Gould described three cellular patterns
in a widely accepted classification of MCC: trabecular type — 10%, intermedi-
ate type — 80% and small-cell type — 10%. The trabecular type is rare and is
associated with a less aggressive clinical pictures than the other two patterns.
The small-cell type is associated with the most aggressive biologic behavior.
Due to the uncharacteristic histomorphological cellular features of MCCimmu-
nohistochemistry is required for definitive diagnosis. This is especially neces-
sary to differentiate histological differential diagnoses such as small-cell lung
cancer (SCLC), small B-cell lymphomas or anaplastic small-cell melanomas.
The most useful immunohistochemical markers are neuron-specific enolase
(NSE) and cytokeratin (CK) 20 both of which are positive in MCC, but negative
in melanoma and lymphoma. NSE may be positive in SCLC, but CK 20 is nega-
tive. $100 is negative in MCC, but it’s positive in melanoma. These tests are
combined with stains for leukocyte common antigen (LCA), thyroid transcrip-
tion factor 1 (TTF-1) and vimentine, which are usually negative. Furthermore,
the tumor cells of MCC display additional antigens with varying frequency and
intensity; these include, among others, chromogranin A, synaptophysin, (D56

as well as various neurofilaments and neuropeptides.
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K. B. Opnosa, T. T. KoHopameesa, C. Cy6pamaruan

PAK U3 KNETOK MEPKENA: KNTUHWKO-MOP®ONOIU-
YECKUE ACNEKTbI

HUW knunnyeckoli oHKonorun Poccuiickmii oHKonornyeckmin
HayuHblii LieHTp um. H. H. broxuna PAMH r. Mocksa

Pak u3 kneTok Mepkens 370 peiKo BCTpeuatLLasca 3M10KauecTBeHHan Heil-
PO3HJOKPUHHAA ONYXOMb KOXM, KOTOPadA XapakTepusyeTca arpeccuBHbIM
TeyeHueM, BbICOKIM MOTEHLMANOM MeTacTa3upoBaHNA 1 YaCTbIM MeCTHbIM
peumnansuposaHuem. [lo 1972 roga, Koraa pak u3 knetok Mepkena 6bin
WREHTUOULMPOBAH, €T0 OTHOCUM K «HeANddepPeHLMPOBAHHON KapunHome
koxu». B 1972 rogy Toker onvcan 5 nawmeHToB ¢ He06bIYHOI OMYXONbIO KOXM
11 Ha3Ban 3T0 «TpabeKynApHas KapLMHOMA KoXW», Tak Kak Mpy ructonornye-
CKOM UCCTIeR0BaHIM B KOXe Npeobnafant aHacTomo3upytoLume Tpabekynbl 1
MnacTbl U3 onyxonesbix knetok. 3abonesaemoctb PKM exerogHo ysennum-
Baetcs, B 2002 rofy oHa coctasuna 0.45 cnyyaes Ha 100.000 (0.15 cnyuaes
Ha 100.000 B 1986 rogy) c npeo6naganuem myxumH (okono 60%, no aHHbIM
SEER). B Teuenue 15-netHero nepuopa, 1986-2001, oTmeuaetca cratucTu-
YeCKi 3HaUUMOe eXerofiHoe yBenyeHue CTaHAaPTU30BAHHOrO No BO3pacTy
nokasarena 3a6onesaemocTu Ha 8%. 06bluHo PKM npeactasneH B Buge
€eMHNYHOTO, Ge360ne3HeHHOT0, OAHOPOAHOTD, HeU3bA3BNEHHOTO, KPacHo-
$uoneToBOro y3na, KOTOPbIiA YalLie pacronaraeTcA Ha NoABEpPMeHHbIX CONHLY
yuacTKax Koxiu (ronoBa u Lwes, KoHeyHocTw). MiHorAa MoseT 6bITb U3bA3BNe-
Hile, CaTeNNUTHbIE YYaCTKu Wu MynbTdOKanbHoe pacnpocTpaxeHue. Nloka-
nu3auma: okono 50% cnyuaes PKM Bctpeyatotca B 06nacT ronoBbl v Lwen,
40% - koHeuHocTi, 10% - TynoBMULLe 1 NON0BbIE OpraHbl. Ha MOMeHT nocra-
HOBKY AnarHo3a 15% naLveHToB UMeloT MeTacTa3bl B IUMQTUYeCKUX y3Max
ny 50-70% nawueHToB OHK peanu3yloTca B Gonee no3pHue cpoku. Haubonee
4acTo oTAaNeHHoe MeTacTa3upoBaHue MPOUCXOAMT, B MopAAke yObIBaHWA,
KOXy, numdaTnyeckue y3nbl, NeyeHb, Nerkue, KOCTH 11 roNoBHoil Mo3r. C
YUETOM OTCYTCTBUA XapaKTePHbIX KMMHUYeCKIX 0cobeHHocTeit Anarto3 PKM
B OOMbLUNHCTBE Cy4aeB CTaBUTCA Ha OCHOBAHIN MOPGONOTAYECKOTo MCCIe-
fAoBaHuA. [lnaroctuka PKM npu cBeToBoil Mukpockonun yacto 6biBaer 3a-
TPYAHUTENbHa 13-3a TOTO, YTO AApyrue HU3KoAU(depeHLpoBaHHbIe MenKo-
KNIETOYHble OMyXonu UMeloT npu3Hakm, cxoxime ¢ PKM. Ownbkn AuarHocTukm
PKM ¢ ncnonb3osaHuem TobKO (BETOBOI MUKPOCKOMUM COCTABASAIOT 0KOO
66%. Gould onucaHbl Tpu Moponornueckinx BapuaHTa, KoTopble LWNPOKO
ucnonb3ylotca B Mopdonoruyeckoit knaccudukauun PKM: TpabekynapHbiit
™n — 10%, npomexyToublii Tun — 80% 1 MenKokneTouHblit Tvn. Tpabeky-
NAHbIl TN BCTPEYAeTCA PefKo U (BA3aH C MeHee arpeccUBHBIM KNMHMYe-
CKIM TeyeHueM. MenKOKNeTouHbIN TN 0TAMYaETCA Hanbosee arpeccBHbIM
6uonornyeckum nosefieHnem. [InA OKOHUATENbHOIl MOCTAHOBKY AWArHo3a
PKM, Kak npaBuno, Heobxoaumo npoBe/ieH1e MMMYHOTUCTOXUMUYECKOTO 1C-
CnefoBaHuA. To no3BonAeT npoBecTy AuddepeHunanbHblit Auartos PKM
MENKOKNeToYHbIM pakom nekroro (MPJ1), B-kneTouoit numdomoil v ananna-
CTHYecKoii MenKoKNeTouHoil MenaHomoii. Haubonee yacto ncnonb3yembimu
UMMYHOTVICTOXMMIYECKIMU MapKepaMit ABNAITCA HelipoHcneLnduyeckan
eHonasa (HCE) n ywtokepatun (LIK) 20, sKkcnpeccua KoTopbix onpegenser-
ca B knetkax PKM, Ho otcyTcTByeT npu numdome n menanome. HCE moxet
onpepenatbea npu MPJ1, npu kotopom otcyTctayet LK 20. S100 otpuuatene
npu PKM, Ho nonoxwTeneH npu Menaxome. 31a MaHeNlb MMMyHOTUCTOXVIMM-
Yeckvx MapKepoB AOMONHAETCA 06LLMM NeilkoLuTapHbiM aHTureHom (OJ1A),
TUPOUAHLIM dakTopom Tpakckpunumy 1 (TTO-1) n BUMeHTMHOM, SKCnpeccna
KoTopbiX He xapakTepHa ana PKM. Kpome Toro, onyxonesble knetku PKM ¢
Pa3Hoil YacTOTON 1 MHTEHCUBHOCTBIO SKCNPECCUPYIOT IONONHUTESbHbIE aHTH-
reHbl, Takue KaK, XpomorpaHuH A, cunantodusn, (D56, a Takxe pasnunyHble
HeiipodunameHTbl 1 HeiiponenTiabl.
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