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Cnucok cokpameHuni

AJCC — AMepuKaHCKHU 00bETMHEHHBI KOMUTET IO PaKy

CTCAE — O0uue TepMHUHOJIOTHYECKUE KPUTEPUH HEOIAaronpusaTHBIX 3P GeKToB

ECOG — Bocrounast 00beJUHEHHAs TPYIIIa OHKOJIOTOB

MAPK - MuTOreH-aKTUBUPYEMBIN IPOTEMHKUHA3ZHBIN Y Th

RECIST — KpuTtepuu oTBeTa COIMAHBIX OIMYXOJIeH Ha TEPAITHIO

UICC — MexayHapoIHbIH CO103 10 O0ph0e C pakom

B/B — BHYTPUBEHHBII

BO3 — BcemupHas opranusanus 34paBoOOXpaHEHuUs

NIIK — uaruburtops! nporennkuHasbl (koa ATX-kmaccudukanun: LO1XE)

KT — xommnbroTepHas Tomorpadus

JI®K — neuebHast Gu3KynbTypa

MKA — monoxknoHanpHble anTutena (kog ATX-knaccudukanuu: LO1XC)

MKB-10 — Mexxaynapoanas kiaccuduxaius 6onesneit 10-ro nepecMoTpa

MPT — marHuTHO-pe30HaHCHAsE TOMOTpadus

[I3T/KT — mNO3UTPOHHO-3MUCCHOHHAsE TOMOrpadusi, COBMEIICHHAs C KOMIIBIOTEPHOMI
Tomorpadueit

POJI — pazoBas ouaroBas g03a

COJl — cymmapHast oyaroBast 103a

V3U — ynpTpa3ByKoBO€ UCCIIEIOBaHHE

** — )XKM3HEHHO HE0OXOMMbIC U BaKHEUIIINE JIEKAPCTBEHHBIE TTpenapaThl

# — mpemapaT, IPUMEHSIOIIUNCS HE B COOTBETCTBHH C TOKA3aHUSMHU K NMPHUMEHECHUIO W
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NPUMEHEHHUIO JIEKapCTBEHHOT 0 npemnapara (odd-neitdmn)



TepMuHBI U onpeaeJeHUs

BRAF — uenoBedeckuii TeH (IPOTOOHKOTEH), KOTOPBIM KOJIUPYET CEPUH-TPEOHWHOBYIO
nporennkuHasy B-Raf.

c-Kit — peuenTop dakropa pocra Ty4Hbix U cTBOJIOBBIX KieTok (SCFR) mmu GenkoBast
tuposunkuHasa Kit (CD117) — penentopHast THpo3MHKHHA3a, TPoXyKT rena KIT.

CTLA4 — aHTUreH HUTOTOKCHYECKUX T-TMMGOIUTOB 4-r0 THIIA, TAK)KE MU3BECTEH Kak
CD152. Bemonuser GyHKIUK perenTopa, JUTaHa0M CIIyKUT Mosiekyna B7.1 wnm B7.2.

MEK — BHyTpHKII€TOUHAs CUTHAJIbHAs MOJIEKYJIA, IPOTEMHKNHA3a, TAK)KE U3BECTHAs KaK
MAPK/ERK-kuna3a.

PD1 — peuenrtop nmporpaMMupyemoii cmepT 1.

Nurudurop CTLA4 — MOHOKIIOHAIBHOE AaHTHUTENO, OJOKHPYIOIIEe TOPMO3HBIE CUTHAIIBI
kackaga CTLAA4.

Baokarop PD1 — MoHOKIIOHAJIbHOE aHTUTENO, OJIOKHUPYIOIIEE B3aUMOACUCTBUE MEKIY
petieniropoM nporpammupyemoii cmeptu (PD-1) u ero nurangamu.

Bropoii 3Tan peabuiauranuu — peabuInTalus B CTAIUOHAPHBIX YCIOBUAX MEIUITMHCKUX
opranu3ainuii  (peaOUIMTAIMOHHBIX IEHTPOB, OTACJICHHN peadunuTanuu), B paHHUU
BOCCTAQHOBUTEIIGHBIA TEPUOJ TEUCHHS 3a00JeBaHUWs, MO3MHHNA PEeaOMIIMTAIIMOHHBIN IEePHOI,
NEPUOJT OCTATOYHBIX SIBICHUH TeUCHHUs 3a00IeBaHusI.

Nuuu3nonHas naH4-0Moncust — METO MOJIydeHUs: o0paslia TKaHeW KOXKM Ha BCIO €ro
TOJIIIMHY, NIPU 3TOM JIaTepaJibHbIe Kpasl pe3eKIIMU MOTYT COJEpKaTh 3JIEMEHThI OMyXOiH (MiIn
HeByca). BoblnmonHseTcs mpu NOMOIIM CHENHaIbHOW MaH4Y-UIJbl (quameTpoMm oT 1 10 5 Mm).
[IpumeHsieTcss B MCKITFOUMTENBHBIX CIyYasx, KOTJa SKCIU3UOHHAs OMOIICHS HE MOXXET OBITh
MPUMEHEHA.

IlepBblii 3Tan peaduiauTanmum — peadbunuTalMsl B TEPUOJ CHEIUAIU3HPOBAHHOTO
JICYSHHsI OCHOBHOTO 3a00JIeBaHUs (BKIIIOYAs] XUPYPrHUECKOE JICYCHNE/XUMUOTEPATHUIO/TYIEBYIO
TEPaIUIO) B OTJEIICHUSIX MEIUIIUTHCKIX OpPTaHU3aIMiA TI0 IPOQHITI0 OCHOBHOTO 3a00JI€BaHUSI.

IlnockocTHas (OpUTBeHHAs) pe3eKUsi HOBOOOPA30BAHUI KOXKHU — CIIOCO0 yAalIeHus
9K30(UTHBIX U TNIOCKMX HOBOOOPA30BaHHM KOXH B IMJIOCKOCTH KOXH IPH TOMOIIM OPUTBEHHOTO
JIe3BUS WM CKaJbBIENs. B ciydae mogo3peHnii Ha MeTaHOMY KOKH SIBIISIETCSI CyOONITUMATbHBIM
METOZIOM JHAarHOCTUKH, TaK Kak He TO3BOJSET TapaHTUPOBAHHO ONPEACITUTHh TOJIIUHY
HOBOOOPA30BaHUS U TEM CaMbIM MPABUIIBHO CTaAUPOBATh 3a00JI€BaHUE.

Ipenpeaduantauusa (prehabilitation) — peaOunurtammss ¢ MOMEHTa MOCTaHOBKH

JMarHo3a J0 Havaja JIedYeHUs! (XUPYprudyecKoro JeueHus/XUMHOTepanun/Iy4yeBoil Tepamnum).



Paguonornyeckasi OLeHKa OTBeTa HA JieYeHHe - OICHKAa OTBETa Ha JIEUCHUE C
UCIIOJIb30BAaHUEM PE3YJIbTATOB PAIUOIIOTUYECKUX HCCIICIOBaHUH (KOMITBIOTEPHOU ToMorpaduu,
MarHUTHO-PE30HAHCHOU Tomorpaduu, MO3UTPOHHO-IMHUCCUOHHON tomorpaduu,
peHTreHorpaguu 1 T.11.) B CPaBHEHHH C pe3yJbTaTaMU paHee MPOBEACHHBIX PaTUOIOTHYECKUX
MCCJIETIOBAaHUM B COOTBETCTBHU C OJHON UM HECKOJIBKUMHU CUCTEMaMH OIICHKU OTBETa (TaKUMHU
kak RECIST unmu BO3)

Pe3ekTale/ibHAsE MeJIaHOMA KOKH H/WIN pe3eKTadeIbHble MeTACTa3bl MeEJIAHOMBI
KOKH — MEJaHOMa KOXXM MM €€ MeTacTa3bl (Kak IpaBWiIO, METacTa3bl B PETHOHAPHBIC
auMbaTHUECKUE y37Ibl), KOTOPbIE MOTYT OBITh MOABEPTHYTHl PAJAUKAIBHOMY XUPYPTrUYECKOMY
ynanennto R0O. Ha omeHky pe3ekTabenbHOCTH MOTYT BIUSATh Takue (PakTopbl, Kak 00beM
(KOJTMYIECTBO M Pa3MepPhbl) METACTATHYECKOTO MOPAKEHUS TIMM(DATUICCKUX Y3JI0B, COOTHOIICHHE C
MarucTpalbHBIMU COCYJIaMH, HaJIMYKME CATEITUTOB U TPAH3UTHBIX METACTa30B, TUM(paHTOUTA U
np. OueHka pe3eKkTa0eNbHOCTH Ipollecca BechMa CYOBEKTHBHA U MOXET BapbUpOBATh OT
VUPESXKIICHUS K YIPSIKISHUIO U OT XUPYpra K XUpypry.

Tpernii 3Tan peadbuauTanuu — peadbmiMTanus B paHHUHN U MO3IHUNA peaObuINTalliOHHBIHI
NEepUOAbl, MEPHOJ]] OCTATOYHBIX SIBJICHHI TeueHus 3a00JeBaHUS B OTIENECHUAX (KaOWHeTax)
peabunutanuu, ¢GuzMOTepanuu, JedeOHONW (UKYIbTYphl, pedrekcoTepanuu, MaHyalbHOU
Tepanuu, TICUXOTEPAlY, MEJAWIIMHCKOW TICUXOJIOTHH, KaOwHerax Joromena (yduTelis-
neeKToJIOTa), OKA3BIBAIONINX MEIUIMHCKYIO ITOMOIL B aMOYJIaTOPHBIX YCJIOBHSIX, THEBHBIX
CTaIlOHapax, a TakKe BBIE3AHBIMU OpUTaJaMu Ha oMY (B TOM YHCJIE B YCIOBHSIX CAHATOPHO-
KYPOPTHBIX OpraHU3aIuil).

IKCUM3NOHHAS OUOTICHSI HOBOOOPA30BAHMS KOMKH — METO/T TIOJIYYSHHS 00pa3iia TKaHeu
KOXH, IPU KOTOPOM HOBOOOPA30BaHME YJANISIETCA TOTAIbHO (LEIUKOM) ¢ HebonbmuM (1-3 mMm)
3aXBaTOM TMPUIIEKAIUX 3A0pPOBBIX TKaHeil. Takol cmoco0 momydeHuss MOpP(OIOrHIecKOro
MaTepuaia SBISETCS MPEANOUYTUTENbHBIM MPU OJO3PEHUN HA METAHOMY KOXKH.

ONUJIIOMHHECHEHTHAsT MHKPOCKONHS (IepMaTOCKONMS) — HEWHBAa3WBHAS TEXHHKA
UCCIICIOBaHMsI KOKH MPH TOMOIIU JEPMATOCKOINa, KOTOPBIA OOBIYHO COCTOMUT M3 Jymbl (x10),
HEMOJISIPU30BAaHHOTO HWCTOYHUKA CBETa, IMPO3PAaYHON IUTACTUHBI U KHUJIKOW CpPEObl MEXIy
WHCTPYMEHTOM M Kokeil. CoBpeMeHHBIE IepMaTOCKOIbI MOTYT pa0oTaTh C UCIHOIb30BAaHHUEM
KHUJIKOW CpeJbl WM BMECTO 3TOTO NMPUMEHSIOT TOJISPU30BAHHBIN CBET, YTOOBI KOMIICHCHPOBATH
OTPaXCHHSI TIOBEPXHOCTH Koxku. Korma momydaemple H300paKEHUS WM BHJICOKIIHITHI
3aMHUCHIBAIOTCA MO0 00pabaThiBalOTCS ITUGPOBBEIM CIIOCOOOM, MPUOOP MOKHO HA3BIBATh

I_II/I(I)pOBBIM SMUITFOMHUHCCIICHTHBIM ACPMATOCKOIIOM.



1. Kparkas nndopManus no 3a00/1eBaHUI0 WIH COCTOSIHNUIO (TpyIe

3a00J1eBaAaHUI MJIH COCTOSIHUA)

1.1. Omnpenenenne 3a00/1eBaHUsl WJIM COCTOSIHUSI (rpynnbl 3a00JIeBaHUl WJIHN
COCTOSTHM i)

Menanoma KOXH — 3JI0KAYECTBEHHAsI OIYX0JIb HEUPOIKTOAECPMAIIBLHOTIO MPOUCXOKACHUS,
UCXOJSIIAsi W3 MEJaHONUTOB (MMMIMEHTHBIX KJIETOK) KOokU [1]. B HEKOTOpBIX Ciydasx MpH
HaJUYUU OTJAJICHHBIX METACTa30B MEPBUYHBIN OUYar Ha KOXe (MJIU B IPYTUX OPraHax) HE MOXKET
OBITH OOHAPYKEH (HAIIPUMEp, BCIEACTBHE TaK Ha3bIBAEMOW CIIOHTAHHON PErpecCUy TIePBUYHOM
OIMYXOJIU WJIU YJIaJICHUsl oYara BO BpeMsl MEAUIIMHCKON UM KOCMETOJIOTMYECKOW MaHUITY IS ILUN
06e3 MOp(OJOTHYECKOT0 HUCCIEOBAHMS) — TaKyl OOJIe3Hb ClelyeT Has3blBaTh METacTa3aMu
MeJIaHOMBI 0€3 BBISBJICHHOTO MEpBUYHOr0 ovara. C y4eToM TOro, 4TO MEJAHOIUTHI B HOPME
MIPEJICTABJICHBI B PA3IMYHBIX OpPTraHax (BKJIIOYAs CIIM3UCTHIC 00OJOUKH JKETYJ0YHO-KUIIIEYHOTO
TpaKTa, MOJIOBBIX IyTEH, MO3roBble O0OJOYKH, COCYIUCTYIO 000JIOYKy Tiaza u ap.) [2],
MepBUYHAS OIYyXO0Jb (MEIaHOMA) MOKET BO3HUKHYTH B JJIOOOM U3 3TUX OpraHoB. B aTom ciydae
OIYXOJIb CJEAYET Ha3blBaThb MEJAHOMOW COOTBETCTBYIOLIEIO OpraHa, HalpUMeEp, MEIaHOMOU

CIIM3UCTON 000JIOUKH IO/IB3/IOUTHOM KUIIKK HJIM MEJIAHOMOM COCYIUCTOM 000I0YKH Ii1a3a.

1.2. DTHonorNsa M maroreHes 3a0o/1eBaHusl WJIM COCTOSHHA (rpynnsl 3a00/1eBaHUH
HJIH COCTOSIHUI)

He cymectByeT equHOTO 3THOIOTHYECKOTO (hakTopa A pa3BUTHUs MeTaHOMBI. CaMbIM
3HAUYMMBbIM (PAKTOPOM pHCKa CHOpPaJAWYECKUX (HEHACIIECTBEHHBIX) (POPM METaHOMBI KOXKHU
clleflyeT CUMTaTh BO3JEHCTBUE Ha KOXKY yJIbTpadHOIETOBOIO U3IydyeHHUs Tuna B (anrHa BOJIHBI
290-320 um) u tuna A (mmHa BoiHBI 320-400 HM). Ilpu 5TOM YyBCTBUTENBHOCTH KOXH K
yIBTPAPHUOIETOBOMY BO3ACHCTBUIO pa3IMYACTCA Y JIIOJEH U MOXKET ObITh KilacCu(UIIMPOBaHA HA
6 TumnoB, te 1-i U 2-i OTIMYAIOTCS HAUOOJBIIEH YYBCTBUTEIBHOCTHIO (M, COOTBETCTBEHHO,
BEPOSITHOCTHIO BOSHUKHOBCHHSI COJTHEUHOTO OKOTa), a 5-il u 6-if — Haumenbieit [3]. dpyrumu
(akTOopaMu pucKa Takke CUUTaroT Ham4ue Oosee 10 qucacTUYeCKUX HEBYCOB, HAIM4Ke Oolee
100 OOBIYHBIX MPHOOPETEHHBIX HEBYCOB, PbDKHE BOJOCHI (Kak MpaBuio, compsbkeHo c |
(GOTOTUNIOM KOHM), UHTEHCUBHOE NEPUOJAMYECKU IOBTOPSIOLIEECS BO3JEHCTBHE COIHEYHOTO
yiapTpaduonera (CONHEUHBIE OXOrW) B JaeTcTBe [4-6]. DnuaeMHONOrHYecKHe JaHHBIC
MOKa3bIBAIOT, YTO PHCK MEJIAHOMBI, CBSI3aHHBIH C YJIbTPaHOIETOBHIM OOJyY€HHEM, CaMbIi
BBICOKHH y JIIO/IeN C TPEPBIBUCTHIM BO3/IEHCTBUEM COJHIIA M COJIHEYHBIMU 0KOT'aMU B JIETCTBE
[7]. Takxe cnenyer oTMeTHTh Takue (HAKTOPhI PUCKA, KAK HATMYUE MMIAHTCKOTO MM KPYITHOTO

BPOXKICHHOTO HeBYyca (IUiomaapio 6onee 5 % miomnaay moBepXHOCTH Tea), CEMEHHBIN aHaMHE3
8



MEJIAaHOMBI KOXKH, JIMYHBIA aHaMHEe3 MEJaHOMbl KOKH, CHHIPOM JUCILUIACTUYECKHX HEBYCOB,
ucnonp3zoBanue PUVA-Tepanuu (1o moBoay Incopuasa M JPYyruX XPOHHYECKHUX JE€pPMaTo30B),
OUTMEHTHAsE KCepoJiepMa, BPOXKACHHBIA WM NpUOOpPETeHHBIH MMMYHOIE(PUIHUT (HAIpUMep,
10CJI€ TPAHCIUIAHTAILMM OPraHOB WIM APYTuX 3a00J€BaHMAX, CBS3aHHBIX C HEOOXOIUMOCTBIO
IPUHUMATh HMMYyHHOCYIpeccopbl) [8]. dakTopsl prcka MeETaHOMBI JAPYTUX JIOKATH3aLHid
(HarpuMep, MEJTaHOMBI CIIM3UCTHIX 000JI0YEK, MEJTAaHOMBI aKpaIbHBIX JIOKAINU3ALHUM, yBEATbHOU
MeJIaHOMBI) H3y4eHbI HegocTarouHo [9-12].

HekoTopsle MexaHN3MbI KaHIIEpOreHe3a IpH MeJaHoMe ObUTM M3Y4eHBI iN Vitro u in Vivo:
CHOCOOHOCTh YIbTPa(pHOIETOBOIO U3IYUEHUS UHyLIUPOBATh U CTUMYJIMPOBATH POCT MEIAHOMBI
TaKKe ObUIa MMOKa3aHa HA HECKOJBKHUX MOJENSX >KMBOTHBIX. YIIBTPa(QHOIETOBOE H3IIyUEHUE
MOJKET COCOOCTBOBATh MEIAaHOMAreHe3y 4epe3 pasiuuHble MyTH. MyTauuu, XapakTepHble JUIs
yIbTpaduoseToBOro 00aydeHuss (OCOOEHHO MyTallUMu, WHAYLUPOBAHHBIE YJIbTPa(UOIETOBBIM
u3gydeHueM Tuna B), BcrpewaroTcs B TeHaxX, Yy4YacTBYIOUIMX B Pa3BUTUM MEJIaHOMBI.
VYnpTpaduoneroBoe M3My4eHHE HHAKTUBHPYET Oelok-cympeccop omyxoned pl6INK4A, tem
CaMbIM CIIOCOOCTBYSI IPOrPECCUPOBAHUIO METTAHOMBI. Y IbTPa(HOIETOBOE U3ITyIEHUE YMEHBIIIACT
skcnpeccuto E- u P-xaareprna kak Ha HOpMaJIbHBIX, TaK U HA 3JI0KAUECTBEHHBIX MEIAHOLMUTAX,
HOBBIINIAS Iepe/layy CUTHAJIOB B-kaTeHMHa, 4TO CIOCOOCTBYET MOSBJICHHUIO 3J10KaY€CTBEHHOI'O
(eHOTHIIa y MEJaHOLUTOB, a TAKXKE HapylIaeT KJIETOYHYIO aJre3Ho, 4To, B CBOIO O4YEpelb,
MO3BOJIIET KJIETKaM MEJIAHOMBl OTCOEAUHSTHCS OT COCEJHUX KEpaTHHOLIMTOB, TEM CaMbIM

CrIocoOCTBYsI HHBAa3UBHOMY (eHoTHITY [7].

1.3. Dnuaemmuosiorusi 3a00JieBaHMs WJIHM COCTOSAHHA (rpynnbl 3200JeBaHUI WJIH
COCTOSTHM )

B 2018 r. B Poccuiickoii denepariun MenaHoMon koxu 3adoneno 11258 genosek [13]. B
2017 r. rpyOsIit mokazaTens 3aboneBaeMoctu (00a mona) coctaBmia 7,6 Ha 100 000 HaceneHwus,
crangaptu3oBanHblii — 4,67 Ha 100 000 nHacenenust (4,93 m 4,51 y KEHUIMH M MY>XYMH
COOTBETCTBEHHO). B cTpykType 3aboseBacMocTH Memanoma Koku B 2016 r. cocraBuma 1,5 % y
MY>K4uiH 4 2 % y xeHimuH. CpeiHeroJoBoi TeMn npupocta 3adoneBaemoctu 3a 10 jeT coctaBui
3,74 % y myxuuH u 3,04 % y xenumH. CpeaHuil Bo3pacT 3a00JI€BIIMX OKa3ajcs paBHbIM 61,6
roj (oba momna), 61,3 roxga (Myxuunsl), 61,8 rona (keHmuHbI). KyMyIsSTUBHBIN pUCK pa3BUTHA
MenanoMbl koxku (mepuos 2007—-2017 rr., Bo3pact 0—74 roxa) cocrasuia 0,55 %[13, 14].

B 2017 r. ot Mmenanombl kKoxxu B Poccun ymepiio 1757 mysxxuna u 1956 xeHuwH, rpyObiid
noKasarenb cMepTHOCTH (00a mona) — 2,53 va 100 000 Hacenenus, crangapTu3oBaHHbIi — 1,48 Ha

100 000 nacenenus (1,28 y sxennms u 1,81 y myxumn)[13].



Cpennuii Bo3pact ymepmux — 64,3 roma (o6a moina), 63,0 roma (Mmyxuunsi), 65,6 roga
(xenmmabl). B 2017 1. 6UT0 3aperucTpUpOBaHO 25 CIy4YacB MEJIaHOMBI y IMAIIMEHTOB B BO3pacTe
1o 20 net[13].

B 2017 r. 6b110 3aperucTpupoBaHoO CISAYIOIIEE pacupeeieHUe 3a00EBITNX 110 CTAIUSIM:
cragusa I — 35,7 %, cramgus 11 — 43,5 %, cragusg III — 10,5 %, cramus IV — 8,6 %, cragus He
ycranoBieHa y 1,6 %. Cpenu BrepBbie 3a00J€EBIINX aKTUBHO 3a00JeBaHue BhisiBIeHO ¥ 31,8 %.
JleranpHOCTB Ha 1-M roay cocrasuia 10,6 %[13].

ITox mabmromenuem Ha kouer, 2017 r. coctosim 94 153 marmenrta (64,1 ma 100 000
HaceJeHus), U3 HUX S5 jer u Oonee Habmomanuch 55 758 mammentoB (59,2 %). HUuaekc
HAKOILJICHHUSI KOHTHHIeHTOB coctaBmi 9,2 (B cpaBHenuu ¢ 9,1 B 2014 1.), a neranbHOCTh — 3,7 %
(B cpaBHenuu ¢ 4,3 % B 2011 r.). IIpu 3TOM, COrTaCHO UMEIOIIUMCS OTYETHBIM (popmam, B 2017
r. 87,3 % manueHToB METaHOMOM KOXH (CpeAu TeX, KTO MOJUIekKal PaguKaIbHOMY JICYEHHUIO)
MOJyYUJIN TOJBKO XMpypruueckoe jeueHue, a 12,7 % — koMOMHHPOBAHHOE MU KOMIUIEKCHOE

(kpoMme xuMHuoOIy4eBoro)[14].

1.4. OcoGenHOCTH KOAUPOBaHUS 3200/1eBAHUS MJIH COCTOSTHUA (TPYNIbI 3200/1eBaHUI
WIH COCTOSIHMI) mo MeKIyHaApOAHOH CTATHCTHYeCKON Kiaaccupukanuu Oojie3Hell u
1npodJieM, CBA3aHHBIX €O 310POBbEM
[To MexayHapogHOM cTaTUCTHUECKOH Kiaccudukauu 0osie3Hel U mpodieM, CBA3aHHbIX
co 310poBbeM (aainee - MKB-10) Takue onmyxosu KiacCUUIUPYIOTCS B COOTBETCTBUU C OPTaHOM
HNEPBUYHOTO MPOMCXOXKIEHUS, HAIpUMEp, MeJIaHOMa MOJB3OLIHON KUIIKH OyJIeT MMETh KOJ
C17.2, menanoma cocyauctoit odomnouku riaza — C69.3, menanoma koxu — C43.
310kavecTBeHHas1 MejaHoMa koxu (C43, C51, C60.9, C63.2) [15]:
e (43.0 3nmokayecTBEHHas MeJIaHOMa I'yObl;
e (43.1 3nokavyecTBEHHas MeJIaHOMA BEKa, BKIIOYas CHaiKy BeK;
e (43.2 3mokavyecTBEHHAs: MEIAHOMA yXa U Hapy»KHOT'O CIIyXOBOIO ITPOXO/a;
e (43.3 3nmokayecTBEHHAs: MEIAaHOMA JIPYTUX U HEYyTOYHEHHBIX YacTe! JINIIA;
e (43.4 3nokayecTBEHHAs: MEJIaHOMA BOJIOCHCTOM YacTH T'OJIOBBI U LIIEH;
e (43.5 3n0kayecTBeHHAsi MeJITaHOMA TYJIOBUIIA (BKJIIOYAst KOXKY MepuaHaIbHON
00J1acTH, aHyca U TIOrPaHUYHON 30HBI, TPYIHOM JKEJIe3bl);
e (43.6 3n0kayecTBEHHas] MeJlaHOMAa BEpXHEHl KOHEYHOCTH, BKIIOYas 00JacTb
IIJIEYEBOTO CYCTaBa;
e (43.7 3mokauecTBEHHas MeJIaHOMAa HIKHEH KOHEYHOCTH, BKIIIOYasi 00JIacTh

Ta300eIPeHHOr0 CyCTaBa;
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C43.8 3nokauecTBeHHas MeJlaHOMAa KOKM, BBIXOJSINAs 3a MpPEAesibl OJJHOU U
0oJ1ee BhIIICYKAa3aHHBIX JIOKAIU3AIIHH;

(C43.9 3n0kauecTBeHHas: MeJlaHOMa KOKU HEYTOUHEHHAs;

C51 3nokayecTBEHHOE HOBOOOPA30BaHUE BYJIbBHI,

C60.9 3nokadecTBeHHbIE HOBOOOpA30BaHMS IOJIOBOTO WICHA HEYTOUYHEHHOU
JIOKAJIU3allHH;

C63.2 3nokadecTBeHHbIE HOBOOOPA30BaHUS MOIIIOHKH.

C69.0 3nokadyecTBEeHHOE HOBOOOpa30BaHUE KOHBIOHKTHUBBI

MertacTa3bl MeJIaHOMBI 0€3 BLISBJIEHHOI0 MEPBUYIHOI0 o4ara:

C77.0-C77.9 Bropuunoe " HEYTOYHEHHOE 37I0Ka4€CTBEHHOE
HOBOOOpa3zoBaHue TUM(PATUUECKUX Y3IIOB (0/11 C1y4Uaes Gnepavle 8blsi81eHHbIX
Memacmazo8 MenaHoMvl 8 JaumM@amudeckue Y3ivl 0e3  6blA61eHHO2O
nepeutHo20 04aza);

C78 BropuuHOe 3710Ka4eCTBEHHOE HOBOOOpA30BaHWE OPraHOB JbIXaHUS U
MUIIEBAPEHUS;

C79 BropuuHo€ 310Ka4€CTBEHHOE HOBOOOpPA30BaHUE JIPYTUX JOKAINU3ALINNL;

MenaHoMa CJAM3HCTHIX 000J104YEK:

C00-C14 3nokavecTBeHHbIE HOBOOOPa30BaHUs TyObI, IOJOCTH PTA U TIOTKH;
C15-C26 3nokauecTBEeHHbIE HOBOOOPA30BaHUsI OPraHOB MUIIIEBAPEHUS;
C30-C32: 3nokauecTBeHHOE HOBOOOPA30BaHME MOJIOCTU HOCA U CPETHETO yXa,
3n0KauecTBEHHOE HOBOOOpPa30BaHHE MPUIATOUHBIX Ma3yX, 37I0KAYECTBEHHOE
HOBOOOpa3oBaHUE TOPTaHU

C51-C53 3nokauecTBeHHbIE HOBOOOPA30BaHUS )KEHCKHUX MOJIOBBIX OPTaHOB,;
C60.9 3nokayecTBeHHbIE HOBOOOpA30BaHUS IOJIOBOTO YJ€HA HEYTOYHEHHOU

JIOKaJIU3allHH,

Mesianoma in situ:

D03.0 Menanoma in sSitu ryosr;

D03.1 Menanoma in Situ Beka, BKITFO4asi CIaiiky BeK

D03.2 Menanoma in SitU yxa 1 HApy»KHOT'O CJIYXOBOTO MPOX0/Ia;
D03.3 Menanoma in Situ qpyrux ¥ HEyTOYHEHHBIX YacTeil JuIa;
D03.4 Menanoma in Situ BOIOCHCTOM YacTH TOJIOBEI U LIEH;

D03.5 MenanomMa in situ TysioBuIIa,;

11



e D03.6 Memnanoma in Situ BepxHeil KOHEUHOCTH, BKJIFOYast 00J1aCTh IJICUYEBOTO
nosica,

e D03.7 Menanoma in Situ HIKHEH KOHEYHOCTH, BKIIIOYAs Ta300€APECHHYIO
00/1aCTh;

e DO03.8 Menanoma in Situ Apyrux JOKaIU3aIMii;

e D03.9 Menanoma in Situ HEYTOYHEHHO# JTOKATH3ALIHH.

1.5. Knaccupuxkanusi 3a00/1eBaHusl MM COCTOSIHUSA (Tpynnbl 3a00/ieBaHUN MJIM

COCTOSTHM i)

1.5.1. MexayHapoaHasi THCTOJIOrHYecKasi KJaaccupukamus
MeskayHapoaHasi THCTOJIOrHYecKast KiaaccHPuKamusi MeJAHOUMMTAPHBIX OIyXoJiei
Kkoxu [16]:

MeHaHOIII/ITapHI)IG OIYXOJIM KOXH, BIU30ANYCCKHU HOI[BGpFﬁIOHICfIC?I COJIHCUHOMY

BO3/ICHCTBHIO!
® MEJaHOMa Ha KOXE C HHU3KUM KyMYJISATHBHBIM 8743/3
COJIHEYHBIM HOBPEXICHHEM (TTOBEPXHOCTHO-

pacnpoCTpaHsIOIIasICS METaHOMA):
— MOpoCTOe  JIGHTUTO W JICHTHUTHHO3HBIA  8742/0 (HOBBIiA KOIT)

MEJIaHOIIUTAPHBIA HEBYC

— TOTpaHUYHBIN HEBYC 8740/0
—  CIIO)KHBIW HEBYC 8760/0
— JiepMallbHBIN HEBYC 8750/0
— JIMCTUTaCTHYECKUI HEBYC 8727/0
— MATHHCTHIN HeByc (Nevus spilus) 8720/0

— HCBYC 0COOBIX JIOKaJIM3alui (MOJ'IO‘IHOI\/’I KCEJIC3hI, MMOAMBIIIEYHOM

06J'IaCTI/I, BOJIOCHCTOM YaCTH T'OJIOBBI U yxa):

O TaJo-HeBYC 8723/0
o HeByc MeiiepcoHa 8720/0
—  pEeuuIUBHPYIOUIUI HEBYC
— TIyOOKONEHETPUPYIOLIN HEBYC 8720/0
— TUICMEHTUPOBAHHAas AIUTEINOIHAS 8780/1 (HOBBIH
MEJIAaHOIIMTOMA KOJI)
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— KOMOWHHMPOBaHHBIN HEBYC, BKJTFOYAs 8720/0
HEeByC/MenaHouuToMy ¢ nHakTuBanueit BAP1

MenaHonuTapHble OIIyXOJIM, BO3ZHUKAIOLIME HA KOXE, IOABEPracMoN XpOHUYECKOH

WUHCOJISIINY:
e MeJaHOMa I10 TUITY 3JI0Ka4€CTBEHHOTO JICHTHTO 8742/3
® JIECMOIUIACTHYECKAs MEJIaHOMa 8745/3

CruIonIHbIE OITYXOJIN

e 3j0KavyecTBeHHas onyXxoib Cruti (CuTi-MeranoMa) 8770/3

e CHnuTI-HEBYC 8770/0

® IMIMEHTHPOBAaHHbII BEPETEHOKIETOYHbII HEBYC (HEBYC 8770/0
Puna)

MenaHoIuTapHbIE OMYXOJIH, BO3HUKAIOIINE Ha KOXKE aKpaIbHOH JIOKATU3aI1H
e aKkpajbHas MeJIaHOMa 8744/3
® aKpaJbHBINA HEBYC 8744/0 (HoBbII
KOJI)
MenaHouuTapHbIe OIMyXOJIU T€HUTAIHNA U CIIM3UCTBIX 000JI0YCK:
® MEIAHOMBI CIIM3UCTBIX 000JI04eK (TCHUTAINH, MTOJIOCTh 8720/3

pTa, Mazyxu Hoca):

— JIGHTHTO-MEJIaHOMa CITU3UCTBIX 000JI0UeK 8746/3
— y3JI0Bas MeJIaHOMa CIIM3UCTHIX 000I0YeK 8721/3
® TEHUTAJIbHBIN HEBYC 8720/0

MeHaHOHI/ITaprIe OITYXOJIH, ITPOUCXOOAIINC U3 FOJ'IY6OFO HEBYyCa.

e MeJIaHOMa M3 rojy0oro HeByca 8780/3
e rouy0oii HeByC, 0€3 TOMOJHUTENIBHOIO YTOYHEHHUS 8780/0
® KJIETOYHBIH rosy0oii HEByC 8790/0

® MOHI'OJIBCKOE MSATHO
e Hesyc Uto
e Heyc Ora

MeHaHOHI/IanHI)Ie OITYXOJIM U3 BPOXXACHHBIX HCBYCOB:

e MeJaHOMa W3 THTaHTCKOTO BPOXKICHHOTO 8761/3
HEByca
® BPOXJICHHBIN MEJIaHOIUTAPHBIN HEBYC 8761/0
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e nposndepaTUBHBIC Y3EIKH BO BPOXKICHHOM
HEeBycCe
MenanonuTapHble OIIyX0JIH TJa3a:
e yBeaJbHas MEJIAaHOMA
AIUTEINOIHOKIETOYHAs METaHOMa
BEPETEHOKJICTOYHAs MeJlaHOMa, TUI A
BEPETEHOKJIETOYHAsI MeJlaHOMa, THM B

® MCJIaHOMAa KOHBIOHKTHBBI

e MeJIaHOMa, oe3 JIOTIOJTHUTEIIEHOTO
YTOUHEHHUS

® KOHBIOHKTHBAJIbHBIN MEPBAYHBIN
pUOOpETEHHBII MEJIaHO3 c

aTunuel/Menanoma in situ
e KOHBIOHKTHBAJIbHBINA HEBYC
V310Bast, HEBOUAHAS U METACTATUYECKAs MEJIAHOMA!
e y3II0Bas MeJaHOMa
e HEBOMIHASA MEJIAaHOMA

® MCETaCTaTHn4dCcCKasad MCJIaHOMaA

1.5.2. CragupoBanue

CragupoBanue MeJaHOMbI Koxku mo kiaaccupuxamuu TNM AJCC/UICC 8-ro

8762/1

8771/3

877313

877413

8720/3

8720/2

8720/0

8721/3
8720/3
8720/6

nepecmotpa (2017 r.) [17, 18]. [dns npoueaypsl CTaAUPOBAHUS MEIAHOMBI FHCTOJOTHYECKOES

MOATBCPIKACHUC 00s13aTeNbHO. OI_IeHKy COCTOAHUA J'II/IMCI)aTI/I‘leCKI/IX Y3JIOB IAJid YCTAHOBJICHUA

CTaU BBIIIOJHAKOT IIPU IMOMOIINH KIMHUYICCKOTO OCMOTpPA, MHCTPYMCHTAJIbHBIX HCCIIEAOBAHUM U

IpOIEeypbl OMOIICUH CTOPOKEBOTO TUM(PATUYECKOrO y3IIa.

Kpurepuii T orpakaer pacnpocTpaHeHHOCTb IepBUYHOI omyxouu. Kinaccugukanus

no kpurepuro T BO3MOXKHA TOJNBKO NOCTIE YIAJCHUS TEPBHYHOM ONYX0JH M ee

TUCTOJIOTHYECKOro uccaeaoBanus (TadJ. 1).

Tab6auna 1. Kputepuii T (nmepBuuHas omyxoJb)

Kpurepnii T ToJumuHa onyxoJm mo N3bs3BaeHne NepBUYHOM
bpecioy OIYXO0JIH
TX: TonmurHa NEPBUYHON
OITyXOJIU HE MOXKET OBITh
Henpumennmo Henpumenumo

ornpezeneHa (Harpumep, npu
yJIaJICHUHU OIyXOJH
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KIOpeTa)keM, OpUTBEHHOM
OHMOICUU WM YaCTUYHOU
perpeccuu MeJ1laHOMBI)
TO: HeT nmpuU3HAKOB
IIEPBUYHOM OITyXOJIU
(Harpumep, HE BBISBIICH Henpumenumo Henpumennmo
NEPBUYHBIN 04ar Win NoJHas
perpeccusi MeJIaHOMBI)

Tis: menanoma in situ
(YpOBEeHb MHBA3HHU I10
Kinapky ) (atunnueckas
MeJaHOLUTapHast

Henpumenumo Henpumennmo
TUTEPIIIa3us, TshKemas
MeJIaHOIMTapHAs TUCILIA3HS,
HEMHBAa3UBHAs
3JI0KaYECTBEHHAsI OITyXO0JIb)
HewuspectHo WIn HE
T1 <1,0 mm
OTIpEICIICHO
Tla <0,8 MM be3 u3bsa3BieHus
<0,8 MM C u3bsA3BIICHUEM
T1b C 5
W3BS3BIICHUEM MIIM  0¢3
0,8-1,0 mm
HEro
HewusBectHo 15030 HE
T2 >1,0 m <2,0 MM
OTIpeIeNICHO
T2a >1,0 < 2,0 MM be3 u3ba3BieHus
T2b >1,0 u <2,0 Mmm C u3bA3BICHHEM
HewuspectHo WIn HE
T3 >2.0u<4,0 Mm
OTIpeICIICHO
T3a >2.0 1 <4,0 MM be3 uzbsa3BneHus
T3b >2.0 u <4,0 MM C u3bsA3BIICHUEM
HewnspectHo 15030 HE
T4 >4,0 MM
OTIpeIeNIEHO
T4a >4,0 MM be3 uzba3BieHus
T4b >4,0 MM C U3BA3BIICHHEM

Kputepnii N yka3piBaeT Ha HaJlMuMe UM OTCYTCTBHE METACTA30B B PerHOHAPHBIX

JumdaTndeckux ysJuaax (Tad.u. 2).
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Jlns onyxoJiel, pacro0KEeHHBIX MPEUMYIIECTBEHHO Ha OHOI CTOpOHE Tena (JIEBOM Wiu
IPaBoii), peruOHAPHBIMU TUMPATUYECKIMHU y3JIaMH CJIeIyeT CUNTATh:
® T0JIOBA, LIES: UIICUJIATEPAJIbHBIE OKOJIOYIIHBIE, MOMYENIIOCTHBIE, IIEHHbIE U
HAIKJIFOYMYHBIC JIUM(ATHUECKUE Y3IIbI;
e TIpyJHas CTEHKa: UIICUJIATEePATIbHbIE TOAMBIIICYHbIE TUM(ATHUECKUE Y3IIbl;
® BEpXHAS KOHEYHOCTb: WIICUJIATEPAJIbHBIE JIOKTEBBIE U  IOJMBIIICYHbIE
nuMdaTudeckue y3isl;
® OKHMBOT, MOSICHULIA M ATOIMIIBI: UIICHJIATEpAbHbIE MaxOBbIE TUMQaTUYECKHE
Y3JIBI;
® HIKHSS KOHEYHOCTb: HICHJATepalibHbleé IOJKOJIEHHBIE M  I1aXOBbIE
AMMPATHUYECKHUE Y3IIbL;
e Kpail aHyca M KOXa IepUaHaJIbHOM 00JacTU: HIICHIIATepalibHAasi IaXOBbIE
AUM(PATHUECKUE Y3IIbL.
B ciydae pacrionoxeHus OIyXoJi B IOIPaHUYHBIX 30HaX JIMMGpaTUYECKHE y3ibl ¢ 00enX

CTOPOH MOT'YT CHUTATBCA PECrUOHAPHBIMHU.

Ta6auna 2. Kpurepuii N (mopakeHre perHOHAPHBIX JIMM(PATHUECKUX Y3II0B)

Kpurepnii N Kosan4yecTBo nopaxeHHbIX TpausurtHsie,
(cooTBeTCcTBYET JUM(PATHYECKHUX Y3J10B caTeJlJIMTHbIE WJIH
pN) MHKPOCATEJIUTHBIE
MeTacCTa3bl
1
Nx Pernonapusie num¢arudeckue y3ibl He
Henpumennmo
MOTYT OBITh OLIEHEHBI
NO Her PU3HAKOB TOpaKEHHUS
OTCyTCTBYIOT
PETHOHAPHBIX JIUM(PATHUECKUX Y3JI0B
N1 OpavH nopakeHHBIN pervoHapHbIN JUMGpaTHYECKUI y3el WM Halndue
TPaH3UTHBIX, CATEJUTUTHBIX JINOO MUKPOCATEIUNIUTHBIX METACTA30B
Nla OauH TOpaXeHHbI KIMHUYECKH HE
OIpeIeIsieMBbIi pEruoHapHbIN

auMbaTHYeCKUi y3en (T. €. BbISIBICHHbIN | OTCYTCTBYIOT
0 JAHHBIM OWOICHU  CTOPOXKEBOTO
JUM(ATHIECKOTO y371a)

1B cooteetcTBMM C npaBunamu Knaccudukaumm UICC AnA OLEHKM COCTOSHWUA PErvoHapHbIX Y3108
AONYCKaeTCa KANMHWUYECKUIA MAN PaaMONOrMYEcKMii MeTod, B TO Bpems Kak npasuna AJCC cTporo pekomeHayrot
BbINOJIHATL MOPPONOTMYECKYIO OLEHKY COCTOAHUA PErMoHapHbIX AMMdaTUUECKMX Y310B M yKasbiBaTb NX Bceraa,
Korga 6uoncua CTOpoXKeBoro AMMGaTMYECKOro y3aa He BbINOAHANACh UAM PerMoHapHble AnmdaTmyeckme ysnbl
paHee yaaneHbl Mo MHOM NpuunHe). MckntoueHne: mopdosormyeckoe cTagnpoBaHue He TpebyeTca ans MenaHoMbl
c KaTeropveii T1, cnefilyet UCNONb30BaTb KIMHUYECKUE JaHHbIe.
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N1b

Onun MOPaKEHHBIN KIIMHUYECKU
onpeaesieMbIi peruoHapHbiii | OTCYTCTBYIOT
auMpaTuyeckui y3en

Nilc

Her wmeracTtazoB B peruoHapHbIX

IIpucyrcTBYIOT
auMdaTHIecKoro y3iax pucy y

N2

JIBa niu Tpu NOpa)KeHHBIX PETMOHAPHBIX IUM(PATUYECKHUX y3J1a WIHA OJIUH
MOPaXEHHBI PErHOHAPHBIN JTUM(ATHYECKU y3ed B COYETaHUU C
HaJIMYMEM  TPAaH3UTHBIX, CATCIUIMTHBIX WJIM  MHUKPOCATEUINTHBIX
METACTa30B

N2a

JIBa WJIM TpU TOPAKCHHBIX KIMHUYCCKU
HC OHpe,Z[eJIHeMbIX peI‘I/IOHaprIX
TUMGbaTHIECKOTO y3J1a (T. €. BBIBICHHBIX | OTCYTCTBYIOT
0 JAaHHBIM OHWOICHU  CTOPOKEBOTO
AMM(aTHIECKOrO y371a)

N2b

I[Ba WM TPHU IMOPAKCHHBIX KIMHUYCCKH
OIIpeIeTISIEMBIX peruoHapHbMX | OTCYyTCTBYIOT
TUM(ATHIECKOTO y371a

N2c

OIMH TOpaXCHHBIM KJIMHUYECKH HE
ompenenseMbll  wid  onpenenseMsi | [IpucyrcrByror
PErHOHAPHBIN JIMM(pATHICCKUN y3eT

N3

Yetsipe 1 60siee NOpPa)KEHHBIX PETMOHAPHBIX JTUM(ATHUECKUX y371a WIH
nBa W 0Oojee TMOpaXCHHBIX PETMOHAPHBIX JIHM(AaTHYEeCKUX y3lia B
COYETaHMM  C  HaIU4YMEM  TPAaH3UTHBIX,  CATCJUIMTHBIX  HIU
MHUKPOCATEJUINTHBIX METACTA30B

N3a

Yerpipe u  Oojee  MOpaKEHHBIX
KIIMHUYECKHU HE OTpeeIeMbIX
pEeruoHapHBIX TUMpaTHYeCKHX y37a (T. €. | OTCYTCTBYIOT
BBISIBJICHHBIX [0 JIaHHBIM  OWOIICHH
CTOPOKEBOTO JTMM(PATHUECKOTO y371a)

N3b

Yerblpe u  Oojee  MOpPaKEHHBIX
pErHoHApHBIX  JTUM(pATHYECKUX Y374,
cpenu KOTOPBIX XOTS OBl
OJIVH OIIpEeAeNIeTCcs] KIMHUYECKH, WU
HaJIN4ne KOHTJIOMEPaTOB
TuMGbaTHYECKHX Y3JI0B

OTCyTCTBYIOT

N3c

JlBa wmm  Oonee  KIMHWUYECKH  HE
OmpeAeNsieMbIX  WIH  OMNpPEeIeNsIeMbIX
perruoHapHbIX JmMdaTudeckoro ysinaa, | [IpucyrcTBytor
WIK  KOHTJIOMEpaThl  PErMOHApHBIX
TuMbOYy3JI0B

Ilpumeuanue.

Camennumamu nazviearom onyxojiesble omceevl Uil y3ejiKu (MCZKPO' uiau

MUKpocKonuyeckue) 8 npeoenax 2 cm om NepeuyHol onyxoau. Tpau3umuulMu Memacmazamu

HA3bleAOmM memacmasvl 6 KOdJHCY Ulu I’lOaKODfCHy}O KiemdyamkKy Ha paccmosiHuu bonee 2 cm om

NEePBUUHOU ONYXOU, HO He PACHPOCMPAHAIOWUECs 3a Npeoenbl pecUOHAPHBIX TUMPDaAmMudecKux

V37108.

HS’OﬂupOSCZHHble onyxojiegsvle KjilemkKu, Komopbvle npedcmaeﬂmom coboll omoeinbHbie

Klemku uiu xiacmepvl K1emokK He bonee 0,2 mm 6 Haubdbobuem U3MeperHuu U Komopovlie mocym
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ObIMb 0OHAPYIHCEHbL NPU NOMOWU PYMUHHO20 OKPAWUBAHUSA 2eMAMOKCUIUHOM U D03UHOM UIU
UMMYHOSUCIOXUMUYECKO20 OKPAWUUBAHUSL, BblAGIAEMble 8 PECUOHAPHBIX TUMPDAMUYECKUX V3IAX,
kaaccugpuyupyromes kak memacmaszwvl (N1, N2 wiu N3 6 3asucumocmu om konuuecmea
NOPANCEHHBIX TUMPAMUYECKUX V3T108).

B tabun. 3 mpuBeneHbl aHATOMUYECKHE OPUEHTHUPHI TSl ONpeesIeHUs] TOTPAHUYHBIX 30H
LIMPUHON 4 CM.

Tabmmpna 3. AHaTOMUYECKHME OPHUEHTUPBI

MOrpaHUYHbIX 30H I OIIPCACIICHUS

pPErHOHapHBIX TUM(PATHUECKUX O0acCeitHOB

OobJaacTu

JInHus rpaHunb! (UPHHONH 4 M)

JleBas u IIpaBasd IIOJIOBUHLI TCJIA

Cp CAMHHAasA JIJMHUA TCJ1a

["osioBa M 1Ies/TpyIHAS] CTEHKA

Kirouniia — akpOMHOH — BEpXHUH Kpaii Iieqa

['pynHas cTeHKa/BepXHss KOHEYHOCTh

IInedyo — mogMbIlIeyHas BOaJguHa — €40

I'pynnas creHka/’kuBOT, mosichuna win | Criepenu: cepeidHa PacCTOSHHS  MEXITy

ATOTUIIBI MYNKOM U peOepHOU Iyroi; c3aau: HIKHSSA
rpaHuIa Xl IPYyIHOTO IT03BOHKA
(TorepeyHsbI OTPOCTOK)

KuBot, mnosichuma wiaM Aronuubl/HwkHAA | [laxoBas ckiagka — OoONbIIOW BepTren —

KOHEYHOCTh sirogr4Hasi 00po3aa

[Ipn oOHapyeHHH MeTacTa3oB B NUM(ATHYECKUX Y3JaX 3a MpefesiaMu YKa3aHHBIX
PETHOHAPHBIX 30H METAaCTa3MpPOBAaHUS CIEIYET KIacCU(PHUIIMPOBATh HMX KakK OTJaJCHHBIC
MeTacTasbl.

Kpurtepuii M xapaxkrepusyer HaJlMuve MJIH OTCYTCTBHE OTAAJEHHBIX METACTAa30B
(Tada. 4).

Tab6aunna 4. Kputepuii M (oTnaneHHble METACTa3bl)

Kpurepuit M AHATOMHYECKAS JOKAJIU3AUA YpoBeHb aKTUBHOCTH
MeTacTa3oB JAKTATACTHAPOreHa3bl B
KPOBH
MO
Her npu3HakoB oTnaneHHbIx MeTacta3oB | Henmpumenumo
M1
EcTthb oTHaneHunie MeTacTassl —
M1la
He ykazan wnu He onpenesieH
M1a(0) OtnaneHHble METAcTa3bl B KOXKY, MATKUE
TKaHU (BKJIIOYas MbIIeuHy0) u/unu | He moBsiiieH
HEpErnoHapHbIE TUM(PaTHIECCKUE Y3ITbI
M1la(1)
IloBrIren
M1b
He ykazan wnu He onpenesieH
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M1b(0)

OTHalieHHBIE MeTacTa3bl B JIETKUE C He nosblien

MEracra3daMu, COOTBCTCTBYHOIINMHA

M1b(1) JIoKanu3anusaM M1a, nin 0e3 HuX IloBbImeH

M1lc
OtnaneHHble MeTacTa3bl BO BHYTPEHHUE He yka3san nim He onpezeneH

M1c(0) OpraHbl, 3a MCKJIIOUEHUEM ILEHTpPaIbHOU
HEpBHOM cuctembl, ¢ MeTacTra3amu, | He moBblieH

COOTBETCTBYIOIIMMU JIOKaIu3anusm Mla

Mlc(1) u mlb, unu 6e3 HUX [ToBsiieH
M1d
He yka3an unu He onpeneneH
M1d(0
0) OTnaneHHbIe METAcTas3bl B IEHTPAIbHYIO He [OBBIIIEH
HEPBHYIO CHCTEMY
M1d(1)

I1oBrIIeH

['pynnupoBka KpuTepues /Ui ONPEEIICHNs CTaAUU MEIaHOMBI [IpEe/ICTaBiIeHa B Ta0l. 5.

Tab6auua 5. ['pynnuposka kputepueB TNM 11 onpenenenus craaui MEITaHOMBI KOKU

T N M Cragusa

Tis NO? MO 0
Tla NO MO 1A
T1b NO MO 1A
T2a NO MO IB
T2b NO MO A
T3a NO MO A
T3b NO MO 1B
T4a NO MO 1B
T4b NO MO 1C
T0 N1b, Nic MO B
T0 N2b, N2c, N3b mmm N3c MO lnic
Tla/b-T2a Nla mmu N2a MO A
Tla/b-T2a N1b/c munu N2b MO 1B
T2b/T3a N1la—N2b MO B
Tla-T3a N2c wm N3a/b/c MO ][
T3b/T4a JIrob6as kareropust N >N1 MO IncC
T4b Nla—N2c MO ][
T4b N3a/b/c MO 1D
JIrobas T, Tis Jlro6as kareropusi N M1 [\

2Npu ctagmm Tis uamn T1 He TpebyeTca mMopdonormueckas sepuduKaLmMa CocToAHNA NMMbaTUYECKUX Y3N0B.
[onyckaetca MCNoMb30BaTb KAMHUYECKYIO OLEHKY COCTOAHMA NUMOATUYECKMX Y3/10B A8 MaTONOrMYecKoro
CTaAMpPOBaHMA.
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MeTtacTasbl MeTaHOMBI KOXKH 0€3 BBISIBJICHHOIO IIEPBUYHOI'O OYara B HepI/I(bepI/I‘IGCKI/Ie

auMaTHYeCKue Y37l OJHOTO perroHa cienyer cramuposars kak |l cragmio (111B (TON1b,

TONZ1c) wm 1H1C (TON2b, N2c, N3b uau N3c)).

OnnaitH-kanekyasaTop st onpeaenenuss craauun PTNM 1o knaccudukamuum TNM

AJCC/UICC 8-ro mepecmoTpa gocTyrieH Ha caiire http://melanoma.pro/site/calctnm.

CTa)II/IPOBaHI/Ie MEJIAHOMBI BEPXHUX AbIXATCJIbHBIX M NMUIIEBAPUTEIBHbIX nyTei/i

(C00-06, C10-14, C30-32) no kaaccudpukanuu TNM UICC 8-ro nepecmorpa (2017 r.) [18].

I[J'ISI mpoucaypbl CTaavupOBaHHA MCJIAHOMBI T'HCTOJIOTHYECKOC IIOATBCPKIACHUC 00513aTeNbHO.

OHeHKy COCTOsAHUA J'II/IM(baTI/ILIeCKI/IX Y3JI0B JJIA YCTAHOBJICHHS CTaAWK BBIIIOJIHAIOT IIPHW IIOMOIIA

KIIMHUYCCKOI'0 OCMOTpa U UHCTPYMCHTAJIbHBIX HCCHG[{OB&HHﬁ.

Kpurepuii T orpaxkaeTr pacipocTpaHEeHHOCTh IEPBHYHOMN OIYyXO0JIH:

TX — HegOCTaTOYHO JAHHBIX IS OLIEHKH MEPBUYHON OMyXOJNU (BKJIOYAs CIIydau
CIIOHTAHHOM PErpeccuu OIMyXoJu, a TAKKe OLIMOKHU IPU XUPYPrUUECKOM yIaJICHUH
OITyXOJIH);

TO — oTCyTCTBHE IEPBUYHOM OMYXOIH;

Tis — kpuTepHii HEIPUMEHNM;

T1 — kpuTepuii HENPUMEHUM;

T2 — xkputepuii HEMPUMEHUM,;

T3 — omyxonb orpaHuyeHa TOJIBKO SMUTEIUEM W/WIM MOJCIU3UCTBIM CIIOEM
(Oone3Hb cIU3KUCTOM 000I0UKN);

T4a — omyxosb mpopacTaeT B MOJJIEXKALIME MATKHE TKaHW, XPSAll, KOCTb WM
MIPUIIEKAILYIO KOXKY;

T4b — omyxousb mpopacrtaeT B JIIOOYI0 U3 CIAEAYIOMIMX CTPYKTYpP: TOJIOBHOW MO3T,
TBEepAas Mo3roBasi 000JI0YKa, OCHOBaHME 4Yepera, YepernHO-MO3TOBbIE HEPBBI
ocHoBanusi ueperna (IX, X, Xl, Xll), xeBarenpHyl0 KJIETUaTKY,

peBepTeOpaTbHOYIO KIETUATKY, CPEAOCTEHHUE.

Menanoma ciuzucmoix 000104EK A6IAEMCS azpeccueuoﬁ ONnyxojiblo, noImomy Kpumepuu

T1 u T2 nponywenwt, kax u cmaous | u 1l.

Kputepnii N yka3piBaeT Ha HaJlMuMe MM OTCYTCTBHE METACTA30B B PerHOHAPHBIX

JUM(paTHYECKHX y3Jax:

NX — HETOCTATOYHO JTAaHHBIX Ul OLIEHKU PErMOHAPHBIX TUM(PATUUECKUX Y3IIO0B;
NO — mopakeHust perHOHAPHBIX JTUM(PATHYECKUX Y3JI0B HET;

N1 — HamuuMe METacTa3oB B PCruoOHapHbIX HI/IM(baTI/I‘{eCKOFO y3j1ax.

Kpurepuii M xapaktepu3yeT HaJJU4Ue WIH OTCYTCTBHE OTAAJEHHbIX METACTa30B:
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e MO — oTHaIEeHHBIX METACTa30B HET;
e MI1 — Hanmuuye OTHAJICHHBIX METACTa30B.
B Ta6n. 6 mpuBenena rpynnupoBka kpurepueB TNM s onpeneneHus craauu MeTaHOMBI
CIN3UCTHIX 000JI0YEK.
Tabnuua 6. Ipynnuposka kpumepues TNM Ons onpedenenus cmaduu menaHomvl

CAUBUCIBIX 000NI0UEK BEPXHUX 0Mmoen08 ObIXAmenabHbiX U nuuieeapuniejlbHblx nymeﬁ

Cragus T N M
1 T3 NO MO
IVA T4a NO MO

T3, T4a N1 MO
VB T4b JIrobas MO
IVvC JIrobas JIrobas M1

1.6. Knuanyeckasi KapTrHa 3200/IeBaHUs WM COCTOSIHUS (TPyNIbI 3200/1eBAHNH WIN
COCTOSTHM )

B GonpmmHCTBE CiydaeB KIMHUYECKAs AUATHOCTHKA MEPBUYHOM MEIAHOMBI KOXKU HE
BBI3BIBACT 3aTPYAHEHHN Y TIOATOTOBJICHHOrO crienuanucta [19].

Boigenstor 4 wnambonee pacmpoCTpaHEHHbIE KIMHUYECKHE (OPMBI  METaHOMBI:
MOBEPXHOCTHO-PACNIPOCTPAHAIONIYIOCS, Y3JOBYI, JIEHTUIO-MEJIAHOMY U aKpaJbHO-
JIECHTUTMHO3HYIO.

IloBepXHOCTHO-pPACTIPOCTPAHAIOIIASAICA MeJaHOMa cocTaBisieT okosno 70 % cimydaeB
MEJIaHOMBI KOKHM U B IIEJIOM UMEET OTHOCHTENHHO ONarompHsTHBIN MPOTHO3, YTO CBSI3aHO C
npucytcTBUeM 2 (a3 B ee pasButuu. s (dasel paamambHOTO pocTa XapaKTepeH HHU3KUN
noTteHIman metactazupoBanus (11 ypoBens nuBazuu no Knapky), 1 oHa MOXET MPOJIOJDKATHCS B
TE€YCHHE HECKOJIBbKUX JIeT. 3aTeM MellaHOMa MEePeXOoAuT B ¢a3y BEPTUKAIBLHOTO POCTa, KOTOpas
XapaKTEepPU3yeTCs MHBA3UEH KJIETOK OIMYXOJW B PETUKYJSAPHBIA U MOAKOKHO-)KUPOBOM CIIOM U
BBICOKMM TIOTEHIIMAJIOM MeTacTazupoBanusa. [loBepxHOCTHO-pacmpocTpaHstomascs ¢dopma
MEJIAaHOMBI Pa3BMBAETCS HA BHEIIHE HEM3MEHEHHOHN Koke — (e NOVO wiu Ha (JOHE MUTMEHTHOTO
HEBYyCa B BUJIe HEOOJIBIIIOTO TUIOCKOTO y3€JIKa TEMHOTO0, TOYTH YePHOTO I[BETa, AUMETPOM 1-3 MM,
C TIOCTENIEHHBIM Pa3BUTHUEM YIUIOTHEHHS] U U3MEHEHHEM T'PaHULl; IOBEPXHOCTh €r0 CTAaHOBUTCSA
HEPOBHOW, OYEpPTaHUS HEMPaBUIBHBIMH, JIETKO TPaBMHUpPYETCs W KpoBoTouuT. Hepemko poct
OTYXOJIM COTPOBOXKJIAETCA CYOBEKTHBHBIMH OIIYIICHUSIMH B BHJAE 3yJa W Juckomdopra
(«orIyIIeHus OMyXOJIH»).

Y3a0Bas (HOAYJIAPHAsl) MEJAHOMA XapaKTEPU3YETCs IEPBUYHO BEPTUKAIBHBIM POCTOM

U CUHUTACTCA CaMbIM He6J'Ial"OHpI/I5[THI)IM B IIJIAHC ITPOTHO3a THUIIOM OITYyXOJIH. V3nosoi BapuaHT
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MEJIAaHOMBI MPEJCTABICH IJIOTHBIM Y3JIOM C OYIpUCTON MOBEPXHOCTHIO Pa3IMUYHBIX Pa3MEpOB,
MIOBEPXHOCTh €€ U3bA3BIAETCS, KPDOBOTOUUT U ITOKPHIBAETCS KOPKAMH.

JleHTHro-Me1aHOMA, KaK M IOBEPXHOCTHO-PACIPOCTPAHSIOLIASACS MEIAaHOMa, B CBOEH
9BOJIIOLIUM IIPETEepIIeBaeT ABYX(pa3zHOCTh Mpolecca, npuyueM (aza paauaibHOro pocTa IMpU 3TOM
THUIIE OIIYXOJIM MOXET JJIUThCs ropa3ao aonblue — 10 u 6osee jgeT. YCI0BHO MOXKHO BBIIEIUTH 2
cTaguu B ¢aze pamuaibHOro pocra: l-g craaus HE SBISETCS WHBA3UBHOM M COOTBETCTBYET
3JI0KQYeCTBEHHOMY JICHTUTO — OOJIMraTHOMY Tpeapaxy. Jlanee HauMHaeTCsi MHBAa3UBHBIA POCT U
Hepexo/l 3JI0Kaue€CTBEHHOr'0 JICHTUTO B JIEHTUTO-MEJIaHOMY; CKOPOCTh MHBA3UH B JJAHHOM CIIy4ae
MEHEe BBIPAXKEHA, YeM HpPU MEJAaHOME IIOBEPXHOCTHO-PACIPOCTPAHSIOIIEIOCS — THUIIA.
BeprukanbHblil poCT B INIyOUHY 1€pMbI U OAKOKHO-)KUPOBOI'0O CJIOSI XapaKTEPEH U JUIsl ICHTUTO-
MEJIAaHOMBI, OJTHAKO MOXET Pealn30BaThCs B TEUEHUE psijia JIET, a HE MECALEB, KaK IPU METaHOME
HOBEPXHOCTHO-PACIPOCTPAHSIIOIIErOCs TUIIA, YTO OOBACHAET OTCYTCTBUE 3aMETHBIX U3MEHEHUI B
OMOJIOTMYECKOM TEUEHUHU ONMYXOJM W HU3KUM pHUCK pa3BUTHs MeTacTa3oB. IIpornos mpu stoit
dopme MeraHOMBI OoJiee OJIarONpUATHBIN, YEM MIPH MMOBEPXHOCTHO-PACTIPOCTPAHSIOIICHCSI.

AKpPAJIbHO-JICHTUTMHO3HAsl MeJaHOMAa JIOKAJU3yeTCsl Ha JAUCTalbHBIX Y4acTKax
KOHEYHOCTe — KOXe KHUCTe U cTom, B 00JacTH HOITEBOIO JIOKa U MPOKCHUMAJIbHOIO
OKOJIOHOTTeBOro Baynuka. Jlns Hee Takke CBOMCTBeHHa JBYyX(a3HOCTb pa3BUTHA: (aza
TOPU30HTAIBHOTO POCTA, YTO COOTBETCTBYET OMOJOTMYECKOMY MOBEACHUIO JIEHTUTO-MEJIaHOMBI,
1 (aza BEpTUKaIbHOIO HHBA3UBHOI'O POCTA. DTOT TUII OIIYXOJHU OTINYAETCs O0Jee arpecCUBHBIM
XapaKkTepoM TEUSHHUs, Yallle U paHblle METacTa3upyeT, KpOMe TOro, crieupuiecKas JOKaIu3aIus
3aTpyAHsIET BU3yaIH3alMIO OIyXOJId, U B OOJIBIIMHCTBE CIy4aeB OHA AMAarHOCTHPYETCS yKe Ha
CTa/IM MHBA3UBHOTO POCTA.

[Ipu KTMHUKO-aHAMHECTUYECKOM aHAJIN3€ KapTHHA IOBEPXHOCTHO-PACIIPOCTPaHSIOIIEHCS
MeJIaHOMBI KOXKH JIy4Ile BCErO OMUCHIBAaeTCs Kilaccuueckoit abopeBuatypoit ABCDE:

— A (asymmetry) — HIOBEpXHOCTHO-PAaCIpOCTPaHSIONIasi MeJITaHOMa KOKH UMEET BUJ
MUTMEHTHOTO ISITHA, XapaKTEePU3YIOIIErocs aCUMMETPUE: ecliu MPOBECTH Yepe3
oOpa3oBaHHe BOOOpakaeMylO JIMHHUIO, OJIHA €ro IMOJIOBUMHA MO (Gopme He OyaeT
COOTBETCTBOBAThH JPYIOM.

— B (border) — rpanuier MenaHOMBI KOXKH UMEIOT HEPABHOMEPHBIN XapaKTep: OHU
MOTYT ObITh HEPOBHBIMHU, HEUETKUMHU, UMETh «TeorpaduiyecKue ouepTaHusl.

— C (color) — mmag TOBEPXHOCTHO-PACTIPOCTPAHSIONIEHCS MEIaHOMBI KOXKH
XapakTepHa MMOJIMXPOMHUS — HAJIMYHME HECKOJIBKUX I[BETOB B OJHOM 00pa30BaHUU.

— D (diameter) — pa3mepbl MOBEpXHOCTHO-PACIIPOCTPAHSIOIIEICS METAHOMBI KOXHU

qamie Bcero npessimaroT 0,5 cm. E (evolution mnm elevation — 3Bomrorust wiu
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BO3BBILLIEHNE) — JIsI MEJIaHOMBI KOXKH BCETia XapaKTepHa Kakasi-Tu00 3BOJIIOLUSA B
TEUeHHE BPEMEHHU.

[IpaBmio ABCDE HenpumeHUMO JUisi MEJTAHOMBI MaslbIX pa3mepoB (MeHee 0,5 cm), a
TaKXke JUIsl y3JI0BOH MeJIaHOMBI, TOCKOJIbKY (POPMUPYIOIIMIACS y3€J1 Ha IEPBIX OpaX MOKET ObITh
CUMMETPUYHBIM, C POBHBIMH TI'PaHHMLIAMH, TOMOTE€HHOI'O YEpHOI'O WJIM CHHE-YEpPHOIO IIBETa,
JUAMETP MOXKET OBITh JH0O0BIM. CHUMITOM SBONIONMH 00pa3oBaHMs, TEM HE MEHEEe, OCTAaeTCs
aKTyaJbHBIM — MAIlMEHThl OTMEYAIOT POCT y3€JIKa B TCUYCHHE BPEMEHH, MHOI/Ia — YyBCTBO 00NN
WIN %OKEHMs], TIOSBUBILIEeCs B 00JIacTH OIyXoud. bosee peakue knnHu4eckue GopMbl METaHOMBI
(MenaHoMa IO THUIly 3JIOKQYECTBEHHOI'O JIEHTUIO, aKpaJbHO-JEHTUTMHO3HAs MEJIaHOMa,
MIOJTHOTTEBAsI MeTIaHOMa, OecITUrMeHTHast (hopMa OITyXOJIH | JIp.) MOTYT BBI3BIBAThH 3aTPyIHEHUS B
KJIMHUYECKOH JMAarHOCTUKE, B CBS3HM C YeM PEKOMEHJIOBAHBI JOMOJHUTEIbHbIC HEHHBA3UBHBIC
METO/IbI TUArHOCTHKH (JIEPMATOCKOIHS), TPUMEHSIEMBIE TOIrOTOBJICHHBIMY crierranuctamu [19],
IPU 3TOM B Cilydae 3aTpyJIHEHHs] HHTEpPIpeTalluy MOTYYEHHBIX JAHHBIX WJIM HEOJHO3HAUYHOCTH
JIepMATOCKOIMYECKON KapTHHBI MTOKA3aHO BHIMOJIHEHUE OMONICHH HOBOOOpa30BaHUs (CM. pasJiel
2.5).

JlpyruM  OpueMOM  KJIMHUYECKOM  JMAarHOCTUKM  MEJaHOMBbl  KOXH  SIBJISETCS
BHYTPUMHIUBHUyaJIbHbI CPaBHUTEIbHBIN aHANN3 (CUMIITOMBI «TaKOTO YTEHKa» M «KpacHOU
mano4yku»). CUMOTOM «rajIkoro YTEHKa» OCHOBaH Ha oOOIIeH OLIEHKE BCeX HMEIOLINXCS
HOBOOOPA30BaHUI KOXM W SIBHOM OTJIMYMU MEJIAHOMBI OT HMMEIOIIMXCS TOOpPOKaueCTBEHHBIX
OUTMEHTHBIX HOBOOOpa3oBaHuM. J[pyruM BapuaHTOM CHUMITOMA «TaJIKOTO YTEHKa» SBISETCS
oOHapyKeHHe €JUHCTBEHHOTO H3MEHSIOUIErocs C TEUEeHHEM BPEMEHH HOBOOOPa30BaHUS B
ompeneaeHHo  Tonorpaduyeckod 00JacTH, OCOOEHHO €CIM JUHAMUYECKHE W3MEHEHUS
POTHBOPEYAT CTEPEOTHITHBIM SBOJIIOIMOHHBIM W BO3PACTHBIM OCOOCHHOCTSIM — TEUEHUS
JNOOpOKAUYEeCTBEHHbIX IUIMEHTHBIX Omyxojed Koxu. CHMITOM «KpPacHOM  IIANOYKH»
XapaKkTepu3yercs J1epMaTOCKOMUYECKUMHU OTJIMYMSAMHU 3JI0KaU€CTBEHHOTO HOBOOOPA30BaHUS OT
J0OPOKAYECTBEHHBIX HEBYCOB NIPU KIIMHMYECKH OJHOTUITHOM KapTtuHe [20, 21].

B HEKOTOPBIX CiTydasx MeTaHOMa MaHU(PECTUPYET C YBEINICHUS JTUM(PATHUECKUX y3IIOB,
KOTOpbIE Ha TIEPBOM 3Tarle HEBEPHO PACLEHUBAIOTCS KaK JIMM(ageHuT, TuMQpoMa UITH METacTa3bl
paka 0e3 BBIABICHHOTO MepBHUYHOro ouara. CBOEBPEMEHHO IPOBEACHHAS TOHKOWUTOJbHAsS
Owonicust WM COre-Ouoricusi (MHOT/IA C  TOCIEAYIONIMM HMMYHOTHCTOXHMHYECKHM  WITH
UMMYHOIIUTOXMMHUYECKUM aHAJIH30M) YBEITMUEHHOTO JTUM(PATHIECKOTO y3J1a TO3BOJISET OTIINIHUTH

APYyruc nNpuiruHbI J'II/IM(I)a,[[CHOHaTI/II/I OT MCTAaCcTa30B MCJIAaHOMBI.

HpI/I JIOKaJIN3allnuu MEJIaHOMbBI Ha CIIM3UCTBIX 000JI0YKAX IOJIOCTH HOCA U OKOJIOHOCOBEIX
nasyxax caMbIMH 4aCTbIMH CUMIITOMaMHU OBIBAIOT 3aJI0’KEHHOCTHh HOCA Y HOCOBEIC KPOBOTCUYCHHA.
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Pexe BcTpewaroTcss naurionus, sKk3odransM, Oonu u aedopmanus KoHTypoB smna. [lpu
JIOKJIM3AIMH MEJTAHOMBI Ha CITM3UCTBIX 000JI0YKaX MOJIOCTH KIMHUYIECKH 3a00JIeBaHUE HA PAHHHIX
CTaUAX TPOTEKaeT OECCHUMIITOMHO, HA MO3JHUX CTAJHUSX TOSBISIOTCS TaKHE€ CHMIITOMBI, KaK

6OJ'IB, HU3BA3BIICHUC U KPOBOTOYHUBOCTH

2. IMarHocTuKa 3a00/1eBaHMsl HJIH COCTOSIHUS (TPyNIbI 32a00J1eBAHNH WU
COCTOSIHMI1), METUIIUHCKHE IOKA3aHUS U IPOTHBONOKA3AHNUS K IPUMEHEHHI0

METOA0B THATHOCTUKH

Kpurepun ycTaHOBJIEeHHS THATHO32/COCTOSTHUS S

1) naHHBIC aHAMHE3a;

2) npanHble  (QU3MKAIBHOrO  OOCie[OBaHMS W B psjge  CiydaeB
JepMaTOCKONUYECKOTI0 UCCIIEIOBAHNUS;

3) nmaHHBIE  OPWKU3HEHHOTO  MATOJIONO-aHATOMHYECKOTO  HCCICIOBAHMUS
OMOIICHIHOTO MaTepuaa.

Knuanueckuit nuarHo3 OCHOBaH Ha KOMOWHAIUM PE3YyJIbTAaTOB 3 aHAJIM30B JHOOOTO
HUTMEHTUPOBAHHOTO 00Pa30BaHUS:

1) Bu3yanbHBI aHANM3 KaKAOTO MOPAKEHHS B OTACIBHOCTH: OSKCIEPTH3a
HEBOOPYKEHHBIM TIJIa30M OLIEHMBAaeT TaK Has3blBaeMble A (acummetpusi), B
(ueperynsipubie rpanunel), C (HeonHOpoAHBIN 1BET) U D (nuamerp 5 MM u
OoJtee) KpUTEPHH, KOTOPBIE YKA3bIBAIOT HA TIOJJO3PUTEIbHBIC MEIaHOIUTAPHBIC
HOBOOOpazoBanus (mpasusio ABCD);

2) BHYTPUHUHIHMBUIYaTbHbII CPaBHUTEIbHBIN aHaJM3: MIOUCK
MUTMEHTHPOBAHHOTO 00pa30BaHMUsI, KOTOPOE HE TIOX0XKE Ha IPYTHUE y TOTO XKe
nanueHTa (CUMITOM «TaJKOTO YTEHKa»);

3) XpOHONOTMYECKHH AaHAIM3 M3MCEHEHH: IOHMCK OBICTPOr0o M HEIaBHErO
U3MEHEeHMs JaHHOTO MUIrMeHTHOro oopazoBanus (E kak sBororus), KoTopoe
MOYKET OBITh TIOATBEPKICHO MAIMEHTOM HJIM JOKYMEHTAIIEHO, B CPAaBHEHHH C
npeapirynmMu Gotorpadusmu [20, 21].

B Ta0/uue 7 npeacTaBJieH IU1aH 00cIeI0BaHUs B 3aBUCUMOCTH OT Pe3yJIbTaTOB OMOTICUU
OUTMEHTHOTO HOBOOOPA30BaHUS KOXHM M KIMHUYECKOTO OCMOTpa. PexkomeHmamuu 10
NPUMEHEHHI0O CaMHX MEIHWIIMHCKAX BMEIIATENbCTB TIPEJICTABICHB B COOTBETCTBYIOIIUX
paszenax.

Tab6auua 7. [lnan oOcnenoBaHMsl B 3aBHCUMOCTH OT Pe3yJIbTATOB OMONCHU MHUTMEHTHOTO

HOB006pa3OBaHI/I$I KOKH U KIIMHUYCCKOT'O OCMOTpa
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Cranus ®uzukanp | Uucrpymenran | Jlaboparopn | buoncus | MouekyaspH
3a00/1eBaHH HbIH bHas asn CTOPOKEBO 0-
| 0CMOTp AHATHOCTHKA | JHATHOCTHKA ro reHeTH4YecKne
JumM@aTuyd | uccJIe0BaHU
€CKOro |
y3Jia
0,1 Ha 1. Her Ha (mpu | Her
VY bTpazBykoBoe TOJILIINHE
UCCJIEI0BAHKE omyxouu 0,8
(mamee — Y3UN) MM U OoJee)
pErMOHapHBIX
auMdaTHIeCKIX
y3JI0B.
2. JlydeBas
JUArHOCTHKA He
pPEKOMEHIyeTCs,
eciu HET
CUMITOMOB
A Ha 1. V3U | Her Ha Her
pEruoHapHBIX
TUM(paTHISCKIX
y37I0B.
2. JlyueBas
JTMarHOCTHKA
PEKOMEHIyEeT
csi B IOJHOM
o0Bbeme
1B, lIC, 11l Ha 1. V3U | O6uwmit Ja (mns | MonekynsipHo-
PErMOHAPHBIX kiuHudeckuil | craguii 1B, | reneTnueckoe
TMM(ATHIECKUX | U 11C) UCCIIEJOBaHHE
y3JI0B. OMOXMMHYECK MyTaluu B
2. JlydeBas | uii  aHaIU3bI reue  BRAF
JTUArHOCTHKa B | KPOBH npu oOsi3aTeneH
MOJTHOM 00beMe. | He0OXO0IMMOC (mms cragum
3. MarHuTHO- | TH 1)
pe3oHaHca
Tomorpadus
(mnanee — MPT)
TOJIOBHOT'O MO3ra
c B/B
KOHTPAaCTUPOBaH
ueM (U1 cTaguu
1))
v Ha 1. Y34 | 1. He MonekynspHo-
pEruoHapHbIX Omnpenenenue | NPUMEHUMO | FEHETHUYECKOE
TMM(ATHIECKUX | aKTUBHOCTH UCCIIEJOBAHHE
Y3JIOB. JAKTaTACTUAP MyTaluun B
OT€Ha3bl B reHe BRAF
KpOBH. oOsi3aTeneH
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2. JlyueBas | 2. OO6uwmit (npu
JTUArHOCTHKA B | KIMHUYECKUN MeJIaHoOMe
IIOJIHOM 00beME. | U KOXH), pu
3. MPT | buoxumuyeck OTCYTCTBUH
TOJIOBHOT'O MO3ra | Ml aHaJIM3bl MyTaluu B
c B/B | KpPOBH reie BRAF -
KOHTPaCTUPOBaH MOJIEKYJISIPHO-
uem TeHETUYECKOE
UCCIIEJOBAHHE
MyTaluit B
rere c-KIT

2.1. ’Kajno0LI 1 anHamMHe3

e PexoMenayercsi cOOp Xano0 W aHaAMHE3a Yy TAIMCHTA C IEJBI0 BBISBICHUS (PAKTOPOB
pucka u (aKTOPOB, KOTOPHIE MOTYT IMOBJIUATH HA BHIOOP TAKTHKHU JICYCHHUS, METOIOB
JMAarHOCTUKYU M BTOPUYHOM npodmnaktuku [22, 23]. Yame Bcero nanueHT oOparaercs ¢
XKamoOoW Ha TO, YTO «POJIWHKA» Hayaja M3MEHATHCS — OTMEYAeTCsl POCT, W3MEHEHHE
KOH(UTypali TPaHHUIl, MOSIBICHHE B Ipeleiax HOBOOOPAa30BaHUS Pa3HBIX I[BETOBBIX
oTTeHKOB. OJIHOM M3 HEPEAKUX JKAI00 SBISICTCS Kan00a Ha MOSBJICHUE 3y, XOKCHUS I
CYOBEKTHBHOTO JucKoM(opTa B 00JIACTH CYIIECTBYIONIETO WU MOsBUBIIErocs de novo
HOBOOOpa30BaHUS.

YpoBeHb y0eauTEJBLHOCTH pekoMeHaaumii — B (ypoBeHb J10CTOBepHOCTH
10KA3aTeJILCTB — 3)
Kommenrtapuii: kiouegvie pakmopsl pucka pazeumusi MeiaHOMbl KOXCU NPUBEOEHDL 6

noopaszoene 1.2 «dmuonocusi u namozeHes3».
2.2. ®u3ukKajabHOE 00C/IeJ0BaHHe

e Pexomenayercss npu mepBOoM OOpAIICHWM TMAIMEHTa C Xajlo0aMH Ha MHUTMEHTHOE
HOBOOOPa30BaHUE KOXH PACIIUPUTH 30HY OCMOTpPA M OIICHUTh COCTOSIHUE BCEX KOXKHBIX
MOKPOBOB M BHIMMBIX CIH3UCTBIX 00OJOYEK, BKJIKOYAs BOJOCUCTYI) YacTh TOJIOBHI,
HOTI'TCBBIC INIACTUHKHU, KOXKY CTOII U KI/ICTefI, CJIM3UCTBIE 000JIOYKH IIOJIOCTH pTa, MOJOBBIX
OpraHoB n KOHBHOHKTHUBBI B eJsx BBISIBJICHUA APyrux MMOOO3PHUTCIIbHBIX
HOBOOOpa3oBaHuii koxu. [22, 24-30].

YpoBeHb Y0eAUTEJHLHOCTH peKkoMeHaanuii — A (YpoBeHb J10CTOBEPHOCTH

0Ka3aTeJbCTB —1)
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KommeHnTapuii: cywecmeyem 3nauumenvuas eapuayus U HEONPeoeieHHOCHb 8
OMHOWEHUY OUACHOCMUYECKOU MOYHOCMU BU3YATbHO20 OCMOMpPA, 4YACmoma owuboK npu
BUZYANBHOM —OCMOmpe O00CMAMOYHO B8bICOKA, O o0becneuenus mMOYHOU OUACHOCHUKU
310KAYECMBEHHBIX HOB00OPA308AHULL KOJICU HEODX00UMO MAKIICe UCNOIb308aMb Opyeue Memoobl
Oouaecnocmuxu. Takdce HeoOXOOUMO OMMEMUmy, Ymo NePEULHO-MHONCECMBEHHbIE CUHXPOHHbLE
ONyxonu (MeiaHomMvl U HeMelAHOMHble ONYXOIU Kodcu) mozym Ovims oonapycenst y 5—10 %

nayuenmog [24-28].

e PexoMeHayeTcsi OCMOTp HaIMEHTA € KalnobaMH Ha MUTMEHTHOE HOBOOOpPA30BaHUE KOXKHU
MPOBOAWTH BpadyaM, HMMEIOINIMM HABBIKM paHHEH JWarHOCTUKU 3JI0KaueCTBEHHBIX
HOBOOOpa3OBaHUN KOXH (BKJIIOYash HABBIKM JEPMATOCKOIIMHU), C LIETbI0 OIIEHKU BCEX
KOXXHBIX ITOKPOBOB M JIMM()ATUICCKUX Y3JIOB U BBISIBIICHUS ITO03PUTEIIBHBIX 00pa30BaHHIMA
[29, 31-35].

YpoBeHb yOeauTeJbLHOCTH pekoMeHaanuii — A (ypoBeHb [10CTOBEPHOCTH

A0KA3aTeJbCTB — 2)

e Pexomenayercss B paMKax OCMOTpa TalMEHTa C JKaI00aMU Ha I[HIMEHTHOE
HOBOOOpa30BaHUE KOXKM  HCIOJBb30BAHUE  DIIIIOMUHHCIEHTHOH  MHKPOCKOIIUU
(1IepMaTOCKOTHH) KOYKHOTO MTOKPOBA, HOT'TEBBIX IIACTHH, TOCTYIHBIX I UCCIICTOBAHUS
YYacCTKOB CIU3UCTBIX 000J0YEK, TaK KaKk OHa IOBBINIACT TOYHOCTh HEWHBA3WBHOMU
JMAarHOCTUKH M YMEHBIIIAET MOTPEOHOCTh B BBINMOJHEHHH OHWOIICHH, HO MOXET OBIThH
PEKOMEH/IOBaHa K MPUMEHEHHIO TOJIBKO O0YYEHHBIM 3TOMY METOIy crenuanucram [36-
38].

YpoBeHb y0eqMTEJLHOCTH PpekoMeHAanmuii — A (YpoBeHb JI0CTOBEPHOCTH

0Ka3aTeJbCTB 1)

Kommenrapmii: cneyuguueckue 05t n08epXHOCMHO pacnpoOCmMpaHsIioueticss MelaHoMbl
NPUSHAKU BKIIOYAIOM AMUNUYHYIO NUSMEHMHYIO cemb, YYACMKU pezpeccd, MOYKU U 2100Yibl
HeNpaguibHoOU  (OpMbl,  NONOCHI U  NOIUXPOMUIO,  PACHPEOeleHHble  ACUMMEMPUUHO.
HononnumenvHvle Kpumepuu, makue Kak 6eno-201yovle CmMpyKmypbl U NOIUMOPDHbIE COCYObL,
yacmo ecmpeuaromes npu uneazuenol meaanome [39-42].

Amenanomuyeckan menaHoma modxcem npeocmasisaims OUASHOCIMUYECKYIO CLONCHOCHb.
Tunuunviv O Hee ABAAEMCA  NOJUMOPOHLIL  COCYOUCBILL  NAMMeEPH, JAUO0 OUACHO3
YCMAaHABIUBAEMC S MEMOOOM UCKIIOYEHUsL NPU OMCYMCMEUU MUNUYHBIX MEeLAHOYUMAPHBIX U

HEeMeNIaHOYUMAapHbIX 0epMamocKonudeckux npusnaxos [43, 44].
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s 310KauecmeeHHo20 JIeHMuU20 XapakmepHo Haiuuue poMOOBUOHBIX CHMPYKMYP,
ncegoocemu, MoYeyHbIX KPOBEHOCHBIX COCYO08, CEePbIX KPY208 U He3asepuleHHbIX Qoiukyios [45,
46].

OmauuumensHulMU — 0EpMAMOCKONUYECKUMU — NPUSHAKAMU — UHBA3UBHOU  AKPANbHOU
MelaHoMbl AGNIAIMCA NAPAIeNbHbli 2pedeuKosslil. nammepH U ouggysnas HepeyniapHas

nuemenmayust [47-49].

e PexoMenayercsi Ui TEPBHYHOM  JUArHOCTHKH  MEJAHOMBI  NPUMCHCHHE
NoCJe0BaTeIbHON (IMHaMu4ecKor) nuppoBod (OTOAEPMATOCKONUU Yy HALUEHTOB C
MOJIO3PEHUEM Ha 3JI0KaYeCTBEHHOE HOBOOOpa30BaHWE KOXH, KOTOPBIE HE HMMEIOT
crenn()UYECKHX IEPMATOCKOIMYECKUX KPUTEPHEB 3l0KauecTBenHoctu [38, 50-53].
YpoBenb y0eAUTEJHLHOCTH peKoMeHaaumii — A (YpoBeHb J0CTOBEPHOCTH
10Ka3aTeJIbCTB — 1)

Kommenrapuii:  nocredosamenvnas yugposas O0epmockonuyeckas 6u3yanuzayus
sKIIOHaem QUKCAyUio U OYeHKY NOCIe008AMENbHbIX 0EPMOCKONUYECKUX U300PAICEHUNl 0OHO20
UNU HECKONILKUX METAHOYUMAPHBIX 04208, PA30ENCHHbIX UHMEPBAIOM BPEeMEHU, O/l GbISGICHUS
nO003PUMENLHBIX U3MEHEHUI.

Bozmooicno nposedenue kpamkocpounoeo yugposozo monumopunea (6 meuwernue 1,5-4,5
mec) Onist KOHMPOJisi NOOO3PUMENbHBIX MENAHOYUMAPHBIX HOB000PA308aHUL U 00120CPOUHO20
MoHumopunea 05 Habarodenus (06viuHo ¢ unmepsaiamu 6—12 mec). JJoneocpounviii yughposoti
MOHUMOPUHE 0ObIYHO UCNONb3YemCcs O HAOIIOeHUS 3a NAYUEHMAMU 2PYRNbL 8bICOKO20 PUCKA,
KaK npasuilo, ¢ MHOdcecmeeHnblmu amunuynvimu negycamu [50-52, 54-57].

Domoepaghuposanue 6ceco mena modxcem OblMb NOAE3HO O PAHHE2O BbIAGIEHUS
MENLAHOMbL KOJHCU Y NAYUEHMOB C BbLCOKUM PUCKOM B03HUKHOBEHUSL METAHOMbL KOJICU (Hanpumep,
VY RAYUEHMO8 C CUHOPOMOM Jucniacmuyeckux Hegycos, FAMM-cunopomom (Famial Atypic Mole

Melanoma Syndrome) u m. 0.) [58-61].

e Pexkomenayercsi BKIIOYUTH B (U3UKAIBHOE OOCIIEAOBAHHE TAaKXKE OLIEHKY COCTOSHHUS
pPETHOHAPHBIX TUM(PATHYECKHUX Y3JI0B Y MAIUEHTOB C MMOJ03PEHNEM Ha 3JI0KaYeCTBEHHOE
HOBOOOpA30BaHUE KOXH C LEJIbI0 MCKIIOYEHHS METacTaTHUECKOro IOpPaKEHUs
PETHOHAPHBIX JIMM(ATHIECKHX y3710B [22, 29, 62].

YpoBenb yOeauTeJLHOCTH pekoMeHaanuii — B (ypoBeHb [gocToBepHOCTH
0Ka3aTeJILCTB — 1)
KommeHnTapumu: neob6xooumo ommemums, 4mo nanonayus IuM@pamuyecKux y3io8 y

NayueHmos8 He ucKioyaem Heooxooumocms nposedenuss Y3U aumgamuueckux ysnos y
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NAYUEeHmMos ¢ YCMAaHOBIeHHbIM OUACHO30M, MAK KaK u3uxkaivHoe 0o6ciedosanue TumM@phamuieckux

V37106 He obadaem 00CmMamoyHoU MOYHOCHbIO.

Pexomenayerest o pe3yiabTaTaM aHaIM3a KaIo0, aHAMHe3a W JaHHBIX (PU3UKaIHHOTO
o0cieToBaHMS MAIIMEHTA HA IPUEME MTPUHSATH PEIICHUE O I[EIeCO00pa3HOCTH NHBA3UBHON
JMArHOCTUKHU (OMOIICHMM) HOBOOOpa30BaHUsI C IENIbI0 MOPQOIOTHIECKON BepHPUKAIIMI
JMarHo3a W COCTABIICHHS IaJbHEHIIEro IuiaHa oociaemoBanus u jedenus [63-70] (cm.
npwioxenue b, puc. 1).

YpoBeHb y0enuTegbHOCTH pexkoMmenaanmuii — C (YpoBeHb J10CTOBEPHOCTH

A0KA3aTeJbCTB — 4)
2.3. JIaGopaTopHbIe IMATHOCTHYECKHE HCCIIeT0OBAHUSA

He pexomeHnayercsi mpoBegeHHe MAMEHTaM 10 MOP(OIOTHUECKOTO MOATBEPIKIACHHS
JMarHo3a  JIaDOpaTOPHBIX  JHArHOCTHYECKUX  HMCCICIOBAHMUW,  €CIH  TOJBKO
WHTEPKYPPECHTHAS TIATOJOTHSI WM OOIee COCTOSHHE NaIlMeHTa He TpedyeT ee s
0€30MMacHOTO TPOBEACHHUS OWONCHH, TaK KaK JUarHo3 YCTAHABIMBAeTCS Ha OCHOBE
PE3yJIbTaTOB MHBIX IMAaTHOCTUYECKUX METOJIOB (CM. Topaseisl 2.4 u 2.5), a pe3ybTaThl
1abopaToOpHON MUATHOCTHKU BIMSAIOT HAa MPOTHO3 y MAI[MEHTOB C YK€ YCTaHOBIECHHBIM
auaruosom. [22, 71-77]

YpoBenb yoOeauteibHocTH pexkoMenaanuii — C (ypoBeHb [10CTOBEPHOCTH
JI0KA3aTeJILCTB — D).

KommenTapmii: nosviuennoe coomuoutenue Hetimpo@uios K aumpoyumam, a maxice
BbICOKUUL  YPOBEHb  TAKMAMOEUOPO2eHa3bl MO2ym Obimb  NPeOUKmopamu  nioxo2o
npoenoszay nayuenmos ¢ menawomou -1V cmaouu, no umenno yposemw
JIAKMamoe2uopo2enHasvl AGIAemcs Kpumepuem, Heooxooumsbim 0Jisl YCMAHO8IeHUsl CMaouu

¥ 60nbHbIX Memacmamuyeckol meaarnomou [17, 78, 79].

[Tpu moaTBep)KICHUM NUArHO3a IMPH MOATOTOBKE K TMPOBEICHHUIO NALHEHINIEro 3Tara
JICUCHHS] PEKOMCHIYETCS BBINOJHATh OOIIMH KIMHUYCCKHMA ¢ OMOXMMUYCCKHI
OOIIeTepaneBTHUCCKUI ~ aHadM3bl  KPOBH  (BKJIIOYAs  ONpEACICHHE  YPOBHS
JAKTATACTUAPOTEHA3bl U COOTHOIIEHHE HEHTPODUIOB U TMM(OIUTOB) B LENIX OLEHKH
nporuo3a menaanomsl [78, 79].(cm. Takxke Tabmuiy 7).

YpoBeHb Y0eAUTEJHLHOCTH peKkoMeHaanuii — A (YpoBeHb J10CTOBEPHOCTH

JI0KA3aTeJIbCTB — 2)
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KOMMeHTapI/IH: makoice 6 pamkKax n0060pa onmumalbHO20 ajeopumma J1ederusl

nayuerma ¢ yCmaHo6/1€HHbIM OUACHO30M HE0OX00UMA Jza6opam0pHa;l OuUacHOCIMUKA 8 06‘beM€,

no360JiAULEM 6bIAAIBUNTL PUCKU H€6]la201’lpl/l}ll’nl-l020 omeena Ha JleYeHusl U npomueonoKasaHusl K

DA3TUYHBIM BUOAM MePanuiu.

2.4. UHcTpyMeHTAJIbHbIE TUATHOCTHYECKUE HCCIIeI0BAHNS

Pexomenayercss 1pu  HaJIMYUMM ~ COOTBETCTBYIOLIMX  IIOKa3aHUM  (CHMIITOMOB
METacTa3upOBaHMs) MPOBOJUTh HMHCTPYMEHTAIBHBIC JHATHOCTUYECKUE MEPONPHUSTHS
(BKiIIOYasi Jy4yeBYH JHMAarHOCTUKY) B IIOJHOM OOBEME BHE 3aBUCHUMOCTH OT CTaJuH
3a00JIeBaHUs 1JIsl CBOCBPEMEHHOI'O BBISIBJICHHSI METACTa30B MEIAHOMBI [22].

YpoBenb yOeauteabHOocTH pexkoMenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

JI0KA3aTeJIbCTB — 5)

PexomennoBaHo mocie YCTaHOBJIEHUS JUarHo3a B OTCYTCTBHE JIIOOBIX XKajlod H
CHUMIITOMOB [JId BBIABJICHHA CKPBITBIX METACTA30B BbIIIOJIHATE JUMAIHOCTUYCCKHC
WCCIICIOBAHMSI  PAa3IMYHOTO o00beMa B 3aBUCUMOCTH OT CTaguM  3a00JIEeBaHUS
(YCTaHOBIIEHHOH MO JaHHBIM KJIMHMYECKOI'O OCMOTpa M MAaTOJIO0r0-aHaTOMUYECKOIO
UCCIIeIOBaHUsI OMONCHIHOTO WM OIEPallMOHHOTO MaTepHaia), OTpaKarolled PpHUCK
BBISIBIICHUS] PETMOHAPHBIX M OT/IAJICHHBIX METaCTa30B, CyMMHpOBaHHbIe B Tabmuie 7 [80-
86].

YpoBenb y0eaqMTeJbLHOCTH PpeKoMeHAanmuid — A (YPOBeHb JOCTOBEPHOCTH

0Ka3aTeJILCTB — 1)

He  pexomenayercsi 10  MOP(OIOTHMYECKOrO  TOATBEPXKIEHUS  JHWArHo3a
MHCTPYMEHTAaJIbHAsl IMarHOCTHKA, €CJIU TOJIBbKO MHTEPKYPPEHTHAs NMaTOJIOTHUs UK o0I1ee
COCTOSIHME TAI[MeHTa He TpeOyeT ee it 0e30MacHoro mpoBeaeHus ouorncuu [22].
YpoBenb yOeauTeabHOCTH pexkoMenaanmuii — C (ypoBeHb [10CTOBEPHOCTH
J0KA3aTeJbCTB — 5).

Kommenmapuii: nian nevyenus u 00cne0os8anuil He ciedyem coCmasisims 00 NOJLYYeHUs

OAHHBIX NAMOA020-AHAMOMUYECKO20 UCCIE008AHUS.

PCKOMCHHyeTCH TII0CJIC YCTaHOBJICHUA JArardaosa BBITIOJIHATH YIbTPa3BYKOBOC
uccnenoBanue (mamee — Y3U) pernonapubeix nuMdarudeckux y3noB namuentam ¢ 0-1V

CTajuell B IENAX BISABICHUS METAcTa30B B TuMdaruueckue y3isl [62, 86].
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YpoBeHb yOeauTeJILHOCTH pekoMeHAamuii — A (ypoBeHb [10CTOBEPHOCTH

JA0Ka3aTeJbCTB — 1).

e PekomeHnayercsi C LEIbI0 OLEHKM PACIpPOCTPAaHEHHOCTH OITyXOJIEBOTO IMpoIiecca
nangueHTam ¢ kinuHuueckou cragueit 1A-IV mocne yctaHoBieHUs AMarHo3a BBIIIOJIHSTD

JUISL OLIEHKU COCTOSIHUSI OPTaHOB I'PYAHON KIJIETKH, OPIOIIHOM MOJOCTH M MaJloro Ta3a —

KOMITBIOTepHYI0 ToMorpaduio (nanee — KT) opraHoB rpyaHO#M KIETKH, OPIOIIHON MOJOCTH

¥ MaJIOTo Ta3a. BHyTpUBEHHOE KOHTPACTUPOBAHHE CIIETYET IPOBOIUTH BO BCEX CIyYasX,

€CITM HE BBISBJICHBI IPOTUBONIOKA3aHUS K BBEJICHHIO HOICOIEPIKAIINX KOHTPACTUPYIOLIHX
npernapaToB - B 3ToM ciydae KT ¢ B/B KOHTpacTHpOBaHUEM AOIMYCKAETCS 3aMEHUTh Ha

MPT c¢ B/B KOHTpacTHpOBaHHEM. AJBTEPHATUBHOW MOXET OBITh MO3UTPOHHO-

OMUCCHOHHAs TOMOTpadusi, COBMEIICHHAS C KOMIIBIOTEPHON Tomorpaduein (mamee -

[I9T/KT) ¢ GpTOpae30KCUTITIOKO0301 B pesxuMe «Bce Teno» [86-90].

YpoBenb Yy0eAUTEJHLHOCTH peKoMeHIauuii — A (YpoBeHb J0CTOBEPHOCTH

A0KA3aTeJbCTB — 1)

Kommenmapuii: eciu onmumanvublil 6apuanm jyuegoll OUaeHOCMUKY He MOodcem Oblmb
nposeden 6 meuenue 4 Hedenrv nocie ycmanosku ouacnosa, KT opeanos epyonoul nonocmu
00NYCKAemcs 3aMeHUms Ha 0030pHYI0 8 08YX NPOEKYUAX PEeHMeHO2papuio opeanos 2pyoHOU
knemku, a KT opeanoe bprownoll nonocmu u Maio2o masa ¢ /6 Konmpacmuposanuem — na Y31

opaanog 6prownol notocmu u mano2o maza [91].

e PexoMeHnayercsi Bpauy-pajHoiIOry JUIsl UCKJIIOYEHMS] METACTATUYECKOTO MOPaKEHUS
TOJIOBHOTO MO3Ta Y TMAalMEHTOB C BIEpBbIEe BbIsABICHHONW Menmanomoi |IB-1V cragum
BBIMIOJIHTh MArHUTHO-PE30HAHCHYI0 ToMorpaduto (nanee — MPT) rosoBHoro mo3ra ¢ B/B
KOHTPACTUPOBAHMEM, 3@ MHCKIIOUEHHWEM  cIydaeB, Koraa nposegeHue MPT
IIPOTHBOIOKA3aHO, — B TaKMX CIy4asXx HCCIIeOBaHHE MOXeT ObIThb 3ameHeHo Ha KT
TOJIOBHOTO MO3ra ¢ B/B KOHTpactupoBanuem [86, 92-95].

YpoBeHb y0eaMTeNIbLHOCTH pekoMeHaamuii — A (YypOBeHb /I0CTOBEPHOCTH

0Ka3aTeJILCTB — 1)

Kommenrapuii: ¢ ciyuae nesozmoxcnocmu evinonnume MPT 2onoenozo mozea c 6/8
KOHMPAcmupoeanuem (CpoK odxcuoanus odepedu Ha uccireooéanue bonee 1 mec) oonyckaemcs
svinonnums KT 2onoenoco mosza c 6/6 konmpacmuposanuem. Boinoanenue KT eonosnozo mosea

Oe3 8/6 KOHMPACMUPOBAHUS HE PEKOMEHOYEemCs.
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Pexomenpayercst BoinosiHUTh MPT ronoBHOro mMosra manueHTaM B TEUEHHUE 2 MECALIEB
nocsie MOpPQOJOTUYECKOT0 MOJATBEPXKIEHUSI TMarHo3a MelaHoMmbl Koxku craguu |IB u
Bbllle UK B TeueHue 30 JIHEH OT MOMEHTa YCTAaHOBJICHUS JMArHO3a METacTaTUYEeCKOM
MEJIAHOMBI JUIsl UCKITIOUEHUS] METACTaTUYECKOTr0 ToOpaXkeH sl rosioBHOTr0 Mo3ra [93], [94].
YpoBenb yOeauTeabHOCTH pexkoMenaanmuii — C (ypoBeHb /10CTOBEPHOCTH

JA0KA3aTeJbCTB — 5)

Pexkomennyercsi Bpady-paavoNIOTy BBIIOJIHATH CHUHTUTPAdHUIO KOCTEH Bcero Tena
(ocreoctmuTHrpaduio) MOCHEe  YCTAHOBJICHHMS JHMArHo3a MpU  TOJAO3PEHUHM  Ha
METAaCTaTHYECKOE TIOPAKEHUE KOCTEH CKeJleTa BHE 3aBUCUMOCTH OT KIIMHUYECKON CTa/IHU.
YpoBenb yOeaurteqbHOCTH pexkoMenaaumii — C (ypoBeHb J0CTOBEPHOCTH

JA0KA3aTeJbCTB — 5).

PexoMenayercsi 1ocjie YCTAaHOBICHHUS JAMArHo3a IMAIMCHTAM C aHOPEKTAIbHOM
JIOKaITM3aliell MeTaHOMBI BBIIIOIHUTH KOJIOHOCKOITHIO ISl OLCHKU PACIPOCTPAHEHHOCTH
OIYXOJICBOTO MOPAKEHUSI CO CTOPOHBI CIHM3UCTOW OOOJNOYKM C OHOICHEH M3 04YaroB,
MOJIO3PHUTENILHBIX B OTHOIICHUU MeJaHoMbI [99].

YpoBenb yOeauteabHocTH pexkoMeHganmii - C  (YpoBeHb [10CTOBEPHOCTH

JI0KA3aTeJILCTB - 4)

Pexomenayercsi mociie yCTaHOBIICHHS JMarHO3a BBIITOJTHUTH NAllMEHTaM OMOTICHIO 0YaroB
MmertactazupoBanus noj koHTpoieM Y3U wmu KT npu momo3peHnH Ha MeTacTasbl 1O
nanabiM KT mmm MPT B ciydasix, Korja ux MOATBEPXKICHHE MPHHIMIAAIBLHO MEHSET
TAKTUKY JICUCHUA, C LCIIbIO MOp(i)OJ'IOFI/I‘ICCKOFO MOATBCPKIACHUA METACTATHUYCCKOIO
nporiecca [22].

YpoBenb yOenutenbHocTH pekoMengammii — C  (ypoBeHb [0CTOBEPHOCTH

JI0KA3aTeJILCTB — D).
2.5. MHple TMArHOCTHYECKHE HCC/Ie0BAHMS

Pexomenayerest i TOATBEPXKACHHS JTUArHO3a, a TAKKEe COCTABIICHUS JaTbHEHIIEro
IUTaHa OOCIIeIOBAaHW W JICYCHHWS Ha TIEPBOM JTale HCIOJIb30BaHHE AKCIM3UOHHON
OMOTICHH TIOJIO3PUTEIHFHOTO MUTMEHTHOTO O0pa3oBaHMs C OTCTYIIOM He Ooyiee 5 MM
(mpuemnemsiit otctyn ot 1-3 MM (0,1-0,3 cm)). [8, 100-102]

YpoBenb yOeauTeJbHOCTH pekoMeHAanuii — B (ypoBeHb [10CTOBEpHOCTH

10Ka3aTeJIbCTB — 1)
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KomMmenTapuii: Oxcyuzuonunas ouoncus sA61semcs peKoMeHOYeMblM CMAHOapmom OJist
YCMaHo81eHus ouasHo3a meianomul Kodxcu. OOHaKo 8 psade KIUHUYECKUX cumyayuti (Hanpumep,
OOWUPHBIL YUACMOK JIeHMuU20 Ha Jjauye, mpebyrowuil oupgepeHyuaibHol OUacHOCMUKU ¢
JIEHMUSO-MENAHOMOU, 2USAHMCKUE BPOIICOCHHbIE HeBYCbl C YUACMKAMU, NOOO3PUMETbHbIMU HA
03710Kauecmenenue U m.0.) GbINOJIHEHUE IKCYUSUOHHOU OUONCUU  8Ce20  NUSMEMHO20
HOB00OPA306AHUSL  CONPANCEHO CO  3HAYUMENbHBIMU  MPYOHOCMAMU U  HEONPABOAHHOU
Xupypauueckou mpaemotul 0 nayueHma. B amom ciyyae 6e30nacHo 6binoIHUMb UHYUSUOHHYIO
(unu naumu) Ouoncuro Ha 6cro moawuny xoodcu. Cyos no cucmemamudeckomy o003opy 9
UCCNe008AHUIL, 8 MOM YUCTE PAHOOMUSUPOBAHHBIX KOHMPOIUPYEMBIX UCCTIe008AHU, 8bINOTHEHUE

UHYUSUOHHOU OUONCUU METAHOMbI He OKA3bI8Aem He2amugho2o eénusiHus ha npoznos. [100]

e PexoMeHayeTCsi OPHCHTHPOBATH pa3pe3bl KOXU TMPH TPOBSACHUH OSKCIIM3MOHHOM
OuoricuM B HampaBlieHUH OJrpKaiiimero iauM(aTHYecKoro KOJUIEKTOpa MapajlieIbHO
TUM(PATHICCKIM COCYaM KOXH (2 HE TI0 KOXKHBIM JIMHUSIM HITH €CTECTBEHHBIM CKJIAIKAM )
TaK, 4TOObI IOBTOPHOE UCCEUEHUE PyOIIa (€CIu OHO MOTPEOYEeTCs) MOTJIO OBITH BHIITOJIHEHO
0e3 3atpyaHenuii [22, 63-70].

YpoBenb yOeautejibHocTH pexkoMenaanuii — C (ypoBeHb [10CTOBEPHOCTH

JI0KA3aTeJIbCTB — 5)

Kommenrapmii: skcyusuonnas 6uoncus nooo3pumenbHO20 NIOCKO20 RUSMEHMHO20
00pa306anust KONCU MOJCem Oblmb OE30NACHO 6bINOJIHEHA C UCNOIb308AHUEM MECMHOU
ungurbmpayuonnoti  anecmesuu. Ilpu smom  pexomenoyemcs uzbe2amov NOBPeHCOeHUl

yoansiemo2o Hoeoobpazosanus 00 e2o ucceyenus [8, 63, 64, 66-69].

e PexoMenayercsi B Cily4ae MOATBEPKICHUS y MAIUEHTa JUArHO3a MEIaHOMBI KOXKU pyOerr
nocie Ouorncun uccedb ¢ OOIMBIINM OTCTYTIOM B CPOKH 10 4—8 HeNeNnb B 3aBUCUMOCTH OT
THCTOJIOTHUECKHUX XapaKTEPUCTHK OMYXOIH C IeNIbI0 TPOGUIAKTHKY PEIUANBA MEIaHOMBI
B oOactu py6ia (cm. pazaen 3.1) [101-110].

YpoBeHb yOeauTeILHOCTH pekoMeHaanuii — A (ypoBeHb [10CTOBEPHOCTH

10Ka3aTeJIbCTB — 1).

e Pexkomenayercsi NmpoBOJUTH NMPHKM3HEHHOE MAaTOJIOT0-aHATOMUYECKOE HCCIIeI0BaHNue
OINEPALMOHHOTO0 MaTepuaya, B 3aKIOYEHUH PEKOMEHIYETCS OTPa3HuTh CIEIYIOIIe
XapaKTEPUCTHUKH IS OTIPEIeNICHNs CTaanu 3a0oneBanus u mporuosa [111-121].

Oobs13aTe/IbHbIC XaPAKTEPHUCTHKU:

33



® ONpelelIeHUE MAKCUMAaJIbHOW TOJIIMHBI ONYXOJM B MUJUIMMETpPAx IO
bpecnoy;
e QOmpeaesreHrue ypoBHsa nHBa3uu 1o Kiapky;
® YKa3aHWE O HAJUYHMH WIA OTCYTCTBUU U3bA3BICHUS IEPBUYHOU OITyXOJIH;
e ompe/eneHHe MUTOTHYECKOTO MHJEKCA (KOJTMYECTBO MHTO30B Ha 1 MMm?)
IIPY TOJILIMHE OIYyXOJIM 0 | MM BKIIFOUHMTEIIBHO;
e oOleHKa nepudepruueckoro M TiyOOKOro KpaeB pe3eKIMH Ha HajJudue
OITYXOJIEBBIX KJIETOK;
® HaJIM4Me TPAH3UTOPHBIX UM CATEIUIMTHBIX METACTa30B.
JlonoJIHUTe/IbHbIE XaPAKTEPUCTHKM:
e JIOKaJIM3aLUs OIyXOJIH;
® HaJIM4YME UM OTCYTCTBHE CIIOHTAHHOM PErpecCcui;
® HEHPOTPONU3M;
® JIeCMOIUIA3US;
o mMdouaHasS HHOUIBTPALIKS;
® THCTOJOTHYECKUU IIOJTHII,
e anruonuMdaruyeckas HHBa3uUs.
YpoBenb yOeauTeJbHOCTH pexoMeHgauuii — B (ypoBeHb [10cTOBEpHOCTH

JI0KA3aTeJIbCTB — 3)

Pexomenayercsi TalMeHTaM C MEJIAHOMOW KOXH, €CIH JUATHOCTHPOBAHBI WIIH
3aIo03peHbl PETHOHAPHBIC W OTJAJICHHBIC METAacTa3bl MEJIAaHOMBI, U MPH MeETacTa3ax
MEJTaHOMBI 0€3 BBISIBJICHHOTO TIPBHYHOTO OYara BBITIOJHUTE MOJICKYJIIPHO-TCHETHYECKOE
uccrnenoanue mytanuii B reie BRAF (3x30H 15) B OuorncuiiHoM Marepuane (WM paHee
yHaJeHHBIX JUM(ATHYECKUX Y3JI0B, WM TEPBUYHONW OMyXONMH (eciau marepHual
Y/IOBJIETBOPSIET TPEOOBAHMSIM JITAOOPATOPHH ISl JIOCTOBEPHOTO ONpEICIICHHS HATMIUs
WIM OTCYTCTBUS MOJICKYJISIPHO-TEHETHYCCKHX W3MEHEHWH)) — 3TO MOXKET IMOBJIHATH HA
BBIOOP TapreTHOro areHTa (MHruOUTOpa MPOTEHHKUHA3bI) B JICUEHUU METaCTaTUYECKOTO
nporecca [22, 122-133].

YpoBeHb  yOeAUTEJbHOCTHM  peKoMeHJAauMid A  (YpOBeHb /I0CTOBEPHOCTH

0Ka3aTeJbCTB —1)

Pexkomenayercst manpeHTaM ¢ MeTaHOMOM KOXH NPH OTCYTCTBUM MyTanuu B reHe BRAF

BBIMTOJIHUTh MOJICKYJISIPHO-TEHETHUECKOE HCClieioBaHne MyTtanuii B reHe C-Kit B
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oworicuitHoM (ormepanmoHHOM) Matepuanie (9k3oubl 9, 11, 13, 17, 18), eciom
JTMArHOCTHPOBAHBI UJIM 3aI10I03PEHBI OT/JAAJICHHBIE METACTa3bl MEIAHOMBI, — 3TO MOXET
MOBJIMSITh HAa BBIOOP TAPreTHOTO areHra (MHrHOMTOpa MPOTECHMHKWHA3bI) B JICUCHHUH
MeTacTaTHYeCKoro mporecca [134-149].

YpoBeHb yOeauTeIbLHOCTH pekoMenaanuii — B (ypoBeHb /J10CTOBEPHOCTH
JA0KAa3aTeJIbCTB — 3)

Kommenrtapuii: Taxorce umeromes ceedenust 0 mom, 4mo uHeUOUmop npomeuHKuHa3bl c-

Kit moorcem 6vimo s¢ppexmusen npu nanuuuu mymayuii 6 8 sxkzonax 2ena c-Kit

e PexoMeHnayercsi mpu MeTaHOME CIU3UCTHIX O0OJOYEK, €CIM JAUAarHOCTUPOBAHBI WM
3aMof03peHbl  OTJAJCHHbIE METacTa3bl MEIAHOMBI, BBINOJIHUTH  MOJEKYJISIPHO-
ICHETHYECKOE HccienoBanne mytaimii B reHe C-Kit B OuoricuitHoM (OreparnoHHOM)
marepuaie (3k30Hb1 9, 11, 13, 17, 18) — 3TO MOKET MOBJIUATH HAa BEIOOP TAPreTHOTO arcHTa
(MHrHOMTOpa MPOTEMHKHMHA3bI) B JICYCHUH MeTacTaTuueckoro nporecca [134-147], npu
OTCYTCTBUH MyTaiuu B reHe C-Kit peKoMeHIyeTcs BBIMOJHHUTh MOJIEKYJISPHO-
reHeThYecKoe wucciaenoBanne Mmyrtauuii B reHe BRAF (3x30m 15) B OuorncuitHom
MaTepuale.

YpoBenb y0eauTeJbLHOCTH peKoMeHAanmuid — A (YpPoBeHb [J0CTOBEPHOCTH
10KA3aTeJILCTB — 2)
KommenTapuii: Takowce umeromes cgedeHusi 0 mom, 4mo uHeuOUmMop npomeunKUHa3sl C-

Kit moocem 6v1mo 3¢ppexmueen npu naruvuu mymayuii 6 8 sxkzonax 2ena c-Kit [146, 150-152]

3. Jleuenne, BKJIIOYASI METUKAMEHTO3HYI0 M HEMEIUKAMEHTO3HYI0 Tepanum,
AMETOTEPANNI0, 00e300,1UBaAHNE, MEAUIIUHCKHE IOKA3AHUS U

NMPOTHUBONOKA3aHUHA K IPUMECHCHHUIO METO/10B JICHCHUSA
Ha3znauenne u INPUMCHCHUC JICKAPCTBCHHBIX IIPEINApaToOB, YKa3aHHBIX B KIIMHUYCCKUX
pCKOMCHI[aHHﬁ, HaIlpaBJICHO Ha obecrneucHue nanmuceHTa KIMHUYCCKU B(I)(I)CKTI/IBHOI\/II n
Oe3omacHoi MCHHHHHCKOﬁ IMoMoIIH, B CBA3U C UCM UX HA3HAUCHUC U IPUMCHCHUC B KOHKpCTHOfI
KIMHUYECKOM CUTyalluu OINpEACIACTCA B COOTBCTCTBHUU C HHCTPYKIUAMH 110 IIPUMCEHCHUIO
KOHKPETHBIX JICKAPCTBCHHBIX IPCIapaToB C peaﬂmauneﬁ MNpEACTAaBJICHHBIX B UHCTPYKIHUU MCP
MPEaAOCTOPOKHOCTHU IMPHU X MPUMCHCHHUH, TAK)KC BO3MOKHA KOPPEKIUA 103 C YUCTOM COCTOSAHUA

namucHTa.
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e PexoMeHayeTcsl pacCMaTpPHBAaTh XHPYPrUUYe€CKOE BMEMIATEIIBCTBO KAK OCHOBHOW METOJ
paauKajIbHOIO JIeYeHUs marueHToB meaanomon koxku O—Ill cramum [22, 101, 103, 104,
106, 108-110, 122, 153-163].

YpoBeHb y0eqMTEJBLHOCTH pekoMeHganuii — B (ypoBeHb J0CTOBEpPHOCTH
A0KA3aTeJbCTB — 2)
KomMeHTapuii: no nokasanusim 0OnoiHumenbHo npo8ooumcs: advio8aHmMHAs mepanust

(cm. pazoen 3.3).
3.1. Jleuenne JiokaabHBIX cTaauii 3a6oaesanus (I-11)

e Pexomennyercsi manueHtam c¢ [-II craausmu MenaHOMBI BBIONHSTH PaJUKaIbHOE
HCCeUYEHUE TIEPBUYHOM OITYXOJIH B Mpeeiax 3J0POBBIX TKAHEH KaK OCHOBOM ATl JICUCHHS
JOKaIbHON MeaanoMmbl Koxku [101-110].

YpoBenb y0eauTeJLHOCTH pexkoMeHaanmuii — A (YpoBeHb J0CTOBEPHOCTH

I0Ka3aTeJIbCTB — 1)

e Bribop xupypruueckoro orcryna (GopMHpPYeTcss Ha OCHOBAaHHH PE3YJIbTATOB IAaTOJIOTO-
AHATOMHYECKOT'O HMCCIIEIO0BaHUsI OMOIICHIHOrO (OMEepanroOHHOTO) MaTepHuaia, a UMEHHO
TOJIIIMHBI OIyXOJIM. B HacTosinee Bpems Ui yIydIIEHUS OTAAJCHHBIX pPEe3yJIbTaTOB
JeYeHUs M TPO(UIAKTUKH PELUUIUBOB OMYXOIW MPU YXKE YCTAaHOBJICHHON CTaauu
PEKOMEHIyeTCsl BBIMOIHATE cieaytomiue otctymsl [101-110]:

e 0,5 cM g MenaHoMsl in Situ;

e 1 cM mpu TonmuHe omyxonu 1o bpecnoy <2 mwm;

e 2 CM IIpH TOJIIHHE OIyXOJIH >2 MM.
YpoBeHb y0eAUTEJBHOCTH peKkoMeHIauuii — A (YpoBeHb J0CTOBEPHOCTH
0Ka3aTeJILCTB — 1)
Kommenrapuii: mooupuyuposannvie éapuanmol pe3ekyuu ¢ MeHbUUMU OMCMYNAMU

603MOCHBL OIS COXpPAHEeHU:A d)yHKuuu opeana npu mejaaHome KOodiCU najivbyes Uil Kodwcu ymHOﬁ

paxosunsl [160, 164-167].

L4 PeKOMeHI[yeTCﬂ AJI1 ONIPCACIICHUS TOJIIIHUHBI OITYXOJIM Ha NIICPBOM 3TAIIC UCIIOJB30BATH
9KCHU3UOHHYIO OMOIICUI0 IMUTMEHTHOIO 06p8.30BaHI/I}I C OTCTYIIOM OT BHIAHUMOI'O Kpas
IMUTMEHTHOM OITyXOJIN HE Oonee 0,5 cMm. B cJIydac IMOATBCPKACHUA TUArHO3a MCJIIaHOMBI

KOXHU pyOer] mocjae OUONCUU MCCEKAeTCs C OOJIBIIMM OTCTYIIOM B Cpoku 4—8 Hep (cm.

takke pasaen 2.5) [101-110].
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YpoBeHb yOeauTeJBLHOCTH pekoMeHaamuii — A (ypoBeHb [10CTOBEPHOCTH

A0Ka3aTeJbCTB — 1)

Eciu  skciu3uoHHass OWONCHS HE MPOBOJUTCS H3-3a OYCBHIHOCTH JMAarHO3a,
YCTAHOBJICHHOT'O KJIMHUYECKHU, OTCTYIIbI OT BUMMBIX KPAcB OIYXOJIH He PEKOMEHyeTcsi
pacimpsaTs 0osee 4eM Ha 2 C¢M, Tak Kak 0e3 TOYHBIX 3HAHUH MUKPOCTAIMU 3TO OyaeT
NPUBOIUTD K U3JIMITHAM MAHUITYJISIUSIM, CBI3aHHBIM C 3aKPBITHEM MTOCICONePAlnOHHON
paHbl (HaIpuMep, pas3InyHbIM BHIaM clioxkHOH tuiactuku) [101-110].

YpoBeHb Y0eIUTEJHLHOCTH peKoMeHIamuii — A (YpoBeHb J10CTOBEPHOCTH

A0KA3aTeJbCTB — 1)

Ecnu mocne wuccedeHus MEpBUYHOM OMyXOJIM B Kpasx pPe3eKUUU OOHAPYKUBAIOTCS
OITyXOJIeBbIE KJIETKU MTPU WHBA3UBHOW WJIH JIECMOILIACTHUECKON MEJlaHOME, a PePe3eKIIHs
HE TPEeJICTaBIseTCs] BO3MOXKHOM, peKOMeHyeTcsl MPOBEICHUE aJbIOBAHTHON JTy4eBOU
TEepanuy Ha 30HY IEPBUYHON OMYXOJH (IOCIIeonepaluoHHbii pyoem). [IpoBencHue
JTUCTAHIIMOHHOW JTy4eBOU Tepariy BO3MOKHO Pa3InIHbIMU peskuMamu: 60—64 I'p 3a 30—
32 dpaxiuu B Teuenue 6-7 uex; 48 I'p 3a 20 dpaxuwuii B Teuenue 4 nen [168-171].

YpoBenb yOeauteabHocTH pexkoMenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

A0Ka3aTeJbCTB — 4)

B ciiydyae HEBO3MOXHOCTH BBIITOJIHEHUS XUPYPTUYECKOT0 UCCEUEHNUS IEPBUYHON OITyXO0JIH
13-3a HAJIMYKSI BBIPAKEHHBIX COMMYTCTBYIOIINX 3a00JI€BaHUI peKOMeHAyeTcsl IPOBECHHE
JIOKQJIbHOM JTy4eBOW Tepanmuu B cieayroumx pexumax: 64—70 I'p 3a 32-35 ¢dpakuuii B
teuenue 67 wem; 50,0-57,5 I'p 3a 20-23 ¢pakuuu B Teuenue 4—5 nen [172].

Yposenb yOeauteabHocTH pexkomenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

JI0KA3aTeJILCTB — 4).

He pexomenayercst pyTHHHOE BBINOJIHEHHE MpoduiiakTHdeckoi TumMpageHdIKTOMUU WK
MIPOBEJICHUE MPEIONEPALNOHHON JIy4eBON Tepanuu Kak Ha pernoHapHbIe TUM(paTHUYECKIe
y3JIbl, TaK U Ha 00J1aCTh MepBUYHOI omyxomu [173, 174].

YpoBenb yOeAuTeIbLHOCTH peKoMeHAanmuii — A (YpOBeHb [10CTOBEPHOCTH

A0Ka3aTeJbCTB — 1)

PexomMeHayeTcsi BBEITIONHATH TAIlUEHTaAM OHUOIICHIO CTOPOKEBOTO JTUM(ATHUECKOTO y37a

IIpU TOJIIIHUHC HepBPI‘-IHDfI OITyXOJI Ooiee 0,8 MM IIO Bpecnoy C ICJIBIO MPAaBUIIBHOI'O
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OIpe/IeJICHUsT CTaJnuu 3a00JICBaHUs, MPOTHO3a TCUCHHs 3a00JIeBaHHSI U OIPEIACICHUS
MoKa3aHMii K aJbl0BaHTHOM Tepanuu [163, 175-183].

YpoBeHb Y0eIUTEJHLHOCTH peKoMeHIamwii — A (YpoBeHb J10CTOBEPHOCTH
JA0KA3aTEJIbCTB — 2).

KommenTapuii: 6uoncus cmopoowcegozo numpamuyeckoco y3ia NpoGOOUMcs 8

cneyuanusupoeannsvlx yqpeofcdeHuﬂx, YKOMNJIEKMOBAHHbIX 060py606aHM€M u umerouwux

00yYeHHbIL NEPCOHAI.

Bonpoc o BeImoiHeHUN JIMM(GOIUCCEKIIMNA B Cllydae OOHAPYKEHHSI MHKPOMETACTa30B B
CTOPO’KEBOM JIUM(PATHYECKOM y3JIe PEKOMEHIYeTCsl TIIATEIbHO OOCYUTh C TAUEHTOM,
B3BECHUB IIOTCHIIMAIBHBIC PUCKU TaKOH ONEepaiuy U 0XKHUIAEMYIO ITOJIb3Y C YYETOM JaHHBIX
uccnepoBanust MSLT-II [183]. AnbrepHaTHBOW BBIMOJHEHHS Oe30TIaraTeabHON
TUMQOINCCEKIMU  MOXKET CTaTh TIIATENIbHOE HAOIMIOACHHWE 32 PErHOHApHBIM
TUM(OKOIICKTOPOM TIpH oMoy skcrieptaoro Y3U [183].

YpoBeHb yOeAuTeJBLHOCTH peKOMeHAanuili — A (YypOBeHb [0CTOBEPHOCTH

A0KA3aTeJbCTB — 2)

Ocoboe BHUMaHUE B paMKax IaToJIOT0-aHATOMHYECKOTO MCCIIEIOBAHHS OTIEPAIMOHHOTO
MaTepuaiga pEeKOMEHIYeTCs YAETUTh MOP(OJIOTHYECKOMY HCCIIEIOBAaHUIO YAaJIE€HHOIO
cTopokeBoro  auMarudeckoro  y3na  (y37I0B) TpH  OUONCHU  CTOPOMKEBOTO
TUM(ATHYECKOTO y3/1a: HACTOSATEIBHO PEKOMEHJIYETCSl BBIMOJIHUTH KaK MOYHO OOJIbIlIe
Cpe30B, a TaKkKe IIOMHUMO OKpPacKd TeéMaTOKCHWJIMHOM M D03MHOM HCIOJb30BaTh
MMMYHOTMCTOXMMHUYECKOE OKpalllMBaHUE Ha MeJTaHoMa-cenuduueckue mapkepsl (Melan
A, Ttuposunaza, HMB45 wm SOX-10). VMMyHOTHCTOXMMHYECKOE OKpalIMBaHHE
PEKOMEHYETCSI PYTUHHO BBIIIOJIHATH B TOM YHCIE W IPU OTCYTCTBHM IIPHU3HAKOB
METaCTaTHYECKOTO MOPAXKEHUS MO JAAHHBIM OKPAIMBAHUSA I'€MAaTOKCHWJIMHOM U 03MHOM
[184-198].

YpoBeHb yOeauTeIbLHOCTH pekoMeHaanuii — B (ypoBeHb [10CTOBEPHOCTH

JI0KA3aTeJIbCTB — 3).

B oTcyTCcTBHE BO3MOKHOCTH BBITOJIHEHHUS] OMOIICUN CTOPOKEBOTO JTUM(PATHUECKOTO y3I1a
PeKOMEeHAYeTCsl MaKCUMAJIbHO TIIATEIbHO MCCIIEN0BaTh perMoHapHbIe JUMpaTndyeckue
y31bl, ucnonb3ys Y3U s HaBUranuM Ha TOJO3PUTENbHBIN JduMdaTudeckuil y3en c

MOCJIEAYIOIIEH TOHKOUTOJILHOM MYHKIIUEH U IIUTOIOrHYecKuM uccaenoBanuem [199-203].
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YpoBeHb yOeauTeJIbLHOCTH pekoMenaanuidi — B (ypoBeHb /J0CTOBEPHOCTH

JA0KAa3aTeJIbCTB — 3)

3.1.1 Jleyenue JIOKAJBbHBIX craguu 3a00J1eBaHus] npu MeJIaHoOME CIM3UCTBIX

000J109€K

[Tpu MenmaHOMe CIM3UCTBIX 000JOYECK PEKOMEHIYeTCsl PacCMaTpUBaTh XUPYPrHUECKOE
BMEIIATEIIbCTBO KaK OCHOBHOM METOJ[ JICYCHUS IAIUCHTOB C JIOKAIBHBIMU CTaIHSIMU
6one3nu (Hanpumep, T3-4a NO-1 npu Jtokanu3anum Ha CTU3UCTBIX BEPXHHUX JBIXATEIbHBIX
Y TUIICBApUTENbHBIX myTel ). [IpuHIUIB Jedenus Ooliee paclpOCTPAHCHHBIX CTAIUN —
cMm. pasgen 3.4. «JleyeHre MalueHTOB METaCTaTUIECKON U Hepe3eKTabeIbHOM MeIaHOMOi
kooxu (IIIC/D uepesekrabensHas — [V)» [204-210].

YpoBeHb y0enuTejJbHOCTH pexkomeHaanmuii — C (YpoBeHb J10CTOBEPHOCTH

JI0Ka3aTeJbCTB 4)

[Tpu MenmaHOMe CIM3UCTBIX 00OJOYEK MOJIOCTH M MPHUIATOYHBIX MMa3yX HOCA MPHU CTAAUU
T3-4a, NO pekoMeHIyeTcs BBIMOJTHCHHE TAIlICHTaM OIEPAaTHBHOIO BMEMNIATEILCTBA C
IIMPOKOI pe3eKirel B mpe/ienax 30POBhIX TKaHEH ¢ aIbI0OBAHTHOM JTy4eBOii Teparnuei Ha
obnactp nepsuuHoi omyxonu (70-72 I'p Ha 00nacTh pe3uayanbHoi onyxonu wiu 65-70
I'p Ha 00y1acTh BBICOKOTO pHCKA PElUINBa, HAIPUMED, JIOKE YIAIeHHOH omyxomnu, 50-55
I'p Ha obmacts HU3KOTO pricka [204-210].

YpoBenb yOeauTEeJbHOCTHM PpexkoMeHaauuii - B (ypoBeHb [10CTOBEpHOCTH

JI0KA3aTeJILCTB - 3)

[Tpu MenaHoOMe CIIM3UCTBIX 000JIOYEK IMOJOCTH ¥ MPHUIATOYHBIX Ma3yX HOCA TIPH CTaIHH
T3-4a, N1 pexomenayercsi Ha TMEpPBOM JTarle JICYCHHS BBIOJHEHHWE OIMEPATUBHOTO
BMEIIATEIILCTBA B 00bEME yJaJCHUS TEPBHYHOW OMyXOoJd U (hacuuaibHO-(QyTISIPHOTO
MCCEYCHUS KJICTYATKH U Ha CTOPOHE TIOPAKSHHUS HITH C JIBYX CTOPOH IPH JIBYCTOPOHHEM
nopaxeHnu. Ha BTOpoM dTame JedeHus — TydeBas Tepamnus Ha 0O0JIacTh MEPBUYHOMN
OITyXOJIK ¥ 30HBI pernoHapHoro meracrazupoBanus (70-72 I'p Ha 001acTh pe3uIyaabHOM
omyxonu , 65-70 I'p Ha 30HBI BRICOKOTO pucka penuansa) [204-210].

YpoBeHb y0eauTeJbHOCTH pexkoMeHaamuii - B (ypoBeHb [10CTOBEPHOCTH

0KA3aTEJbCTB - 3)

HpI/I MEJIAaHOME CIIM3HCTBIX O00JIOYEK IIOJIOCTH pTa, pPOTOIJIOTKH, TOPTAHOIJTOTKH H

ropranu npu craauu T3-4a, No y NanMeHTOB peKOMeHAYyeTCsl Ha IEpPBOM JTare
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BBHITIOJTHEHUE OMEPAaTUBHOTO BMEIIATENIHCTBA B 00bEME yIajeHHsI IEPBUYHON OMyXOJU U
npoUIAKTUIECKOH MIeHHOM JIMM(POIUCCEKIINHU C UIICHIaTepaIbHOI cTopoHbl. Ha BTopom
JTane — JIydeBas Tepamus Ha 00JacTh MEPBUYHON OIMyXOJHW MU 30HBI PETMOHAPHOTO
metacrasupoBanus (70-72 I'p Ha obnacte pesuayanbHOi omyxonu, 65-70 I'p Ha 30HBI
BBICOKOTO pricka penuauea u 50-55 I'p Ha 30HBI HM3KOrO pricka peunausa) [204-210].

YpoBeHnb yOeauTeJbHOCTHM PpexkoMeHaanmuii - B (ypoBeHb [10CTOBEpPHOCTH

JA0KAa3aTeJIbCTB — 3)

o [Ipu MemaHOME CIHM3UCTBIX OOOJOYEK IIOJIOCTH PTa, POTOIVIOTKH, TOPTAHOTJIOTKH M
ropranu npu craauu T3-4a, N1 pekoMeHayeTcsi Ha IEPBOM dTarle JCUCHHsSI BHIITOJTHCHHE
OIIEPATUBHOTO BMEMIATEIHCTBA MAIUEHTaM B 00bEME YAaJICHUS TEPBUYHOM OIMYXOJIH U
(bacruabHO-PYTISIPHOTO UCCEUCHUS KICTUYATKU U HA UTICHIIATEPATLHON CTOPOHE TN
C IByX CTOPOH IPH JIBYCTOPOHHEM IMOpakeHWu. Ha BTOpOM 3Tare JiedeHusl — JTydeBas
Teparus Ha 00JIaCTh MEPBUYHON OIyXOJIM U 30HBI perHoHapHOro MetactasupoBanus (70-
72 I'p Ha obnacTh pe3uayanbHol omyxomu, 65-70 I'p Ha 30HBI BBICOKOTO PUCKa PElIMBa
u 50-55I"p Ha 30HBI HM3KOTO pHcKa penuausa) [204-210].

YpoBeHb YOeAUTEJILHOCTH pekoMeHaamuii - B (ypoBeHb J0CTOBEPHOCTH

JI0KA3aTeJIbCTB — 3)

Kommenrapmii: Beex nayuenmog ¢ Menanomoul ciuzucmix 000104eK, 10KATU308AHHBIX 6
obnacmu 207106bl U weu 00 JeYeHUsL Q0NHCEH OYEHUBAMb XUPYP2-OHKOI02, CREeYUATUSUPYIOUSUTICS
Ha ONyXonsX 20708bl U Wieu, KOMOpOMY cledyem NpeonpuHams ciedyloujue Oelcmsus:
paccmompems  a0eK8AmHOCMb  OUONCUTIHO20 Mamepuald, Cmaouposanus U GU3VAIU3AYUU
onyxoneeoco npoyecca (KT,MPT) o0nsa onpederenuss cmenenu pacnpocmpaueHusi Onyxoiu,
UCKTIIOUUMb HAIUYUE CUHXPOHHOU NEPEUHHOU ONYXOIU, OYEHUMb MeKYUUll (QYHKYUOHATbHBII
cmamyc u BO3MOJNCHOCMb HA3HAYEHUS. NOMEHYUANbHO20 XUPYPSUHeCKO20 JleYeHus, eciu
nepeuyHoe aeyeHue ObLI0 HeXUpypeuuecKum, paspabomams npoOCReKMUGHbII NiaH HaAOII00eHUs,
KOmopwili Oyoem 6KI04amsb adeksamuoe 00ciedosanue 3y008, NUMAHUL U 300P08020 06pa3a
JHCU3HU, 4 MAKIHCe BMeuamenbCcmeaa u niobvle opyaue 00noIHUmMenbHble UCCIe008aAHUsL, KOMOpble
HeoOX00uMbl 01 NOJHOU peaburumayuu. s nayuenmos, KOmopbiM GblNOJHAION NIAHOBbIe
onepayuu, HeobX00uMo Npopabomams Xupypeudeckoe 6Meuamenbcmeo, Kpas U NiaH
PeKoOHCmPYKYUU 05 pe3eKyuu KIUHUYECKU OnpeoeisieMou OnyxXoau co c60000HbIMU OM ONYXOu
xupypeuueckumu Kpaamu. Ouyenxa onepadervrnocmu. Ilopadicenue onyxonvio cnedyrouux
CMPYKMYP CBA3AHO C NJIOXUM NPOSHO30M UlU Kiaccuguyupyemces kak cmaous T4b (nanpumep,

H€0}’l€pa6€ﬂbHOCI’}’lb, accoyuuposarnHas ¢ MEXHUYECKOU HeBO3MONCHOCIbIO nojqiyyums ducnivle
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Kpasi pe3ekyuit): 3HauumenbHoe nopajicenue Kpblio8UOHO-HEOHOU AMKU, MANCeNble MPUIMbL U3-
3a uHQUILMpAYUU ONYXONbIO KPBLIOBUOHBIX MbIUY, MAKPOCKONUYECKOe pACnpoCmpaneHue
ONYXOnU HA OCHOBAHUE uepena (Hanpumep, POo3usi KPblAOGUOHBIX NJIACMUHOK UTU OCHOBHOU
KOCMU, pacuuperue 08aibHO20 OMEEPCmusl U 0p.), 603MONCHASL UHBA3US (0X8am) cmeHKU obwell
unu eHympenteil connou apmepuu. Oxeam 0ObIYHO OYEHUBACMCS PAOUOLOUYECKU (N0 OAHHBIM
KT u MPT) u ouaenocmupyemcsi, eciu onyxo.iv okpyscaem >270° OKpys#CHOCMU COHHOU apmepuu,
HenocpeoCcmeeHHoe pAcnpoCmpaneHue onyxoau u3z pecuonapHvix JIY ¢ nopasicenuem roorcu,
npsmMoe pacnpocmpanerue Ha CMpYKmypvl Cpe0oCmeHr st NPeOno360HOUHYI0 (hacyuio Uiy wetiible
noseonku. [204-210] Yoanenue nepsuunozo ouaea. Ilo 603moxcnocmu HeobX00UMO 6bINONHANMb
yoaneHue NepeuyHol Onyxoiu eounvim oOpoxom. Heobxooumo naanuposame Xupypeuueckoe
yoaneuue 8 3a8UCUMOCIU OM CMeNneHU PacnpoCmpanenus NepeuyHou Onyxoau, YCmaHo81eHHOU
npu  KIUHUYECKOM UCCIe008aHUlU, U MWAMETbHOU UHMEPNPEMayu CoOOmMeencmseyouux
paouozpaguueckux CHUMKOS. B ciyuae eciu onyxonv npunedcum K O8USAMENIbHOMY UIU
CEHCOPHOMY Hep8y, He UCKIIUeHO Haauyue NepuHespaibHol UHeasuu. B oanHou cumyayuu
crnedyem 6vl0eumsb Hep8 6 NPOKCUMALLHOM U OUCHATbHOM HANPABIEHUAX U BbINOJIHUMb €20
pesekyuio 0Jist NOIYYeHUs: YUcmozo Kpast pesekyuu. I1oomeepaicoeno, umo 0s noLyueHus mKaHu,
CB0O0OHOU OM ONYXO/U, NOJIE3HA OUACHOCMUKA NPOKCUMANIbHO20 U OUCMAIbHO2O Kpaes Hepsa
MEMOOOM  3AMOPONCEHHBIX — CPe306  (CPOUHOe  NAMON020-AHAMOMUYECKOe  UCCIe008aHUe
ouoncutinoco mamepuana). Adexeamuoe emMeulamenbCmeo Modxcem nompedo8ams BblNOIHEeHUs
Kpaesotl, NIOCKOCMHOU UIU CASUMMATbHOU PEe3eKYUU NOONEHCAWUX KOCMHBIX CIMPYKmyp npu
ONYXOJISIX, NOPANCAIOUUX HAOKOCMHUYY WU NPUTeHCaux K Hell. Pesexyust kocmetl nokaszana npu
MACCUBHOU UHDUILMPAYUL ONYXOTIbIO HAOKOCHMHUYbL KOCMU (4mo onpedensemcs npu uxcayuu
K Hell OnyXo.u) uiu npu 0OHApys*CeHUU 80 8pems onepayuu 1ubo npu NOJIHOM 00ONEPAYUOHHOM
00CNe006anUU  NPUSHAKOS NPIMO20 npopacmauus Kocmu onyxonvio. Cmenenvb pesexyuu
OKPYAHCAIOWUX MASKUX MKAHEU U KOCmU Oy0em 3a8ucenms om CmeneHu NopaNicenus, OYeHusaemoul
kaunudecku u 6o epems onepayuu. [204, 207, 211-218] Kpas pezexyuu Adexeammuoe yoanernue
ONYXOnuU 6 MsASKUX MKAHAX ONpeoeisiemcs Kak paccmosiHue Om Kpas pesekyuu 00
MAKpOCKORUYECKU 8UOUMOU ONYXOaU > 2 CM UIU OMPUYAMENbHBIU KPAll 3aMOPOICEHHO20 Cpe3al.
B yenom oyenxy 3amMOpON*CEHHBIX CPe308 OObIUHO NPOBOOSM UHMPAONEPAYUOHHO, eClu 30Hd,
MAKPOCKONUYECKU C80O00HASL OM ONYXOIU NO KPalo pe3ekyuu cocmagisem <2 cM, He803MONCHO
onpedenums JTUHUIO Pe3eKYUU 6 CBA3U C HeUemKOLl 2paHuyell ONyXoau Uil Umeemcs nooo3penue
Ha Hanuuue pe3udyanbHou onyxoau. Heobxooumo exnouames noopooHoe onucanue Kpas pe3ekyuu
6 onepayuonnvii dicypHan. Kpas mooicHo oyenums no yoaneHHOMYy npenapamy uiu, Kax

altemeprhamued, u3z Jioasca onyxoiu ¢ npasulbHblM OPUEHMUPOBAHUEM. Yucmuoiti Kpaﬁ
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onpeodensaemcs Kak pacCmosiHue om UH8A3UBHO20 KPdsi ONYXOJU, KOMOPbLL COCmasisiem > 5 Mm
om kpas pesexyuu. bnuszkuil kpaii onpedensemcs Kak pacCmosnue om uH8A3U8HO20 Kpas ONyXoau
00 Kpas pesekyuu, pasnoe <5 mm. Ilepsuunyro onyxonv ciedyem nomeuamv makum oOpaA3oM,
Ymobbl 8PAU-NAMONIOCOAHAMOM MO2 AOEK8AMHO OYeHUms opuenmayuro npenapama. Llletinyro
ouccekyuro Heobxo0uMo OPUEHMUPOBAMb UL BbINOJHAMb CPe3bl N0 NOPSAOKY Ol ONpedesieHuUs
yposus JIV, exnouennuix 6 30Hy ouccekyuu. Pekoncmpykyuro xupypeuueckux 0egexmos HyHcHo
nPoBOOUMb € UCNONb308AHUEM KOHBEHYUANbHOU MeXHUKU no ycmompeHuto xupypea. Ilo
B03MONCHOCIMU PEKOMEHOYENCsl NePBUYHOE YIMUBAHUE, HO NPU DIMOM He cledyem npeHedpeams
WUPOKUMU KPASMU pe3eKyul, c860000HbIMU om onyxoau. I1o ycmompeHnuto xupypea 6binoaiHsaemcs
niacmuyeckoe Ywusanue ¢ NPUMEHEeHUeM MeCHHbIX/PeCUOHAPHBIX JIOCKYMO8, C80O0OHbIX

JIOCKYMO8, PACWeNnsieHH020 KOJNCHO20 JIOCKYmMA Uiy Opyeux J10CKYmos c/0e3 peKoHCmpyKyuu

dechexma. [204, 207, 210-218]

3.2. JleyeHue nmanueHTOB pe3eKkTadebHOM Mes1aHoMou koxku 111 cragun

TIayuenmui ¢ menanomoti kodxcu 111 cmaduu npedcmasnsarom cooot HeOOHOPOOHYIO SPYNNY
nayuenmos ¢ nozuyuu sevedonot maxmuxu. C npaxmuqeckoli mouku 3peHus ciedyem paziuyams
pesexmabenbHblil NpoYece U Hepe3eKmabdelbHblll MECIHO-PACNPOCMPAHEHHbII NPOYECC (8KIIOYAL
KOH2JloMepambyl IuM@amuyeckux Y3108 u/uiu mpaH3umHvle Uil cameiiumusle Memacmasvl —
kaunuueckue eapuanmol |1IB wnu IIIC/D cmaouu). Pekomenoayuu no JieyeHuio nayueHmos

nepesexmabenvrou menanomou koxcu NICID 6yoym paccmompenwt 6 pasoene 3.4.

e PekoMeHayercsl BHIIIOJHUTD aI€KBATHOE HCCEUEHHE EPBUYHOM OMYXOJH (€CiIu He ObLIO
BBITIOJIHEHO paHee) (cM. paznen 3.1) mist yaydeHus OTAAICHHBIX Pe3yIbTaTOB JICYCHUS 1
npoUIIAKTUKU peruauBoB omyxonu [101-110].

YpoBeHb y0eAUTEJBHOCTH peKkoMeHIamuii — A (YpoBeHb J0CTOBEPHOCTH

JI0Ka3aTeJbCTB — 1).

e PexoMeHayeTcsi BBINOJHATH PETHOHAPHYIO JTUMGAJACHIKTOMHUIO BCEM MallMEHTaM C
pe3ektabenbHON MenaHoMo koxu Il ctaguu ns ymydineHust OTAalleHHBIX Pe3yJIbTaToB
JICYCHUS ¥ IPOUIAKTUKU PEUAUBOB ommyxoiu [219-222].

YpoBenb yOeauteabHocTH pexkoMenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

A0KA3aTeJbCTB — 4).

e [lpu mpoBenenuu nuMGaJCHIKTOMUU ManyeHTaM MenaHoMoil koxu Il cragum s
YIIy4ILIEHUS! OTJAJIEHHBIX Pe3yJbTaTOB JICUEHUS M MPO(PUIAKTUKH PELUIUBOB OMYXOJH

PEKOMEHAYETCH BBINTOJTHATE MaAKCHUMAJIBHO IMOJIHOC YIAJICHUEC KIICTYAaTKU aHATOMUUYECKOM
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o0rnactu, B TuM(paTHYECKUX y3J1aX KOTOPOil BBISIBICHBI METACTa3bl MEJIAHOMBI (HaIIpUMep,
Ib-V ypoBuu xieruatkun men (la — mo mnokazanusim), |-lll ypoBHM KieTyaTkn
MOJIMBIIIEYHON 00JaCTH, TOBEPXHOCTHBIE M TITyOOKHE MaXOBbIe JTUMQPATUIECKUE Y3IIbl)
[219-222].

YpoBenb yOeauTeabHOCTH pexkoMenaanmuii — C (ypoBeHb /10CTOBEPHOCTH
J0Ka3aTeJbCTB — 4).

KOMMeHTapHﬁ: npu  KIuUHU4YeCcKu onpedeﬂ;zeMOM nopasiceHuu ZJZy60KI/DC naxoevlx

auM@amuueckux y3n06 001bUloe SHUMAHUe Ccaedyem YOelumv HAPYHCHLIM NOOB300ULHBIM

JzuquamuquKuM y3iaam. Hekomopbze uccneoosameni 6 Clydae MacCueHO20 nopasitCerusl 2Jzy601<ux

naxosvix aumgpamudeckux y3noe (bonee 3) unu nopasicenus yia Ilupozcoea—Pozenmioniepa—

Knoke pexomenoyrom pacuiupames 00vem onepayuu 00 yOaieHus UNCUIAMEPATbHBIX HAPYHCHBIX

Nn006300UIHbIX lewqbamutteCKux V37106, mMAK Kak dacmoma ux nopasiCeHus moaxncem docmueamo

20-24 % [223].

Pexomenayercst onpenenarh ciaeaylolye HapaMeTpbl IPU MaToJ0ro-aHaTOMUYECKOM
WCCIIEIOBAaHUM METAacTa30B MeEJIaHOMBI B pErHOHapHble JIUMQpaTHUYECKUE Y37l JUIS
NPaBUIILHOTO CTAJIMPOBAHUS U ONIPECIICHUS MPOrHo3a 3aboseBanus [22, 117, 224]:
1) KOJIMYECTBO yJANICHHBIX TUM(ATHYCCKUX y3JIOB;
2) KOJMYECTBO MOPAKEHHBIX JTUM(PATHISCKUX Y3IIOB;
3) xapakTtep MOpaKeHUs TUM(PATHUECKUX Y3IIO0B:
- YACTUYHOE MOPaKEHHE (KOJIUYECTBO JIUM(PATHIECKUX Y3II0B);
— MIOJIHOE MOpaKeHUE (KOJIMYECTBO TUM(ATUIECKUX y3JI0B);
— IpOpacTaHue Kamncybl (KOJINYECTBO TUM(PATUIECKUX Y3IIOB).
Yposenb yOeauteabHocTH pexkomenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

A0Ka3aTeJbCTB — 4)

Pexomenayercs mpeanarath malMeHTaM IOCNIE€ PaJAUKAIbHON JTHUMQaaeHIKTOMUHN TpU
OTCYTCTBHH NMPOTUBOIOKA3aHUN abIOBAaHTHYIO JIEKAPCTBEHHYIO Tepanuio, HHPOPMUPYS
ManuEHTa 0 NOTCHUHUAJIBHBIX ITPEUMYIIECTBAX U OTPAHUYCHUAX JaHHOIO METOJAA JICUHCHUS
(cMm. pasnen 3.3) [225-233].

YpoBenb yO0eAuTeIBLHOCTH peKoOMeHAanmuil — A (YpOBeHb [10CTOBEPHOCTH

JI0KA3aTeJIbCTB — 2)

PeKOMeH}]yeTCH manmueHTaM C BBICOKUM PHCKOM pPETHOHAPHOro peuuanBa I10CJIIC

paHHKaHBHOﬁ J'II/IM(l)a)IeHBKTOMI/II/I B HOCIIMX CHHWIKCHHA BCPOATHOCTH PETHOHAPHOIO
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penuauBa TMPH OTCYTCTBUM TPOTHUBONOKA3aHUM mpeaiaraTb MNPO(UIAKTHYECKYIO

MOCIICONEPAIIIOHHYIO JTyYeBYIO TEPAINUI0 Ha 00JacTh MOPAKEHHOTO JTUMQOKOIIIEKTOPA,

HHGOPMHPYSI MAIMEHTA O MOTCHIMAIbHBIX MPEUMYIIECTBAX U OTPAHUYCHUSAX TAHHOTO

MmeToza jgeueHus [234, 235].

YpoBeHb yOeauTeIbLHOCTH pekoMenaanuii — B (ypoBeHb /J10CTOBEPHOCTH

0KA3aTeJbCTB — 2)

KomMmeHnTapuii: no oannvim npogedenHvlx ucciedosanutl, NOCieonepayuorHas 1yieeas
mepanusi CHUJCaem pPUCK pPecUOHAPHO20 Peyuousd y NayueHmos ¢ 6biCOKUM PUCKOM, HO He
okazvleaem enuAHus Ha obwyio evidcusaemocms [235]. K ¢gaxmopam evicokozo pucka
PeGUOHAPHO20 PeYUuOU8a OMHOCAM.:

1) nopasicenue 1 u b6onee oxonoyuinoeo rumpamuueckozo ysna, 2 u 6oiee welHbix uiu
HOOMbBIUEUHBIX TUM@PAMUYECKUX V3108 (UlU NpU pasmepax IuUMpamuyeckoeo y3ia
bonee 3 cm), 3 u Ooree naxoso-6eOpeHHvIX AUMDamMuyeckux y3i06 (Uiu npu ux
pazmepax bonee 4 cm);

2) nmpopacmanue memacmasza 3a npeoenvl Kancyivl aumpamuueckozo ysia [235,
236]179].

Aoviosanmuas OUCMAaHYUOHHASL JIyHe8dst Mepanuusi NPOBOOUMCSL 8 CAEOVIOUUX PeNCUMAX.!

50-66 I'p 3a 25-33 ¢paxyuii 6 meuenue 5-7 neo (VI[/[ 4, VVP C) [237], 48 I'p 3a 20 ¢ppaxyuii ¢
meuenue 4 neo (V1 2, VYP B)[235]. Hcnonvzosanue Ho8bIX MemoOUK OUCMAHYUOHHOLL JIy4e60U
mepanuu, maxux kak IMRT, VMAT, nozeonsiem cnusicamo nospexcoenue 300posvix mraneti [238,
239].

Ilpu nanuuuu nepezekmabenbHblX Memacmazo8 6 pecUOHApHbvle Tumpamuieckue y3ivl
B03MOJICHO NpOBedeHUe NALTUAMUBHOU JIyYeeol mepanuu Ha smy obracmo. Hcnonvzytomes
pasiuunsle pexcumul aevenus, nanpumep: 48 I'p 3a 20 ¢ppaxyuii 6 meuenue 4 neo[234]; 50-I'p 3a

20—ppaxyuu 6 meuenue 4 neo [240].
3.3. PexoMeHaa1MU 110 IPOBEICHUIO AIbIOBAHTHOM Tepanuy MeJIaHOMbI KOKH

e Pekomenayercsi s onpeneNeHUs] MOKa3aHWK K HA3HAYCHHUIO aTBIOBAHTHOW Teparmu
OILIEHUTh PUCK TPOTPECCHPOBAHUS M CMEPTH OT MEIAHOMBI KOXHU IOCIIE PaIuKaIbHOTO
XHPYPTUYECKOTO JIeYeHUs. J[msi OIGHKM pHCKa PEKOMEHAYEeTCS HCIOJIb30BaTh
knaccuduranuro TNM AJCC/UICC 8-ro mepecmoTpa, KOTOpasi BKIIOYAeT OCHOBHBIC
nporuoctuyeckue Gpaxropsl (cM. moapasaen 1.5.2 u paznen 7) [224, 241].

YpoBeHb yO0eaMTeNIbLHOCTH peKoMeHaanmuii — A (YypOBeHb /I0CTOBEPHOCTH
JI0KA3aTeJIbCTB — 3).
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Pexomenayercss rmpeanarath MalMeHTaM C BHICOKMM U IPOMEXKYTOUHBIM PHCKOM
MIPOrPECCUPOBAHUS TOCIE PATUKATIBLHOTO XUPYPrUYECKOro JedeHus (T. €. HalueHTam
co craausimu |IB-III), a Takxke mocie MoiHOro ynajaeHusl BCeX OTJAJICHHBIX METacTa3oB
(IV cragust) mpu OTCYTCTBHM TMPOTHBOIOKA3aHUU aJbIOBAHTHYIO JIEKAPCTBEHHYIO
Tepanuto  (Tabin. 8), wuHGOPMHUPYS TMAlMEHTa O MOTCHIIMAIBHBIX IPEUMYIIECTBAX
U OIpaHUYEHUSX JaHHOTO METO/a JieueHus) [22, 225-228, 230-233, 242-244].

YpoBeHb y0eIMTEJLHOCTH peKkoMeHAanmuii — A (YpOBeHb J0CTOBEPHOCTH
J0KA3aTeJbCTB — 2).

Taoauna 8. PekomeHIyeMble pEXHUMbl AIbIOBAHTHOM TEpanvu MEJIaHOMbl KOXH B

3aBUCUMOCTH OT CTaJuN 3a00J1eBaHUS

3

Cranusn Hanunume OnruMasibHbIE PesKUMbI Pesxxumbl,
MyTalN| npeajaraeMbie Mpu
V600 B rene OTCYTCTBHH
BRAF ONTUMAJIBHBIX
1B, I1C Bue Unrepdepon anbda-2b** 3 mun ME | Habnronenue
3apucumoctd | win 5 vt ME 3 p/aen 12 mec[243,
OT cTaTyca 245]
A BRAF V600 | Ja6bpadpenudc®* 150 mr 2 p/cyt BHyTpb | MHTEpdepon anbda-
mut + tpametrunu6 2 mr 1 p/cyt BHyTph 12 | 20** 3 Miin ME wm 5
mecsitieB [232] win nemOponusymad** | maax ME 3 p/aen 12
2 mr/kr (Ho He 6omee 200 mr) B/B 1 pa3 | mec [245] [243]
B 21 nenb 12 mecsnes (18 mo3) [231]
A BRAF V600 | ITemOponmuzymab** 2 wr/kr (HO He
wild type 6omnee 200 mr) B/B 1 p/21 nenp 12
mecsieB (18 mo03) [231]
B, NIC/D | BRAF V600 | Jabpadenuoc** 150 mr 2 p/cyt BHyTph | UHTEpdhepon  anbda-
mut + tpametunu® 2 mr 1 p/cyt BHyTpbh | 20** 3 MiiH ME wnm 5
exenneBHo 12 wmecsueB [232] wiu | Mia ME 3 p/aen 24
nemMOponu3zymad** 2 wmr/kr (Ho He | mec [245] [243]
6omee 200 mr) B/B 1 pa3 B 21 nens 12
MecstieB (18 103) [231], wmm
HUBONMYyMab** 3 Mmr/kr (Ho He Ooiee
240 mr) KaxkIbIe 2 Hell B/B KarenbHo 12
MmecsitieB [233], win HuBomymMao** 480
Mr B/B Kakjibie 4 Hen 12 mecsies [233]
B, NIC/D | BRAF V600 | [lemOponu3zymad** 2 wmr/kr (Ho He | MHTepdepon anbda-
wild type oonee 200 mr) B/B 1 pa3 B 21 genp 12 | 2b** 3 mun ME wnu 5
MmecseB (18 1o3) [231], wm | mna ME 3 p/aen 12
HUBOyMaO** 3 wmr/kr (Ho He Oounee | mec [245] [243]
240 mr) Kaxkiple 2 HeJl B/B KaneiabHo 12

3|_|aLI,I/IeHTaM BCex rpynn cnegyet npeanaratb y4actue B KIMHUYECKUX UCCea0oBaHNAX NpU Haan4ymm TaKow

BO3MOXHOCTU.
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mecsitieB [233], win HuBoaymao** 480
Mr B/B Kaxkple 4 Hen 12 mecses [233]

CKHX y3JIOB)

IV (mocne — HuBonyma6** 3 mr/kr (Ho He Ooisee | Habmonenue
XUPYPrUIECK 240 mr) kaxple 2 HeJl B/B KaneiabHo 12

Oro yjaajJcHuUs mecsitieB [233] wiu HuBoymMaO** 480

BCEX Mr B/B Kaxkbie 4 Hen 12 mecsies [233]

METacTaTuye

Ilpumeuanue. BRAF V600 mut — axmuesupyrowas mymayus 6 cene BRAF 6 600-1i nosuyuu

9K30Ha 15 ¢ 3amenou HyKieomuoa, KoOupyruwe2o 6aiul, Ha Opy2yr0 AMUHOKUCIOMY (dauje 6ce2o

HA HYKIeomuo, Kooupyowuil 2iymamurnosyio kuciomy). BRAF V600 wild type — «ouxuii muny

(omcymcmeue akmusupyrowux mymayuti V600) cena BRAF.

Kommenrtapuii: A0viosanmuas mepanus unmepgheponom anvgha umeem npeumyuwecmed

mMOJIbKO Yy nayueHmoes ¢ U3BA3GIEHHOU nepeuunoﬁ Mmenanomoul kovxcu. Hasnauenue uHmequepOHa

aﬂb¢a 6 A0bIOBAHMHOM pesxcume 'y nayuennmoe C He U3BA3GIICHHOL nepeuquﬁ OnyxoJjlblo He

PEKOMEHOYemcsl.

Jlisi manuMeHTOB, PaJAMKaIbHO OINEPUPOBAHHBIX IO IOBOJAY OTHAJIICHHBIX METACTa30B
MEJIaHOMBI KOKH, PeKOMEH/I0BAHO [IPOBOJIUThH a/{bIOBAHTHOE JIEYCHUE C NMPUMEHEHHEM
MOHOKJIOHQJIbHBIX aHTuTen (nainee — MKA), OIOKUpYIOLIMX B3aUMOJEHCTBHE MEXKIY
perenitopoM mporpammupyemorr cmeptu (PD-1) u ero mmranmamu (manee - MKA-
onokaropsl PD1) (HuBomyma0**). Ilpu Hanu4uu MPOTUBOMOKA3aHUI albTEPHATHBON
MOJKET OBITh JMHAMHUYECKOEe HaOJIIOJICHHE WM y4yacTHe B KIMHMYECKUX HCCIIEAOBAHUIX
(ecnm TakoBbIe MMerOTCS) [22, 226-228, 230, 233, 242-244].

YpoBenb y0eauTeJLHOCTH pekoMeHaaumii — B (ypoBeHb J10CTOBepHOCTH

10KA3aTeJILCTB — 2)

He pexomenayercsi MpoOBOANTH aJbIOBAHTHYIO TEPANMIO MAllMEHTaAM MEJIaHOMOM KOXHU
Tpynnbl  OJarompuATHOTO TPOTHO33, HMMEIOIIMM HU3KHUH PHCK MPOrPEeCcCHpOBAHUS
3abonesanus (1A, 1B, 1A cranun) [245, 246].

YpoBenb yOeauTeabHOCTH pexkoMenaanmuii — C (ypoBeHb [10CTOBEPHOCTH

0KA3aTeJbCTB — 5)

He pexoMenayercsi MpoBOJAUTH abIOBAHTHYIO Tepanuio MHTepdepoHoM anbda-2a** u
uHtepdepoHom anbda-2b** manuenram MenaHOMOM KOXH, Y KOTOPBIX PUCKH, CBSI3aHHBIC
C pa3BUTHEM HEXKeJaTelbHbIX SBJICHUN HAa (hOHE MPUMEHEHMs aJbIOBAHTHOM Teparuu,

NPEBBIIIAIOT OKUIAEMYI0 TIONB3Y [242, 243, 247-249].
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YpoBeHb yOeauTeIbLHOCTH pekoMenaanuii — B (ypoBeHb [10CTOBEPHOCTH

0Ka3aTeJbCTB — 1)

Kommenrapuii: yuumsoisas, umo nposedenue ummyHomepanuu unmepgeponom anvea-
2a** unu unmepgheponom anvgha-2b**  conpsceno ¢ u36eCMHBIMU PUCKAMU  PA3BUMUS
HeJNCeNamenbHbIX SGNeHUll, clledyem 6bl0elumb 2pynny HAYUeHmos8, KOMOPbIM MO JiedeHue
npomugonokazaro. Ilocne ananuza 0aHHLIX TUMEPAMYPbl IKCHEPMbL NPULUTU K 8bI80OY O MOM,
YUMo pUcK NpPegocxooum noiv3y om HazHauenus unmepgeponom anrva-2a** u unmepgpepornom
anvgha-2b** ¢ cnedyrowux cayuasx (Ho ne oepanuuusaemces umu) [242, 247-249]:

—  msicenasn denpeccusi;
—  Yuppo3 nevexu 110060 SMUOTOUU,;
— aymoummyHHvle 601e3HU;
— ewvpadicennas  (W-IV  cmenenu no CTCAE v. 3.0 [250]) opeannas
HEeOOCmamouHoCmy (cepoeunast, NeUeHOUHAs, NOYeyHas U Op.);
— bepeMmeHHOCMb Ul NIaHUpyemas bepemenHoCmy;
— ncopuas;
—  HecnocooOHoOCmb nayuenma adeKk8amHo GbINOIHAMb HAZHAYEHUs 8PAYA.
B cea3u ¢ osmum sKkcnepmuvl  pekomeHOyIOm neped HAa3HaweHueM A0blOGAHMHOU

ummynomepanuu unmepgpeporom arvgha 20**

UCKTIOUUMb HANUYUE ) NAYUEHINO8 NePeUCTIEHHbIX
NPOMUBONOKA3AHUL, NPU HE0OXOOUMOCMU NPUOESHY8 K KOHCYIbMayuu cneyuanucmos (epava-
mepaneema, 6pava-ncuxuampa, epaia-oepmamoseneponoza u m. o.). Credyem maxoice yuecmo
APOMUBONOKA3AHUS K HAZHAYEHUIO npenapamad, YKa3aHHvle npou3eooumenem 8 UHCMpyKyuu no
NPUMEHEHUIO.

Hannvie no  Oesonachocmu u  a¢hgpekmuenocmu  A0LIOBAHMHO20 — NPUMEHEHUs
unmepghepona anvgha 20 ** npu menarnome xoosicu y auy monodxce 18 nem ocpanuuervt eOUHUYHBIMU

HAONIOOeHUAMY, NOIMOMY IKCHNEepmbl He PeKOMEeHOYIoOm HasHayamev uumepgepon anvgha™™

OaHHOU Kamezopuu nayuernnoe.

e Pexomenayercss HauMHATh AJbIOBAHTHYI) WMMYHOTEpANHIO IMAIMEHTaM B CPOKH HE
M03’K€ 3 MECAILEB ¢ MOMEHTA XUPYPTHMUYECKOrO JICYEHMS IOCJE IOJHOIO 3a’KUBIICHUS
MOCIEOoNEepPalMOHHON paHbl. He pekoMeHyeTcss HaunuHaTh abIOBAHTHOE JIEYEHUE B TOM
clly4ae, €Ci ¢ MOMEHTa OIMepaluu Mpouuio Oonee 3 MecsIeB, TaK Kak MPU Hayale

aJIbIOBAHTHOM Tepanuu B OoJiee OTIAIICHHBIE CPOKH e dPPEeKTUBHOCTH He u3yueHa [231-

233, 243].

47



YpoBeHb yOeauTeIbLHOCTH pekoMenaanuii — B (ypoBeHb [J10CTOBEPHOCTH

0KA3aTeJbCTB — 2)

¢ B pannoMu3upoOBaHHBIX HCCIIEOBAHUSAX HE OBUIO MOKA3aHO NMPEUMYIIECTB MPEPHIBUCTHIX
PSKMMOB HazHaueHus uHTepdepona anbga-2b**, moroMy oHM He PEeKOMEHAYHTCH K
HCIIOJIb30BAHUIO B PYTHHHOM npakTuke [247, 251].
YpoBeHb yOeauTeJILHOCTH pekoMeHaamuii — A (YypoBeHb [10CTOBEPHOCTH

J0KA3aTeJbCTB — 2).

e He pexoMeHayercsl WHCIOJIB30BaTh XHMHOTEPANIMI0 B PYTHHHON NpPaKTHKE IS
aIOBAHTHOTO  JICYEHHS  MEJTaHOMBI KOXH. Il0  JaHHBIM  MHOTOYHCIIEHHBIX
MESKTYHAPOIHBIX MCCIIECIOBAHNM, IPUMEHEHHE XUMHUOTEPAIIUU B abIOBAHTHOM PEXHME
MOCIIE  PAJUKAIbHOrO JiedeHus MenaHoMmbl koxku IIB-Ill cragum He npuHOCHT
KIMHHYECKOU 1016361 [252-259].

YpoBeHb YOeIMTEJILHOCTH pekoMeHgammii — A (YpoBeHb [0CTOBEPHOCTH

JI0KA3aTeJIbCTB — 2)

e He pexomenayercsi UCIONb30BaTh UMMYyHOCTUMYISATOPHI (Kiacc ATX - JOSAX (ITpoune
MIPOTHBOBUPYCHBIE MTPETIAPATHI), B TOM YUCIIE HHIYKTOPBI YHIOTEHHOTO HHTEphEpOHA MITH
npyrue uatepdepoHsl (0eTa u ramma)), 3a ucKiIroueHneM uHTepdepona anbda (LO3ABO1
Wutepdepon anbda) B aIbIOBAHTHOM PEXUME MPU MeaHoMe Koxu. Mmeromuecs 1anHble
KIIMHAYECKUX HCCIIEOBAaHUI CBHIETEIBCTBYIOT 00 OTCYTCTBUH 3((HEeKTHBHOCTH
uHrepdepona ramma** B ambroBaHTHOM pexkume [260], OTHOCHTENBHO JPYTHX
MpEerapaToB HMMEIONIMXCS HAYYHBIX JaHHBIX HEJOCTATOYHO JIIS HMX O€30MacHOro
MPUMCHCHHSI.

YpoBenb y0eauTeJLHOCTH pekoMeHaaumii — B (ypoBeHb J10CTOBepHOCTH

JI0KA3aTeJIbCTB — 2)

Kommenrapmii:  umeromcs  maxowce  ceedenus 00 yayuuieHuu — 8pemeHu 00
npozpeccuposaniiss npu npuMeHeHuu n3eunmeppepona arvgha-2a** ¢ pescume nee-unmepgepou
anba** 6 mxe/ke 1 pasz é nedenio 4 neo, danee 3 mke/ke 1 paz 6 Hed 23 mec., 0OHAKO OAHHBIU
pedicuM  makdice He uMeem npeuMyujecme 8 OMHOWEHUU oOwell  BblicUsaemMocmu U
svlocUgaemMocmu 6e3 npozpeccupoBaniiss neped HU3KOOO03HbIM PENCUMOM UHmMephepoHoM anbga-
2a**, no obnaoaem 3nauumou moxcuunocmoio [261]. B cesizu ¢ smum nexapcmeennvlil npenapam

He PeKOMeHO08aH OJis PYMUHHO20 NPUMEHEHUs! 01 AO0BI08AHMHOU Mepanuu MelaHoOMbl KOX#CU.
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B nacmosiwee epems ne cywecmeyem 0OKaA3amenbCme NPeuMyuecmed 6blCOKUX 003
unmepgepona anvgha-2b** neped nuzkumMu, NOIYUEHHBIX 8 pe3yibmame ux NPIMo20 CPAGHEeHUsS
[227, 262]. IIpu npunsmuu pewenus credyem makdice yuecms MHeHUe NAYUESHMA U OOCHYNHOCHb

npenapamos unmepgepona anrvpa-2b ** ons nposedenus neuenus.

3.4. JledyeHre MAIMEHTOB METACTATHYECKOH U Hepe3eKTaA0eIbHOH MeJIaHOMOI KOXKHU

(IIIC/D Hepe3zekTadeannas — V)

3.4.1. OOmme mnpuHOMObI BbIOOpa Tepanuu 1-ii JMHMHM y NalUEHTOB

METACTATHYECKOH WIH HeonepadebHOH MeJaHOMOM KOMKH

e PexoMeHayeTcsi BBHIOJIHHUTH OLIEHKY cocTosHUA manuenta no mkane BO3/ECOG (cwm.
npuioxenue ['), HaTM4Yus COMyTCTBYIONICH MATOJIOTUH, 0’KUIaEMON TPOIOJKATEIIEHOCTH
KM3HU JUTS IPUHSITUS PEIICHUS 00 ONTUMAaIbHOW TAKTUKE BEJCHUS mamuenTa [263, 264].
YpoBeHb y0enMTEJBHOCTH pekoMeHganuii — B (YpoBeHb J10CTOBEPHOCTH

JI0Ka3aTeJbCTB 3).

e Pexkomenayercs npu BbeiOOpe Tepanuu 1-il TMHUK BCeM HalMEHTaM C METAacTaTUYEeCKOMH
WM HeonepabeabHONH MeTaHOMOM MPOBECTH MOJIEKYJISIPHO-TEHETHUECKOe UCCIIeI0BaHue
OITyXOJIM Ha Hanu4yue MyTaiuil B ok3oHe 15 rena BRAF (eciu aToro He ObLIO BBIIOJIHEHO
panee). [lns uccienoBaHust MOXKET OBITh MCTIOIB30BAaH ApPXUBHBIN OITyXOJIEBBI MaTepHal
WIM CBEXHUH Marepuall, KOTOpPbIi MOXXHO TMOJY4YUTh MpH OHONCUU (OTKPBITOM,
TOJICTOMTOJIbHOM (COre-Ouomncuu) u Jp.) B ciydae, €CIM OTO TOBIHSIET Ha BHIOOD
JanbHEHIIEeH TakTHKY Jiedenus [22, 122-133].

YpoBenb  y0equTeIbHOCTH  peKoMeHIauuii A  (YpOBeHb  /10CTOBEPHOCTH

0KAa3aTeJbCTB —1)

e [IlIpu orcyrcTBuu mytamuu B reHe BRAF («aukuii THM») pekoMeHayeTcs IpH BBHIOOpE
Tepanuu |- JUHUM BCEM IMallMEHTaM C METAacTaTHYeCKOW WM HeornepadenbHOM
MEJIAHOMO¥ BBITIOJTHUTH MOJIEKYJISIPHO-TEHETHYECKOE HCCIIeIoOBaHue My Taluii B reHe C-Kit
B OuoncuitHoM (omepanimoHHoM) MaTepuaie (3x30Hbl 9, 11, 13, 17, 18), ecnu 3T0 MOXKeT
MOBJIMSATh Ha BBIOOP TAPreTHOTO areHta (MHruOuTOpa NPOTEHMHKHHA3bl) B JICUEHUU
MeTacTaTHYecKoro mporecca [134-149].

YpoBeHb y0eaUTEJBLHOCTH pekoMeHaaumii — B (ypoBeHb J10CTOBepHOCTH

0KA3aTEJbCTB — 3)
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KOMMeHTapI/Iﬁ: Taxkoice umeromest céedenust o mom, 4mo uH2u6um0p npomeuHKuHaswvl C-

Kit mooicem 6vimo s¢hpexmusen npu naruuuu mymayuii 6 8, 18 sxzonax eena c-Kit [146,

150-152]

e [Ipu OTCYTCTBHM BO3MOKHOCTH BBIIIOJIHUTH MOJIEKYJSIPHO-TCHETHYECKOE HCCIICIOBAHNE
omyxoid Ha Hajguuue myTtanuu B rene BRAF (wmm c-Kit) B Teuenue 4 Hem mocie
YCTaHOBIICHHS JIarHO3a METACTaTUYECKOH MEITaHOMBI (OTCYTCTBYET MaTepuai st
aHaJln3a, HET COOTBETCTBYIOIIETO O0OPYIOBAHUS B YUPEKICHUU U T. J.) IPHU OTCYTCTBUU
JIPYTUX TPOTUBOMOKA3aHUI PeKOMEHIYeTCsl HAYMHATh MPOTHBOOIYXOJIEBYIO TEPAIUIO
MAIKUEHTy B COOTBETCTBUH C TOpa3aesioM 3.4.4 HacTOSAIIMX peKoMeHaanuii [265, 266].
YpoBenb y0eaureibHOCTH pexkoMenaanuii — C (YpoBeHb J0CTOBEPHOCTH

JI0KA3aTeJIbCTB — 5)

3.4.2. Bpioop Tepanuu 1-ii JMHUM Yy NANHEHTOB METACTATHYECKON WJIM

HeonepadeJbHOI MeJIJAaHOMOM KokH ¢ MyTanueil B rene BRAF

e V mnanuentoB ¢ myrtanueil B reHe BRAF B 1-il nuHuM Tepanuu pexkoMeHAyeTcs
HCIIO0JIb30BaTh TH00 KOMOMHAIMIO HHIMOUTOPOB nporenHkuHassl (Hanee — UITK) BRAF u
MEK, 6o xkomOunHupoBanHoe JeueHue MKA-Gmokatopamu PD1 u MKA,
OJIOKMPYIOIUMU TOpMO3HBIe curHanbl kKackaga CTLA4 (manee - MKA-OmokaTopsl
CTLA4), mub6o wmonotepanuto MKA-6mokatopamu PDI1. Tlpu HemocTynmHOCTH
komOunupoBanHoro jeuenuss WIIK BRAF u MEK wmm MKA-6nokatopamun PDI1
BO3MOXKHO mipoBeaeHne Monorepanun UITK BRAF [129, 130, 267-276]. Jleuenne UIIK
BRAF u MEK mnpoBoautcs a0 mnporpeccupoBaHus 3a00JIeBaHMSI WM Pa3BUTHS
BBIPOKCHHBIX HEKYITUPYEMBIX TOKCHUECKUX SBIICHUH. PeXUMBI IpUMEHEHUS TIPUBEICHBI
B Ta61. 9 u 10.
YpoBeHb yOeauTeIbLHOCTH peKoMeHAanmuii — A (YpOBeHb [0CTOBEPHOCTH
A0Ka3aTeJbCTB — 1)
KommenTapmii: y nayuenmog ¢ 60abuioli onyxoneot Maccou U 8blCOKOU CKOPOCMbIO
npoepeccuposanus 3abonesanus ciedyem omoasame npeonoumenue komounayuu UK BRAF u
MEK.

Tabnuua 9. Pesxcumovl nasnauenus UIIK BRAF u MEK (0na 6cex pejcumos Ha3HaueHus.

Vi 2, VVP A)
Cxema Tepanumn Ipenapar Ho3a yTs AHu JdaureabHOCTH
BBCACHUA npuemMma IUMKJIa, THHA,
peKUM
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Bemypapenun6** | 960 mr | BHyTpb E>xenHeBHO
2 paza JmuTensHO
Komb6unupoBanHas - B ACHb
Kob6umernnn6 60 mr 1 | BayTph C 1-ro mo
tepanus [129, 130] .
paz B 21-1 geus, JlnTensHo
CYTKH 7 oHEN
nepepoIB
Habpadpenuno** | 150 mr | BuyTpb ExenneBHO
2 pasa JiintensHO
Komb6unupoBanHas B JICHb
Tepanus [267] Tpamerunu6** |2 mr 1 | Baytps EsxenneBHO
paz B JmuTensHO
CYTKH
Monotepanus 960 wr
P Bemypadenun6** | 2 pasza | BHyTps ExenneBno | JiimrensHO
[277, 278]
B JICHb
Monorepanus 150 wr
[279] p Habpadenud™** | 2 pasza | BuyTpb ExenneBno | JlymrensHo
B JICHb

He pexomenayercs npoBoauts tepanuio UK BRAF wim kombunanueit UITIK BRAF u
MEK nanueHTamM ¢ HEM3BECTHBIM CTAaTyCOM OIIyXOJM B OTHOLIEHUM MYTallUd B TEHE
BRAF, Tak Kak MIMEIOTCS CBEACHUSA O BO3MOKHOCTH NapaJoKcalbHOU aktuannu MAPK
-CUTHAJILHOTO MyTH M yCKOpeHusi pocra omyxonu npu npumeneHuun MIIK BRAF na
KJIETOYHBIX JIMHUAX Oe3 MyTariu B reie BRAF [265, 266].

YpoBeHb yO0eaMTEJIbLHOCTH pPeKOMeHIauuil —

C (ypoBeHb [J0CTOBEPHOCTH

JI0KA3aTeJbCTB —D)

He pexomenayercs cneaytomiee komOunuponanue MIIK BRAF u MEK - nabpadennba c
KOOMMETMHHOOM U BeMmypadeHnba ¢ TpaMeTMHHOOM, TaK Kak Takhue KOMOMHAlUM He
U3YYEHBI.
YpoBeHb y0eqMTEJBLHOCTH PpPeKOMEHAANMH —

C (ypoBeHb [J0CTOBEpPHOCTH

0KA3aTeJbCTB — 5)

VYuuteiBast 0coObIN poduiib qepmMaToiornueckux HexenaTenbHbIx sienenni UK BRAF
n MEK, B yaCTHOCTH PHCK pa3BUTHS MJIOCKOKIETOYHOI'O paKa U IPYTUX OMyXoJeld KOXKH,
Ha (OoHE JIeYeHHs] peKOMEHAYeTCsl PEryJISIpHO MPOBOAUTH OCMOTP KOXKHBIX IOKPOBOB
nanuenTa. [Ipu nono3peHnn Ha pa3BUTHE IIOCKOKIETOYHOTO paka Uik KepaToaKaHTOMBI
HEO0XO/IMMO MX XMPYPIUYECKOe yJaleHHE C MOCIEIYIONMM MaTOoJI0r0-aHaTOMUYECKUM

UCCleIOBaHHEeM OMOICUITHOTO WJIM ONEPallMOHHOr0 Marepuana, mpu 3toM tepanust UK

51



BRAF uwnmu komounamueit UTIK BRAF u MEK MoxeT ObITh poio/KeHa 0e3 epephiBa B
JIcUeHUH W/uim 0e3 penyKIuu 1036l npenapara [125, 278, 280].
YpoBeHb y0eqMTEJLHOCTH peKkoMeHAanmuii — A (YpOBeHb J0CTOBEPHOCTH

J0KA3aTeJbCTB —2).

[Ipu npoBenenuu Teparmmu UIIK BRAF wim kom6unanuein UTTIK BRAF 1 MEK onenky
apdekTa JIeYeHUST PEKOMEHJA0BAHO IPOBOAUTh Kaxabie 8—10 Hem, He gomyckas
MEepPEephIBOB B MIPHEME MpPErnapaToB Ha mepuona omeHku dddexra nedenus. Jns oneHku
a¢dekra Tepanuu peKOMEeHyeTCsl HCII0Ib30BaTh OIICHKY OOIIET0 COCTOSHUS MAIIUECHTA 1
METO/IbI JIy4eBOW AMArHOCTHKH (CM. Tabi. 7, pa3zien 2.4) a Takke CTaHIapTHBIC KPUTEPUN
OTBETa Ha [IUTOCTaTUYECKYIO Tepanuto (RECIST 11 — CM.
http://medradiology.moscow/d/1364488/d/no46_2018_recist_11.pdf) [129, 281, 282].

YpoBeHb y0eqMTEJLHOCTH pekoMeHaanmuii — A (YpoBeHb J10CTOBEPHOCTH

JI0KA3aTeJIbCTB — 2).

[Ipn Hamuyuu MpU3HAKOB MporpeccupoBanus 3abosneBanus Ha Gone npumenenus WUIIK
BRAF mu6o komOumnanmm MIIK BRAF u MEK wim mnosBiaeHUsS NpHU3HAKOB
HEMEPEHOCUMOCTH TaKOH Tepanuud TMPU COXPAHEHUU YAOBIETBOPUTEIBHOTO OOIIEro
cocrostaus marenTa (ECOG 0-2) u oxumaeMolt pooiHKUTEILHOCTH KU3HH Ooitee 3
MECAIICB peKOMEeHAyeTcsl TiepeBecTH nanuenTta Ha tepanuto MKA-6inokatopamu PD1 unu
kombunaiio MKA-610katropoB PD1 u CTLA4 [268-274, 283]. Pexxumbl ipUMeHEHHS
npuBeAeHbI B Ta01. 10.

YpoBeHb y0enMTEJBLHOCTH pekoMeHganmuii — B (ypoBeHb J0CTOBEpPHOCTH
JI0KA3aTeJIbCTB — 2).

Kommenrtapmii: monomepanus MKA-6nokamopamu PD-1 u kombunuposannas mepanus

MKA-6rokamopamu PDI1 u CTLA4 Oemoncmpupyiom cxoouvie pe3yiomamol y NAYUEHMO8 C

menanomoti, pesucmenmuoi k UIIK BRAF u MEK. Oonako kombunuposannas mepanusi MKA-

onokamopamu PDI1 u CTLA4 Owvira cesszana ¢ Oonee 8blCOKOU 4aCMOMOU HENHCENAMENbHbIX

AGNEHULl No cpasHeHuro ¢ monomepanuei [284].

Taonuya 10. Pescumvl npumenenus MKA-6nokamopos PD1 u CTLA4

Cxema Tepanuu

IIpenapar

Ho3a

IyTh

BBEJACHUA

JAun

BBEACHUA

JlnuTebHOCTD
HUKJIA, THH,

peKuM
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Mounorepanus Husomyma6** 3wmr/kr | B/B 1 pa3 B 14 | JInutenpHo
[268-270] Macchl | KamejabHO | JHEH
tena (Ho | 30—60
HE MUH
Oornee
240 mr)
wnu 240
mr [285]
Husomyma6** 480 B/B 1 pa3 B 28 | JInurenpHo
mr[286] | kamenbHO | AHEH
30-60
MUH
Mounorepanus [MemOponm3ymad™* | 2 mr/kr | B/B 1 paz3 B 21 | JJnurensHo
[269, 271-273] Macchl | KamejabHO | JIEHB
tena (Ho | 30 muH
HE
Oonee
200 mr)
KomOunupoBannas | Husomyma6™* (8 1 mr/kr | B/B 1 paz B 21 | CymmapHO He
tepanus MKA- OJIUH JIeHb C KaleJIbHO | JICHb Oounee 4
OyioKaTopamu UMAITUMyMaOooM**) 30 MuH BBEJICHUI
CTLA4 u MKA- Nnminmymad™** (B | 3 mr/kr | B/B l pazBB | CymMMapHO He
onokaropamu PD1 | ogun nens ¢ KaneiabHo | 21 meHb oonee 4
[270, 274, 287, HUBOJyMaOoM**) 30 MuHYT BBEJICHUI
288] [MomnepxuBaromas | 3 mr/kr | B/B 1 pa3 B 14 | JInurensHO
¢aza: (1O HE KaIlleJabHO | THEH
HUBOJyMaO™* 6onee
240 wmr)

e [lpy HaIMYMKM TPU3HAKOB NPOTPECCUPOBaHMSA 3a00JeBaHHMA Ha (OHE NPUMEHEHUS

monoTteparnuu MITK BRAF mepeximoueHre manyueHToB Ha KOMOMHUPOBAHHYIO TEPAITHIO

UIIK BRAF + MEK He pexkoMeHayeTcs, TaK Kak BEpOSTHOCTb IOJIyYUTh OTBET Ha
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JIeYeHHE OCTAeTCsl HU3KOM, a MeJIMaHa BPEMEHH JI0 IPOTrPECCUPOBaHMs HE MPEBHIILIACT 3
mec [128].
YpoBenb yOenutTenbHocTH pekoMengammii — C  (YypoBeHb [0CTOBEPHOCTH

A0KA3aTeJIbCTB — 4).

[Ipu Hanuuuu NPU3HAKOB IPOrPECCUpPOBaHUS 3a00IeBaHUS HA (JOHE TPUMEHEHUS OJTHOTO
n3 UIIK BRAF umu ognoit m3 komoOmnammii MIIK BRAF u MEK (cm. Ta6a. 9) He
pexkoMeHayeTcsl nepexitouats nauumeHToB Ha apyrod UIIK BRAF wmm  npyryro
komOuHarmio UITK BRAF u MEK. NMeromuecss MpeKIMHAYECKHUE TaHHBIC TO3BOJSIOT
MIPEINOJIOKHUTh aHATOTHYHbIE MEXaHU3MBbI IeUCTBUS U (HOPMUPOBAHUSI PE3UCTEHTHOCTH K
BeMypaheHnOy**/kooumeTHHUOY** 1  nabpadenunOy**/rpameTrnOy** [289, 290].
CBeleHUsI 0 HATMYUU KIMHUYICCKOW 3(PPEKTUBHOCTH MOJOOHOTO MEPEKITIOUCHUS TAKKE
OTCYTCTBYIOT.

YpoBenb yoOeauteibHocTH pexkoMenaanuii — C (ypoBeHb [10CTOBEPHOCTH

A0KA3aTeIbCTB —4).

IIpu MeIeHHO Mporpeccupyrolie MeTacTaTUYeCKon M/UiIM MECTHO-PAacIpOCTPaHEHHON
menanome (Il HeomepaGenbHoit — IV cragum) y mMalMEHTOB C  0XHIAeMOM
MPOJOIDKUTEFHOCTRIO JKU3HM HE MEHee 6 MeC NpU OTCYTCTBUU MPOTHBOTOKA3aHUH
He3aBHCUMO OT cTaryca myrauuu BRAF pexomenayercsi mcnoibp3oBaHuE Ipernapara
unmiumymad** [291] wnu komOunaimu MKA-Grmokatopoe PD1 u CTLA4 mocie
nporpeccupoBanust 06osie3Hu Ha ¢oHe cranaaptHoil Tepanuu (MKA-6mokaroper PDI,
UTIK BRAF, kombunarust UTTK BRAF u MEK) uinu B ciiyuae ee Henepenocumoctu [292-
296]. Pexxum npuMeHeHus nnuinMymada** npusenex B Tadm. 11.

YpoBeHb yOeauTeIbLHOCTH peKoMeHAanmuidi — A (YpOBeHb [0CTOBEPHOCTH
JA0KA3aTeJIbCTB — 1).

Kommenrtapuii: unuiumyma6** aensemces 610xamopom anmucena 4 yumomokcuyecko2o

T-numepoyuma (MKA-610xamopom CTLA4) u omnocumcsi k kame2opuu uUMMYHOOHKONIO2UYECKUX

npenapamos. Ununumymad™* ucnonvzyemcs 6 0oze 3 me/ke 6/6 6 suode 90-munymuou ungysuu

kaxcovle 3 Hed (1, 4, 7 u 10-a nedenu, 6ceco 4 esedenuss (00beOUHEHHbI AHAAU3 OAHHBIX

NPOOEMOHCMPUPOBAN nokazamenv 7-lemHeli obwell evixcusaemocmu 17 % cpeou ecex

nayueHmos ¢ Memacmamuieckou u/uny MeCmHO-pAcCnpOCmMpPaHenHol (HOpMOLU MeraHoMbl,

ROYUABUIUX UNUAUMYMAO™ ™). Tlepeoe KoHmpoabHOe 06cned06aHue peKOMeHOYemcs nPo8oOUNb

Ha 12-1i nedene om Hauana ne4eHus (npu omcymcemeuu KIUHUYECKUX NPU3HAKOB 6blPANCEHRO20

npozpeccupoeanl). Yuumwieasn eozmoorcnocmo paseumusl aynmouMMyYHHbLX HeMNCelamelbHblX
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aeneHull  (ouapes, Koaum, 2eenamum, 3IHOOKPUHONAMUU, OepmMamum), HeoOX00UMo ux
CB0e8peMeHHOe GblAGIeHUe U AKMUGHOe JieueHue 8 COOMBEmCmeUuU ¢ O00uenpuHsImvlMu

aieopummamul.

Taonuya 11. Pesicum npumenenus unuiumymada** npu meranome Koicu

Cxema IIpenapar Ho3a Iyrs IR L JdnureabHOCTH
Tepanuu BBe/ICHUS BBe/ICHUS HMKJIA, THH,
peRUM
3 mr/kr | B/B
Momnotepanus x 1 pas B 21 | Makcumym 4
Nnunumymab Macchl | KaleyibHO
[209-211] JIEHb BBEJICHUS

Tea 90 MmuH

e [Ipu HEBO3MOXKHOCTH MPOBEICHUS TEPAITUH (MU CPOKE 0KHJIaHUS Hadala TAaKOH Teparuu
oomee 1 mec) UIIK BRAF wmmu komOuuanmeir MITK BRAF m MEK, wm MKA-
omokxaropamu PD1, wimm MKA-6nokatopamu CTLA4 B 1-ii uiu BO 2-if JIMHUY y TIAITUCHTOB
C METAcTaTUYECKOW WM Hepe3eKTa0enbHONW MenaHoMoil u MyTaunueld B rene BRAF B
OITyXOJIH MPHU COXPAaHEHHH YAOBIETBOPUTEIBLHOrO o01miero cocrosinus namuenta (ECOG
0-2) m oXugaemoil TPOJODKUTENILHOCTH JKM3HU Oosee 3 Mec peKoMeHayeTcs
NPOBEJCHUE IIUTOTOKCHYecKor xumuoreparnuu [297-305]. Haubonee pacnpocrpaHeHHbIC
PEXKHUMBI XUMUOTEpanuu (MOHOTEpAMus UM KOMOWHAIIMHN ) TIPUBECHBI B Ta0m. 12.
YpoBenb y0enuTeJHLHOCTH pekoMeHganuii — B (ypoBeHb J10CTOBEpPHOCTH
A0KA3aTeJbCTB — 1), JJIsi apaGMHONMMPAHO3HMJIMETH HUTPO30MOYEBHHBI YPOBEHb
yoenuTeabHOCTH pekoMeHaanuii — C (ypoBeHb J0CTOBEPHOCTH 10KA3aTeJILCTB — 4).
KommenrTapmii: oannvii 6uo neuenus menee sghgpexmusen 6 omHouleHuU yseaudeHus
obueti nPOOONNCUMENLHOCU HCUSHU, BPEMEHU 00 NPOSPecCUPOBaHUs, YACTOMbl 0ObEKMUBHBIX
omeemoe Ha Jedenue U 8 OONbUIUHCMEE CY4aes CONPO8OHCOaemcs 0Oojee GblpadiCeHHbIMU
Hedcenamenvuvimu peakyuaimu 6 cpasuenuu ¢ UK BRAF wiu kombunayuen UITK BRAF u MEK,
unu MKA-6nokamopamu PDI unu CTLA4. B ceéa3u ¢ smum ciedyem uzbezamv npUMeHEHUS
Xumuomepanuu 6 I-ii IuHUU NeYeHUus NAYUeHmos Memacmamuieckou Ul Hepe3eKmabenbHol
menanomoti u mymayueti 8 cene BRAF ecec0a, koeoa smo 6o3modicHo.

Tabnuya 12. Haubonee pacnpocmpaneHHble — pedxcuUMbl  XUMUOMEPANUU  Npu

Memacmamu4eckoi MeiaHome KOdcu

Cxema Ipenapar Ho3a Iyrs Jun | Juureasnoc | Cebli
Tepanuu BBeleH | MpUeM | Thb IHUKJIA, Ka
ust a JAHH, PEKUM
Mouotepan | #[lakap6azun™* 1000 B/B 1-i 21 [125,
ns Mr/M? 278,
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Monorepan | Jlakap6a3zun™* 250 B/B 1-5u |21 297-
U Mr/M? 299,
306,
307]

Mowuotepan | Temo3zomomuma** 200 Buytps | 1-5-i1 | 28 [300]
us Mr/m? WIH B/B
Mounotepan | Apabunonupano3unm | 550— B/B 1-3-i1 | 28 [301,
ust eTHII 800 MEIEH 308]

HUTPO30MOYEBUHA Mr/m? HO
Momnotepan | Jlomyctun** 130 Baytpp | 1-id 42 [309-
ust Mr/m? 311]
KomOunamu | [{ucrmaTua™®* 20 B/ 1-4-in | 21 2 xypca | [304,
s Mr/M? u 305,

#BunOmacTua** 2 mMr/m? | — 1-4-ii | obcnenosanu | 312]

<,
I[aKap6a3HH** 800 — 1-i MAaKCUMAJIbH
Mr/M? 0— 1106
KYPCOB)

KomOunamm | #llakmurakcen*™ 225 B/B 1-i 21 [281]
s Mr/m?

#Kapboruratna** AUC 6 1-i
KomOunamm | #llaxkmurakcen™* 175mr/ | B/B 1-i 21 [302,
s M2 303,

#KapOoriatua** AUC 6 1-i 313]

ITpu mpoBeieHNU XUMHOTEPAIH OLIEHKY (P QeKTa JeUeHUs peKOMEeH10BAHO TIPOBOJUTH
nocie Kaxaoro 2-3-ro nukia (kaxaele 7—-12 nem). s ouenku sddexrta Tepanuu
PEKOMEHIYETCS MCIIOJIb30BaTh OIIEHKY OOIIET0 COCTOSHUS MAaIlMeHTa U METOIBI JTy4eBOU
JUarHOCTUKU (cM. Taby. 7, paszzmen 2) a TakkKe CTaHIAapTHblE KPUTEpUU OTBETa Ha
uroctaTuyeckyro tepanuio (RECIST 1.1) [281, 282].

YpoBeHb y0eOqMTEJBHOCTH PpPeKOMEHAAIMH —

C (YpoBeHb JOCTOBEPHOCTH

JI0KA3aTeJILCTB — D).

[Ipu mpoBeneHUH MPOTHBOOITYXOJEBOTO JICKAPCTBEHHOTO JICUEHUS TPU pacyueTe 03
MPENnapaToB Ha MOBEPXHOCTb WM MACCy Tejla PeKOMEHAYeTcsl MPOBOAUTH OKPYIJICHUE
dakTHUeckux 103 B mpeaenax S5 % pacuernsix [314, 315].

YpoBenb yOeAUTEJBLHOCTH PpeKOMeHJAANMii —

C (YpoBeHb JOCTOBEPHOCTH

A0KA3aTeJbCTB — 5)
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3.43. BpiOop Tepanum 1-ii JMHMH Yy DANUEHTOB METACTATHYECKOW MJIM

HeomnepadeILHOI MeJTaHOMOM KOKH ¢ MyTanueii B rere C-Kit

VY mamueHnToB ¢ myTanuei B rere C-Kit 1 oxxugaeMoi po10/KUTEIBHOCTH JKU3HH OoJiee
3 MecsleB B KadyecTBE Tepanmud |- WM TOCHEAYIOUMX JUHHUNA pPeKOMeH10BaHa
MoHoTtepanust MKA-6iokaropamu PD1 nin komO6unanueir MKA-6mokatopoB CTLA4 u
PD1[269-272, 276, 316, 317]. CrangapTHBIC PEXKHUMbI IPUMEHEHHUS TPUBEACHBI B Ta0I. 10.
YpoBeHb y0eAUTEJHLHOCTH peKkoMeHIauuii — A (YpoBeHb J0CTOBEPHOCTH
JA0Ka3aTeJbCTB — 1).

KommenTapuii: nonynsayus nayuenmos ¢ mymayuei 6 2ene C-Kit 6 onyxonu ne uzyuanace
0MOENbHO 8 PAHOOMUBUPOBAHHBIX UCCAEO08AHUAX, OOHAKO ee clledyem paccmampueams

Kak nonyaayuro 6oabhuix 6e3 mymayuu 6 cene BRAF.

VY mamuenToB ¢ myTanuei B rere C-Kit 1 oxxugaeMoi po10/KUTEIbHOCTH JKU3HH OoJiee
3 Mecs1eB B KauecTBe Tepanuu |-l wiM nociaeayoumx JUHUNA peKOMEH0BaHa Tepamnus
UIIK  c-Kit  #umaruaubom**.  Jleyenne  #umatuHUOOM**  MPOBOIUTCS 10
MPOrpecCUpoBaHus 3a00JeBaHUS WU PA3BUTUA BBIPAKECHHBIX, HE KYNMHUPYEMBIX
peayKIHeH 1036l TOKCHYECKUX sIBJICHUH. PexxuM npumeHeHus npuseneH B Tabdi. 13 [148,
149].

YpoBenb y0eauTeJbLHOCTH peKoMeHAanuid — A (YpoBeHb J0CTOBEPHOCTH
A0KA3aTeJIbCTB — 3).

Tabnuya 13. Peotcum npumenenus #umamunuboa™™* npu menanome Koxcu

Cxema IIpenapar Ho3a yTH JAHu JureJbHOCTH
Tepanuu BBC/ICHUSI | BBEJICHHA IMKJIA, THH,
peKuM
JIUTEIIBHO, 0
Mounotepanus | #matuaun0** | 400 mr 2 p/cyT Bnytps ExenneBHO A A
IPOrPECCUPOBAHUS

Ouenky >¢dexra Tepanuu UK #umatnHnO0M™** pekoMeHnyeTes IpOBOAUTE HE pexe 1
pasa uepe3 kaxasle 8—10 Hen Tepanuu, He JOMycKas MepPepbIBOB B IIpUEMe Mpernapara Ha
nepuo oneHku 3 dexra. s onenku rpdexra Tepanuu peKOMEHIYETCsl UCTI0JIb30BaTh
OLIEHKY OOIIEr0 COCTOSIHMSI MallMeHTa U METO/IbI JIy4eBOM JIUarHOCTUKU (cM. Tabiu. 7), a
TaKKe CTaHAapTHBIE KPUTEPUH OTBeTa Ha uTocTaTrueckyto Teparmuto (RECIST 1.1) [140,
148, 281, 282].

YpoBenb yOeaurteabHOCTH pexkoMenaanmuii — C (ypoBeHb [0CTOBEPHOCTH

JA0KA3aTeJIbCTB — 4).
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e He pexomeHayeTcsi TPOBOIUTH TEPANHIO #UMATUHHOOM™* malMeHTaM ¢ HEM3BECTHBIM
CTaTyCOM OITyXOJIM B OTHOIICHUH MyTaiuu B reHe C-Kit, Tak Kak CBEJICHHUS O KIIMHHYESCKOH
M0JIb3€ OT MPUMEHEHUs #UMaTuHNOa** y manneHToB 0e3 akTHBUPYIOIIEH MyTalluu B TeHE
c-Kit orcyrcrByrot [149, 152, 318, 319].

YpoBeHb yOeauTeJBLHOCTH pekoMeHAanmuii — A (ypoBeHb [10CTOBEPHOCTH

A0KA3aTeJbCTB — 3)

e [lpm HaNMMUYMM TPU3HAKOB MPOTPECCHpPOBaHMs 3a00jeBaHUS Ha (OHE MPUMCHCHHUS
#umaTtnHHOA™™* TIPU COXpaHEHUM YJIOBJIETBOPHUTEIBLHOTIO OOIIETO COCTOSHHUS TaIlMeHTa
(ECOG 0-2) u oxumaeMoit mpoI0/KUTEIBHOCTH KHU3HH 0oJiee 3 MeC peKOMeHyeTcs
MIPOBOIMTH TEPAITHIO MOYJISITOPAMU UMMYyHOJIoTH4ecKkoro cuaarca — MKA-6nokatopamu
PD1 wiun CTLA4 (B ciyuae, eciu oHa He mpoBomuiachk panee) [320, 321]. Pexxumer
MIPUMEHEHHUs MpUBeIeHbI B Ta0. 10.

YpoBenb yoOeauteibHocTH pexkoMenaanuii — C (ypoBeHb [10CTOBEPHOCTH

JI0Ka3aTeJIbCTB — 4).

e [Ipu HEBO3MOXKHOCTH MPOBEICHUS TepaK (KU CPOKE OXKHIAHKSI Hadaia TaKOW Tepariu

6onee 1 mec) #umarnanoom™** nmm MKA-6nokaropamu PD1 nnn CTLA4 B 1-ii wium Bo 2-

1 IMHUY y TAIMEHTOB C METACTaTUYECKOHN WM Hepe3eKTabeIbHON MeTaHOMOM ¢ MyTanuei

B reHe C-Kit B omyXoiu mpu COXpaHEHHH YJOBICTBOPHTEIBLHOTO OOIIEr0 COCTOSHHS

nanuenTta (ECOG 0-2) u oxugaeMoil MpOAOKUTENBHOCTH KU3HU Oojee 3 MecsleB

PEKOMEH/IyeTCsl MPOBEICHHE MUTOTOKCHYecKor xumuorteparnuu [297-305]. Haubomee

pacrpoCTpaHEHHbIE PEXHUMbl XUMHOTEpanuu (MOHOTEpamnus WM KOMOMHAIUM)

MIpUBEACHHI B Ta0d. 12.

YpoBenb y0eAUTEJHLHOCTH peKkoMeHaauuii — A (YpoBeHb J0CTOBEPHOCTH

0Ka3aTeJIbCTB — 1)

Kommenrtapmii: oanmwiti 6uo neuenus menee s¢hpexkmugern 8 OmMHOUIEHUU YBETUUEHUS
obwetl nPOOOIIHCUMETLHOCTNU HCU3HU, 8PEMEHU 00 NPOZPECCUPOBAHUL, YACMOMbL 00bEKMUBHBIX
omeemos Ha JedeHue U 8 OONbUWUHCIBE CYHae8 CONpo8oHcoaemcs 0Oojee Bblpa#CeHHbLMU
HexcenamenvHoimu peakyusimu 6 cpashenuu ¢ MIIK c-Kit umw MKA-6aroxkamopamu PDI1 unu
CTLA4. B smoii ceazu credyem uzbecamv NpUMeHeHUs Xumuomepanuu 6 I-ii aunuu jneyeHus
NAYUEHMO8 Memacmamu4eckoll Ui Hepesekmabenvrou meianomou u mymayueti ¢ ceve C-Kit

gce20d, Ko20a 3mMo 803MOIICHO.
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3.4.4. Boi0op Tepanuu 1-if IMHUM Y nanMeHTOB 0e3 myTanuii B renax BRAF u c-Kit

VY nauuenro 6e3 myTauuii B renax BRAF u ¢-Kit mpu coxpaneHnu y1oBIeTBOPUTEIBHOTO
obmero cocrostaus nanueHTa (ECOG 0-2) u oxxumaeMoii mpoIOKUTENBHOCTH KU3HU
Oonee 3 mecsieB pekoMeHayercss Tepanus komoOmHanmer MKA-GinokatopoB PD1 u
CTLA4 wmu wmonorepanuss MKA-Gmokatopamu PD1 [269-272, 276, 316, 317].
CranznapTHble peXUMbI IPUMEHEHUS NpHBeeHb! B Ta0u1. 10.

YpoBeHb y0eAUTEJHLHOCTH peKkoMeHIauuii — A (YpoBeHb J0CTOBEPHOCTH

JA0Ka3aTeJbCTB — 1).

IIpu oueBuaHOM mporpeccupoBaHuu Oosie3Hn Ha (oHe Tepanuu oaHuM u3 MKA-
6nmokaropoB PD1 He pekomeHayeTCsl IPUMEHSTH JPYTOH Mperapar 3TOH ke MOATPYIIIIBL.
Hmerompecss OKIMHUYECKHE JAaHHbBIE MO3BOJSIOT MPEANONIOKUTh aHAJIOTMYHbIE
MEXaHU3Mbl JCUCTBUS U (OPMHPOBAHUS PE3UCTEHTHOCTH K HHUBOIYyMaOy** wu
nemMOponm3ymady**. CBefeHUs O HAIMYMHM KIMHUYECKOH A(PQPEKTHBHOCTH MOIOOHOTO
MEPEKIIIOUEHUS TAKKE OTCYTCTBYIOT.

YpoBenb yOeauteabHocTH pexkoMenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

JA0KA3aTeJbCTB —b).

[Ipn oueBMAHOM mporpeccupoBaHuu Ooye3HUM Ha (QoHe Tepanuu oaHuM U3 MKA-
6nokaropoB PD1 umeromuecss B HacToslee BpeMs JaHHBIE O IMOCIEAYIONIeH TaKTHKe
BEJICHUS MAllMEHTOB MPOTUBOPEUMBHI. B Takux ciydasx peKOMeHAYeTcsl pacCMOTPETH
BO3MOKHOCTh TIpoBeZieHus1 Tepanuu komOmHanmeit MKA-6iokaropos PD1 u CTLA4
[322] win monotepanuio MKA-6mokatopom CTLA4 [291, 323] . PesxuMbl TpUMEHEHUSI
npuBeaeHbl B Ta0numax 10 u 11 cooTBeTCTBEHHO

YpoBenb yOenuTeJbHOCTH pexkoMeHganuii — B (ypoBeHb J0CTOBepHOCTH

JI0KA3aTeJbCTB —3).

ITpu HEBO3MOXKHOCTHU NMPOBEJCHUS TePANHHU (MM CPOKE OXKHUJIAHUS Havala TaKOW Teparnuu
oonee 1 mec.) MKA-Giokaropamu PD1 u CTLA4 B 1-ii win BO 2-ii IMHUK Y TIAIIMEHTOB C
METacTaTHUECKOM WM Hepe3eKTabenbHON MelaHoMO# 0e3 MmyTanuii B renax BRAF u c-Kit
B OITYXOJIH MIPH COXPaHEHHUH yI0BIETBOPUTEIHLHOTO 00111eT0 cocTossHus naruenta (ECOG
0-2) m oXumaaeMoil MPOJOJDKUTECIILHOCTH HW3HU Ooiee 3 MecC. peKOMeHIyeTcsl
MpOBEJICHUE IIUTOTOKCHYecKor xumuoteparnuu [297-305]. Haubomnee pacrpoctpaHeHHbIC
PEKUMBl XUMHOTEpANuu (MOHOTEpanus WIM KOMOMHAIMW) IMpHBeIeHsl B Tadm. 12.

YpoBenb yOeauTeJbHOCTH pexoMeHAanuii — B (ypoBeHb [10CTOBEpHOCTH
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A0KazaTeqabCcTB — 1), i apa0dMHONMUPAHO3WIMETH] HUTPO30MOYEBHHBI YPOBEHb

yoenuTeabHOCTH pekoMenaanuii — C (YypoBeHb JOCTOBEPHOCTH JI0KA3aTeILCTB — 4).

Kommenrtapmii: oannviii 6uo neuenus meuee s¢ghgpexmusen 8 OmHOUIeHUU YEeTUdeHUs
06wetl nPOOOIAHCUMETLHOCTIU HCUSHU, PEMEHU 00 NPOSPECCUPOBAHUL, YACMOMbL 0ObEKMUBHBIX
omeemos Ha JieveHue u 8 OONbUWUHCIBE CYHae8 CONpo8odcoaemcs 0Oojee GblpaiCeHHbLMU
HedcenamenbhbiMu peakyuamu 6 cpasnenuu ¢ MKA-6noxkamopamu PDI1 unu CTLA4. B ceéaszu c
amum credyem uzbe2amov NpuUMeHeHus Xumuomepanuu 6 - AUHUU JedyeHUs NAYUeHMO8
memacmamudeckol Uiy HepesekmaobenvHou meranomou b6e3 mymayuti 6 2enax BRAF u c-Kit

gce20d, Ko20a 3mo 803MOIICHO.

3.4.5. OcobenHoctu oueHkH oTBera Ha JieyeHue MKA-Osokatopamu PD1 mim
CTLA4

MKA-6mokaropsl PD1 wim CTLA4 npeacTaisior co00il MPUHIUITHATIEHO HOBBIA KJI1acC
JICKApCTBCHHBIX MpernaparoB, 3PQeKT KOTOPhIX pa3BUBACTCS B pe3yJibTaTe BO3JCHCTBHS Ha
DJIEMEHTHl MMMYHHOH CHCTeMbl manueHTa. Camu JIeKapCTBEHHBIE CpPEJCTBA HE 00JaJaroT
IPOTHBOOITYXOJIEBBIM 3((EKTOM, a SIMMHUHANMNS OIYXOJEBBIX KIETOK JIOCTUTAETCS 3a CUeT
AKTUBALIUU KJIETOK MMMYHHOUM CHCTEMBI MAallMeHTa. DTO 00YCIOBIUBAET OCOOCHHOCTU Pa3BUTHS

KIIMHUYCCKOI'O U paauOJIOTUICCKOI'0O OTBCTA HA JICUCHHC.

e Bcewm nanmenTtam ¢ menanomoii Ha ¢one neuenust MKA-6inokaropamu PD1 wmu CTLA4
PeKOMEeHAYyeTCsl MPOBOAMTH IEPBOHAYAIBHYIO PaJMOJIOTHUYECKYIO OLIEHKY OTBETa Ha
JedeHre He paHee 12 Hexenb OT Havajna Tepanud (MPU OTCYTCTBHU KIMHHYECKOTO
YXyAUICHUsT COCTOSTHUS TanueHTa). [IoBTopHbIe MccieoBanus MpoBoasTcs yepe3 §—12
Heelb (TPH OTCYTCTBUH KIIMHUYECKOTO YXYALICHUS COCTOSHUS marienTa) [269-272, 317,
324].

YpoBenb y0eauTeJLHOCTH pekoMeHaaumii — B (ypoBeHb J10CTOBepHOCTH

JI0KA3aTeJIbCTB — 2)

e Pexkomenayercs 1 oneHku orBera Ha jedyeHne MKA-Gnokatopamu PD1 nin CTLA4
WCTOJIB30BaTh MOAH(DHUIIMPOBAHHBIE KPUTEPUH OTBETA HA JICYCHUE, KOTOPHIE OITYyCKAIOT
MOSIBIEHHME HOBBIX 0OYaroB (IPU OTCYTCTBUU KJIMHUYECKOTO YXYJIICHUS COCTOSHUS
naruenTa) [324] (tadm. 14).

YpoBenb yOeauTeabHOCTH pexkoMenaanmuii — C (ypoBeHb /10CTOBEPHOCTH

JI0Ka3aTeJIbCTB — D).
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Taonuya 14. Cpasnenue mpaouyuonnwvix kpumepues (na npumepe RECIST) u kpumepues

oyenku omseema na MKA-6nokamopot PD1 unu CTLA4 (mRECIST unu irRC) [324, 325]

OnyxoJieBblii
OTBET

RECIST

irRC

ITonHEblit OTBET

Hcue3znoBenune Bcex oyaros

Hcue3HoBeHHE BCEX 0OYaroB, B
TOM YHCJIC HOBBIX

gyeM Ha 20 % w/wid I1OsBIIEHUE

HOBBIX O4aroB

YacTuuHbIl OTBET | YMEHBILCHHE CyMMBI | YMeHbIIeHHE CYMMBI
MaKCUMaJIbHBIX JUAaMETPOB | MPOU3BEICHUNA  IONEPEYHBIX
TapreTHBIX o4aroB Oojee yem Ha 30 | TmamMeTpoB TapreTHHIX M HOBBIX
% npu OTCYTCTBHHM | oyaroB Oosee uem Ha 30 %.
IIPOrpECCUPOBaHUs €O  CTOpOHHI | Jlomyckaercs MOSIBJICHHE
JIPYTHUX OYaroB IMOpa)KeHusi JIuOO0 | HOBBIX OYaroB
TIOSIBJICHUSI HOBBIX
Crabunuzanus YMeHbllIeHne OIYXOJIEBBIX | Y MEHbILIECHHE OITYXOJIEBBIX
oOpazoBannii menee yem Ha 30 % [ oOpa3zoBanmii meHee yem Ha 30
wiM yBenuueHue He 6onee ueM Ha 20 [ % mpu  OTCYTCTBHUM HOBBIX
% mpu  OTCYTCTBUM  HOBBIX | MOPAXKCHUH WJIM yBEIHMUCHHE HE
MOpaKEHUI 6omee uwem Ha 20 %.
Honyckaercs MOSIBJICHUE
HOBBIX 04aroB
[IporpeccupoBanue | YBennMueHHe CyMbl MaKCUMAaJbHBIX | YBEIMYECHHE CYMMBI
JMaMETPOB TApTeTHBIX 04aroB OoJiee | MPOU3BENCHUI  MOMEPEYHBIX

JMAaMETPOB TAPI€THBIX M HOBBIX
ouaros 6oJiee ueM Ha 20 %

3.4.6. InuteabHoctsb dedyennss MKA-6nokaropamu PD1 nuim CTLA4

o Pexkomennyerca npumeniats MKA-6mokarop CTLA4 (ununumyma0b**) B pexume
OrPaHUYEHHOI'0 KOJHMYEeCTBa BBeAEHUH — He Oosee 4. B HekoTopwix ciyudasx (MpH
cTabmin3anuu 3a00jeBaHusl WM OOBEKTHBHOM OTBET€ Ha JieueHue Ooinee 6 Mec,
CMECHUBIIMMHUCS  TPOTPECCHPOBAHHMEM  3a00JI€BaHMSA)  JOMYCKAETCS  MOBTOPHOE

NpUMEHEHHEe Kypca JIeUeHUs nITuMyMadom* * (Takxke He Oonee 4 BBeneHuil) [292].

YpoBeHb yO0eauTeIbLHOCTH peKOMeHJamuim — A

(YpoBeHb [10CTOBEPHOCTH

0KA3aTeJbCTB — 2).

e Pexomenayercss MKA-Onokaropst PDI1 Ha3zHayaTh B MOCTOSIHHOM pEXHUME J0
HACTYIIJICHUS] TPOTPECCUPOBAHUS WM HENEPEHOCUMOCTH C MHTEPBAJIOM BBEJIEHHUS B 2
HeZenu win 4 Helenu Ui HUBoyMaba™™® B 3aBUCUMOCTH OT peXHUMa J03UpOBaHUs, B 3
Helenu Ans nemOponusymaba*™* (cMm. Takke pasgen 3.4.5 u Tabn. 14), Ho oOumiei

MPOIOJDKUTEILHOCTBIO Tepanuu He oosee 2 set [269-272, 317].
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YpoBeHb yOeauTeJLHOCTH pekoMeHaanuii — B (ypoBeHb [0cTOBEpHOCTH

JA0KA3aTeJbCTB — 2).

[To maHHBIM MPOBENEHHBIX UCClenoBaHM, oTMeHa Tepanuu MKA-Gnokatopamu PDI y
MAIMEeHTOB, JTOCTUTIIHUX IOJIHOTO WJIM YaCTUYHOTO OTBETA HA JICUCHHE, HE MPHUBOIHUT K
mporpeccupoBanuio 3adoneBanus [326, 327]. B cBs3u ¢ 3THM, IpUHUMAast BO BHUMaHHE
TPYJHOCTU C JOCTYNOM K 3()()EeKTUBHOMY JICUEHHIO, PEKOMEHAYeTcsl IpeKpalieHHe
tepaniun  MKA-6imokatopamu PD1  Takke My DalMEeHTOB C IOATBEP)KIECHHBIM
OOBEKTUBHBIM OTBETOM Ha JieueHHe (2 MOciie0BaTeNbHBIX HH()OPMATHUBHBIX JTyYEBBIX
uccnenosanuii (KT win MPT) ¢ untepBaiom He MeHee 3 Mec.), (B ciiydae eciau oOImas
JUIUTEIBHOCTh T€PANMK COCTABISET K MOMEHTY MPUHATHUS TaKOTO pelieHus He MeHee 12
MEC);.

YpoBenb y0eauTeJLHOCTH pekoMeHaaumii — B (ypoBeHb J10CTOBepHOCTH

I0KA3aTeJbCTB —3)

3.4.7. JleyeHne mauMeHTOB ¢ 0COObIMM (OopMaAMHU METACTATHYECKON MeJaHOMBI:

OHHFOMeTaCTaTquCKOﬁ, MECTHO-paCHpOCTpaHeHHOﬁ, C MeTaCcTas3aMi B KOCTHX

[TarueHTOB ¢ COMUTAPHBIMH OTMAJICHHBIMH METACcTa3aMH MEIAHOMBI (B MSTKHE TKaHH,
JIeTKHE, TOJIOBHOM MO3T W JIp.) M XOPOIIMM COMAaTHYECKHUM CTaTyCOM PeKOMEHIyeTcsi
paccMaTrpuBaTh B KaueCTBE KaHIUAATOB I PAJAUKATBHOTO XHPYPrHYECKOTO JICUCHUS,
KOTOPOE MOKET 00ECeYnTh JIUTENbHBIN Oe3permauBHbIii neproa [328-330].

YpoBenb yOeauTeJbHOCTH pexoMeHaanuii — B (ypoBeHb [10cTOBEpHOCTH
JI0KA3aTeJIbCTB — 2)

Kommenrtapuu: Porb xupypeuu 6o3pacmaem 6 céa3u ¢ nosseieHuem Oisi 9mou 2pynnl

nayuenmos 3¢gpgexmuenoil aovrosanmuou mepanuu MKA--6noxkamopom PDI — npenapamom

HUB0IYMad **, Komopwiil 8 paHOOMUIUPOBAHHOM UCCIEO08AHUU NPOOEMOHCMPUPOBAT YEeUdeHUe

be3peyuousHoll gblicusaemocmu 6 cpasuenuu ¢ Habmooenuem [233].

[TarueHTOB ¢ MECTHO-pAaCTIPOCTPaHEHHON Hepe3ekTabeabHON (POPMOI MeTaHOMBI KOXKH U
M30JIMPOBAaHHBIM MOPAKEHHUEM KOHEYHOCTH, HE OTBETHBIIMM Ha CTaHAAPTHYIO TEparuio
(uarubutopsr BRAF mwmn MEK, MKA-6nokatopel PD1 unun CTLA4), pekomenayercs
paccmarpuBaTh B KadeCcTBE KAaHAUAATOB  JJI  TPOBEIACHUS  HM30JMPOBAHHOU
THIIEPTEPMHUYECKOi epdy3un KoHeuHOCTH ¢ Medananom. [331-334].

YpoBenb yOeauTeJbHOCTH pekoMeHaanuii — B (ypoBeHb [10CTOBEpPHOCTH

A0KA3aTeJbCTB — 2)
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KommenTapmii: dannas npoyedypa nposooumcs 6 OmoenbHulX CHeYUaIUUpPOBAHHBIX

uermpax.

IIpy OOmMpHBIX MO IUIOLIAAM MOPAXKEHUSIX KOXHM JMLa (MEJaHoMa [0 THILY
3JIOKQ4E€CTBCHHOI'O JICHTI/IFO) JUIA IIaIUCHTOB, HE KCIalOIIUX GBITL MMOABCPTHYTBIMU
PEKOHCTPYKTUBHO-TIJIACTUYECKOM OIepaluu Ha JHIE, PEKOMEHIYETCs HCIOIb30BaHHE
KpeMa #UMUXUMOA™* B KaueCTBE CPEACTBA AJI1 YMEHbUICHHUS TUIOIA/IU 31I0KaYECTBEHHOT'O
JEHTUTO B IPENONEepallMOHHOM IepuoJe (5 pa3 B HEAENI0 B TEUEHUE 3 MECALEB C
UCIIOJNIb30BaHUEM 5% KpeMma #umuxuMo 1 ** nepen uccedenuem) [335-337].

YpoBenb y0enuTeJbLHOCTH pekoMeHganuii — B (ypoBeHb [J0CTOBEpPHOCTH

JA0KA3aTEJIbCTB —2).

[Ipu menanome Mo THUMy 3J0KAYECTBEHHOTO JieHTUro ( cTaauu Juisl TAlMEHTOB, HE
KENAIIUX OBbITh MOJBEPTHYTHIMU PEKOHCTPYKTUBHO-ILIACTUYECKON OINEpaluy Ha JUIIe,
peKoOMeHyeTcsl UCIOIb30BaHUE KpeMa #UMHXUMOI** B KayeCTBE CaMOCTOSITEIHLHOTO
MeTOoJla JIeYeHUs (EeKEIHEBHO B TeUeHHE 3 MecsleB C HCHoJb30BaHUEM 5% Kpema
#umuxumon™* mepen ucceuennem) [335-337].

YpoBenb y0enuTeJHLHOCTH pekoMeHgauuii — B (ypoBeHb J0CTOBEpPHOCTH

JI0KA3aTeJIbCTB — 3)

[Ipu wmeractazax B pPETHOHAPHBIX JUMQPATHUYECKUX Y3JIaX W HEBO3MOKHOCTH HX
XHPYPTUYECKOTO yAAJICHUS PEKOMEHIYeTCs PACCMOTPETh BO3MOXKHOCTH IPOBEICHHUS
JUCTAaHIIMOHHOW JIy4eBOM Tepamuu B pa3inyHbix pexkumax: 50 I'p 3a 20 ¢paxmuii B
teuenue 4 Henenb; 32 I'p 3a 4 ppakuun B Teuenue 4 Henens [240].

YpoBeHb yOeauTeIbLHOCTH peKoMeHAanmuii — A (YypOBeHb [10CTOBEPHOCTH
JI0Ka3aTeJbCTB 3).

KommenTapmii: Taxowce moocem npumenamocs pexcum aydesou mepanuu 30 I'p 3a 10

@paxyuii 8 meuenue 2 neo [338].

[Ipy cUMOTOMHBIX MeTacTa3aX B KOCTSX ¢ 00e300JIMBaroIel LENbI0 PeKOMeHAYyeTCsl
MPOBE/ICHUE NAITIMATUBHON JIy4yeBOW Tepanuu B OJHOM M3 cieayromux pexumos: 30 I'p
3a 10 ¢paxmmii B reuenue 2 Henens, 20 I'p 3a 5 ¢ppakumii 3a 5-7 nueit, 24 I'p 3a 6 ¢ppaxumii
B Teuenue 3 Hex [240, 338-340].

YpoBeHb yOeauTeJBLHOCTH pekoMeHaanuii — A (ypoBeHb [10CTOBEPHOCTH

A0Ka3aTeJbcTB — 1).
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3.4.8. Jleuenue manueHTOB ¢ METACTA3aMHU B I'OJIOBHOM MO3Ie

e PexoMeHayeTcsi CTPOWTH QJITOPUTM BBIOOpPA TAKTUKHA JICUCHHS] Yy TAIUEHTOB C
MeTacTa3aMl B TOJIOBHOM MO3I€ B XOJ€ MYJbTHAUCHUILUIMHAPHOTO KOHCHJIMYMa C
y4acTHEM Bpada-HeHpOXUpypra, Bpadya-pagroTepaneBTa i Bpaya-oOHKOJIOra Ha OCHOBAaHUU
creayromux kpurepues [341, 342]:

— 9KCTpaKpaHUAILHOE PACIPOCTPaHCHUE 3a00JIEBaHUS U €TI0 KOHTPOJIb;
— pa3Mep MeTacTa3oB B FOJIOBHOM Mo3re (0oJiee i MeHee 3 cM);
— KOJNMYECTBO METacTa3oB B TOJOBHOM MO3re (COJMTapHBIA  MeTacTas,

OJIMTOMETACTATUYECKOE MOPaKCHNE, MHOKECTBCHHBIC METACTa3bl);

— o0mee cocrosHue mno 1mkaie Kapuosckoro (6omee 70 %, menee 70 %)

(ITpunoxenue 1'2);

— PpacmojIOXEeHHE METAcTa30B B ()YHKIIMOHAIHFHO 3HAYMMBIX YaCTAX MO3Ta;

— HaJM4Yue WM OTCYTCTBHE HEBPOJOTHIECKON CHMIITOMATHKH.
YpoBenb yOeauteabHocTH pexkoMenaanuii — C (ypoBeHb [10CTOBEPHOCTH
A0KA3aTeJIbCTB —4).

KommenTapuii: omkpvimas xupypeuueckas onepayusi umeem npeumyuwjecmea nepeo

cmepeomakcuqecmﬁ paduoxupypzueﬁ Yy nayuenmoe C CUMNMOMHbIMU oUazamu, a makKace

beccumMnmomMHbimMu odacamu, pacnojloiHCeHHbIMU 6 ¢yHKL;MOHOJZbH0 HEZHAYUMDbIX Hacmix mo3ea,

pasmepom 6onee 3 cM NPU OHCUOAEMOL NPOOOJHCUMENLHOCIU JHCU3HU (0e3 yuema GnusHus

memacmasa 6 20106HOM MOS’Z@) bonee 3 mec. Hpu IMOM  BO3MOHCHO npoeedeﬁue ceanca

cmepeomaxkculeckol paouoxupypeuu Ha onepayuoHHyIo noaocmv Ol YAYUUeHUs J10KANTbHO20

KOHmMpPOJIA.

e [Ipu onuromeracTaTH4eCcKOM MOPaKEHUU TOJIOBHOTO Mo3ra (3—8 ovyaroB) pazmepamu 10 3
CM KaXIbl CTEPEOTaKCUYECKasl PaJHOXUPYPrUsi PEKOMEHJ0BaHA JOMOJIHUTEIBHO K
JIEKapCTBEHHOMY JICUCHUIO W MMEeT MpEeuMYyIIecTBa Tepen OOJydeHHeM BCEro Mos3ra
[341].

YpoBenb yOeauTeabHOCTH pexkoMenaanmuii — C (ypoBeHb [10CTOBEPHOCTH
A0KA3aTeJbCTB — 4).

KommenrTapmii: coobwenus o ponu obnayuenus 6ceco mo32ea Npu MHONCECNEEHHBIX

memacmasax MEeNAHOMbl 6 20JI06HOM MO32€ UJdU npu NnopasiCeHUuUuU mo3206blx obonouex

npomusopeuussvl. Ima npoyedypa Mmodxcem Oblmb NPeoodceHa nayuenmy OJisi 00j1ec4eHus

HEBPOIIOCUHECKUX CUMNNIOMOE NPU MHONCECMBEHHbIX Memacmas3adx 6 cON06HOM Mo3ee 6 clydae

Ovicmpozo npozpeccuposanus Ha ¢omne nexapcmeennou mepanuu [342]. B smom cnyuae moeym

64



Obimb ucnovzosamnsl pexcumol. 30 I'p 3a 10 ppaxyuii 6 mewenue 2 neo; 37,5 I'p 3a 15 ¢ppaxyuii 6

meuenue 3 neo [339].

JYeKapcmeeHHa;z mepanusid nayuennios C memacmamudecKum nopasiCeHuem 20J106H020

Mo32a npoeodumcz no mem aJKce npuHyunam, 4mo u ons nayuenmoe ¢ memacmasamu ()pyeux

NOKANU3AYULL.

Y nauMeHToB CcO CTaOWIBHBIMH METAacTa3aMM MEJIAaHOMBl B TOJOBHOM MO3re
PeKOMeHIyeTcsl OT/aBaTh IMPEANOYTeHUE KOMOWHMpOBaHHON mmmyHoTepanuu (MKA-
onokatopsl CTLA4 u PD1) o cpaBaenuto ¢ MmoHoTepanueit MKA-6nokatopamu PD1 i
CTLAA4 [287, 343].

YpoBenb yOenuTeJbLHOCTH pekoMeHganuii — B (ypoBeHb J0CTOBEpPHOCTH

JI0KA3aTeJIbCTB — 2).

[Tpu nanuuuu mytanuu V600 B rene BRAF y nanueHToB ¢ MenaHoOMOM U ¢ MeTacTazaMu
B TOJIOBHOM MO3I€ peKOMEHJAyeTcsl OTJaBaTh IPEANOYTEHHE KOMOMHUPOBAHHOU
tapretHoil Tepanuu UIIK BRAF u MEK 1o cpaBHeHuIo ¢ npuMeHeHNEM MOHOTEpauu
UIIK BRAF [344, 345].

YpoBenb y0enuTeJHLHOCTH pekoMeHgauuii — B (ypoBeHb J0CTOBEpPHOCTH

I0KA3aTeJbCTB —2)

3.49. KoHkypeHTHOe TIpUMeHeHHe JIy4YeBOH Tepamud W  CHCTEMHOIO

NMPOTUBOOIMYXO0JEBOI'0 JICUCHUSA

ITockonbKy MMeIOTCS cBeleHUs 0 paauoceHcuommusupytomeM 3¢ ¢pexre UK BRAF u
MEK B ciydasx BBIPa)XEHHOM BUCLEPAIBHOM TOKCUYHOCTU IIPU UX OJHOBPEMEHHOM
MPUMEHEHUU C JIy4EBOM Tepamnueil, peKOMEHAYyeTC BCEM MalMeHTaM C MEJIaHOMOM
npepsath npuem UK BRAF niun MEK:
— HE MEHee 4eM 3a 3 JTHs 70 Havyayia Jy4eBOU Teparuu U BO30OHOBUTH HE paHee yeM
yepes 3 IHA Mociie OKOHYaHus (PpaKIIMOHUPOBAHHOM Ty4eBOil Tepanuy,
— Kak MUHUMYM 3a | JIeHb /10 Havaja CTEePEOTAKCHUECKOW paguoXupypruu (Wiu
paguoTepanin) U BO30OHOBUTH uepe3 | eHb mocie ee 3aBepiienus [346-349]
YpoBenb yOeaureabHocTH pexoMenaanuii — C  (ypoBeHb J0CTOBEPHOCTH

J0KAa3aTeIbCTB —4)

B mnacrosiee BpEMA HC CYLICCTBYCT Y6CI[I/ITCJ'ILHLIX JaHHBIX, CBUACTCIBCTBYIOINUX 00

YXyAUICHUHU TICPCHOCUMOCTU JICUCHUSA TIpU OIAHOBPEMCHHOM IIPOBCIACHUU lequoi/'I
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tepanmuun U Tepanuu MKA-O6nokatopamu PD1 wim CTLA4. Ananm3 pe3ysbTaToB
MPECTABICHHBIX UCCIIEOBAHUH MOKAa3all, JIy4yeBas Teparnus peKoOMeH/1yeTcsl COBMECTHO
c tepamueii MKA-Gnokatopamu PD1 wmmu CTLA4 Ge3 morepu 3¢ddexktuBHOCTH U
MOBBIIIEHHUS YaCTOTHI HEXKEIATEIbHBIX peakimii [346, 349-351].

YpoBenb yOeauTeabHOCTH pexkoMenaanmuii — C (ypoBeHb /10CTOBEPHOCTH

A0Ka3aTeJbCTB — 3).

3.5 O0e3001mBaHue

IIpuHunbl 00e300JMBAHMSA W ONTHUMAJIBHOTO BBIOOpA MPOTHBOOOJICBOM Tepamuu y
MAlMEHTOB MEJIAaHOMOM C XPOHMYECKUM OOJEBBIM CHHAPOMOM COOTBETCTBYIOT MPUHIUIIAM
00e300JIMBaHUS, W3JOKEHHBIM B KIMHUYECCKHX pPEKOMEHIAIMSIX «XPOHUYECKH OOJIeBOM

CHUHAPOM Y B3POCJIbIX IMMAIIMCHTOB, HYKAAIOIINUXCA B NaJJIMaTUBHOMN MCIIHHI/IHCKOﬁ IIoOMOIIM») .

3.6. ConmyTcTBYIOIIAsA Tepanus y 001bHBIX MeJTAHOMOM KOXKH

IpuHIUNBI JiedyeHus U NPOPUIAKTUKHU TOIIHOTHI U PBOTHI y MAIIUEHTOB C MEJIAHOMO
KOXH COOTBETCTBYIOT IPHUHIMIIAM, W3JI0)KEHHBIM B METOAMYECKUX PEKOMEHJAIUIX
«(TPOOMIIAKTUKA W JIEHEHUE TOIIHOTbBI W PBOTbI» (KomnekTtuB aBTOPOB:
Bnagumuposa JI. 10.,I'nmaakoB O. A.,Koronus JI. M.,Koponesa U. A.,Cemurmnazora T. 10. DOI:
10.18 027 / 2224-5057-2018-8-3s2-502-511,
https://rosoncoweb.ru/standarts/RUSSCO/2018/2018-35.pdf)

IpuHIMObL JedeHUus: M NPOPUIAKTHKH KOCTHBIX OCJIOKHEHMil y TAalMeHTOB ¢
MEJIAaHOMOM KOXH COOTBETCTBYIOT IPUHLIUIIAM, U3JI0KEHHBIM B METOIMYECKUX PEKOMEHAIUAX
«ICITOJIbB3OBAHUE OCTEOMOJUOUINPYIOILINX ATEHTOB JJIA
[MPOOUJIAKTUKA W JIEUEHUS TIATOJIOTMM KOCTHOM TKAHU IIPU
3JIOKAYECTBEHHbBIX HOBOOBPA3OBAHUAX» (Konnektus aBTopoB: ManszwkJl. B.,
Barposa C. I'.,Konn M. B.,Kyrykosa C. U.,CemurnazosaT . 0. DOI: 10.18 027 / 2224-5057—
2018-8-352-512-520, https://rosoncoweb.ru/standarts/RUSSC0O/2018/2018-36.pdf)

IpuHuunbI NPOoPUIAKTHKH U JieYeHUs] HHPEeKIIHOHHBIX 0C/10:KHeHUi 1 GeOpuabHONT
HEHTPONEHNHU y MAlMEHTOB C MEJIAHOMOW KOXKM COOTBETCTBYIOT IPUHIUIAM, U3JI0KEHHBIM B
MeTouueckux — pekomeHamuax «JIEUEHHME HMH®EKIIMOHHBIX OCJIOXHEHU
®EBPUJILHOM HEWTPOIIEHMM U HA3HAYEHUE KOJIOHUECTUMYJIUPYIOIUX
OAKTOPOB» (Konnexktus aBropoB: Cakaena /1. 1., Opnosa P. B., [[Tabaesa M. M. DOI: 10.18
027 | 2224-5057-2018-8-3s2-521-530, https://rosoncoweb.ru/standarts/RUSSCO/2018/2018-

37.pdf)
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[puHuunbl nNpPoPUIAKTHKH M JIeYeHUS TeNaTOTOKCHYHOCTH Yy TAIeHTOB C
MEJIaHOMOM KOYKM COOTBETCTBYIOT IIPUHIIUIIAM, U3JI0KEHHBIM B METOJUYECKUX PEKOMEHIALUSIX
«KOPPEKIMA TTEITATOTOKCUYHOCTM» (Komiektus aBropoB: Tkauenko I1. E., Bamkun
B. T., Maesckas M. B. DOIL 10.18 027 / 2224-5057-2018-8-352-531-544,
https://rosoncoweb.ru/standarts/RUSSC0O/2018/2018-38.pdf)

IIpuHuMNBI NPOPUIAKTHKM H JeYeHHMS CepAeYHO-COCYIAMCThIX OCJIO0KHEHHH Y
MAIMEHTOB C MEJIAHOMOW KOXXM COOTBETCTBYIOT NPHUHIMIAM, U3J0KEHHBIM B METOJIUYECKUX
pEKOMEHTALUSIX «[TPAKTUYECKUE PEKOMEHJIALIN 1O KOPPEKIINM
KAPIMOBACKYJISIPHOI TOKCUYHOCTHU [TPOTUBOOITYXOJIEBOU
JIEKAPCTBEHHOU TEPAIIVW» (Komnextus aBTopos: Buriens M. B., Arees @. T., ['unspos
M. 10., OuunnukoB A. I'., OpsioBa P. B., IToarasckas M. I'., CeiueBa E. A. DOI: 10.18 027 /
2224-5057-2018-8-3s2-545-563, https://rosoncoweb.ru/standarts/RUSSCO/2018/2018-
39.pdf)

HpI/IHHI/IHLI HpO(i)I/IJIaKTI/IKI/I H JIeYeHHS] KOXKHBIX OCJI0KHEeHMIl Yy MNanucHTOB C

MEJIaHOMOM KOYKM COOTBETCTBYIOT IIPUHIIUIIAM, U3I0KEHHBIM B METOJUYECKUX PEKOMEHIAUAX
«TPAKTUYECKHUE PEKOMEHJAIUM TIIO0 JIEKAPCTBEHHOMY  JIEHEHUIO
JEPMATOJIOTUYECKHUX PEAKIIMIA v [TAIIMEHTOB, [HOJIYHAIOLIMX
[MPOTUBOOITYXOJIEBYIO JIEKAPCTBEHHVYIO TEPAIINIO» (KonnekTuB aBTOPOB:
Koponesa U. A., bonoruna JI. B., I'mankoB O. A., 'opoynosa B. A., Kpyrnoga JI. C., Man3iok
J. B., Opmosa P. B. DOl 10.18 027 [/ 2224-5057-2018-8-3s2-564-574,
https://rosoncoweb.ru/standarts/RUSSC0/2018/2018-40.pdf)

IIpuHUMNBI HYTPUTHBHOM NOAAEPKKH Y AIIUEHTOB C METAHOMOM KOKH COOTBETCTBYIOT
MPUHIIMAIIAM, U3JIOKEHHbIM B Mertoanmdeckux  pekomeHmanusx «I[IPAKTUYECKUE
PEKOMEHJIAIIMM 10 HYTPUTHUBHOM TIOJJIEPKKE OHKOJIOTMYECKMX
BOJIBHBIXNe (Komnextus aBropos: CeitoB A. B., Jlelinepman U. H., Jlomunnze C. B., Hexaes
U. B., Xorees A. X. DOI: 1018 027 [/ 2224-5057-2018-8-3s2-575-583,
https://rosoncoweb.ru/standarts/RUSSC0O/2018/2018-41.pdf)

IIpuHuunbl NPOQMIAKTHKH H JieYeHHs] He(POTOKCHYHOCTH Yy TMAlMEHTOB C
MEJIAHOMOM KOKH COOTBETCTBYIOT ITPUHIIUIIAM, U3JI0KEHHBIM B METOJUYECKUX PEKOMEHIAUAX
«ITPAKTUYECKHUE PEKOMEHJIAIIM TIIO0 KOPPEKIIUW HE®POTOKCHUYHOCTHU
[MPOTUBOOITYXOJIEBBIX TIIPEITAPATOB» (KomnexktuB aBtopoB: I'pomoBa E.I'.,
buprokona JI.C., Jlxxymabaesa b.T., Kypmykos U.A. DOI: 10.18 027 / 2224-5057-2018—-8—3s2—
591-603, https://rosoncoweb.ru/standarts/RUSSCO/2018/2018-44.pdf)
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MpuHuunbl NPpOoPUIAKTHKH H JIeYeHUS TPOMOOIMOOIMUYECKHX OCJIOKHEHUl Yy
MAIMEHTOB C MEJIAHOMOW KOXXM COOTBETCTBYIOT NPUHIUIIAM, WU3JI0KEHHBIM B METOJIUYECKUX
pekomennanusx <«IIPAKTUYECKHUE PEKOMEHIALIUMU 110 I[MTPOOUIIAKTUKE U
JIEUEHUIO TPOMBOSMEBOJIMYECKUX OCJIOXXHEHUM VYV OHKOJIOTMYECKUX
BOJIBHBIX» (Komnektus aBropoB: ComonoBa O. B., Aatyx 3. A., Enuzaposa A. JI., MaTBeeBa
U. U., Cenb- uyk B. 1O., Uepkacos B. A., DOI: 10.18 027 / 2224-5057-2018-8-3s2—-604—609,
https://rosoncoweb.ru/standarts/RUSSCO/2018/2018-45.pdf)

MpuHounbl  NpOoPUIAKTHKA M JIeYeHHMs]  MOCJeJACTBUI  3KCTpaBa3aluu
JIEKAPCTBEHHBIX MPeNnapaToB y MalMEHTOB C MEIAHOMON KOKH COOTBETCTBYIOT IPUHIIUIIAM,
U3JI0KEHHBIM B MeTtoaumdeckux pekomeHpamusax «PEKOMEHJIALIMKU I10 JIEYEHUIO
[IOCJIEJCTBUIL DKCTPABA3ALIMU TTPOTUBOOITYXOJIEBBIX IIPEITAPATOB»
(Komnextus aBropoB: ABtop: byiinenok F0. B. DOI: 10.18 027 / 2224-5057-2018-8-3s52—610—
616, https://rosoncoweb.ru/standarts/RUSSC0/2018/2018-46.pdf)

IpuHuunb NPOPUIAKTUKHU U JiedeHUS] MMMYHOONOCPEA0BAHHBIX HeXKeIaTeJbHbIX
SIBJICHUH Yy MAlMEHTOB C MEIAHOMOM KOXXM COOTBETCTBYIOT INPUHIUIIAM, H3JI0KEHHBIM B
METOIUYECKUX PEKOMEHJAIUSX «ITPAKTHUYECKHUE PEKOMEHJIALIMN I1O
YIIPABJIEHUIO NMMYHOOIIOCPEAOBAHHBIMH HEXEJIATEJIbHBIMU
ABJIEHUAMM» (Konnexktus aBropoB: IIponenko C. A., Autumonuxk H. 0., bepuireitn JI. M.,
Hoguxk A. B., Hocos /1. A., [Terenko H. H., Cemenora A. U., Uybenko B. A., IOmxun 1. 1., DOI:
10.18 027 / 2224-5057-2018-8-352-636—665,
https://rosoncoweb.ru/standarts/RUSSC0/2018/2018-48.pdf)

3.7 IneroTepanus

e K HacrosiieMy MOMEHTY HE MOJYyYeHbI CKOJIbKO-HUOYIb Ha/IC)KHBIE CBEJICHUS O BIUSHUU
MUIIEBOTO TIOBEACHUS Ha PHUCK 3a00JeTh MEJaHOMOM KOXKH, MEJIaHOMON WHBIX
JIOKaJTU3aIMi WM Ha PUCK PEIUANBA WIH MPOTPECCUPOBAHUS ATOTO 3a00JIEBAHUS Y JIUIT C
YK€ YCTaHOBJIEHHBIM IMarHo30M. MIMErTCS NpOTUBOPEUNBBIE CBEACHUS O TOM, UTO IUETA,
COCTOSIINAs U3 MPOYKTOB, OOTATHIX BUTAMHUHOM D M KapOTHHOUIaMU, a TAK)KE CHIDKEHUE
MOTpeOIECHHUS aJTKOTOJIsI, MOTYT OBITh CBSI3aHBI CO CHIDKEHHEM PUCKA Pa3BUTHS MEJIAHOMBI
[352]. B 3T0ii CBSI3K He peKOMEHA0BaHbI KaKKe-IT1n00 H3MCHEHHUS B IIPHBBIYHOM PaIloOHEe
MAIMEHTOB, €CIIM TOJHKO OHU HE MPOJUKTOBAHBl HEOOXOAMMOCTHIO KOPPEKIHU KO-
MOpPOUJHBIX COCTOSHUM WM KYNUPOBaHUS WIW TNPOPHIAKTUKH  OCIOKHEHUN

MIPOBOAMMOTO J€UEHUs (XUPYPTUUYECKOT0, JIEKAPCTBEHHOT'O WIIH JTYy4YEBOIO).
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YpoBenb yOeauTeabHOCTH pexkoMenaanmuii — C (ypoBeHb /10CTOBEPHOCTH

J0Ka3aTeJbCTB — 4).

4. MeIlI/I]_[HHCKaﬂ peaﬁnﬂnTaunﬂ, MEAUIMNHCKHC IIOKA3aHUA U

NMPOTHUBOINIOKaA3aHUA K IPUMCHCHUIO METO/10B peaﬁnﬂnTaunn

B HACTOAICE BpEMS I OOIBIIMHCTBA BHUI0B Me,Z[I/IHI/IHCKOI\/'I pea6I/IJ'II/ITaL[I/II/I OTCYTCTBYIOT

KIIMHUYCCKUE HCCICAOBAHHA C YYaCTHUEM ITAIUCHTOB C MEJIaHOMOM. I[aHHBIe PEKOMCHAAIN

CACIaHbl HA OCHOBAHHMHM TOI'O, YTO BO MHOT'MX HCCJIICAOBAHHAX, B TOM YHCIC MCTC-aHaJIM3ax

(Steffens, D et al 2018 u ap.) u cucrematuueckux o63opax (Nicole L. Stout et al, 2017 u R. Segal

et al, 2017 u ap.) moKa3aHO, YTO pa3IMUYHBIC BHAbI MEIUIMHCKON PeaOMIMTAIMU 3HAYUTEIHLHO

YCKOPAKOT (by'HKI_II/IOHaJIBHOG BOCCTAHOBJICHUEC, COKpAIIardT CPOKH Hpe6BIBaHI/ISI B CTallMOHapC

IMOCJIC OII€pallii U CHUIKAIOT YaCTOTY PA3BUTHUA OCJIOKHEHHUHU U JIETaJIbHBIX HCXOJ0B y NAallUCHTOB

C APpYTYMMH 3JIOKaYCCTBCHHBIMU HOBOO6paBOBaHI/I$IMI/I.

4.1. llpenpeaduiuranusi

Pexomennyerest mpoBeieHUE MPEAPEaOHINTAIIMN BCEM MALIMEHTaM C MEJTaHOMON KOXH B
LEJSIX YCKOPEHUS (PYHKIIMOHATBHOTO BOCCTAHOBJICHHSI, COKPAILIEHUSI CPOKOB MPEObIBAHUS
B CTAI[MOHAPE TOCTIE ONepaIfy, CHUKEHHS YaCTOThI Pa3BUTHS OCIOKHEHUH U JIETAIbHBIX
ucxonoB Ha ¢oHe JeueHuss MenaHombl. lIpenpeabwmiuranus BKIOYaeT (U3HUECKYIO
noarotoBky (JIOK), mcuxoaoruyeckyro U HyTPUTHBHYIO MOANEPIKKY, HHHOPMUPOBAHUE
narueHToB [353].

Yposenb yOeauteabHocTH pexkoMenaanuii — C  (ypoBeHb [10CTOBEPHOCTH
JI0KA3aTeJIbCTB — 5)

KommenTapmuii: Pexomendyemcsa cosemogamv nayueHmy yeeiuvums @uU3ULECKYIO

aKkmueHocmu 3a 2 Heodeau 00 onepayuu 6 yejAax CHUMNCEeHUA CpoKoe l’lp€6bl861H1/lﬂ 6 cmayuornape u

pucka paseumust nocileonepayuoOrHblx OCﬂODfCHeHMﬁ, a makKoKce noevlierus Kkadecmea JHCUu3Hu 6

nocneonepayuonrom nepuooe [354].

4.2. Peabuauranus Npu XUPYPruveckoM JedeHun
4.2.1. IlepBblii ITaN peadUIuTALNA

PeKOMeHIlyeTCH MYHLTH,Z[I/ICLIHHHHHapHBIﬁ noaxoa Iipu MIpOBCACHUU pea6I/IHI/ITaHI/II/I

MalMeHTOB B OHKOACPMATOJIOTUH C BKJIKOUYCHUCM JIBUTaTeJIbHOM peaGI/IHI/ITaHI/II/I,
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[ICUXOJIOTHYECKOM  MOMAEPXKKH, pabOTBl CO CHEHHATNCTAMH [0  TPyIOTEpaluu
(MHCTpYKTOpaMu 10 TpyA0BO# Tepanuu) [355].
YpoBenb yOenureabHOCTH pekoMmenganuii — C (YpoBeHb JI0CTOBEPHOCTH

JA0KA3aTeJbCTB — 5).

Pexomenagyercss B KadecTBe IeJied BOCCTAHOBHUTEIBHOTO  JIEYEHHS]  CUMTATh:
BOCCTaHOBJICHHE O0beMa JBM)KEHUH B ONEPUPOBAHHOM YacTHU Tejla, BOCCTAHOBIICHHE
TOHYCA, YBCIIMYCHUC CHUJIbI MBILIILL OHepHpOBaHHOﬁ KOHCYHOCTHU, KOPPCKUUA MBIIICYHOT'O
aucOaIanca, BOCCTAHOBIICHUE HAaBBIKOB X01b0bI [356].

YpoBenb yOeauteabHocTH pexkomenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

JA0KA3aTeJbCTB — 5).

Pexkomenayercss paHHee HayalO0 BOCCTAHOBUTEIBHOTO JICUCHHS, IIOCKOJIBKY OHO
yaydmaet GyHKIMOHATbHBIC PE3yJIbTaThI MOCIE ONEpallnii B oHKoaepMmarooruu [356].
YpoBeHb y0enuTejJbHOCTH pexkoMeHaanmuii — C (YpoBeHb J0CTOBEPHOCTH

JI0KA3aTeJIbCTB — 5).

Pexomenayercsi paHHee Hadano BbINoNHeHHs Komiuiekca JIOK, nHampaBineHHoe Ha
MOBBIIIEHUE TOHYCA MBI ONEPUPOBAHHON KOHEYHOCTH B COUYETAHWU C JJTHTEIHHOMN
MacCHBHOM pa3paboTKO# Ha TpeHaxepax [357].

Yposenb yOeauteabHocTH pexkoMenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

JI0KA3aTeJbCTB —5).

Pexomennyercss xommiekc JIOK B kakIoM KOHKpETHOM ciydae pa3padaTbiBaTh
WHIUBUIYATBHO, HCXO/s U3 0COOEHHOCTEH 1 00beMa onepariiu [358].
YpoBenb yoOeauteibHocTH pexkoMenaanuii — C (ypoBeHb [10CTOBEPHOCTH

JI0KA3aTeJILCTB — D).

Pexomennyercss Ha3HaueHWE TMalMEHTaM MEIUIMHCKOTO Maccaxka (MCKiIro4Yast
ONEpUPOBAHHYK) AHATOMHUYECKYI0 30HY) B pPaHHEM IIOCIEONEPAllMOHHOM IIEPUOJE,
IIOCKOJIBKY MEIMLMHCKHA MacCak IOBBIIIAET TOHYC MBI, YJIYYIIaeT 3a)KUBJICHHUE
MOCJICOTIEPAIUOHHON paHbl, yMEHbIIAeT OOJEBOM CHHAPOM U OTEK, CIIOCOOCTBYET
npoduIaKTHKE TPOMOOTHIECKUX OcnokHeHu# [359].

YpoBenb yOeauteabHocTH pexkoMenaanmuii — C  (ypoBeHb [10CTOBEPHOCTH

J0KA3aTeJbCTB — 5).
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PexomeHnayercs pUMEHEHHE THEBMOKOMITPECCHHI TSt PO UITIAKTHKH
OCJICONEePAlHOHHBIX 0TeKOB [360].
VYpoBenb yoeautTeqabHOCTH pekoMengammii — C  (YpoBeHb 0CTOBEPHOCTH

0Ka3aTeJbCTB —5).

Pexomenayercss NpuMEHEHUE KHHE3UOJOTMYECKOTO0 TEHNUPOBAHUS MJs JICYCHUS U
NpOoQUIAKTUKHA TOCIICOTICPAIIMOHHBIX OTEKOB, 4YTO COMOCTaBUMO 10 3(dexty ¢
npuMeHeHreM mpeccorepanuu [360].

YpoBenb yOeauTeabHOCTH pexkoMenaanmuii — C (ypoBeHb /10CTOBEPHOCTH

JI0KA3aTeJbCTB —5).

Pexomenayercsi couerath jedeHue mnosoxenueMm, JIOK, kpuorepanuio Ha 00JaCcTh
OIepalnu, MEIUIIMHCKUN MacCax, dJICKTPOTEPAIHio B Ieisax o0e30omuBanus [361].
YpoBenb yoOeauteibHocTH pexkoMenaanuii — C (ypoBeHb [10CTOBEPHOCTH

JA0KA3aTeJIbCTB —b).

Pexomennyerest nocreneHHo pacmupsatb 00beM JIOK. Ilpu nosBieHnun BO3MOXKHOCTU
aKTUBHOTO OTBEJICHHUS pa3pellaeTcsl MOoJHAs Hapy3Ka Ha OMNEPUPOBAHHYID KOHEYHOCTh
[356].

YpoBenb yoOeauteibHocTH pexkoMenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

JI0KA3aTeJIbCTB — 5).
4.2.2. Bropoii 3Tan peaduauTanuu

PexoMeH10BaHO 1CII0JIb30BaTh METOAMKH, HalpaBJIeHHbIE HA MOOMIM3AINIO PYOIIOB AJIs
npoduIakTuku (popMupoBaHus TpyObIX pyOIIOBBIX U3MEHEHUH, B TOM YHCIe B TITyOOKHX
CIIOSIX MATKWX TKaHEW: TIyOOKW MEIUIIMHCKHHA MaccaxX, YIMPaXHEHHsS Ha PACTSIKKY,
yIBTPa3ByKOBYIO TEPAIHUIO C IEJBI0 pa3MsIrdeH s pyOloBbIX u3MeHeHui [362].

YpoBenb yOeautesbHocTH pexkoMenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

0KA3aTeJbCTB —5).

Pexomenayercst mpyu BOSHUKHOBEHHH JIUM(EIEMBI IPOBOUTD IOJIHYIO TPOTUBOOTEUHYIO
TEpanuio, BKJIIOYAIOIIYI0 MaHyaJbHBIH JTUMQOpeHaX (MEIUIIMHCKUNA MaccaX HUKHEH
WIM BEpXHEH KOHEYHOCTH), HOIIEHHWE KOMIIPECCHOHHOTO TPUKOTaKa, BBIIIOJHEHHE

komrutekca JIOK, yxon 3a koxkeit [363].
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YpoBenb yOeauTeabHOCTH pexkoMenaanmuii — C (ypoBeHb /10CTOBEPHOCTH

J0KA3aTeJbCTB — 5).

PexomeHayercss B COYETaHMM C IIOJHOW IPOTMBOOTEYHOM TEpanuel NpUMEHEHUE
IepeMeKarouieil MHEBMOKOMIIPECCUH, JUISIILENCS HE MEHee | U ¢ JaBlIeHHEM B KaMmepax
30-60 mm pr. cT. [363].

YpoBenb yOeauTeabHOCTH pexkoMenaamuii — C (ypoBeHb /10CTOBEPHOCTH

J0KA3aTeJbCTB — 5).

PexomeHayercss B COYETaHMM C IIOJHOW IPOTMBOOTEYHOM TEpanuel NpUMEHEHUE
HU3KOMHTCHCUBHOM J1a3epoTepanuu [364].
YpoBenb y0eaureabHocTH pexkoMmeHaanuii — C (YpoBeHb [J0CTOBEPHOCTH

JA0KA3aTeJbCTB — 5).
4.2.3. Tperuii 3Tan peaduIuTAIIMU

PexoMenayercss BBINIOJHEHHE M TIOCTENEHHOE pacmupeHue komiuiekca JIOK ¢
BKJIIOUEHHEM a’pOoOHOI HArpy3Kd, 4YTO YIy4IlaeT pe3yjbTaTbl KOMOMHHUPOBAHHOTO
JICUCHHUS 3IOKAYECTBCHHBIX HOBOOOPA30BaHMIA U KauecTBO ku3HU [365].

YpoBenb yoOeauteibHocTH pexkoMenaanuii — C (ypoBeHb [10CTOBEPHOCTH

JI0KA3aTeJILCTB — D).

PexoMeHI0BaH MEIMIIMHCKUANA MaccaX JJis YJIy4YlIEHUs KAayecTBa KU3HHU, YMEHbIICHUS
OoseBoro cuHapoma, ciadboctu [366].
Yposenb yOeauteabHocTH pexkoMenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

J0KA3aTeJIBCTB — 5)
4.3. Peabuauranus Npu XUuMHOTEPaANUH

Pexkomennyercsi panHee Hadaino (PU3MUECKUX HArpy3ok Ha (poHe XUMHOTEpANHUH, YTO
MOMOTaeT NPo(UIAKTHKE MBIIIEYHOHN c1ab0CTH, TMIOTPO(GUH, CHUKEHUS TOJIEPAHTHOCTH
K (u3nueckoit Harpyske [367].

YpoBenb yOeauteabHocTH pexkoMenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

JI0Ka3aTeJIbCTB — D).

HaHHafI PEKOMCHOAA caciiaHa Ha OCHOBAaHUU PE3YIbTATOB IMPOBCACHHBIX

cucremarnyeckux 0030poB Nicole L. Stout et al, 2017 u R. Segal et al, 2017 BiausHus
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¢u3MUeCKUX ~ YNpaXHEHWH Ha  TAUUEHTOB C  JPYTUMH  3JI0Ka4eCTBEHHBIMH
HOBOOOPA30BaHUSIMH - PEKOMEHAYyeTcsl IMPHMEHEHHEe a’poOHOIl Harpy3ku Ha ¢oHe
XMMUOTEPANNK, YTO IMOBBIIIAET YpPOBEHb TI'E€MOIIOOMHA, SPUTPOLUTOB U CHUXKAET
JUTUTEIBHOCTD JICHKO- M TPOMOOITUTOIIEHNH, a TAKXKE MOBHIIIAET BEPOSATHOCTH 3aBEPIINTH
3aIJIaHUPOBaHHBIN Kypc xumuoTepanuu [368, 369].

YpoBenb yOeaurtebHOCTH pexkoMeHaauuii — C (YpoBeHb J0CTOBEPHOCTH

0Ka3aTeJbCTB —5).

Pexomenayercsi npoBenenue JIOK Ha dhoHe XuMuOTEpanum, 4To MO3BOJISICT YMEHbBIIIATh
cnabocth u aenpeccuto. Coueranne JIOK ¢ mcuxonoruueckoi moaaep:KKOi B JeUeHUU
cmaboctu M aenpeccun Ha (oHe XuMHoTepanuu Oosiee 3PPEKTHBHO, YEM TOJBKO
MeIuKaMeHTo3Has koppekuus [370].

YpoBenb y0eAUTEJHLHOCTH peKoMeHIauuii — A (YpoBeHb JI0CTOBEPHOCTH

JI0Ka3aTeJIbCTB — 1).

PexoMenayercsi WHIUBUAYAILHO MONOMpaTh 00beM M MHTEHCMBHOCTh JIOK Ha ¢one
XHUMHUOTEPAITUHU, UCXOJIS U3 CTENICHH cl1a00CTH (JIerKasi, Cpe/IHSs, TSHKeast), U yBEINIHBATh
uHteHcuBHOCTH JIOK 1ipu ynyuinerun obmiero cocrosiaus [367].

YpoBenb yoOeauteibHocTH pexkoMenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

JI0KA3aTeJIbCTB — D).

Pexomenayercs nanueHTaM coueTaHue adpoOHOM HArpy3KU U CWIIOBOM Ul yHpaBJICHUs
000YHBIMU 3(D(HEeKTaMH JICUSHHS, TTOBBIIICHHS TOJIEPAHTHOCTH K JieueHuto [367].
Yposenb yOeauteabHocTH pexkoMenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

JI0KA3aTeJILCTB — D).

Pexomennyercst manreHTaM NpoBeACHNUE Kypca MEIUIIMHCKOTO Maccaka B T€UeHHE 6 HeJl
Moclie Hayana XUMHOTEpaIlii, YTO YMEHbIIAeT caabocTh Ha (pOoHE KOMOMHHPOBAHHOTO
neuenus [371].

YpoBenb yOeauTeabHOCTH pexkoMenaanmuii — C (ypoBeHb [10CTOBEPHOCTH

A0KA3aTEJbCTB —5)

Pexomenayercsi mamueHTaM IPOBOAMTH YNPaKHEHHWS HA TPEHUPOBKY OayiaHca, YTO
6onee 3((HeKTUBHO JUIsI KOPPEKLUH MOJUHEHPONaTHH, YeM COYeTaHHe YNpaXKHEHUH Ha

BBIHOCJIMBOCTB M CHJIOBBIX yIpakHeHu# [372].
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YpoBenb yOeauTeabHOCTH pexkoMenaanmuii — C (ypoBeHb /10CTOBEPHOCTH

JA0KA3aTeJbCTB — 5).

Pexomenayercest Ha3HAYATh 6-HECBHBIN KypC X0Ib0bI (TEPSHHOTO JICYCHHS ) TAIUEHTAM
C MEJIAHOMOW KOXKH WJIM CJIM3UCTBIX M TOJMHEUPOIATHEN, BBI3BAHHOW TOKCHYECKUM
BO3JICCTBHEM XHMHOTEpAIMU, KaK YacTh OOIIETro KOMILIEKCAa PeabMIIUTAMKA C IEIbIO
KOHTPOJISl KIIMHUYECKUX MPOSABJICHUI mouHeiponaruu [373].

YpoBenb yOeauTeJbHOCTH pekoMeHAanuii — B (ypoBeHb [10CTOBEpHOCTH

0KA3aTeJbCTB —2).

Pexomenayercst npuMeHEeHHME HU3KOMHTECHCHBHOW  JlazepoTepanmuul B JICYCHUU
nepudeprueckoil moauHeiponaTuu Ha poHe xumuoreparnuu [374].
YpoBenb yOeauTeJbHOCTH pexoMeHAanuii — B (ypoBeHb [10CTOBepHOCTH

A0KA3aTeJIbCTB —2).

Pexomenayercsi HH3KOYACTOTHAsT MArHUTOTEpanus B JIeUCHHH Tepudepudeckon
MOJUHEWPOIIATHH Ha XOHE XUMHOTepanuu [375].
YpoBeHb y0enMTEJBLHOCTH pekoMeHganuii — B (YpoBeHb J10CTOBEPHOCTH

JI0KA3aTeJbCTB —2).

Pexomenayerest 4peckoxkHasi KOPOTKOUMITYJIbCHASI SJEKTPOCTUMYIsUs B TeueHue 20
MUHYTHI B JICHb 4 HeJleNb JUIs JICYCHUS TOJMHEHPOBaTHH Ha (poHe XumuoTepanuu [376].
Yposenb yOeauteabHocTH pexkoMenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

JI0KA3aTeJbCTB —D).

Pexkomenayercss HU3KOMHTCHCHBHAs JIa3epoTepanusi B TNPOPHIAKTHKE MYyKO3UTOB
1oJI0CTH pTa Ha poHe xumuoTepanuu [377].
YpoBeHb y0eaMTeNIbLHOCTH peKoMeHaanmuii — A (YpOBeHb [10CTOBEPHOCTH

A0Ka3aTeJbCTB — 1).

Pexomennyercsa mnpoBoauth komiuieke JIDK, 4Yro cHukaeT dYacTtoTy pa3BUTHSA
KapIuaJbHbBIX OCIIOKHEHUH Ha oHe xumuoTepanuu [378].
YpoBenb yOeauteabHocTH pexkoMenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

JI0KA3aTeJbCTB —D).

PCKOMeH}]yeTCH HUCITIOJIB30BaHHUEC CUCTEM OXJIAXKIACHUSA KOXXH I'OJIOBBI, UTO oOecreynBaeT

npoHIaKTUKY anonenun Ha Gpone xumuorepanuu [379].
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YpoBenb yOeauTeabHOCTH pexkoMenaanmuii — C (ypoBeHb /10CTOBEPHOCTH

0Ka3aTeJbCTB —5).
4.4. PeaOuuranusi Npy Jy4eBoi Tepanuu

Pexomenayercsi BoinmonHeHHe komiuiekca JIOK (aspoOHON Harpy3kd B COYETAaHHH C
CHJIOBOI1) Ha (hOHE JIy4eBO Tepanuu, 4To MO3BOJISIET MPOBOIUTE NPOPHUIAKTUKY CIa00CTH
U yJIydIlaeT Ka4yecTBO KU3HU y Ha (hoHe 1yueBoit Tepanuu [380].

YpoBenb yOeauteabHocTH pexkoMenaanuii — C (ypoBeHb [10CTOBEPHOCTH

J0KA3aTeJbCTB — 5).

Pexomennyercs npoenenue komiuiekca JIOK, 4To yBenmuumBaeT MIOTHOCTh KOCTHOM
TKaHW W BBIHOCJIMBOCThH TAIMEHTa Ha (DOHE JIydeBOH Tepanmuu B TIEPBYIO OUYEPEIb Y
MAI[MEHTOB ¢ KOCTHBIMU MeTacTazamu [381].

YpoBenb y0enuTeJHLHOCTH pekoMeHganuii — B (ypoBeHb [J0CTOBEpPHOCTH

JI0KA3aTeJbCTB —2).

Pexomennyercss uepe3 3 aHS 1ocle Hayala JIy4eBOM Tepamud IOAKIIOYUTH
HU3KOMHTCHCHUBHYIO JIa3CpOTCpalliO Ha 3 JdHsI B HEACIIIO OJIsA HpO(i)I/IJIaKTI/IKI/I JIy4€BOro
nepmatuta [382].

Yposenb yOeauteabHocTH pexkoMenaamuii — C  (ypoBeHb [10CTOBEPHOCTH

JI0KA3aTeJbCTB —D).

4.5. HpuHIUnIBI NCHX0JIOTHYECKOM peaduuTALIUM NanueHToB co

3JI0KAYCCTBCHHBIMHU HOBOOﬁp 430BaAHUAMH KOKH.

PexoMenayeTcst BBINONHATE MHOOPMUPOBAHHE MALIMEHTOB O 3a00JI€BaHUM, ICUXUYECKUX
peaKIusX; 30He OTBETCTBEHHOCTH B IIPOLECCE JICYCHHS; CIOCO0aX KOMMYHHKAIHMH C
POJICTBEHHUKAaMH, MEIULMHCKUM IE€PCOHANIOM; CIoco0ax MOTY4YeHHs JOMOIHUTEIbHOM
uHpOpPMaLIUU O CBOEM 3a00JIEBaHUM WJIM COCTOSHUM;, CIIOCcO0axX MOJTYYEHHUs COLUATbHON
HOJJICPXKKH, YTO MPUBOUT K YJIYYIICHUIO KauecTBa )KU3HU M McXo/a 3aboneBanus [383-
385]

YpoBenb yOeauteabHocTH pexkoMenaanuii — C  (ypoBeHb [10CTOBEPHOCTH

J0KA3aTEJbCTB — 5).

Pexomennyercst 1o0MBaThCcd KOMOMHUPOBAHHOTO 3P deKTa COBIAJAIONIET0 OBEICHUS U

BOCHpI/IHHMaCMOﬁ COLIMAJIbHOM MNOAACPIKKHU, YTO NMPHUBOAUT K MCHBIICMY KOJHUYCCTBY
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HaBS3YMBBIX M HM30CTalONIMX MBICICH JI0 JICYCHUs] M OOCCIICYMBACT JIYYIIYIO
MICUXOJIOTUYECKYIO aJIalTAllMIo MalueHTa yepe3 1 mecsi noce sedeHus [386, 387].
YpoBeHb y0eANTEIbHOCTH pekoMeHaamuii — B (ypoBeHb [10CTOBepHOCTH

A0KA3aTeJIbCTB — 3).

e PexomeHayroTcs nanueHTaM CUx000pa3oBaTeIbHbIE MEPOTIPUSATHSI u
IICHXOJIOTHYECKast TOICPKKAa  (CaMOJAMAarHOCTHKA MATOJOTHYCCKUX — ICHXMYECKHX
peakiuii; crmocoObl COBIAJaHHMsS CO CTPECCOM; OTCIICKHBAHHE B3aWMOBJIHSHUS
HNCUXMYECKUX PEAKUUM U (PU3MYECKOTO COCTOSHHMS), YTO MOKET PaCCMAaTPHUBAThC Kak
OCHOBHOM MEXaHM3M TpaHC()OPMALUU CTPECCOBBIX COOBITHM B JIMYHBIA  OIIBIT,
CIIOCOOCTBYIOIIMI COIMAIBHOM M MCMXMYECKOM aJanTalud B yCIOBUSAX 3a00JIEBAaHHS W
neueHwus [388, 389]

YpoBenb yoeauTeqabHoCTH pekomengammii — C  (YpoBeHb 10CTOBEPHOCTH
JA0KA3aTeJbCTB —b).
Kommenrapuii: Yawe 6ceco 6 Hayumvlx UCCIEO06AHUAX 6 PAMKAX OHKONCUXOJLOZUU

ecnmipedaromcst 3 cmuns cosnadanus cpeau nayuenmoes ¢ MejiaHomamu.

(1) akmuenoe nosedenueckoe npeoooeHue IMOYUOHATLHBIX, PUBULECKUX U COYUATLHBIX
mpyoHocmell, ACCOYUUPOBAHHBIX C 3a0D0NC6AHUEM U TeHEeHUEM,

(2) axmueHo-no3HasamenbHOe NPeodoaeHuUe, GKIYaouee 6 cebsi  OMmHOUleHuUe,
YoexcoeHUs U pasmbliieHuss 0 3a001e6aHUU,

(3) npeoodonenue uszdbecanus, exIOYAIOWEe NONBIMKU AKMUBHO20 U30e2anusi npodiem unu
KOCBEHHO20 CHUMICEHUSL IMOYUOHATbHO2O0 HANPSNCEHUSL C NOMOUWBIO OMEIeH4eHUsl BHUMAHUSL.

B yenom, uccnedosanus nokaszwieaom, umo nayueHmol, KOMopwvle UCNOAb3VION AKMUBHbLE
(npobreMHO-OpUeHMUPOBAHHblE) — CMpameuu  BbINCUBAHUA,  OEMOHCIPUPYIOM  JIYYUUYIO
adanmayuro K 3a001e6aHul0, Yem me, Kmo UCHOAb3Yem NACCUBHble UNU uzbezarowjue CMuiu
sviocusanusi [390-393]

Ilayuenmsi, Komopwvie UCNONBL30BANU AKMUBHO-NOBEOEHUECKUEe Memoobl NpeoooJieHUs
mpyoHocmetl, cooowanu o 6oee 8biICOKOM YPOBHe CAMOOYEHKU U IHEPSUU, MeHbLUeM KOIUYecmeae
@usuUeCcKUX CUMPMOMO8 U CHUMCeHUU pazopadxcumenvrHocmu u acmenuzayuu [394, 395].

B npomusononoscnocms smomy, y nayuenmos ¢ MeianomMol Ha paHHux cmaousx oviia
NPOOEMOHCMPUPOBAHA NONONHCUMENbHASL KOPPETAYUSL MENCOY MEMOOAMU NPe0d0IeHUs U30e2aHus

U MPEBOANCHOCMbIO, Oenpeccuell, pacmepsiHHOCMbIO U HecmaduibHbiM (hornom nacmpoernusi [390,

394-396]
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Boesen et al. mpodemoncmpuposanu, umo cmpykmypuposannvle emeuwamenbcmed,
npeoaazarouue ncuxo-0opaz08amenbHyo N000epIHCKy, CHOCODCMEYIOM CHUNCEHUIO OUCmpeccd U
PACCMpOUCme HACMpoenus, Npueooam K 0onee AKMUBHOMY UCHOIb30BAHUIO CMpameull

sblocusanusl cpeou nayuenmos ¢ meaaromotl [397, 398]

e Pexomenayercss TPOBOAWTH MaNMeHTAM  NPULEIBHBIE  I[ICUXOKOPPEKIIMOHHBIE
MEpOTPHUATHS TCUXUYECKUX PEAKINN, aCCOLUMUPOBAHHBIX C MEIAHOMOH (peakuuu IO
ACTEHO-TPEBOXKHO-JICTIPECCUBHOMY THITY, HAPIICCUUYECKUE PEAKLIUHU, PEaKIUH B paMKax
[1TC, counansHas H30JIALHS), YTO IIPHUBOAUT K YMEHBIICHHIO TPEBOXKHOCTH, PACCTPOUCTB,
CBSI3aHHBIX CO 37I0POBBEM, A TAKKE C TIOJIOKUTEIBHBIM H3MEHEHUSIM B 00ph0e ¢ 00JIe3HBIO
[399]

YpoBenb y0eauTeJLHOCTH pekoMeHaaumii — B (ypoBeHb J10CTOBepHOCTH

I0KA3aTeJbCTB —3).

KommenTapuii: Pe3yiomamovl ncuxokoppekyuoHHbiX Meponpusamuti 0eMOHCMpUpyom
HU3KULL YpOBeHb Oenpeccuu, CHYMAHHOCMU CO3HAHUs, ACMeHu3ayuu, anamuu u ooujeco
cHudcenuss ona macmpoenusi cpeou nayuenmos c menanomou [390]. Taxowce mmocue
Uccne008aHusi OeMOHCMPUPYIOM  NOLOACUMENbHOE GIUAHUE BMeUulamenbcmea Ha QYHKyuu
UMMYHHOU CUCTEMDbL, 8 MOM YUCTe Y8eTUudeHle HeKOMOPbIX MUNnos ecnmecmeeHHvix kuinepos (NK)
u yeenuuenue nomenyuaia NK-knremok ¢ 6opvoe ¢ onyxonsmu[395]. 3a 5 nem nabniooenus
OaHHble UCCIe008aMeNU CMONU NOKA3AMb, YMO NCUXOa02uYecKue u 6uoiocuieckue usmMeHenus,

8 C8010 0UEPeb, ObLIU CE53AHbI C NOKA3AMENAMU Peyuousos u gvlicusaemocmu [394].

5. IllpodpunakTuka u AMCNaHCePHOe HAOII0IeHUEe, MeIUIIUHCKHE MIOKA3AHUS U

NPOTHBOINOKA3aAHUS K NPMMEHEHHIO METOA0B NPOPUIAKTHKH
Ha cezo0nsiunuii Oenv nem eOuno2o MHeHust OMHOCUMENbHO YACMOMbL U UHIMEHCUBHOCIU
HAOA00EeHUs 3 NAYUESHMAMU C MEeNAHOMOU Koxcu. Llensmu nabarooenus 3a nayueHmamu cieoyem
cuumams  pamHee  GvlAGleHUe peyuousa 3abonesamusi (6 0COOEHHOCMU  OMOAQIEHHbIX
Memacmaszos), pawee GvlsasleHUe 2-X ONyxolell (8 HACMHOCMU HOBbIX MeIAHOM), a MAaKdice

nCuxocoyuaibryio noddepofCKy nayuermaoe.

e B nemix CHWXEHHUS pHCKa BOSHUKHOBEHHS KaK MEPBUYHON MEIIAHOMBI, TaK U C UEIBIO
NpoUIAKTUKY BO3HUKHOBEHMSI HOBBIX MEINAHOM WJIM UWHBIX 3JI0KA4eCTBEHHBIX
HOBOOOPA30BaHHMI KOXXH PeKOMEHAYyeTcsl N30eraTh COJIHEUHBIX O0KOTOB WM JICHCTBUS

UCKyCCTBEHHOTO yibTpaduonera [400-404].
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YpoBeHb yOeauTeJLHOCTH pekoMeHaanuii — B (ypoBeHb [0cTOBEpHOCTH

0KA3aTeJbCTB — 2)

Bcem mamuenTamM ¢ paHee yCTAaHOBJICHHBIM JIMarHO30M  «MEJIAHOMA  KOXU»
PEKOMEHAYeTCsl TPOBOJUTh PETYIAPHOE CaMOOOCIICIOBAaHNE KOXXHBIX ITOKPOBOB U
nepudepuyeckux JTMMQPaTHUECKUX Y3JI0B U CBOCBPEMEHHO OOpaIiaThCsi K Bpaudy Hpu
BBISIBIICHUH KaKuX-J1100 oTkiaonenuii [405-407].

YpoBeHb y0enMTEJBLHOCTH pekoMeHganuii — B (ypoBeHb J0CTOBEpPHOCTH

0KA3aTeJbCTB — 3)

B tabnuue 15 npencraBieH peKOMEHIyeMblid B paMKaxX JUCHAHCEPHOTo HaOM0AeHUs rpaduk

oOClleZIOBaHMI TMalMeHTa C paHee YCTAaHOBJICHHBIM JHWAarHO30M, COCTAaBJIICHHBIA Ha

OCHOBAaHUU peKOMeHILaHI/Iﬁ, AaHHBIX B pasacic <<I[I/IaFHOCTI/IKa)) U Ha PpUCKaAX

BO3HUKHOBEHUS IIPOTPECCUPOBAHUS OOIC3HH

Tabauua 15. I'paduk oOcie10BaHMI TAIMEHTOB C MEJIAHOMOMN KOXHU

Cranmns DU3UKATbHBIN Y31 numpaTnyecknx JlydyeBasi IMarHOCTHKA B
3a00J1€B OCMOTP Y3J10B MOJIHOM 00BbeMe
aHus I'oanl HaOMIOAEHUS I'onpl HAOMIOAEHUS I'oapl HaOMIOAEHUS
(nm 1-3 45 | 6-10 1-3 4-5 6-10 1-3 4-5 6-10
3KBHUBAJ
€HT)
0-1A Kaxn | Kaxn | Kaxn | ITo ITo ITo o ITo ITo
ple 6 | pIe 12 | BIe 12 | TOKa3aH | IMOKa3aH | IMOKa3aH | MOKa3aH | MoKa3zaH | MoKa3aH
MecC MecC MecC MM HSIM HSIM HSIM HSIM HSIM
IB-I1IB Kaxn | Kaxng | Kaxyg | Kaxngeie | ITo ITo Ilo ITo ITo
pie 3 | ble 6 | Bl 12 | 6 Mec MOKa3aH | MOKa3aH | IMOKa3aH | MOKa3aH | MoKa3aH
MecC MecC MecC HSIM HSIM HAM HSIM HSIM
HC-1V Kaxn | Kaxn | Kaxn | Kaxnasle | Kaxasie | ITo Kaxnpere | Kaxnpie | Ilo
ple 3 | Ble 6 | BIe 6 | 3 Mec 6 Mec IokaszaH | 6 Mec 6 Mec IOKa3aH
MecC MecC MecC HSIM HSIM

1. HaOnronenue 3a manMeHTaAaMH € OYeHb HHM3KHM PHCKOM IIPOrpecCHpOBaHUSA

3a6osneBanus (craaus 0—1A).

PexomennoBanbl (u3MKalIbHbIE OCMOTPHI C THIATENBHON OLIEHKOW COCTOSIHUSI KOXKHBIX
MTOKPOBOB U Nieprdepuieckux TuMpaTHIecKiX y3JI0B KaKble 6 MecsIeB B TeUeHUe 3 JIeT,
3atem exxerogHo 10 mer mabmronenus. [IpoBeneHrne HHCTPYMEHTAIBHOTO OOCIIETOBAHUS
PEKOMEHYETCSI TOJIBKO MO MMOKA3aHUSAM — B COOTBETCTBUU C PEKOMEHIAIUSAMU, TaHHBIMU

B nojpasene « MTHCTpyMeHTallbHbIe TUarHOCTUYECKHE UccienoBanusy» [22, 408].
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YpoBenb yOeauTejbHOCTH pekoMenaanmuii — C  (ypoBeHb [10CTOBEPHOCTH

0Ka3aTeJbCTB — 5)

2. [TaumeHTHI ¢ HU3KUM pUCKOM nporpeccupoBanusi (IB-IIB cragumn).

PexomengoBaHbl (U3MKATBHBIE OCMOTPHI C TIIATEIHLHOM OLIEHKON COCTOSIHUS KOXKHBIX
MIOKPOBOB U Niepudepuueckux TuMpaTUIecKiX y3JI0B KaKble 6 MecsIeB B TEUEHUE 5 JIeT,
3arem exeronno 10 smer nabGmromenusi, Y3U pernonapHbXx aUM(aTHUYECKUX Y3JI0B B
teuenue 3 ner [22, 408].

YpoBenb y0enureabHOCTH pexkoMenaanuii — C (YpoBeHb J0CTOBEPHOCTH

JA0KA3aTeJbCTB —b).

3. ITauueHThI ¢ BHICOKUM pHCKOM nporpeccupoBanus 3adoseBanust (IIC—III craaun

u IV craagus mocie YiajqieHUusl COJTUTAPHBIX MeTaCTa30B).

PexomenaoBanbl Qpu3uKaibHble OCMOTPHI C TIIATEIBHON OLIEHKOW COCTOSHUSI KOKHBIX
MOKPOBOB U Nepudepruieckux TMM(PaTHIECKUX Y3JI0B Kaxk/ble 3 Mecsla B TeueHue 3 JerT,
3ateM Kaxzple 6 mecaues 10 10 ner Habmonenus, ¥Y3U perunoHapHbix TuM(paTHIECKUX
y3JI0B KaXKJaple 3 Mecslla B Te€YeHue 3 JeT, 3areM Kaxkaele 6 mecsieB ao 10 et
Habmoenus, myuyenas nuarioctuka (KT opranos rpyanoit kinerku, KT nnu MPT opranos
OpIOIITHOM TONOCTH M MalloTo Tasza ¢ B/B koHTpactupoBanueM unu [IDT/KT B pexume
BCEro Tela ¢ (hTOPIe30KCUTITIOK0301 ) KaKable 6 MecsIeB 10 5 et HabmoaeHus [84, 85,
409].

YpoBenb yoOeauteibHocTH pexkoMenaanuii — C (ypoBeHb [10CTOBEPHOCTH

J10KA3aTeJbCTB —Db).

VY nanueHTOB ¢ BIEPBBIC BBIABICHHBIMH OTIAJICHHBIMA METAacTa3aMd PeKOMEHIYyeTcsl
BbinosiHeHue MPT romoBHOro Mo3ra ¢ B/B KOHTPAaCTHUPOBAHUEM JIJISI HCKJIFOUCHUS
METacTaTHYECKOTO MOopakeHus rojioBHOro mo3ra [49,[86] 50].

YpoBeHb yO0eaMTEeNIbLHOCTH pekoMeHaamuii — A (YpOBeHb /I0CTOBEPHOCTH

10Ka3aTeJIbCTB — 1).

6. Opranusanus okazaHusi MeIUIIUHCKOH MOMOIIH

M€}1HHHHCKa$I IoMoO1lb, 3a HCKIIFOYCHHEM M@JII/II.[HHCKOﬁ IIOMOIIIM B paMKax KIIMHAYECKOH

anpoOanuu, B cooTBEeTCTBUU ¢ DenepanpbHbiM 3akoHOM OT 21.11.2011 Ne 323-®3 (pem. ot
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25.05.2019) «O6 ocHOBax OXpaHbI 37I0POBbsI TpakaaH B Poccuiickoit depeparum» opraHuzyercs
U OKa3bIBACTCS:

1) B COOTBETCTBHH C MOJOXKCHUEM 00 OpraHU3aIUy OKa3aHUs MEIUIIUHCKON TTOMOIIIH T10
BHJIaM  MEJMIIMHCKOM IOMOIIM, KOTOpPOE€ YTBEPKIAETCA  YIOJIHOMOYEHHBIM
(benepanbHBIM OPraHOM UCTIOJIHUTENBHOM BIACTH;

2) B COOTBETCTBHM C TIOPSJKOM OKa3aHHs IOMOINMA IO NPOMUII0 «OHKOJOTHS,
00s3aTeNbHBIM JUI WCHOJHEHUsT Ha Tepputopuun Poccuiickoit denepanuu BceMu
MEIUMLIHUHCKUMU OPTraHU3aALUSIMU;

3) Ha OCHOBE HACTOSINUX KJIMHUYECKHX PEKOMEH/IAIINM;

4) ¢ y4eToM CTaHAapTOB MEIUIIMHCKON MOMOIIH, YTBEPKICHHBIX YITOJTHOMOUYCHHBIM
denepanbHBIM OPraHOM UCTIOTHUTEILHOM BIIACTH.

[lepBuuHas cnenuanu3upoBaHHAS MEAMKO-CAaHUTApHas MOMOIIb OKA3bIBAETCS BpPaduoOM-
OHKOJIOTOM M HHBIMH BpayaMU-CHEHHAIUCTAMH B IEHTpE amOyJIaTOpPHON OHKOJOTHYECKOU
MOMOIIM JIMOO B TEPBUYHOM OHKOJIOTHYECKOM KaOMHETE, IEPBHUYHOM OHKOJOTUYECKOM
OTAEJICHUH, TOTUKIMHUYECKOM OTAEIEHUH OHKOJIOTUYECKOTO JUCIIaHCEpa.

[Ipu noo3peHny Ha MeIaHOMY Yy MALIMEHTa UK €€ BhISIBJICHUU Bpauu-T€pPaIneBThl, Bpauu-
TEpaneBThl YYacTKOBBIE, Bpayl oOOIIEHd NpaKTUKH (CEMEiHble Bpayu), Bpauyu-CIEHUATHUCTHI,
CpelHHE MEIUIMHCKHE PAOOTHUKH B YCTAaHOBJICHHOM TOPSJIKE HAMpPaBJISAIOT TAIlMEHTa Ha
KOHCYJIBTAIIMI0O B IIEHTP aMOyJIaTOPHOW OHKOJOTHYECKOW TOMOIIA JUOO B TEPBUYHBIN
OHKOJIOTUYECKUI KaOWHET, MEPBUYHOE OHKOJIOTHYECKOE OT/IEICHHE MEIUIIMHCKON OpraHu3aIlui
JUISl OKa3aHMs €My MEPBUYHON CHEUaIN3UPOBAHHON MEIUKO-CAaHUTAPHON TOMOIIH.

Koncynbranus B neHTpe amOyiIaTOpHON OHKOJIOTHYECKON MOMOIIH JHO0 B MEPBUYHOM
OHKOJIOTHYECKOM  KaOWHETe, TMEePBUYHOM  OHKOJIOTHYECKOM  OTIEJICHUU  METUIIMHCKOU
OpraHu3aIy JOHKHA OBITH MTPOBEIEHA HE Mo3AHee 5 pabounx JHEH ¢ JaThl BbIIAYH HAPaBICHUS
Ha KOHCYJbTAIMIO. Bpau-oHKOJOT IIeHTpa aMOyIaTOpHON OHKOJOTHYECKOW MOMOIIH (B cly4yae
OTCYTCTBHS IIEHTpa aMOyJIaTOPHOM OHKOJIOTHYECKOW TMOMOIINM Bpad-OHKOJOT TEPBHYHOTO
OHKOJIOTHYECKOTO KaOMHETa WJIM IEPBUYHOTO OHKOJIOTHYECKOTO OTACIICHHSI) OPTraHU3YET B3sTHE
OuorCcUitHOTO (OTMEepalMOHHOT0) MaTepuaia, a TaKXKe BBIMOTHEHHE WHBIX TUATHOCTHYECKHX
UCCIICIOBAaHMM, HEOOXOAMMBIX JIs YCTAHOBJICHUS JWArfHo3a, BKIOYas PaclpOCTPaHEHHOCTh
OHKOJIOTHUYECKOTO TMpoliecca U CTaIUI0 3a00IeBaHUsI.

B cimyyae HEBO3MOKHOCTH B3ATHSI B MEAMIMHCKOW OpraHu3alid, B COCTaBE KOTOPOM
OpraHW30BaH IEHTP aMOyJIaTOPHOW OHKOJOTHYECKOW MOMOIIX (MIEPBUYHBIN OHKOIOTUYECKUI
KaOWHET, IEPBUYHOE OHKOJIOTUYECKOE OTIENIeHUE), OMONICUITHOTO (OMepallMOHHOT0) MaTepHala,

MPOBCACHUA UHBIX TUATHOCTUYCCKUX HCCJIeIOBaHUM IMallMEHT HaIpaBJIACTCH JICHAllUM BpaioOM B
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OHKOJIOTHYECKUH THUCIIAHCEDP WM B MEIULIUHCKYIO OPraHU3aLMI0, OKA3bIBAIOILY0 MEAUIIMHCKYIO
IIOMOIIb MALIUEHTaM C OHKOJIOIMYECKUMHU 3a00JIEBAaHUSMHU.

CpoK BBINOJHEHHUS TATOJOTOAHATOMHYECKUX HCCIICAOBAHUM, HEOOXOIUMBIX  JUIS
THCTOJIOTUYECKOM BepUpHKAIIMK 3]10KaU€CTBEHHOI0 HOBOOOPa30BaHUs, HE JOJKEH MPEBBIIIATH
15 pabGoumx paHel ¢ pgaThl MOCTYIUIEHUS OHOICHMMHOrO (ONEpalMOHHOr0) MaTepuaia B
MaTOJION0AHATOMUYECKOE OI0pO (OTAENeHuE).

IIpu nogo3peHnn Ha MEJIAHOMY WIIM €€ BBISIBJICHUHU B XOJ1€ OKa3aHUsI CKOPOU MEIUIIMHCKON
IIOMOLIY ITAaMEHTOB NIEPEBOASAT WM HAIPABIAIOT B MEAULMHCKHAE OPraHU3allui, OKa3bIBAIOIIE
MEIUIUHCKYI0 MOMOILb MAallMEHTaM C OHKOJIOTMYECKUMH 3a00JIeBaHUSIMHU, JUIsl ONpeAesCHHs
TAKTUKMA BEJCHUS M HEOOXOAMMOCTH MPHUMEHEHHS JOIMOJHHUTEIBHO JAPYTUX METOIOB
CHEHAIM3UPOBAHHOIO IPOTUBOOITYXOJIEBOTO JICUEHUSI.

Bpau-onkosnor 1neHTpa amOyJaTOPHOM OHKOJOIMYECKOW IOMOIIM  (IEPBUYHOIO
OHKOJIOT'MYECKOI'0 KaOWHETa, IEPBUYHOTO OHKOJIOIMYECKOI0 OT/I€ICHNUS) HAaPaBiIsieT NallkueHTa B
OHKOJIOTUYECKUI AMCIIAHCEP WM B MEIULMHCKUE OpraHU3alH, OKAa3bIBAIOIINE MEAUIIMHCKYIO
MIOMOIIb TTAIMEHTaM C OHKOJIOTUYECKUMH 3a00JIeBaHUSIMH, JJIsl YTOYHEHHUS TUarHos3a (B cirydae
HEBO3MO)KHOCTH YCTAHOBJICHMS JIHMarfosa, BKIIIOYas pPacHpOCTPAHEHHOCTb OHKOJIOTMUYECKOTO
npoliecca U CTajuio 3a00JIeBaHus, BpauOM-OHKOJIOTOM IIEHTpa aMOyJIaTOPHON OHKOJIOIMYeCKOn
MOMOIIH, TEPBUYHOIO OHKOJIOIMUYECKOro KaOWHeTa WIM TEPBUYHOIO OHKOJIOIMYECKOTO
OTJIENIEHHUs]) M OKa3aHusl CIEUUAIM3UPOBAHHOM, B TOM 4YHCIE€ BBICOKOTEXHOJOTUYHOM,
MEAMIMHCKON TOMOUIH.

Cpok Haudasna oKa3aHUs CHEUATIN3UPOBAHHOM, 32 UCKIIIOUYEHUEM BBICOKOTEXHOJIOTUYHOM,
MEAMIIMHCKOW TOMOIIM NAaleHTaM C OHKOJIOTMYECKMMHU 3a00JeBaHUSIMU B MEAMIIMHCKON
OpraHM3aliy, OKa3bIBalOIIe MEAMIMHCKYI0O TIOMOIIb MalUeHTaM C OHKOJOIMYECKUMU
3a00J€BaHUAMHU, HE JOJDKEH MpeBblIaTh 14 KaleHAapHBIX JHEH C AaThl THCTOJIOTMYECKOU
BepU(UKaALMU 370KaYEeCTBEHHOIO HOBOOOpa3oBaHMS MM 14 KalneHIapHbIX AHEH C JaThl
YCTAHOBJICHUS MPEBAPUTEIBHOTO JMArHo3a 3JI0KAYeCTBEHHOTO HOBOOOpa3zoBaHUs (B cilyudae
OTCYTCTBUSI METUIIMHCKUX MTOKA3aHUH JIJIS TPOBEJICHUS 11aTOJIOr0-aHATOMUYECKHUX HCCIeA0BaHNN
B aMOyJIaTOPHBIX YCIOBUSX).

CrennanusupoBaHHas, B TOM 4YHCJIE BBICOKOTEXHOJIOTMYHAs, MEIULUHCKAs I[1OMOILb
OKa3bIBAaeTCsl  BpauaMU-OHKOJIOTaMH, BpadyaMH-paJiiOTepaneBTaMd B  OHKOJOTHYECKOM
JUCHaHcepe WIM B MEAMIMHCKHX OpraHU3alUsaX, OKa3bIBAIOIIMX MEIULHUHCKYIO IOMOIIb
HalMeHTaM C OHKOJIOTHUECKMMH 3a00JeBaHMUSAMHU, HMEIOIIMX JIMIEH3UI0, HEOOXOIUMYIO0
MaTepHaIbHO-TEXHUUECKYI0 0a3y, CepTH(QUUUPOBAHHBIX CIEIHATUCTOB, B CTallMOHAPHBIX

YCIIOBUAX U YCIIOBUAX THECBHOI'O CTAllMOHApPA U BKIIKOYACT HpO(I)I/IJ]aKTI/IKy, AUAarHoCTUKY, JICUCHUC
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OHKOJIOTUYECKHUX 3a00JIeBaHU, TPEOYIOIINUX UCOIb30BAHUS CIIELIMATBLHBIX METOJOB U CIOKHBIX
YHUKAJTbHBIX METUITTHCKUX TEXHOJIOTHH, a TAK)KE MEIUIIMHCKYIO PEaOMITHTAIINIO.

B MemMuuHCKON OpraHu3aiuu, OKa3bIBalOIIEW MEIULMHCKYIO IMOMOIIb IallMEHTaM C
OHKOJIOTUYECKUMHU 3a00JIEBaHUAMHU, TAKTHKA MEIUIMHCKOTO OOCIeIOBaHUS U JICUYCHUS
YCTaHABIMBACTCA  KOHCWJIMYMOM  BpPAau€l-OHKOJONOB U  Bpaudyel-pauoOTEpaneBTOB  C
MPHUBJICYCHUEM IPH HEOOXOMMMOCTH JPYTHX Bpauei-CHeNHaIUCTOB. PelieHne KoHCHIHMyMma
Bpaueil odopmiseTcss MPOTOKOJIOM, IOANKMCHIBAETCS YYaCTHUKAMH KOHCWJIMyMa Bpaded u
BHOCUTCS B MEJIULIMHCKYIO JOKYMEHTAIUIO MMALIUEHTA.

[lokazanus nns rocnUTAIM3alUMUd B KPYIJIOCYTOYHBIM WM JHEBHOM CTallOHAp
MEJIUIIMHCKOM  OpraHM3alMM, OKAa3bIBAIOUIEH  CHIEHUAIU3UPOBAHHYI0, B TOM  YHCIIE
BBICOKOTEXHOJIOTUYHYIO, MEIUIUHCKYIO IMOMOIIb MO TPO(HIII0 «OHKOJOTHUS ONPEACIISIOTCS
KOHCUJIMYMOM  Bpay€i-OHKOJIOTOB M  Bpayeil-paJuoTEparneBTOB € IPUBICYEHUEM MpU
HEOOXOJUMOCTHU APYTUX Bpayeii-CcrenaIiucToB.

IMoka3anueM AJf1 TOCHUTAIM3ANUN B MEJIMIUHCKYI OPraHM3alMI0 B IKCTPEHHOH
HJIM HEOTJIOKHOM (popMe SIBJISIETCS:

1) HAIU4YUE  OCJIOKHEHUH  MENaHOMbI, TpEOYIOIIUX  OKa3aHHUs
CIEUUATIM3UPOBAHHON MEIMIIMHCKOM TOMOUIM B JKCTPEHHOM H
HEOTJIONKHOU (popme;

2) HaJU4he OCJIOKHEHUU JIeueHUs (XUPYpPruueckoe BMeEIIaTeIbCTBO,
Jy4deBasi Tepanusl, JEKapCTBEHHAs Teparust U T. [I.) METAHOMBI.

IMoka3anueM Il rOCHMTAJM3AUUMM B MEAUUMHCKYI0 OPraHM3alyi0 B ILIAHOBOH
dpopme saBIsCTCH:

1) HEoOXOIUMOCTh BBHITIOJHEHHUS CIIOKHBIX HHTCPBEHIIMOHHBIX JHArHOCTHYCCKUX
MEAMIIMHCKUX BMEIIATENbCTB, TPEOYIOMIMX MOCIEAYIONIEro HaOIIoIeHHUs B
YCIOBUSIX KPYTJIOCYTOYHOI'O WM JTHEBHOI'O CTAllMOHAPA;

2) HalM4yWe TOKa3aHWi K  CICHHATU3UPOBAHHOMY IMPOTHBOOIYXOJIEBOMY
JIEYCHHUIO (XHPYPTrUUECKOe BMEIIATEIbCTBO, JIydeBas Teparus, B TOM YHUCIIE
KOHTaKTHasi, JWUCTAHIIMOHHAas W Jpyrde BUIbl JYYE€BOM  TEparmuH,
JIEKapCTBEHHAs Tepamus W Jp.), TpeOyrolmeMy HaOMIOIeHUS B YCIOBHUSAX
KPYIJI0OCYTOYHOT'O WJIA THEBHOTO CTAallMOHApa.

IMoka3anueM K BbINMCKE NANUEHTA U3 MeIUIUHCKON OPraHu3auuM sBJISETCH:

1) 3aBepmieHMEe Kypca JICYCHHMS MJIM  OJHOTO W3 O3TaloOB  OKa3aHUs
CIIELIMATIM3UPOBAHHOM, B TOM YHMCJE BBICOKOTEXHOJIOTMYHOM, MEIULUHCKON

INoMOIIMU B YCJIOBUAX KPYTJIOCYTOUHOTO WM IAHCBHOI'O CTallMOHApa IIpu
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2)

3)

YCIIOBUSIX OTCYTCTBHS OCIIO)KHEHUH JICUCHHUSI, TPEOYIOIIUX MEAUKAMEHTO3HON
KOPPEKIUH W/WIH METUIIMHCKUX BMEIIATEILCTB B CTAI[MOHAPHBIX YCIOBUSX;
OTKa3 MalMeHTa WIK €ro 3aKOHHOTO MPEJCTaBUTENS OT CIICHHAIU3UPOBAHHOM,
B TOM YHCJIE€ BBICOKOTEXHOJOTUYHOM, MEIUIMHCKON MOMOIIM B YCJIOBHUAX
KPYTJI0CYTOYHOI'O WJIM IHEBHOTO CTAal[MOHAPa, YCTAHOBJICHHON KOHCUIMYMOM
MEIUIIMHCKOW OpraHu3alliy, OKa3bIBAIOIIEH OHKOJIOTMYECKYIO MOMOIIb MpU
YCIIOBUU OTCYTCTBHUS OCJIOKHEHUH OCHOBHOTO 3a00JICBaHHS W/WIIH JICUCHUS,
TpeOyIOmMX  MEAUKAMEHTO3HOM  KOPPEKIMH  W/MIU  MEIULIUHCKUX
BMEIIATEIHCTB B CTALIMOHAPHBIX YCIOBUSX;

HEOOXOAMMOCTh TIEPEBOJIA MAMEHTA B APYTYI0O MEAUIIMHCKYIO OpPTraHU3aIUI0
[0 COOTBETCTBYIOIIEMY NPOMUII0 OKa3aHWs MEIWIMHCKONW ITOMOIITH.
3akioueHre O IeaecooOpa3HOCTH TMepeBoAa NaleHTa B MPOQHILHYIO
MEAMIIMHCKYIO OpPraHU3allMI0 OCYIIECTBISIETCS TIOCJE MPEeIBapUTEIbHOM
KOHCYJIbTAIIMM TI0 MPEIOCTABICHHBIM MEIUIIUHCKAM JTOKYMEHTaM W/WIH
JAHHBIM TIPEIBAPUTEILHOTO OCMOTpA IMAlMEHTa BpadyaMH CICIHAINCTaAMU

MeI[HHHHCKOﬁ OopraHuialiyv, B KOTOPYIO INIAHUPYCTCA IEPEBO.

MeauuuHcKue NPOUEAYPbl, KOTOPble MOTYT ObITH OKa3aHbl B PaMKaX NepBUYHOI

crenraaIu3upoOBaHHON MeIMIMHCKON moMouiu (T. e. aMOyJ1aTOPHO) O] KOHTPOJeM Bpaya-

OHKOJIOTa:

1)

2)
3)

4)

5)

6)

AKCIM3UOHHAS OWOIMCHS HOBOOOpPA30BaHUs, MOJO3PUTEIHHOTO B OTHOIIEHUU
MEJIAaHOMBI KOXH;

MOJTy4YEHUE MA3KOB-OTIIEYATKOB OITYXOJIH;

TOHKOWTOJIbHASL aCHUPAIIMOHHAs OWOICHS TOBEPXHOCTHO-PACIIOIOKEHHBIX
opratoB (IUMQaTUYECKUX Y3TI0B, HOBOOOPA30BaHMI B MATKUX TKaHSIX);
core-Ouomcusi MOBEPXHOCTHO-PACTIONOKEHHBIX OpraHoB (IMM(ATUYECKUX
y3JI0B, HOBOOOPa30BaHU B MATKUX TKaHSX );

aJblOBaHTHas Tepamusi uHTEepdepoHoM anbda-2b**

y TmMalnueHtoB 0e3
KIIMHUYECKH 3HAYUMON KOMOPOWUIHOCTH, NPEMATCTBYIOMICH Oe30macHOMY
MPOBEJCHUIO JAaHHOTO BHUIA Tepanmuu aMmOylaTopHO, W 03 yKazaHWW Ha
HENIEPEHOCHUMOCTh OMOJIOTHIECKHUX JICKAPCTBEHHBIX MPENapaToB (B TOM YHCIE
PEKOMOMHAHTHOTO UHTEPPEPOHA) B aHAMHE3E;

tepanust UTTK BRAF nnu kombunanueit UTTIK BRAF u MEK (B agproBanTHOM

i TepaneBTudeckom peskume) u UITK c-Kit (B TepaneBTHUECKOM PeXUME) Y

nHalnucHTOB 0e3 KOMOp6I/II[HOCTI/I u 0e3 yKa3aHI/II71 Ha HCEICPCHOCUMOCTb
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UHruOouTOpOoB NpoTrenHkrHasbl (B ToM yucie UIIK BRAF wim komOunanmeit

UIIK BRAF u MEK wuu c-Kit) B anamuese.

Iloxa3anus 11 HaNpaBJIeHUs NAIMEHTA B IPYTYI0 MeIHIIUHCKYI0 OPraHU3aAlMIo:

— HCHOJHEHHE KIMHUYECKUX PEKOMEHJAIUi TMPU3BAHO MAaKCUMAJIbHO IOBBICUTH
Kady€CTBO OKa3bIBACMOM MGHHHHHCKOP'I rnomMom nMmnanmueHTaM B PA3JIMYHBIX
KIIMHUYCCKUX CUTYyalUAaX. Ecan B MCHHHHHCKOfI oprann3alivid OTCYTCTBYCT
BO3MO>XHOCTb ITPOBOJUTH PEKOMEHIYEeMbIi 00beM MEAUIIMHCKON ITOMOIIU (HAIIpUMED,
OTCYTCTBYET BO3MOXKHOCTb IPOBEIEHHUS MPOLEAYypbl OHUONCHH  CTOPOKEBOTO
TUM(ATHIECKOTO y3I1a), pPEKOMEHYETCs BOCIIONB30BAThCS CHCTEMON MapIpy TH3aluU
B JIPyTHE MEJIUIIMHCKIE OPTaHU3AIH, B TOM YHCIIE 32 MPEACIbl CyObeKTa deaepanum,
B TOM 4HcIie B hefiepanbHble EHTPbI, UMEIOILIUE COOTBETCTBYIOIIYIO OCHAIIEHHOCTh U
KaJIpbl;

— KJIMHUYECKHE PEKOMEHJAINU HE TO3BOJISIFOT OMUCATh BCE MHOT00Opasue peaabHOI
KIIMHUYECKOM IMPAKTUKKU MW OXBATbIBAIOT JIWIIb Haubojiee 4YacThble W THIIOBBIE
KIMHUYECKHE CUTyalluu. Ecu mpakTUKYOIMUNA Bpad Ui MEAUIIMHCKAsT OPTaHU3aIHs
CTAJIKUBAeTCI C KIMHUYECKOW CHUTyalued, He HMEIIIeld COOTBETCTBYIOIIETO
OTpaXCHUA B H&CTOSIHICﬁ KIIMHAYECKOM PEKOMCHOAINN (HGTI/IHI/ILIHOG TCUCHHUC
0osie3HH, HEOOXOJMMOCTh Hadaia MPOTHBOOIYXOJIEBOH Tepamuy TPH BBISIBICHUN
IIPOTUBOIOKAa3aHUN K HEH, TporpeccupoBaHue Ha (hOHEe MPUMEHEHUS] PEKOMEHTyEMBbIX
BUJOB JIeYeHUs M T. J.), PekoMeHIyeTcs BOCHOJb30BATHCA  CHUCTEMOM
TCIEMCIUITUHCKUX KOHCYJ'IBT&III/Iﬁ nJIn MapupyTHu3aluun B HallMOHAJIBHBIC
MCIUIHUHCKUEC UCCICA0BATCIBCKHUE HCHTPBI AJId YTOYHCHUSA TaAKTUKH JICHCHUSA

— BBIBJICHHE WIM OOOCTPEHHME COINYTCTBYIOIIEH MATOJOIMU, HE OTHOCSIIEHCS K
IpOQMII0 OHKOJIOTUYECKOTO YUPEXKIEHHUs, KOTOpas MpEeNsATCTBYET MpPOBEIECHHUIO
JTAHHOTO dTarna Je4eHus (Hampumep, OCTPbIA HHPAPKT MUOKAp/a, OCTPOE HapyIIeHHE
MO3TOBOTO KPOBOOOpAIICHUST ¥ Jp.) TpeOyeT MapumpyTu3anud B TPODUIbHBIC

MCIUIIUHCKUC OpTraHU3allnu.

7. JonosHuTebHAsE HHPOpMAaLud (B TOM YuCjIe (PAKTOPbI, BJUAIINE HA

HUCXO0/1 3200/1eBAHUS WJIH COCTOSTHUS)

W3BecTHBIE TNpOrHOCTUYECKHE (AKTOPhl MPU MEJAaHOME KOXH, KOTOpbIE PEKOMEH]yeTCs

PETHCTPUPOBATH, PUBEICHBI B Ta0M. 16.

84



Tabauua 16. [Iporaoctuyeckue GpakTopsl Mpu MesaHoMe Koxu (1o kinaccudukanuu TNM

8-ro mepecmorpa)[241]

Karteropust IIporaocTuyeckue GakTopbl
¢axrTopos ACCOUMUPOBaHHBIE ¢ | ACCOIIMMPOBAHHBIE | ACCOIIMMPOBAHHBbIE
OIYXO0JIbIO ¢ MAMEHTOM € OKpY Kaouen
cpenoi
HeoOxomnmele s | Tommmaa onyxou, | Jlumpouurapubrit [Tpuem
OIICHKHU MUTOTHUYECKUN nHUIBTpAT, JIEKApCTBEHHBIX
WHJIEKC, W3BSI3BICHUE, | pErpeccHs Ipenaparos,
pacnpocTpaHEHHOCTh 0c00eHHO
METaCcTaTUYECKON MMMYHOCYTIPECCOPOB
0ose3HU
JononHuTenbHbIE JlumdoBackynsapHas Jlokanuzauus ConHeuHble 0KOTH B
WHBa3u, NEPBUYHON OIyX0JU, | aHaMHE3E,
MIEpUHEBPAIBHOE ceMelHasg HUCTOpHUsl, | OCEIIECHHE
pacrnpocTpaHeHHe UMMYHOAC(PUIIHUT, COJIIPUEB
non, Bo3pact  (y
YKEHIUH u
NAlUEHTOB
MOJIOJIOTO  BO3pacTa
Oozee
OJ1aronpusATHBIN
IIPOTHO3)
Hosrle u | MonexyisipHble: NMmmyHOreHeTuka,
NEePCIEKTUBHBIC MyTaluu, SKCIOPECCUs | Apyrue
TE€HOB, IPOTEOMHUKA, | XapaKTEPUCTUKHU
MukpoPHK MMMYHHOTO OTBETa
TaIMeHTa

Kpurepuu oueHKH KayecTBa MeIUIUHCKOH IMOMOLIH

Kpurepuu onenku kauecTBa MEIUIIMHCKON TTOMOIIY TPUBEACHBI B Ta0. 17.

Ta6auna 17. Kputepun olieHKH KayecTBa MEIUIIUMHCKONW TOMOIIN

Ne Kpurepun kayecrsa Ouenka
n/n BbINOJIHEHHU A
1 Bomonneno Y3M  peruoHapHbIX JMMQaTHUecKuX  y37I0B  (TIpH Jla/Her
' YCTaHOBJICHUU JMATrHO3a JISl BCEX CTAJIHMN )
Boinonneno Y31 opranos manoro taza u/unu KT opranos manoro taza
2. |u/umu MPT opraHoB majnoro Ta3a (Ipu YCTaHOBJIEHUHM JUarHosa s Ha/Her
cranuu [IA-IV)
Boinonnena pentreHorpadus opraHoB rpynHoi kietku u/mnu KT
3. |opraHoB rpydHOH KJeTKH (IIpU YCTAHOBJIEHUH AMArHo3a Ui CTaJAuH Ha/Her
[TA-1V)
4 Brimonneno Y3U opranos OpromiHoii nonoctH (komriekcHoe) u/unu KT Jla/Her
" |opraHoB OpromiHoM nonoct, u/unmu MPT opranoB OproUIHON MOJIOCTH
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(npu ycraHoBieHHUU AuarHo3a s craguu [I1B-1V)

BrimonHeH xupypruueckuii OTcTyn He MeHee | cM u He Ooree 2 cM mpH
NEepPBUYHOM MHBAa3UBHOW MeJaHOME KOXH (IpU  XUPYpPrHYECKOM
BMEIIATEIHCTBE)

Ha/Her

Jlana peKoMeHJalMs 1O TPOBEACHHIO OHOICHHA  CTOPOKEBOIO
TUM(ATHYECKOrO y3ja TMalUueHTaM C TOJIIIMHOW MEJTaHOMBI KOXH IO
Bbpecnoy 6omnee 0,8 mm

Ha/Her

BrimonHeHa XuMuoOTepanus W/WJIHM UMMYHOTEpAIvs, W/WIN TapreTHas
Tepanvs W/WIW JIy4eBas Tepamnusl TP HaIUdud MOP(dOIormuecKoi
Bepu(uKanuu auarsHo3a (MpyU HAIWYMK TTOKa3aHWW K TIPOBEICHHIO
XUMHOTEPANUN W/WIIM AMMYHOTEpAMK W/WIM TapreTHOW Tepamuu,
W/WJIM JTy4EBON TEPAITHH )

Ha/Her

Brimonnena nosumerpuueckas BepU(UKaLUs PacCUUTAHHOIO IUIaHA
(npu 1y4eBoi Tepanum)

Ha/Her

Bemonnena  MPT TOJIOBHOT'O Mo3ra ¢ BHYTPUBEHHBIM
KOHTPAaCTUPOBAaHUEM IIPU BIEPBbIE BbIABICHHOU IV cTanuu He mo3aHee
30 gHelt OT MOMEHTa YCTAHOBJICHUS JMAarHo3a METacTaTU4eCKOU
MeJIaHOMBI (TIPU OTCYTCTBUM MEIUIMHCKUX MPOTUBOIIOKA3aHHIA )

Ha/Her

10.

Brimonnena Mopdgosoruueckas Bepu(HKalMs AMarHo3a J10 Hadanaa
JICYECHMS], 32 MCKIIOYEHHMEM CIIy4acB SIBHOM KIMHHYECKOM KapTHUHBI
OITYXOJIHM KOXKH U CIIy4aeB SKCTPEHHOU XUPYPIrUH

Ha/Her

11.

Beinonnena oneHka pucka mnporpeccupoBaHus y nanueHto ¢ [-III
cTanuei 3aboneBanus B cooTBeTcTBUM ¢ Kiaccuduxamueit AJCC/UICC
TNM 8

Ha/Het

12.

CnenaHo Ha3Hau€HHE HA MOJIEKYJISIPHO-TEHETHUYECKOE HCCIIEI0BAHNE
MyTalui B rene BRAF B 6uorncuitHoM Marepuasie (Mpu OTpUIATeIbHOM
pe3ysibTaTe — MOJIEKYJIIPHO-TEHETUYECKOE HCCIIEI0BaHUE MYTalMil B
reHe c-KIT B OuorncuitHoM (OTMEpallMOHHOM) Marepuaje) B Ciydae
metactaruueckoir 6onesnu (III u IV cragus wnm SKkBUBajeHT), ecnu
paHee TECT He BBITIOTHSJICS

Ha/Het

13.

I[aHBI PEKOMCHAAOWM 110 IIPOBCACHHIO aHBIOBaHTHOﬁ TCparun 'y
MalMCHTOB MOCJIC XUPYPTHUICCKOTO JICUCHUA 11O TIOBOAY MCJIAHOMBI KOXKXKHU
BBICOKOT'O PUCKa B COOTBETCTBHUHU C HACTOAIMMH PEKOMCHAAIUAMU

Ha/Het

14.

Hanuune koHCynpTalMu Bpavya-OHKOJIOTa, Bpada-HEHpOXUpypra W/Miu
Bpada-paJuoTepareBTa y MalUueHTa ¢ METACTaTUYECKUM IOPaKeHUEM
TOJIOBHOTO MO3Ta

Ha/Het

15.

Hannune nasHadenuit Ha Ttepanuto MKA-OGnokaropamu PD1 w/mim
CTLA4, UIIK BRAF umu BRAF B xom6unauuu ¢ UIIK MEK npu
OTCYTCTBMM IPOTHBOIIOKA3aHUN Yy IMALHMEHTOB C METaCTaTU4EeCKOU
MEeJIaHOMOM WJIN Hepe3eKTa0enpbHOu 1 HamudueM myTaruu V600 B reHe
BRAF B cOOTBETCTBUH C HACTOSIIIUMU PEKOMEHIALIUSIMU

Ha/Het

86




16.

Hanmnune nasnadenuii Ha Ttepanuto MKA-OGnokaropamu PD1 w/mim
CTLA4 1pu OTCYyTCTBMM TMPOTHUBOIIOKA3aHUM Yy TAIMEHTOB C
METAacTaTHYECKOM MJIM HEepe3eKTadeIbHONH MeTaHoOMOH 0e3 MyTauuu
V600 B rene BRAF

Ha/Her

17.

BeIinonHeHnne narojaoro-aHaTOMUYECKOTO HCCIIE0BaHUsS OMOICHHHOIO
WIM OINEpPallMOHHOIO MaTepuaia C yKa3aHMEM TOJILIMHBI NEPBUYHOMN
OIlyXOJIM 10 bpecioy, Hamuuue win OTCYTCTBUE U3bSI3BICHUS, OLCHKH
paccTosiHUSL OT BceX (JIaTepalibHBIX U TIIyOOKOT0) KpaeB PE3eKIHMH 0
Omukaiiiero kpas omyxoiu (y HalueHTOB, oIy YMBIINX XUPYPIUYeCcKoe
JIEUEHUE 10 NOBOAY NEPBUUYHON METaHOMBI KOXKH )

Ha/Her

18.

BrInonHeHne marojoro-aHaTOMUYECKOTO HCCIENOBaHUs OWONCHUITHOTO
WM OTEpPalMOHHOIO MaTepuana ¢ yKa3aHHeM KOJMYeCTBa YAaJeHHBIX
TUM(aTHYECKUX Y3JI0B, KOJIMYECTBA METACTATUYECKU IOPAKEHHBIX
nuMaTHUYECKUX Y3JI0B M XapakTepa MOpPaKEHUS METacTaTUYeCKUX
y37I0B  (KOHIJIOMEpaThl, IMpOpacTaHue Karcyibl) (y TAlUEHTOB,
MONyYUBIIUX XUPYPTUYECKOe JieueHHe B o00beMe peruoHapHON
UM (pageHIKTOMUH )

Ha/Het

19.

BrImonHeHne marojaoro-aHaTOMUYECKOTO HCCIIENOBaHUs OWOIICHITHOTO
WIH OINEPAallMOHHOTO Marepuajga IpPH OKPacke TIeMaTOKCHIIMHOM |
H03MHOM M UMMYHOTHUCTOXMMHYECKOTO UCCIIEOBAaHUSA (IIPU OTCYTCTBUU
MIPHU3HAKOB OIYXOJIM Ha YPOBHE CBETOBOH MHKPOCKOITHH) CTOPOXKEBOTO
nuMdaruueckoro ysna (y3/oB) ¢ yKa3aHHEM KOJMYECTBA YHAJICHHBIX
TUM(ATHYCCKUX Y3JI0B, KOJMYECTBA METACTATUYCCKH TTOPAKCHHBIX
TUM(AaTHIECKUX Y3JI0B M XapakTepa IOPaXCHUsS MEeTaCTaTUYeCKHX
y3J10B (pam3epa MHUKPOMETACTa30B MPH MX BBIABICHUHN) (y MAlMEHTOB,
MOJYYHMBIIUX XHPYPTUUIECKOE JICUCHNE B 00beMe OMOTICHU CTOPOKEBOTO
TUMQaTHIeCcKoro y3ia (y3j10B))

Ha/Her

20.

Hauar 1i1 Kypc cucTeMHOro mpOTHBOOIYXOJIEBOTO JIeUeHUs (TapreTHOM
Tepanuy, MMMYHOTEpauy, XUMHOTepanuu) He noszgHee 30-ro IHsA OT
BBISIBJICHUS METaCTaTHYECKON 0011e3HU (npu OTCYTCTBHH
MIPOTUBOIOKA3aHUH )

Ha/Het

21.

Beinonnenue 1-ro Kypca agblOBaHTHOM TEpanuu He 1o3aHee 12 Hex oT
XUPYprU4ecKoro JiedeHus (y TMalMeHTOB, KOTOPBIM  I1OKa3aHO
MIPOBEICHUE aIbIOBAHTHOM TEpaluu, IpPU YCIOBUM OTCYTCTBHS
MOCJIEONIEPALIMOHHBIX OCIOKHEHUN U OTCYTCTBHS POTUBOMOKA3aHUH )

Ha/Het

87




10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,
25.

26.

27.

28.

Cnucok ureparypbl

Clark WH, Jr., Elder DE, Guerry Dt, Epstein MN, Greene MH, Van Horn M: A study of tumor progression: the
precursor lesions of superficial spreading and nodular melanoma. Hum Pathol 1984, 15(12):1147-1165.

Plonka PM, Passeron T, Brenner M, Tobin DJ, Shibahara S, Thomas A, Slominski A, Kadekaro AL, Hershkovitz D,
Peters E et al: What are melanocytes really doing all day long...? Exp Dermatol 2009, 18(9):799-819.

Fitzpatrick TB: The validity and practicality of sun-reactive skin types | through VI. Arch Dermatol 1988,
124(6):869-871.

Dubin N, Pasternack BS, Moseson M: Simultaneous assessment of risk factors for malignant melanoma and non-
melanoma skin lesions, with emphasis on sun exposure and related variables. Int J Epidemiol 1990, 19(4):811-819.
Carli P, Biggeri A, Nardini P, De Giorgi V, Giannotti B: Sun exposure and large numbers of common and atypical
melanocytic naevi: an analytical study in a southern European population. Br J Dermatol 1998, 138(3):422-425.
Elwood JM, Koh HK: Etiology, epidemiology, risk factors, and public health issues of melanoma. Curr Opin Oncol
1994, 6(2):179-187.

Anna B, Blazej Z, Jacqueline G, Andrew CJ, Jeffrey R, Andrzej S: Mechanism of UV-related carcinogenesis and its
contribution to nevi/melanoma. Expert Rev Dermatol 2007, 2(4):451-469.

Lotze TM, Dallal RM, Kirkwood JM, Flickinger JC: Cutaneous Melanoma. In: Cancer: Principles and Practice of
Oncology 6th edition. edn. Edited by Devita VT, Hellman S, Rosenberg SA: Lippincott Williams & Wilkins.
Whiteman DC, Pavan WJ, Bastian BC: The melanomas: a synthesis of epidemiological, clinical, histopathological,
genetic, and biological aspects, supporting distinct subtypes, causal pathways, and cells of origin. Pigment Cell
Melanoma Res 2011, 24(5):879-897.

Mihajlovic M, Vlajkovic S, Jovanovic P, Stefanovic V: Primary mucosal melanomas: a comprehensive review. Int J
Clin Exp Pathol 2012, 5(8):739-753.

Mahendraraj K, Lau CS, Lee I, Chamberlain RS: Trends in incidence, survival, and management of uveal melanoma:
a population-based study of 7,516 patients from the Surveillance, Epidemiology, and End Results database (1973-
2012). Clin Ophthalmol 2016, 10:2113-2119.

Seddon J, Gragoudas E, Egan K, Polivogianis L, Finn S, Albert D: Standardized data collection and coding in eye
disease epidemiology: the Uveal Melanoma Data System. Ophthalmic Surg 1991, 22(3):127-136.

Kanpun AJl, Crapunckuii BB, Tlerpoa I'B (eds.): 3/0kayecTBeHHbIe HOBOOOpa3oBaHusi B Poccun B 2017 roay
(3aboseBaemocTh M cMepTHOCcTh). M.: MHUOU um. I1.A. Tepuena — ¢mwman OPI'BY «HMULL panmonorum»
Munsapasa Poccun; 2018.

Kanpun A/l, Crapusckuii BB, ITetposa I'B (eds.): CocTosiHHe OHKOJIOrH4ecKoil momMouu HacesieHuio Poccuu B 2018
rogy. M.: MHUOMU nwm. I1.A. I'epuiena — puman ®I'BY «HMUL] pagnonorunm» Munzapasa Poccun; 2019.
International Statistical Classification of Diseases and Related Health Problems 10th Revision
[http://apps.who.int/classifications/icd10/browse/2016/en]

Kampun AT, Crapunckuit BB, ITetposa I'B (eds.): CocrosiHie OHKOJIOrHYecKoii moMouu HaceJenuto Poccun B 2017
roxy. M.: MHUOU um. I1.A. I'epuiena — pummman @T'BY «HMUI] pagnonorum» Munsapasa Poccuu; 2018.
Gershenwald J, Scolyer R, Hess K, al. e: Melanoma of the skin. In: AJCC Cancer Staging Manual 8th ed. edn. Edited
by Amin M, Edge S, Greene F, alto e. New York: Springer International Publishing; 2017: 563-585.

Barr RG: Foreword to the Second Set of WFUMB Guidelines and Recommendations on the Clinical Use of
Ultrasound Elastography. Ultrasound Med Biol 2017, 43(1):1-3.

CunensankoB UE, bapsiaukos KA, lemunos JIB: KIMHUYECKASA JUATHOCTUKA MEJTAHOMBI KOXMH.
Becmnux @I'BY « POHL] um HH Broxuna» 2017, 28(1-2):68-73.

Grob JJ, Bonerandi JJ: The "ugly duckling® sign: identification of the common characteristics of nevi in an individual
as a basis for melanoma screening. Arch Dermatol 1998, 134(1):103-104.

Garbe C, Peris K, Hauschild A, Saiag P, Middleton M, Bastholt L, Grob JJ, Malvehy J, Newton-Bishop J, Stratigos AJ
et al: Diagnosis and treatment of melanoma. European consensus-based interdisciplinary guideline - Update 2016.
Eur J Cancer 2016, 63:201-217.

Coit DG, Thompson JA, Albertini M, Algazi A, Andtbacka R, Bichakjian C, Carson WE, 3rd, Daniels GA, DiMaio D,
Fields RC et al: NCCN Clinical Practice Guidelines in Oncology. Melanoma. Version 3.2018. In.: National
Comprehensive Cancer Network, Inc; 2018: 172.

Rat C, Grimault C, Quereux G, Dagorne M, Gaultier A, Khammari A, Dreno B, Nguyen JM: Proposal for an annual
skin examination by a general practitioner for patients at high risk for melanoma: a French cohort study. BMJ
open 2015, 5(7):e007471.

P DES, Valiante M, Silipo V: Familial melanoma and multiple primary melanoma. G Ital Dermatol Venereol 2017.
Grange F: [Multiple primary melanoma and familial melanoma. Risk evaluation and screening tests. How to
evaluate the risk of developing a second melanoma? In what family? Should screening methods be implemented?
Which ones and why?]. Ann Dermatol Venereol 1995, 122(5):365-371.

Claeson M, Holmstrom P, Hallberg S, Gillstedt M, Gonzalez H, Wennberg AM, Paoli J: Multiple Primary Melanomas:
A Common Occurrence in Western Sweden. Acta Derm Venereol 2016.

Moore MM, Geller AC, Warton EM, Schwalbe J, Asgari MM: Multiple primary melanomas among 16,570 patients
with melanoma diagnosed at Kaiser Permanente Northern California, 1996 to 2011. J Am Acad Dermatol 2015,
73(4):630-636.

De Giorgi V, Savarese |, D'Errico A, Gori A, Papi F, Colombino M, Sini MC, Grazzini M, Stanganelli I, Rossari S et al:
Epidemiological features and prognostic parameters of multiple primary melanomas in CDKN2A-mutations
patients. Pigment Cell Melanoma Res 2015, 28(6):747-751.

88


http://apps.who.int/classifications/icd10/browse/2016/en

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

Watts CG, Dieng M, Morton RL, Mann GJ, Menzies SW, Cust AE: Clinical practice guidelines for identification,
screening and follow-up of individuals at high risk of primary cutaneous melanoma: a systematic review. Br J
Dermatol 2015, 172(1):33-47.

Dinnes J, Deeks JJ, Grainge MJ, Chuchu N, Ferrante di Ruffano L, Matin RN, Thomson DR, Wong KY, Aldridge RB,
Abbott R et al: Visual inspection for diagnosing cutaneous melanoma in adults. Cochrane Database of Systematic
Reviews 2018(12).

Stapleton JL, Turrisi R, Mallett KA, Robinson JK: Correspondence between pigmented lesions identified by
melanoma patients trained to perform partner-assisted skin self-examination and dermatological examination.
Cancer Epidemiol Biomarkers Prev 2015, 24(8):1247-1253.

Duarte AF, da Costa-Pereira A, Del-Marmol V, Correia O: Are General Physicians Prepared for Struggling Skin
Cancer?-Cross-Sectional Study. J Cancer Educ 2016.

llyas M, Costello CM, Zhang N, Sharma A: The role of the ugly duckling sign in patient education. J Am Acad
Dermatol 2017, 77(6):1088-1095.

Dinnes J, Deeks JJ, Grainge MJ, Chuchu N, Ferrante di Ruffano L, Matin RN, Thomson DR, Wong KY, Aldridge RB,
Abbott R et al: Visual inspection for diagnosing cutaneous melanoma in adults. The Cochrane database of systematic
reviews 2018, 12:Cd013194.

Chia A, Trevena L: A Systematic Review of Training to Improve Melanoma Diagnostic Skills in General
Practitioners. J Cancer Educ 2016, 31(4):730-735.

Castro LG, Messina MC, Loureiro W, Macarenco RS, Duprat Neto JP, Di Giacomo TH, Bittencourt FV, Bakos RM,
Serpa SS, Stolf HO et al: Guidelines of the Brazilian Dermatology Society for diagnosis, treatment and follow up
of primary cutaneous melanoma--Part I. An Bras Dermatol 2015, 90(6):851-861.

Dinnes J, Deeks JJ, Chuchu N, Ferrante di Ruffano L, Matin RN, Thomson DR, Wong KY, Aldridge RB, Abbott R,
Fawzy M et al: Dermoscopy, with and without visual inspection, for diagnosing melanoma in adults. The Cochrane
database of systematic reviews 2018, 12:Cd011902.

Ferrante di Ruffano L, Takwoingi Y, Dinnes J, Chuchu N, Bayliss SE, Davenport C, Matin RN, Godfrey K, O'Sullivan
C, Gulati A et al: Computer-assisted diagnosis techniques (dermoscopy and spectroscopy-based) for diagnosing
skin cancer in adults. The Cochrane database of systematic reviews 2018, 12:CD013186.

Menzies SW, Ingvar C, McCarthy WH: A sensitivity and specificity analysis of the surface microscopy features of
invasive melanoma. Melanoma Res 1996, 6(1):55-62.

Argenziano G, Longo C, Cameron A, Cavicchini S, Gourhant JY, Lallas A, McColl I, Rosendahl C, Thomas L,
Tiodorovic-Zivkovic D et al: Blue-black rule: a simple dermoscopic clue to recognize pigmented nodular
melanoma. Br J Dermatol 2011, 165(6):1251-1255.

Lallas A, Longo C, Manfredini M, Benati E, Babino G, Chinazzo C, Apalla Z, Papageorgiou C, Moscarella E, Kyrgidis
Acetal: Accuracy of Dermoscopic Criteria for the Diagnosis of Melanoma In Situ. JAMA Dermatol 2018, 154(4):414-
419.

Longo C, Piana S, Marghoob A, Cavicchini S, Rubegni P, Cota C, Ferrara G, Cesinaro AM, Baade A, Bencini PL et al:
Morphological features of naevoid melanoma: results of a multicentre study of the International Dermoscopy
Society. Br J Dermatol 2015, 172(4):961-967.

Menzies SW, Kreusch J, Byth K, Pizzichetta MA, Marghoob A, Braun R, Malvehy J, Puig S, Argenziano G, Zalaudek |
et al: Dermoscopic evaluation of amelanotic and hypomelanotic melanoma. Arch Dermatol 2008, 144(9):1120-1127.
Moloney FJ, Menzies SW: Key points in the dermoscopic diagnosis of hypomelanotic melanoma and nodular
melanoma. J Dermatol 2011, 38(1):10-15.

Carapeba MOL, Alves Pineze M, Nai GA: Is dermoscopy a good tool for the diagnosis of lentigo maligna and lentigo
maligna melanoma? A meta-analysis. Clin Cosmet Investig Dermatol 2019, 12:403-414.

Schiffner R, Schiffner-Rohe J, Vogt T, Landthaler M, Wlotzke U, Cognetta AB, Stolz W: Improvement of early
recognition of lentigo maligna using dermatoscopy. J Am Acad Dermatol 2000, 42(1 Pt 1):25-32.

Koga H, Saida T: Revised 3-step dermoscopic algorithm for the management of acral melanocytic lesions. Arch
Dermatol 2011, 147(6):741-743.

Koga H, Saida T, Uhara H: Key point in dermoscopic differentiation between early nail apparatus melanoma and
benign longitudinal melanonychia. J Dermatol 2011, 38(1):45-52.

Phan A, Dalle S, Touzet S, Ronger-Savle S, Balme B, Thomas L: Dermoscopic features of acral lentiginous melanoma
in a large series of 110 cases in a white population. Br J Dermatol 2010, 162(4):765-771.

Adler NR, Kelly JW, Guitera P, Menzies SW, Chamberlain AJ, Fishburn P, Button-Sloan AE, Heal C, Soyer HP,
Thompson JF: Methods of melanoma detection and of skin monitoring for individuals at high risk of melanoma:
new Australian clinical practice. Med J Aust 2019, 210(1):41-47.

Tschandl P, Hofmann L, Fink C, Kittler H, Haenssle HA: Melanomas vs. nevi in high-risk patients under long-term
monitoring with digital dermatoscopy: do melanomas and nevi already differ at baseline? J Eur Acad Dermatol
Venereol 2017, 31(6):972-977.

Watts CG, Wortley S, Norris S, Menzies SW, Guitera P, Askie L, Mann GJ, Morton RL, Cust AE: A National Budget
Impact Analysis of a Specialised Surveillance Programme for Individuals at Very High Risk of Melanoma in
Australia. Appl Health Econ Health Policy 2018, 16(2):235-242.

Ferrante di Ruffano L, Takwoingi Y, Dinnes J, Chuchu N, Bayliss SE, Davenport C, Matin RN, Godfrey K, O'Sullivan
C, Gulati A et al: Computer-assisted diagnosis techniques (dermoscopy and spectroscopy-based) for diagnosing
skin cancer in adults. The Cochrane database of systematic reviews 2018, 12:Cd013186.

Giavedoni P, Ririe M, Carrera C, Puig S, Malvehy J: Familial Melanoma Associated with Li-Fraumeni Syndrome
and Atypical Mole Syndrome: Total-body Digital Photography, Dermoscopy and Confocal Microscopy. Acta Derm
Venereol 2017, 97(6):720-723.

89



55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

Kittler H, Guitera P, Riedl E, Avramidis M, Teban L, Fiebiger M, Weger RA, Dawid M, Menzies S: Identification of
clinically featureless incipient melanoma using sequential dermoscopy imaging. Arch Dermatol 2006, 142(9):1113-
1119.

Rinner C, Tschandl P, Sinz C, Kittler H: Long-term evaluation of the efficacy of digital dermatoscopy monitoring at
a tertiary referral center. J Dtsch Dermatol Ges 2017, 15(5):517-522.

Robinson JK, Nickoloff BJ: Digital epiluminescence microscopy monitoring of high-risk patients. Arch Dermatol
2004, 140(1):49-56.

Berk-Krauss J, Polsky D, Stein JA: Mole Mapping for Management of Pigmented Skin Lesions. Dermatol Clin 2017,
35(4):439-445.

Truong A, Strazzulla L, March J, Boucher KM, Nelson KC, Kim CC, Grossman D: Reduction in nevus biopsies in
patients monitored by total body photography. J Am Acad Dermatol 2016, 75(1):135-143 e135.

Inskip M, Magee J, Weedon D, Rosendahl C: When algorithms falter: a case report of a very small melanoma excised
due to the dermatoscopic ""ugly duckling™ sign. Dermatol Pract Concept 2013, 3(2):59-62.

Akay BN, Okcu Heper A, Clark S, Erdem C, Rosendahl CO, Kittler H: Dermatoscopy of a melanoma less than one
millimeter in diameter. Int J Dermatol 2017, 56(12):1498-1499.

Bafounta ML, Beauchet A, Chagnon S, Saiag P: Ultrasonography or palpation for detection of melanoma nodal
invasion: a meta-analysis. Lancet Oncol 2004, 5(11):673-680.

Farberg AS, Rigel DS: A comparison of current practice patterns of US dermatologists versus published guidelines
for the biopsy, initial management, and follow up of patients with primary cutaneous melanoma. J Am Acad
Dermatol 2016, 75(6):1193-1197 e1191.

Weinstock MA, Lott JP, Wang Q, Titus LJ, Onega T, Nelson HD, Pearson L, Piepkorn M, Elmore JG, Tosteson AN:
Skin Biopsy Utilization and Melanoma Incidence among Medicare Beneficiaries. Br J Dermatol 2016.

Rayess HM, Gupta A, Svider PF, Raza SN, Shkoukani M, Zuliani GF, Carron MA: A critical analysis of melanoma
malpractice litigation: Should we biopsy everything? Laryngoscope 2017, 127(1):134-139.

Moscarella E, Argenziano G, Moreno C, Piana S, Lallas A, Lombardi M, Longo C, Ferrara G: Intralesional (incision)
biopsy for melanoma diagnosis: the rules and the exception to the rules. G Ital Dermatol Venereol 2016.
Bolshinsky V, Lin MJ, Serpell J, Leung M, Wolfe R, McLean C, Kelly JW: Frequency of residual melanoma in wide
local excision (WLE) specimens after complete excisional biopsy. J Am Acad Dermatol 2016, 74(1):102-107.

Luk PP, Vilain R, Crainic O, McCarthy SW, Thompson JF, Scolyer RA: Punch biopsy of melanoma causing tumour
cell implantation: another peril of utilising partial biopsies for melanocytic tumours. Australas J Dermatol 2015,
56(3):227-231.

Soltani-Arabshahi R, Sweeney C, Jones B, Florell SR, Hu N, Grossman D: Predictive value of biopsy specimens
suspicious for melanoma: support for 6-mm criterion in the ABCD rule. J Am Acad Dermatol 2015, 72(3):412-418.
Mills JK, White I, Diggs B, Fortino J, Vetto JT: Effect of biopsy type on outcomes in the treatment of primary
cutaneous melanoma. Am J Surg 2013, 205(5):585-590; discussion 590.

de Lecea MV, Palomares T, Al Kassam D, Cavia M, Geh JL, de Llano P, Muniz P, Armesto D, Martinez-Indart L,
Alonso-Varona A: Indoleamine 2,3 dioxygenase as a prognostic and follow-up marker in melanoma. A comparative
study with LDH and S100B. J Eur Acad Dermatol Venereol 2016.

Nikolin B, Djan I, Trifunovic J, Dugandzija T, Novkovic D, Djan V, Vucinic N: MIA, S100 and LDH as important
predictors of overall survival of patients with stage I1b and Ilc melanoma. J BUON 2016, 21(3):691-697.

Wevers KP, Kruijff S, Speijers MJ, Bastiaannet E, Muller Kobold AC, Hoekstra HJ: S-100B: a stronger prognostic
biomarker than LDH in stage 111B-C melanoma. Ann Surg Oncol 2013, 20(8):2772-2779.

Egberts F, Kotthoff EM, Gerdes S, Egberts JH, Weichenthal M, Hauschild A: Comparative study of YKL-40, S-100B
and LDH as monitoring tools for Stage 1V melanoma. Eur J Cancer 2012, 48(5):695-702.

Egberts F, Momkvist A, Egberts JH, Kaehler KC, Hauschild A: Serum S100B and LDH are not useful in predicting
the sentinel node status in melanoma patients. Anticancer Res 2010, 30(5):1799-1805.

Agarwala SS, Keilholz U, Gilles E, Bedikian AY, Wu J, Kay R, Stein CA, Itri LM, Suciu S, Eggermont AM: LDH
correlation with survival in advanced melanoma from two large, randomised trials (Oblimersen GM301 and
EORTC 18951). Eur J Cancer 2009, 45(10):1807-1814.

Egberts F, Pollex A, Egberts JH, Kaehler KC, Weichenthal M, Hauschild A: Long-term survival analysis in metastatic
melanoma: serum S100B is an independent prognostic marker and superior to LDH. Onkologie 2008, 31(7):380-
384.

Zhan H, Ma JY, Jian QC: Prognostic significance of pretreatment neutrophil-to-lymphocyte ratio in melanoma
patients: A meta-analysis. Clin Chim Acta 2018, 484:136-140.

Gao D, Ma X: Serum lactate dehydrogenase is a predictor of poor survival in malignant melanoma. Panminerva
Med 2017, 59(4):332-337.

Leiter U, Buettner PG, Eigentler TK, Forschner A, Meier F, Garbe C: Is detection of melanoma metastasis during
surveillance in an early phase of development associated with a survival benefit? Melanoma Res 2010, 20(3):240-
246.

Mathews JD, Forsythe AV, Brady Z, Butler MW, Goergen SK, Byrnes GB, Giles GG, Wallace AB, Anderson PR, Guiver
TA et al: Cancer risk in 680,000 people exposed to computed tomography scans in childhood or adolescence: data
linkage study of 11 million Australians. BMJ 2013, 346:f2360.

Rodriguez Rivera AM, Alabbas H, Ramjaun A, Meguerditchian AN: Value of positron emission tomography scan in
stage |11 cutaneous melanoma: a systematic review and meta-analysis. Surg Oncol 2014, 23(1):11-16.

Podlipnik S, Carrera C, Sanchez M, Arguis P, Olondo ML, Vilana R, Rull R, Vidal-Sicart S, Vilalta A, Conill C et al:
Performance of diagnostic tests in an intensive follow-up protocol for patients with American Joint Committee on
Cancer (AJCC) stage IIB, IIC, and Il localized primary melanoma: A prospective cohort study. J Am Acad
Dermatol 2016, 75(3):516-524.

90



84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

Romano E, Scordo M, Dusza SW, Coit DG, Chapman PB: Site and timing of first relapse in stage 111 melanoma
patients: implications for follow-up guidelines. J Clin Oncol 2010, 28(18):3042-3047.

Xing Y, Bronstein Y, Ross MI, Askew RL, Lee JE, Gershenwald JE, Royal R, Cormier JN: Contemporary diagnostic
imaging modalities for the staging and surveillance of melanoma patients: a meta-analysis. J Natl Cancer Inst 2011,
103(2):129-142.

Dinnes J, Ferrante di Ruffano L, Takwoingi Y, Cheung ST, Nathan P, Matin RN, Chuchu N, Chan SA, Durack A, Bayliss
SE et al: Ultrasound, CT, MRI, or PET-CT for staging and re-staging of adults with cutaneous melanoma.
Cochrane Database of Systematic Reviews 2019(7).

Lazaga FJ, Oz OK, Adams-Huet B, Anderson J, Mathews D: Comparison of whole-body versus limited whole-body
18F-FDG PET/CT scan in malignant cutaneous melanoma. Clin Nucl Med 2013, 38(11):882-884.

Ortega-Candil A, Rodriguez-Rey C, Cano-Carrizal R, Cala-Zuluaga E, Gonzalez Larriba JL, Jimenez-Ballve A, Fuentes-
Ferrer ME, Cabrera-Martin MN, Perez-Castejon MJ, Garcia Garcia-Esquinas M et al: Breslow thickness and (18)F-
FDG PET-CT result in initial staging of cutaneous melanoma: Can a cut-off point be established? Rev Esp Med
Nucl Imagen Mol 2016, 35(2):96-101.

Sanchez-Sanchez R, Serrano-Falcon C, Rebollo Aguirre AC: Diagnostic imaging in dermatology: utility of PET-CT
in cutaneous melanoma. Actas Dermosifiliogr 2015, 106(1):29-34.

Jouvet JC, Thomas L, Thomson V, Yanes M, Journe C, Morelec I, Bracoud L, Durupt F, Giammarile F, Berthezene Y:
Whole-body MRI with diffusion-weighted sequences compared with 18 FDG PET-CT, CT and superficial lymph
node ultrasonography in the staging of advanced cutaneous melanoma: a prospective study. J Eur Acad Dermatol
Venereol 2014, 28(2):176-185.

Gjorup CA, Hendel HW, Pilegaard RK, Willert CB, Holmich LR: Routine X-ray of the chest is not justified in staging
of cutaneous melanoma patients. Dan Med J 2016, 63(12).

Aukema TS, Valdes Olmos RA, Wouters MW, Klop WM, Kroon BB, Vogel WV, Nieweg OE: Utility of preoperative
18F-FDG PET/CT and brain MRI in melanoma patients with palpable lymph node metastases. Ann Surg Oncol
2010, 17(10):2773-2778.

Aukema TS, Olmos RA, Korse CM, Kroon BB, Wouters MW, Vogel WV, Bonfrer JM, Nieweg OE: Utility of FDG
PET/CT and brain MRI in melanoma patients with increased serum S-100B level during follow-up. Ann Surg
Oncol 2010, 17(6):1657-1661.

Tas F, Erturk K: Recurrence behavior in early-stage cutaneous melanoma: pattern, timing, survival, and
influencing factors. Melanoma Res 2017.

Suh CH, Jung SC, Kim KW, Pyo J: The detectability of brain metastases using contrast-enhanced spin-echo or
gradient-echo images: a systematic review and meta-analysis. Journal of neuro-oncology 2016, 129(2):363-371.
Alonso O, Martinez M, Mut F, Delgado L, Lago G, De Boni D, Bazzano C, Nunez M, Garces M, Muse IM et al:
Detection of recurrent malignant melanoma with 99mTc-MIBI scintigraphy. Melanoma Res 1998, 8(4):355-360.
Doudouh A, Biyi A: [Bone metastases from malignant melanoma detected on 18F-FDG PET in a patient with
normal skeletal scintigraphy]. Pan Afr Med J 2017, 27:2009.

Weissensteiner J, Babusikova E: Bone Metabolism of the Patient with a Malignant Melanoma during the Entry
Examination and the Check-up of Whole-body Bone Scintigraphy. Prague Med Rep 2016, 117(2-3):129-134.
Wang S, Sun S, Liu X, Ge N, Wang G, Guo J, Liu W, Wang S: Endoscopic diagnosis of primary anorectal melanoma.
Oncotarget 2017, 8(30):50133-50140.

Pflugfelder A, Weide B, Eigentler TK, Forschner A, Leiter U, Held L, Meier F, Garbe C: Incisional biopsy and
melanoma prognosis: Facts and controversies. Clin Dermatol 2010, 28(3):316-318.

Wheatley K, Wilson JS, Gaunt P, Marsden JR: Surgical excision margins in primary cutaneous melanoma: A meta-
analysis and Bayesian probability evaluation. Cancer Treat Rev 2016, 42:73-81.

Wheatley K, Wilson JS, Gaunt P, Marsden JR: Reply to response to Wheatley et al., **Surgical excision margins in
primary cutaneous melanoma: A meta-analysis and Bayesian probability evaluation' Cancer Treatment Reviews
April 2016;45:76. Cancer Treat Rev 2016.

Veronesi U, Cascinelli N, Adamus J, Balch C, Bandiera D, Barchuk A, Bufalino R, Craig P, De Marsillac J, Durand JC
et al: Thin stage | primary cutaneous malignant melanoma. Comparison of excision with margins of 1 or 3cm. N
Engl J Med 1988, 318(18):1159-1162.

Ringborg U, Andersson R, Eldh J, Glaumann B, Hafstrom L, Jacobsson S, Jonsson PE, Johansson H, Krysander L,
Lagerlof B: Resection margins of 2 versus 5 cm for cutaneous malignant melanoma with a tumor thickness of 0.8
to 2.0 mm: randomized study by the Swedish Melanoma Study Group. Cancer 1996, 77(9):1809-1814.
Cohn-Cedermark G, Rutqvist LE, Andersson R, Breivald M, Ingvar C, Johansson H, Jonsson PE, Krysander L, Lindholm
C, Ringborg U: Long term results of a randomized study by the Swedish Melanoma Study Group on 2-cm versus
5-cm resection margins for patients with cutaneous melanoma with a tumor thickness of 0.8-2.0 mm. Cancer 2000,
89(7):1495-1501.

Balch CM, Urist MM, Karakousis CP, Smith TJ, Temple WJ, Drzewiecki K, Jewell WR, Bartolucci AA, Mihm MC, Jr.,
Barnhill R et al: Efficacy of 2-cm surgical margins for intermediate-thickness melanomas (1 to 4 mm). Results of
a multi-institutional randomized surgical trial. Ann Surg 1993, 218(3):262-267; discussion 267-269.

Balch CM, Soong SJ, Smith T, Ross MI, Urist MM, Karakousis CP, Temple WJ, Mihm MC, Barnhill RL, Jewell WR et
al: Long-term results of a prospective surgical trial comparing 2 cm vs. 4 cm excision margins for 740 patients
with 1-4 mm melanomas. Ann Surg Oncol 2001, 8(2):101-108.

Khayat D, Rixe O, Martin G, Soubrane C, Banzet M, Bazex JA, Lauret P, Verola O, Auclerc G, Harper P et al: Surgical
margins in cutaneous melanoma (2 cm versus 5 cm for lesions measuring less than 2.1-mm thick). Cancer 2003,
97(8):1941-1946.

Thomas JM, Newton-Bishop J, A'Hern R, Coombes G, Timmons M, Evans J, Cook M, Theaker J, Fallowfield M, O'Neill
T et al: Excision margins in high-risk malignant melanoma. N Engl J Med 2004, 350(8):757-766.

91



110.

111.

112.
113.

114.

115.

116.

117.

118.

110.

120.

121.

122.

123.

124.

125.

126.

127.

128.

129.

130.

131.

132.

133.

134.

135.

Gillgren P, Drzewiecki KT, Niin M, Gullestad HP, Hellborg H, Mansson-Brahme E, Ingvar C, Ringborg U: 2-cm versus
4-cm surgical excision margins for primary cutaneous melanoma thicker than 2 mm: a randomised, multicentre
trial. Lancet 2011, 378(9803):1635-1642.

Breslow A: Prognosis in cutaneous melanoma: tumor thickness as a guide to treatment. Pathol Annu 1980, 15(Pt
1):1-22.

Breslow A: Melanoma thickness and elective node dissection. Arch Dermatol 1978, 114(9):1399.

Breslow A: Tumor thickness, level of invasion and node dissection in stage | cutaneous melanoma. Ann Surg 1975,
182(5):572-575.

Breslow A: Thickness, cross-sectional areas and depth of invasion in the prognosis of cutaneous melanoma. Ann
Surg 1970, 172(5):902-908.

Balch CM, Gershenwald JE, Soong SJ, Thompson JF, Ding S, Byrd DR, Cascinelli N, Cochran AJ, Coit DG, Eggermont
AM et al: Multivariate analysis of prognostic factors among 2,313 patients with stage 111 melanoma: comparison
of nodal micrometastases versus macrometastases. J Clin Oncol 2010, 28(14):2452-2459.

Gershenwald JE, Soong SJ, Balch CM, American Joint Committee on Cancer Melanoma Staging C: 2010 TNM staging
system for cutaneous melanoma...and beyond. Ann Surg Oncol 2010, 17(6):1475-1477.

Soong SJ, Ding S, Coit D, Balch CM, Gershenwald JE, Thompson JF, Gimotty P, Force AMT: Predicting survival
outcome of localized melanoma: an electronic prediction tool based on the AJCC Melanoma Database. Ann Surg
Oncol 2010, 17(8):2006-2014.

Balch CM, Soong SJ, Atkins MB, Buzaid AC, Cascinelli N, Coit DG, Fleming ID, Gershenwald JE, Houghton A, Jr.,
Kirkwood JM et al: An evidence-based staging system for cutaneous melanoma. CA Cancer J Clin 2004, 54(3):131-
149; quiz 182-134.

Balch CM, Wilkerson JA, Murad TM, Soong SJ, Ingalls AL, Maddox WA: The prognostic significance of ulceration
of cutaneous melanoma. Cancer 1980, 45(12):3012-3017.

Balch CM, Soong SJ, Murad TM, Ingalls AL, Maddox WA: A multifactorial analysis of melanoma. Il. Prognostic
factors in patients with stage | (localized) melanoma. Surgery 1979, 86(2):343-351.

Balch CM, Murad TM, Soong SJ, Ingalls AL, Halpern NB, Maddox WA: A multifactorial analysis of melanoma:
prognostic histopathological features comparing Clark’'s and Breslow's staging methods. Ann Surg 1978,
188(6):732-742.

Dummer R, Hauschild A, Lindenblatt N, Pentheroudakis G, Keilholz U, Committee EG: Cutaneous melanoma: ESMO
Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann Oncol 2015, 26 Suppl 5:v126-132.

Davies H, Bignell GR, Cox C, Stephens P, Edkins S, Clegg S, Teague J, Woffendin H, Garnett MJ, Bottomley W et al:
Mutations of the BRAF gene in human cancer. Nature 2002, 417(6892):949-954.

Grob JJ, Amonkar MM, Karaszewska B, Schachter J, Dummer R, Mackiewicz A, Stroyakovskiy D, Drucis K, Grange
F, Chiarion-Sileni V et al: Comparison of dabrafenib and trametinib combination therapy with vemurafenib
monotherapy on health-related quality of life in patients with unresectable or metastatic cutaneous BRAF Val600-
mutation-positive melanoma (COMBI-v): results of a phase 3, open-label, randomised trial. Lancet Oncol 2015,
16(13):1389-1398.

Hauschild A, Grob JJ, Demidov LV, Jouary T, Gutzmer R, Millward M, Rutkowski P, Blank CU, Miller WH, Jr.,
Kaempgen E et al: Dabrafenib in BRAF-mutated metastatic melanoma: a multicentre, open-label, phase 3
randomised controlled trial. Lancet 2012, 380(9839):358-365.

Long GV, Weber JS, Infante JR, Kim KB, Daud A, Gonzalez R, Sosman JA, Hamid O, Schuchter L, Cebon J et al:
Overall Survival and Durable Responses in Patients With BRAF V600-Mutant Metastatic Melanoma Receiving
Dabrafenib Combined With Trametinib. J Clin Oncol 2016.

McGettigan S: Dabrafenib: A New Therapy for Use in BRAF-Mutated Metastatic Melanoma. J Adv Pract Oncol
2014, 5(3):211-215.

Daud A, Pavlick AC, Ribas A, Gonzalez R, Lewis KD, Hamid O, Gajewski T, Puzanov I, Hsu JJ, Koralek DO et al:
Extended follow-up results of a phase 1B study (BRIM7) of cobimetinib (C) and vemurafenib (V) in BRAF-mutant
melanoma. J Clin Oncol 2016, 34(suppl; abstr 9510).

Larkin J, Ascierto PA, Dreno B, Atkinson V, Liszkay G, Maio M, Mandala M, Demidov L, Stroyakovskiy D, Thomas L
et al: Combined vemurafenib and cobimetinib in BRAF-mutated melanoma. N Engl J Med 2014, 371(20):1867-
1876.

Ribas A, Gonzalez R, Pavlick A, Hamid O, Gajewski TF, Daud A, Flaherty L, Logan T, Chmielowski B, Lewis K et al:
Combination of vemurafenib and cobimetinib in patients with advanced BRAF(V600)-mutated melanoma: a
phase 1b study. Lancet Oncol 2014, 15(9):954-965.

Dummer R, Ascierto PA, Gogas HJ, Arance A, Mandala M, Liszkay G, Garbe C, Schadendorf D, Krajsova |, Gutzmer
R et al: Overall survival in patients with BRAF-mutant melanoma receiving encorafenib plus binimetinib versus
vemurafenib or encorafenib (COLUMBUS): a multicentre, open-label, randomised, phase 3 trial. Lancet Oncol
2018.

Kim S, Kim HT, Suh HS: Combination therapy of BRAF inhibitors for advanced melanoma with BRAF V600
mutation: a systematic review and meta-analysis. J Dermatolog Treat 2018, 29(3):314-321.

Devji T, Levine O, Neupane B, Beyene J, Xie F: Systemic Therapy for Previously Untreated Advanced BRAF-
Mutated Melanoma: A Systematic Review and Network Meta-Analysis of Randomized Clinical Trials. JAMA
Oncol 2017, 3(3):366-373.

Abu-Abed S, Pennell N, Petrella T, Wright F, Seth A, Hanna W: KIT gene mutations and patterns of protein
expression in mucosal and acral melanoma. J Cutan Med Surg 2012, 16(2):135-142.

Abysheva SN, lyevleva AG, Efimova NV, Mokhina YB, Sabirova FA, Ivantsov AO, Artemieva AS, Togo AV,
Moiseyenko VM, Matsko DE et al: KIT mutations in Russian patients with mucosal melanoma. Melanoma Res 2011,
21(6):555-559.

92



136.

137.

138.

139.

140.

141.

142.

143.

144.

145.

146.

147.

148.

149.

150.

151.

152.

153.

154.

155.

156.

157.

158.

159.

160.

161.

162.

163.

Allegra M, Giacchero D, Segalen C, Dumaz N, Butori C, Hofman V, Hofman P, Lacour JP, Bertolotto C, Bahadoran P
et al: A new KIT mutation (N5051) in acral melanoma confers constitutive signaling, favors tumorigenic
properties, and is sensitive to imatinib. J Invest Dermatol 2014, 134(5):1473-1476.

Bastian BC, Esteve-Puig R: Targeting activated KIT signaling for melanoma therapy. J Clin Oncol 2013,
31(26):3288-3290.

Becker JC, Brocker EB, Schadendorf D, Ugurel S: Imatinib in melanoma: a selective treatment option based on KIT
mutation status? J Clin Oncol 2007, 25(7):e9.

Carvajal RD, Antonescu CR, Wolchok JD, Chapman PB, Roman RA, Teitcher J, Panageas KS, Busam KJ, Chmielowski
B, Lutzky J et al: KIT as a therapeutic target in metastatic melanoma. JAMA 2011, 305(22):2327-2334.

Hodi FS, Friedlander P, Corless CL, Heinrich MC, Mac Rae S, Kruse A, Jagannathan J, Van den Abbeele AD, Velazquez
EF, Demetri GD et al: Major response to imatinib mesylate in KIT-mutated melanoma. J Clin Oncol 2008,
26(12):2046-2051.

Dumaz N, Andre J, Sadoux A, Laugier F, Podgorniak MP, Mourah S, Lebbe C: Driver KIT mutations in melanoma
cluster in four hotspots. Melanoma Res 2015, 25(1):88-90.

Kim J, Lazar AJ, Davies MA, Homsi J, Papadopoulos NE, Hwu WJ, Bedikian AY, Woodman SE, Patel SP, Hwu P et
al: BRAF, NRAS and KIT sequencing analysis of spindle cell melanoma. J Cutan Pathol 2012, 39(9):821-825.

Lv J, Kong Y, Cai X, Zhou X: Analysis of KIT and BRAF mutations in Chinese melanoma. Pathology 2016, 48
Suppl 1:S140.

LyuJ, WuY, Li C, Wang R, Song H, Ren G, Guo W: Mutation scanning of BRAF, NRAS, KIT, and GNAQ/GNA11
in oral mucosal melanoma: a study of 57 cases. J Oral Pathol Med 2016, 45(4):295-301.

McDonnell K, Betz B, Fullen D, Lao CD: V559A and N822I double KIT mutant melanoma with predictable
response to imatinib? Pigment Cell Melanoma Res 2011, 24(2):390-392.

Rapisuwon S, Parks K, Al-Refaie W, Atkins MB: Novel somatic KIT exon 8 mutation with dramatic response to
imatinib in a patient with mucosal melanoma: a case report. Melanoma Res 2014, 24(5):509-511.

Zebary A, Omholt K, Vassilaki I, Hoiom V, Linden D, Viberg L, Kanter-Lewensohn L, Johansson CH, Hansson J: KIT,
NRAS, BRAF and PTEN mutations in a sample of Swedish patients with acral lentiginous melanoma. J Dermatol
Sci 2013, 72(3):284-289.

Hodi FS, Corless CL, Giobbie-Hurder A, Fletcher JA, Zhu M, Marino-Enriquez A, Friedlander P, Gonzalez R, Weber
JS, Gajewski TF et al: Imatinib for melanomas harboring mutationally activated or amplified KIT arising on
mucosal, acral, and chronically sun-damaged skin. J Clin Oncol 2013, 31(26):3182-3190.

Kim KB, Eton O, Davis DW, Frazier ML, McConkey DJ, Diwan AH, Papadopoulos NE, Bedikian AY, Camacho LH,
Ross Ml et al: Phase 11 trial of imatinib mesylate in patients with metastatic melanoma. Br J Cancer 2008, 99(5):734-
740.

Kalinsky K, Lee S, Rubin KM, Lawrence DP, lafrarte AJ, Borger DR, Margolin KA, Leitao MM, Jr., Tarhini AA, Koon
HB et al: A phase 2 trial of dasatinib in patients with locally advanced or stage IV mucosal, acral, or vulvovaginal
melanoma: A trial of the ECOG-ACRIN Cancer Research Group (E2607). Cancer 2017, 123(14):2688-2697.

Guo J, Carvajal RD, Dummer R, Hauschild A, Daud A, Bastian BC, Markovic SN, Queirolo P, Arance A, Berking C et
al: Efficacy and safety of nilotinib in patients with KIT-mutated metastatic or inoperable melanoma: final results
from the global, single-arm, phase Il TEAM trial. Ann Oncol 2017, 28(6):1380-1387.

Guo J, Si L, Kong Y, Flaherty KT, Xu X, Zhu Y, Corless CL, Li L, Li H, Sheng X et al: Phase Il, open-label, single-
arm trial of imatinib mesylate in patients with metastatic melanoma harboring c-Kit mutation or amplification. J
Clin Oncol 2011, 29(21):2904-2909.

Guo J, Qin S, Liang J, Lin T, Si L, Chen X, Chi Z, Cui C, Du N, Fan Y et al: Chinese Guidelines on the Diagnosis and
Treatment of Melanoma (2015 Edition). Chin Clin Oncol 2016, 5(4):57.

Stage | melanoma of the skin: the problem of resection margins. W.H.O. Collaborating Centres for Evaluation of
Methods of Diagnosis and Treatment of Melanoma. Eur J Cancer 1980, 16(8):1079-1085.

Shelley W, Kersey P, Quirt I, Pater J: Survey of surgical management of malignant melanoma in Canada: optimal
margins of excision and lymph-node dissection. Can J Surg 1984, 27(2):190-192.

Demidov LV, Martynova EV: [Retrospective evaluation of the safe reduction of surgical margins of resected stage-
1A cutaneous melanoma of the trunk and extremities]. Vopr Onkol 2002, 48(1):68-73.

Lens MB, Newton-Bishop JA, Dawes M: Surgical margins in cutaneous melanoma (2 cm versus 5 cm for lesions
measuring less than 2.1-mm thick). Cancer 2004, 100(2):433-434; author reply 434.

Thompson JF, Scolyer RA, Uren RF: Surgical management of primary cutaneous melanoma: excision margins and
the role of sentinel lymph node examination. Surg Oncol Clin N Am 2006, 15(2):301-318.

Mocellin S, Pasquali S, Nitti D: The impact of surgery on survival of patients with cutaneous melanoma: revisiting
the role of primary tumor excision margins. Ann Surg 2011, 253(2):238-243.

Duffy KL, Truong A, Bowen GM, Andtbacka RH, Hyngstrom J, Bowles T, Grossmann K, Khong H, Hyde M, Florell
SR et al: Adequacy of 5-mm surgical excision margins for non-lentiginous melanoma in situ. J Am Acad Dermatol
2014, 71(4):835-838.

Koskivuo I, Giordano S, Verajankorva E, Vihinen P: One-cm Versus 2-cm Excision Margins for Patients With
Intermediate Thickness Melanoma: A Matched-Pair Analysis. Dermatol Surg 2015, 41(10):1130-1136.

Faries MB, Mozzillo N, Kashani-Sabet M, Thompson JF, Kelley MC, DeConti RC, Lee JE, Huth JF, Wagner J, Dalgleish
A et al: Long-Term Survival after Complete Surgical Resection and Adjuvant Immunotherapy for Distant
Melanoma Metastases. Ann Surg Oncol 2017, 24(13):3991-4000.

Morton DL, Thompson JF, Cochran AJ, Mozzillo N, Nieweg OE, Roses DF, Hoekstra HJ, Karakousis CP, Puleo CA,
Coventry BJ et al: Final trial report of sentinel-node biopsy versus nodal observation in melanoma. N Engl J Med
2014, 370(7):599-609.

93



164.

165.

166.

167.

168.

169.

170.

171.

172.
173.

174.

175.

176.

177.

178.

179.

180.

181.

182.

183.

184.

185.

186.

187.

188.

189.

190.

191.

Felton S, Taylor RS, Srivastava D: Excision Margins for Melanoma In Situ on the Head and Neck. Dermatol Surg
2016, 42(3):327-334.

Rawlani R, Rawlani V, Qureshi HA, Kim JY, Wayne JD: Reducing margins of wide local excision in head and neck
melanoma for function and cosmesis: 5-year local recurrence-free survival. J Surg Oncol 2015, 111(7):795-799.
Moehrle M, Metzger S, Schippert W, Garbe C, Rassner G, Breuninger H: "Functional™ surgery in subungual
melanoma. Dermatol Surg 2003, 29(4):366-374.

Pockaj BA, Jaroszewski DE, DiCaudo DJ, Hentz JG, Buchel EW, Gray RJ, Markovic SN, Bite U: Changing surgical
therapy for melanoma of the external ear. Ann Surg Oncol 2003, 10(6):689-696.

Farshad A, Burg G, Panizzon R, Dummer R: A retrospective study of 150 patients with lentigo maligna and lentigo
maligna melanoma and the efficacy of radiotherapy using Grenz or soft X-rays. Br J Dermatol 2002, 146(6):1042-
1046.

Harwood AR: Conventional fractionated radiotherapy for 51 patients with lentigo maligna and lentigo maligna
melanoma. Int J Radiat Oncol Biol Phys 1983, 9(7):1019-1021.

Hedblad MA, Mallbris L: Grenz ray treatment of lentigo maligna and early lentigo maligna melanoma. J Am Acad
Dermatol 2012, 67(1):60-68.

Chen JY, Hruby G, Scolyer RA, Murali R, Hong A, Fitzgerald P, Pham TT, Quinn MJ, Thompson JF: Desmoplastic
neurotropic melanoma: a clinicopathologic analysis of 128 cases. Cancer 2008, 113(10):2770-2778.

Christie DR, Tiver KV: Radiotherapy for melanotic freckles. Austral Radiol 1996, 40:331-333.

Testori A, Soteldo J, Powell B, Sales F, Borgognoni L, Rutkowski P, Lejeune F, van Leeuwen P, Eggermont A: Surgical
management of melanoma: an EORTC Melanoma Group survey. Ecancermedicalscience 2013, 7:294.

Lens MB, Dawes M, Goodacre T, Newton-Bishop JA: Elective lymph node dissection in patients with melanoma:
systematic review and meta-analysis of randomized controlled trials. Arch Surg 2002, 137(4):458-461.

Yonick DV, Ballo RM, Kahn E, Dahiya M, Yao K, Godellas C, Shoup M, Aranha GV: Predictors of positive sentinel
lymph node in thin melanoma. Am J Surg 2011, 201(3):324-327; discussion 327-328.

Cascinelli N, Belli F, Santinami M, Fait V, Testori A, Ruka W, Cavaliere R, Mozzillo N, Rossi CR, MacKie RM et al:
Sentinel lymph node biopsy in cutaneous melanoma: the WHO Melanoma Program experience. Ann Surg Oncol
2000, 7(6):469-474.

Stoffels I, Dissemond J, Poppel T, Schadendorf D, Klode J: Intraoperative Fluorescence Imaging for Sentinel Lymph
Node Detection: Prospective Clinical Trial to Compare the Usefulness of Indocyanine Green vs Technetium Tc
99m for Identification of Sentinel Lymph Nodes. JAMA Surg 2015, 150(7):617-623.

de Bree E, de Bree R: Implications of the MSLT-1 for sentinel lymph node biopsy in cutaneous head and neck
melanoma. Oral Oncol 2015, 51(7):629-633.

van Akkooi AC, Eggermont AM: Melanoma: MSLT-1--SNB is a biomarker, not a therapeutic intervention. Nat Rev
Clin Oncol 2014, 11(5):248-249.

Ross MI, Gershenwald JE: How should we view the results of the Multicenter Selective Lymphadenectomy Trial-1
(MSLT-1)? Ann Surg Oncol 2008, 15(3):670-673.

Morton DL: Intraoperative lymphatic mapping and sentinel lymphadenectomy: community standard care or
clinical investigation? Cancer J Sci Am 1997, 3(6):328-330.

Morton DL, Cochran AJ, Thompson JF, Elashoff R, Essner R, Glass EC, Mozzillo N, Nieweg OE, Roses DF, Hoekstra
HJ et al: Sentinel node biopsy for early-stage melanoma: accuracy and morbidity in MSLT-I, an international
multicenter trial. Ann Surg 2005, 242(3):302-311; discussion 311-303.

Faries MB, Thompson JF, Cochran AJ, Andtbacka RH, Mozzillo N, Zager JS, Jahkola T, Bowles TL, Testori A, Beitsch
PD et al: Completion Dissection or Observation for Sentinel-Node Metastasis in Melanoma. N Engl J Med 2017,
376(23):2211-2222.

Bostick PJ, Morton DL, Turner RR, Huynh KT, Wang HJ, Elashoff R, Essner R, Hoon DS: Prognostic significance of
occult metastases detected by sentinel lymphadenectomy and reverse transcriptase-polymerase chain reaction in
early-stage melanoma patients. J Clin Oncol 1999, 17(10):3238-3244.

van der Velde-Zimmermann D, Schipper ME, de Weger RA, Hennipman A, Borel Rinkes IH: Sentinel node biopsies
in melanoma patients: a protocol for accurate, efficient, and cost-effective analysis by preselection for
immunohistochemistry on the basis of Tyr-PCR. Ann Surg Oncol 2000, 7(1):51-54.

Eggermont AM, Keilholz U, Testori A, Cook M, Lienard D, Ruiter DJ: The EORTC melanoma group translational
research program on prognostic factors and ultrastaging in association with the adjuvant therapy trials in stage
Il and stage 111 melanoma. European Organization for Research and Treatment of Cancer. Ann Surg Oncol 2001,
8(9 Suppl):38S-40S.

Spanknebel K, Coit DG, Bieligk SC, Gonen M, Rosai J, Klimstra DS: Characterization of micrometastatic disease in
melanoma sentinel lymph nodes by enhanced pathology: recommendations for standardizing pathologic analysis.
Am J Surg Pathol 2005, 29(3):305-317.

Laga AC, Zhan Q, Weishaupt C, Ma J, Frank MH, Murphy GF: SOX2 and nestin expression in human melanoma:
an immunohistochemical and experimental study. Exp Dermatol 2011, 20(4):339-345.

Lee JJ, Granter SR, Laga AC, Saavedra AP, Zhan Q, Guo W, Xu S, Murphy GF, Lian CG: 5-Hydroxymethylcytosine
expression in metastatic melanoma versus nodal nevus in sentinel lymph node biopsies. Mod Pathol 2015,
28(2):218-229.

Chen PL, Chen WS, Li J, Lind AC, Lu D: Diagnostic utility of neural stem and progenitor cell markers nestin and
SOX2 in distinguishing nodal melanocytic nevi from metastatic melanomas. Mod Pathol 2013, 26(1):44-53.
Satzger I, Volker B, Meier A, Schenck F, Kapp A, Gutzmer R: Prognostic significance of isolated HMB45 or Melan
A positive cells in Melanoma sentinel lymph nodes. Am J Surg Pathol 2007, 31(8):1175-1180.

94



192.

193.

194.

195.

196.

197.

198.

199.

200.

201.

202.

203.

204.

205.

206.

207.

208.

209.

210.

211

212.

213.

214.

215.

216.

217.

Scolyer RA, Judge MJ, Evans A, Frishberg DP, Prieto VG, Thompson JF, Trotter MJ, Walsh MY, Walsh NM, Ellis DW
et al: Data set for pathology reporting of cutaneous invasive melanoma: recommendations from the international
collaboration on cancer reporting (ICCR). Am J Surg Pathol 2013, 37(12):1797-1814.

Shidham VB, Qi D, Rao RN, Acker SM, Chang CC, Kampalath B, Dawson G, Machhi JK, Komorowski RA: Improved
immunohistochemical evaluation of micrometastases in sentinel lymph nodes of cutaneous melanoma with "MCW
melanoma cocktail’--a mixture of monoclonal antibodies to MART-1, Melan-A, and tyrosinase. BMC cancer 2003,
3:15.

Murray CA, Leong WL, McCready DR, Ghazarian DM: Histopathological patterns of melanoma metastases in
sentinel lymph nodes. J Clin Pathol 2004, 57(1):64-67.

Vitoux D, Mourah S, Kerob D, Verola O, Basset-Seguin N, Baccard M, Schartz N, Ollivaud L, Archimbaud A, Servant
JM et al: Highly sensitive multivariable assay detection of melanocytic differentiation antigens and angiogenesis
biomarkers in sentinel lymph nodes with melanoma micrometastases. Arch Dermatol 2009, 145(10):1105-1113.
Rimoldi D, Lemoine R, Kurt AM, Salvi S, Berset M, Matter M, Roche B, Cerottini JP, Guggisberg D, Krischer J et al:
Detection of micrometastases in sentinel lymph nodes from melanoma patients: direct comparison of multimarker
molecular and immunopathological methods. Melanoma Res 2003, 13(5):511-520.

Baisden BL, Askin FB, Lange JR, Westra WH: HMB-45 immunohistochemical staining of sentinel lymph nodes: a
specific method for enhancing detection of micrometastases in patients with melanoma. Am J Surg Pathol 2000,
24(8):1140-1146.

Lukowsky A, Bellmann B, Ringk A, Winter H, Audring H, Fenske S, Sterry W: Detection of melanoma
micrometastases in the sentinel lymph node and in nonsentinel nodes by tyrosinase polymerase chain reaction. J
Invest Dermatol 1999, 113(4):554-5509.

Voit CA, Oude Ophuis CM, Ulrich J, van Akkooi AC, Eggermont AM: Ultrasound of the sentinel node in melanoma
patients: echo-free island is a discriminatory morphologic feature for node positivity. Melanoma Res 2016,
26(3):267-271.

Voit CA, Gooskens SL, Siegel P, Schaefer G, Schoengen A, Rowert J, van Akkooi AC, Eggermont AM: Ultrasound-
guided fine needle aspiration cytology as an addendum to sentinel lymph node biopsy can perfect the staging
strategy in melanoma patients. Eur J Cancer 2014, 50(13):2280-2288.

Voit CA, van Akkooi AC, Schafer-Hesterberg G, Schoengen A, Schmitz PI, Sterry W, Eggermont AM: Rotterdam
Criteria for sentinel node (SN) tumor burden and the accuracy of ultrasound (US)-guided fine-needle aspiration
cytology (FNAC): can US-guided FNAC replace SN staging in patients with melanoma? J Clin Oncol 2009,
27(30):4994-5000.

Voit C, Schoengen A, Schwurzer-Voit M, Weber L, Ulrich J, Sterry W, Proebstle TM: The role of ultrasound in
detection and management of regional disease in melanoma patients. Semin Oncol 2002, 29(4):353-360.
AJUIAXBEPISAH TI'C, YEKAJIOBA MA, KOKOCA/I3E HB: BO3MOXHOCTU YJbTPA3ZBYKOBOI'O
HCCJIEIOBAHUS B PAHHEN JMATHOCTUKE METACTA30B MEJAHOMBI KOXH B
PETUOHAPHbBIX JIMM®ATUYECKUX VY3JAX. [JUATHOCTHYECKAA W HHTEPBEHI[UOHHAA
PA/IHOJIOT A 2013, 7(4-4):9-14.

Torabi SJ, Benchetrit L, Spock T, Cheraghlou S, Judson BL: Clinically node-negative head and neck mucosal
melanoma: An analysis of current treatment guidelines & outcomes. Oral Oncol 2019, 92:67-76.

Ramesh M, Nanda S, Misra B: Mucosal melanoma of the head-and-neck region: A single institutional clinical
experience. South Asian J Cancer 2019, 8(1):26.

Prinzen T, Klein M, Hallermann C, Wermker K: Primary head and neck mucosal melanoma: Predictors of survival
and a case series on sentinel node biopsy. J Craniomaxillofac Surg 2019.

Moya-Plana A, Mangin D, Dercle L, Taouachi R, Casiraghi O, Ammari S, Nguyen F, Temam S, Robert C, Gorphe P:
Risk-based stratification in head and neck mucosal melanoma. Oral Oncol 2019, 97:44-49.

Yao JJ, Zhang F, Zhang GS, Deng XW, Zhang WJ, Lawrence WR, Zou L, Zhang XS, Lu LX: Efficacy and safety of
primary surgery with postoperative radiotherapy in head and neck mucosal melanoma: a single-arm Phase 11
study. Cancer Manag Res 2018, 10:6985-6996.

Comoglu S, Polat B, Celik M, Sahin B, Enver N, Keles MN, Sari SO: Prognostic factors in head and neck mucosal
malignant melanoma. Auris Nasus Larynx 2018, 45(1):135-142.

UrnatoBa AB, MyayHoB AM, IlonsszaukoB CO: Oco0eHHOCTH KIMHHYECKOT0 TeYeHUS] MeJAHOMBI CJIM3HCTBIX
000JI04€K TOJI0BbI U LIeH. 0030p JauTepaTypsl. Onyxonu 2onoewl u weu 2015, 5(4):48-52.

Amit M, Tam S, Abdelmeguid AS, Roberts DB, Raza SM, Su SY, Kupferman ME, DeMonte F, Hanna EY: Approaches
to regional lymph node metastasis in patients with head and neck mucosal melanoma. Cancer 2018, 124(3):514-
520.

Clark RR, Shoaib T: Sentinel lymph node biopsy: a new perspective in head and neck mucosal melanoma?
Melanoma Res 2007, 17(1):59.

Francisco AL, Furlan MV, Peresi PM, Nishimoto IN, Lourenco SV, Pinto CA, Kowalski LP, Ikeda MK: Head and neck
mucosal melanoma: clinicopathological analysis of 51 cases treated in a single cancer centre and review of the
literature. Int J Oral Maxillofac Surg 2016, 45(2):135-140.

Green B, Elhamshary A, Gomez R, Rahimi S, Brennan PA: An update on the current management of head and neck
mucosal melanoma. J Oral Pathol Med 2017, 46(7):475-479.

Loree TR, Mullins AP, Spellman J, North JH, Jr., Hicks WL, Jr.: Head and neck mucosal melanoma: a 32-year review.
Ear Nose Throat J 1999, 78(5):372-375.

Lourenco SV, Fernandes JD, Hsieh R, Coutinho-Camillo CM, Bologna S, Sangueza M, Nico MM: Head and neck
mucosal melanoma: a review. Am J Dermatopathol 2014, 36(7):578-587.

Luna-Ortiz K, Villavicencio-Valencia V, Martinez Said H: Comparative study of head and neck mucosal melanoma
in 66 patients vs 226 patients with cutaneous melanoma: A survival analysis. Clin Otolaryngol 2018, 43(2):691-696.

95



218.

219.

220.

221.

222.

223.

224,

225.

226.

227.

228.

229.

230.

231

232.

233.

234.

235.

236.

237.

238.

239.

240.

241.

242.

Meleti M, Leemans CR, de Bree R, Vescovi P, Sesenna E, van der Waal |: Head and neck mucosal melanoma:
experience with 42 patients, with emphasis on the role of postoperative radiotherapy. Head Neck 2008, 30(12):1543-
1551.

Diller ML, Martin BM, Delman KA: Lymph node dissection for stage 111 melanoma. Surg Oncol Clin N Am 2015,
24(2):261-277.

Mozzillo N, Caraco C, Marone U, Di Monta G, Crispo A, Botti G, Montella M, Ascierto PA: Superficial and deep
lymph node dissection for stage 111 cutaneous melanoma: clinical outcome and prognostic factors. World J Surg
Oncol 2013, 11:36.

Galliot-Repkat C, Cailliod R, Trost O, Danino A, Collet E, Lambert D, Vabres P, Dalac S: The prognostic impact of
the extent of lymph node dissection in patients with stage 111 melanoma. Eur J Surg Oncol 2006, 32(7):790-794.
Hughes TM, Thomas JM: Combined inguinal and pelvic lymph node dissection for stage 111 melanoma. Br J Surg
1999, 86(12):1493-1498.

Shen P, Conforti AM, Essner R, Cochran AJ, Turner RR, Morton DL.: Is the node of Cloquet the sentinel node for the
iliac/obturator node group? Cancer J 2000, 6(2):93-97.

Balch CM, Gershenwald JE, Soong SJ, Thompson JF, Atkins MB, Byrd DR, Buzaid AC, Cochran AJ, Coit DG, Ding S
et al: Final version of 2009 AJCC melanoma staging and classification. J Clin Oncol 2009, 27(36):6199-6206.
Kirkwood JM, Manola J, Ibrahim J, Sondak V, Ernstoff MS, Rao U: A pooled analysis of eastern cooperative oncology
group and intergroup trials of adjuvant high-dose interferon for melanoma. Clin Cancer Res 2004, 10(5):1670-
1677.

Petrella T: Systemic Adjuvant Therapy for Patients at High Risk for Recurrent Melanoma: Updated Guideline
Recommendations 2009. In: Evidence-based Series #8-1 Version 32009: Section 1. 2009.

Kirkwood JM, Ibrahim JG, Sondak VK, Richards J, Flaherty LE, Ernstoff MS, Smith TJ, Rao U, Steele M, Blum RH:
High- and low-dose interferon alfa-2b in high-risk melanoma: first analysis of intergroup trial
E1690/59111/C9190. J Clin Oncol 2000, 18(12):2444-2458.

Kirkwood JM, Ibrahim JG, Sosman JA, Sondak VK, Agarwala SS, Ernstoff MS, Rao U: High-dose interferon alfa-2b
significantly prolongs relapse-free and overall survival compared with the GM2-KLH/QS-21 vaccine in patients
with resected stage IIB-111 melanoma: results of intergroup trial E1694/S9512/C509801. J Clin Oncol 2001,
19(9):2370-2380.

Kirkwood JM, Strawderman MH, Ernstoff MS, Smith TJ, Borden EC, Blum RH: Interferon alfa-2b adjuvant therapy
of high-risk resected cutaneous melanoma: the Eastern Cooperative Oncology Group Trial EST 1684. J Clin Oncol
1996, 14(1):7-17.

Wheatley K, Ives N, Eggermont A, Kirkwood J, Cascinelli N, Markovic SN, Hancock B, Lee S, Suciu S, on behalf of
International Malignant Melanoma Collaborative Group: Interferon-{alpha} as adjuvant therapy for melanoma: An
individual patient data meta-analysis of randomised trials. ASCO Meeting Abstracts 2007, 25(18_suppl):8526.
Eggermont AMM, Blank CU, Mandala M, Long GV, Atkinson V, Dalle S, Haydon A, Lichinitser M, Khattak A, Carlino
MS et al: Adjuvant Pembrolizumab versus Placebo in Resected Stage Il Melanoma. N Engl J Med 2018,
378(19):1789-1801.

Long GV, Hauschild A, Santinami M, Atkinson V, Mandala M, Chiarion-Sileni V, Larkin J, Nyakas M, Dutriaux C,
Haydon A et al: Adjuvant Dabrafenib plus Trametinib in Stage 111 BRAF-Mutated Melanoma. N Engl J Med 2017,
377(19):1813-1823.

Weber J, Mandala M, Del Vecchio M, Gogas HJ, Arance AM, Cowey CL, Dalle S, Schenker M, Chiarion-Sileni V,
Marquez-Rodas | et al: Adjuvant Nivolumab versus Ipilimumab in Resected Stage 11 or IV Melanoma. N Engl J
Med 2017, 377(19):1824-1835.

Burmeister BH, Henderson MA, Ainslie J, Fisher R, Di lulio J, Smithers BM, Hong A, Shannon K, Scolyer RA,
Carruthers S et al: Adjuvant radiotherapy versus observation alone for patients at risk of lymph-node field relapse
after therapeutic lymphadenectomy for melanoma: a randomised trial. Lancet Oncol 2012, 13(6):589-597.
Henderson MA, Burmeister BH, Ainslie J, Fisher R, Di lulio J, Smithers BM, Hong A, Shannon K, Scolyer RA,
Carruthers S et al: Adjuvant lymph-node field radiotherapy versus observation only in patients with melanoma at
high risk of further lymph-node field relapse after lymphadenectomy (ANZMTG 01.02/TROG 02.01): 6-year
follow-up of a phase 3, randomised controlled trial. Lancet Oncol 2015, 16(9):1049-1060.

Beadle BM, Guadagnolo BA, Ballo MT, Lee JE, Gershenwald JE, Cormier JN, Mansfield PF, Ross MI, Zagars GK:
Radiation therapy field extent for adjuvant treatment of axillary metastases from malignant melanoma. Int J
Radiat Oncol Biol Phys 2009, 73(5):1376-1382.

Bibault JE, Dewas S, Mirabel X, Mortier L, Penel N, Vanseymortier L, Lartigau E: Adjuvant radiation therapy in
metastatic lymph nodes from melanoma. Radiat Oncol 2011, 6:12.

Adams G, Foote M, Brown S, Burmeister B: Adjuvant external beam radiotherapy after therapeutic groin
lymphadenectomy for patients with melanoma: a dosimetric comparison of three-dimensional conformal and
intensity-modulated radiotherapy techniques. Melanoma Res 2017, 27(1):50-56.

Mattes MD, Zhou Y, Berry SL, Barker CA: Dosimetric comparison of axilla and groin radiotherapy techniques for
high-risk and locally advanced skin cancer. Radiat Oncol J 2016, 34(2):145-155.

Sause WT, Cooper JS, Rush S, Ago CT, Cosmatos D, Coughlin CT, JanJan N, Lipsett J: Fraction size in external beam
radiation therapy in the treatment of melanoma. Int J Radiat Oncol Biol Phys 1991, 20(3):429-432.

Sobin LH, Gospodarowicz MK, Wittekind C (eds.): The TNM classification of malignant tumours 8th edition, 8th
edn: Wiley-Blackwell; 2009.

Eggermont AM, Suciu S, Santinami M, Testori A, Kruit WH, Marsden J, Punt CJ, Sales F, Gore M, Mackie R et al:
Adjuvant therapy with pegylated interferon alfa-2b versus observation alone in resected stage 111 melanoma: final
results of EORTC 18991, a randomised phase 111 trial. Lancet 2008, 372(9633):117-126.

96



243.

244,

245,

246.
247.

248.

249.

250.

251.

252.

253.

254,

255,

256.

257.

258.

259.

260.

261.

262.

263.

264.

265.

266.

Mocellin S, Pasquali S, Rossi CR, Nitti D: Interferon alpha adjuvant therapy in patients with high-risk melanoma:
a systematic review and meta-analysis. J Natl Cancer Inst 2010, 102(7):493-501.

Ives NJ, Suciu S, Eggermont AMM, Kirkwood J, Lorigan P, Markovic SN, Garbe C, Wheatley K, International
Melanoma Meta-Analysis Collaborative G: Adjuvant interferon-alpha for the treatment of high-risk melanoma: An
individual patient data meta-analysis. Eur J Cancer 2017, 82:171-183.

Pehamberger H, Soyer HP, Steiner A, Kofler R, Binder M, Mischer P, Pachinger W, Aubock J, Fritsch P, Kerl H et al:
Adjuvant interferon alfa-2a treatment in resected primary stage Il cutaneous melanoma. Austrian Malignant
Melanoma Cooperative Group. J Clin Oncol 1998, 16(4):1425-1429.

Barth A, Morton DL: The role of adjuvant therapy in melanoma management. Cancer 1995, 75(2 Suppl):726-734.
Chiarion-Sileni V, Del Bianco P, Romanini A, Guida M, Paccagnella A, Dalla Palma M, Naglieri E, Ridolfi R, Silvestri
B, Michiara M et al: Tolerability of intensified intravenous interferon alfa-2b versus the ECOG 1684 schedule as
adjuvant therapy for stage Il melanoma: a randomized phase 111 Italian Melanoma Inter-group trial (IMI -
Mel.A)) [ISRCTN75125874]. BMC cancer 2006, 6:44.

Gogas H, Bafaloukos D, loannovich J, Skarlos D, Polyzos A, Fountzilas G, Kalofonos HP, Aravantinos G, Tsoutsos D,
Panagiotou P et al: Tolerability of adjuvant high-dose interferon alfa-2b: 1 month versus 1 year--a Hellenic
Cooperative Oncology Group study. Anticancer Res 2004, 24(3b):1947-1952.

Hauschild A, Gogas H, Tarhini A, Middleton MR, Testori A, Dreno B, Kirkwood JM: Practical guidelines for the
management of interferon-alpha-2b side effects in patients receiving adjuvant treatment for melanoma: expert
opinion. Cancer 2008, 112(5):982-994.

Trotti A, Colevas AD, Setser A, Rusch V, Jaques D, Budach V, Langer C, Murphy B, Cumberlin R, Coleman CN et al:
CTCAE v3.0: development of a comprehensive grading system for the adverse effects of cancer treatment. Semin
Radiat Oncol 2003, 13(3):176-181.

Mohr P, Hauschild A, Enk A, Trefzer U, Rass K, Grabbe S, Brockmeyer NH, Koller J, Gogas H, Weichenthal M:
Intermittent high-dose intravenous interferon alpha 2b (IFNa2b) for adjuvant treatment of stage 111 malignant
melanoma: An interim analysis of a randomized phase 111 study (NCT00226408). J Clin Oncol 2008, 26(suppl.).
Veronesi U, Adamus J, Aubert C, Bajetta E, Beretta G, Bonadonna G, Bufalino R, Cascinelli N, Cocconi G, Durand J et
al: A randomized trial of adjuvant chemotherapy and immunotherapy in cutaneous melanoma. N Engl J Med 1982,
307(15):913-916.

Balch CM, Murray D, Presant C, Bartolucci AA: Ineffectiveness of adjuvant chemotherapy using DTIC and
cyclophosphamide in patients with resectable metastatic melanoma. Surgery 1984, 95(4):454-459.

Tranum BL, Dixon D, Quagliana J, Neidhart J, Balcerzak SP, Costanzi JH, Fabian CJ, Neilan B, Maloney T, O'Bryan
RM et al: Lack of benefit of adjunctive chemotherapy in stage I malignant melanoma: a Southwest Oncology
Group Study. Cancer Treat Rep 1987, 71(6):643-644.

Saba HI, Cruse CW, Wells KE, Klein CJ, Reintgen DS: Adjuvant chemotherapy in malignant melanoma using
dacarbazine, carmustine, cisplatin, and tamoxifen: a University of South Florida and H. Lee Moffitt Melanoma
Center Study. Ann Plast Surg 1992, 28(1):60-64.

Stables Gl, Doherty VR, MacKie RM: Nine years' experience of BELD combination chemotherapy (bleomycin,
vindesine, CCNU and DTIC) for metastatic melanoma. Br J Dermatol 1992, 127(5):505-508.

Karakousis C, Blumenson L: Adjuvant chemotherapy with a nitrosourea-based protocol in advanced malignant
melanoma. Eur J Cancer 1993, 29A(13):1831-1835.

Pectasides D, Alevizakos N, Bafaloukos D, Tzonou A, Asimakopoulos G, Varthalitis I, Dimitriadis M, Athanassiou A:
Adjuvant chemotherapy with dacarbazine, vindesine, and cisplatin in pathological stage 11 malignant melanoma.
Am J Clin Oncol 1994, 17(1):55-59.

Garbe C, Radny P, Linse R, Dummer R, Gutzmer R, Ulrich J, Stadler R, Weichenthal M, Eigentler T, Ellwanger U et al:
Adjuvant low-dose interferon {alpha}2a with or without dacarbazine compared with surgery alone: a prospective-
randomized phase 111 DeCOG trial in melanoma patients with regional lymph node metastasis. Ann Oncol 2008,
19(6):1195-1201.

Kleeberg UR, Suciu S, Brocker EB, Ruiter DJ, Chartier C, Lienard D, Marsden J, Schadendorf D, Eggermont AM: Final
results of the EORTC 18871/DKG 80-1 randomised phase 111 trial. rIFN-alpha2b versus rIFN-gamma versus
ISCADOR M versus observation after surgery in melanoma patients with either high-risk primary (thickness >3
mm) or regional lymph node metastasis. Eur J Cancer 2004, 40(3):390-402.

Eigentler TK, Gutzmer R, Hauschild A, Heinzerling L, Schadendorf D, Nashan D, Holzle E, Kiecker F, Becker J,
Sunderkotter C et al: Adjuvant treatment with pegylated interferon alpha-2a versus low-dose interferon alpha-2a
in patients with high-risk melanoma: a randomized phase 111 DeCOG trial. Ann Oncol 2016, 27(8):1625-1632.
Hauschild A, Weichenthal M, Rass K, Linse R, Ulrich J, Stadler R, Volkenandt M, Grabbe S, Proske U, Schadendorf D
et al: Prospective randomized multicenter adjuvant dermatologic cooperative oncology group trial of low-dose
interferon alfa-2b with or without a modified high-dose interferon alfa-2b induction phase in patients with lymph
node-negative melanoma. J Clin Oncol 2009, 27(21):3496-3502.

Oken MM, Creech RH, Tormey DC, Horton J, Davis TE, McFadden ET, Carbone PP: Toxicity and response criteria
of the Eastern Cooperative Oncology Group. Am J Clin Oncol 1982, 5(6):649-655.

Simmons C, McMillan DC, Tuck S, Graham C, McKeown A, Bennett M, O'Neill C, Wilcock A, Usborne C, Fearon KC
et al: ""How Long Have | Got?"'-A Prospective Cohort Study Comparing Validated Prognostic Factors for Use in
Patients with Advanced Cancer. Oncologist 2019.

Tse A, Verkhivker GM: Exploring Molecular Mechanisms of Paradoxical Activation in the BRAF Kinase Dimers:
Atomistic Simulations of Conformational Dynamics and Modeling of Allosteric Communication Networks and
Signaling Pathways. PLoS One 2016, 11(11):e0166583.

Zhang C, Spevak W, Zhang Y, Burton EA, Ma Y, Habets G, Zhang J, Lin J, Ewing T, Matusow B et al: RAF inhibitors
that evade paradoxical MAPK pathway activation. Nature 2015, 526(7574):583-586.

97



267.

268.

269.

270.

271.

272.

273.

274.

275.

276.

277.

278.

279.

280.

281.

282.

283.

284.

285.

286.

287.

288.

289.

Long GV, Stroyakovskiy D, Gogas H, Levchenko E, de Braud F, Larkin J, Garbe C, Jouary T, Hauschild A, Grob JJ et
al: Dabrafenib and trametinib versus dabrafenib and placebo for Val600 BRAF-mutant melanoma: a multicentre,
double-blind, phase 3 randomised controlled trial. Lancet 2015, 386(9992):444-451.

Weber JS, D'Angelo SP, Minor D, Hodi FS, Gutzmer R, Neyns B, Hoeller C, Khushalani NI, Miller WH, Jr., Lao CD et
al: Nivolumab versus chemotherapy in patients with advanced melanoma who progressed after anti-CTLA-4
treatment (CheckMate 037): a randomised, controlled, open-label, phase 3 trial. Lancet Oncol 2015, 16(4):375-384.
Ribas A, Puzanov |, Dummer R, Schadendorf D, Hamid O, Robert C, Hodi FS, Schachter J, Pavlick AC, Lewis KD et
al: Pembrolizumab versus investigator-choice chemotherapy for ipilimumab-refractory melanoma (KEYNOTE-
002): a randomised, controlled, phase 2 trial. Lancet Oncol 2015, 16(8):908-918.

Larkin J, Chiarion-Sileni V, Gonzalez R, Grob JJ, Cowey CL, Lao CD, Schadendorf D, Dummer R, Smylie M, Rutkowski
P et al: Combined Nivolumab and Ipilimumab or Monotherapy in Untreated Melanoma. N Engl J Med 2015,
373(1):23-34.

Robert C, Ribas A, Wolchok JD, Hodi FS, Hamid O, Kefford R, Weber JS, Joshua AM, Hwu WJ, Gangadhar TC et al:
Anti-programmed-death-receptor-1 treatment with pembrolizumab in ipilimumab-refractory advanced
melanoma: a randomised dose-comparison cohort of a phase 1 trial. Lancet 2014, 384(9948):1109-1117.

Robert C, Schachter J, Long GV, Arance A, Grob JJ, Mortier L, Daud A, Carlino MS, McNeil C, Lotem M et al:
Pembrolizumab versus Ipilimumab in Advanced Melanoma. N Engl J Med 2015, 372(26):2521-2532.

Ribas A, Hamid O, Daud A, Hodi FS, Wolchok JD, Kefford R, Joshua AM, Patnaik A, Hwu WJ, Weber JS et al:
Association of Pembrolizumab With Tumor Response and Survival Among Patients With Advanced Melanoma.
JAMA 2016, 315(15):1600-1609.

Larkin J, Chiarion-Sileni V, Gonzalez R, Rutkowski P, Grob J, Cowey CL, Lao CD, Schadendorf D, Ferrucci PF, Smylie
M et al: Overall Survival Results From a Phase 111 Trial of Nivolumab Combined With Ipilimumab in Treatment-
naive Patients With Advanced Melanoma (CheckMate 067). In: AACR Annual Meeting: April 1-5 2017; Walter E.
Washington Convention Center, Washington, D.C., USA; 2017.

Liu M, Yang X, Liu J, Zhao B, Cai W, Li Y, Hu D: Efficacy and safety of BRAF inhibition alone versus combined
BRAF and MEK inhibition in melanoma: a meta-analysis of randomized controlled trials. Oncotarget 2017,
8(19):32258-32269.

Hao C, Tian J, Liu H, Li F, Niu H, Zhu B: Efficacy and safety of anti-PD-1 and anti-PD-1 combined with anti-CTLA-
4 immunotherapy to advanced melanoma: A systematic review and meta-analysis of randomized controlled trials.
Medicine (Baltimore) 2017, 96(26):7325.

Sosman JA, Kim KB, Schuchter L, Gonzalez R, Pavlick AC, Weber JS, McArthur GA, Hutson TE, Moschos SJ, Flaherty
KT et al: Survival in BRAF V600-mutant advanced melanoma treated with vemurafenib. N Engl J Med 2012,
366(8):707-714.

McArthur GA, Chapman PB, Robert C, Larkin J, Haanen JB, Dummer R, Ribas A, Hogg D, Hamid O, Ascierto PA et
al: Safety and efficacy of vemurafenib in BRAF(V600E) and BRAF(V600K) mutation-positive melanoma (BRIM-
3): extended follow-up of a phase 3, randomised, open-label study. Lancet Oncol 2014, 15(3):323-332.

Long GV, Trefzer U, Davies MA, Kefford RF, Ascierto PA, Chapman PB, Puzanov |, Hauschild A, Robert C, Algazi A
et al: Dabrafenib in patients with Val600Glu or Val600Lys BRAF-mutant melanoma metastatic to the brain
(BREAK-MB): a multicentre, open-label, phase 2 trial. Lancet Oncol 2012, 13(11):1087-1095.

Sanlorenzo M, Choudhry A, Vujic I, Posch C, Chong K, Johnston K, Meier M, Osella-Abate S, Quaglino P, Daud A et
al: Comparative profile of cutaneous adverse events: BRAF/MEK inhibitor combination therapy versus BRAF
monotherapy in melanoma. J Am Acad Dermatol 2014, 71(6):1102-1109 e1101.

Eisenhauer EA, Therasse P, Bogaerts J, Schwartz LH, Sargent D, Ford R, Dancey J, Arbuck S, Gwyther S, Mooney M
et al: New response evaluation criteria in solid tumours: revised RECIST guideline (version 1.1). Eur J Cancer
2009, 45(2):228-247.

Miller AB, Hoogstraten B, Staquet M, Winkler A: Reporting results of cancer treatment. Cancer 1981, 47(1):207-
214.

Larkin J, Lao CD, Urba WJ, McDermott DF, Horak C, Jiang J, Wolchok JD: Efficacy and Safety of Nivolumab in
Patients With BRAF V600 Mutant and BRAF Wild-Type Advanced Melanoma: A Pooled Analysis of 4 Clinical
Trials. JAMA Oncol 2015, 1(4):433-440.

Kreft S, Gesierich A, Eigentler T, Franklin C, Valpione S, Ugurel S, Utikal J, Haferkamp S, Blank C, Larkin J et al:
Efficacy of PD-1-based immunotherapy after radiologic progression on targeted therapy in stage IV melanoma.
Eur J Cancer 2019, 116:207-215.

Modification of the Dosage Regimen for Nivolumab
[http://www.fda.gov/Drugs/InformationOnDrugs/ApprovedDrugs/ucm520871.htm]

Long GV, Tykodi SS, Schneider JG, Garbe C, Gravis G, Rashford M, Agrawal S, Grigoryeva E, Bello A, Roy A et al:
Assessment of nivolumab exposure and clinical safety of 480 mg every 4 weeks flat-dosing schedule in patients
with cancer. Ann Oncol 2018, 29(11):2208-2213.

Long GV, Atkinson V, Lo S, Sandhu S, Guminski AD, Brown MP, Wilmott JS, Edwards J, Gonzalez M, Scolyer RA et
al: Combination nivolumab and ipilimumab or nivolumab alone in melanoma brain metastases: a multicentre
randomised phase 2 study. Lancet Oncol 2018, 19(5):672-681.

Lebbe C, Meyer N, Mortier L, Marquez-Rodas I, Robert C, Rutkowski P, Menzies AM, Eigentler T, Ascierto PA, Smylie
M et al: Evaluation of Two Dosing Regimens for Nivolumab in Combination With Ipilimumab in Patients With
Advanced Melanoma: Results From the Phase I11b/1VV CheckMate 511 Trial. J Clin Oncol 2019, 37(11):867-875.
Yang H, Higgins B, Kolinsky K, Packman K, Go Z, lyer R, Kolis S, Zhao S, Lee R, Grippo JF et al: RG7204 (PLX4032),
a selective BRAFV600E inhibitor, displays potent antitumor activity in preclinical melanoma models. Cancer Res
2010, 70(13):5518-5527.

98


http://www.fda.gov/Drugs/InformationOnDrugs/ApprovedDrugs/ucm520871.htm

290.

291.

292.

293.

294,

295.

296.

297.

298.

299.

300.

301.

302.

303.

304.

305.

306.

307.

308.

309.

310.

311

312.

Johnson DB, Menzies AM, Zimmer L, Eroglu Z, Ye F, Zhao S, Rizos H, Sucker A, Scolyer RA, Gutzmer R et al:
Acquired BRAF inhibitor resistance: A multicenter meta-analysis of the spectrum and frequencies, clinical
behaviour, and phenotypic associations of resistance mechanisms. Eur J Cancer 2015, 51(18):2792-2799.

Zimmer L, Apuri S, Eroglu Z, Kottschade LA, Forschner A, Gutzmer R, Schlaak M, Heinzerling L, Krackhardt AM,
Loquai C et al: Ipilimumab alone or in combination with nivolumab after progression on anti-PD-1 therapy in
advanced melanoma. Eur J Cancer 2017, 75:47-55.

Hodi FS, O'Day SJ, McDermott DF, Weber RW, Sosman JA, Haanen JB, Gonzalez R, Robert C, Schadendorf D, Hassel
JC et al: Improved survival with ipilimumab in patients with metastatic melanoma. N Engl J Med 2010, 363(8):711-
723.

Robert C, Thomas L, Bondarenko I, O'Day S, Weber J, Garbe C, Lebbe C, Baurain JF, Testori A, Grob JJ et al:
Ipilimumab plus dacarbazine for previously untreated metastatic melanoma. N Engl J Med 2011, 364(26):2517-
2526.

Camoiinenko MB, Xapkesuu 'O, Hdemunor JIB: IPUMEHEHUE BJIOKATOPA PELENITOPOB CTLA4 B
JEYEHAU BOJBHBIX METACTATHUYECKON MEJAHOMOW. POCCHHUCKHH MEJUIIMHCKUH
JKYPHAJI 2015, 21(1):4-9.

Li J, Gu J: Efficacy and safety of ipilimumab for treating advanced melanoma: A systematic review and meta-
analysis. J Clin Pharm Ther 2019, 44(3):420-429.

Zhang S, Liang F, Li W, Wang Q: Risk of treatment-related mortality in cancer patients treated with ipilimumab:
A systematic review and meta-analysis. Eur J Cancer 2017, 83:71-79.

Yi JH, Yi SY, Lee HR, Lee SI, Lim DH, Kim JH, Park KW, Lee J: Dacarbazine-based chemotherapy as first-line
treatment in noncutaneous metastatic melanoma: multicenter, retrospective analysis in Asia. Melanoma Res 2011,
21(3):223-227.

Serrone L, Zeuli M, Sega FM, Cognetti F: Dacarbazine-based chemotherapy for metastatic melanoma: thirty-year
experience overview. J Exp Clin Cancer Res 2000, 19(1):21-34.

Hill GJ, 2nd, Krementz ET, Hill HZ: Dimethyl triazeno imidazole carboxamide and combination therapy for
melanoma. IV. Late results after complete response to chemotherapy (Central Oncology Group protocols 7130,
7131, and 7131A). Cancer 1984, 53(6):1299-1305.

Middleton MR, Grob JJ, Aaronson N, Fierlbeck G, Tilgen W, Seiter S, Gore M, Aamdal S, Cebon J, Coates A et al:
Randomized phase 11 study of temozolomide versus dacarbazine in the treatment of patients with advanced
metastatic malignant melanoma. J Clin Oncol 2000, 18(1):158-166.

MAH3IOK JI, BOPOAKNHA A, APTAMOHOBA E, HAJJIEXX/IUHA T, TOKAPEBA 3, XAJIAICTOB U: OnbIT
NMPUMEHCHUS JIEKAPCTBECHHBIX KOMGI/IHaHHﬁ Ha OCHOB€ apaHO3bl NPU JICYHECHUHN le/lcceMPlHPlpOBal-lHOi/i MeEJIAaHOMBI
Kkoxu. Becmnux POHL] um H H Broxuna PAMH 2000, 11(2):4.

Hauschild A, Agarwala SS, Trefzer U, Hogg D, Robert C, Hersey P, Eggermont A, Grabbe S, Gonzalez R, Gille J et al:
Results of a phase 111, randomized, placebo-controlled study of sorafenib in combination with carboplatin and
paclitaxel as second-line treatment in patients with unresectable stage 111 or stage 1V melanoma. J Clin Oncol
2009, 27(17):2823-2830.

Samoylenko I, Kharkevich G, Petenko NN, Orlova K, Sinelnikov I, Utyashev I, Vikhrova A, Markina I, Demidov L:
Paclitaxel and carboplatin chemotherapy in patients with metaststic melanoma refractory to BRAF/MEK
inhibitors. J Clin Oncol 2016, 34:No 15_suppl (May 20 Supplement), 2016: 9552.

Ives NJ, Stowe RL, Lorigan P, Wheatley K: Chemotherapy compared with biochemotherapy for the treatment of
metastatic melanoma: a meta-analysis of 18 trials involving 2,621 patients. J Clin Oncol 2007, 25(34):5426-5434.
Atkins MB, Hsu J, Lee S, Cohen GI, Flaherty LE, Sosman JA, Sondak VK, Kirkwood JM, Eastern Cooperative Oncology
G: Phase 111 trial comparing concurrent biochemotherapy with cisplatin, vinblastine, dacarbazine, interleukin-2,
and interferon alfa-2b with cisplatin, vinblastine, and dacarbazine alone in patients with metastatic malignant
melanoma (E3695): a trial coordinated by the Eastern Cooperative Oncology Group. J Clin Oncol 2008,
26(35):5748-5754.

Carbone PP, Costello W: Eastern Cooperative Oncology Group studies with DTIC (NSC-45388). Cancer Treat Rep
1976, 60(2):193-198.

Nashan D, Muller ML, Grabbe S, Wustlich S, Enk A: Systemic therapy of disseminated malignant melanoma: an
evidence-based overview of the state-of-the-art in daily routine. J Eur Acad Dermatol Venereol 2007, 21(10):1305-
1318.

Xapkesnu I'HO, Opnosa KB, Tumodees VB, Jdemumor JIB: OTedyecTBeHHBIH NPOTHBOOMYXOJIeBBIii mMpenapat
ApaHo3a B JieYeHMH NALMEHTOB € METACTATHYECKOH MeJaHOMOIl KOXKH — pe3yJbTaTbhl NPOCHEKTHBHOIO
PaHIOMH3MPOBAaHHOIO ucciaexoBanusa. Papmamexa 2017, 341(8):66-70.

Larkin JM, Hughes SA, Beirne DA, Patel PM, Gibbens IM, Bate SC, Thomas K, Eisen TG, Gore ME: A phase /11
study of lomustine and temozolomide in patients with cerebral metastases from malignant melanoma. Br J Cancer
2007, 96(1):44-48.

Ahmann DL, Hahn RG, Bisel HF: A Comparative Study of 1-(2-Chloroethyl)-3-cyclohexyl-1-nitrosourea (NSC
79037) and Imidazole Carboxamide (NSC 45388) with Vincristine (NSC 67574) in the Palliation of Disseminated
Malignant Melanoma. Cancer Research 1972, 32(11):2432-2434.

Hill GJ, 2nd, Ruess R, Berris R, Philpott GW, Parkin P: Chemotherapy of malignant melanoma with dimethyl
traizeno imidazole carboxamide (DITC) and nitrosourea derivatives (BCNU, CCNU). Ann Surg 1974, 180(2):167-
174.

Eton O, Legha SS, Bedikian AY, Lee JJ, Buzaid AC, Hodges C, Ring SE, Papadopoulos NE, Plager C, East MJ et al:
Sequential biochemotherapy versus chemotherapy for metastatic melanoma: results from a phase 111 randomized
trial. J Clin Oncol 2002, 20(8):2045-2052.

99



313.

314.
315.

316.

317.

318.

319.

320.

321.

322.

323.

324.

325.

326.

327.

328.

329.

330.

331.

332.

333.

334.

335.

336.

337.

338.

Larkin J, Minor D, D'Angelo S, Neyns B, Smylie M, Miller WH, Jr., Gutzmer R, Linette G, Chmielowski B, Lao CD et
al: Overall Survival in Patients With Advanced Melanoma Who Received Nivolumab Versus Investigator's Choice
Chemotherapy in CheckMate 037: A Randomized, Controlled, Open-Label Phase Ill Trial. J Clin Oncol
2017:3C02016718023.

Gurney H: How to calculate the dose of chemotherapy. Br J Cancer 2002, 86(8):1297-1302.

de Jongh FE, Verweij J, Loos WJ, de Wit R, de Jonge MJ, Planting AS, Nooter K, Stoter G, Sparreboom A: Body-
surface area-based dosing does not increase accuracy of predicting cisplatin exposure. J Clin Oncol 2001,
19(17):3733-3739.

Postow MA, Chesney J, Pavlick AC, Robert C, Grossmann K, McDermott D, Linette GP, Meyer N, Giguere JK,
Agarwala SS et al: Nivolumab and ipilimumab versus ipilimumab in untreated melanoma. N Engl J Med 2015,
372(21):2006-2017.

Hamid O, Robert C, Daud A, Hodi FS, Hwu W), Kefford R, Wolchok JD, Hersey P, Joseph RW, Weber JS et al: Safety
and tumor responses with lambrolizumab (anti-PD-1) in melanoma. N Engl J Med 2013, 369(2):134-144.

Ugurel S, Hildenbrand R, Zimpfer A, La Rosee P, Paschka P, Sucker A, Keikavoussi P, Becker JC, Rittgen W, Hochhaus
A et al: Lack of clinical efficacy of imatinib in metastatic melanoma. Br J Cancer 2005, 92(8):1398-1405.

Wyman K, Atkins MB, Prieto V, Eton O, McDermott DF, Hubbard F, Byrnes C, Sanders K, Sosman JA: Multicenter
Phase 11 trial of high-dose imatinib mesylate in metastatic melanoma: significant toxicity with no clinical efficacy.
Cancer 2006, 106(9):2005-2011.

D'Angelo SP, Larkin J, Sosman JA, Lebbe C, Brady B, Neyns B, Schmidt H, Hassel JC, Hodi FS, Lorigan P et al:
Efficacy and Safety of Nivolumab Alone or in Combination With Ipilimumab in Patients With Mucosal
Melanoma: A Pooled Analysis. J Clin Oncol 2017, 35(2):226-235.

Shoushtari AN, Munhoz RR, Kuk D, Ott PA, Johnson DB, Tsai KK, Rapisuwon S, Eroglu Z, Sullivan RJ, Luke JJ et al:
The efficacy of anti-PD-1 agents in acral and mucosal melanoma. Cancer 2016, 122(21):3354-3362.

Weichenthal M, Ugurel S, Leiter UM, Satzger 1, Kéhler KC, Welzel J, Pfohler C, Feldmann-Boddeker I, Meier FE,
Terheyden P et al: Salvage therapy after failure from anti-PD-1 single agent treatment: A Study by the German
ADOReg melanoma registry. Journal of Clinical Oncology 2019, 37(15_suppl):9505-9505.

Weber JS, Gibney G, Sullivan RJ, Sosman JA, Slingluff CL, Jr., Lawrence DP, Logan TF, Schuchter LM, Nair S, Fecher
L et al: Sequential administration of nivolumab and ipilimumab with a planned switch in patients with advanced
melanoma (CheckMate 064): an open-label, randomised, phase 2 trial. Lancet Oncol 2016, 17(7):943-955.
Wolchok JD, Hoos A, O'Day S, Weber JS, Hamid O, Lebbe C, Maio M, Binder M, Bohnsack O, Nichol G et al:
Guidelines for the evaluation of immune therapy activity in solid tumors: immune-related response criteria. Clin
Cancer Res 2009, 15(23):7412-7420.

Nishino M, Giobbie-Hurder A, Gargano M, Suda M, Ramaiya NH, Hodi FS: Developing a common language for
tumor response to immunotherapy: immune-related response criteria using unidimensional measurements. Clin
Cancer Res 2013, 19(14):3936-3943.

Robert C, Ribas A, Hamid O, Daud A, Wolchok JD, al. e: Three-year overall survival for patients with advanced
melanoma treated with pembrolizumab in KEYNOTE-001. Oral prresentation on ASCO 2016 Annual Meeting.
J Clin Oncol 2016, 34(suppl; abstr 9503).

Hamid O, Robert C, Daud A, Hodi FS, Hwu WJ, Kefford R, Wolchok JD, Hersey P, Joseph R, Weber JS et al: Five-
year survival outcomes for patients with advanced melanoma treated with pembrolizumab in KEYNOTE-001.
Ann Oncol 2019, 30(4):582-588.

Martinez SR, Young SE: A rational surgical approach to the treatment of distant melanoma metastases. Cancer
Treat Rev 2008, 34(7):614-620.

Sosman JA, Moon J, Tuthill RJ, Warneke JA, Vetto JT, Redman BG, Liu PY, Unger JM, Flaherty LE, Sondak VK: A
phase 2 trial of complete resection for stage IV melanoma: results of Southwest Oncology Group Clinical Trial
$9430. Cancer 2011, 117(20):4740-4706.

Howard JH, Thompson JF, Mozzillo N, Nieweg OE, Hoekstra HJ, Roses DF, Sondak VK, Reintgen DS, Kashani-Sabet
M, Karakousis CP et al: Metastasectomy for distant metastatic melanoma: analysis of data from the first
Multicenter Selective Lymphadenectomy Trial (MSLT-I). Ann Surg Oncol 2012, 19(8):2547-2555.

Creech O, Jr., Ryan RF, Krementz ET: Treatment of melanoma by isolation-perfusion technique. J Am Med Assoc
1959, 169(4):339-343.

Thompson JF, Lai DT, Ingvar C, Kam PC: Maximizing efficacy and minimizing toxicity in isolated limb perfusion
for melanoma. Melanoma Res 1994, 4 Suppl 1:45-50.

Moreno-Ramirez D, de la Cruz-Merino L, Ferrandiz L, Villegas-Portero R, Nieto-Garcia A: Isolated limb perfusion for
malignant melanoma: systematic review on effectiveness and safety. Oncologist 2010, 15(4):416-427.

Cornett WR, McCall LM, Petersen RP, Ross MI, Briele HA, Noyes RD, Sussman JJ, Kraybill WG, Kane JM, 3rd,
Alexander HR et al: Randomized multicenter trial of hyperthermic isolated limb perfusion with melphalan alone
compared with melphalan plus tumor necrosis factor: American College of Surgeons Oncology Group Trial
Z0020. J Clin Oncol 2006, 24(25):4196-4201.

Hyde MA, Hadley ML, Tristani-Firouzi P, Goldgar D, Bowen GM: A randomized trial of the off-label use of
imiquimod, 5%, cream with vs without tazarotene, 0.1%, gel for the treatment of lentigo maligna, followed by
conservative staged excisions. Arch Dermatol 2012, 148(5):592-596.

Cotter MA, McKenna JK, Bowen GM: Treatment of lentigo maligna with imiquimod before staged excision.
Dermatol Surg 2008, 34(2):147-151.

Naylor MF, Crowson N, Kuwahara R, Teague K, Garcia C, Mackinnis C, Haque R, Odom C, Jankey C, Cornelison RL:
Treatment of lentigo maligna with topical imiquimod. Br J Dermatol 2003, 149 Suppl 66:66-70.

Youland RS, Blanchard ML, Dronca R, Kottschade L, Markovic SN, Olivier KR, Park SS: Role of radiotherapy in
extracranial metastatic malignant melanoma in the modern era. Clin Transl Radiat Oncol 2017, 6:25-30.

100



339.

340.

341.

342.

343.

344,

345.

346.

347.

348.

349.

350.

351.

352.

353.

354.

355.

356.

357.

358.

359.

360.

361.

362.

363.

364.

Seegenschmiedt MH, Keilholz L, Altendorf-Hofmann A, Urban A, Schell H, Hohenberger W, Sauer R: Palliative
radiotherapy for recurrent and metastatic malignant melanoma: prognostic factors for tumor response and long-
term outcome: a 20-year experience. Int J Radiat Oncol Biol Phys 1999, 44(3):607-618.

McQuay HJ, Collins SL, Carroll D, Moore RA: Radiotherapy for the palliation of painful bone metastases. The
Cochrane database of systematic reviews 2000(2):CD001793.

Liew DN, Kano H, Kondziolka D, Mathieu D, Niranjan A, Flickinger JC, Kirkwood JM, Tarhini A, Moschos S, Lunsford
LD: Outcome predictors of Gamma Knife surgery for melanoma brain metastases. Clinical article. J Neurosurg
2011, 114(3):769-779.

Atkins MB, Sosman JA, Agarwala S, Logan T, Clark JI, Ernstoff MS, Lawson D, Dutcher JP, Weiss G, Curti B et al:
Temozolomide, thalidomide, and whole brain radiation therapy for patients with brain metastasis from metastatic
melanoma: a phase Il Cytokine Working Group study. Cancer 2008, 113(8):2139-2145.

Tawbi HA, Forsyth PA, Algazi A, Hamid O, Hodi FS, Moschos SJ, Khushalani NI, Lewis K, Lao CD, Postow MA et al:
Combined Nivolumab and Ipilimumab in Melanoma Metastatic to the Brain. N Engl J Med 2018, 379(8):722-730.
Komori T, Otsuka A, Kusuba N, Taniguchi K, Endo Y, Honda T, Kabashima K: Rapid regression of metastatic brain
tumours in a melanoma patient after dabrafenib/trametinib therapy. Eur J Dermatol 2017, 27(5):548-549.

Davies MA, Saiag P, Robert C, Grob JJ, Flaherty KT, Arance A, Chiarion-Sileni V, Thomas L, Lesimple T, Mortier L
et al: Dabrafenib plus trametinib in patients with BRAF(V600)-mutant melanoma brain metastases (COMBI-
MB): a multicentre, multicohort, open-label, phase 2 trial. Lancet Oncol 2017, 18(7):863-873.

Kroeze SG, Fritz C, Hoyer M, Lo SS, Ricardi U, Sahgal A, Stahel R, Stupp R, Guckenberger M: Toxicity of concurrent
stereotactic radiotherapy and targeted therapy or immunotherapy: A systematic review. Cancer Treat Rev 2017,
53:25-37.

Anker CJ, Ribas A, Grossmann AH, Chen X, Narra KK, Akerley W, Andtbacka RH, Noyes RD, Shrieve DC, Grossmann
KF: Severe liver and skin toxicity after radiation and vemurafenib in metastatic melanoma. J Clin Oncol 2013,
31(17):e283-287.

Anker CJ, Grossmann KF, Atkins MB, Suneja G, Tarhini AA, Kirkwood JM: Avoiding Severe Toxicity From
Combined BRAF Inhibitor and Radiation Treatment: Consensus Guidelines from the Eastern Cooperative
Oncology Group (ECOG). Int J Radiat Oncol Biol Phys 2016, 95(2):632-646.

Bang A, Wilhite TJ, Pike LRG, Cagney DN, Aizer AA, Taylor A, Spektor A, Krishnan M, Ott PA, Balboni TA et al:
Multicenter Evaluation of the Tolerability of Combined Treatment With PD-1 and CTLA-4 Immune Checkpoint
Inhibitors and Palliative Radiation Therapy. Int J Radiat Oncol Biol Phys 2017, 98(2):344-351.

Trapani S, Manicone M, Sikokis A, D'Abbiero N, Salaroli F, Ceccon G, Buti S: Effectiveness and safety of "real"
concurrent stereotactic radiotherapy and immunotherapy in metastatic solid tumors: a systematic review. Crit
Rev Oncol Hematol 2019, 142:9-15.

Tsui JM, Mihalcioiu C, Cury FL: Abscopal Effect in a Stage IV Melanoma Patient who Progressed on
Pembrolizumab. Cureus 2018, 10(2):e2238.

Millen AE, Tucker MA, Hartge P, Halpern A, Elder DE, Guerry Dt, Holly EA, Sagebiel RW, Potischman N: Diet and
melanoma in a case-control study. Cancer Epidemiol Biomarkers Prev 2004, 13(6):1042-1051.

Silver JK, Baima J: Cancer prehabilitation: an opportunity to decrease treatment-related morbidity, increase
cancer treatment options, and improve physical and psychological health outcomes. Am J Phys Med Rehabil 2013,
92(8):715-727.

Nilsson H, Angeras U, Bock D, Borjesson M, Onerup A, Fagevik Olsen M, Gellerstedt M, Haglind E, Angenete E: Is
preoperative physical activity related to post-surgery recovery? A cohort study of patients with breast cancer.
BMJ open 2016, 6(1):e007997.

Siegel GW, Biermann JS, Chugh R, Jacobson JA, Lucas D, Feng M, Chang AC, Smith SR, Wong SL, Hasen J: The
multidisciplinary management of bone and soft tissue sarcoma: an essential organizational framework. J
Multidiscip Healthc 2015, 8:109-115.

Shehadeh A, El Dahleh M, Salem A, Sarhan Y, Sultan I, Henshaw RM, Aboulafia AJ: Standardization of rehabilitation
after limb salvage surgery for sarcomas improves patients’ outcome. Hematol Oncol Stem Cell Ther 2013, 6(3-
4):105-111.

Marchese VG, Spearing E, Callaway L, Rai SN, Zhang L, Hinds PS, Carlson CA, Neel MD, Rao BN, Ginsberg J:
Relationships among range of motion, functional mobility, and quality of life in children and adolescents after
limb-sparing surgery for lower-extremity sarcoma. Pediatr Phys Ther 2006, 18(4):238-244.

Cox CL, Montgomery M, Oeffinger KC, Leisenring W, Zeltzer L, Whitton JA, Mertens AC, Hudson MM, Robison LL:
Promoting physical activity in childhood cancer survivors: results from the Childhood Cancer Survivor Study.
Cancer 2009, 115(3):642-654.

Field T: Massage therapy research review. Complement Ther Clin Pract 2016, 24:19-31.

Tantawy SA, Abdelbasset WK, Nambi G, Kamel DM: Comparative Study Between the Effects of Kinesio Taping
and Pressure Garment on Secondary Upper Extremity Lymphedema and Quality of Life Following Mastectomy:
A Randomized Controlled Trial. Integr Cancer Ther 2019, 18:1534735419847276.

Fallon M, Giusti R, Aielli F, Hoskin P, Rolke R, Sharma M, Ripamonti CI, Committee EG: Management of cancer
pain in adult patients: ESMO Clinical Practice Guidelines. Ann Oncol 2018, 29(Suppl 4):iv166-iv191.

Oren R, Zagury Al, Katzir O, Kollender Y, Meller I: Musculoskeletal Cancer Surgery. In., edn. Edited by Malawer.
Dordrecht: Springer; 2013: 583-593.

Committee. NMA: Topic: The Diagnosis and Treatment of Lymphedema. Position Statement of the National
Lymphedema Network. . In.; 2011: 1-19.

Baxter GD, Liu L, Petrich S, Gisselman AS, Chapple C, Anders JJ, Tumilty S: Low level laser therapy
(Photobiomodulation therapy) for breast cancer-related lymphedema: a systematic review. BMC cancer 2017,
17(1):833.

101



365.

366.

367.

368.

369.

370.

371

372.

373.

374.

375.

376.

377.

378.

379.

380.

381.

382.

383.

384.

385.

386.

387.

388.

389.

390.

391.

392.

Segal R, Zwaal C, Green E, Tomasone JR, Loblaw A, Petrella T, Exercise for People with Cancer Guideline Development
G: Exercise for people with cancer: a systematic review. Curr Oncol 2017, 24(4):e290-e315.

Boyd C, Crawford C, Paat CF, Price A, Xenakis L, Zhang W, Evidence for Massage Therapy Working G: The Impact
of Massage Therapy on Function in Pain Populations-A Systematic Review and Meta-Analysis of Randomized
Controlled Trials: Part 11, Cancer Pain Populations. Pain Med 2016, 17(8):1553-1568.

Stout NL, Baima J, Swisher AK, Winters-Stone KM, Welsh J: A Systematic Review of Exercise Systematic Reviews
in the Cancer Literature (2005-2017). PM R 2017, 9(9S2):S347-S384.

Hu M, Lin W: Effects of exercise training on red blood cell production: implications for anemia. Acta Haematol
2012, 127(3):156-164.

Bland KA, Zadravec K, Landry T, Weller S, Meyers L, Campbell KL: Impact of exercise on chemotherapy completion
rate: A systematic review of the evidence and recommendations for future exercise oncology research. Crit Rev
Oncol Hematol 2019, 136:79-85.

Mustian KM, Alfano CM, Heckler C, Kleckner AS, Kleckner IR, Leach CR, Mohr D, Palesh OG, Peppone LJ, Piper BF
et al: Comparison of Pharmaceutical, Psychological, and Exercise Treatments for Cancer-Related Fatigue: A
Meta-analysis. JAMA Oncol 2017, 3(7):961-968.

Kinkead B, Schettler PJ, Larson ER, Carroll D, Sharenko M, Nettles J, Edwards SA, Miller AH, Torres MA, Dunlop BW
et al: Massage therapy decreases cancer-related fatigue: Results from a randomized early phase trial. Cancer 2018,
124(3):546-554.

Streckmann F, Zopf EM, Lehmann HC, May K, Rizza J, Zimmer P, Gollhofer A, Bloch W, Baumann FT: Exercise
intervention studies in patients with peripheral neuropathy: a systematic review. Sports Med 2014, 44(9):1289-
1304.

Kleckner IR, Kamen C, Gewandter JS, Mohile NA, Heckler CE, Culakova E, Fung C, Janelsins MC, Asare M, Lin PJ et
al: Effects of exercise during chemotherapy on chemotherapy-induced peripheral neuropathy: a multicenter,
randomized controlled trial. Support Care Cancer 2018, 26(4):1019-1028.

Lee JM, Look RM, Turner C, Gardiner SK, Wagie T, Douglas J, Sorenson L, Evans L, Kirchner S, Dashkoff C et al:
Low-level laser therapy for chemotherapy-induced peripheral neuropathy. Journal of Clinical Oncology 2012,
30(15_suppl):9019-90109.

Rick O, von Hehn U, Mikus E, Dertinger H, Geiger G: Magnetic field therapy in patients with cytostatics-induced
polyneuropathy: A prospective randomized placebo-controlled phase-111 study. Bioelectromagnetics 2017,
38(2):85-94.

Kilinc M, Livanelioglu A, Yildirim SA, Tan E: Effects of transcutaneous electrical nerve stimulation in patients with
peripheral and central neuropathic pain. J Rehabil Med 2014, 46(5):454-460.

Oberoi S, Zamperlini-Netto G, Beyene J, Treister NS, Sung L: Effect of prophylactic low level laser therapy on oral
mucositis: a systematic review and meta-analysis. PLoS One 2014, 9(9):e107418.

Westphal JG, Schulze PC: Exercise training in cancer related cardiomyopathy. J Thorac Dis 2018, 10(Suppl
35):54391-54399.

Ross M, Fischer-Cartlidge E: Scalp Cooling: A Literature Review of Efficacy, Safety, and Tolerability for
Chemotherapy-Induced Alopecia. Clin J Oncol Nurs 2017, 21(2):226-233.

Kessels E, Husson O, van der Feltz-Cornelis CM: The effect of exercise on cancer-related fatigue in cancer survivors:
a systematic review and meta-analysis. Neuropsychiatr Dis Treat 2018, 14:479-494.

Rief H, Omlor G, Akbar M, Welzel T, Bruckner T, Rieken S, Haefner MF, Schlampp I, Gioules A, Habermehl D et al:
Feasibility of isometric spinal muscle training in patients with bone metastases under radiation therapy - first
results of a randomized pilot trial. BMC cancer 2014, 14:67.

Bensadoun RJ, Nair RG: Low-Level Laser Therapy in the Management of Mucositis and Dermatitis Induced by
Cancer Therapy. Photomed Laser Surg 2015, 33(10):487-491.

Temoshok L: Biopsychosocial studies on cutaneous malignant melanoma: psychosocial factors associated with
prognostic indicators, progression, psychophysiology and tumor-host response. Soc Sci Med 1985, 20(8):833-840.
Dirksen SR: Perceived well-being in malignant melanoma survivors. Oncol Nurs Forum 1989, 16(3):353-358.
Lichtenthal WG, Cruess DG, Schuchter LM, Ming ME: Psychosocial factors related to the correspondence of
recipient and provider perceptions of social support among patients diagnosed with or at risk for malignant
melanoma. J Health Psychol 2003, 8(6):705-719.

Sollner W, Zschocke 1, Zingg-Schir M, Stein B, Rumpold G, Fritsch P, Augustin M: Interactive patterns of social
support and individual coping strategies in melanoma patients and their correlations with adjustment to illness.
Psychosomatics 1999, 40(3):239-250.

Devine D, Parker PA, Fouladi RT, Cohen L: The association between social support, intrusive thoughts, avoidance,
and adjustment following an experimental cancer treatment. Psychooncology 2003, 12(5):453-462.

Folkman S, Lazarus RS, Gruen RJ, DeLongis A: Appraisal, coping, health status, and psychological symptoms. J
Pers Soc Psychol 1986, 50(3):571-579.

Bemsiee AM, YynkoBa BA, Cemuriaszosa THO, Porades MB (eds.): OHKoncHXoJiorusi JJisi Bpayeii-OHKOJIOTOB U
MeTHIHHCKUX Ncuxosoros. Pykosoactso. CII6: JIro6asny; 2017.

Fawzy FI, Cousins N, Fawzy NW, Kemeny ME, Elashoff R, Morton D: A structured psychiatric intervention for
cancer patients. I. Changes over time in methods of coping and affective disturbance. Arch Gen Psychiatry 1990,
47(8):720-725.

Holland JC, Passik S, Kash KM, Russak SM, Gronert MK, Sison A, Lederberg M, Fox B, Baider L: The role of religious
and spiritual beliefs in coping with malignant melanoma. Psychooncology 1999, 8(1):14-26.

Baider L, Perry S, Sison A, Holland J, Uziely B, DeNour AK: The role of psychological variables in a group of
melanoma patients. An Israeli sample. Psychosomatics 1997, 38(1):45-53.

102



393.

394,

395.

396.

397.

398.

399.

400.

401.
402.

403.

404.

405.

406.

407.

408.

409.

410.

411.

412.

Lehto US, Ojanen M, Kellokumpu-Lehtinen P: Predictors of quality of life in newly diagnosed melanoma and breast
cancer patients. Ann Oncol 2005, 16(5):805-816.

Fawzy FI, Fawzy NW, Hyun CS, Elashoff R, Guthrie D, Fahey JL, Morton DL: Malignant melanoma. Effects of an
early structured psychiatric intervention, coping, and affective state on recurrence and survival 6 years later. Arch
Gen Psychiatry 1993, 50(9):681-689.

Fawzy FI, Kemeny ME, Fawzy NW, Elashoff R, Morton D, Cousins N, Fahey JL: A structured psychiatric
intervention for cancer patients. 1l. Changes over time in immunological measures. Arch Gen Psychiatry 1990,
47(8):729-735.

Fawzy Fl, Canada AL, Fawzy NW: Malignant melanoma: effects of a brief, structured psychiatric intervention on
survival and recurrence at 10-year follow-up. Arch Gen Psychiatry 2003, 60(1):100-103.

Boesen EH, Boesen SH, Frederiksen K, Ross L, Dahlstrom K, Schmidt G, Naested J, Krag C, Johansen C: Survival
after a psychoeducational intervention for patients with cutaneous malignant melanoma: a replication study. J
Clin Oncol 2007, 25(36):5698-5703.

Boesen EH, Ross L, Frederiksen K, Thomsen BL, Dahlstrom K, Schmidt G, Naested J, Krag C, Johansen C:
Psychoeducational intervention for patients with cutaneous malignant melanoma: a replication study. J Clin Oncol
2005, 23(6):1270-1277.

McLoone J, Menzies S, Meiser B, Mann GJ, Kasparian NA: Psycho-educational interventions for melanoma
survivors: a systematic review. Psychooncology 2013, 22(7):1444-1456.

Sample A, He YY: Mechanisms and prevention of UV-induced melanoma. Photodermatol Photoimmunol Photomed
2018, 34(1):13-24.

Craig S, Earnshaw CH, Viros A: Ultraviolet light and melanoma. J Pathol 2018, 244(5):578-585.

Runger TM: Mechanisms of Melanoma Promotion by Ultraviolet Radiation. J Invest Dermatol 2016, 136(9):1751-
1752.

Green AC, Williams GM, Logan V, Strutton GM: Reduced melanoma after regular sunscreen use: randomized trial
follow-up. J Clin Oncol 2011, 29(3):257-263.

Ghiasvand R, Weiderpass E, Green AC, Lund E, Veierod MB: Sunscreen Use and Subsequent Melanoma Risk: A
Population-Based Cohort Study. J Clin Oncol 2016, 34(33):3976-3983.

Dessinioti C, Geller AC, Stergiopoulou A, Swetter SM, Baltas E, Mayer JE, Johnson TM, Talaganis J, Trakatelli M,
Tsoutsos D et al: Association of Skin Examination Behaviors and Thinner Nodular vs Superficial Spreading
Melanoma at Diagnosis. JAMA Dermatol 2018, 154(5):544-553.

Kasparian NA, Branstrom R, Chang YM, Affleck P, Aspinwall LG, Tibben A, Azizi E, Baron-Epel O, Battistuzzi L,
Bruno W et al: Skin examination behavior: the role of melanoma history, skin type, psychosocial factors, and
region of residence in determining clinical and self-conducted skin examination. Arch Dermatol 2012,
148(10):1142-1151.

Titus LJ, Clough-Gorr K, Mackenzie TA, Perry A, Spencer SK, Weiss J, Abrahams-Gessel S, Ernstoff MS: Recent skin
self-examination and doctor visits in relation to melanoma risk and tumour depth. Br J Dermatol 2013, 168(3):571-
576.

Pflugfelder A, Kochs C, Blum A, Capellaro M, Czeschik C, Dettenborn T, Dill D, Dippel E, Eigentler T, Feyer P et al:
Malignant melanoma S3-guideline "'diagnosis, therapy and follow-up of melanoma'. J Dtsch Dermatol Ges 2013,
11 Suppl 6:1-116, 111-126.

DeRose ER, Pleet A, Wang W, Seery VJ, Lee MY, Renzi S, Sullivan RJ, Atkins MB: Utility of 3-year torso computed
tomography and head imaging in asymptomatic patients with high-risk melanoma. Melanoma Res 2011, 21(4):364-
369.

Schneider J: The teaspoon rule of applying sunscreen. Arch Dermatol 2002, 138(6):838-839.

Karnofsky DA, Burchenal JH: The clinical evaluation of chemotherapeutic agents in cancer. In: Evaluation of
chemotherapeutic agents. edn. Edited by MacLeod C. New York: Columbia University Press; 1949: 191-205.
Tomboneckuit BA, Jlaiiman AIll, [lamme AH, Bnamsumupckuiit AB, Mopozos CII (eds.): Meroanveckue
PEeKOMEHAAllMH MO0 IMPUMEHECHUIO KPUTEPUEB OTBETA COJTUAHBIX OIIyXOJIeﬁ Ha XMMHOTEPANEBTUYIECCKOEC JICUCHHE
(RECIST 1.1). Meroauyeckue pexomenaamuu Ned6; 2018.

103



IHpuioxkenue Al. CocraB padoyeil rpynnsl 1o paspadoTrke u nepecMoTpy

KJIMHUYECKHUX PeKOMEeHIaluil

AsmeB M.J., akanemuk PAH, cOBETHMK TIeHEpaJlbHOIO JUPEKTOpa MO HAay4yHOH M

neyebnorr pabdore PI'BY «HMUIL] pagmonorum» MunsnpaBa Poccuu, IIpesument

BocTouHo-eBpornelickoil Tpymiibl M0 U3YYEHUIO0 CapKOM

I'agron I'.HU., 1.M.H., 3aBeIyIONINI HAYYIHBIM OTICICHHEM OOIIEH OHKOJIOTUU U YPOJIOTHH

OI'BY «HMMULL onkosmornn uMm. H.H. IlerpoBa» Munsnpasa Poccun, wieH npasieHus

ACCOI_[I/IaI_[I/II/I CIICOuaJIMCTOB I10 HpO6H€MaM MCJIIaHOMBI

HMemunos JI.B., 1.M.H., mpodeccop, 3aBeAyIOUINil OTAeNIEHUEM XUPYPIHUECKUX METOJOB

neyenuss N12  (omkoxmepmarosioruu) @DI'BY  «HamumonanbHbpli ~ MEIUIIMHCKUN
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HoBuk A.B., K.M.H., CTapIIUi HAy4YHbIH COTPYJHUK HAy4YHOTO OT/JEJIa OHKOMMMYHOJIOI MU
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TOPOJICKOI OHKOJOrHYeckor O6oipHHIBI No 62, uneH mpaBineHus Poccuiickoro oOriecTBa

KJIWMHAYECKOH OHKOJIOTHH
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dananeesa H.A., 3aBenyronuii OTIEIOM JICKAPCTBEHHOTO JICUCHUS 3JI0KaYECTBEHHBIX
HoBooOpazoBanuit MPHI[ um. A.®. [piba- ¢unman OI'bY «HMUL] pagmomorum»

Munsapasa Poccuun

biaok mnmo MejgaHomMe CAM3HCTBIX 000/104eK  BEPXHUX AbIXaTeJbHBIX H
NHUIEBAPUTENbHBIX yTEH:

MynyHoB Ajau MypagoBu4, J.M.H., Tpodeccop, 3aBeAYIONINNA OTeIeHHEM
xupyprudeckuM Nel 1 omyxoneit ronossl u meu @I'bY «HMUL] onkonornu nm. H.H.
brnoxuna» Munzapasa Poccun, npesunentT OOmepoccuiickoi 00IecTBEHHOM
opranu3zaiuu «Poccuiickoe 001IECTBO CIIEUATMCTOB MO OIyXOJISIM TOJIOBBI U LIIEU»
AuabiMoB IOpuii BiaaguMupoBHY K.M.H., Bpa4-OHKOJIOT, OTJIEIIEHUE XUPYPrUUeCKOe

Nell onyxomneit ronossl u men ®I'BY «HMUL] onkonoruun um. H.H. brioxunay
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MunzapaBa Poccun, HCTIOTHUTENBHBINA TUPEKTOp OOIIEpOCCUICKOM 00IIECTBEHHOM
opranu3zanun «Poccuiickoe 001IEeCTBO CIIEUAINCTOB MO OIYXOJISIM TOJIOBBI U IIIEH)
HruaroBa Anacracusi BanepbeBHa K.M.H., Bpad-oHKOJIOT, Kadenpa onkosnorun ®I'bOY
JIIO " Poccuiickass MeIUIIMHCKAs aKaJIeMUsI HEIPEPHIBHOTO MPO(HECCHOHATIBEHOTO
obOpazoBanus" Mun3apasa Poccun, uinen O0mepoccuiickoit o0IeCTBEHHON OpraHUu3aliu

«Poccuiickoe 00IIeCTBO CIIENUATICTOB MO OMYXOJISIM TOJIOBEI H IISH)

BJok mo paHHeil AUarHOCTHKE:

Kyb6anoB A.A., unen-koppecrnonnent PAH, npesunent OOO «POZIBK», u.o. nupexropa
OI'bY «'HIAK» Munszgpasa Poccun;

HdyOenckuii B.B., k.M.H.,, mpodeccop Kadeapbl IepMATOBEHEPOJIOTHH C KypcoM
nepmaroBeHeposoruu u kocmeronoruu @10, unrepnatypsl u opaunarypst DI'6OY BO
«TBepckoit 'MY» Munznpasa Poccuu;

CeicoeBa T.A., K.M.H., JOICHT, 3aBEAyIOIUH y4eOHOH dYacThio Kadeaps
nepmaroBeHeposioruu u kocmerosnoruu @I'bOY IO «PMAHIIO» Munsnpasa Poccuu;
CaiitoypxanoB P.P., Bpau-nepmaroBeneposior K[ ®I'BY «['HIIJAK» Munzgpasa

Poccun.

Baok no MeqMuuHCcKol peadMIUTALNU:

Konuyrosa T.B., n.M.H.,, mpodeccop, Bpau-(puU3MOTEpaneBT, 3aBeAyIOLIas OTIACIOM
npedopmupoBaHHbIX ¢usudeckux ¢akropo DPI'BY «HMUL peabunmuranuu u
Kypoprosiorun» Munsapasa Poccuy;

Epemymxnn M.A., n1.M.H., npodeccop, 3aBenytonuii otaenenueM JIOK u knuHuueckoi
ouomexanuku ®PI'bY «HMUL] peabunuranuu u KypopTonorun» Munzapasa Poccun;
I'masmytaunoa U.P., Kx.M.H., 3aBeytomiast OTAECIOM OMOMEIUIIMHCKUX TE€XHOJIOTUI U
naboparopuss KJIETOYHBIX TEXHOJIOTUH, Bpad-TpaHC(y3HOJIOT, JAepMaTOBEHEPOJIOT,
CrenuaaucT B oOjacTu KiIeTouHblx TexHomoruid PI'BY «HMMUILl peabunuranmuu u
Kypoprosiorun» Munsapasa Poccuy;

BynanoB A.A., 1.M.H.,, cTapuMid Hay4HbI COTPYIHMK OTJAEICHUS KIMHUYECKOM
dapmakonorun u xumuotepanuu OPI'bY «HMUL] onxonmormum um. H.H. Bbrnoxuna»
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Byrenxo A.B., n1.m.H., npodeccop, rnaBubiit Bpau HUU Knununueckoii onkonorun ®I'BY
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«Acconmarnus CrerruaIucToB MO0 OHKOJOTUYECKON peabuIuTaium;
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IMerpoBa T.A., moronen-nemaror otaencHus peadwmranuu OI'BY «HMMUILL onkonoruu
uM. H.H. bnoxnna» Munsnpasa Poccun;
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onkoJioruu uM. H.H. IlerpoBa» Mun3apasa Poccuu;

3epuoBa M.A., HHCTPYKTOP-METOIUCT MO JieueOHou ¢uskynprype ®PI'BY «HMUIL
onkonoruu uM. H.H. IletpoBa» Munsnpasa Poccuu;

KonaparbeBa K.O., memununckuii ncuxomnor ®I'bY «HMMUI] onkomoruun um. H.H.

IlerpoBa» Munsapasa Poccun;
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18. UBanoBa I'.E., n.M.H., TJIaBHBIA CHECHHAIMCT 110 MEIUIIMHCKOW peadHIuTaIluN
MunznpaBa Poccum, 3aBenyromas OTAEIOM  MEIUKO-COLMAIBHON  peaduiInTalnuu
uncynbta HUU LBIIuMA ®I'bOY BO «PHUMY wum. H.U. Tluporoa» Munznpasa
Poccuuy;

19. PomanoB A.M., n.M.H., mpodeccop, akanemuk PAH, rnaBueiii Bpau ®I'BY «llentp
peabmwiuranun» YnpasieHus aenamu [Ipesuaenra PO;

20. ®unonenko E.B., aMH., mnpodeccop, 3aBeayiomas ICHTPOM JIA3epHOW U
dboTOoIMHAMHYECKOW NUAarHOCTUKUA M Teparnuu omyxojed MHUOU um. I1.A. T'epriiena —
bumnana PI'BY «tHMMUII pagunonorum» Mun3apasa Poccuu, Bpau-oHKOJIOT;

21. CremanoBa A.M., 3amectuTenh IUPEKTOpa IO HAyKe, 3aBEAYyIOIIasl OTICICHHEM
peaduINTaIIMU YaCTHOTO MHOTOMPO(UIBHOTO IMATHOCTUYECKOTO U PeabUINTAIlMOHHOTO

HeHTpa «BoccranosneHnuey.

BJiok 1o opranu3anmu MeIMIUHCKON MOMOIIH:

1. HeBouabckux A.A., 1.M.H., Tpodeccop, 3aMEeCTUTENb AUPEKTOpa IO JeueOHol padore
MPHI] um. A.®. [{p16a — dunnana ®I'bY «HMUL pagunonorun» Munszapasa Poccun;

2. Xaiigoa K.B., x.M.H., rnaBHbli Bpad kauHukd MPHI[ um. A.®. [{pi6a — dunuana
OI'bY «<HMUL pagnonorun» Munsnpasa Poccun.

3. HBanoB C.A., npodeccop PAH, n.m.H., nupekrop MPHI] um. A.®. [{p16a — ¢punmana
OI'bY «HauuoHambHBIA MEIULIMHCKUN HCCIIEIOBATEILCKUM LIEHTP PaaUOJIOTHU»
Munsapasa Poccuu;

4. T'epopksan T.I'., 3amecturens aupektopa HUUNU KOP O®I'BY «HaunonanbHbIil
MEIHUIIMHCKUN HCCIeI0BATEeNbCKU eHTp onkoirun uM. H.H. broxuna» Mun3zapasa

Poccun

Kondmkra uHTEpECOB HET.
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Ipunoxenue A2. MeTom0s10rusi pa3padoTKu KIMHAYECKUX PEKOMeH Al

HeseBasi ayTuTOPUS JAHHBIX KIMHHUYECKUX PeKOMeEH1alMii:

Bpa4U-OHKOJIOTH;
BpauU-XUPYypry;
BpauU-paInoJIoOrH;
BpayU-T€HETUKHU;
BpavyM-/1€pMaTOBEHEPOJIOTH;
BpayU-NIaTOJIOT0aHATOMBI,

CTYACHTBHI MCIUIINHCKUX BY30B, OPAUHATOPBI U ACTINPAHTHI.

IIkaJjia olleHKH YPOBHeEH J0CTOBEPHOCTH /I0KA3ATEJILCTB IJIs METOI0B TMATHOCTUKH

(IMarHOCTHYECKUX BMEIATEIbCTB)

YpoBeHb
JAO0CTOBEPHOCTH

A0Ka3aTeJbCTB

1

HMlxana

NPOPHIAKTHKH,

Pacmiugposka

Cucremarudeckue 0030pbl HCCIICJIOBAHUN C KOHTPOJIEM pedepeHCHBIM
METOJIOM WJIM CUCTEMAaTU4ECKHI 0030p paHJOMU3HPOBAHHBIX KIMHUYECKUX
WCCIICIOBAaHHH C IPUMEHEHNEM METaaHaIn3a

OTtnenpHBIE UCCIENOBAaHUS C KOHTPOJEM pedEepeHCHBIM METOIOM WIU
OTJIeNbHBIE  PAaHAOMU3HPOBAHHBIE  KIMHUYECKHWE  HMCCIEAOBAHUA U
CUCTEMaTH4YeCKue O0030phl  HMCCJIEAOBaHHWM  JIOOOTO  1IW3aitHa, 3a
HUCKIIIOYCHHUEM PAaHJAOMU3WPOBAHHBIX KIMHHUYCCKHUX HCCHCHOB&HHﬁ, C
MIPUMEHEHHEM MeTaaHalln3a

HccnenoBanus 6e3 mocienoBaTeIbHOTO KOHTPOJIA peepeHCHBIM METOA0M
WIM UCCIICJOBaHUS C pe(epeHCHBIM METOJOM, HE  SBISIOMIAMCS
HCE3aBUCUMBIM OT HCCICAYEMOTO MCTOAA MWW HCPAHIOMH3UPOBAHHBIC
CpaBHHUTEIbHBIC UCCIICIOBAHMUSI, B TOM YUCIIE KOTOPTHBIE UCCIEI0BaHUS
HecpaBHuTenbHbIE HCCIEIOBAHUS, OMTUCAHUE KIIMHUYECKOTO CIy4ast

Hmeercs nump 000CHOBaHUE MEXaHU3Ma JleﬁCTBI/IH HJIM MHCHUE SKCIICPTOB

OIICHKH ypOBHeﬁ JOCTOBEPHOCTH A0Ka3aTeJabCTB AJIsA METOA0B

JedeHusi W peadmauranuv  (MPOoPMIAKTHYECKHX, Je4eOHBIX,

peaduIMTAIMOHHBIX BMENIATEIbCTB)
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YpoBeHb
JAOCTOBEPHOCTH
A0KA3aTeJNbCTB

1

Pacmiugposka

Cucrematnueckuif  0030p  paHAOMHU3HPOBAHHBIX  KOHTPOJIHUPYEMBIX
HCCIIEIOBaHMM ¢ MPUMEHEHUEM MeTaaHalu3a

OtnenvHBIE PAHIOMHU3UPOBAHHBIE KOHTPOJIUPYEMbIE HCCICAOBAHUS W
cucTeMaTuyeckre 0030pbl HCCIeI0BAaHUH JII00O0TO AH3aiiHa, 3a HCKIIOYSHUEM
PaHIOMU3HPOBAHHBIX KOHTPOJUPYEMBIX HCCIEAOBAHUNA, C NPUMEHEHUEM
MeTaaHaln3a

HepannmomMu3upoBaHHbIE CpPaBHUTEIBHBIC HWCCIICIOBAaHUS, B TOM YHCIIEC
KOTOPTHBIC UCCIICOBAHUS

HecpaBHuTtenbHble HCCIEAOBAHUSA, OMUCAHHE KIMHHUYECKOTO Cily4as WIH
CEpUU CIIy4aeB, UCCIEIOBAHUS «CITYy4all—KOHTPOIIb

Nmeercs numb 00OCHOBaHWE MEXaHW3Ma JICHCTBUS  BMEIIATEIIHCTBA

(IIOKJII/IHI/I‘-IGCKI/IG I/ICCJI@ZIOBaHI/IH) HJIM MHCHUC DKCIICPTOB

Ilkana oumeHKH YpPOBHeill yO0eIMTEJbHOCTHM PEKOMEHJAUUH JJIsi MeTOHO0B

NpoQUIAKTHKH,
AUATHOCTHYECKHUX,
YpoBeHnb
y0eauTeabHOCTH
pexoMeHxanuii

A

AMATHOCTUKH, JiedeHHss M peabuwaurtanuu  (MPoPHIAKTHYECKHX,
Jie4eOHbIX, peaduITUTAIIMOHHBIX BMENIATEILCTB)

Pacuugposka

CunbHass  peKOMeHJanus (Bce  paccmaTpuBaeMble  KpUTEpUU
3P GEKTUBHOCTH (MCXO/IbI) SIBJISIOTCS BaKHBIMHU, BCE CCIIEIOBAaHUS UMEIOT
BBICOKO€ WJIN YJIOBJIETBOPUTEIBLHOE METOJOJIOTHUECKOE KAauyecTBO, HX
BBIBOJIbI IO HHTECPCCYIOIMIUM UCXOAaM SBJIAIOTCA COFJ'IaCOBaHHI)IMI/I)
VYcnoBHas pexkomeHnauus (HE BCe paccMaTpUBaeMble  KPUTEPUU
3P GEKTUBHOCTH (MCXOMBI) SBISIOTCS BAXKHBIMH, HE BCE HCCIIEIOBaHMA
UMEIOT BBICOKOE WJIM YJOBJIETBOPUTEIBHOE METOJ0JIOIMYECKOE KaueCTBO
A/ UX BBIBOJbI IO HHTCPECYOINMM HUCXOJaM HE  ABJIAIOTCA
COTJIaCOBAHHBIMH)

Cnabast pexkomeHjanust (OTCYTCTBUE JIOKA3aTENBCTB  HAJUIEXKAIETO
KadyecTBa (Bce paccMaTpuBaeMble KpUTepUH 3((HEKTUBHOCTH (MCXO[bI)

SABIIAKOTCA HCBAa>XHBIMU, BCC HCCICAO0BaHUA HUMCIOT HHU3KOC
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MCTOHOJOTMYCCKOC Ka4€CTBO M HMX BBIBOABI 110 MHTEPECYIOIIHNM HCXOJaM

HE SIBJISIOTCS COIIACOBAaHHBIMU)

IMopsinok 00HOBJIEHUS] KIMHUYECKUX PeKOMEHIAlM i

Mexanu3M  OOHOBJICHHS ~ KJIMHUYECKUX  PEKOMEHJAIMK  MpeaycMaTpuBaeT  UX
CUCTEeMAaTHUYECKYIO aKTyallu3allnio — He peke 4eM 1 pa3 B 3 To/1a, a TaKkKe MPH MOSBICHUH HOBBIX
JAHHBIX C TIIO3UIINU I[OKBB&TGJIBHOﬁ MCAUIIMHBI 110 BOHpOC&M JUArHOCTUKH, JICUCHHUA,
NpOPUIAKTUKA M PeaOUIIUTAllMd KOHKPETHBIX 3a00JIeBaHWM, MPU HATUYMH OOOCHOBAHHBIX
JIOTIOJTHEHHUI/3aMeYaHul K paHee YTBEPKICHHBIM KIIMHUYECKUM PEKOMEHIAIMAM, HO He Jare |

pasa B 6 mec.
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Ipunoxkenue A3. CipaBo4HbIe MAaTepHAJIbl, BKJIKYas COOTBETCTBHE
NMOKA3aHUH K NIPUMEHEHHUIO U MPOTHBONOKA3aHU, CI0CO00B NPUMEHEHUSs U
103 JIEKAPCTBEHHBIX MPENapaToB, MHCTPYKUMHU MO MPUMEHEHUI0

JIEKAPCTBEHHOT0 Npenapara
AKTyallbHbIE HMHCTPYKLUUH K JIEKAPCTBEHHBIM IIpelaparaM, YIOMHUHAE€MBbIM B JIaHHBIX

KJIMHHYECKMX PEKOMEHIAIMIX, MOKHO HaliTH Ha caiite http://grls.rosminzdrav.ru.
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IIpunoxenue b. Anropurmsl neiicTBUIl Bpadya

PexomenpaLm no
CHIHEHMIO pHCKa
BOsHMKHOBEHMA
onyxonei Kowu u
wHafinogexuio

THETONOTHYECKH
MK nckniouera?

BKcumM3MoHHaR Broncus
(oTcTyn He Gonee SmMm)
WM HCCaYSHMe (oTCTyn

1-2 cu)

1) Tonwuka no Epecnoy
2) UsbAasnexne
3) MUTOTUUECKMIt HHARKC
4) MonHoLeHHOE paguonorHyeckoe
nccnegoBanme”
5) BHOXMMHMYECKHE MapKeps!

Cm. cxemy no
neuenntol1IC

| Iy

Nopo3penwe Ha uTe.
B peruonapHbie nly

(nepesexTabensHoii)
- IV cTapum

-

~

ARIOBaHTHaA
Tepanua +/-
afLioBaHTHAR
nyuesan

NO AAKHBIM
MHCTPYMEHTaNbHbIX
MECNeIoBaHNA ecTb?

ToHkouronsHan Guoncus
HIH Kop-Groncha
noaospuTensHoro nly

ECIEiaeopel MonHoueHKan
pMGKA peLINEn NuManeHIKTOMMA
N0 AaHHLIM
TNCTONOMMHYECKOro NOpaXeHHoro
WccnegoBaHna? nuMdoKonnexkTopa

Knunuseckn MK

uoaooﬁpa:osaune,\

nopo3puTensHoe Ha

MurmexTHoe

MK

" Pexomenauym no

CHUIEHMIO PUCKA

(

HECROYEHa?

onyxanedi konn u
Habniopenmio

Tonuwuka
0.8uM 1 Gonee
no Epecnoy?

B, Iic?

NrHamusieckoe
HaGmogenne

AgtosanThan

Tepanua

Puc. 1. Cxema JUArHoCTUKH M JICUCHUA IMAallMCHTOB

cTagusIMu 3a00/I€eBaHUs

Npeanoxute
Bunoncua nauneHTy
CTOpOKEBOra nonHoLEHHYIo
numdoysna® nnmbageH IKTOMHIO
nchoy nopaxeHHoro
nuudboxonnextopa

AppiosanTHan

Tepanua

* Mpi : BCNY

"
[

per
yanos u THAB (npm HeoBxonumocTh)

moxer
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MeTacTaTnyeckas
(HepesexTabenbHasn)
MenaHoma

MepBan NMHKA Tepanuu MeTacTaTU4EeCKOH MenaHOMbl KOXH
(cragus HIIC (HepesekTaGenbHas) - M1d)
Cxema 1

¥

OnpeneneHne pacnpoCTPAHEHHOCTH GoneaHn
(anekBaTHaA nyJeBan AMArHOCTHKA, BKMKYAA
MPT ronoBHOro Moara), NPOTHOCTHYECKOH
rpynne: (yposeks NOF, ECOG)

|

Onpeaenenne MyTauun &
reme

-ﬂ EcTb MyTauns B -

rene BRAF > O
V6007 el
l ?
KomGunauna antn-CTLA4+anTn-PD1 y
, U n MeTOREUSIBLBHMA, BRAFi+MEKi unn komBrnauna anti-
BRAFI+MEKI (+ nokanehole meToabl . o CTLA4+aHTn-PD1 wnu moHoTepanus
nesenns) UNU anTn-PD1 Ce I R auTn-PD1
Ouenka sdibexTa Tepanun kaxasie 2 mec (8-10
Hen)
T
/// \\\
[ " ECOG02 omnnaewan T
T = NPORONKHTENEHOCTE

Hnznn > 6 mec.

MpofonKenme Tepanuu; Npu
NOATBEPKAGHHOH NONHON NN
HACTHHHON PEMHCCHH
[AMHTENEHOCTERS > 12 MeC. Ha (hoHe
TEpanuH aHTH-PD1 BOIMOKHO
npekpalieHHe Tepanuu u
ANHaMWYeCKo® HaBMoaBHWe name e
(CHMNTOMATHUECKOE)
neueHke

Tepanus 2-ii NuHMA (aHTH-
PD1+aHTn-CTLA4 MNK
moHoTepanua aHTn-PD1)

Puc. 2. Cxema TUarHOCTUKHU W JICUCHUS MMAIIMEHTOB C METACTATHYCCKON MM HEepPe3eKTa0eIbHON

MEJIaHOMOM KOXH 1 MyTanueil B rene BRAF

114



I'Iepsan TIUHUA Tepanuu MeTacTaTU4ecKoW MenaHoMbl KOXU IR T e
(cTanun IlIC (HepesekTabenbHas) - M1d) (HepeaekTaBenLHas)
Cxema 2 (npopomkexme) wenaoma

Her myraunn s rene BRAF
(npogomxerve cxemsl 1)

(PR e M. TaKke nyHkT 3.4.1.
reHe c-Kit

EcTb MyTaums
B8 rexe c-Kit?

Her
Cu. cneayiowyio
- cxemy

EcTs uic. 8
FONOBHOM
Moare?

1. MlokanbHoe neveHne MTC. B
ronoaHom moare U AWTU-CTLA4 + anTn-PD1
2. AHTH-CTLA4 + antu-PD1 WNK auTu-PD1 CM. TaKKe NyHKT 3.4.3.
WnU autu-PD1 MW umaTHHmuG
WM umarunnG

Ouetika 3dybexra Tepanim Kaxabie 2 wec
(810 Hop) , ~
v - cw. TaKke nyHT 3.4.3.

i ~

- ~ i -
_ i [ i
J nporpecciposane? ot > 3 mec. L
MpoRonXeHMe Tepanu; npk
NOATBEPKAEHHON NONHOM
WNW YACTHYHON POMHCCHI MmaTiuG wnm XT
ANMTeNLHOCTBIO > 12 ec.

Ha (hoHe Tepanu anTu-PD1
B03MOKHO NpeKpaLeHHe
Tepanm M AMHAMKYECKoe

S e Nannwatuanoe

(cumnToMaTHueCKoe)

Puc. 3. Cxema TUarHOCTUKHU W JICUCHUS MMAIIMEHTOB C METACTATHYCCKON HMIIU HEepPEe3eKTa0eIbHON

MEJIaHOMO# KOXkH 1 MyTanueii B rene C-Kit
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MepBan NMHWUA TepanuW MeTacTaTU4eCKOW MenaHoMbl KOXU

(cTagus IIIC (Hepe3sekTaGenbHas) - M1d) MeTacTaTHueckas
(HepesekTabensHan)

Cxema 3 (oKoH4aHue) MenaHoMa

o] P BonesHn
(anexBaTHan nyueBsan AMArHOGTUKA, BKIOYan
MPT ronoeHoro mMo3ra), NPOrHOCTHYECKOR
rpynnei (yposens NAT, ECOG)

Onpepenekye MyTauwm B
reHe BRAF, c-Kit

R S—
CM. TaloKe NyHKT 3.4.4. reHe BRAF V600 clammu
‘L wnm c-Kit?

AHTU-CTLA4 + anTn-PD1
WNW moHoTepanua anti-PD

CM. TaKxe MyHKT 3.4.1.

cu. Tawke NYHKT 3.4.5.

Ouenka sthcpexta Tepanun Kakable 3 Mec
(12 ven.) 1
~
/\\ / ~
7 \
T ECOG 0-2, oxnpaeman

KH3HN > 3 Mec,

cu. TaKke nyHKT 3.4.4.

NporpeccupoBaH
He?

Tepanua 2-ii NMHKK aHTH-
CTLA4 (ecnn e
NPUMEHANCH, HNK
nepepeie Gonee 6 mec.),
XHMHOTapANKA

MpopomkeHwe Tepanuu; npu
NOATBEPKASHHON NOMHOW HNN
YaCTHYHON POMHCTHH
ANMTeNLHOCTLIO > 12 Mec. Ha (oHe W
Tepanuu aHTU-PD1 Bo3MOXHO
npekpaujenne Tepannm n
AnHamuueckoe HaGnogeHne MNannnatmetoe

(cHMNTOMaTHYeCKOE)
neuewne

Puc. 4. Cxema AMarHOCTUKH | JICYEHUS TTAIIMEHTOB ¢ METACTATUYECKON WIIM HEPe3eKTa0eTbHOM

MeJlaHOMO# KoXku 0e3 myTanuii B renax BRAF u c-Kit
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IMpuioxenue B. Uudopmanus 11 naumeHra

PexoMeHIanuy 0 CaAMOCTOSITEILHOMY OCMOTPY KOKM U IEPBUYHON NPOodHNIaKTHKE

MeEJIAHOMBI

I'nmaBHBI  (pakTOp pHUCKa pPAa3BUTHUS MEJTAHOMBI M JPYTHX OIyXOJIEH KOXH —
yIbTpaduOIETOBOE MOBPEXKICHHE, KOTOPOE BO3HUKAET B PE3yJbTaTe €CTECTBEHHBIX NPUYHH
(coyHEeUHble O0XOI'M) MJIM HUCKYCCTBEHHBIX HPUYMH (0COOBIE YCIOBMS TpyJa WM IOCELICHUE
COJISIPUEB).

PasznuuHble  TUIBI  KOXKM  IIO-pa3HOMY  pEarupyrOT Ha  OJMHAKOBYH  JI03Yy
yIBTPadUOIETOBOTO U3ITyUEHUS, IPU STOM Y OJIHUX JIFOJICH (CO CBETIION KOXKEH, TaK HA3bIBAEMOT0
| ¢poroTuna) naxke MUHUMAIbHBIE JI03bI YIbTpaduOIeTa BCETAa BBI3BIBAIOT COJHEUHBIE 0XKOTU
(HayanbHasi CTENEHb — TUIEPEMHUS KOXKH), B TO BpeMs Kak y JpPYrMX Bpel COJHEYHOIo
yibTpaduoiera MUHUMaJIEH (y JIUI CO CMYTJION MJIM TEMHOM Koskeil). bobiast yacTe HaceneHus
Poccun umeer I-1ll (1. e. «cBeTnbie») GOTOTUIBI KOXH M MOTOMY BEChbMa UyBCTBUTEIbHA K
COJIHEYHBIM OKOTaM.

IIpenoTBpaimenne COJHEYHOIO O0XKOTa KOMKH SBISETCS KIIOYEBBIM  (aKTOPOM
nepBu9YHON npodunakTuku. OCOOEHHO Cepbhe3HBIN BKIJIAJ] B IMOBBIIICHUE PUCKAa BO3SHUKHOBEHUS
MEJIAaHOMBl BHOCSIT COJIHEYHBIE OXOTM B JETCKOM U IOJPOCTKOBOM Bo3pacre. OOuiue
PEKOMEHIallNK CBOJATCS K CJIEIYIOIIUM HECIIOKHBIM ITPaBUJIaM.

1. Ucnonp3yiiTe AaHHBIE MOOMJIBHOTO MPUIIOKEHHUS, IPOTHO3a MOroasl 00 ypoBHe Yd-
uHaekca (Y@P-uHAEKC — 3TO TOKa3arelb, XapaKTePHU3YIOUMH ypOBEHb YIbTPadUOIETOBOIO
usnydenus). [Ipu Y D-ungekce 6osee 2 He0OX0uMa 3aluTa OT CoaHIa (CM. TabIHILy).

Mepbl 320U THI B 3aBUCUMOCTH 0T Y D-uHAeKCa

YO-
HHIEKC Mepbl 321U THI
0-2 3ammra He HyX)Ha. [IpeObIBaHrEe BHE MOMEIIECHUS HE TIPEICTABIISIET OMTACHOCTH
HeoOxonuma 3amura. B momyneHHble 4dackl ocTaBaiiTech B TeHH. Hocute
OCKAY C JUIMHHBIMM pyKaBamMu W wuisAny. [loae3yWTech COMHLE3aUMTHBIM
3-7 KpeMOM
HeoOxonuma ycunennas 3amura. [lomyaeHHble Yachl mepexunaiTe BHYTPU
rnmoMeiieHus. BHe momenieHus ocraBaiiTech B TeHH. (O0sA3aTEIbHO HOCHUTE
ONECKAY C [JMHHBIMM pyKaBaMH, LUIAMNY, IOJb3YHUTECh COJHLE3ALUTHBIM
8 KpeMoOM

2. Hcnons3oBaHue COJIHIC3alIUTHOTO KpeMma IIHUPOKOTO CIICKTpa JIefcTBUSA
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(MpeIoTBpaINaoIero BO3ACHCTBHIE yabTpadHoieTa Kak Tuna A, Tak ¥ THra B), cuiia KoToporo
(s ynerpaduoneroBbix gyueit Tuna B — SPF (Sun Protecting Factor), ais ynsrpaduoneToBbix
aydqeii Tuma A — PPD (Persistent Pigment Darkening)) anexBatna st Barero (oToTHIIa KOXKH (T.
e. iiram ¢ 6osee CBeTIIoN Koxkel Tpedyercst kpem ¢ 6oabpiuM SPF unu PPD). B nienom nmumam ¢
| wm 11 poToTHIIOM KOXKHM PEKOMEHAYIOT UC0NIb30BaTh KpeMbl ¢ SPF 30—50+ 1 MakcuMabHBIM
PPD 42.

3. ConHue3auTHbIE CPEJICTBA HEOOXOAUMO COUYETaTh C APYTHMHU CIIOCOOAMU 3aIUTHI OT
COJIHIIA: HOCHUTh OJISKIY, OYKH, HE TPOITyCKAIOIINEe YJIbTPa(QHOIIETOBOE M3IyUYCHUE, TOJIOBHBIC
yOOpBI ¢ MUPOKUMH TOJISIMHU (TIOJACYUTAHO, YTO JUIS TOTO YTOOBI TEHb OT IS 3aKPhLIa JIUIIO0 1
ICI0, €€ MOJIs JOJDKHBI ObITh HEe MeHee 10 ¢cM) 1 HaXOAUTHCS B TEHU.

4. JleTsiM peKOMEH/YeTCS TOTIOIHUTENILHO HOCUTH CIIEIUAIIBHYIO OJISKy C 3aIIUTONW OT
yIBTPa(UOIETOBOTO U3ITyYCHHUSI.

5. He HOHBBYﬁTCCB 060py,HOBaHI/ICM " JIaMIIaMU UL UICKYCCTBCHHOI'O 3arapa.

IIpaBuyia npuMeHeHH sl COJTHIE3AMMUTHBIX NPenapaToB:

® COJHIIE3AIIUTHBIE CPEACTBA CleAyeT HaHOCUTh 3a 30 MUH J0 BBIXOJa Ha
YJIMIly Ha BCE YYacCTKU KOXH, KOTOpBIE IOIBEPraiOTCs COTHEYHOMY
00JTy4YeHHIO;

® TIOBTOPHOE HAHECEHUE HYHO OCYILECTBIIATHh KaXKJble 2 4, a TAKXKe cpa3y
Moclie KynaHus U 1mociie N30bITOYHOTO TOTEHUS;

e (oTompoTeKIMs, COOTBETCTBYIOIIAas YKa3aHHOW Ha  MapKUPOBKE
COJIHIIE3AIIUTHOTO CPEICTBA, IPOSABIISIETCS TP HAHECEHUH €T0 Ha KOXY B
KOJIMUECTBE 2 MT/CM?, MIPUMEHEHHUE B MEHBIIEM 00bEME PE3KO CHUKAET
CTENEHb 3alllUTBl KOXH OT yJIbTpaduoNeTOBOrOo u3imydeHus. Jlius
TMOHMMAaHUSI KOJIMYECTBA COJHIIE3AUTHOTO CPEACTBA, HEOOXOAMMOTO st
3asBJICHHON MapKHPOBKOH 3alUTBI KOXKH, T. €. 2 Mr/cM?, pa3paboTaHO
«IpaBUIIO YarHoU oxk» [410]:

- pyka: 1/2 yaiiHOM JTOKKH CPEJICTBA,;
- roJioBa W Iesi: 1/2 4aitHO# JOXKKU;
- Hora: 1 JaiiHas 10XKKa;
- rpyap: | aiiHas TOXKKa;
— cnuHA: 1 JaitHas JTOXKKa;
® TMpU HEBO3MOXXHOCTH OJHOMOMEHTHO HAHECTH HEOOXOTUMBIH 00beM

COJIHIIE3AIUTHOTO CPE/ICTBa HEOOXOAMMO paHHee MOBTOpHOE (uepe3 15 10
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30 MHH) UCIIOJIH30BaHUE KPEMa;
®  COJHIIC3AIUTHBIC KPEMBI JOJDKHBI XPAaHUTHCS TP TeMiieparype Humxke +30
°C, He UCNOJIb30BaTHCS MOCIIE UCTEYEHUS CPOKA FOJHOCTH.

OcmoTp KOXKHU:

Pexomenpayercs nepuonudecku (He pexxe 1 paza B 3—6 Mec) caMOCTOSATENBHO OCMAaTPUBATh
MOJIHOCThIO CBOM KOKHBIE MOKPOBBI C HCIIOJB30BAHMEM KaK I[MaHOPAMHOTO, TaK U PYYHOIO
3epkajia. AJITOPUTM OCMOTpa CXEMaTUYECKHU IIPEICTABIIEH Ha PUC. 5;

ITpu ocmoTpe creayer yaensiTh 0co00e BHUMaHUE MUTMEHTHBIM MATHAM pa3Mepamu 4—5
MM u Oojee ¢ acuMMeTpueld (GOpMBI WM OKpacKH, HEPOBHBIM ((eCcTOHYATHIM) Kpaem,
HEPAaBHOMEPHON OKPACKOH (pa3NuvHble OTTEHKH KOpUuyHeBOro). Eciu Bbl 0OTMeYaeTe MurMeHTHbIe
MSATHA, K KOTOPBIM TOJXOMIT XOTs Obl 2 M3 YKa3aHHBIX XapaKTePUCTHK, 0OpaTHTECh K Bpady-
JIepMaTOBEHEPOJIOTY WM Bpady-oHKosory. CoBceM He 00s3aTeNbHO, YTO JaHHas POJMHKA
OKa)KeTCs 3JI0KAYECTBEHHOM, HO JAJbHEHIIYIO OLIEHKY €€ COCTOSIHMSI CIeAyeT MOPYUYUTh Bpady.
Oco0Ooe BHHMMaHUE CcIeAyeT YIEeIUTh OOpa30oBaHUSIM Ha KOXE, y KOTOPBIX Kakue-mudo
XapaKTePUCTUKU MEHSIOTCS C TEYEHHEeM BpeMEeHH (Hampumep, YBEIMYMBAETCSA IUIOMIAJb
MUTMEHTHOTO TISATHA, WIA «POJUHKA» CTAHOBHUTCS TOJIIIE, WJIM, HAIPOTUB, YacTh «POJUHKIY
HayMHaeT OJEAHETh W MCYe3aTh) — Takue 0Opa3OBaHMS TaKXkKe MOTPEOYIOT MPOBEPKHU Yy Bpaua,

CIICUAIN3UPYIOIICTOCH Ha paHHeﬁ JAUarHoCTUKE OHYXOHCﬁ KOXH.

P
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Puc. 5. Aroput™M ocMOTpa KOXKHU

PexkoMeHIAIIMY P OCTI0KHEHUIX XUMHOTEPANINH

le/l OC/IO)KHCHUAX XHMHUOTEPAIIHH HBOﬁXOIII/[MO CBA3ATHCA ¢ BPa4Y0M-OHKOJIOIOM

(XumMuoTEpaneBTOM).
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1. [Ipu noBeIICHUH TemMIepaTypsl Tena 10 +38 °C u BbIlIe HA4aTh MPUEM aHTHOMOTHUKOB

B COOTBCTCTBHH C HA3HAYCHUECM Bpadya-OHKOJOoTa.

2. Ilpu cromarure:
® JMeTa — MEXaHW4YeCKOe, TEPMUIECKOE IAKEHHE;

e yacTo (KaXablil yac) MOJIOCKATh MOJOCTh PTa OTBapaMH pPOMAIKH, KOpBI ay0a,

masndgesi, CMa3bIBaTh JIeCHA 0OJCIMXOBBIM (IEPCUKOBBIM) MACIIOM;

° O6pa6aTbIBaTb ITOJIOCTDH pTa MO PCKOMCHAAIIWMK Bpada-OHKOJIOI'd.

3. [Ipu muapee:
e JHieTa — UCKIIFOUUTh )KUPHOE, OCTPOE, KOITYCHOE, CIIAaIKOE, MOJIOYHOE, KIIETYATKY.
MOoXHO yrnoTpeOIsITh HEKUPHOE MSCO, MyYHOE, KHCJIOMOJIOYHOE, PUCOBBII OTBAp.

OOUIIBLHOE MTUTEHE;

¢ J[IpUHUMATH JICKAPCTBCHHLIC NPCHAapaTbl B COOTBETCTBUM C HA3HAYCHUCM payva-

OHKOJIOra

4. HpI/I TOIIHOTEC IMPUHUMATD JICKAPCTBCHHBIC MPETIAPATEI B COOTBETCTBUH C HA3HAYCHUCM

Bpada-OHKOJIOra.

HNudopmanus 1Jjis NAUHUEHTA, 0JYYAIMIEro TEPANMUI0 MOHOKJIOHAJIbHbIMHA

agrureaamMu — ogokartopamu CTLA4 u/uan PD1

CBO€BpeMEHHOE B3aMMO/ICHCTBHE C BAIIMM JISYAIIMM BPa4yOM U MEIUIIMHCKON CECTPOil 1o
MIOBOJLy COCTOSIHUS BAIIETO 3/I0POBbs SIBISETCS] BAKHOM COCTABIIAIOIIEH OMOIIHA MEAUIIMHCKON
KOMaH/I€ B 3alllUTE BacC B MPOLIECCEe JEUEHHsI HACTOIBKO O€30MaCHO, HACKOJIBKO 3TO BO3MOKHO.

OueHb Ba)KHO, YTOOBI JFOOBIE CUMIITOMBI (IIOOOYHBIE SIBIICHUS), CBSI3aHHBIE C JICUEHUEM
omoxaropamu CTLA4 u/mmm PD1, ObuTH BBISIBIICHBI U H3JICYSHBI B CAMOM Havalle MX MPOSBICHHUI,
ATO MOMOYKET MPEJOTBPATUTH UX MIepexo/l B OoJiee TsKelble CTETEeHH.

bnokaroper CTLA4 w/umu MKA-6nokatopsrt PD1  paszpaGoranbl, 4ToOBI HOMOYB
UMMYHHOU CHCTEME Balllero opraHusmMa 60poThes ¢ OIyXoJieBbIM mporieccoM. Hanbosee yactoie
no0ouHble 3(PPeKThl, ¢ KOTOPHIMU BBl MOXKETE CTOIKHYTHCS B IpoIlecce JIEUEHUs, SIBISIOTCS
pe3yJIbTaTOM BBICOKOI aKTUBHOCTH UMMYHHOM crcTeMbl. Takue mo6ouHbie 3(h(PeKThl Ha3bIBAIOTCA
CBSI3aHHBIMHU C UMMYHHOU CUCTEMOH M OTJIIMYAIOTCS OT HOOOUYHBIX () (HEKTOB, KOTOPHIE BBl MOYKETE
HaOJI01aTh MPH IPYTUX BUJAX JIEYCHHUS 3JI0KAYECTBEHHBIX OMYXOJIEH.

[ToGouHbIe sBIEHUS, KOTOPBIE MOTYT MOSIBUTHCS Y Bac, 0OBIYHO BO3HHUKAIOT B IepBbie 12
HeJl JIYEeHHU s, HO MOTYT MOSIBUTHCA U TIO3XKE.

OueHb BaXHO, 4YTOOBI BBl HHPOPMHUPOBAIH BAILIET0 JeYalllero Bpaya o JJI00bIX CUMITOMAX,
KOTOpbIE MOSBUIINCH Y Bac BO BpeMs JiedeHus oiokatopamu CTLA4 w/unu PD1. Pacnio3naBanue
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1no004HbIX 3P (HEKTOB Ha PAaHHHUX CTATUSAX JAET BO3MOXHOCTh BallleMy JieHallleMy Bpauy cpasy ke
HAuaTh COOTBETCTBYIONIYIO TEpAaNHIO U NPEAOTBPATUTH MEPEX0]] MOOOYHBIX SIBICHUI B Oojee
TSKEJIbIE CTEIICHHU.

Ecau nocie jedennst ojokaropamu CTLA4 u/uam MKA-610kaTopamu PD1 y Bac
BO3HUKJIM CHMIITOMbI W3 YKA3aHHBIX HHKe, MOXKAJIYHCTa, coo0muTe 00 3TOM Bamemy
JeyaleMy Bpauyy He3aMeIJIMTeJbHO.

Bo3MosxHbie moO0YHBIE ABIeHUS mocie Tepanuu 6aokaropamu CTLA4 u/wmm PD1:

e yBeJIMYEHHUE YMCTIa aKTOB Jedekanuu a0 2 u Ooyiee B IeHb WIH J00as auapes B
HOYHOE BpeMsi, JIF0OOH CTYII CO CIU3bIO U KPOBBIO;

e 0o0JIb B )KMBOTE WJIM YyBCTBO 03HO0A, a Takke 00Ib, TpeOyroas MEAUIIMHCKOTO
BMEIIATENbCTBA;

e KpacHble OOJNE3HEHHBbIE Tjla3a WM OKEITOBaTas oOKpacka OelKoB IJias3,
3aTyMaHEHHBIN B3TJIS1, BOCTAJIEHUE WIIM IPUITYXJIOCTh TJIa3;

® JKeJTasi OKpacKa WY MOKPACHEHHE KOXKHU, 3y IS1Iasl ChIlb, YyBCTBUTEIBHOCTD KOXKH
Ha COJIHIIC;

¢ BHOBb BO3HHKIIIMH Kallleldb WU OJIBIIIKA;

®  YCTaJIOCTh WJIM COHJIMBOCTD;

® 3aTpyJAHEHHAs KOHUEHTpPALUs BHUMAHMS WK CIyTaHHOCTh CO3HAHUS;

e TOJOBHAs 00Jb, OOJIb B TEJIE WJIK B MECTE OITyXOJIH;

e juxopajka (ToBbIIeHHE TemIeparypa Tena 10 +38 °C);

e BHE3aIIHOE CHMKEHHE UJIM YBEJIMUYEHUE MacChl TeNa,

® BHOBb MOSIBUBIIASICS DPEKTHIIbHAS TUCHYHKIUS UM TOTEPs] UHTEpeca K UHTUMHOM
KU3HHU.

[loxxanyiicra, ynenure oco0oe BHHUMaHME JIOOBIM M3MEHEHMSIM B akTax JedeKaiui.
3anuchIBaiiTe KOJIMYECTBO aKTOB KaKIbli neHb. Ecnu y Bac auapes, nmonpoOyiTe ee onmucarb,
UCIIOJIB3YS OAVH U3 HWKENPHUBEIECHHBIX TEPMUHOB, U ONPEIEINTE YPOBEHb CPOUYHOCTH B BallleM
KOHKPETHOM CIIy4ae:

—  CTYJI HEIJIOTHBIN;
—  BOJITHUCTHIN;
— OOJIE3HEHHBIH;
—  KPOBSIHHCTBHI;
—  CIIU3UCTBIN.
Jlnapest He BCerja MOXKET MPOSBIATHCS B BUAE KUAKOTO CTyJa. YBEIUYEHUE YNCIIa aKTOB

nedexanuy B AeHb JJaXKe MPH TBEPJOM CTyJIe OTEHIIMAIbHO MOXKET YKa3bIBaTh Ha MPoOIeMy.
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Baxno: nmoOounble 3¢)(exTsl MOIyT BO3HMKHYTh B MEpHOA OT 1 Hex 10 HECKOIbKHX
MecsieB oT Hadana yiedeHus Onokatopamu CTLA4 w/mnm PD1. Ecnu y Bac BO3HHK 11000 13
BBIIIICHA3BaHHBIX CUMIITOMOB, HE3aMEUIUTEILHO COOOIIUTE 00 ATOM BallleMy JIeHaleMy Bpady

NI Me,I[I/IL[I/IHCKOfI CECTpCE.
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Ipuioxkenue I'l. Illkana oeHKH TSHKECTH COCTOSIHUS NMANMEHTA MO0 BEPCHHU

BO3/ECOG [263]
HasBanue Ha PYCCKOM A3BIKC: ITxaia OLCHKU TAKCECTU COCTOAHUA IMAllMCHTA IIO BCPCHUU
BO3/ECOG
OpurunansHoe Ha3Banue: The Eastern Cooperative Oncology Group/World Health Organization
Performance Status (ECOG/WHO PS)
Hcrounuk (opuumanpHbIii calT pa3pabOTYMKOB, IMyONHMKalus C Banuaanuein): https://ecog-
acrin.org/resources/ecog-performance-status
Oken MM, Creech RH, Tormey DC, Horton J, Davis TE, McFadden ET, Carbone PP: Toxicity
and response criteria of the Eastern Cooperative Oncology Group. Am J Clin Oncol 1982,
5(6):649-655

Tum: mkama oneHKu

Haznauenwue: onucarhb YPOBCHBb CI)YHKLII/IOHI/IpOBaHI/IH IMamueHTa ¢ TOYKH 3PCHUSA €TI0 CIIOCOOHOCTHU

3a00TUTBCA O ceOe, TOBCEHEBHON aKTUBHOCTH U (DM3UYECKUX CITOCOOHOCTAX (X0ap0a, paboTa u

T. 1.).
Coneprxanue:
bann Onucanme
[TanieHT MOTHOCTHIO aKTUBEH, CITIOCOOEH BBHITIOJIHATH BCE, KaK U 10 3a0oseBanus (90—
0

100 % mo mkane KapHoBckoro)

[TarieHT HECTIOCOOEH BBITIONHSITH TSDKEIYI0, HO MOXET BBITIOJHITH JIETKYIO WIIH
1  cuagayro paboty (HampuMmep, JISTKYIO JTOMAITHIO WK KaHIEISIpCKyto padory, 70—80 %
no mkane KaprHosckoro)

[TaruenT neuntcs amOynIaToOpHO, CIOCOOEH K CaMOOOCTYXHBAaHUIO, HO HE MOXET
2  BemonHATH pabdory. bomee 50 % BpemeHHm OOAPCTBOBAHMS MPOBOIUT AKTUBHO — B
BepTUKaIbHOM monoxeHuu (50—60 % no mkane KapHoBckoro)

[TarmeHT criocoOeH JUIb K OTPaHUIEHHOMY CaMOOOCITY)KHBaHUIO, TPOBOTUT B Kpecie
nu noctenu 6omee 50 % Bpemenn 6oapcrBoBanms (30—40 % mo mkane KapHOoBCcKOTO)
WHBanua, COBEpIIEHHO HE CIIOCOOEH K caMOOOCTYKMBaHUIO, TPUKOBAH K KpeciIy WU
noctenu (10-20 % mo mkane KapHoBckoro)

5 [TatiueHt MepTB

Kittou (uHTEpnpeTanus): NpuBeIeH B caMoil 1IKase
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Mpuinoxkenne I'2. Illkana Kapuosckoro [411]

Haszsanue Ha pycckom si3pike: kama KapHoBckoro
OpurunansHoe HazBanue (ecnu ecth): KARNOFSKY PERFORMANCE STATUS

Hcrounnk (opuumanbHeId calT pa3paboTyukoB, myOmukanus ¢ Banmmamueid): Karnofsky DA,
Burchenal JH: The clinical evaluation of chemotherapeutic agents in cancer. In: Evaluation of
chemotherapeutic agents. edn. Edited by MacLeod C. New York: Columbia University Press; 1949: 191-
205

Twum: mkana OLICHKHA

Haznauenwue: onucath ypoBeHb (DYHKIIMOHMPOBAHMUS MAIIEHTA C TOUYKH 3PEHHS €r0 CIIOCOOHOCTH

3a00THTBCS O cebe, TOBCETHEBHON aKTUBHOCTH M (PM3MYECKHUX CIIOCOOHOCTX (X0ap0a, paboTa U T. 11.).

Copnepxanune (mabioH):

[lIxana KapHoBckoro

100— CocrostHue HOpMaIbHOE, )Kaj00 HET

90— CriocoOeH K HOPMaIIbHOMH JIeATEIIPHOCTH, He3HAYUTEIIHBIC CUMITTOMBI WJIH TTPA3HAKU
3a00JIeBaHUs

80— HOpMaJ'II)HaH AKTUBHOCTH C YCI/IJ'II/IGM, HE3HAYUTCJIIbHBIC CUMIITOMBI UJIN HpI/I3HaKI/I
3200J1€BaHUSA

70— OOcmy>xuBaeT cedst CaMOCTOSTEIIBHO, HE CITOCOOCH K HOPMAITLHOM JISATSIIBHOCTH HITH
aKTHUBHOH padore

60— Hy»xaaetcs mopoii B IOMOIIN, HO CITOCOOCH CaM YIOBJIETBOPSTH OOJIBIIYIO YaCTh CBOUX
noTpebHOCTEH

50— Hysxnaercst B 3HAUNTEILHOW TIOMOIIU M MEIUIIMHCKOM O0OCITY)KHUBaHUH

40— WuBanma, Hy)KIaeTcs B CIICIUAITBHON TTOMOIIH, B T.4. METUIIUHCKOMN

30— Tsokenas MHBAIHIHOCTD, TTOKa3aHa TOCIUTAIU3AINS, XOTS CMEPTh HEMIOCPEICTBEHHO HE
YIPOKAET

20— Tsoxensiit 0onpHON. He0OX0AMMEBI rOCIIMTANNA3AIMUSA U AKTUBHOE JIEYEHUE

10— Ymuparommit

0— CwmepTh

Kitou (MHTEpHIpeTanus): MpuBeaeH B CaMOH IIKaje
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IMpuaoxenne I'3. Kpurepun onenku orBera onyxouu Ha jJeuenne (RECIST

1.1)
Ha3Banue Ha pycckom si3bike: KpuTepun OLIEHKH OTBETa OMYXOJM Ha XMMHUOTEPAIIEBTHUECKOE
neuenue (RECIST 1.1)
OpuruHanapHOE Ha3BaHue (ecnu ecth): Response evaluation criteria in solid tumors 1.1
Hcmounuk (ouyuanvuwsiii caiim paspabomuuxos, nyonukayus ¢ eaiuoayueti).
OpurunnanbHasi nyoaukanusi: Eisenhauer EA, Therasse P, Bogaerts J, Schwartz LH, Sargent
D, Ford R, Dancey J, Arbuck S, Gwyther S, Mooney M et al: New response evaluation criteria
in solid tumours: revised RECIST guideline (version 1.1). Eur J Cancer 2009, 45(2):228-247
Tun: mkana oLeHKu
Haznauenwue: olieHka oTBETa HA XUMHOTEPANIEBTUYECKOE JICUCHHE
Conepxkanue, K04 W MIA0JIOH HA PYCCKOM SI3BIKE MPEACTABICHBI B METOAMYECKUX
pekomennanusx Ned6 I'bBY3 «HayuHo-mpakTHUecKuMi LEHTP MEIULMHCKOW paJnOIOTUN»
JenapTaMeHTa  3/paBOOXpaHeHuss Topoga MOCKBBI M JOCTymHBI Ha  BeO-caiiTe
http://medradiology.moscow/d/1364488/d/no46_2018_recist_11.pdf [412]. /lanHbIi JOKYMEHT
SIBJIIETCS COOCTBEHHOCTRIO JlemapTaMeHTa 31paBoOXpaHeHHs Topojia MOCKBEI, HE MOJICKHUT

THPAXUPOBAHUIO U paACIIPOCTPAHCHUIO oe3 COOTBCTCTBYIOLICTO pa3pCHICHUS.
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