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Coxkpamenust

AJCC — American Joint Committee on Cancer

BRAF - wyenoBeueckuii TeH (IPOTO-OHKOTEH), KOTOPBIH KOAMPYET OEJIOK CepHH-
TPEOHHHOBYIO NMPOTEHHKHHA3y B-Raf.

BRAF V600 — mytauus B rene BRAF B 600 mo3umuu 15 sk30Ha ¢ 3aMeHOM HYKJIEOTH/A,
KOJUPYIOLIETO BajJMH Ha JPYryI0 aMHHOKMCIOTY (Yallle BCET0 Ha HYKJIEOTHHA, KOAWUPYIOIIUMN
IIIyTaMMHOBY10 Knciaoty VO0OE)

BRAF V600 mut - aktuBupytromas mytanus B reie BRAF V600

BRAF V600 WT (wild type) - mukuii Tun (OTCyTCTBHE aKTUBHPYIOIIUX MYyTaIfil) B TeHE
BRAF V600

c-Kit - peuentop (hakTopa pocTa TyuyHBIX U cTBOJNOBBIX Ki1eTok (SCFR), umm GenkoBas
tupo3unkuHasa Kit (CD117) — peuentopHast THpo3uHKHHAa3a, mpoayKT reHa KIT.

CTLA4 — antureH uurtorokcumueckux T-nmumdpounutoB 4 Tuma (TakKe H3BECTEH Kak
CD152) (BbmonHseT GyHKINU PELenTopa, JUTaHA0M CIYXHUT MoJiekyna B7.1 niu B7.2)

ECOG — BocrouHnast 06beiMHEHHAsI TPYTINa OHKOJIOTOB

iBRAF — unruburop myrtantHoro Oenka BRAF (mamas monekyna, Oimokupyromas
tupo3uHkuHa3zy BRAF)

IMEK — wunruburop nemyrantHoro Oenka MEK (manmas monekyna, OJokupyromas
tupo3uHkuHazy MEK)

MEK — BHYTpHKJIETOYHAsI CUTHAJIbHASI MOJIEKYJIa (IPOTEMHKNHA3A, TAK)KE N3BECTHASI KaK
MAPK/ERK kunaza)

PD-L1,2 — nurann peuenropa nmporpaMMupyeMoit cmeptu 1 wnnm 2

PD1 — peuenrtop nporpaMmmupyemoii cmeptu 1

UICC — Union International Contre le Cancer (Union International for Cancer Control)

AHTU-CTLA4 — MOHOKJIOHATBHOE aHTHUTENO, OJIOKUPYIOIIEe aHTUTCH ITUTOTOKCUYECKUX
T-mumdonuToB 4 Tumna

AuTH-PD-L - MOHOKIOHaNBbHOE aHTUTENO, OJOKMpYyIollee JMraHi(bl) peLenTopa
IIporpaMMupyemMoii cmeptu 1

AHTU-PD1 — MOHOKIIOHATLHOE AHTHUTENO, OJOKUPYIOIIEEe PELeNnTop MporpaMMHUpPYEMOi
cmeptu 1

BIY — 6e3 1ONOIHUTENBHOTO YTOYHEHUS

BCJIV - buorncust CTOpOXEeBOTO TUMPATUIECKOTO y371a

B/B — BHYTPUBECHHBII



BO3 — BceMupHas opranuzanys 3paBOOXpaHEHuUs

KT — xommnbrotrepHas Tomorpadus

N®H-a - nuaTepdepoH-a

JIAI' — nakTaTaeruaporeHasa

MK — menaHoma Koxu

MKA — MOHOKIJIOHAJIbHBIE AaHTUTENA

MKB-10 — mexxayHapoaHas kinaccudukanus 6onesneit, 10 mepecmotp

MPT — mMarauTHO-pe30HaHCHast ToMorpadus

[13T - mO3UTPOHHO-3MUCCUOHHAs TOMOTpadust

[I3T-KT - mo3uTpOHHO-3MUCCHOHHAsi TOMOTpadus, COBMEIIEHHas C KOMIIbIOTEpHON
ToMorpaduein

CIII — cymma npousBeeHUI ONEPEYHBIX TUAMETPOB

V3T - yneTpa3BykoBas ponmieporpadus

V3U - ynpTpa3ByKOBOE UCCIEIOBAaHUE

@®/II" - propae3okcuritokosa

OKT — snexTpokapauorpadpus

Yci10BHBIE 0003HAYCHUSA

** Y Ku3sHeHHO HEOOXOAMMbIE U BaXKHEUIITHE JIEKapCTBEHHBIE TIPETapaThl.

# [lpenapar, npUMEHSIONIUICS BHE TTOKa3aHu# (0 d-neitomn).



TepMI/IHbI H onmpeacJicHus

JNWIIOMHHECHIEHTHAS MHKPOCKONMS (JIepMAaTOCKONMUA) — 3TO HEWHBA3WBHAs TEXHHUKaA
UCCIICIOBAHMSI KOXH TPHU TOMOIIM JI€PMATOCKOMA, KOTOPBI OOBIMHO COCTOUT U3 Jynbl (X 10),
HEMNOJIIPU30BAaHHOI'O HCTOYHUKA CBETAa, IMPO3PAayHOW IUIACTUHBI MU KHUJAKOW CpEIbl MEXAy
MHCTPYMEHTOM M Ko)ke. COBpEMEHHBbIE AEPMATOCKOIBI MOTYT padOTaTh C HCIOJIb30BaHUEM
KHJIKOM Cpebl MIIM BMECTO 3TOTO MPUMEHSIOT TOJISPU30BaHHbIN CBET, YTOOBI KOMIIEHCHPOBATD
OTpPaKEHHsI TOBEPXHOCTH Koku. Korga momydyaemble H300paXEeHUS WIM  BHJICOKIHUIIBI
3alUCBHIBAIOTCS WJIM  00pabaThIBatoTcss LU(POBBIM CIIOCOOOM, NPHOOP MOXKHO Ha3bIBATh

I_[I/I(l)pOBBIM SMUITIOMUHCCICHTHBIM ACPMATOCKOIIOM.

Onrtuueckas korepeatHass Tomorpagus (OKT) — auarHoctuyeckuit MeToJ; HEMHBA3UBHOTO
MIPIKU3HEHHOTO UCCIIeIOBAaHUS OMoornyeckux TkaHei. OH OCHOBaH Ha KOMIUICKCHOM aHAIN3e
OTpaXKeHUS HU3KOKOTEPEHTHOTO M3IYYCHUS HCCIeAyeMOoi TKaHblo. Pa3pemaromias cnocoOHOCTh
coBpeMeHHbIX mpubopoB mns OKT cocraBnser menee 10 MUKPOH W TMO3BOJISIET TOMYYUTHh

M300paxKeHNe CII0EB KOXKHU.

JKCUM3HOHHAS OUONCUS HOBOOOPA30BaHUSI KOKM — METOJ MOJy4YeHHs oOpasla TKaHei
KOXH, IPU KOTOPOM HOBOOOpPa30BaHKE yNaseTCsl TOTAIbHO (LETUKOM) ¢ HeOombIuM (1-3 mMm)
3aXBaTOM TPUJICKAIIUX 3J0POBBIX TKaHe. Takol cmoco0 momydeHuss MOp(OIOrHIecKoro

MaTcpuraia ABJIACTCA NPCANNOYTUTCIIBHBIM IIPU MMOJ03PCHUN HAa MCJIAHOMY KOXH.

NHuu3noHHass maH4y-0MONCUST — METOJ| MOJy4YeHHs oOpasla TKaHeW KOXH Ha BCIO €ro
TOJILIKHY, MIPU 3TOM JaTepaJIbHbIE Kpasl PE3EKIIMU MOTYT COJEPKATh AJIEMEHTHI OMyXOJu (MiIu
HeByca). BrimonHseTcss nmpu MOMOUIM CHENHMATbHOM MaH4Y-UIIIBI (quamMeTrpoM oT 1 10 5 Mm).
[TpumensieTcss B UCKITIOYUTENBHBIX CIydasx, KOT/Ia IKCIU3UOHHAs OWOMCHS HE MOXET OBITh

IIPUMEHEHA.

IlnockocTHasi (OpUTBeHHAs1) pe3eKIUsl HOBOOOPAa30BaHMii KOXKM — CIOCO0 YyAaJeHHS
9K30(DUTHBIX U TUNIOCKMX HOBOOOPA30BaHUI KOXKH B TNIOCKOCTH KOXH IPH TOMOIIN OPUTBEHHOTO
JIe3BUS WM CKalbIens. B ciyyae moqo3peHuii Ha MeJlaHOMY KOXKH SIBJISIETCSI CyOONTUMAIbHBIM
METOZIOM JHAarHOCTUKM, T. K. HE TI03BOJIIET TapaHTHUPOBAHHO OIPEACIUTh TOJIIUHY

HOB006p330BaHI/IH " TCM CaMbIM MIPAaBUJIbHO CTAAUPOBATH MMAIIUCHTA.

PesexTaleabHasi MeJJaHOMA KOKH H/MJIH pe3eKTalde/bHbIe METACTA3bl MEJIAHOMbBI KOKH —
MeJIaHOMa KOXKM (KaK MpaBWJIO, METacTa3bl MEJIAHOMBI KOXXM B PErHMOHApHBIC JTUMQOY3IbI),

KOTOpPBIE MOTYT OBITh MOABEPTHYTHI PAJUKAIILHOMY XUpypruueckomy ynaienuto R0O. Ha onenky



pe3eKTabenbHOCTH MOTYT BIUATH Takue (DakTopbl, Kak 00beM (KOJIMYECTBO M pa3Mephl)
METACTaTHYECKOTO MOPaKEHUS JTUM(PATUYECKHX Y3JI0B, COOTHOIICHHE C MAarucCTpalbHBIMU
COCyJlaMH, HaJIMYMe CaTeNIUTOB M TPAH3UTHBIX METAcTa3oB, JuMmdaHrouta u ap. OueHka
pe3ekTabenbHOCTH Tpolecca BEChbMa CYOBEKTMBHA UM MOKET BapbHpPOBATh OT YUPEKICHUS K

YUPEKICHUIO U OT XUpPypra K Xupypry.



1. KpaTrkas nadopmanus

1.1 Onpeneyienne

Menanoma  KOXKHM  —  3JIOKAUYECTBEHHAsT  OMYyXOJib  HEHPOIKTOJIEPMATIBLHOTO
MPOUCXOKACHUS, UCXOMASIIAsT U3 MEJIAHOUUTOB (MUTMEHTHBIX KJIETOK) KOXH[1]. B HexoTopbix
Cilyyasix NpH HAJIMYUU OTIAJEHHBIX METAcTa30B NEPBUYHBIA Odar Ha Koxe (WM B JAPYTHUX
OpraHax) He MOXET ObIThb OOHapy)KeH (Hampumep, BCJICACTBHE T.H. CIIOHTAHHON perpeccuu
MEPBUYHON OMYyXOJIM, WM BCJIEACTBUE YyAAJNEHUS oOyara BO BpeMs MEIUIMHCKOW WIH
KOCMETOJIOTUYECKON MaHUMyJIAIUu 0e3 MOp(OJIOrHYECKOro UCCIEI0BaHMUA) — TaKylo OOJIe3Hb
clielyeT Ha3bIBaTh METACTA3aMM MeJIAHOMBI 0€3 BbISIBJIEHHOI0 IEPBUYHOI0 04ara.

C yueTroM TOro, YyTO MEJAHOLUUTHI B HOPME IMPEJICTABICHBI B Pa3IUYHBIX OpraHax
(BKJTIOYAsl CIM3UCTBIC OOOJIOUKH KEITyJAOYHO-KUIIIEYHOTO TPAaKTa, MOJIOBBIX MYTEH, MO3TOBBIE
000JI0YKH, COCYIUCTYIO OOOJIOUKY TJiaza W Jp.), [2] mepBUYHAS OMyXOjdh (METaHOMAa) MOKET
BO3HUKHYTH B JIFOOOM U3 3TUX OPraHOB. B 3TOM ciyyae omyXoib ClieyeT Ha3blBaTh METaHOMOM
COOTBETCTBYIOLIETO OpraHa, HampuMep, MeJaHOMOM MOAB3A0INHONW KUIIKHU WM MEJAHOMOM
cocyauctoii o0osouku raaza. Ilo MKB-10 Takme omyxomu KiaccuUIHMPYIOTCS B
COOTBETCTBUU C OPraHOM IEPBUYHOIO MPOUCXOXKICHUS, HAlpUMEp, MeJaHOMa MOJB3OIIHON

KUKy Oynet umeTs koj C17.2, a MmenaHoMa cocyIucToit obosnouku rinaza — C69.3

1.2 DTHOJI0THA U IATOreHe3

He cymiecTByeT eqMHOTO 3THOJIOTHYECKOTO (hakTopa A pa3BUTUSA MelTaHOMBbl. CaMbIM
3HAYMMbIM (DaKTOpPOM pHCKa CHOPaJIUYEeCKUX (HEHACIEeICTBEHHbIX) (OPM MEIaHOMBI KOXKH
CIIEZlyeT CUMTATh BO3JICHCTBUE HA KOXKY YIbTpadHOIETOBOrO M3IydyeHus Tuna B (amuHa BOTHBI
290 - 320 M) u tuna A (mnuHa BoaHbl 320-400 HM). Ilpu 3TOM 4yBCTBUTENBHOCTH KOXKH K
yIbTpauOJICTOBOMY BO3JIECHCTBHIO pa3IMYyacTcs y JI0AeH U MOXKET ObITh KiIacCH(PHUIIMPOBaHa Ha
6 TumoB, tae | w 2 OTIMYArOTCS HAWOOJNBIIEH YyBCTBUTEIHHOCTHIO (M, COOTBETCTBEHHO,
BEPOSITHOCTHIO BO3HMKHOBEHHUSI COJTHEYHOro Oxkora), a 5 m 6 — Haumensiieit [3]. dpyrumu
dakTopamMHu pHCKa TaKKe CUUTAIOT Hanmuuue Oonee 10 AMCIUIACTHYECKUX HEBYCOB, HalU4ue
6omnee 100 OOBIYHBIX MPHOOPETEHHBIX HEBYCOB, PhDKUE BOJOCHI (KaK MPaBUIIO COMpPsDKEHO C 1
(GOTOTUIIOM KOXH), MHTEHCHUBHOE NEPUOIUYECKH MOBTOPSIOLIEECS BO3/CHCTBUE COIHEYHOTO
ynbTpadguonera (COTHEUHBIE OXOTH) B JAeTcTBe [4-6]. DNHIEMUOIIOTUYECKHE JTaHHBIC
MOKa3bIBAIOT, YTO PUCK MEJIAHOMBI, CBS3aHHBIA C yIbTPa(UOJIETOBBIM OOJIYUCHHEM, CAMBbIi
BBICOKHI y JIFO/IEH C IPEPBIBUCTHIM BO3ACHCTBUEM COJIHLIA U COJHEYHBIMHU OXKOTaMH B JETCTBE

[7]. Taxxe ciemyeT OTMETUTh Takue (PaKTOpbl pUCKA, KaK HAJMYKME TMTAHTCKOTO MM KYITHOTO



BPOKJCHHOTO HeByca (muiomaasr 6onee 5% OT miomaay Tena), CeMeWHbI aHaMHE3 MeJIaHOMBI
KOXH, IMYHBIN aHAMHE3 MEJIAaHOMBI KOXH, CHHJIPOM JUCIUIACTUYECKUX HEBYCOB, HCIIOJIb30BAHNE
PUVA-tepanmun (mo mnoBoay Icopuasa), NHUIMEHTHas KCEpOAepMa, BpOKICHHBIM WU
npuoOpeTeHHBIE UMMYHOACDUIUT (HAIIpUMEp, MOCJIe TPAHCIUIAHTAIMM OPraHOB HIIU JPYTUX
3a00/IeBaHUSAX, CBSI3aHHBIX C HEOOXOJUMOCTHIO TMPHHUMATh HWMMYHHOCYNpeccaHThl) [8§].
@DaKTopbl pUCKa MEIAHOMBI APYTHX JIOKATU3AIMHA (HalpuMep, MEIaHOMBI CITU3UCTHIX 000JI0YEK,
MEJIaHOMBI aKpajIbHBIX JIOKAIU3ALUH, yBEAIbHON MEIaHOMBI) U3yU€Hbl HEA0CTaTOUHO [9-12].
HexoTopble MexaHN3MbI KaHLIEPOTE€HEe3a IPU MeJlaHOMe ObUTM U3y4YeHBI in Vitro # in vivo:
COCOOHOCTh Y D-n3MyyeHHUs MHIYLHUPOBAaTh U CTUMYJIHPOBATh POCT MEIAHOMBI Takxke ObuLIa
MOKa3aHa Ha HECKOJBKUX MOJENAX JKUBOTHBIX. YJIBTPa(pHOIETOBOE M3IyUYECHHE MOXKET
CIOCOOCTBOBaTh MEJIAHOMAreHe3y uepe3 pasziuuHble MyTH. MyTauuu, xapaktepHsie it Y DU
(ocobenHno myTanuuu, nHAynupoBaHHsie UVB), BcTpeuaroTcs B reHax, y4acTBYIOIIUX B Pa3BUTUU
MEJIaHOMBI.  YJIbTpa(HONeTOBOE H3JIy4Y€HHE HMHAKTUBUPYET OCJIOK-CYIpeccop OIMyXoJe
pl6INK4A, tem campIM cHocoOCTBYS NPOrPECCHPOBAHUIO METAHOMBL. YIbTpaduoneToBoe
U3JIydeHUEe yMeHblIaeT dkcnpeccuto E u P-kanrepnHa kak Ha HOpMajbHBIX, TaKk M Ha
3JI0KQYECTBEHHBIX MEJIAHOLIUTAX, OBBILIAs NIepeady CUTHAIOB B-kaTeHuHa, 4TO CrIOCOOCTBYET
MOSIBIICHUIO 3JI0KAYECTBEHHOTO (PEHOTHIA Yy MEJIAaHOIMTOB, a TaKXKe HapylIlaeT KJIETOYHYIO
aAre3uio, 4To, B CBOIO OYEpElb, MO3BOJISIET KJIETKaM MEIAHOMBI OTCOEAUHSATHCS OT COCEAHMX

KEpaTUHOLIMTOB, TEM CaMbIM CIIOCOOCTBYSI MHBa3UBHOMY (eHOTHUITY [7].

1.3 DnuaemMuoJiorus

B 2017 r. B Poccuiickoii denepanuu menaHoMmoi koxu 3adoneno 11 057 genosek [13]. B
2016 r. rpyOsIii moka3zaTens 3aboneBaemMoct (00a mona) coctasuin 7,13 Ha 100 000 HaceneHus,
crangaptu3oBanuelii — 4,45 wa 100 000 macenmenms (4,7 u 4,3 y KEGHUIMH U MYXYHUH
cooTBeTCTBEHHO) [14]. B cTpykType 3aboneBaemocTi MenaHoma koxu B 2016 . cocraBuna 1,5
% y myxurH U 2 % y xxeHuuH. CpeaHEroIoBoi TeMn mpupocTa 3aboneBaemMocTH 3a 10 ner
cocraBun 3,07 % y myxuuH u 3,54 % y xenmuH. CpenHuii Bo3pacT 3a00JIEBIINX OKa3aJcs
paBueiM 61,0 Toma (oba moma), 60,5 (myxuuubl), 61,4 (xeHIUHBI). KyMyIsSTHBHBIA pHUCK
pa3BuTusl MenaHombl kKoxu (nepuoa: 2006-2016 rr., Bozpact 0—74 rona) cocrasui 0,5 % [14].

B 2016 rony ot MenaHoMbl koxu B Poccun ymepno 1710 myxuun u 1991 xenmuna,
rpyOsIii mokazatenb cMepTHOCTH (00a mona) - 2,5 Ha 100000 Hacenenus, CTaHAAPTU30BAHHBIN -
1,5 na 100000 nacenenus (1,3 >xenuun u 1,8 y myxuun) [14].

Cpennnii Bo3pact ymepmmx — 63, 9 roxa (06a mona), 61,9 (Mmyxuunsl), 65,6 (KEHIIHHBI).
B 2016 roxay Obno 3apeructpupoBano 19 cinyyaeB MenaHOMBI y OOJBHBIX B Bo3pacte 0 17 nerT.

[14].
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B 2017 roxy ObIIO 3aperucTpupoBaHO CIEAYIOLIee paclpeneieHue 3a00JeBIIUX I10
cragusam: craaus I - 34,4%, cragus 11 - 44,7%, cragus 11 - 11,0%, ctagus IV - 8,0%, cragus He
ycraHoBneHa y 1,7%. Cpenu BriepBble 3a00JI€BIIMX aKTUBHO 3a00JeBaHUE BbISIBIECHO y 31%.
JletansHOCTH Ha 1-M roay cocraBuna 9,8% [13].

ITox mabmomenuem Ha konen 2017 roga cocrostim 89822 6onpHBIX (61,2 Ha 100 000
HACEJICHUs), U3 HU3 5 JIeT U Oonee HaOmonanuch 53156 6ompHbIX (59,2%). MHAGKC HAKOTIIEHUS
KOHTUHTE€HTOB cocTaBui 8,9 (B cpaBHenuu ¢ 9,1 B 2014), a netanbHOCTD - 3,9% (B CpaBHEHUH C
4,3 % B 2011) [13]. TIpum sTOoM, coriacHO UMErOIIMMCS OTYeTHBIM opmam, B 2017 roxy 86,4%
OOJBHBIX MEIAHOMOW KOXHU (Cpelr TeX, KTO MOJUIeKal PaJuKaTbHOMY JICYCHHUIO) TMOTYUHIN
TOJIBKO XHUpypruueckoe jedenue, a 13,6% - KOMOMHHMPOBAHHOE WM KOMILJIEKCHOE (Kpome

xumuoiydesoro) [ 13].

1.4 Komuposanue no MKbB-10

3iokauecTBeHHast Mejianoma koxcu (C43, C51, C60.9, C63.2) [15]:

* (43.0 3noxauecTBeHHas: MelaHOMA I'yObI

(C43.1 310kauecTBEHHAs MEJIaHOMa BEKa, BKJIIOYasl CIIAKy BEK

* (C43.2 3nokayecTBEHHAs MEJIaHOMA yXa U Hapy’>KHOT'O CIIyXOBOTr'O IPOX0/ia

* (C43.3 310kayecTBEHHAs MeJIaHOMA APYTUX U HEYyTOYHEHHBIX YacTe! JIula

* (C43.4 3noxayecTBEHHAs MEJIaHOMA BOJIOCCTOM YaCTH T'OJIOBBI U LIIEU

* (C43.5 3n0kadecTBEHHAsl MEJaHOMa TYJIOBHUINA (BKJIOYAs KOXKY IepHaHalIbHON
001acTH, KOXKY aHyca U TIOTPaHUYHYIO 30HY, KOXKY I'pyTHOU jKeJIe3bl

* (43.6 3nokavyecTBeHHass MeJaHOMa BEpXHEW KOHEUHOCTH, BKJIIOYas 001acTh
IJIEYEBOTO CYCTaBa

* (C43.7 3mokauecTBeHHass MeEJIAaHOMAa HIKHEH KOHEUHOCTH, BKJIIOYas 00JacTh
Ta300€ApPEHHOT0 CyCTaBa

* (43.8 3nokayecTBEHHas MeJaHOMa KOXH, BBIXOJSIIAS 3a MpeAesibl OJHOM U
OoJiee BBIICYKAa3aHHBIX JIOKATH3AIUN

* (C43.9 3nokadyecTBEeHHas MeJIaHOMA KO>KM HEyTOUHEHHAs

* (51 3nokauecTBeHHOE HOBOOOPA30BaHUE BYJIbBbI

* (C60.9 3nokauecTBeHHBbIE HOBOOOpPA30BaHMS IIOJIOBOIO HYIEHA HEYTOYHEHHOU
JIOKaJIH3aluu

* (C63.2 3nokauecTBeHHbIE HOBOOOPAa30BaHUS MOIIIOHKH

MeTtacTa3bl MeJAaHOMBbI 0€3 BLISBJIEHHOI0 INEPBUYHOI0 o4yara:
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C77.0 - C77.9 BropuuHoe U HEyTOYHEHHOE 3JI0KAUeCTBEHHOE HOBOOOpPa30BaHUE
AUM(paTUIECKUX Y3JIOB (071 Cy4ae8 6nepevle 6blAGNeHHbIX Memacmasos
Menanomvl 8 num@amuieckue y3vl be3 6blA6IeHHO20 NEPEUYHO20 04a2a)

C78 BropuuHOE 37I0Kaue€CTBEHHOE HOBOOOpAa30BaHME OPraHOB JBIXaHUSA U
MUILEBAPEHUS

C79 BropuuHoe 3710Ka4yecTBEHHOE HOBOOOPa30BaHHUE JPYTUX JOKaIH3aUN

C79.2 BropuuHoe 3710Ka4€CTBEHHOE HOBOOOPa30BaHUE KOXKH

C79.3 BropuuHoe 310Ka4ecCTBEHHOE HOBOOOPa30BaHHE TOJIOBHOTO MoO3ra M

MO3TOBBIX 000JI0YEK

1.5 Knaccudpukanus

1.5.1

Memz[ynapoxmaﬂ I'ICTOJJOrHYeCKas K.J'IaCCI/I(l)I/IKaHI/IH MEJIAHOIIMTAPHBIX

onyxoJeii koxu (knaccudukarnus BO3, 4-e uznanue, 2013 1) [16]

Zloﬁpommecmeennbte Mmenanouumapnole Hosooﬁpas'oeanu}l:

8720/0 | IurmenTHbIN HEBYC, BJIY (C44. )
Hesyc, B/IV (C44. )
Menanoyumapnuwiii negyc (C44._)
Bonocsanoii negyc (C44._)

8723/0 | l'amoneByc
Pezepeccupyrowuii canonesyc (C44. )

8722/0 | bamonHokneTouHbIl HeBYC (C44. )

8725/0 | Hetiponesyc (C44. )

8726/0 | I'mranTokierounslii HeByc (C69.4)

Menanoyumoma enazunozco sonoxa (C69.4)
Menanoyumoma, BIIY

8727/0 | Hucnnactuueckuii HeByc (C44. )

8728/0 | Nuddy3usrii mernanoiutos (C70.9)

8730/0 | beciurmenTHsIil HeBYC (C44. )
becysemmnuwiii negyc (C44._)

8740/0 | [Morpanuunstii HeByc, BAY (C44. )
Humpasnudepmanvrolii (6Hympusnudepmanvrwiil) Hegyc (C44. )
FOukyuonanvuwii negyc (C44. )

8750/0 | UnTtpagepmanbHblil (BHYTpUAEpMaibHbIi) HeBYC (C44. )
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Jepmanvusiii negyc (C44. )

8760/0 | Cnoxusrit HeByc (C44. )
Onuoepmo-oepmanvhviii Hegyc (C44. )
8761/0 | Mamnplii BpoxaeHHbii HeByc (C44. )
8770/0 | DnuTenuouIHBINA U BepeTeHOKIeTOUHbIN HeByC (C44. )
FOsenunvrnasn menanoma (C44._)
FOsenunvroui negyc (C44.)
Hegyc Hnuy (C44._)
Tuemenmupogannviii 6epemenoxiemounsiil Hegyc Puoa (C44. )
8771/0 | DnurenuonHOKIETOYHBII HeBYC (C44. )
8780/0 | I'omy6oii HeByc, BIY (C69. )
Tonyb6oii nesyc HAoaccona (C44._)
8790/0 | Knerounsrii romy6oii HeByc (C44. )
8772/0 | BepereHokierounslii HeByc, BJIY (C44. )

HpeusnoxaquTBeHHHe HN3MCHCHHUSA

8728/1 | MenunreaibHas menaanonuToma (C70.9)
8761/1 | I'mrantckuii nurMeHTHbIH HeByC, BIIY (C44. )

Ipomesicymounvlil u eueanmckuii 8podcoenuviil Hegyc (C44. )
8762/1 | IlponudepaTuBHOE MOPAKEHUE KOXKH MPH BpoxkaeHHOM HeByce (C44. )
8742/2 | 3nokayectBeHHoe JieHTUrO (C44. )

Menanomuueckas éecnywixa Xamuuncona, B/JY (C44. )
8741/2 | IlpenpaxoBeiii Menano3, BJIY (C44. )
8720/2 | Menanoma in situ

3/10KaYecTBEHHbIE MECJIAHOIMTAPHBIC OITYXO0JIH

8720/3 | 3nokayecTBeHHass menaHoma, B/IY (3a HCKIIOUEHHEM FOBEHWIBHON MEIaHOMBI
8770/0)
Menanoma, BIIY
8721/3 | Y3noBas menanoma (C44. )
8722/3 | bamonHokineTouHas menanoma (C44. )
8723/3 | 3nokauecTBeHHas MellaHOMa, perpeccupytomas (C44. )
8728/3 | MenunreaibHbii Metanomaros (C70.9)
8730/3 | Amenanorudeckas menanoma (C44. )
8740/3 | 3mokavecTBEHHAs MeJIaHOMA TpU MorpaHnyHOM HeByce (C44. )

13




8741/3 | 3nokauecTBEHHAs MeJIaHOMa NP TMpeapakoBoM mMenaHose (C44. )

8742/3 | Jlenturo-menanoma (C44. )
3noxkauecmeenHas MeiaHomMa 6 MeIAHOMU4ecKol 6ecHywKe XamuuHcoHa

(C44. )

8743/3 | [loBepxHOCTHO pacmpocTpanstonascs Menanoma (C44. )

8744/3 | AkpasibHas JICHTUTHHO3HAs MeJaHOMa, 3NlokauecTBeHHas (C44. )

8745/3 | decmormnactuueckas MelaHoMa, 3inokadecTBeHHas (C44. )
Hecmonnacmuueckas menanoma, amenanomuyeckasn (C44._)

Heupomponnasa menanoma, 3nokauecmeennas (C44. )

8746/3 | JleHTUrMHO3HAS MEJIAHOMA CIU3UCTBIX 000JI0UEK

8761/3 | 3nokauecTBEHHAs MEJIaHOMA IPU TUTAHTCKOM IMUTMEHTHOM HeByce (C44. )

3noxavecmeennas menanoma npu 6p09f€()€HHOM MENAHOYUMAPHOM Heegyce

(C44. )

8770/3 | CmemiaHHas SIUTEINOUIHAS U BEPETEHOKIICTOUHAS MelaHOMa

&771/3 ONUTEIUOUIHOKIIETOUHAS Mejlanoma 8772/0

Bepemenoknemounwiii negyc, BIIY (C44._)

8772/3 | BepereHokierounas menanoma, bJ1Y

8773/3 | Beperenoknerounas menanoma, Tan A (C69. )

8774/3 | Beperenoknerounast menanoma, Tam B (C69. )

8780/3 | I'omy0oii HeByc, 3n0kayecTBeHHBIH (C44. )

Mopdosoruueckiue THIIBI HE OKa3bIBAIOT CAMOCTOSTENILHOTO BIMSHHUS Ha MPOTHO3 TEUCHHSA
0oJie3HU (TOJIBKO Yepe3 CBsA3b C TONILIMHOMN OmyXxoiu 1o bpecnoy u u3bsa3BICHUE OMYXOJH), HO
OCBEJIOMJICHHOCTh O Pa3jIMYHBIX KIMHUYECKUX BapUAHTAX PA3BUTHUS METAHOMBI KOXH MOXKET
ObITh  TOJE3Ha Ha JTame ocMoTpa A JudQepeHIHaTbHOR  JUarHOCTHKU — C

N00pOKaYECTBEHHBIMU HOBOOOPA30BAHUSIMU KOXKH.

1.5.2 CragupoBanue

1.5.2.1 CragupoBanue MejaHomMbl koxu mo cucreme UICC / AJCC TNM (8
nepecmortp, 201717, 18])

,HJISI nmpoucaypsl CTaaAupOBaHUA MCJIaHOMBI TUCTOJIOTHYECCKOC MOATBCPIKACHUC
00s13aTEILHO. OI_IGHKy COCTOsAHUA .HI/IM(baTI/I‘-IeCKI/IX Y3JI0B JId YCTAHOBJICHUSA CTaauU
BBIIIOJIHAKOT MpU TIOMOINHW KIIMHUYCCKOr0O OCMOTpa, HHCTPYMCHTAJIbHBIX I/ICCJIe,Z[OBaHI/Iﬁ u

MPOLEAYPBI OMOIICHU CTOPOKEBOTO TUM(BATUIECKOTO y3JIa.
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Kpurepunii T

oTpaxkaer

PACIPOCTPAHEHHOCTH

NepBUYHOM  OIYXOJIH.

Kanaccuduxanus no kpurepuro T Bo3MoOKHA TOJBKO MOCJIe yAaJeHUs] IePBUYHOI OMyX0/IH

U ee THCTOJIOTHYeCKOro uccjaeaoBanus (TadJ.l).

Taonuya 1. Kpumepuit T (nepsuunas onyxons)

Kpurepnii T

TouammHa onyxoJiu 1mo

bpeciaoy

HN3bsa3BICHUE TEPBUYHOM

OImyXO0JI1

Tx: ToNKHA IEpBUYHON
OITyXOJIH HE MOXKET OBITh
olpezeseHa (Halpumep, Ipu
yJIaJIeHUH OIYXOJIH
KIOpeTaXkeM, OpUTBEHHOMH
OMONCHUN WIIM YaCTHYHOU

perpeccuu MeJIaHOMBI)

HC IPUMCHHUMO

HC IPUMCHHUMO

To HET NPU3HAKOB IEPBUYHON
OIlyXOJIH (HanpuMep, He
BBISIBJIEH IIEPBUYHBII Oo4ar
WJIM TIOJIHAsl PETPECCUS

MEJIaHOMBI)

HC IPUMCHHUMO

HC IPUMCHHUMO

Tis: Mmenanoma in situ
(ypoBenb nnBasuu no Kmnapky
I) (arunnueckas
MeJTaHOIUTapHast
TUIIEPIUIa3us, TsKenas
MeJIaHOLIUTapHas TUCTIIa3us,
HEHHBa3UBHAs

3JI0KA4E€CTBEHHAs OITYXOJIb)

HC IPUMCHHUMO

HC IPUMCHHUMO

HewnsBecTHO win He

T1 <1,0 mm
OTIpeeNICHO
Tla <0,8 Mm 0€e3 N3BA3BICHUA
<0,8 Mm C U3BS3BIICHUEM
T1b
0,8—-1,0 Mmm C U3BI3BIIEHUEM HIIH O€3
T2 >1,0 mm 1 <2,0 MM HewussecTHo unu He
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OIpeICTICHO

0€3 U3BbA3BICHUI

T2a >1,0 M u < 2,0 MM
T2b >1,0 M u < 2,0 MM C U3BA3BIICHUEM
HewusBecTHO wiu He
T3 >2.0 MM 1 < 4,0 MM
OTpeIeIeHO
T3a >2.0 MM 1 < 4,0 MM 0e3 U3bA3BICHUS
T3b >2,0 MM 1 < 4,0 MM C U3BA3BIICHUEM
HewusBecTHO wiu He
T4 >4,0 MM
OTpeIeTICHO
T4a >4,0 Mmm 0€3 U3bI3BICHUS
T4b >4.0 MM C U3BA3BIICHUEM

Kpurepuii N yka3piBaeT Ha HaJIM4HMe MJIH OTCYTCTBHE METACTA30B B PErHOHAPHBIX

JuM@paTHYECKHX y3/1ax (cM. Ta0J1.3).

J1s1 omyxoJ1eid, pacnoJioKeHHbIX MPeuMYIIeCTBEHHO HA OJJHOM CTOPOHe TeJia (JieBOH

WJIM MPABOii), perHOHAPHBIMH JIUM(PATHUECKUMH Y3J1aMH CJIeAyeT CUUTATh:

® FOJIOBa, mes: UICHUJIaTCPaJIbHBIC OKOJIOYIIHBIC, TOAYCIIFOCTHEIC,

HIeHHbIC U HAJKITIOUYNYHbIE TUM(aTHUIeCKue y3IIbl

* ['pynHas creHka: UIcuiIaTepagbHbIC MOAMBIIICYHbIC TUM(AaTHIECKUE Y3IIbI

® BerHHH KOHCYHOCTL: UTICUJIATCPAJIbHBIC JIOKTCBLIC U ITIOAMBITIICYHBIC

TuMQaTHIecKue y3ibl
* J)KuBoT, OSICHUIIA U SITOUIIBL: UTICUIIATEPATILHBIE TTAXOBbIE

TuMQaTHIecKue y3ibl

* HixHSAS KOHEYHOCTD: HUIICWJIATCPAJIbHBIC MTOJAKOJICHHBIC U IMTaXOBBIC

TuMQaTHIecKue y3Ibl

* Kpaii anyca u xoa nepranaibHOM 00JacTu: UIIcUIaTepaabHast aXOBbIe

TuMdaTudecKue y3ibl.

B cayuae pacmoJioikeHHMsi OIYXO0JIM B NMOTPAHHUYHBIX 30HAX JUMQOY3abl ¢ 00enx

CTOPOH MOI'YT CUYMTATHCH PErHOHAPHBIMHA.
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B Tabnune 2 npuBeACHBI aHATOMHYECKHE OPUEHTHPHI IS OMPEACICHUS MOTPAHUYHBIX
30H IHUPUHOH 4 CM.
Tabnuya 2. Anamomuyeckue OpUEHMUPLI NOPAHUYHBIX 30H O1A ONPEOeneHUs

pezuoHnapHuIX TumMpamuueckux dacceiinos

OoJaacTu JInaus rpaHunsl (LMPUHOH 4 cM)

JleBasi u npaBasi NOJIOBHHBI CpenuHHas TMHUS Tena

TI'onoBa u mesi / rpyaHasi cTeHKA Kirounna — akpoMHOH — BEpXHUI Kpail mieda
I'pynnasi cteHka / BepXHsisi KOHEYHOCTH IIne4o — moaMebllIeyHas BaguHa — IJ1e40

I'pynnass crenka / xuBoT, mosichuna uam Cnepenu: cepeuHa  PAcCTOSHUS — MEXIY
ArOAULBI MyTIKOM U peOepHOU AyTOi;
Czaau: HWXKHAS TPaHULA TPYAHOrO MO3BOHKA
(ToTepeyHBbI OTPOCTOK)
KuBoT, mosicHuna M siroauibl / HUkHAA [laxoBas ckimagka — OoNbIION BepTen —

KOHCYHOCTD ArogudHas 60p03na

IIpn oOHapykeHMH MeTacTa3oB B JUM(paTHYECKHX Y3/1aX 3a NpeAeJaMH YKa3aHHBIX
PEerHOHAPHBIX 30H METACTA3HPOBAHHUSA cJeAyeT KJIacCH(PUUMPOBaTh MX KaK OTAAJICHHbIE

MeTacTasbl.

Taoénuya 3. Kpumepuit N (nopasicenue pecuoHapuslx 1umpamuyeckux y3/10e)

Kpurepnii N KoJsimyecTBO nopaskeHHbIX TPaH3UTHbIE, CATeJIUTHDIE
(cooTBeTCTBYET JUM(paTHYeCKUX y3JI0B WJIM MUKPOCaTeJUINTHbIE
pN) MeTacTasbl
EJ
Nx peruoHapHbie TUM(OY3IBl HE MOTYT OBITh
HE IPUMEHUMO
OLICHEHBI
NO HET NMPHU3HAKOB MOPaKEHUS] pETMOHAPHBIX
OTcyTCTBYIOT
aumMpoy3noB
N1 OJIMH MOPAKEHHBIA pernoHapHbIi uMbaTrueckuil yzen UM nanuune

TPAH3UTHLBIX, CAaTCIUIMTHBIX WM MUKPOCATCIUIMTHBIX MCTACTAa30B

" B COOTBETCTBHH ¢ npaBuinamMu kinaccupukanun UICC s OLEHKH COCTOSIHUSI PETMOHAPHBIX Y3JIO0B
JIOTIyCKaeTCsl KIMHUYECKUI WM paanonornyeckuid Meron. B 1o Bpems kak npaBuna AJCC cTporo peKOMeHIyIoT
BBITIONHATE MOP(OJOTHUECKYIO OIIEHKY COCTOSHHS PErHOHApHBIX JUM(OY3JI0B M yKa3blBaTh NX Bceraa, KOraa
Ouomncusi cTopo:keBoro JumMdoysia He BBHIIOJHSAJIACH WIH pernoHapHble JuM@oy3iabl paHee yAaJieHbI MO
apyroii npuuymuHe). Hckiaodenue: Mop¢oJioruyeckoe cTaaupoBaHue He Tpedyercss AJis MeJaHOMbI €

RaTeropneﬁ Tl, cjaeayeT uCnoJib30BaTbh KIIMHUYECKUE JaHHbIE.
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Nla OJINH NIOPAKEHHBIN KIIMHUYECKU HE

oTpeNieNIsIeMblii perHOHAPHBIN TUM}OY3en
OTtcyTCTBYIOT
(T.e. BBISBJIIGHHBIN 1O JAHHBIM OMOTICUU

CTOPO’KEBOTO TUM(OY3I1a)

N1b OJIMH IOPaKCHHBIA KIIMHUYECKHU
OTcyTCTBYIOT
oTpeNieNIsieMblii perHOHAPHBIN TUMdOy3en

Nlc HET METACTa30B B PETHOHAPHBIX
[IpucyrcTBytor
muMdoysnax

N2 7IBa WM TPU NOPaKEHHBIX PETHOHAPHBIX TuMbaTnyeckux y3na MJIN ogun
MOpa)KEHHBIN pErMOHAPHBIN TUM(PATUYECKHH y3€ll B COYETaHUH C HATUIUEM

TPAH3UTHLBIX, CAaTCIUIMTHBIX WM MUKPOCATCINIMTHBIX MCTACTAa30B

N2a JIBa WJIM TPU MOPAKEHHBIX KIMHUYECKH HE
OTIpeIeNIIEMbIX PErHOHAPHBIX JUM(Oy3ia
OTtcyTCTBYIOT
(T.e. BBISIBJIGHHBIX 10 JAHHBIM OHOTICHH

CTOPO’KEBOTO TUM(OY3I1a)

N2b JIBa UJIU TPU MOPAKECHHBIX KIMHUYECKU
OINpEEIAEMbIMX PETMOHAPHBINX OTcyTCTBYIOT

mumMpoysna

N2c OJIMH NOPAKCHHBIN KIIMHUYECKU HE
OIpeeIsieMbIN WIH OIIPENeIIIeMbIN [IpucyrcTBytor

peruoHapHsbIi TuMdoys3en

N3 YyeThIpe U 00JIee TOpaKEHHBIX PETHOHAPHBIX TuMpaTnyeckux y3na NJIN
JBa 1 0osiee MOpayKeHHBIX PETHOHAPHBIX TUM(pATUYECKUX Y3J1a B COUETaHUU
C HaJIMYUEM TPAH3UTHBIX, CATEIUIMTHBIX UJIM MUKPOCATEIUIUTHBIX

METAaCTa3oB

N3a 4eThIpe U O0s1ee TOPAKEHHBIX KIMHUYECKH
HC OHpCI[eJIHCMBIX peFI/IOHapHBIX
auM}aTudecKux y3ia (T.€. BBISBICHHBIX T10 OTtcyTCTBYIOT

JTAaHHBIM OMOTICUU CTOPOKEBOTO

aumMpoysina)

N3b 4eThIpe U Oosiee NopakeHHBIX

PETHOHAPHBIX JTUM(ATHUECKHUX y3I1a, CPEIH
OTtcyTCTBYIOT
KOTOPBIX XOTS OBl OZIMH ONPEACISICTCSI

KIIMHUYCCKH, UJIKU HAJTUYUC KOHTJIOMCPATOB
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auM}aTHIeCKUX y3710B

N3c JIBa UM OoJiee KITMHUYECKH He

OINPEIEIAEMBIX UIIU ONPEIEIAEMBIX
[IpucyrcTBytor
pernoHapHbIX TUM(pOY3Ta, WK

KOHIJIOMEPAaThl PETHOHAPHBIX TUM(OY3II0B

Ilpumeyanue: camennumamu HA3bLIBAIONM ONYXOJIEGble OMCEBbl UMU Y3EAKU (MAKPO- UlU
MUKpOCKOnuyeckue) 6 npedenax 2 cm om nepeuyHou onyxoau. Tpau3umueimu memacmasamu
HA3b18A0M MEeMAcmasbl 8 KONXCY ULU NOOKONCHYIO KIemYamKy Ha paccmosHuu bonee 2 cm om
NepPBUYHOL ONYXOAU HO He PACHPOCMPAHAIOWUECS 3a Npedeibl PecUOHAPHBIX TUMPAMULECKUX
V37108.

Ilpumeuanue: uU301UPOBAHHbIE ONYXOJle8ble KIeMmKU, KOMOpvle HpeoCmasiaom coboll
omaoenvHble KIemKU Uiu Kiacmepwvl Kiemok He Oonee 0,2 mMm 6 HaubonvbuieM usmepeHuu u
Komopule Mo2ym Obimb 0OHAPYIHCEHbI NPU NOMOWU PYMUHHO20 OKPAUUBAHUS 2eMAMOKCUTUHOM
U DO3UHOM UTU UMMYHOSUCHOXUMUYECK20 OKPAWUBAHUS, 6blAGIAeMble 6 DeCUOHAPHBIX
qumM@amuueckux y3nax, kiaccuguyupyromes kax memacma3svl (N1, N2 uiu N3 6 3asucumocmu

om KoJiudecmea nopasCeEHHblX JZMquOyS’JZO@).

Kpurepuii M xapakTepu3yeT HaJlu4Me WJIH OTCYTCTBHE OTAAJEHHBIX MeTacTa30B (Ta0.1.4).

Taonuya 4. Kpumepuit M (omoanennvie memacmasut)

Kpurepuiit M AHaToOMHYeCcKas JTOKAJIU3ALNUA Yposenn
MeTacTa3oB JIAKTaTAeruporeHasol B
KPOBH
Mo HET MPU3HAKOB OT/aJI€HHBIX METACTa30B HE TIPUMEHUMO
Ml €CTbh OTAAJICHHBIE METACTA3bl
Mla He ykaszan unu He onpezeieH
OTJAJICHHBbIE METACTa3bl B KOKY, MATKHE
Mla (0) TKaHU (BKITIOYAs! MBIIICYHYIO), U/ UITU He noseiiien
HEeperuoHapHbIe TUM(POY3ITbI
Mla (1) [ToBbiIeH
M1lb

OTOAaJICHHBIC METACTa3hbl B JICTKHUC C UJIU 0e3 | He YKa3aH UJIKM HEC ONPCACIICH

19




MI1b (0) METAaCcTa30B, COOTBETCTBYOIINX He TOBBIICH
Jokanu3anuaM Mla
MI1b (1) IToBeImeH
Milc OT/IaJICHHbIE METAacTa3bl BO BHYTPEHHUE He ykazan unu He onpezesiexn
Mic (0) oprasbl, 3a uckimouenneM [THC, ¢ unu 6e3
He nosrimen
METacTa30B, COOTBETCTBYIOIIUX
Miec (1) Jokanu3anusam Mlau M1b IToBbImen
Mld He yka3an unu He onpezesneH
Mid (0) oTnaleHHble MeTacTasbsl B IITHC He nosrimen
Mi1d (1) IToBeImIeH

['pynmupoBKa 1Mo cTafusiM MpeacTaBieHa B Tabiuie S.

Taobnuuya 5. I pynnuposka no cmaouam meaanomvl KOHcu

T N M I'pynnuposka no
CTaUsIM
Tis NO’ MO 0
Tla NO MO IA
T1b NO MO IA
T2a NO MO IB
T2b NO MO ITA
T3a NO MO ITA
T3b NO MO 1B
T4a NO MO 1B
T4b NO MO 1C
TO N1b, Nlc MO 111B
TO N2b, N2¢, N3b mnu N3¢ MO 1IcC
Tla/b-T2a Nla unu N2a MO IIIA
Tla/b-T2a N1b/c nmu N2b MO 111B
T2b/T3a Nla-N2b MO 111B

*
Ipu craguu TO mmu T1 mHe TpebyeTca Mopdosorudeckas BepH(UKALUsS COCTOSHUSA THUM(PATHIECKUX
y3710B. JlomycKaeTcsl HCIONb30BaTh KIMHUUYECKYIO OLEHKY COCTOSHHUS JUMQOY3JIOB U1 IaTOJIOTHYECKOro

CTaiupOBaHMA.
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Tla-T3a N2c nimm N3a/b/c MO IIcC
T3b/T4a JIro6as kateropust N > MO IIcC
N1
T4b Nla-N2c MO 1IcC
T4b N3a/b/c MO 11D
JIrobas T, Tis JIro6as xateropus N Ml v

* Meracra3zbl MEJIaHOMBI KOXKH 0€3 BBISABICHHOTO NEPBHYHOIO O4ara B nepudepudeckue
TuMQOY3JIbI OJJHOTO peruoHa cienyer craxupoBaTh kak Il craguro (IIIB (TO N1b, TO

Nlc) mnu HIC (TO N2b, N2¢, N3b mnu N3c¢)

Onnaitn  kanekynstop craaun pINM AJCC/UICC 8 mnepecMoTpa JOCTYNEH Ha caiite

http://melanomapro.ru/site/calctnm

1.5.2.2 CrapmpoBanne MeJIJAaHOMBbI BEPXHHX /[bIXaTeJIbHbIX M NHIIEBAPHTEIbHBIX

nyreii (C00-06, 10-14, 30-32) nmo cucreme UICC TNM (8 mepecmotp, 2017[18])

,HJI?I nmpoucaypsl CTaaAupOBaHUA MCJIaHOMBI TUCTOJIOTHYECCKOC MOATBCPIKACHUC
00s13aTeNbHO. OI_IGHKy COCTOsHHA J'II/IM(baTI/I‘-IeCKI/IX Y3JI0OB JId YCTAHOBJICHUSA CTaduU

BBIITOJHAIOT IMPU IMOMOIIH KIIMHUYCCKOTO OCMOTPAa U UHCTPYMCHTAJIbHBIX HCCHGHOBaHHﬁ.

Kpurepuii T orpaxkaer pacnpocTpaHEeHHOCTD NIEPBUYHOI OIYXOJIH.

Tx — HEOOCTaTOYHO JaHHBIX JJI1 OLEHKM NEPBUYHONW OINyXOJNM (BKJIIOYAsl CIy4au
CTIIOHTAHHOM PETPECCUH OIYXOJIH, a TAKXKE OIIMOKH MPH XHUPYPIUIECKOM YaICHHH OITyXOJIN).

To — OTCYTCTBHE EPBUYHON OIYXOJIH.

Tis — KpUTEepUl HE IPUMEHUM .

T| — KpuTepuil HE IPUMEHUM.

T, — KpuTEepuil HE IPUMEHUM.

T3 — omyxosib OrpaHMYeHa TOJIBKO JMUTEIUEM W/WIN TMOJCIU3UCTBIM cioeM (0one3Hb

CITM3UCTON 00OJIOUKH).

Ts4a — oOIyXonb mpopacTacT B MOMIEXKAIIME MATKME TKAHW, XpsIl, KOCTb WU

MIPUJIEKAILYIO KOXY.
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T4, — OIyX0JIb IpOpacTaeT B JHOOYIO U3 CIEAYIOMIUX CTPYKTYp: TOJIOBHON MO3T, TBEpaas
MO3roBasi 000JI04Ka, OCHOBaHUE Yeperia, YeperHO-MO3roBble HepBbl ocHoBaHus uepena (IX, X,

XI, XII), >)xeBaTenbHYIO KJIETYATKY, IPEBEPTEOPAILHOYIO KIETYATKY, CPEIOCTEHHE.

Hpumetmnue: MelaAHOMA CHAUSUCNIbIX A6/1Aemcs CZZpeCCI/l@HOIZ onyxoJjiblo, nomomy

kpumepuu T1 u T2 nponywenvt, kax u cmaous I u 1.

Kpurepuii N yka3piBaeT Ha HaJM4ue WJIHM OTCYTCTBHME MeETACTa30B B PEerHOHAPHBIX
JUM(paTHYECKHX y31aX.

NX — HCAOCTAaTOYHO JAHHBIX JJIS1 OICHKU PCTUOHAPHBIX HI/IMq)aTI/I‘-IGCKI/IX Y3JIOB

No— nopaxeHusi peruoHapHbBIX JTUM(ATHUECKUX y3JI0B HET

N — HaJIMYKMe METacTa30B B PETMOHAPHBIX JIUM(POY3Iax

Kpurepuii M xapakTepu3yeT HaJiu4Me WJIH OTCYTCTBHE OTAAJEHHBIX METACTA30B.
M) — OTaJIEHHBIX METACTa30B HET.

M, — HaJIMYMe OTAAIEHHBIX METACTA30B.

B Tabnuue 6 npuBeneHa rpynmupoBKa MEITaHOMBI CIIM3UCTHIX 000JI0UEK MO CTausAM

Taoénuya 6. I'pynnuposxka no cmaouam meaaHoMvl CIUUCHIBIX 0007104€K 8EPXHUX OMOeN108

ObIXameJibHbIX U nuuiesapumeslbHblx nymet?

Cragusa T N M
I T3 NO MO
IVA T4a NO MO
T3, T4a N1 MO
IVB T4b Jlro6as MO
IvC Jrobas Jrobas M1

1.6. Knuanyeckasi KapTHHA

B GonbmMHCTBE CllyyaeB KIMHUYECKask AUArHOCTHKA IEPBUYHON METaHOMBI KOXKH He
BBI3bIBACT 3aTPyAHEHUI y TOATOTOBIEHHOIO cnenuanucra [19].

Knunnueckass kapTMHa MOBEPXHOCTHO-PACIPOCTPAHSIOLIEHCS MEIaHOMbI KOXH JIydYlle
BCEro OMMChIBaeTCs Kiaccuueckoir abopeBuarypoit ABCDE. A (asymmetry) - moBepXHOCTHO-

pacnpocCTpaHiaromas MEJIaHOMa KOXHU HMMCECT BUIA NHUIMCHTHOI'O IISITHA, XaPaKTCPU3YIOIICTOCA
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aCUMMETpHUEH: eCIIi POBECTH Yepe3 o0pa3oBaHKe BOOOPAKAEMYIO JIMHUIO, OJJHA €TO MOJIOBUHA
mo ¢opme He OyJIeT COOTBETCTBOBATH JApyroii. B (border) - rpaHuIlbl METaHOMBI KOXKU UMEIOT
HEPaBHOMEPHBIN XapaKTep: OHU MOTYT ObITh HEPOBHBIMH, HEUETKHUMHU, HMETh «reorpaduueckue
ouepranus». C (color) - i NOBEPXHOCTHO-PACIPOCTPAHSAIOMICHCS MEIAHOMBI KOXHU
XapakTepHa MOJMXPOMHUS: HATUYHE HECKOIBKUX IIBETOB B OAHOM oOpa3oBanuu. D (diameter) -
pa3Mepbl MOBEPXHOCTHO-PACIIPOCTPAHSIONIECHCS METaHOMBI KOXKH yalie Bcero npesbimator 0,5
cM. E (evolution mim elevation — 3BOJIIONMS MM BO3BBIIMICHUE) - JUISI MEJIAHOMBI KOXKHM BCET/Ia
XapakTepHa Kakasi-TO HBOJIIOIUS B TEUEHUE BPEMEHHU.

Yame Bcero mamueHT oOpaimaercsi ¢ kajao00id, 4TO pOAMHKA HA MMOBEPXHOCTU €r0 KOXH
Hayalla M3MEHSAThCS — OTMEYaeTcs POCT, M3MEHEHHE KOH(HUTypaluu TpaHWI, MOSBJICHHUE B
npenenaax oOpa3oBaHMs Pa3HBIX IIBETOBBIX OTTEHKOB. OIHA M3 HEPEIKHX Kalo0 - MOSBICHHE
3yJa, ¥OKCHHS, KaKUX-TO HEMPHUSITHBIX OIIYIIeHU! B 001acTu 00pa3oBaHusl.

IIpamio ABCDE He npumeHMMO Ui y3JI0BOM  MEJNAHOMBI, IIOCKOJIBKY
(hOpPMUPYIOIIUIACS y3€] Ha IEPBBIX MOPAX MOXKET OBITh CAMMETPUYIHBIM, C POBHBIMH I'PAHULIAMH,
TOMOTE@HHOTO YE€pPHOTO WU CHHE-YEPHOTO I[BETa, JAUAMETP MOXKET ObITh I0ObM. CHUMITOM
ABOJIIOIIMK O00Pa30BaHMsI, TEM HE MEHEE, OCTACTCS aKTyaJIbHBIM — MAIUEHTHl OTMEYAOT POCT
y3e/Ka B TEUEHHUE BPEMEHU, WHOTJA — YyBCTBO OONH WM XKKEHUS, MOSBUBIIEECS B 00IacTH
OITYXOJIH. bonee penkwe kinuHUYeckue (GOpPMBI MEITAHOMBI (MENaHOMa IO THITY
3JI0KAYE€CTBEHHOT'O JIEHTUTO, AaKpaJlbHO-JEHTUTHMHO3HAsT MEJIaHOMa, MOJHOITEBas MeJlaHoMa,
OecriurMeHTHast (hopMa OMyXOJIM M JAPYTHMe) MOTYT BBI3BIBATH 3aTPYJHEHHS B KIMHHUYECKON
JUArHOCTUKE, B CBA3M C YE€M PEKOMEHJIOBAaHbI JOIMOJIHUTENIbHbIE HEWHBA3WBHBIC (HAMpUMED,
JIEpMAaTOCKOIHS, ONTHYECKass KOTEpEeHTHas ToMorpadus) WIH WHBAa3HBHBIC (IKIM3HOHHAS
OMOTICHS) METO/IBI TMATHOCTUKH, TPUMEHSIEMBIE TIOJrOTOBIEHHBIMHU crieiuanuctamu [19].

B HEeKOTOpBIX ciay4asx MeTaHoMa MaHU(ECTUPYET C YBETUYCHUS TUM(PATUICCKIX y3JI0B,
KOTOpBIC HA TIEPBOM ATare HEBEPHO PACIICHUBAIOTCS Kak JTMM(aaeHUT, TuMpoMa WU METacTa3bl
paka 0e3 BBISIBICHHOTO NepBHYHOr0 odara. CBOEBPEMEHHO TNPOBEICHHAS TOHKOHUTOJIbHAS
Ouworicusi wiM Kop-Ouomcust (MHOTJA C TMOCHEAYIONIMM HMMMYHOTHCTOXUMHUYECKHM  HITH
UMMYHOIIMTOXUMUYECKUM  aHAIM30M) YBEIMUYEHHOTO JHUM(ATHYECKOTO y37a MO3BOJISET

OTJIMYUTDL APYTUC MPUINHBI JII/IM(I)aILCHOHaTI/II/I OT M€TaCTa30B MCJIaHOMBEI.
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cTp. 24

2. /ImarHocTuka

2.1 ’Kaao0bl M aHaAMHe3

Pexomenayercss cOop kano0 W aHaMHe3a y MAalMEHTa C LEJbI0 BbISABICHUS (DaKTOPOB,
KOTOpPBbIE MOTYT IOBJIMATH HA BHIOOP TAKTUKH JICYCHHUS, METOJIOB IUATHOCTUKHU M BTOPHUYHOU
npodunaktuku [20].

YpoBeHb yoeauTeJbHOCTH pekoMeHaanui - B (ypoBeHb JOCTOBEPHOCTH J0KA3aTEIbCTB -
ITA)

Kommenmapuu: Kniouesvie ¢haxmopuvl pucka pazeumusi MelaHOMbl KOXCU NPUBEOEHbl 6

paszodene 1.2 («Imuonozus u namozenesy).

2.2 du3ukajJbHoe 00cJaeJ0BaAHNE

[Tpu mepBoM oOpalieHHH MAaIMEeHTa ¢ Kajo0aMH Ha MUTMEHTHOE HOBOOOpPAa3OBaHHE KOXKU
HACTOSITEIbHO PEKOMEHJIyETCSl PACIIMPUTh 30HY OCMOTpPa U OLIEHUTh COCTOSIHUE BCEX
KOXHBIX TOKPOBOB (BKJIIOYasi BOJIOCUCTYIO 4YacThb TOJIOBBI U cTombl). [21-26]
YpoBeHb yoeauTeJbHOCTH pekoMeHaanui - B (ypoBeHb JOCTOBEPHOCTH JOKA3aTEIbCTB -
ITA)

Kommenmapuu: Ilepsuuno-mHooicecmeennvie  CUHXPOHHLIE — ONYXOAU  (MEIAHOMbl U

HeMeNlaHOMHbLe ONYXO0IU KOMHCU) Mo2ym Obimb 0OHapycensl y 5-10% 6onvubix [21-25].

OcMOTp manMeHTa PEKOMEHIYeTCsl MPOBOAUTH BpauaM, HWMEIOIIMM HAaBBIKM pPaHHEH
JMArHOCTHKH 3JI0KaYECTBEHHBIX HOBOOOPA30BaHMM KOXKU [26-28].
YpoBeHb yoeauTeJbHOCTH pekoMeHaanui - B (ypoBeHb JOCTOBEPHOCTH J0KA3aTEIbCTB -

TIA)

Hcnonp30BaHne SNUIIOMUHUCHEHTHOM MMKPOCKONUHM  (IEpPMATOCKONHHU), ONTHYECKON
KOT€PEHTHOW TOMOTpauu MOXKET CYIIECTBEHHO TMOBBIIIATh TOYHOCTh HEWHBA3WBHOU
JIUAarHOCTHUKH W YMEHBIIATh IMOTPEOHOCTh B BBIOJHEHMHM OWOICHH, HO MOXET OBITh
PEKOMEHIOBAHO K MPUMEHEHHIO TOJIBKO 00YUYEHHBIMU 3TOMY METOAY CHeluranucTamu [29].

YpoBeHb yoeauTeJbHOCTH pekoMeHaanui - B (ypoBeHb JOCTOBEPHOCTH JOKA3aTEIbCTB -

1Ib)

Pexomenayercs BKIIOUMTHL B OCMOTP TakK€ OLEHKY COCTOSHHUS  PETHOHApHBIX

mumdaruaeckux y3ios [20, 26].
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YpoBeHb yoeauTeJbHOCTH pekoMeHaanui - B (ypoBeHb JOCTOBEPHOCTH J0KA3aTEIbCTB -

1Ib)

[To pesymbraram aHamm3a xajnod, aHaMHe3a M JAHHBIX (U3UKATBLHOTO OOCIEAOBAaHUS Ha
preMe PEKOMEHAYETCS MPUHATH PEIICHHUE O IeJIeCO00Pa3HOCTH WHBA3MBHOW TUATHOCTHKU
(Obuornicun) HOBOOOpa30BaHUs [30-37] (cm. puc. 1, MIPUIIOKECHUE b).
YpoBeHb yoeauTeJbHOCTH pekoMeHaanui - B (ypoBeHb JOCTOBEPHOCTH JOKA3aTEIbCTB -

1Ib)

2.3 JIabopaTopHasi TMATHOCTHKA

Jlo  MopdonoruvecKkoro TMOATBEPKACHHUS JAMarHo3a JiadopaTopHash JIUArHOCTHKA HE
PEKOMEHIYETCSI, €CITU TOJIBKO MHTEPKYPPEHTHAS ATOJIOTHUS WK 00IIlee COCTOSHUE TaI[eHTa
He TpeOyeT ee g Oe30macHOro mpoBeneHust Ouoricuu. Ilpu MOATBEpKIESHUM AMArHO3a
PEKOMEHIYETCSI BBIMIOJIHATH: KIMHUYECKUH M OMOXMMUYECKUN aHAIW3bl KPOBH (BKIIIOUAs
onpenenenue yposus JIJII') [38-44] (cMm. Taxke Tabmuity 7).

YpoBeHb yoeauTeJbHOCTH pekoMeHaanui - B (ypoBeHb JOCTOBEPHOCTH JOKA3aTEIbCTB -

1)

2.4 UucTpyMeHTAJIbHAS AMATHOCTHKA

[Ipu HanM4MKM COOTBETCTBYIOIIMUX MOKa3aHUN (CUMITOMOB) IMATHOCTUYECKUE MEPOIPUSITHS
(BKITIOYAs Ty4YEBYIO TUATHOCTHKY) MPOBOJISAT B MOJHOM 00BbEME BHE 3aBUCUMOCTH OT CTAUU
3aboneBanus. [20]

YpoBeHb yoeauTeJbHOCTH pekoMeHaanui - B (ypoBeHb JOCTOBEPHOCTH J0KA3aTEIbCTB -

1)

B oTcyTcTBHE CUMNITOMOB JUIsl BBISIBIIEHUS CKPBITBIX METACTa30B PEKOMEHIOBAHO BBHIIIOJIHAThH
JIMAarHOCTHYECKUE TECThl Pa3IMYHOrO O0bEMa B 3aBHCHUMOCTH OT CTaJuu 3a00JeBaHUS
(YCcTaHOBIIEHHOW IO JAaHHBIM KJIMHUYECKOTO OCMOTpa U THUCTOJOTMYECKOTO 3aKIIOUEHUs),
OTpa)KaoIlel PUCK BBIABICHUS PETUOHAPHBIX U OTAAJIEHHBIX MeTacTazoB [20].

YpoBeHb yoeauTeJbHOCTH pekoMeHaanui - B (ypoBeHb JOCTOBEPHOCTH J0KA3aTEIbCTB -

1)
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Tabnuya 7. Ilnan ob6credosanus 6 3asucumMocmu om pe3yabmamos Ouoncuu
RUZMEHMHO020 HOGO0OPA306AHUA KOXHCU U KTUHUYECKO20 OCMOMPA

Cragusa

3
3a00/1eBaHUA

dusnkajibH

bIil 0CMOTP

HNHcTpyMeHTANIBH

asi JMarHoCTUKAa

JlaGopaTopHas

AHArHOCTUKA

buoncus
CTOPOKEBOT0

4
auM¢poysiaa

MouJiekyasipHoO-
reHeTHYeCKue

TECThI

0,1

Y3U
pPETHOHAPHBIX
TUMQpaTHIECKUX

y3JI0B

JlyueBas
JUArHOCTUKA He
PEKOMEHIyETCA,
eciu HET

CHUMIITOMOB

Her

Ha (npu
TOJIIAHE
onyxonu 0,8

MM 1 OoJiee)

Her

ITA

Y3U
pETHOHAPHBIX
TUM(paTHIECKUX

y3JI0B

JlyueBas
JUArHOCTUKA
PEKOMEHIyeTCsl B

MOJTHOM 00BEME

Her

Her

1B, IIC, II1

Ha

Y3U
pETHOHAPHBIX
TUMQOy3II0B
JlyueBas
OUarHOCTHKAa B

MOJIHOM 00BEME

MPT romnoBHOro

OO0mui u
OMOXUMHYECKHU
i aHaJIM3bI
KpOBH npu
HEOO0XOIMMOCT

n

Ha
cragun 1IB,
IIC)

(s

TecT Ha
myTtauuto BRAF
obs3aTenen (s

craguu I1I)

3
C Y4€TOM JaHHBIX 'MCTOJIOTHYECKOI'O 3aKIIOUYCHUS U KIIMHUYECKOT0 OCMOTpa.

4
HpOBOZ[I/ITCH B OTHACJIIBHBIX LECHTpax. Hpouez{ypa JOJI2)KHa OBLITH BBIIIOJIHEHA HE IIO3aHCC 3 MCCALCB I10CJIC

YCTAHOBJICHUS JUarHosa.
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Mo3ra C B/B
KOHTpacToM (st

craauu I1I)

v Ha * Y3U 1. JI AT He TECT Ha
peruoHapHbIX npumeHumMo | mytanuo BRAF
2. OOmmit wm
TUMQOy3I10B o0s13areneH
OMOXUMHUYIECKU
e JIyueBas (mpm MemaHOME
" aHAJIU3BI
OUarHOCTHKAa B KOXH), pH
KpOBH
MIOJTHOM 00BEME OTCYTCTBHHU

MPT romnoBHOro

Mo3ra C B/B

MyTalHUU B TE€HE
BRAF — tect Ha

MyTallilO B I'CHE

KOHTPacTOM
CKIT

[Tpu moaTBepKIEHUH JUAarHO3a MEJaHOMa KOKM 1O JaHHBIM OHMOICHU PEKOMEHOBAHHBIC
JIMAarHOCTHYECKUE MEPOIIPUATUS CYMMHPOBaHbI B Tabmuie 7 [45-50].
YpoBens yoenurebHOCTH pekoMeHaanuii — C (ypoBeHb TOCTOBEPHOCTU JOKA3ATEIbCTB -

V)

Jlo Mopdonorudeckoro MOATBEPKICHUS TUArHO3a HWHCTPYMEHTalIbHAs JHMArHOCTHKA HE
PEKOMEHIYETCsI, €CITU TOJIBKO MHTEPKYPPEHTHAs ATOJIOTUS WK 00IIlee COCTOSHUE TaI[eHTa
He TpedyerT ee s 6e3omacHoro nposeneHus ouorcuu [20].

YpoBennb yoenuteabHoCTH pekoMenaanuii — C (ypoBeHb JOCTOBEPHOCTH JOKA3aTENIbCTB -
V)

Kommenmapuii: Ilnan neuenus u oo6cre0oganuil He ciedyem cOCMAGIAMb 00 NOJYYeHUs

OAHHBIX 2UCMOJIO2UYECKO20 UCCIE00B8AHUSL.

PexomeHyeTcsl BBINOJHATH ONTUMAIBHBIA OOBEM Jy4eBOM AMAarHOCTHKH: JJS OLIEHKU
COCTOSIHUSI OpPTraHOB TPYAHOH, OpIOMIHONW TMOJOCTH M MAJOro Ta3a - KOMIBIOTEPHYIO
TOMOTpauio OpPraHoB TPYIHOH, OpPIOIIHOM IOJOCTM M MAajJoro Ta3za. BHyTpHBEeHHOE
KOHTPaCTUPOBAHUE CJEAyeT IMPOBOAUTH BO BCEX CiIy4asiX, €CIM HE BbIABIICHBI
IIPOTUBOIIOKA3aHUs K BBEACHUIO MOI0COAEpKAIIMX KOHTPACTUPYIOLIUX IIpenapaToB. B aTtom
ciyqyae KT ¢ BHYTpHUBEHHBIM KOHTPAaCTUPOBAaHHMEM JOoNMyckaercs 3ameHuTb Ha MPT c
BHYTPUBEHHBIM KOHTpAacTHpoBaHueM. AjbrepHaTuBHOW MoxeT ObiTh IIDT-KT ¢ O/ B

pexume «Bce Tesno» [S1-54].
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YpoBeHb yoeauTeJbHOCTH pekoMeHaanui - B (ypoBeHb JOCTOBEPHOCTH J0KA3aTEIbCTB -
lla)

Kommenmapuii: eciu onmumanvHulll 6apuanm J1y4esoll OUAeHOCMUKU He Modcem Obimb
npoeeden 6 meuenue 4 Hedenrb nocie ycmanosku ouacnoza, mo KT opeanoe zpyoHou
nosocmu 0ONyCcKAemcs 3amMeHums Ha peHmeenocpaguio opeanos zpyoHou noaocmu, a KT
0p2an06 OPIOWHOU NOJOCMU U MAL020 MA3a ¢ 6/6 kKonmpacmom — Ha Y3U opeanoe bprowHou

nonocmu u manoeo masa [55].

JUisi HCKIIIOYEHMS METACTATUYECKOro IOPAKEHMsI TOJIOBHOIO MO3ra PEKOMEHIYETCs
ucnonb3oBatb  MPT  rojsoBHOro Mmo3ra ¢ BHYTPUBEHHBIM KOHTPAaCTHUPOBAaHUEM, 3a
HCKIIIOYEHHEM cllydaeB, Korga mnposeneHue MPT nporuBonokasano. B TakoM ciydae
ucclieIoBaHHEe MOXKeT ObITh 3ameHeHo Ha KT ToloBHOro Mo3ra ¢ BHYTPUBEHHBIM

KOHTpacTUpoBaHueM [56-58].

YpoBeHb yoeauTeJbHOCTH pekoMeHaanui - B (ypoBeHb JOCTOBEPHOCTH JOKA3aTEIbCTB -
I1A).

Kommenmapuit: 6 cayuae HegozmodcHocmu evinonrHums MPT  2onoenoco mo3zea ¢
BHYMPUBEHHBIM KOHMPACMUPOBAHUEM (CPOK OXMCUOAHUSL o4epedu Ha ucciedosarue bonee 1
mec.)  Oonyckaemcsi  evinoinums KT — 2onoenoco  mozea ¢ GHYMPUBEHHbIM
koumpacmuposanuem.  Bwoinonnenue KT — 2on08H020  Mo032a  Oe3  8HYMPUBEHHO20

KOHMPACMUpPOBAHUS He PEKOMEHOYemcsl.

Pexomenayercs Boimonuth MPT romoBHOro wmo3ra B TeueHHE 2 MECALIEB IOCTE

TUCTOJIOTMYECKOTO MOATBEPKACHUS AUArHo3a «MejaaHoma koxum» craaus [IB u Beie [58].

YpoBeHb yoeauTeJbHOCTH peKoMeHaanui - B (ypoBeHb JOCTOBEPHOCTH JOKA3aTEIbCTB -

IIB)

PekoMeHyeTcss BBITIOJHUTH OCTEOCHMHTUTPA(QHIO MPH TOJO3PEHUU HAa METaCTaTHYECKOe
nopakeHue kocre ckenera. [20]
YpoBens yoeauteabHOCTH pekomeHaanuii - C (ypoBeHb JOCTOBEPHOCTH JTOKA3aTEIbCTB -

V).

Pexomenayercss BBINOMHUTH Ouoncuto mnon koHtponeM Y3W/KT mnpu mnomo3peHunu Ha
Metactasbl o AaHHbIM KT mwnu MPT B cnydasix, Korjia uX HoJTBEpKACHUE MPUHIUIIAATIBEHO

MEHSIET TaKTUKY JieueHus. . [20]
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YpoBens yoenuteabHOCTH pekoMeHaanuii - C (ypoBeHb JOCTOBEPHOCTH JOKA3aTEIbCTB -

V).
2.5 buoncus

JlJiss MOATBEPKIACHUS UArHO3a, a TAK)KE COCTABJICHHSI JAJIbHEHIIETO TUTaHa 00CIIeIOBAaHUN U
JIEYCHUs, BO3MOXHO Ha TIEPBOM JTale WCIOJIb30BaHUE OKCIU3MOHHOW Ouorcuu
MOIO3PUTENLHOTO MUTMEHTHOTO 00pa3oBaHUS C OTCTYNoOM He Oosiee 5 MM (TpueMIIeMbIH
orctyn ot 1-3 MM (0,1 - 0,3cm)). Beerna cnenyer ornaBaTh nNpeAnodYTeHre OUOTICHH HA BCIO
TONIUHY KOXH (OyAb TO AUIMNTHYECKAs] SKCIM3WS WM WHIW3MOHHAS MaH4Y-OUOTICHs) B
CpaBHEHHH C TUIOCKOCTHOH (OpUTBEHHOM) pe3eKLueil B TOM Yuciie 3K30(pUTHBIX 00pa30BaHUN
[8].

YpoBeHb yoeauTeJbHOCTH pekoMeHaanuii - B (ypoBeHb JOCTOBEPHOCTH J0KA3aTEIbCTB -

IIa)

PexomeHayeTcss  OpHEHTHpPOBAaTh  pa3pe3bl KOXKM B HalpaBlIeHUM  ONMpKalIiero
TUM(ATHIECKOTO KOJUIEKTOpa MapajuielbHO JMM(GATHUYECKUM COCyJaM KOXHU (a He II0
KO>KHBIM JIMHHMSIM MJIM €CTECTBEHHBIM CKJIAZIKaM), TakK, 4TOObI MOBTOPHOE MCCEYCHHE PyOIa
(ecau oHO MOTpeOyeTCsT) MOTJIO OBITH BBINIOHEHO Oe3 3aTpyanenuii[20, 30-37].

YpoBeHb yoeauTeJbHOCTH pekoMeHaanui - B (ypoBeHb JOCTOBEPHOCTH JOKA3aTEIbCTB -
IIa)

Kommenmapuii: Dxcyuzuonnas OUONCUA  NOOO3PUMENLHO20 NIOCKO20 NUSMEHMHO20
00pa306anusi KOXCU Modcem Oblmb 0E30NACHO 6bINOJHEHA C UCHONIb30BAHUEM MeCmHOU
ungunbmpayuonnoll anecmesuu. Ilpu smom pexomenoyemcs uzbezamv NOSpeHcOeHUl

yoansaemozo H0800bpazosanus 00 e2o uccevenus [8, 30, 31, 33-36].

B crmydae moarBepikeHUsT TUarHo3a MEJIaHOMBI KOXKU pyOer] mociie OMOICHU UCCEKAETCs C
00JBIIMM OTCTYIIOM B CPOKH a0 4-8 Hemelab B 3aBHCHUMOCTH OT THCTOJIOTHYECKUX
XapaKTepUCTHK omyXoiu (cM. pasaen 3.1 «Jleuenue nokanbHbIX cTaauii 3aboneanus (I-11)»)
[20].

YpoBeHb yoeauTEIbHOCTH peKOMeHAaNuil - A (YPOBEHb JOCTOBEPHOCTH JIOKA3aTEIbCTB -

Ib)
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Pekomenayercs NmpoOBOAMTH TMCTOJIOTMYECKOE HCCIEJOBAHME XUPYPrUUYECKH YIAJIECHHOTO
OITyXOJIEBOTO IIperapara, MpuU 3TOM B MOPQOJIOTMYECKOM 3aKIIOYCHUH PEKOMEHAYeTCs
OTpa3uTh CIEAYIOIKE napaMeTpsi[59-69].
O0s3aTesIbHbIE XAPAKTEPUCTHKH:
1. ompeneneHne MakCHMaabHOW TOJIIMHBI OITyX0JIM B MM 110 bpecinoy;
2. ompenerneHue ypoBHs nHBazuu no Kiapky;
3. yKa3aHH€ O HaJIUYUU WIH OTCYTCTBUH U3bSA3BIECHUS IEPBUYHON OIYXOJIH;
4. ompeneneHrue MUTOTHYECKOTO MHJEKCA (KOJIMYECTBO MUTO30B Ha | MM°) npu
TOJILIMHE OIYXOJIU 10 1 MM BKIIFOUUTEINIBHO;
5. oueHka mnepupepuvYeckoro M TIyOOKOTO KpaeB pe3eKUUd Ha Haluyue
OITyXOJIEBBIX KJIETOK
6. HajnM4ue TPAH3UTOPHBIX WIM CATEJUNINTHBIX METACTA30B.
JlonoJTHUTeIbHbIE XaPAKTePHCTHKH:
1. noxanu3anus onyxoJau
HaJIMYMe WIN OTCYTCTBHE CIIOHTAHHOMN perpeccuu
HEUPOTPOIU3M,;
JieCMOILIa3us;

muMQouaHas HHPUIbTPALHS

S

TUCTOJIOTUYCEKUI TTOTHUII
7. anruonuMmdaTHuecKast UHBa3Us
YpoBenb yoeauTeJbHOCTH pekoMeHaanuii B (ypoBeHb 1OCTOBEPHOCTU JOKA3ATEIbCTB —

110).

2.6 UHasi TMATrHOCTHKA

[Ipn MemaHoMe KOXHM W MeETacTa3zaX MEJIaHOMBI 0e3 BBISIBICHHOTO IEPBUYHOTO oOdYara
PEKOMEHIYETCSI BBIMIOJNIHUTh aHAM3 OHMOITaTa OMyXOoNW (WM paHee YJAJICHHBIX JI/y WA
MEPBUYHON OMyXOJM [eclaW MaTepuan YIOBIETBOPSET TPeOOBaHUAM J1abOpaTOpUU IS
JIOCTOBEPHOT'O  OMpEJEICHUS HAJIW4YUs WIHM OTCYTCTBUSL MOJIEKYJSPHO-T€HETUYECKUX
n3meHenui|) Ha wmyrauuio B reHe BRAF (15 »5k30H), eciau auarHOCTUPOBAHbBI WIIU
3armof03peHbl  OTAANIEHHBIE METACTa3bl MEIAHOMBI, 3TO MOXET TOBIIUATH Ha BBIOOP
TapreTHOro areHTa B JEUEHUH MeTacTaTuiueckoro npouecca [20, 70-79].

YpoBeHb yOeauTeJbHOCTH peKOMeHAanuii A (YpOBEHb JOCTOBEPHOCTH JOKA3aTENIbCTB —

Ib)

30



ctp. 31

[Ipu orcyrctBum mytaru B reHe BRAF pexkomenmyeTcss BBINOTHHUTH aHAmU3 Ouomnrara
OMyXOJIU Ha MyTaluio B reHe c-Kit (3x3onbl 8,9,11,13,15,18), ecnu AuarHocTUpoBaHbl WK
3armof03peHbl  OTAANICHHBIE METACcTa3bl MEIAHOMBI, 3TO MOXET TOBIUATH Ha BBIOOP
TapreTHOro areHTa B JJEYCHUH MeTacTaTuueckoro mpouecca [80-86].

YpoBenb yoeauTeJbHOCTH pekoMeHaanuii B (ypoBeHb 1OCTOBEPHOCTU JOKA3aTENIbCTB —

IIa).

[Tpu MenaHOME CIM3UCTBIX 000JI0UEK PEKOMEHIYETCS BBIMOJIHUTH aHAIN3 OUOTNTaTa OMYXO0IU
Ha wMyrtauuio B reHe c-Kit (9k3oHbl 8,9,11,13,15,18), ecnu auarHOCTHUPOBAHBI WIIU
3armof03peHbl  OTAANICHHBIE METACcTa3bl MEIAHOMBI, 3TO MOXET TOBIUATH Ha BBIOOP
TApreTHOr0 areHTa B JIeYeHMM MeTactatudeckoro mnpouecca[80-86] . Ilpu orcyrcrBun
MyTalluu B TeHE c-Kit peKOMEHyeTCsl BBIIIOJIHUTE aHAIM3 OMOIITaTa OIMyXOJIH Ha MYTallHio B
rene BRAF (15 sx30H).

YpoBenb yoeauTeJbHOCTH pekoMeHaanuii B (ypoBeHb 1OCTOBEPHOCTU JOKA3aTENIbCTB —

IIa).

3. Jleuenue

Pekomenayercss paccMaTpuBaTh XHPYPrHUECKOE BMEMIATETBCTBO KaK OCHOBHOM METOJ
paMKaIBHOTO JiedeHus 00JbHBIX Menanomoit koxu 0-I11 cramuu [20, 70, 87-104].

YpoBeHb yOeauTEIbHOCTH peKOMeHAaNuil - A (YpOBEHb JOCTOBEPHOCTH JTOKA3aTEIbCTB -
Ia)

Kommenmapuu: no noxasanusam 0ONOIHUMENbHO NPOBOOUMC A0IOBAHMHAS Mepanust (CM.
pasoen 3.3 «Pexomenoayuu no npogedeHuro advio8aHmMHOU Mepanuu MeiaHoMbl KOJUCUY).

3.1 Jleuenne JOKAJBLHBIX cTaanii 3a00aesanus (I-11)

PekoMeHyeTcss BBITIONHATH PAJAMKAIBHOE HCCEUCHUE TMEPBUYHON OIyXONH B IMpeaenax
3I0POBBIX TKaHEW KaK OCHOBOM 3Tarl JIeYeHUs JOKaIbHOU MeaHOMbI KOxxu[90-92, 94, 96, 98,

102, 105-107].

YpoBeHb yoeauTeIbHOCTH peKOMeHAANuil - A (YPOBEHb JOCTOBEPHOCTH JTOKA3aTEIbCTB -

Ia).
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Beibop  xupypruueckoro  orctyma  (GopMupyeTcs ~Ha  OCHOBaHMM  PE3yJIbTaTOB
MOpP(OJIOTHUECKOT0 UCCIEI0BaHM, 8 UMEHHO TOJIIMHBI OMyXoJu. B Hacrosiee Bpems npu
y’K€ YCTAaHOBJIEHHOM CTaJMM PEKOMEHIYETCs BBINOJHATH Cleayromue orcTynsl [90-92, 94,
96, 98, 102, 105-107]:

—0,5 cM 1715 MEITaHOMBI 1n Situ;

— 1,0 cM nipu TomnmuHe omyxonu 1o bpecnoy <2 mwm;

—2,0 cM npu TOJIIKHE OIYXOJIH > 2 MM.
YpoBeHb yOenuTeIbHOCTH peKOMeHAauMii - A (YpOBeHb JOCTOBEPHOCTH JOKa3aTENIbCTB -
Ib)
Kommenmapuu: Moouguyuposannvie eapuanmsl pe3eKyuu ¢ MEHbUUMU OMCMYNAMU
BO3MOJICHBL OJIsl COXPAHEHUs (DYHKYUU Op2aHad NPU MeNaHOMe KOMCU NANbyed UU KOHCU

ywHot pakosunwl [100, 108-111].

Pekomenayercss ansi onpeneneHHs TOJIUHBI OMyXOJIM Ha TEPBOM 3Tare HCIOIb30BaTh
HKCIIU3UOHHYIO OMOIICUIO TMTMEHTHOT0 00pa3oBaHus ¢ oTcTynoM He 6onee 0,5 cMm. B ciyuae
MOATBEPIKICHUST TUArHO3a METAHOMBI KOXKU PyOel] mocae OUOTICHH HCcCceKaeTest ¢ OOJIbITUM
OTCTYIIOM B cpoku 4-8 Henenu (cMm taxxke pazaen 2.5. «buoncus») [90-92, 94, 96, 98, 102,
105-107].

YpoBeHb yoeauTEIbHOCTH peKOMeHAANuIl - A (YPOBEHb JOCTOBEPHOCTH JTOKA3aTEIbCTB -

Ib)

Ecnu skcim3uonHass OMOTICUS HE MPOBOJUTCS W3-32 OYEBUAHOCTH JMArHO3a, OTCTYIBI OT
BUJUMBIX KpaeB OIyXOJIM HE PEKOMEHIYETCs pacHIMpsTh Oojiee YyeM Ha 3 CM, Tak Kak 0e3
TOYHBIX 3HAHUW MHKPOCTAJAMM 1TO OyAeT NPHUBOIUTH K W3JIUIIHUM MAaHUITYJISIUSIM,
CBSI3aHHBIM C 3aKpBITHEM TIOCICONEPAMOHHON paHbl (HApHUMEP, PAa3IHYHBIM BUIAM
cioxkHoM mractuku) [90-92, 94, 96, 98, 102, 105-107].

YpoBeHb yoeauTEeIbHOCTH peKOMeHAaNuil - A (YPOBEHb JOCTOBEPHOCTH JTOKA3aTEIbCTB -

Ib)

Ecnmu mocne wuccedeHuss NEpBUYHOM OMyXOdM B KpasX pE3eKIUH OOHApYKHUBAIOTCS
OITYXOJIEBbIE KJIIETKU IIPYM MHBA3UBHOMU WM JIECMOILIACTUYECKON MEIIAaHOME, a PepEe3eKLUs HE
IIPEACTABIISIETCS. BO3MOKHOM, PEKOMEHIyETCsl IIPOBEACHUE abIOBAHTHON JIy4€BOM Teparuu

Ha 30HY MEPBUYHON OMyXOJH (TocieonepaunoHHslii pyoerr). [IpoBeneHne TuCTaHIIMOHHON
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JTy4eBOM TEparuu BO3MOXKHO Pa3NUYHBIMU pexkumamu: 60-661p 3a 30-33 ¢pakuuu 3a 6-7
Henenb; 481'p 3a 20 dpaxuwmii 3a 4 nenpenu) [112-115].
YpoBeHb yoeauTeJbHOCTH pekoMeHaanui - B (ypoBeHb JOCTOBEPHOCTH J0KA3aTEIbCTB -

1)

B ciydae HEBO3MOXKHOCTH BBIMIOJHEHHUS XMPYPTUYECKOIO MCCEUECHUS TEPBUUYHOM OMyXOJH
M3-32 HAJU4YUS BBIPAKEHHBIX COIYTCTBYIOIIMX 3a00J€BaHUN PEKOMEHIYETCsl NMPOBEICHHE
JIOKAJIbHOM Jy4eBOM Tepamuu B clenyromux pexumax: 64-70Ip 3a 32-35 ¢pakuuii 3a 6-7

Heznenb, 50-57,5Ip 3a 20-23 ¢pakuun 3a 4 — 5 Henens [116].

He pexomeHayeTcs pyTMHHOE BBIIOJHEHHE MNPO(UIAKTHUECKONW ITUMQaTECHIKTOMUN WIH
MPOBE/ICHUE TPEAONEePAIMOHHON JIy4eBOI Tepanuu Kak Ha perHoHapHble JTUMQaTHyecKue
y3JIbl, TaK ¥ Ha 00JIaCTh NepBUYHON ortyxomnu [117, 118].

YpoBeHb yOenuTeIbHOCTH peKOMeHAauMii - A (YpOBeHb JOCTOBEPHOCTH JOKa3aTENIbCTB -

Ia).

PexomeHayercsi BBIMOIHATH OHONCHIO cTOpokeBoro iuMparuueckoro ysna (BCJIY) mpu
TOJILIMHE NepBUYHON oryxonu > 0,8 mMm 1o bpecnoy [104, 119-126].

YpoBeHb yOenuTeIbHOCTH peKOMeHAauMii - A (YpOBeHb JOCTOBEPHOCTH JOKa3aTENIbCTB -
Ia).

Kommenmapuii:  buoncus cmopodcesozo  aum@pamuyeckozo  y3na  nposooOumcs 6
CReYUanU3UpOBAHHBIX YUPENCOCHUSAX, YKOMNIEKMOBAHHbIX 000pY008aHUeM U UMEIOWUX

00YUeHHbIl NEePCOHA.

Bompoc o BemonHeHUM TUMGOAUCCEKIIMA B  ClIy4ae OOHapy)KEHUS MHUKPOMETACTa30B B
CTOPOXKEBOM JIMM(ATHUECKOM y3JI€ CIEAyeT TIIATeIhbHO OOCYIUTh C MAI[MEHTOM, B3BECHB
MOTEHIMAIbHBIE PUCKH TAKOM oOlepalud W OXKHUIAEMYIO TOJb3y C YYE€TOM JaHHBIX
uccnenoBanuss MSLT-II  [127]. AnbrepHatuBOW  BBIIOJIHEHUs — 0O€30TiaraTelbHON
TUMQPONUCCEKIIMA  MOXET  CTaTh  THIATETbHOE  HAONIOJCHHE 32  PEerHOHapHBIM

TUM(OKOJITIEKTOPOM MPH IMTOMOIIN SKCIEPTHOTO YIbTPa3ByKOBOTO HccienoBanus. [127].

YpoBeHb yoeauTEeIbHOCTH peKOMeHAANuil - A (YPOBEHb JOCTOBEPHOCTH JTOKA3aTEIbCTB -

Ia).
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Ocoboe BHMMaHHE PEKOMEHIYETCS  YAETUTh MOP(OJIOTHUYECKOMY  HCCIIEIOBAHUIO
YAAJCHHOTO CTOpPOKeBOro suMmpartuueckoro ysna (ysnoB) mpu BCIIY: HacTosTeNnbHO
PEKOMEHAYETCS BBIMOJIHUTh KaK MOXHO OOJbIlIE Cpe30B, a TaKkKe IMOMHUMO OKPacKH
reéMaTOKCUJIMHOM M S03MHOM HCIOJb30BaTh MMMYHOTMCTOXMMHYECKOE OKpalIMBaHUE Ha
Menanoma-crienupuieckue mapkepsl (Melan A, Tuposunaza, S100, HMB45 unun SOX-10).
MMMyHOTrMCTOXMMHUYECKOE OKpAIIMBAHUE PEKOMEHAYETCSI PyTUHHO BBIIIOJIHATH B TOM YHCIIE
U TpU OTCYTCTBUU TNPU3HAKOB METACTATHUYECKOTO MOPaKEHHUS IO JaHHBIM OKPALIMBAHUS
reMaTOKCHUJIMHOM U 303uHOM [128-131].

YpoBeHb yoenuTeIbHOCTH peKOMeHAauMii - A (YpOBeHb JOCTOBEPHOCTH JOKa3aTENIbCTB -

Ib).

B otcyrcTBue Bo3MokHOCTH BhinoaHeHUsT BCJIY pexomenayeTcss MakCUMalIbHO TIATEIBHO
UCCIIeIOBAaTh ~ perHoHapHble  JUMQOy3ibl, ucnoib3dyd Y3W g HaBuranmmm Ha
MOJO3PUTENBHBIA JTUM(AaTHUEeCKUi y3esl ¢ MOCHeAyIOmeld TOHKOUTOJIHOW IyHKIHEH W
LIUTOJIOTMYECKUM uccaeaoBanuem [132-136].

YpoBeHb yoenuTeabHOCTH pekoMeHaanmii - C (ypoBeHb JOCTOBEPHOCTH JOKa3aTENIbCTB -

V).

3.2 Jleuenune 00JILHBIX MEJAHOMOH KOKH pe3ekTadoeanbHoi 111 cragun

THayuenmur ¢ menranomou xoxcu I cmaouu npedcmasnnom cod0l HeOOHOPOOHYIO SPYNNY
nayueHmos ¢ mouxu 3penus nededonot maxkmuxu. C npakmuyeckol mouku 3peHus ciedyem
Paziuyames pe3ekmabenvbubili npoyecc U Hepe3eKkmadenbHulil MeCmHOPACHPOCMPAHEHHbIIL
npoyecc (8KM104ASL KOH2IOMEpaAmyvl IUMPOY3106 U/UMU MPAHIUMHbIE ULU CAMeLIUmHble
Memacmas3vl - KiuHuveckue gapuarmut 1B unu I[IIC/D cmaouu). Pexomenoayuu no neyenuro
OonbHLIX Hepezekmabenvhol meranomotl koxcu IIIC/D 6yoym paccmompenwvl 6 pazoene 3.4
“

euenue OONLHLIX Memacmamuyeckou u Hepesekmabenvrol menanomou xoxcu (IIIC/D

Hepezekmabenvuas — IV)”.

PekoMeHyeTcss BBIMOJIHUTH aICKBATHOE HCCEUCHHUE IMEPBUYHON OMyXoNd (eciau He ObuIo
BBITIOJIHEHO paHee) (cM. pazaen 3.1) [90-92, 94, 96, 98, 102, 105-107].
YpoBeHb yoeauTEIbHOCTH pPeKOMeHAANuIl - A (YPOBEHb JOCTOBEPHOCTH JTOKA3aTEIbCTB -

Ia).
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PekoMeHayeTcss BBIIONHSATh PETHOHAPHYIO JHM(AJCHIKTOMHIO BCEM IMalMEeHTaM C
pesekrabenbHOi Menanomoit koxw 11 cragum [137-140].
YpoBeHb yoeauTeIbHOCTH peKOMeHAANuIl - A (YPOBEHb JOCTOBEPHOCTH JOKA3aTEIbCTB -

Ib).

[Tpu npoBeneHun TUMdpareH>KTOMUHN 00JIbHBIM MenaHoMoi koxu 111 craguu pekomenayercs
BBIMOJIHATh MAaKCHMAaJbHO TIOJHOE YAaJeHHE KICTYaTKH AaHAaTOMUYECKOH o0iacTH, B
TUM(ATHYECKUX Yy37aX KOTOPOH BBISBJICHBI MeTacTa3bl MeJaHoMbl (Hampumep, Ib-V
kineryaTku 1men (la - mo mokazanusm), I-III ypoBHHM KieT4aTKu MOAMBIIMIEYHON 0O0MacTH,
MOBEPXHOCTHBIE U ITyOOKHE maxoBble TuMdarnueckue y3isl) [137-140].

YpoBeHb yoenquTeJbHOCTH pekoMeHAanuii — B (ypoBeHb 1O0CTOBEPHOCTU JOKA3ATEIbCTB -
IIb).

Kommenmapuii: npu Kiunuuecku onpeoeisieMoM —NOpaddceHuu  21yO0O0KuxX  naxoevlx
qUMpamuieckux y3no8 Ooavuioe SHUMAHUe Caedyem YOeaums HAPYICHbIM HOO0B300UIHbIM
numpamuveckum yziam. Hexomopwie uccrnedosamenu 6 ciyuae MACCUBHO20 NOPAICEHUS.
2NYOOKUX naxosvlx aum@amuyeckux y3n06 (bonee 3) unu nopasxcenuu y3ia Ilupozoea-
Posenmionnepa-Knoxe pexomenoylom pacwiupams 00vem onepayuu 00  YOdneHUs.
UNCUTIAMEPATLHBIX HAPYICHBIX NOOB300WHBIX TUMPAMUYECKUX Y3108, MAK KAK YACHOMA UX

nopasjicerusi modicem 00xooums 0o 20-24% [141].

PCKOMGHI[YGTC}I ONpeAC/IATh CICAYIOMUC MAapaMCTPhI MPU TUCTOJIOTMICCKOM HUCCIICAOBAHUUN

METacTa30B MEJIaHOMBI B pernoHapHbie Tumboy3isl [20, 63, 142]:

. KOJINYECTBO yJAJICHHBIX TUM(PATUIECKHX Y3JIOB;
. KOJINYECTBO MOPAXKEHHBIX TUM(PATUIECKHUX Y3JIOB;
. XapakTep NOpaKeHHUs TMM(PaTHIECKUX Y3II0B:

v/ 4acTHYHOE MOPaKeHHUE (KOJIUYECTBO TUM(PATHICCKHUX Y3IIOB);

v/ MOJIHOE MOpakeHUE (KOTMIECTBO IMM(PATHIECKHUX Y3II0B);

v/ mpopacTaHue Karcyiibl (KOJIMIECTBO JIUM(PATHIECKUX Y3II0B).
YpoBeHb yoeauTeJbHOCTH pekoMeHaanuii - B (ypoBeHb JOCTOBEPHOCTH J0KA3aTEIbCTB -

110).

Pexomenayercsi mpemiaraTh MNalMEHTaM IIOCIE paJWuKalIbHON JUM(aTECHIKTOMHH TpU

OTCYTCTBUHM NPOTHBOINOKA3aHUN aJbIOBAHTHYIO JIEKAPCTBEHHYIO TEpanuio, HHPOPMUPYS
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MAIUEeHTa O MOTCHIMATbHBIX MPEUMYIIECTBAX U OTPAHMUYCHUSX JaHHOTO METOJa JICUCHUS
(cm. paznen 3.3) [143-148].
YpoBeHb yoeauTeIbHOCTH peKOMeHAANuil - A (YPOBEHb JOCTOBEPHOCTH JTOKA3aTEIbCTB -

Ia).

PexoMeHnayercs mpejiarath MaMeHTaM ¢ BHICOKUM PUCKOM PETHOHAPHOTO PEIUANBA TOCIE
pauKaIbHON TUM(aJICHIKTOMUHN MPH OTCYTCTBHH MPOTHBOIMOKA3aHUNA MPOPUIAKTHUECKYIO
MOCJICOTICPAIIMOHHYIO JTIyYeBYIO TEpalui0 Ha 00JacTh MOPAKEHHOTO JUM(OKOIIEKTOpA,
uHGOPMUPYS TAIUEHTa O NOTEHIUATBHBIX NPEUMYIIECTBAX W OTPAHUYCHUSIX JTaHHOTO
Metoja aeuenus [149, 150].

YpoBeHb yoeauTEeIbHOCTH peKOMeHAANuil - A (YPOBEHb JOCTOBEPHOCTH JIOKA3aTEIbCTB -
Ib).

Kommenmapuii: no OaumHulM npo8eOeHHbIX UCCIe008aHUll NOCIeONePayUOHHAs y4esas
mepanusi CHUMCaem pPUcK pecUOHaApHO20 pPeyuousa y OONbHbIX C BbICOKUM PUCKOM, HO He
okaszvieaem GuuUsHUL Ha ob6wyio evlcugaemocms [150]. K gaxmopam evicokoeo pucka
PEGUOHAPHO20 PeYUoUu8a OMHOCAM.:

* nopadcenue 1 u 6onee oKONOYWHO20 TUMPamuueckoeo y3na, 2 u bonee wWeuHblx Uil
NOOMBIUEUHBIX JUMPDAMUYECKUX Y3108 (UIU NPpU pazmepax auUM@pamuieckoco y3id
bonee 3cm), 3 u Oonee NAxo80-O€OPEHHBIX TUMPAMUUECKUX V3108 (UlU NpU Ux
pasmepax bonee 4 cm);

* npopacmaHue memacmasa 3a npeoeivl Kancyivl aumpamuyeckozo yia [150, 151]
[152].

Aoviosanmuas OUCMAHYUOHHAS Ty4e8ds mepanusi NPOBOOUMCS 8 CAeOVIOUWUX DeHCUMAX:
50-66 I'p 3a 25-33 ¢paxyuii 3a 5-7 nedenv[153]; 48Ip 3a 20 ¢paxyuii 3a 4 nedeauf150].
Hcnonvzosanue HO8bIX MemoOOuUK OUCMAHYUOHHOU jyyesot mepanuu - maxux xak IMRT,
VMAT — nozeonsiem crudicams nogpesicoeHue 300posvix mraueti [154, 155].

Ilpu Hanuyuu HepezekmMabenbHblX MemAacmasos 6 pecUOHApHble IUMpamuyeckue y3ivl
B03MOJICHO NpOBeOeHue NALTUAMUSHOU JIY4esoll mepanuu Ha smy obnacmo. HMcnonv3yromes

pasnuunvle pexcumvl eveHus, Hanpumep: 481 p 3a 20 ¢ppaxyuii 3a 4 nedenu, 50-55I'p 3a 20-

22 ¢ppakyuu 3a 4-5 nedenwv [156].
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3.3 PexoMeHIAIIHH IO NPOBEICHHUI0 aTLIOBAHTHOI Tepanmuu MeJaHOMBI KOKH

Jlnst onpeneneHus NMOKAa3aHUM K Ha3HAYCHUIO abIOBAHTHOW TEPAllMM PEKOMEHAYETCS OLIEHUTH
PHUCK IIPOIPECCUPOBAHUS U CMEPTU OT MEJIAHOMBI KOKU IOCIE PaJUKaIbHOIO XHUPYpPru4ecKoro
neueHus. s OLEHKU pUCKa pEKOMEHIyeTCsl HCIob30BaTh kKiaccudpukamuio TNM AJCC/UICC
8 mepecMoTpa, KOTOpasi BKIIIOUAET B ce0si OCHOBHBIE MPOTHOCTUYECKUE (DAKTOPHI (CM. paszzen 6)
[142, 157].

YpoBeHb y0eauTEJIbHOCTH peKOMeHIaumii - A (YpOBEHb JOCTOBEPHOCTH JI0Ka3aTeIbCTB — [a).

Taonuuya 8. Pexomenoyemvle pexcumvl aA0bIOGAHMHOI MEPANUU MENAHOMbBL KOMCU 8

1
3asUCUMOCHIU 0N CIAOUU 3A00]1€6AHUA .

Cmaous Hanuuue OnmumanvHole pexcumol Pestcumni, npeonazaemote
mymayuu 6 npu omcymcmeuu
2ene BRAF ONMUMAIbHBIX

V600
IIB, IIC Wurepdepon anpda 2b 3 — 5 muin * 3 p/uen * | Habnronenne
Bre 2
12 mec.
3aBUCHMOCTH OT
NI
craryca
Nurepdepon anvda 2 b 20 man En/m2 nens 1-
5 * 4 nen, nanee, unrepgepon ansda 2 b 10
miH En/M2 nens 3 p/aen * 11 mec’ [143-148]
IIA BRAF V600 | Ja6papennd 150 mr 2 p/cyr BHyTpsr + | MHTepdepon ambda 2b 3 —
mut tpamernu6 2 wmr 1 p/cy BHyTph * 12 | 5 mumH * 3 p/men * 12 mec’.
Mmec.[158] nim
W Wnrepdepon anpda 2b 20
IMemOponuzymad 2 mr/kr (Ho He Gomee 200 | mun En/m2 nenp 1-5 * 4
mr) B/B * 1 p/21 nenp * 12 mec.’ [159] HeJl, najee HHTEPHEpPOH
A BRAF V600 | Tlem6ponusyma6 2 mr/kr (Ho He Gonee 200 | ambda 2 b 10 mna Ex/m2
WT Mr) B/B * 1 p/21 mens * 12 mec.” [159] news 3 p/uen * 11 mec
1B, HIC/D BRAF V600 | dabpadhenud 150 mr 2 p/cyr Buytps + | UHTepdepon ambda 2b 3 —
mut tpamernnn6 2 Mr 1 p/cyt BHyTps * 12 Mec. | 5 M * 3 p/uen * 12 mec’

! HaHI/IeHTaM BCEX TpynIl CICAYCT Mpeajaratb y4aCcTue€ B KIMHHUYCCKUX HCCICAOBAHUAX IPU HAJIUINU

TaKOH BO3MOXKHOCTH.

> AIbIOBaHTHAS Tepamus HHTEPhEpPOHOM amb(ha MMEET MPEHMYIIECTBA Y OONBHBIX C H3bS3BICHHOM

IIEpBUYHON MEJIaHOMOM KOXKHU

’ HasHaueHHe a[bIOBAHTHON Tepamuy MeMOPOIH3yMaboM JOKHO HPOBOJUTECS 110 PEMICHUIO BPaueOHOM

KOMHCCHH.
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[158] [143-148]
W

ITemOponuzymad 2 wmr/kr (Ho He Gomnee 200

Mr) B/B * 1 p/21 mems * 12 mec.” [159]

Huonymab 3 mr/kr (Ho He Oonee 240 wmr)

Kaxaele 2 Heienu B/B kKam *12 mec. (umu

HuBonymab  480mr  B/B  kaxase 4

Henenu)[160]
1B, HIC/D BRAF V600 | I[Membponusymad 2 mr/kr (Ho He Oomee 200 | MuTepdepon anbda 2b 3 —
WT Mr) B/B * 1 p/21 mems * 12 mec.” [159] 5 M * 3 p/uen * 12 mec”

nJm
Huonymab 3 mr/kr (Ho He Oonee 240 wmr) | Mutepdepon ambda 2b 20
Kaxaple 2 Hemenu B/B kam *12 wmec. (wmm | v En/m2 mews 1-5 * 4

HuBonymab 480Mr B/B Kaxnapie 4 Helenu) | Hem, nanee, HHTEPPEpPOH

[160] anpa 2 b 10 mua En/m2
neHb 3 p/mem * 11 Mec?
[143-148]
v (mocne HuBonymab 3 wmr/kr (Ho He Oonee 240 mr) | Habmronenue
yAAJIEeHUs BCeX KaxJple 2 HeAenu B/B kKam *12 mec. (uiam
MeTacTaTH4YeCKU HuBonymab 480Mr B/B Kaxabie 4 HeIenu)
X y3/10B.) [160]

Pekomenayercs — mpemiaraTb — NAUUMEHTaM  C BBICOKMM M IPOMEKYTOYHBIM  PHUCKOM
NPOTPECCUPOBAHUS  TOCTE  PAJUKAIBHOTO  XHPYPTrHYECKOro JedeHus (T. €. OOJbHBIMU
co cranuamu [IB-III, a Taxxke mocie MOJHOrO YyAANEHUs BCEX OTHAJICHHBIX METACTA30B
(IVeragus) mpu OTCYTCTBUM NPOTHBOIIOKA3aHMM IIpelsiaraTh aJbIOBAHTHYIO JIEKApPCTBEHHYIO
Tepanmuio  (cM. Tabi. 8), wuHGOpMHUpPYS  TAIMEHTa O MOTEHIHUAIBHBIX  IPEUMYIIECTBaX
Y OTPAaHUYEHUSX JAHHOTO MeToja JieueHus) [ 143—-148].

YpoBeHb y0eauTEJIbHOCTH peKOMeHIaumii - A (YpOBEHb JOCTOBEPHOCTH J0Ka3aTEIbCTB — [a).

JUig manueHToB, paAuKaJbHO ONEPUPOBAHHBIX IO MOBOAY OTJAJIEHHBIX METAaCTa30B MEJIAHOMBI
KOXKHM, B HacTofllee BpeMs pa3paborana Ttepanust Omnokatopamu PDI1. PexomenmoBano
NPOBOJIUTh TAaKWM TallMEHTaM aJbIOBaHTHOE JieueHue Oinokaropamu PDI, mpu Hanmmuum
MIPOTHBOMNOKA3aHUN aJbTEPHATUBOM MOXKET OBITh JIMHAMUYECKOe HaONIOEHHE WM y4yacTHe B
KIMHUYECKUX MCCIIeA0BaHUsIX (eciiu TakoBbie uMetrores) [20, 70, 160].

YpoBeHb yoeANTEJbHOCTH peKOMeHAanmii - A (YpOBEHb JOCTOBEPHOCTH JOKA3aTeIbCTB - Ib).
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* He pexoMmeHayeTcss NPOBOAUTH aIbIOBAHTHYIO TEpanuio OOJbHBIM MEJTAaHOMOW KOXH
OJaronpusATHOTO MPOTHO3a, UMEIOIUM HHU3KUH pUCK mporpeccupoBanus 3aboneBanus (1A, 1B,
ITA crapum) [161, 162].

YpoBenb y0eauTeqbHOCTH pekoMeHAanuil - B (ypoBeHb 1OCTOBEPHOCTH JOKA3aTENbCTB —

IIa).

* He pexomMeHayeTCs MPOBOIUTH abIOBAHTHYIO TEPAMUIO OOJIEHBIM MEIAHOMON KOXKH, Y KOTOPBIX
PUCKH, CBSI3aHHBIC C PA3BUTHEM HEKeNaTeNbHBIX SBJICHUN Ha (OHE MPUMEHEHUS aIbIOBAHTHOM
Tepanuy, NEPEBEIINBAIOT 0)KUIAEMYIO 1oNb3y [163-166].

YpoBenb y0eauTelbHOCTH pekoMeHAanuil - B (ypoBeHb OCTOBEPHOCTH JOKA3aTENbCTB —
IIa).
Kommenmapuii: Yuumoigasn, umo npogsedenue ummynomepanuu UOH anvgpa™** conpsoiceno c
U36ECMHBIMU PUCKAMU HeXHCeamebHblX AGNeHUll, Cledyem 6blOelums 2pynny nayueHmos,
KOMOpbIM 2MO Jledenue npomugonokazano. Ilocne ananuza OAuHbIX aUMeEpPAmypuvl dIKCNepmol
NPULLIU K 8bIBOOY, YMO PUCK NPEBOCX00um noav3y om Hasnavenus UOH anvgha™* 6 credyrowux
cayuasax (Ho ne oepanuuueaemcs umu) [163-166]:
*  Taxcenas Oenpeccust
*  [uppos neuenu n10601i 5muonocuu
«  Aymoummynnvie 6onesnu’
*  Buwipascennas (cmen. 3-4 no CTCAE ver. 3.0[167]) opeannas HedocmamoyHoCmb
(cepOeunas, neyeHounas, noueunas u op.)
*  Bepemennocmu unu nianupyemas 6epemeHHoOCmb
* [lcopuas
*  Hecnocobnocms nayuenma adekeamuo 8biNOJIHAMb HA3HAYEHUSA 8paia
B cea3u ¢ omum, 3Kcnepmuvl peKoMeHOYIOm nepeo HA3HAYeHUem aoblO8AHMHOLU
UMMYHOmMepanuu uHmep@pepoHom anvbgha UCKIIOUUMb HAludue y NAyueHmos nepequcieHHblx
NPOMUBONOKA3AHUL, NpU HeobXxooumocmu npudecHy8 K KOHCYIbMAyuu Cneyuaiucmos
(mepanesma, ncuxuampa, depmamonoza u m.o.). Ciedyem maxoice yuecms npomu8ONOKA3AHUSL
K HA3HAYeHUl0 npenapamad, yKa3auHvle npou3eooumenem 8 UHCMpYKYuu no nPpUMeHeHUro.
Hannvie no 6ezonachocmu u 3ppexkmuenocmu advioganmuoeo npumenenus HOH

anvgha** npu menamome Kooxcu y auy monodxce 18 nem ocpanuuenvi eOUHUUHBIMU

* 3a MCKITIOUEHHEM CITy4aeB ayTOMMMYHHOTO THPEOMINTA C UCXOAOM B IEPBHYHBINA THIIOTHPEO3 H TMOTHOI
JeKapcTBEHHOHW KomreHcanued. Ecnu Ha QoHe jedeHus MHTeppEepoHOM He yaaeTcs I0OUThCS KOMIICHCAIMU

¢byHKIMN MUTOBUAHOI xkene3sl, To UDH crexyeT OTMEHUTD.

39



ctp. 40

HAOMOOeHUAMY, NOIMOMY IKCHEepmbl He peKomeHoyiom Hasnadams HDH anvgha Oawnuoi
Kame2opuu OOIbHBIX.

PexoMeHI0BaHO HAYMHATH ABIOBAHTHYH) MMMYHOTEPAIUI0 B CPOKH HE IMO3IKE 3 MECSIEB C
MOMEHTA XUPYPrHUYECKOTO JICUCHHS MOCIIC TTOJIHOTO 3a)KUBJICHUS TIOCIICONePAIlMOHHOM paHbl. He
PCKOMEHyEeTCSI HAaYMHATh aIbIOBAHTHOC JICYCHHUE B TOM Cllydae, €CIM C MOMEHTa OICpaIliu
npouuio 6onee 3 mecsues [158] [159] [160].

YpoBeHb y0eaUTEJIbHOCTH peKOMeHIaumii - A (YpOBEHb JJOCTOBEPHOCTH JI0Ka3aTeIbCTB - [B).

B paHIoOMH3MpPOBAaHHBIX MCCIEJOBAHUSAX HE OBUIO TOKAa3aHO MPEUMYIIECTB HPEPHIBUCTHIX
PEeXKMMOB Ha3HaYeHUs MHTepdepoHa ab(ha, HOTOMY OHU He PEKOMEHAYIOTCS K UCIOIb30BAHUIO
B pyTUHHOM npakTuke [163, 168].

YpoBeHs yoeauTeJJbHOCTH pekoMeHnaaumii - B (ypoBeHb 10cToBEepHOCTH JOKa3aTenbeTs - I1I).

Ilo naHHBIM MHOTOYMCIIEHHBIX MEXIyHApOJHBIX UCCIEI0BAaHUI MPUMEHEHUE XUMUOTEPAIIUU B
aJIbIOBAHTHOM pPEXUME TMOCJE pPaIUKaIbHOrO JieueHus: MenaHombl koxu IIb-III cragum He
IIPUHOCUT KIMHUYECKOH 1monb3el [169-176]. He pekoMeHayeTCsl UCTIOIb30BaTh XUMUOTEPAIINIO B
PYTHHHOM NPaKTUKE Ul aJbIOBAHTHOTO JICUEHUSI METAHOMBI KOXKH.

YpoBeHb y0eaUTEJIbHOCTH PeKOMeHAAUMi - A (YpOBEHb JOCTOBEPHOCTH J1I0KAa3aTEIbCTB - [a).

He pexomennyercsi ucnosnb3oBath uHaykropel M®H, npyrue unrepdeponsl (6era u ramma) B
aJIBIOBAaHTHOM pEXHME TpH MeEITaHoOMe Koxu. MMeromuecs JaHHBIE KIMHHYECKHUX
UCCIICZIOBAaHUM CBUIECTEILCTBYIOT 00 OTCYTCTBUHM 3(dexkTuBHOCTH MHTEepdepoHa ramma** B
aIbIOBAaHTHOM pexkuMe [177], OTHOCHUTENBHO MAPYTHX NPENapaToB HMMEIOIIUXCS HAyYHBIX
JAHHBIX HEJOCTATOYHO JUISL UX 0€30MacHOr0 MPUMEHEHUSI.

YpoBeHb yoeauTeJbHOCTH peKOMeHaaumii - B (ypoBeHb IOCTOBEPHOCTHU J0KA3aTeNbCTB - [1a)
Kommenmapuii: umeromces makdice ce0eHuss 00 YiyyuleHuu pemeru 00 npozpeccupo8aniisi npu
npUMeHeHUU necunuUpo8anno2o unmeppepona anvpa** 6 pescume nee-M®H anvgha 6 mxe/xe 1
pas 6 Hed * 4 Heo, danee 3 mxe/ke * 1 paz 6 ned * 23 mec. /lanHvlii pescum maxdice He umeem
npeuMyujecms ¢ OmHoueHUY oouell BbIHCUBAEMOCU U BbIHCUBAEMOCIU Oe3 NPOPeCCUPOBanUs.
nepeo HU3KOOO3HbIM PeNCUMOM, HO obradaem 3Hayumol mokcuynocmoio [178]. B smou cesazu
npenapam He pPEeKOMEeHO08aH Ol PYMUHHO20 NPUMEHEHUs Oaf dA0bIOGAHMHOU mepanuu
MENAHOMbL KOJHCU.

B nacmoswee spems He cywecmeyem OoxkazamenbCme npeumywecmed 6vicokux 003 UPH

anva** neped HU3KUMU, NOIYUEHHBIX 8 pe3yibmame ux npsamozo cpaguenus [145, 179]. Ilpu
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NpuHAMuU pelterus Cﬂedyem makoice ydecmsp MHEHUue nayuenma u 6ocmynHocmb npenapamoe

HUDH anvpa™** ons nposedenust nevenus.
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3.4 Jleyenue 00JbLHBIX METACTATHYECKOH M Hepe3eKTa0eapHoii Meadanomoi koxku (IIIC/D

HepesekTadeabHaa -1V)

3.4.1. O0mue NpUHUMIBI BHIOOPAa Tepanuu NepBOil JMHUHU Y 0OJBHBIX METACTATHYECKON

WM HeomnepaldeJbHOH MeJTaHOMOM KOXKH

PexomeHayercsi BBIOMHHUTH OIICGHKY COCTOsHUS manueHTta mno mkane BO3/ECOG (cwm.
[Tpunoxxenue I'), HanMuus COMyCTBYIOIIEN NATOJIOTUHU, OKUIAEMON TPOJOKUTEIbHOCTH KU3HU
[180].

YpoBeHb y0eaUTEJIbHOCTH PeKOMeHaunil A (YpOBEHb IOCTOBEPHOCTH JJOKA3aTeNbCTB — la).

PexoMennyercss mpoBeCTH MOJIEKYJISIPHO-TEHETUUYECKOE HCCIEAOBAHUE OIyXOJHM Ha HAIU4YUE
myTanuii B 15 3x30He reHa BRAF. Jlns uccrienoBanust MOXKET OBITh MCIOJIB30BAH APXHUBHBIN
OITyXOJICBBIM MaTepuaj WIM CBEKUH MaTepuas, KOTOPBIA MOXKHO TMOJyYUTh MpHU OHUOICHUU
(OTKPBITOH, TOJCTOUTONBHON [KOp-OWOICUU]| U ZIp.) B clydae, €Clid OTO IMOBJIHIET HAa BBIOOP
nanpHeuen Taktuku aeuenus [20, 70, 71].

YpoBeHb y0eaUTEJIbHOCTH PeKOMeHIauni A (YpOBEHb IOCTOBEPHOCTHU JOKA3aTeNbCTB — [a).

IIpu orcyrctBun Mytauuu B reHe BRAF (“nukuii Tun”) peKOMEHAyeTcsl BBIIOJIHUTH AHAIU3
OwomnTaTa OMyXOodW Ha MyTamui B reHe c-Kit (3x3oHBl 8,9,11,13,15,18), ecnu 310 MOXKET
MOBIUATH HA BBIOOP TAPreTHOTO areHTa B JICYEHUU METacTaTu4yeckoro mnpouecca [81, 181-187].

YpoBeHb yoeauTeJIbHOCTH peKOMeHIauMil A (YpOBEHb IOCTOBEPHOCTH JJOKA3aTeNIbCTB — [a)

IIpy OTCYTCTBMHM BO3MOXXHOCTH BBIIIOJIHUTH MOJIEKYJISIPHO-TEHETUUECKOE  MCCIIEOBAHNE
onyxonu Ha Hanuuue Mytauuu B reHe BRAF (wm c-Kif) B TeueHue 4 Hexmenb mocie
YCTaHOBJIEHMSI IMAarHO3a METACTaTUYECKON MEIaHOMBI (OTCYTCTBYET MaTepHa Ajsl aHaJIW3a, HET
COOTBETCTBYIOIIETO O0OpYNOBaHMA B YUYPEXKIEHHHM W T.J.) TPH OTCYTCTBHH JAPYTHX
IIPOTUBOIOKA3aHUI PEKOMEHAYETCSl HAaUMHATh TEPAIUIO MAUEHTY B COOTBETCTBUU C Pa3JEIoM
3.4.4 HacTOALMX PEKOMEHIALIUH.

Yposens yoeaureabHOCTH pekoMenaanmnii C (ypoBEeHb IOCTOBEPHOCTHU JOKA3aTeNbCTB — [V)

3.4.2. BpiOop Tepanuu nepBoi JUHUHM Y 00JBHBIX MEeTACTATHYECKON WM HeonepadeabHOM

MeJIaHOMOM KO0kHU ¢ MyTauueil B rene BRAF

VY nanueHToB ¢ MmyTtanueil B rene BRAF' B nepBoii IMHUK TEPANIUN PEKOMEHIYETCS UCII0JIb30BATh

100 komOuHanuio uaHrnouTopoB BRAF nu MEK, 1160 komOuHnpoBanHoe neyenue antu-PD1 +
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anti-CTLA4, mu6o monotepanuto antu-PD1. [Ipu HEqocTynmHOCTH KOMOWHUPOBAHHOTO JICYUCHUS
uaruouropamu  BRAF u MEK wm antu-PD1 BO3MOXHO TNpoBeneHHE MOHOTEpANHH
uaruoburopamu  BRAF [77, 78, 188-196]. Jleuenue mnpoBOAUTCS 1O NPOTrPECCUPOBAHUS
3a00JIeBaHMsl WM DPA3BUTHUSA BBIPAKEHHBIX HEKYMHUPYEMbIX TOKCHYECKUX SBICHUH. PeXuMbI
NpUMEHEeHUs pUBeeHbI B Tabmuie 9 u 10.

YpoBeHb yoeauTeJIbHOCTH peKOMeHIaunii A (ypOBEHb TIOCTOBEPHOCTH JJOKA3aTeNIbCTB — [a)
Kommenmapuii: Y nayuenmos c 0O01bwioll ONyxone8ou MAccoli U 6blCOKOU CKOPOCMbIO
npozpeccuposanus 3abonesanus ciedyem omoasams npeonoymenue KOMOUHaAyuu UHeUOUMOpPos

BRAF u MEK.

Tabnuya 9. Pesrcumot HazHauenus uneudbumopoé BRAF u MEK

Cxema Tepanun IIpenapar Jo3a IIyre Juu npuema | JIMTeJbHOCTH
BBeJeHUS UK, JAHH,
pexuM
Bemypadenud 960 wmr 2 | BHyTpH €XEJIHEBHO
JUTUTENIBHO
pa3a B JICHb
KombunupoBanHas
KobumeTnnu6 60 mr 1 pa3 | BHyTph c 1 mo 21
Tepanus [77, 78]
B CYTKH JleHb, 7 OHEW | IIUTEIbHO
epepsIB
Jabpadenud™* 150 w™r 2 | BHyTph €XKEJIHEBHO
JUTUTENIBHO
KombunupoBanHas pasa B I€Hb
Tepamnus [188] TpameTunu6** 2 mr 1 pa3 B | BHYTph €XXETHEeBHO
JUIUTENIBHO
CyTKH
MomnoTtepanus [197, 960 wmr 2
Bemypadenud BHYTDb €XKEJIHEBHO JUIUTEIBHO
198] pa3a B JICHb
150 mr 2
Mounorepanus [199] [73] | Habpabenudo™* BHYTpb €XKEJIHEBHO JUTATENHHO
pasa B JIeHb

He pexomennyercs mpoBoauTh Tepamuto uHruouropamu BRAF wnmum  xomOunanumei
uaru6ouropoB BRAF u MEK nanueHTam ¢ HEM3BECTHBIM CTaTyCOM OIyXOJIM B OTHOIICHHH
myTtaiuu B reHe BRAF, Tak kak uMmeroTcss cBeAeHUS O BO3MOXKHOCTH MapaJoKCalIbHOU
akruBauu ERK-curHambHOro myTw M yCKOpPEHHMS pOCTa OIYXOJHM IIPU IPUMEHEHUU
uHruouropoB BRAF Ha knerounsix tuHusax 6e3 mytanuu B reie BRAF [200, 201].

YpoBeHs yoeauTeJJbHOCTH pekoMenaaumnii B (ypoBeHs 1ocToBepHOCTH 0Ka3aTenabcTB — 1)

He pexomennyercs komOuHupoBanue wuHruouropa BRAF u wunrn6uropa MEK pa3bix

HpOI/I3BO,Z[I/ITeHeI71, TaK KaK TaKue KOM6HHaHHH HU3YYCHBI HCJOCTATOYHO.
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Yposens yoenurenbHocTH pekomenaanuii C (ypoBeHb T0CTOBEPHOCTH J10Ka3aTenbCTB — [V).

YuauTeiBasgs 0COOBIH NMPO(UIb JAEPMATONOTHYECKUX HEKEIATENbHBIX SBICHUA HHIHOUTOPOB
BRAF n MEK, B 4acTHOCTH pUCK pa3BUTHUS IJIOCKOKJIETOYHOI'O paka U IPYruX OIMyXOJel KOXH,
Ha (oHE JIeYCHHST HEOOXOJMMO pEryJspHO MPOBOIUTH OCMOTP KOXHBIX MOKpoBOB. Ilpu
MOJIO3PEHNH HAa pa3BUTHE IUIOCKOKJIETOYHOTO paka MM KEepaTOAKaHTOMBI HEOOXOAWMO HX
XUPYPTUYECKOE yJAJEHUE C MOCIEIYIOIUM THCTOJOTHUYECKUM HCCIEA0BAaHUEM, IPHU 3TOM
tepanust uaruoutopamu BRAF unu komOunanmerr narubutopoB BRAF u MEK moxeT ObITh
NpojioJDKeHa Oe3 rmepephiBa B JICUCHUN W/Hiu 0e3 peayKIuu 036l penapara [202].

YpoBens yoeaureJbHOCTH pekoMenaaumuii B (ypoBens nocroBepHocTH JTokazaTenbeTB — I1I).

IIpu nposenenun wuHruouropamu BRAF wunm komOunamnmern maruobutopoB BRAF u MEK
orleHKy d3(ddexTa JeueHUsT PEKOMEHIIOBAHO MPOBOIUTH Kaxkawie 8-10 Hemenb, HE AOIycKas
NIEPEepHIBOB B IpUEMe TpenapaTa Ha nepuoa oreHku 3¢dexra neuenus. na onenku 3¢dexra
TEparuil PEKOMEH/AYETCsS HCIIONb30BaTh OLIEHKY OOIIEr0 COCTOSHHUS MAaIleHTa U METOJIbI
JTy4eBON TUArHOCTUKHU (CM. Tabmuiy 7, paszgen 2.4) a Takke CTaHIapTHbIE KPUTEPUU OTBETa Ha
uuroctatuueckyto tepanuto (RECIST 1.1 wnu BO3) [77, 203, 204].

YpoBeHb yoeTuTeTbHOCTH peKoMeHAaNuiil A (YpOBEHb TOCTOBEPHOCTHU J0KA3aTeNbCTB — Ib)

[Tpu HaMMYMU MPU3HAKOB MPOTPECCUPOBaHUA 3a00seBaHus HA (poHEe MpUMEHEHUsT HHTHOUTOPOB
BRAF wumn xomOunammu wunrubutopoB BRAF w MEK, wnu mnosBieHHs TpHU3HAKOB
HETMEePEHOCUMOCTH TaKOW Tepamnuu, MPU COXPAHEHUH yIOBJIETBOPUTEIHHOIO OOIIETO COCTOSHUSA
naruerTa (ECOG 0-2) u oxxunaeMoid mpo10JDKUTEIEHOCTH JKU3HH Ooiee 3 Mec. peKOMEHIyeTcst
NIEPEBECTH MAIlMEHTa Ha TEPAINUIO0 MOIYIATOPAMUA HUMMYHOJIOTHYECKOT0 CHHATCa — OJI0KaTopamMu
penentopa PD1 wmu xomOunarmuio Onokaropa PD1I u CTLA4 [189-196, 205]. Pexumsr
pUMEHEeHHs NpuBeeHbI B Tadmuie 10.

YpoBeHb yoeTuTeIbHOCTH peKoMeHAaIuiil A (YpOBEHb TOCTOBEPHOCTHU J0KA3aTENbCTB — Ib)

Taonuya 10. Pesxcumol npumenenusn 6;10kamopos peuyenmopos PD1

Cxema Tepanuu IIpenapar Ho3a yTs JAnun JdaurtenbHocTh
BBeJeHUS BBeJeHUSl | NMKJA, JHH,
pexuM
Monotepanuss  [189- 3 Mr/kr maccel | B/B 1 pa3 B 14
Huomyma6** JUIUTEIBHO
191] Tena (HO He | KamelbHO JHen
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6onee 240 mr) | 30-60 mun
NI 240 wr
[206]
B/B
1 pa3 B 28
Husomyma6** 480 mMr KaleJIbHO JUIUTEIBHO
JHen
30-60 mun
2 MI/KT Macchl | B/B
MosHotepanuss  [192- 1 pa3 B 21
[Mem6ponu3ymab** | Tenma (HO He | KamelabHO JITUTENBHO
195] JICHb
6omnee 200 mr) | 30 MmunH
Huonyma6** (B B/B
1 pa3 B 21 | cymmMapHO HE
OIMH  JeHb  c | 1 Mr/kr KareabHO
JIeHb 6onee 4 BBeneHUil
KoMGHHHpORAHHAS UIUIUMYMaboM) 30 MuHYT
. Wnunumymab (B B/B
Tepaitns anfi- 3ur/ 1 pas B B | cymmapHO He
. OIMH  JeHb  C | 3MI/KT KareibHO
CTLA4+anti-PD1 21 neHs 6onee 4 BBeneHUil
[196] HUBOJIYMaboM) 30 MuHYT
[MonnepxuBatomas | 3 mr/kr (Ho He | B/B 1 pa3 B 14
JUINTETBHO
¢aza: HuBonymab | 6osee 240 Mr) | KamenbHO JHEH

[Tpu HaMMYMU MPU3HAKOB MPOTPECCUPOBaHUA 3a00sIeBaHUs HA (poHE MpUMEHEHUsT HHTHOUTOPOB
BRAF nepekitoueHue manieHToB Ha KOMOMHUPOBAHHYIO TEPAIUIO He PEKOMEHAYETCs, TaK Kak
BEpOSATHOCTh MOJYYUTh OTBET HAa JICUEHHE OCTaeTcs HHU3KOW, a MeauaHa BPEMEHH [0
IIPOrPECCUPOBAHNUS HE MPEBbIIIAET 3 MecsLeB [76].

YpoBeHs yoeauTeJJbHOCTH pekoMenaaumii - B (ypoBeHb 10cTOBEpHOCTH JOKa3aTenbeTs - I1I).

[Ipu Hanu4yuM NMPHU3HAKOB MPOrPECCHPOBAaHUS 3a00JIeBaHUs Ha (POHE MPUMEHEHHUS OJHOTO U3
narnouropoB BRAF win ogHo#t n3 komOunanuii uaruouropa BRAF u MEK (cm. Tabmuiy 9) ne
peKOMEHAyeTCs TepeKiIouaTh MalUeHToB Ha apyroil uHruoburop BRAF wumm  gpyryio
komOuHarmio uaruouropa BRAF u MEK. HNmeromuecss mpekIMHUYECKUE JaHHbIE TO3BOJISIOT
NPEINONI0KUTh AHAJTOTMYHBIE MEXaHU3Mbl JCUCTBUS U (OPMHUPOBAHUS PE3UCTEHTHOCTH K
BeMypadeHuOy/koonmetunnOy u mabdpadenudy**/rpamernnudy** [207, 208]. Cemenus o
HAINYUU KIMHAYECKOH 3(p(PEeKTUBHOCTH OJOOHOTO MEPEKITIOUEHHSI TAKKE OTCYTCTBYIOT.

YpoBeHs yoeauTeJJbHOCTH pekoMenaaumii - B (ypoBeHb 10cTOBEpHOCTH JOKa3aTenbeTs - I1I).

[Ipy MeaneHHO MNPOrpeccCHpyIOmel MEeTacTaTU4eCKOH W/WiIM MECTHOPACIpPOCTPaHEHHOM
menanome (111 neonepabenpHas - [V cragum) y NaiueHTOB ¢ 0XKUIaeMOM POIOKUTETHHOCTHIO
KU3HU HE MEHee 6 Mec. IIPU OTCYTCTBUM NPOTHBONOKA3aHUM, HE3aBUCUMO OT CTaTyca MyTalluu
BRAF, pexkomeHnnmyercss HCIOJIb30BAaHHE Mperapara HIWIMMymal IOCie MpPOrpecCUpOBaHUS

Oone3nn Ha QoHe cTaHmapTHOW Teparnuu (6mokaropsl peuentopa PD1, muaruburopsr BRAF,
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komOuHarust uHruouropo BRAF u MEK,) unu B cimyuyae ee nHemepeHocumocTt [209-211].

Pexxum npumeHeHus npuBeaeH B Tabmuue 11.
YpoBeHb yoeTuTETbHOCTH PEKOMEHAAIUI - A (YPOBEHb JJOCTOBEPHOCTH JI0KA3aTEIbCTB - Ib)

Kommenmapuii: Ununumymab snenisemcs unHeubumopom awmuceHa 4 yumomorxcuuecxkoeo T-
aumpoyuma (CTLA 4) u ommocumca xk Kame2opuu UMMYHO-OHKOJLOSUYECKUX NPenapamos.
Hnunumymab ucnonvzyemces 6 0oze 3 me/ke 6/6 6 sude 90-munymuou ungyzuu xasxcovle 3 Heoeau
(1, 4, 7 u 10-1 Hedenu , 6ceco 4 68edenus (00vbeOUHEHHbIU AHANU3 OAHHBIX NPOOEMOHCIMPUPOBAL
17%-nbui  nokazamenv  7-nemuell 00Well  BbIHCUBAEMOCMU CPeOU BCeX NAYUEHMO8 C
Memacmamuyeckou /Ui  MecmHOPACNPOCMPAHEHHOU  (OpMOll  MeNaHoMbl,  NOIYHUAGUIUX
ununumymao). Ilepeoe konmponvhoe obciedo8anue pekomeHoyemcs npogooums Ha 12 nedene
om Hauana  JaeyeHus  (Mpu  OMCYMCMEUU  KIUHUYECKUX  NPUSHAKOS  BbIPANCEHHO20
npocpeccuposanus). Yuumol6as G03MONCHOCIb PA3ZGUMUA AYMOUMMYHHLIX HeNCeNaAMenbHbIX
Aenenuti  (Ouapes, Koaum, 2enamum, OSHOOKPUHONAMUU, OepMamum) HeoOXo0UMO ux
c80eBpeMeHHOe BblAGIeHUe U AKMUBHOe JledeHue 6 COOMBEemCmeuUu ¢ O0OWenpuHAmvLMU

ameopummamul.

Taonuya 11. Pexrcum npumenenusn oaroxkamopa peyenmopa CTLA4 npu menanome xoxcu

Cxema I[Ipenapar Ho3a yTs JAHu JdaureabHOCTH
Tepanuu BBe/IeHH S BBe/IeHH S HMKJIA, JAHH,
pexxuM
3  wr/kr | B/B
Momnoreparnus 1 pa3 B 21 | MmakcuMym 4
UMWIAMYMal | Macchl KareJibHO
[209-211] JICHb BBEJICHUS
Tela 90 Mun

IIpy HEBO3MOXKHOCTH NPOBEACHMS TepanuM (WIM CPOKAMM O>KMJAHUS Hadaja TakoW Teparuu
6onee 1 mec.) unruburopamu BRAF unm komOunanueit unruouropo BRAF nu MEK wim
uaruouropamu perenropos PD1 unu CTLA4 B nepBoii WM BO BTOPOH JIMHUU y MAIEHTOB C
MeTacTaTHYECKOW MM Hepe3eKTabenbHOi MenaHoMol U myTanueil B rene BRAF B onmyxomu mpu
COXPaHEHUHU YNIOBJIETBOPHUTENbHOTO ob0mero cocrosiHus namuenta (ECOG 0-2) u oxumaemoit
MPOJOIDKUTEILHOCTH JKU3HU Oosiee 3 Mec. pEeKOMEHIYeTCsl MpPOBEIEHHE LHUTOTOKCHYECKOU
xumuorepanuun  [212-220].  Haubonee  pacnpocTpaHEHHBIE  PEXKUMBI  XUMHOTEpPAIHH

(MOHOTEpanus UM KOMOMHAIIMH) IPUBECHbI B Tabmuie 12.
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YpoBeHs yoeauTeJJbHOCTH pekoMeHnaaumii - B (ypoBeHb 1ocToBepHOCTH JOKa3aTenbeTs - [1I).

Kommenmapuii: JJannviti 6u0 neyeHus meHee 3¢hexmuser 6 omHoulenuu ygeiuyeHus ooueti
NPOOONIHCUMENTLHOCIU  JHCU3HU, BPEMEHU 00 HNPOSPeCCUpO8aHUs, UACMOMbl 00bLEKMUBHBIX
omeemos Ha JjeueHue u, 8 OONLWUHCIEE CIYYAe8 CONPO8odHcOaemcs 0onee blPaAHCeHHLIMU
HedcenamenbHblMU  peakyuamu 8 cpaeHenuu ¢ uneubumopamu BRAF unu xombunayueti
uneudbumopos BRAF u MEK, unu uneubumopamu peyenmopos PDI unu CTLA4. B smoti cea3u
credyem  uzbecamv  NPUMEHEHUs XUMUOMEPAnuu 6 Nepeoll JUHUU JledeHus OONbHbIX
Memacmamuyeckol Uiy HepeseKmabeibHol MmenaHomou u mymayueti 8 2ene BRAF escezoa,

K020a 5mMo 803MOMNCHO.

Tabnuya 12.  Pexcumvl  Xumuomepanuu, umewuwjue  pacnpocmpanenue  npu
Memacmamuyeckoil Meianome Koxicu

Cxema IIpenapar Ho3za yTs JAnun JauTebHOCTD | CCBLIKA
Tepanuu BBe/IeHUsI | MpUeMa | UHUKJIA, JIHH,
pe:xum
Mounortepanus | Jaxapoazun** 1000 B/B 1-ii 2128 [212-214]
Mr/M
Mounorepanus | Jaxapoazun** 250 B/B 1-if —5- 2128
Mr/M 51
Mowunorepanus | Temozonomuo** 200 BHYTpb 1-if —5- [215]
5 28
MI/M WJH B/B 51
Mounotepanust | Apabunonupanosuimemun | 1000 mr | B/B JeHp 1- 583 [216]
-35
HUMPO30MOUEBUHA MeaneHHo | 3
Mouotepanus | Jlomycmun** 80 BHYTDb JieHb 1 )1 [221, 222]
Mmr/m2
Lucnnamun** 20 mr/m” | B/B 1-4 [219, 220]
Bunbracmun# 2 Mr/m’ 1-4
Kom6unanust 28
Haxapbasun™* 800 1
Mr/M
Tlaxnumaxcentt 175-225 | B/B 1 [217, 218,
Mr/M 223]
Kom6unanwst 21
Kapbonnamun# AUC=5- 1
6

[Tpu mpoBeneHNN XUMHOTEPANUU OLEHKY A (deKTa JedeHuss PeKOMEHIOBAaHO MPOBOAMTH MOCIIE
Kaxkaoro 2-3-ro mukia (kaxasie 7-12 Henens). Jlns ouenku 3ddexra Tepanuu peKOMEHIyeTcs

HCIOJIb30BAaTh OLICHKY 06L[I€FO COCTOsAHUA ITallMCHTAa U MCTOIbI J'Iy‘IGBOfI JAUardHoCTUKHU (CM.
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Tabnuily 7, MyHKT 2.4) a TakKe CTaHIapTHBIE KPUTEPUU OTBETA Ha LUTOCTATUYECKYIO TEPAIHIO
(RECIST 1.1 nmu BO3) [203, 204].

YpoBeHs yoeauTeJbHOCTH peKkoMeHaaumii - B (ypoBeHb TIOCTOBEpPHOCTH J0Ka3aTenbeTB - I11)

3.4.3. BpiOop Tepanuu nepBoi JUHUM Y 00JBHBIX MeTACTATHYECKON WJIM HeonepadeabHOM

MeJIAHOMOM KOKM ¢ MyTanuel B rene c-Kit

VY manueHToB ¢ MyTanuei B reHe c-Kif B KauecTBe Teparnuy NepBoil JMHUN PEKOMEHI0BaHa JIH00
MoHoTeparnus aHTH-PD1, xomOunamueit antu-CTLA4+antu-PD1, mubGo wurHOUTOpOoM C-Kit
uMaTuHnOOM#. JledyeHne MMaTUHHUOOM# TPOBOJUTCSA IO MPOTPECCUPOBAHMS 3a00JCBaHHS WIH
pa3BUTHS BBIPAKEHHBIX HEKYNHMPYEMbIX PEAYKIMEH 103bl TOKCHMYECKHMX SBICHHH. Pexumsl
NpUMEHEHHS IPpUBECHBI B Tabnuie 13 [224].

YpoBeHb yoeANTEIbLHOCTH peKoOMeHAanmii A (YpOBEHb JOCTOBEPHOCTH J0Ka3aTENbCTB — Ib).

Taobnuya 13. Pesxcum npumenenus uMamunuoda# npu meaanome Koxcu

Cxema I[Ipenapar Ho3a yTs JAHu JdaureabHOCTH

Tepanuu BBe/ICHUSI | BBeleHUs1 | MKJIA, JIHH,
peKuM

Mownorepanus | Umatunu6# | 400 mr 2 p/cyT. BHYTpPb €XKEIHEBHO | JUIUTEIILHO

Onenky s¢¢dekra Tepamud UMaTHHUOOM PEKOMEHJO0BAaHO INPOBOAWUTH HE peke 1 pasza depes
kaxable 8-10 Henenp Tepanuu, He TOMMyCcKasl IEPEPHIBOB B IIpUEME Ipenapara Ha IEPUO OLIEHKU
spdexra. s ouenku s¢ddekra Tepanuum pPeKOMEHAYETCS HCIOJb30BaTh OLIEHKY OOIIero
COCTOSIHUS TIAI[MEHTa W METOJbI JIy4YeBOW IUArHOCTUKU (cM. Tabmuiy 7, pasgen 2.4), a Takxke
CTaHJApTHbIE KpUTEpUM OTBeTa Ha nuroctaruueckyro tepanuto (RECIST 1.1 wim BO3) [203,
204].

Yposens yoeaureabHocTH pekoMenaanmuii C (ypoBeHb IOCTOBEPHOCTH Joka3zarenbets — I11).

He pexomeHnayeTcs MpOBOAMTH TEpaNui0O UMATUHHOOM# MallMeHTaM C HEU3BECTHBIM CTaTyCOM
OIyXOJIM B OTHOILUEHWM MYTallUU B IeHe c-Kif, TaKk KaK CBEACHHUSA O KIMHUYECKOM IOJIb3€ OT
NpPUMEHEHHUS UMaTHHUOa# y OONbHBIX 0€3 aKTUBHpYIOUIeH MyTaluu B reHe c-Kif OTCyTCTBYIOT
[225-228].

YpoBeHb yoeANTEIbLHOCTH peKoMeHAanMii A (YpOBEHb JOCTOBEPHOCTH J0Ka3aTeNbCTB — Ib).
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[Tpu HaMUUMU MPU3HAKOB MPOTpPEcCCHpOBaHUs 3a00eBaHus Ha (DOHE MPUMEHEHUs UMAaTUHHOaH,
IPU COXPAHEHUH YJIOBJIETBOPUTENBbHOr0 obmero cocrosnus mnamuenta (ECOG 0-2) u
OXKHJIaeMOU TPOJOKUTENFHOCTH XU3HU OoJjiee 3 Mec. peKOMEHAYeTCs NMPOBOAUTH TEPAIUIO
MOJYJSTOPAaMH HMMMYHOJIOTUYECKOTO cuHamca — Onokatopamu penentopa PD1 [229, 230].
PexxuMbl mpuMeHeHus puBeaeHsb! B Tadnuie 10.

YpoBens yoeaureJbHOCTH pekoMenaaumuii B (ypoBens nocroBepHocTH JTokazaTenbeTB — I1I).

IIpy HEBO3MOXKHOCTM NPOBEACHMS TepanuM (WIM CPOKAMM OKMJAHUS Hadaja TakoW Teparuu
6onee 1 mec.) umaruanOoM# unu uHruOuTopamu peuentopoB PD1 unu CTLA4 B nepBoii win
BO BTOPOH JIMHUM Y MAIlMEHTOB C METAaCTaTUYECKON WM Hepe3eKTaOeIbHOH MelaHOMOM ¢
MyTaluei B rene c-Kit B OMyXOJM IpU COXPAaHEHUU YJOBIETBOPHUTEIBHOTO OOILIETO COCTOSHUSA
narmenTa (ECOG 0-2) U oxumaeMoi MpoJODKUTEILHOCTH XKH3HU OoJiee 3 MecC. BO3MOXKHO
NPOBEACHUE LUTOTOKCHYeCKOW xumuotepanuu [212-220]. Haubonee pacmpocTpaHEeHHBIE
PEKUMBI XUMUOTEPANIUU (MOHOTEpANHs WK KOMOWHAIIMK) IPUBEIeHBI B Ta0nuue 12.

YpoBeHs yoeauTeJJbHOCTH pekoMeHnaaumii - B (ypoBeHb 10cTOBEpHOCTH JOKa3aTenbeTB - I1I).

Kommenmapuii: JJannviti 6u0 neyeHus meHee 3¢exmuser 8 omHoulenuu ygeiuyeHus oouetl
NPOOOIHCUMENTLHOCIU  JHCU3HU, BPEMEHU 00 HNPOSPeCcCUpO8aHUs, UAcmomsvl 00bEKMUBHBIX
omeemos Ha JnedeHue U, 8 OONbUUHCMEE CIyYaes, CONPOBONCOAemcs 0Oolee GblPAHCeHHbIMU
HedCenamenbHblMU  peakyusimMu 6 cpasHenuu ¢ uneuobumopamu c-Kit umu uneubumopamu
peyenmopog PD1 unu CTLA4. B smoii cesa3u ciedyem uzde2amsv npuMeHeHus XUMuomepanuu 8
nepeol IuUHUU aedeHusi OOJIbHbIX MemAacmamuyeckou Ulu Hepe3eKkmabenrbHou MelaHoMou u

mymayueti 8 ceHe c-Kit 6cez0a, koeoa 3mo 03MOHCHO.

3.4.4. Bb10op Tepanuu nepsoi JMHUHN y 00JbHBIX 6e3 myTanuii B renax BRAF nin c-Kit

VY GonpHbIX 0e3 Mytauuii B reHax BRAF unm c-Kit mpu coxpaHeHUH YAOBJIETBOPUTEIHLHOTO
obmero cocrostaus nanueHTa (ECOG 0-2) u oxumaeMoil mpoI0DKUTEIEHOCTH KU3HU Oonee 3
MEC. ONTUMAJIbHBIM BapHUAHTOM TEpAIUU CIEAYET CUUTATh MOAYJISATOPHl MMMYHOJIOTHYECKOIO
cHHarica — koMOuHaiuio 61okatopos peuentopa PD1 u penentopa CTLA4 wim MoHOTEpanuio
omokatopamu perientopa PD1 [190-194, 231, 232]. CranmapTHble pPEXUMBI HPUMEHEHUS
npuBeeHsl B Tadmuie 10.

YpoBeHb yoeANTEJIbLHOCTH peKoOMeHAanMii A (YpOBEHb JOCTOBEPHOCTH J0Ka3aTeNbCTB — Ib).

[Tpu oueBHIHOM MpOrpeccupoBaHum O6ose3Hu Ha (poHe Tepanuu OnokaTopamu perentopos PD1

(cM. Taxxe pazzen 3.4.5 u tabnuiy 14) y DanMeHTOB C OXKHUAAEMOW IMPOIOKUTEIBHOCTHIO
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KU3HU HE MEHee 6 Mec. IIPU OTCYTCTBUM NPOTHBONOKA3aHUM, HE3aBUCUMO OT CTaTyca MyTalluu
BRAF, pexomeHnayercsi MCHONb30BaHUE Mpernapara unuiumymad [233]. Pexxum nmpuMeHeHHs
npuBe/eH B Tabmume 11.

YpoBeHb yoeanTebHOCTH pekoMeHaanmii B (ypoBeHb noctoBepHOCTH JOKa3aTenabeTB — IIb).

IIpu oueBHMAHOM MpOTpecCHpOBaHUM 00Je3HH Ha (OHE Tepamuu OJHUM M3 OJIOKATOPOB
peuentopa PD1 He pexomeHayeTcss NpUMEHATh Apyrod Omokarop peuentopoB PDI.
Hwmeromuecs: NpeKIMHUYECKHE JaHHbIE MO3BOJIIOT MPEINONI0KUTh aHAJIOTHYHBIE MEXaHU3MBI
JecTBUS M OPMHUPOBAHUS PE3UCTEHTHOCTU K HUBOIYMaOy™** u memOponuzymaly**. CBeneHus
0 HaJIMYWU KIMHUYECKOH 2((EKTUBHOCTH MOAOOHOTO MEPEKITIOUYCHHUS TAKKE OTCYTCTBYIOT.

Yposens yoenurenbHocTH pekomenaanuii C (ypoBeHb JOCTOBEPHOCTH J10Ka3aTenbCTB — [V).

[Ipu oueBHMAHOM MpOTpecCUpOBaHUM 00Je3HH Ha (OHE Tepamuu OJHUM M3 OJIOKATOPOB
peuentopa PD1 B HacTosmiee BpeMsi HET AOCTaTOYHBIX OCHOBAHUM A IMEPEKIIOYECHHUS
narueHToB  Ha  komOumHanuto  aHTU-CTLA4+antu-PD1. PekomeHayercs paccMOTpeTh
BO3MOKOCTh MOHOTepanuu anTu-CTLA4 [234].

YpoBens yoeaureJbHOCTH pekoMenaaumuii B (ypoBens njocroBepHocTH JToKazaTenbeTB — I1I).

IIpy HEBO3MOXKHOCTH NPOBEACHMS TepanuM (WIM CPOKaMM OXKMJAHUS Haydaja TakoW Teparuu
6onee 1 mec.) uarudburopamu peuentopoB PD1 nnn CTLA4 B nepBoiil wiu Bo BTOPOH JTHUHUU Y
MAIMEeHTOB C METACTaTUYECKON MJIM Hepe3eKTabenbHOW MenaHoMo 6e3 MyTtaiuii B reHe BRAF
wini c-Kit B OIyXOJMW NPU COXPAHEHUH YJOBICTBOPHUTEIBHOTO OOIIEro COCTOSIHHSA IalMeHTa
(ECOG 0-2) u oxugaeMoll NpPONOJDKUTEIBHOCTH JKU3HH Oosiee 3 Mec. PEeKOMEHIyeTcs
NPOBEICHUE LUTOTOKCHYeCKOoW xumuortepanuu [212-220]. Hawubonee pacmpocTpaHEeHHBIE

PEKUMBI XUMUOTEPANIUU (MOHOTEpANHs WK KOMOWHAIIMK) IPUBEIeHBI B Ta0nuue 12.
YpoBeHs yoeauTeJJbHOCTH pekoMenaaumii - B (ypoBeHb 1ocToBepHOCTH JOKa3aTenbeTs - I1I).

Kommenmapuii: JJannviti 6u0 neyeHus meHee 3¢exmuser 6 omHoulenuu ygeiuveHus ooueti
NPOOONIHCUMENTLHOCIU  JHCU3HU, BPEMEHU 00 NPOSPeccCUpO8anus, Uacmomsl O00bEKMUBHbIX
omeemos Ha JnedeHue U, 68 OONbUUHCMEE CIyYaes, CONPOBONCOAemcs 0Oolee GblPAHCeHHbIMU
HediCelamenbHbIMU Peakyusamu 8 cpasHeruu ¢ uneuoumopamu peyenmopoe PDI1 unu CTLA4. B
9amotl cea3u credyem uzbe2amv NPUMEHeHUs: XUMUOMEPANUY 8 NePoll TUHUU JledeHUs OONbHbIX
Memacmamuyeckol Uil HepesekmabeibHol meianomol Oe3 mymayutli 6 2ene BRAF u c-Kit

6082()(1, K020a 5Mo 803MOMNCHO.
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3.4.5. OcoOeHHOCTH OLICHKHM OTBeTa Ha JieYeHHe MOAYJATOPAMH HMMMYHOJIOTHYeCKOIo

cuHanca (maruouropamu peuentropa PD1 nim CTLA4)

Monynaropel UMMYHOJIOTHYECKOTO cuHarca (uHruoutopsl pemnentopa PD1 wnmu CTLA4)
NPEJCTABIAIOT CcO00M MPUHLIMIHNAILHO HOBBIM Kiacc JIEKapCTBEHHBIX IpenapaToB, 3¢ddext
KOTOPBIX Pa3BMBAETCS B Pe3yJIbTaTe BO3ACHCTBUS HA 3JIEMEHTHl MMMYHHOH CHCTEMBI MAIIMEHTA.
Camu neKkapcTBEHHBIE CPEICTBA HE 00Jaal0T MPOTUBOOMYXOJEBBIM 3(PPEeKTOM, a FMUMUHALUSA
OITyXOJICBBIX KJIETOK JOCTHTaeTCs 3a CUeT aKTHUBAIMHM KJIETOK MMMYHHOW CHCTEMBI MalMEHTA.
OT10 00ycnaBIMBaeT OCOOCHHOCTH PAa3BUTUSl KIMHUYECKOTO M PAaTUOJIOTMYECKOrO0 OTBETa Ha

JICYCHHUC.

PexoMeHnayercss MpoBOAUTH EPBOHAYAIBHYIO PAHOIOTMUYECKYIO OLIEHKY OTBETa Ha JICUEHUE HE
panee 12 Henenb OT Hayana Tepanuu (IPU OTCYTCTBUM KIMHMYECKOTO YXYAIIEHUS COCTOSHHUSA
nanueHTa). IloBTopHble uccienoBaHUs NpoBoAATCS uepe3 8-12 Hexenb (MpU OTCYTCTBUU
KJIIMHUYECKOTO YXYIIIEeHUs: cocTostHUS nanuenTa) [190-194, 231, 232, 235].

YpoBeHb yOeANTEJbLHOCTH peKOMeHAanmii - A (YpOBEHb JOCTOBEPHOCTH JOKA3aTebCTB - Ib).

PekoMeHnayercss MCoONb30BaTh MOAM(PHUIIMPOBAHHBIE KPUTEPUU OTBETA HA JICYEHHE, KOTOPHIC
JIOMTYCKAIOT TMOSBICHUE HOBBIX 0YaroB (IIPH OTCYTCTBUU KIMHUYECKOTO YXYIIICHUS COCTOSHUS
narueHTa) [235] (cm. Tabnuity 14).

YpoBeHb yoeauTeJJbHOCTH pekoMeHaaumii - B (ypoBeHb 10CTOBEpPHOCTU JOKA3aTeNbCTB - [la).

Taonuya 14. Cpasnenue mpaouyuonnvix kpumepuee (na npumepe RECIST) u kpumepuees
OyeHKU omeema Ha MOOyAamopsvl ummynonouueckozo cunanca (mRECIST unu irRC) [235,

236/

OnyxoseBblit RECIST irRC

OTBET

11O HcyesnoBeHue BCeX 04aroB Hcue3HnoBeHue Bcex 04aros, B
(TIOJTHBII OTBET) TOM 4HCJIE HOBBIX

(0] YMEHBIIEHHE CYMMBbl MaKCHUMAJIbHBIX Y MEHBIICHHE CIIILA

(HacTUuHBIN OTBET) JMAaMETPOB TapreTHHIX oyaroB Ha >30% TapreTHbIX + HOBBIX O4aroB Ha

P OTCYTCTBUHU HporpeccupoBanusi co > 30%
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C3

(crabunu3arnmys)

I13

(mporpeccupoBaHHE)

CTOPOHBI JPYTHX OYaroB IOPaKEHUS
7100 MOSIBICHUS HOBBIX

YMEHBIICHHUE OITyXOJIEBBIX 00pa30BaHHIA
MeHee yeM Ha 30% niau yBenuueHue He
6onee yem Ha 20%

IIpUu OTCYTCTBUH HOBBIX nopaxceHHﬁ

VYBenuueHue CyMbl — MaKCHUMAaJIbHBIX
JMaMETPOB TapreTHhIX oyaros Ha > 20%

H/UIHU MOSIBIEHHE HOBBIX OYaroB

Jonyckaercs MOsIBJICHUE
HOBBIX 04aroB
YMEHbBIIICHNE OITyXOJIEBBIX
oOpa3oBaHMiI MeHee YeM Ha
30% mpu OTCYTCTBMM HOBBIX
MOPaXCHUH WM yBEIWYCHHE
He Oonee yem Ha 20%

Homyckaercs MOSIBJICHUE
HOBBIX 0YaroB
YBenuueHue CIIII

TAapreTHBIX + HOBBIX OYaroB Ha

>20%

YpoBeHb yoeauTeJbHOCTH pekoMeHaanmii - B (ypoBeHb TOCTOBEpPHOCTHU J0Ka3aTenbCTB - [1a)

3.4.6.

JluTeIbHOCTD

JICeYCHUA MOAYJIATOPpaMH

HMMYHOJOTIHY€CKOT0

CHHAaIIca

(marnouTopamu peuentopa PD1 nim CTLA4)

WNuruburop penenrtopa CTLA4 (unumumymald) NOpUMEHSETCS B PEKUME OTPaHUUYEHHOTO
KOJINYeCTBa BBEJCHUN — HE Oojiee 4. B HEKOTOPBIX ciydasx (MpH cTabuiau3anuy 3a00JeBaHUS
Wi OOBEKTUBHOM OTBETE Ha JieueHue Oosee 6 Mec., CMEHUBIIMMUCS HPOTPECCHpPOBAHHEM
3a00JIeBaHus1) JOITyCKAeTCsl MOBTOPHOE MPUMEHEHHE Kypca JeUSHHUs UIHITUMYMaboM (Takke He
oonee 4 BeneHuii) [209].

YpoBeHb y0enuTeIbHOCTH PpeKOMeH1aluii - A (YpOBEHb JOCTOBEPHOCTH J0Ka3aTENbCTB - Ib).

Wuruburopsl peuentopa PD1 npuMeHsIoTCs B MOCTOSIHHOM PEXHME C MHTEPBAIOM 2 HENIENH
(amBomymab**), 3 Henenu (memOponuzymadb**) wnu 4 Henenu (HEBOIyMa0™*) mo HacTymeHUS
IporpeccupoBaHus (CM. Takke pazznen 3.4.5 u Tabnuiy 14) nnmu HenepeHOCUMOCTH, HO He OoJee
nByXx jet tepanuu [190-194, 231, 232].

YpoBeHb y0enuTeIbHOCTH PeKOMeHIalHMii - A (YpOBEHb JOCTOBEPHOCTH J0KA3aTENbCTB - Ib).

OnHako MO JaHHBIM MPOBEAEHHBIX HUCCIEOBAHUI OTMEHA TE€palnuu WHTHOMTOpAaMH peLenTopa
PDIl y mamueHToB, JOCTUTIIMX IIOJIHOTO, YACTUYHOTO OTBETAa Ha JIEYCHHWE HE NPUBOJAUT K
nporpeccupoBanuto 3aboneBanus [237]. B 3Toii cBs3u, nmpuHUMas BO BHUMAaHHE TPYAHOCTH C
JIOCTYNIOM K 3((EKTUBHOMY JIEYCHUIO, MOKET OBITh PEKOMEHJIOBAHO IMPEKpAIlCHUE Tepanuu
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uHruouropamu peuentopa PD1 Takke M y NHalMEHTOB € MOATBEPKIEHHBIM OOBEKTHBHBIM
OTBETOM Ha JIeueHHue (2 TOoCIe0BaTeNbHBIX HH(OPMATUBHBIX JTyueBbIX uccnenoBanuii [KT wim
MPT] c unTepBanoM He MeHee 8 Helemb), AnamuMcs Oonee 12 mec.

YpoBens yoeaureJbHOCTH pekoMeHaanmii - C (ypoBeHb JOCTOBEPHOCTH J10Ka3aTEIbCTB - [V)

3.4.7. JleyeHHe NAIHEHTOB ¢ OCOOBIMH KJIMHHYECKHMH (OpMaMH JIOKAJBHOM U

MEeCTHOPACIPOCTPAHEHHOWH MeJIAHOMbI KOKHA

[Ipu MecTHOpacHpOCTpaHEHHOH (opMe MeTaHOMBI KOXKH C H30JMPOBAHHBIM MOpaKeHHEM
KOHEYHOCTH MOXKET OBbITh BBINOJHEHA HW30JUPOBaHHAs THIEpTEpMHUYECKas mepdy3us
KOHEYHOCTH ¢ MendanaHoM. JlaHHas mporenypa MMEeT OTrpaHHYeHHYIO 3((EeKTUBHOCTh H
MOXET OBITh PEKOMEHJOBaHa KaK METOJ MaUIMaTHBHON OPraHOCOXPAHSIOUIEH Tepanuu y
OOJIBHBIX C MECTHOPACIpPOCTPAaHEHHOW Hepe3eKkTabenbHOl (OpMONH MeETaHOMBI KOXH, HE
OTBETHBIIMX Ha CTaHgapTHyto Tepanuio  (uHruOutopsr BRAF/MEK, MonmynsTops
MMMYHOJIOTHYECKOTO cuHarca) [238-241].

YpoBeHsb yoeauTeJbHOCTH peKkoMeHaaumi - B (ypoBeHb IOCTOBEPHOCTHU J0KA3aTeNbCTB - [1a)
Kommenmapuii: oannas npoyedypa npogooumcs 6 0moenbHblX Cneyuaiu3upo8aHHblx YeHmpax
(OI'BY «HMUL] onxonocuu um. H.H. bnoxuna», Mockea u @®I'BY « HMHUL] onkonoeuu um. H.H.
Ilemposay, Canxm-Ilemepoype)

[Tpu oOIMIMPHBIX MO TUIOIIAHN MOPAKEHUAX KOXKHU JIMLA (METaHOMa IO TUILY 3J0KaYeCTBEHHOTO
JICHTUTO) JJs TAlMeHTOB, HE OJKEJaloIuX OBITh MOJBEPTrHYTHIMU PEKOHCTPYKTHBHO-
IUIACTUYECKOM ONepaluu Ha JIMLE, PEKOMEHAYETCS MHCIIOJIIb30BAaHME KpeMa HMUXUMOI# B
KauecTBE CpEACTBAa [  yYMEHBIIGHHS  IUIOIIAAM  3JIOKAYECTBEHHOI'O  JIEHTUIO B
IIOCJICONEPALIMOHHOM IIEPUOJE B Cllydae IMPOJOKEHHOIO POCTa OMYXOJIM WM IMO3UTHUBHBIX
Kpasix pe3eKIHMH UM B KAUECTBE CAMOCTOSITENILHOTO METOa JieueHus [242-244].

YpoBeHs yoeauTeJJbHOCTH pekoMenaaumii - B (ypoBeHnb 1ocToBepHOCTH JOKa3aTenbeTs - [1I).

IIpu wMeracTazax B pPErHOHAPHBIX JUM(ATHUYECKUX y3/IaX TPU HEBO3MOXXHOCTH HUX
XUPYPrU4€CKOro  YJAJE€HHS PEKOMEHJOBAHO pacCMOTPETb BO3MOXKHOCTb  IIPOBEIEHUS
JMCTAaHIIMOHHOM JIy4eBOM Tepanuu B pazanuHbIX pexxumax: S0I'p 3a 20 ¢pakuuii 3a 4 Henenw,
30I'p 3a 10 dpakunii 3a 2 venenu, 321'p 3a 4 ¢ppaxuuu 3a 4 Henenu [156].

YpoBeHsb yoeauTeJJbHOCTH pekoMeHnaaumii - B (ypoBeHb 10cToBEepHOCTH JOKa3aTenbeTB - I1I).
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[Ipy CUMNOTOMHBIX MeTacTazaXx B KOCTAX C 00€3001MBAIONICH LENbI0 PEKOMEHAYETCS
NIPOBE/ICHUE NAJUTMATUBHON JTy4eBOU Tepanuu B cienyromux pexumax: 30Ip 3a 10 gpakuuii 3a

2 nenenu, 20-24 I'p 3a 5-6 ¢pakuuii 3a 1-2 Henenu [245].

YpoBeHb y0enuTeIbHOCTH pekoMeHAanuii - B (ypoBeHb JOCTOBEPHOCTH JOKA3aTENbCTB —

IIb).

3.4.8. Jleuenue manueHTOB C METACTA3aMHU B TOJIOBHOM MO3Ie

PekoMeHayeTcss CTpOUTH alrOpUTM BBIOOpAa TAKTUKU JICYEHHUS Yy OOJNBHBIX C METacTa3aMH B
TOJIOBHOM MO3I'€ Ha OCHOBAaHUHM CIEAYIOMINX Kputepues [246, 247].

- DKCTpakpaHHaIbHOE paclpocTpaHeHHE 3a00JIeBaHUS U €r0 KOHTPOJIb

- Pa3mep meracTaszoB B roloBHOM MO3re (O0JIbIIe UM MEHbIIE 3 CM)

- KommgectBo  meractazoB B TOJIOBHOM  MO3re  (COJNHMTApHBIA  MeTacTtas,

OJIUTOMETACTATUYECKOE MOPAKEHUE, MHO)KECTBEHHBIE METACTa3bI).

- O6mee coctosiue no mikane Kapaosckoro (6onee 70%, meree 70%)

- Pacmonoxenune MmeractazoB B (yHKIIMOHATHLHO 3HAYUMBIX YaCTSAX MO3Ta

- Hanuuwe nnm oTCyTCTBHE HEBPOIOTHUECKONH CUMIITOMATUKU

YpoBeHns yoeauTeJJbHOCTH pekoMenaaumii - B (ypoBeHb 10cToBEepHOCTH JOKa3aTenbeTs - [1I).

Kommenmapuii: Omxpuimas Xupypeuueckas onepayusi umeem npeumywecmeda nepeo
cmepeomaxkcuieckol paouoxupypauei y nayueHmosd ¢ CUMNMOMHbIMU 04aA2aMU, d MAK#ce
OecCUMNMOMHBIMU 0YA2AMU, PACHOJIOHCEHHBIMU 8 (DYHKYUOHATLHO HE3HAYUMBIX YACMAX MO32a
pazmepom 6Oonee 3 cM npuU 0XHCUOAEMOU NPOOOIHCUMENLHOCTNU HCUSHU (De3 yuema GausHUs.
memacmasa 6 20106HOM Mo32e) bonee 3 mec. Ilpu >mom 603MOMNCHO nposedeHue ceanca
cmepeomaxcuieckol paouoxupypeuu Ha ONepayuoHHyo noiocmo O YAVUUEHUs TOKATbHO20

KOHmMPpPOJIA.

PexomMeH0BaHO BBIMIOJHUTH CTEPEOTAKCHUECKOE PATUOXUPYPrUYECKOE BMELIATEILCTBO MPHU
pacmonoKeHUM  MeTacTaza B (QYHKIMOHAJIbHO  3HAUMMOW  d9actTm  Mo3ra  [246].

YpoBeHs yoeauTeJJbHOCTH pekoMenaaumii - B (ypoBeHb 1ocToBepHOCTH JOKa3aTenbeTs - I1I).

IIpu onuromeracTaTH4ecKoM MOPaK€HUU rojoBHOro Mosra (3-10 ouaros) pasmepamu 10 3 cM
KaX/Iblil cTepeoTakcuyecKass pajuoOXUpyprusi MOXKET ObITh PEeKOMEHJOBaHA JIOTIOJIHUTEIBHO K

JICKapCTBEHHOMY JICYCHHIO U UMEET MPEUMYIIECTBA Mepel 00IydeHueM Bcero Mosra [246].
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YpoBeHs yoeauTeJJbHOCTH pekoMeHnaaumii - B (ypoBeHb 1ocToBepHOCTH JOKa3aTenbeTs - [1I).

Kommenmapuii: Coobwenuss o poau oOnyueHus 6ce20 Mo32a NpU  MHONCECBEHHbIX
Memacmasax MeNaHoOMbl 8 20J06HOM MO32e UNU NPU NOPANCEHUU MO3208bIX 000710YeK
npomugopeuusvl. dma npoyeoypa modxcem Obimb NPeOlodceHa NayueHmy O0as oOnecdenus
HeBPON0SUUECKUX CUMNIMOMO8 NPU MHOMCECTNBEHHBIX MEMACMA3ax 8 20108HOM Mo32e 8 Clyude
bvicmpoco npoepeccuposanus Ha hone nekapcmeennou mepanuuf247]. B amom cuyuae moeym
Oovimb ucnoavzosansl pexcumsl: 30Ip 3a 10 ¢ppaxyuii 3a 2 nedenu; 37,5p 3a 15 ¢ppaxyuii 3a 3

Heoenu [245].

ﬂEKapcmGQHHCZ}Z mepanusia nayueHmoe C mMemacmamudecKum nopasiCeHuem 20l106H020 M032a

npoeodumcg no mem asice npuHyunam, 4mo u 0J151 OOJILHBIX C Memacmazamu Opyzux ]ZOKCZJZUS'CII/;MIZ.

Y OONBHBIX €O CTAaOMJIBHBIMH METacTa3aMH MEJIAHOMBI B TOJIOBHOM MO3I PEKOMEHAyeTCS
OTAaBaTh MpeAnoYTeHue KoMOMHMpoBaHHONW MMMyHoTepanuu (aHTH-CTLA4 + antu-PD1) mo
CpaBHEHHIO ¢ MOHOTepanuen aHTu-PD1 nnu Mmonotepanueit antu-CTLA4 [248, 249]

YpoBeHb yoeauTeJIbHOCTH peKoMeHaaumii - B (ypoBeHb IOCTOBEpPHOCTHU J0Ka3aTenbeTB — [1a).

Y OONbHBIX C MeTacTa3aMd B TOJOBHOM MO3I' PEKOMEHIYETCs OTAaBaTh IMPEANOYTCHHE
KOMOWHUPOBAHHOM TapreTHOM Tepamuu Mo CpaBHEHUIO ¢ MOHOTepanueil uuruoutopamu BRAF
[250, 251].

YpoBeHs yoeauTeJbHOCTH peKoMeHaaumii - B (ypoBeHb IOCTOBEPHOCTH J0KA3aTeNbCTB - [1a)

Kommenmapuii: Ceedenus o HeoOX0OUMOCMU HA3HAYEHUs JIeKAPCMBEHHOU mepanuu nocie
XUPYpeUHecKo20 UU JIy4eeo20 G030€elCmEUs HA CONUMAPHLIL Memacmas 6 20108HOM MO32e
npomugopeuusvl. TujamenvHulii KOHMPOAL U HAYANO MEPAnUU 6 Clyyae NOSABNEHUS NPUSHAKOS
npoepeccuposanus 3a001e6anuss Moxcem Obimsb O0aee ONPaABOAHHbIM, YeM HA3HAYeHUe mepanuu

6 KAOBIOBAHMOM» pearcume.

3.4.9. KoHKkypeHTHOe NIPpHMEHEeHHUe Jy4eBOoil Tepanuu U CHCTEMHOI'0 NMPOTHBOONYXO0JI1eBOI0

JICUCHUA

Pexomenpayercs npepBath npuem uHruOutopoB BRAF/MEK He Menee uem 3a 3 qHS 10 Hayana
JMy4eBOM Tepanmud W BO30OHOBHTH HE paHee dYeM depe3 3 [JHS I[I0Cie OKOHYAHHUS

(pakIMOHMPOBAHHOW JIy4eBOM TepamuM, a TaKkKe Kak MHHMMYM 3a | JeHb [0 Hauana
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CTEPEOTAKCHUECKOW paiMOXUpypruu (WM paguoTepanu) U BO30OHOBUTH depe3 | neHb mocie
ee 3aBepIIeHUs], MOCKOJIbKY UMEIOTCS CBEACHUS O paguoceHcuOmmsupytouieM spdpexre BRAF
u MEK uHrHOMTOpPOB M chy4asX BBIPKCHHOH BHUCIEPAIbHOM TOKCHYHOCTH TPU UX
OJIHOBPEMEHHOM NPUMEHEHUH C JTyUeBOM Tepanuent [252-254].

YpoBens yoeaureJbHOCTH pekoMeHaanmii - C (ypoBeHb JOCTOBEPHOCTH J10Ka3aTEIbCTB - [V)

4. PeaOnauranus

Pexomenayercst IpOBOAUTH PEaOMIUTALINIO, OPHEHTUPYSICh HA OOIINE MPUHIIUIIBI peaOuIuTaIH
MAIMEHTOB OCTIEe MPOBEACHHBIX XUPYPTrHUECKUX BMEIIATEIBCTB H/HIN XUMHOTEPATIHH.

Yposens yoenutenbHoCTH pekomMeHnaanuii - C (ypoBeHb JOCTOBEPHOCTH J10Ka3aTeibCTB — [V).

5. IlpopminakTUKa ¥ JUCIIAHCEPHOE HAOII0eHHE

Ha CGFOI[HSIH_IHI/II\/JI JCHb HCET CJIWHOI'0O MHCHHA OTHOCUTCIBHO YaCTOTbI WM HMHTCHCHBHOCTH

HaO0IIOAEeHUS 32 OONBHBIMU C MEJTAHOMOU KOXKH.

Bcem O0OnbHBIM peKOMEHIyeTCsl HM30eraTb COJIHEYHBIX OXKOTOB, IPOBOAUTH PETYJSIPHOE
camMoo00CIieZIOBaHNE KOXKHBIX IOKPOBOB U TepU(epudecKux JUM(OY3JIOB U CBOCBPEMEHHO
oOpamarbcsi K Bpauy NpU BBIABICHUU KaKUX-THOO OTKIOHEHWHA. OCHOBBIBASICH Ha pPHCKax
BO3HUKHOBEHHUSI  NPOTPECCUPOBaHMsS  OOJE3HH, PEKOMEHAyeTCs  CIeaylommil  rpaduk

00CIeI0OBaHUM.

Ha0nronenne 3a 00JbHBIMH € OYeHb HHU3KMM PHCKOM INpOrpeccMpoBaHusi 3a00/1eBaHuUsI
(ctagus 0)
PekoMeH0BaHbI €XerogHble (DU3UKATBHBIE OCMOTPHI C TIIATEIHHOW OIICHKOW COCTOSHUS

KOJKHBIX ITOKPOBOB.

BosbHbIe ¢ HU3KMM pucKkoM nporpeccupoBanus (I-1TA cragum)
PCKOMeH,Z[OBaHBI (bPISI/IKaJIBHBIG OCMOTPHI C TH_IaTeHLHOI\/JI OI.ICHKOI71 COCTOSIHUS KOXKHBIX ITOKPOBOB
U niepudpeprudeckux JTuMEPaTHYECKUX y3JI0B KaXJbple 6 Mec. B TEYCHHE 5 JIET, 3aTE€M €KETO/IHO.

[IpoBeneHue HHCTPYMEHTATBHOTO 00CIeIOBAHUS TOJIBKO IO TTOKa3aHUSIM.

BosbHBIe ¢ BBICOKMM pHcKOM mnporpeccupoBanusi 3adosesanus (IIB-III cragmm m IV

CTaaud mocje yiajacHud COTUTAPHBIX MeTaCTaSOB)
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HaGmtonenne 3a pgaHHOW Tpymnmoi OONBHBIX, HE UMEIOMIMX KIMHUYECKUX MPHU3HAKOB
3a0oJeBaHus, PEKOMEHIOBaHO He pexxe | pa3a B 3 mMec. B TeueHHe 2 JIeT, 3aTeM Kax/able 6 Mec. B
TeueHue 3 Jet, 3aTeM exxerogHo. O0cienoBaHne BKIOYAET B CeOs:

. ¢u3MKaIbHbIE OCMOTPHI C TIIATEIBHON OIIEHKON COCTOSIHHS KOJKHBIX IMTOKPOBOB U
nepudepudecKkux TMMGPaTHISCKUX Y3JI0B;

. uHcTpyMeHTansHoe obcnenosanue (PI" OI'K, Y3U opranoB OpromHoii mosiocty,
nepudepuyeckix 1 OTJAICHHBIX JTUM(OY3T0B); 1o nokazanusM: KT opranoB rpynHoi KJIeTKH,
KT/MPT opranoB OpromHoii OJOCTH U MaJIOTO Ta3a C BHYTPUBEHHBIM KOHTPACTHPOBAHUEM;
BBISIBJICHHBIMU MeTacTazaMu

IanucHTOB C OTAaJICHHBIMHU

¢ y

pexoMeHnoBaHO BbimonHeHne MPT romoBHOro mosra ¢ B/B  KOHTPAaCTHPOBAHUEM IS

BIIEPBbIE

HCKIIIOYEHHS] METAaCTaTUYECKOTO MOPAKEHUS TOJIOBHOI'O MO3Ta.
YpoBeHsb yoeauTeJbHOCTH peKoMeHaaumii - B (ypoBeHb TOCTOBEpPHOCTHU J0Ka3aTenbeTB - I11)
Kommenmapuu: 3aoaueii HabnoOeHus A61IAemcsa panHee 6blAGleHUe NpOSPecCupOo8aHus
3a0601€6aHUsI C YeNbl0 PpPAHHe20 HAYANd XUMUOMEPAnuu Uil Xupypeuueckozo JeyeHusl
pe3eKmabenbblx Memacmamudeckux o04az08, pPeyuousHvlX ONyXolell, a MAaKice GblAgleHUe

MeEMAXPOHHbLX OI’IyXOJZBIZ KOo#CU.

6. I[OHOJIHI/ITC.HLHaH PIH(])OpMaIIHSI, BJINAIOIIAasd Ha TEYCHHEC MU HCXO0]

3200J1€BAHUSA

M3BecTHBIE TMPOTHOCTHYECKHE (DAKTOPHI TPH MEITAHOME KOXKH, KOTOpBIE PEKOMEHAYeTCs

pEerucTpupoBaTh, NpUBEACHHI B Ta01.16.

Taénuya 16. Ilpocnocmuueckue gpakmopuol npu menanome koxcu (no TNM, 8-i1 nepecmomp)

IIporHocTuyeckue AcconuMpoBaHHbIe | ACCOUMHPOBAHHbIE | ACCOIMMPOBAHHBIE C
(paxTopsI € OIIYXO0JIbI0 ¢ MalHEeHTOM OKpY Karolen
cpenoi

Heo6xonumeie s | TosmuHa omyxoJu JIumonurapHsIi [Tpuem

OLICHKU Murotndeckuit UHPUIBTPAT JIEKapCTBEHHBIX
HHJIEKC Perpeccus [Ipenaparos,
W3bsa3Bnenue 0COOEHHO
PacnpoctpanénHocTtb HMMYHOCYIIPECCAHTOB
METacTaTUYECKOU
Oose3Hn
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JlonoIHUTEIbHBIE Jlumposackynsipaas | Jlokanuzanus ConHeuHble OXOTH B
MHBa3Ms [IEPBUYHOMN aHaMHe3e, I10CeIeHUe
IlepuneBpanbHOE OIyXOJIA, CEMEHHas | COISIPUEB
pacIpoCTpaHEeHHE HCTOpUS,
UMMYHOIe(UIINT,
nos, Bo3pact (Y
KEHIIUH u
MallUEHTOB
MOJIOJOTO BO3pacra
Ooinee
ONaronpusATHBIHN
IIPOTHO3)
Hosrle MonexynspHsble: NMMyHOreHeTHkKa,
[IEPCIEKTUBHBIC MyTalllH, apyrue
JKCIIPECCHUsT  I'€HOB, | XapaKTEPUCTUKHU
IIPOTEOMHKA, MMMYHHOIO OTBETa
MukpoPHK nanueHTa

7. OpraHn3auml MeIlHIII/IHCKOﬁ nmomMoimu

Taonuya 17. Kpumepuu xauecmea cneyuanuzupo6aHHoil MeOUYUHCKOU ROMOULU 63DOCTbIM

npuU 3710KA4ECMEEHHOI MeIAHOME U OPY2UX 310KAUECME8EHHBIX HOB000PA308AHUAX KOXcU (KOO
no MKb-10: C43)

N /i

Kpurepuu xauecta

O11eHKa BBIOIHEHUS

BrInonHEHO yNbTpa3ByKOBOE MCCIEIOBAaHHE PETHOHAPHBIX JTHM(pAaTHUUECKUX Y3IIOB
(Ipu yCTaHOBIEHUU AMArHO3a)

Ha/Her

BEInosHEHO  yNBTpa3ByKOBOE —HCCIEAOBAHHE OpPraHOB MAJloro  Ta3a  W/WIHU
KOMITBIOTEpHAsi TOMOTrpadus OPraHOB MaJIOTO Ta3a WM/WIIM MarHUTHO-PE30HaHCHAas
ToMorpadust OpraHoB Majoro tasa (IIpH yCTaHOBJICHUH JJHarH03a)

Ha/Her

BeimonHeHna pentreHorpadusi OpraHoB TPYAHOW KIETKH W/MIM KOMIIbIOTEpHAas
ToMorpadus OpraHoB IpyJHOH KJIeTKH (IPU YyCTaHOBJICHUH TUAarHo3a)

Ha/Her

BrInonHEHO — yNBTPa3BYKOBOE MCCIEIOBAaHHE OPraHOB OpPIOMIHOM  MOJOCTH
(KOMITIEKCHOE) U 3a0pIOIIMHHOTIO MPOCTPAHCTBA H/UIIH KOMIIBIOTEpHAst TOMOTpadus
OpPraHoB OPIOIIHOW IMOJOCTH /WM MarHUTHO-PE30HAHCHas TOMOrpadusi OpraHoB
OpIOIIHOM MOTOCTH (IIPU YCTAaHOBIEHUHU IUATrHO3a)

Ha/Her

Brimonuen orctyn He MeHee | cM u He Oojee 3 cM IpH MEPBUYHONW MHBA3UBHOM
MeJlaHOMe KOXKH (IIPU XUPYPTrHUeCKOM BMEIIATENIECTBE)

Ha/Her
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BeimonneHo Mopdonornyeckoe W/MiIM HUMMYHOTHCTOXHUMHYECKOE HCCIEIOBaHUE
Ipernapara yaaJeHHbIX TKaHel (IpU XUPYPruueckoM BMELIaTeIbCTBE)

Ha/Her

BeimonHeHa XuUMHOTEepanusi W/WMIM MMMYHOTEpAlus W/WIM TapreTHas Teparus
W/WIY JIydeBasi Tepamnus Npu HaJIUuIud MOp(OJIOrnveckoil BepuduKanuy auarHosa
(IpM XUMHOTEpanuu W/WiIM MMMYHOTEpAlluM W/WIM TapreTHOM Tepanuu W/Hiu
JIy4eBOH Teparun)

Ha/Her

BrimonHena qo3uMeTrpudeckas BepH(pHUKaNUs PacCUUTAHHOTO IUTaHa (IIPU JIydeBoOif
Teparun)

Ha/Her

Brimonzen o0muii (KIMHIUECKUIT) aHAIN3 KPOBU pa3BEpHYTHIM He Oonee ueM 3a 5
JHeW 10 Havalla Kypca XMMHOTEpalMuu W/WIM UMMYHOTEpAlud H/WIN TapreTHOU
TEparuy W/WIN JIy4eBOH Tepariu

Ha/Her

10.

BrinonHeHa ajbIOBaHTHAs TapreTHas Tepamnus W/WIM HUMMYHHas Tepanusi W/Wiu
XUMHOTepanus He nmo3gHee 60 AHeN OT MOMEHTa XUPYpPrHUECKOrO BMEIIATENIbCTBA
(mpy  HaTUUMM  MEAUIMHCKUX IOKa3aHUNI W  OTCYTCTBHM  MEIHIMHCKUX
MIPOTUBOIOKA3aHUIT)

Ha/Her

11.

BrlmonHeHa ~ MarHUTHO-pE30HAHCHas  ToMorpadus  TOJIOBHOTO  MO3ra  C
BHYTPUBEHHBIM KOHTPAaCTUPOBAaHUEM IIPU BIIEPBbIE BbIABICHHOW IV cramum He
mo3nHee 30 pgHEHl OT MOMEHTa YCTaHOBIEHHUS JUarHo3a MeTacTaTH4YecKoil
MeJIaHOMBI (IIPU OTCYTCTBUU MEIUIIMHCKUX IPOTUBOIOKA3aHUIT)

Ha/Her

12.

Hawyar mepBeli Kypc XUMHOTEpaluy W/WIM  TapreTHOH Tepamuu  W/Wiu
UMMYyHoOTepanuu He nosaHee 30 aHel OT MOMEHTa BBISIBICHHS MPOTPECCUPOBAHUS
WIM MeTacTaTudeckoil Oone3Hu (MpH HaMMYMM MEIUIMHCKUX TOKa3aHUH U
OTCYTCTBUHU MEAULIMHCKUX IPOTUBONIOKA3aHUH)

Ha/Her
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Tabauua 18. Kpumepuu ouyenku kauecmea MeOUUUHCKOU nomowiu (npoexm,)

Ne

Kpurepun xayecrBa

BbinmosHeHo

Brimonnena mopdornoruyeckas BepuUKaus AUarHo3a a0
Hayajga JICYEHHUS, 32 UCKIIOUYEHHEM CIy4yaeB SBHOU
KIMHUYECKOW KapTUHBI OMyXOJMHM KOXH U  CIIydyaeB

9KCTPEHHOU XUPYypruu

na

HET

BrimonHeHa orenka (h)akTopoB pHCKa MPOrpECCHUPOBAHUS Y

oosbHbIX co [-1II cranueit 3aboneBanus

Ja

HET

Hanuune Ha3HaueHUss Ha ONpENENIEHHE CTaTyca TIEHOB
BRAF, (npu orpunarensHoM pesynbrate - B reHe CKIT) B
ciydae metacrarndeckoit 6onesnu (III u IV cramus), ecnu

paHeeC TCCT HC BBIHOJIH}I.HCSI)

na

HET

Beinonneno MPT TOJIOBHOT'O MO3ra c B/B
KOHTPaCTUPOBAaHUEM Yy OOJIHBIX C BIIEPBBIC BhISBICHHOU [V
cragueil 3aboneBaHuss B TeyeHWe | Mec. mocie
YCTaHOBJIEHMsI AMArHO3a METAaCTaTMUECKON MeJIaHOMBI (Ipu

OTCYTCTBHH MPOTUBOIIOKA3AHUI)

Ja

HET

Xupypruueckoe  Je€4eHHWe 10  I[OBOLYy  IEPBUYHOU
VHBA3UBHON MEJIAHOMBI KOKH BBIIIOJHEHO C aJEeKBAaTHBIM

orctyrnoM (He meHee | cM, HO He boiee 3 cM)

Ja

HET

Hanuuue pexomeHpanuil 10 IMPOBEICHUIO aJAbIOBAHTHOMN
Tepanuu y MALMEHTOB II0CIE XUPYPrUYECKOro JICUYECHUsS I10
IIOBOJY MEJIAHOMBI KOXKU BBICOKOI'O PUCKa B COOTBETCTBUU C

HACTOAIIMMHA pCKOMCHAAIUAMU

Ja

HET

Hanuuue KoHCynbTanuum XUMHOTEpAIEeBTa, HEUPOXHUpYypra
W/WIN  JTy4eBOTO TepameBTa C ONBITOM IPOBEACHUS
CTEPEOTAKCUYECKOM  paJUOXHUPYprMM Yy IALUEHTa C

MCTACTATUYCCKUM IMOPAKCHHUECM I'OJIOBHOI'O MO3ra

na

HET

Hannune nasnayenuil Ha tepanuio antu-PDI1, w/umu antu-
CTLA4 unrubutopamu BRAF wimm iBRAF + iMEK npu
OTCYTCTBMM  IPOTHUBOIOKA3aHMM y  MALHUEHTOB  C

METACTaTUYECKON MEJTaHOMOW M HAJIMYUEM MYTALIMU B I€HE

Ja

HET
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Kpurepun xkayecrsa

BoinosHeHo

BRAF V600 B COOTBETCTBHU C HACTOSIINMU

PCKOMCHAAIUSIMHU

Hanmnune Ha3HayeHMH Ha  TEpamuil0  HMHTHOUTOpAMU
MOAYJSAITOPOB MMMYHOJIOTHUecKoro cuHarca (antu-PDI1
n/win autu-CTLA4) npu OTCYyTCTBUM MPOTHUBONOKA3aHUH Y
MAIUEHTOB C METACTaTHUYECKON MEITaHOMOW 0e3 MyTaluu B

reae BRAF V600

Ja

HET

10.

ObocHoBaHMe Ha3HAYEHUS LIUTOTOKCUYECKON
XUMHOTEPANUHA, UMMYHOMOIYJATOPOB WIM LUTOKUHOB, Y
OONBHBIX, HE TMOJIyYaBIIMX TEPANUI0  MOAYJIATOpAMHU
UMMYyHoOJOruueckoro cuHamnca (antu-PD1 wnmm  antm-
CTLA4) wunu (npu Hamuuuu wmyTtauuu B reHe BRAF)
tepanuto uaruoutopamu BRAF nimn BRAF + MEK

Ja

HET

11.

CBoeBpeMEHHasl JAMArHOCTHKA M  AJEKBAaTHOE JIEUEHHE
creun(UUYEeCKUX HEXeNaTeIbHbIX SBICHUA WHTHOUTOPOB
BRAF WIn BRAF + MEK, MOJyJISITOPOB
UMMyHoOJoruuyeckoro cuHamnca (antu-PD1 wnm  antm-

CTLA4)

Ja

HET

12.

OTcyTcTBHE  HE3AIUIAHUPOBAHHOM  MHTPAONEPAL[MOHHOMN
TpaBMBbl COCEJHHMX OpPraHOB (MarucTpalbHBIX COCYIOB) (Y

OO0JIbHBIX, KOMY BBITIOJIHEHO XHUPYPTUYECKOE JICUCHHUE)

Ja

HET

13.

BrinonHeHne rucTonoruueckoro UCClieIoBaHus yaaleHHOTO
npenapara, ¢ yKa3aHHEM I1apaMeTpOB B COOTBETCTBUU C
pexomeHmanusmMu  (y ~ OONBHBIX, KOMY  BBHITIOJTHEHO

XUPYPrUUECKOE JIEUEHUE)

Ja

HET

14.

OTcyTcTBHE KPOBOTEYEHHUS B PAHHEM IOCIIEONEPALMIOHHOM
nepuosie (y OONBHBIX, KOMY BBIIIOJHEHO XHPYpPIUYECcKOe

JICYCHHE)

Ja

HET

15.

Brinonnenue MEpBOro Kypca CUCTEMHOI'0
MPOTUBOOITYXOJEBOrO  JieyeHUsi  (TapreTHOM  Tepariuu,

UMMYHOTEPANUY, XUMUOTEpANlMM) HE MOo3ke 28 1HA OT

Ja

HET
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Kpurepun xkayecrsa

BoinosHeHo

BBISIBJIGHUSI METAcTaTUYECKOW O0oie3Hu (MpH OTCYTCTBUU

MIPOTUBOMOKA3aHU )

16.

BeinonHenue nepBoro Kypca aabIOBAaHTHOM TEpaluu He
nozxke 12 Hemenb OT XHUPYpPruueckoro JjedeHus (y
MAIMEHTOB, KOMY IIOKa3aHO IIPOBEJIEHUE aJbIOBAaHTHOM
Tepanuy, IpPU YCIOBUU OTCYTCTBHUS IOCIEONEPALIMOHHBIX

OCJIO)KHEHUH U OTCYTCTBUU IPOTUBOIIOKA3aHUN)

Ja

HET

17.

Ha3nauenne anexBaTHOM CHUMIITOMAaTHYECKOM Tepanuu
(BkIto4as, HO HE OIPaHUYMBASICH HAPKOTUYECKUMH
aHaJIbI€TUKaAMU IIPOJIOHTUPOBAHHOT' O JEUCTBUS,
TpaHCAECPMAIIbHBIMU CHCTEMaMH C (EHTaHWIOM BMECTO
KOPOTKOACHCTBYIOIMX  HAPKOTHYECKUX  aHAJIbI€TUKOB)

MNanucHTaM, HyX1aromnumcs B TaKoOM TCpannn

Ja

HET
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Hpuaoxenue A2. Metomos10rust paspadoTKku KIMHUYECKUX PEKOMEHIALMH

He.ﬂeBaﬂ AVYIAUTOPHUA JAHHBIX KINHUYCCKHUX peKOMeHI[aIIl/Iﬁ:

Bpauu —oHkoi10rY;
Bpauun-xupypru;
Bpauu-panuonoru;
Bpaun-xumuoTepanesTsl;
Bpauu-renerukuy;
Bpauu-gepmaroinory;

Bpauu-narosioranaToMsl;

© N kWD =

Crynentsl MequuuHcKux BY30B, opanHaTOphl U aCIUPAHTHI.

MeToabl, HCNOJAb30BAHHBIE I cOOpa/cejieKIMU  J0Ka3aTeJbCTB: IIOUCK B
AJIEKTPOHHBIX 0a3aX JJaHHBIX; aHAIW3 COBPEMEHHBIX HAYYHBIX pa3paboTok 1o mpobdieme
MEJIaHOMBI KOKM U CIM3HCTHIX 00Oosouek B PD u 3a pybOexom; 0000IIeHHE MPaKTHYECKOTO
OTIBITAa POCCUHCKUX U 3apyOEkKHBIX CHEIIUATHCTOB.

Tabnuya Il - Ypoenu oOocmoeepnocmu O0KazamenvbCme 6 COOMEEHICMEUU C

Knaccuguxkayuein Acenmcmea no noaumuKe MEOUUUHCKO20 00CAYHCUBAHUA U UCC/1008AHUT

(AHCPR, 1992)

YpoBHHU Onucanue

AOCTOBEPHOCTH

A0KA3aTeJNbCTB

Ia JlokazaTenbHOCTh, OCHOBAaHHAas Ha METa-aHAJIU3€ PAHIOMU3HPOBAHHBIX

KOHTPOJMPYEMBIX UCCIEA0BAHUN

Ib JloKa3aTeIbHOCTD, OCHOBaHHas KakK MUHUMYM Ha OJIHOM
PaHIOMHU3UPOBAHHOM  KOHTPOJIMPYEMOM  HCCIEIOBAHMM C  XOPOLIUM

IU3alfHOM

Ila Jloka3aTenbHOCTh, OCHOBAHHAs KAaK MHUHMMYM Ha OJHOM KpYITHOM

HCPaHAOMU3HUPOBAHHOM KOHTPOJIUPYCMOM UCCIICAOBAHUN

IIb JloKa3aTeIbHOCTD, OCHOBaHHasl KakK MUHUMYM Ha OJTHOM

KBAa3UBKCIICPECMCHTAJIbHOM HCCJICAJOBAHHUU C XOPOIIUM HHSaﬁHOM

1T Jloka3aTenbHOCTh, OCHOBAHHAs HA HEAKCIEPUMEHTAIBHBIX OIMCATEIbHBIX

HUCCICOA0OBAaHUAX C XOopomum HH3aﬁHOM, THUIIA CPaBHHUTCIIbHBIX
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HCCIIEIOBAHUM, KOPPEISLUHUOHHBIX MCCIECIOBAHUN W HCCIECIOBAHUMN CIydail-

KOHTPOJIb

1Y%

I[OK@B@.TG.HBHOCTL, OCHOBAaHHAs1 Ha MHCHUH OSKCICPTOB, Ha OIBITC WA

MHCHUU aBTOPOB

Tabnuya 112 — Yposuu ybeoumenbnocmu peKomMeHOayuti 8 cOomeemcmeuu ¢ Kiaccugurayueri

Azenmcmea uccied08anull U OYyeHKU Kavecmaa meouyunckozo oocayicusanus (AHRQ, 1994)

Yposenn YpoBHHu
yO0equTeIbHOCTH | JOCTOBEPHOCTH Onucanue
PEeKOMEHAlUH | J0KA3aTeNbCTB
JloKa3aTenbHOCTh, OCHOBAaHHAs KaK MUHUMYyM Ha
A Ia, Ib OJHOM  PaHAOMHU3UPOBAHHOM KOHTPOIUPYEMOM
HCCIIEA0BAHUU C XOPOILIUM JU3aHOM
JloKa3aTelbHOCTh,  OCHOBaHHAasi Ha  XOpPOILIO
B ITa, IIb, 111 BBIIIOJTHEHHBIX HEpPaHIOMHU3UPOBAHHBIX
KJIIMHUYECKUX UCCIENOBAHUAX
JloKa3aTenbHOCTh,  OCHOBaHHas Ha  MHEHUH
JKCIIEPTOB, HA OMNbITE WIM MHEHUU aBTOPOB.
C 1Y%
VYKka3plBaeT  Ha  OTCYTCTBHE  HCCIECIOBAHUM
BBICOKOT'O KauecTBa
Metoabl, HCIOIbL30BAHHBIEC I (POPMYITHPOBAHUS PEKOMEHAAlUil, — KOHCEHCYC
JKCIIEPTOB.

DKOHOMUYECKUH aHAJIN3

AHanM3 CTOMMOCTH HE TPOBOJWICA W NyOJMKanuu 1O (apMaKOIKOHOMHKE HE

AHAJIU3UPOBAJIUCE.

MeToa BaJauau3aluu peKoMeHIaui

. Bremnss sxecnepTHas oneHka

. BHyTpeHHss dKCniepTHAs OLIEHKa

Onucanue MeTOAa BAJIWANU3AIUN PEKOMEH AN

Hacrosmme pexkomeHganuu B IpeBapuTEIbHON BEPCUN PELICH3UPOBAHbI HE3aBUCUMBIMU

OKCIICPTaMU, KOTOPBIC

MOMPOCUITU

MMPOKOMMCHTUPOBATD, nmpeKaAC BCCTO, HACKOJIBKO

HUHTCpHpCTaAlluA JOKA3aTCIIbCTB, JICKAIIUX B OCHOBC peKOMCHHaHHﬁ, AOCTYIIHA JJI1 IOHUMAaHUs.
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[TosryyeHbl KOMMEHTapuM CO CTOPOHBI Bpauel-OHKOJOIOB IIEPBUYHOIO 3BEHA B
OTHOILIEHUU JOXOJYMBOCTU U3JIOKEHUS PEKOMEHJAMI U UX OLEHKH BaKHOCTH PEKOMEHAALUN
Kak pabouero MHCTPYMEHTA MOBCEIHEBHOW MPAKTUKH.

KomMeHTapuy, MNONMy4eHHbIE OT OKCIEPTOB, TIIATEIBHO CHCTEMAaTU3UPOBAIUCH H
o0CcyXnanuch mpeacenareaeM M wieHamMu paboueit rpynmbl. Kaxapiii myHKT oOcyxkpmaics u
BHOCHMBIE B pE3yJIbTaT€ 3TOr0 W3MEHEHHS B PEKOMEHAALMU perucTpupoBaiuchk. Ecim xe
MU3MEHEHHUS] HE BHOCUIIUCH, TO PErMCTPUPOBAINCH IPUYHUHBI OTKa3a OT BHECEHUS H3MEHEHUH.

Koncynpranuu u skcnepTHas oueHka: lIpoekT pexomeHmauuii pereH3upoBaH TaKkKe
HE3aBHCUMBIMH DKCIIEPTaMH, KOTOPBIX IONPOCWIA TNPOKOMMEHTHPOBATH, IPEXIE BCErO,
JIOXOAYMBOCTE W TOYHOCTh HMHTEPIPETALUU JOKa3aTeNbHOM 0asbl, Jexaled B OCHOBE
PEKOMEHIaLIHA.

Jlns OKOHYAaTEeNbHOM peJakuMu M KOHTPOJS KauecTBa PEKOMEHJALMU ITOBTOPHO
NPOaHATM3UPOBAHBl WICHAMU pabodell Tpymnmbl, KOTOpbIE MPUILIM K 3aKIIOYEHHIO, YTO BCE
3aMEYaHusl 1 KOMMEHTapUU SKCIEPTOB MPUHSATH BO BHUMaHUE, PUCK CUCTEMAaTHYECKUX OIMINOOK
npu pa3paboTKe peKOMEHAANNH CBEeJIeH K MUHUMYMY.

OOHOB/ICHHSI KIMHUYECKHUX PEKOMEHIALMIi:

AKTyanusanus IpoBOAUTCS HE PEKE YEM OJMH pa3 B IOJl C YUETOM IOSIBUBILIEICS HOBOU
uHpOpPMALlUM O JMArHOCTUKE M TAaKTHKE BEJCHHMS NAlMEHTOB C MelaHoMoi. Pemenue 00
oOHOBIeHNN TIpuHUMaeT M3 P® Ha OCHOBE MpPEIIOKEHUH, MPEACTABICHHBIX MEIUIIUHCKUMHU
npoeCCUOHATBHBIMU HEKOMMEpUYECKUMHU opraHu3anusiMu. CPopMHpPOBAaHHBIE MPEATIOKCHHS
JOJDKHBl  YUUTBIBATh  pE3yJbTAaThl KOMIUIEKCHOW OLIEHKM JIEKApCTBEHHBIX IIPENapaTos,
MEJIULMHCKUX U3AETHH, a TaK)Ke pe3yIbTaThl KIMHUYECKOW anpoOarum.

[Ipu otbope mnyOnMKamMii, Kak MOTEHIHMAJIbHBIX HCTOUYHUKOB JOKa3aTENbCTB,
MCIOJIb30BaHHAS B KaXIOM HCCIIEIOBAHUN METOOJIOT U U3Y4aeTCsl ISl TOrO, 4YTOOBI YOS TUThCA
B €€ JIOCTOBEPHOCTHU. Pe3ynpTaT n3ydeHHsl BIUSAET Ha YPOBEHb JOKA3aTENbCTB, IPUCBAMBAEMBIN

HyGHHKaHI/H/I, 4TO B CBOIO OUYCPCAb BJIUACT HA CUITY, BBITCKAIOMIUX U3 HCC peKOMeHHaHHﬁ.
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Pucynok 1. biok-cxemMa JAHATHOCTHKH W JIeYeHUS] MALMEHTOB MeEJAHOMOH KOXKHM C

JokanbHbIMU (0-11T) cragusamMu 3a001eBaHus

no
CHUKEHMIO pUCKa
BO3HUKHOBEHMA
onyxonein KOXu u
HabnogeHuio

rucronornyeckn
MK ucknioyeHa?

1) TonwwmHa no Bpecnoy
2) UsbAsBneHue
3) MUTOTUYECKUI MHOEKC

uccnegoBaHue*
5) Buoxummyeckue Mapkepbl

Cm. cxemy no
neyenuo llIC e}

3KCUM3NOHHasA Guoncus

(oTcTyn He Gonee 5Mm)

Wnn ucceyenme (oTcTyn
1-2 cm)

Mopo3peHne Ha MTC.
B perMoHapHbie nly

(HepesekTabenbHoiA) MTC. ecTb?

-1V ctagun

ApvloBaHTHaa
Tepanus +/-
afbloBaHTHas
nyuesas

110 AaHHbIM
VIHCTPYMeHTabHbIX
nccneaoBaHwii ecTb?

MurmeHTHOE
HOBOOGpa3oBaHue,
nofo3puUTenkHoe Ha
MK

OcMOTp, aHaMHe3

Knunnyeckn MK

PekomeHgauum no
CHWXXEHMIO pUCKa

ncKnioyeHa?

onyxonei KOXu n
HabnogeHuio

Buoncusa
>  CTOpoXeBoro
numdoysna*

Mpeanoxuts
nauveHty
NOMHOLEHHYI0
nuMmdaaeH3IKTOMUIO
nopaxeHHoro

TonwuHa
0.8Mm u Gonee
no Bpecnoy?

ToHkouronbHas 6uoncusa
unm kop-6uoncus
noao3puTensHoro nly

EcTb (hakTopb! MonHoueHHas
pvl::l;ﬂ H;Le"n:'v::u numaneHaKkToMus Ect
?
FUCTONOrn4YecKoro LOPKCHHOLD) MIe?
nccneaoBaHns? numdokonnekTopa

ApvloBaHTHasA
Tepanua

numdokonnekropa

ApbioBaHTHaa
Tepanua

Cragus
B, lic?

JuHamnueckoe
HabnogeHune

“Mp

:BCAY np. TCA B Y
6

Tbl

n
BbITh

B yupexn MoxeT

per
y3nos n TUAB (npu Heo6xoaUMOCTH)
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Pucynok 2. biok-cxemMa JAHATHOCTHKH W JIeYeHUS] MALMEHTOB MeEJAHOMOH KOXKHM C

MeTacTaTH4eCKOM M/ Hepe3eKTa0eJbHOH Me1aHOMOl U MyTanueil B rene BRAF

Cxema 1

MepBas NMHUA Tepanuy MeTacTaTUMECKOW MenaHoOMbl KOXM
(cTapus llIC (Hepe3sekTaGenbHas) - M1d)

MeTacTtaTuyeckasn
(Hepe3ekTabenbHasn)

MenaHoma

[o]

(

Has ny awari

MPT rofioBHOro Mo3ra), NPOrHOCTU4ECKOW
rpynnbi (ypoBerb JIAT, ECOG)

|

reHe BRAF

Onpepnenexve MyTauum B

EcTb MyTauus B

EcTb MTC. B
TONOBHOM
Mo3re?

reHe BRAF
V600?

KombuHauua aHtu-CTLA4+anTu-PD1y

noaxoAawWwmx nauneHTos , UJIN komGuHaums

BRAFi+MEKi (+ nokanbHbie MeToAbl

JlokanbHble MeTOAbI NeYeHus,
Kom6uHauus BRAFi+MEKIi

BRAFi+MEKi nnu koMbuHaums aHtm-
CTLA4+anTn-PD1 unu moHoTepanus

neyenus) UNN antn-PD1 anTn-PD1
OueHka acpexta Tepanum kaxabie 2 mec (8-10
Hepn.)
\ nporpeccupoBaHne?

MpoaomkeHue Tepanuu; npu
NOATBEPXAEHHON NOJSTHOW Unn
4aCTUYHOW pemMuccun
ANUTeNbLHOCTLIO > 12 Mec. Ha doHe
Tepanuu aHTu-PD1 BO3MOXHO
npekpaleHue Tepanuu 1
[AVHaMMyeckoe HabrniofeHve

86

ECOG 0-2, oxupgaemas
NPOAONKUTENLHOCTL
KU3HM > 6 Mec.

MannuatusHoe
(cumnTomaTnyeckoe)
neyeHne

Cwm. cniepytoLuyo
cxemy

— 1

Tepanusi 2-1 IUHUK (aHTK-
PD1+antu-CTLA4 NN
MoHoTepanusi aHTu-PD1)
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Pucynok 3. biok-cxemMa /JAHMATHOCTHKH W JIeYeHUS] MALMEHTOB MeEJAHOMOH KOXKHM C

MeTacTaTH4eCKOM NI Hepe3eKTa0eJbHOH MeJIaHOMOM U MyTanuei B rene c-Kit

MepBas NMHUA Tepanun MeTacTaTU4eCcKo MenlaHOMbl KOXHU
(ctapgus llIC (HepesekTabenbHas) - M1d)
Cxema 2 (npoposkeHune)

MeTacTtaTnyeckasn
(Hepe3ekTabenbHas)
MenaHoMa

Het mytauum B reHe BRAF
(npopgomkeHune cxembl 1)

!

Onpepenexue MyTauum B
reHe c-Kit

!

CM. TaKxe MyHKT 3.4.1.

EcTb MyTauvs Cw. crieqytowyto

na EcTb MTC. B

B rexe c-Kit?

cxemy

r
J/ Mo3re?

1. llokanbHoe fieyeHune MTC. B
roNnoBHOM Mo3re U
2. AHTU-CTLA4 + anTu-PD1
Unn antu-PD1
WNN umatuHnG

AHTU-CTLA4 + autn-PD1
WUNU autn-PD1 CM. TaKke nyHkT 3.4.3.
WU nmatnnnG

|

!’

OueHka 3dhhekTa Tepanum
(8-10 Hepn.)

2 mec

\

MpopomkeHne Tepanuu; npu
NOATBEPXKAEHHON MOSTHON
WK YaCTUYHOWN pemMuccumn
ANUTeNnbHOCTBLIO > 12 Mec.
Ha coHe Tepanumn auTn-PD1

BO3MOXHO NpeKpalleHue
Tepanun n AVHaMu4eckoe
HabnioaeHve

ECOG 0-2, oxvuaaemas

NPOACIIKNTENBHOCTb.

?
nporpeccupoBaHne? KU3HN > 3 Mec.

MannuatusHoe
(cumnTomaTMyeckoe)
nevyeHve

87
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Pucynok 4. biok-cxemMa JAHATHOCTHKH W JIeYeHUS] MALMEHTOB MeEJAHOMOH KOXKHM C

MeTacTaTH4YeCKOH MM Hepe3eKTa0eabHoil Mesanomoi 0e3 mytanuil B reHe BRAF nin c-

Kit

MepBas NUHUA Tepanuu MeTacTaTU4eCKOW MenaHOMbI KOXMU

(ctagus llIC (HepesekTabenbHas) - M1d) MeTacTaTnueckas
(Hepe3ekTabenbHas)

Cxema 3 (OKOH4YaHue) MenaHoma

ol pacnpocT ™
(apexBaTHas nyyeBas AWArHoCTUKa, BKIOYas
MPT ronoBHOro Mo3ra), NporHOCTUYECKON
rpynnel (ypoBenb JIAI, ECOG)

|

Onpepenexve MyTauum B
CM. TaKxke NyHKT 3.4.1. reHe BRAF, c-Kit

Her ECTb MyTauus B

CM. TaKxke NyHKT 3.4.4. reHe BRAF V600
l/ nnm c-Kit?

AHTH-CTLA4 + anTn-PD1
WUNU moHoTepanus anti-PD

CM. TaKxe NyHKT 3.4.5.

OueHka achhekTa Tepanum Kaxable 3 mec

(12 Hen.)
Her EcTb Oa ECOG 0-2, oxupaemas

N nporp p NPOAOIKUTENBHOCTh
ne? KM3HU > 3 Mec.

Mpopomkexne Tepanuu; npu
NOATBEPKAEHHON MOJTHON NN
4YacTMYHOWN pemMuccumn
“—{ AanuTenbHOCTbIO > 12 Mec. Ha oHe
Tep aHTn-PD1
npekpaileH1e Tepanuu u

MannuatusHoe
(cumnTomaTuyeckoe)
neuexne

88

Cwm. npegbiaywmve
CXeMbl

CM. TaKxKe NyHKT 3.4.4.
i

Tepanus 2-ii IMHUN aHTK-
CTLA4 (ecnu He
NPUMEHSANCS, Unn
nepepbiB 6onee 6 mec.),
XMMUOTepanus
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Ipuaoxkenue B. UHpopmanus 1j1a nanmueHTa

Bl. PexoMeHgauMu 10 CaMOCTOSATEJBLHOMY OCMOTPY KOKM M INEPBHYHOM
npoPpuIakTUKe MEJTAHOMBI

I'maBubIE  (akTOp pHUCKa pPa3BUTHA MEJTAHOMBI M JPYTHX OIyXOJIeH KOXH —
yIbTpauOJIETOBOE MOBPEXKICHHE, KOTOPOE BO3HUKAET B PE3yJbTaTe€ €CTECTBEHHBIX MPUUYHH
(coyIHEYHBIE OXKOTH) WJIM HMCKYCCTBEHHBIX NMPUYHMH (OCOOBIE YCIIOBHS TpyJAa WU IOCEUICHHE
COJISIPUEB).

Paznnunble THOBI  KOXKM IO pa3HOMY pPEarupyroT Ha  OAMHAKOBYIO 103y
yIbTpauOIETOBOTO M3IY4YEHHUs, MPH 3TOM Yy OJIHUX JIIOAeH (CO CBETIOH KOXeW, Tak
Ha3piBaeMoro I ¢ororumna) maxe MHUHMMalbHbIE J03bI YJIbTpagHOieTa BCEIrZla BHI3BIBAIOT
COJIHEYHBIE OKOTM (HayajpHasl CTENEHb — KPACHOTa KOXKM), B TO BpPEMS KaK y JAPYTUX Bpel
COJTHEYHOTO yIbTpaduoiaeTa MUHUMAJEH (y JIHIl CO CMYTJIOW WM TEeMHON Koxeif). bonbmas
gacth HaceneHus Poccunm mmeroT | wim 2 (TO ecTh «CBETIIbIe») (DOTOTUIBI KOXKU U TOTOMY
BECbMa YyBCTBUTEJIbHA K COJTHEUHBIM 0)KOT'aM.

IIpenoTBpamenne COJTHEYHOr0 0KOra KOXH SBISETCS KIIOYEBBIM  (haKTOPOM
nepBUYHON npodunakTuki. OCOOEHHO Cephe3HbIN BKJIA/A B MOBBIIIEHHE PUCKA BOSHUKHOBEHHS
MEJIAaHOMBbI BHOCSIT COJHEUHBIE OXOTHM B JETCKOM M IOJIPOCTKOBOM Bo3pacte. OOmiue
PEKOMEHIALINU CBOJAATCS K CIEAYIOIINM HECTIOKHBIM ITPaBUIIaM:

* IlpebbiBanue Ha mspke Tonbko a0 11:00 yrpa u mocie 16:00 Beuepom.

* Hcnonws3zoBaHue COJIHIIE3AIUTHOTO Kpema HIMPOKOTO CIEKTpa NeNcTBUS
(mpenoTBpaInaONIero BO3AcicTBUE yhabTpaduoiera Kak Tumna A, Tak u THna B), cuia
koTtoporo (1.H. SPF — sun protecting factor) agexkBatHa ass Bamiero GpoToTuna Koxu (T.e.
nmunam ¢ 6oree cBeTIon Koxkel Tpedyetcst kpem ¢ 6onbmum SPF). B nenom nunam ¢ 1 umm
2 (hOTOTHIIOM KOXKH PEKOMEHAYIOT HCI0NIb30BaTh KpeMbl ¢ SPF 30 u Bhime.

* PexoMeHnayeTcs TakKe MCIOIb30BATh CONHIE3AIUTHBIE OYKU M TOJIOBHON yOop.

e JleTsM pEKOMEHIYIOT JAONOIHUTEIBHO HOCUTh CIIENUAIbHYIO OekKAy ¢ Y D-3a1uTon.

OcmoTp KOXKH

* Pekomennyercs mnepuoguyecku (He pexe 1 pa3za B 3-6 MecsleB) CaMOCTOATEIbLHO
OCMaTpHUBATh MOJHOCTHIO CBOM KOKHBIE TTOKPOBBI C UCIOIB30BAHUEM KaK «IIAHOPAMHOTOY,
TaK ¥ py4HOro 3epkajia. AJITOPUTM OCMOTPa CXEMATUUYECKU MPECTaBICH Ha PUCYHKE 5.

* IIpu ocMoTpe cienyeT yaensTh 0co00e BHUMaHNE MUTMEHTHBIM TISITHAM pa3MepaMu 4-5 MM

u Oosee ¢ acummerpueil (OpMBI WM OKPACKH, HEPOBHBIM («(PECTOHUATBHIM») KpaeMm,
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HEPAaBHOMEPHON OKpacKoW (pa3iMuyHble OTTEHKM KOopu4HeBoro). Ecim Bbl oTMedaere
NUTMEHTHbIE TISITHA, K KOTOPBIM IOAXOIAT XOTsI Obl 2 M3 yKa3aHHBIX XapaKTEPHUCTHK,
o0OparuTech K JepMaToiory uin oHkosory. CoBceM He 00s3aTelIbHO, YTO JAaHHAS POJUHKA
OKa)XETCsl 3JI0KAYECTBEHHOM, HO JAJBHEUINYIO OLICHKY €€ COCTOSIHUS CIIENyeT IOPY4YUTh
Bpauy. Oco0oe BHUMaHME CIEYyeT YIeIUTh OOpa30BaHMAM Ha KOXKE, Y KOTOPBIX KaKHe-
a100 XapakTepUCTUKH MEHSAIOTCA C TEYCHHEM BpEMEHM (HampuMep, YBEIMYHBACTCS
IJIOLIAb IIUTMEHTHOIO IISITHA, WIM «POAVHKA» CTAHOBUTCA TOJIIE, WIH, HAIIPOTUB, YacCTh
«pOJUHKM» HayMHaeT OJelHeTh M HMcue3aTh) — Takue OOpa30BaHUS TaKkKe IMOTPEOYIOT

IIPOBEPKHU y Bpaya, CIEUAIN3UPYIOIIETr0oCs Ha paHHEW JUarHOCTUKE OITyXO0JIEH KOXKH.

PucyHok 5. AIroputM ocMoTpa KOXKHA
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B2. Pexomenpanuu IPHU OCJOKHCHUAX XUHMHUOTEPAINIUU

HDI/I OCJOKHCHHUAX XUMHOTEPANINHU HGOﬁXO}II/IMO CBA3ATHCHA C XUMHOTECPANICBTOM.

1) IIpu noBeiieHuu Temnepatypsl Tesna 38°C u BbILIE:

Hauatn npucm AHTHOMOTHKOB: II0 PEKOMCHAANMHY XUMHUOTCPAIICBTA

2) Ilpu cromature:

Jluera — MEXaHUYECKOE, TEPMUUECKOE IAKEHUE;
Yacroe nosiockanue pra (Kaxablil 4ac) — pomalka, kopa ny6a, mandei, cMa3biBaTh
POT 00J1eNMXOBBIM (IIEPCUKOBBIM) MACIIOM;

OO0pabaTpIBaTh OJIOCTH PTA [0 PEKOMEHAANNH XUMHOTEPAICBTA

3) IIpu nuapee:

Jlueta — UCKIIOYUTH >KHPHOE, OCTPOE, KOMUEHOE, CIIaJIKOE, MOJIOYHOE, KIIETYATKY.
MOXHO HEXHPHOE MSCO, MYYHOE, KHCIOMOJIOYHOE, PUCOBBIA oTBap. OOWMIbHOE
MUThHE.

[IpuHnMaTh npenaparsl 10 PEKOMEHAAUNHA XUMUOTEPANIEBTA

4) Ilpu TomHoTE:

[IpuHMMaTh npenaparsl 10 PEKOMEHAAUNHA XUMUOTEPANIEBTA
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B3. Hudopmanusa jasi NDalueHTa, MNOJYYalOIIero Tepanuiw MOAYJISTOpaMu

HMMYHOJIOTHYecKkoro cunamnca — d6;1okaropamu CTLA4 u/nam PD1

CBoeBpeMeHHOE B3auMOJeicTBUE ¢ Bamum sieyamyM BpauoM M MEIULMHCKON cecTpoi’
[0 MOBOJAY COCTOSIHMS Baiero 310poBbsl SBISETCS Ba)KHOM COCTaBJAOLIEH oMoy Bamei
MEIMLIMHCKOW KOMaHJe B 3aumre Bac B mpoliecce Jie4eHUs] HACTOJIIBKO 0OE30I1acHO, HACKOIBKO
3TO BO3MOKHO.

OueHp Ba)XXHO, YTOOBI JIIOOBIE CUMIITOMBI (TIOOOYHBIE SIBJICHHUS), CBSI3aHHBIE C JICUCHUEM
onokaropamu CTLA4 w/umun PDI1 Obun BBIABICHBI M TPOJICYEHBI B CaMOM Hauaue HX
MIPOSIBJIICHUH, 3TO IOMOKET MPEIOTBPATUTh MX MepeXo 1 B OoJiee TsKENble CTEIEeHU.

bnokaroper CTLA4 w/umu PD1 paspaGoranbl, 4ToObl MMOMOYb WMMYHHOW CHCTEME
Bamero opranu3ma OOpOTBCS C ONyXOJEBBIM mpoueccoM. Haubonee wyactble MoOOYHBIE
3¢ deKThI, ¢ KOTOPHIMU BBl MOXKeTe CTOJNKHYTBCS B MPOLIECCE JICUCHHUS, SBISIOTCS Pe3yIbTaTOM
BBICOKOW aKTUBHOCTH HWMMYHHOW cHCTeMbl. Takwe mo0ouHble 3()QEeKThl Ha3bIBAIOTCS
CBSI3aHHBIMH C MMMYHHOH CHCTEMOH M OTJIMYAIOTCAd OT MOOOYHBIX 3(dexToB, KoTopsie Bol
MO>KeTe HAaOII0AATh PU APYTHX BUAAX JICUCHHS 3I0KaUE€CTBEHHBIX OITyXOJIEH.

[ToGouHble SBICHUS, KOTOPHIE MOTYT MOSBUTHCA Y Bac, 0ObIYHO BO3HMKAIOT B nepBbie 12
HeJIeNb JICUEHHsI, HO MOTY MOSIBUTHCS M MTO3KE.

Ouenp Baxno, uyToObl Bbl uHpoOpMmupoBanu Bamero newamero Bpada o JrOOBIX
CHUMIITOMAaX, KOTOpBIE MOSIBUIUCH Y Bac Bo Bpems nedenus: 6mokaropamu CTLA4 w/unu PDI1.
Pacnio3HaBanue mnoOOYHBIX H(PQPEKTOB HA paHHUX CTAAUAX JaéT BO3MOXKHOCTH Baremy
JieyalieMy Bpady cpa3sy ke HauyaTh COOTBETCTBYIOIIYIO TEPAIHIO U MIPEIOTBPATUTH UX MEPEXOJ B

0oJiee TSKEIbIE CTEIICHU.

Ecim y Bac nocne nedenusi onokaropamu CTLA4 w/umm PD1 BO3HMKIM CMMOTOMBI W3
YKa3aHHBIX HMXKe, MNOXaJIyicTa, cooouure o0 3ToMm Bamemy Jevamemy Bpauy

He3aMeQJINTEIBbHO.

Tabauya I13. Bo3modcnHvie nob6o4uHble A6ACHUA NOCAE MEPANUU  MOOYAAMOPAMU
umMMyHonou4eckozo cunanca — oaoxkamopamu CTLA4 u/uau PDI

ITo6ounbIe Onucanue siBJIeHUs!
SIBJICHUS
Huapes * VBenuueHue akToB Aedekanuu 10 2-X ¥ Oojee paz B JCHb WIU JI00as
auapest B HOUHOE BpeMs
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* JIr060i1 cTyJ CO CITU3BIO U KPOBBIO

Boib B xxuBoTE

* bonb B KMBOTE WM YYyBCTBO O3HO0A, a Takxe Oo0yib, TpeOyromias

MCAUIIMHCKOI'O BMCIIATCIIbCTBA

I'naza * KpacHbie Oonie3HEHHBIE T1a3a UITH JKEJITOBaTasi OKpacka OeIKOoB ria3
* 3aTyMaHEHHbII B3I, BOCTIAJIEHUE WU MPUITYXJIOCTh IJ1a3

Koxa * JKénTast oxpacka WM MOKPaCHEHNE KOXKHU
* 3yas1ast Chlllb
* UyBCTBUTEIBLHOCTH Ha COJTHIIE

JIpIxanue * BHOBb BO3HHUKINIMY Kallelb WIN OJBIIIKA

OoGriee * YCTaa0CTh UIH COHIUBOCTD

* 3aTpyAHEHHAS KOHIICHTPAIUsl BHUMAHUS WA

CIIyTaHHOCTH

* ['o10BHas 00716, OOJIb B TEJIC UIH B MECTE

OITYXOJIH

* JIuxopazaka (o 38 C)

» BHe3anmHas moTepst UM yBeITUYCHUE Beca

* BHOBB MOSIBUBIIASICS dPEKTUIIbHAS NUCHYHKIMS WM MOTEPS] HHTEpeEca K

WUHTHUMHOH KU3HU

[Toxanyiicra, yaenure ocoboe BHHUMAaHHUE JIIOOBIM M3MEHEHHMSM B aKTax Je(eKallyi.

3anuceiBaiiTe KOJTUYECTBO aKTOB KaxIblid JeHb. Ecnu y Bac nuapes, monpoOyiite e€ omucars,

UCIIONB3YSl OJUH U3 HIKEIPUBEACHHBIX TEPMUHOB U OIIPEACINTE YPOBEHb CPOYHOCTH B Bamrem

KOHKPCTHOM CJIydac:

e HerutoTHBIN

e BoasHUCTBIN

¢ boJie3HEHHBIN

* KpoBsHuCTHIIM

¢ CIIU3HUCTBIH

,HI/IapeH HC BCCraa MOKCT NPOABIIATHCA B BUAC KUIAKOI'O CTYyJIA. VBennueHue uynciia akToB

nedexanuu B 1eHb 1aXKe B BUAE TBEPJOTO CTYJIa NOTEHIIMAIBHO MOXKET YKa3bIBaTh Ha poOeMy.

Baxuo: no6ounbie 3¢pPeKTh MOT'yT BOSHUKHYTH OT 1 HEleIH O HECKOJIBKUX MECSIEB OT

Havana JyiedeHus: Onokatopamu CTLA4 w/mnum PDI1. Ecnm y Bac Bo3HMK 11000H U3 3THX

CHUMIITOMOB, CKaXuTe 00 5ToM Bamemy nedameMy Bpady WIM MEIMIUHCKOW cecTpe

HE3aMCIJIMTCIILHO.
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Hpuaoxenue I'. lIkana ouenku odumero cocrosinus nauuedta BO3 / ECOG

Taonuya I14. lllkana ona ouenku maxcecmu cOCMOAHUA nayuenma no eéepcuu Bocmounoi
00veouHnennou cpynnsl onKko10208 [ [180]

BonbHO# MOMHOCTBIO aKTHBEH, CIIOCOOCH BBIMOJHATH BCe, Kak U 10 3a0oneBanus (90—

0 100% no mxane KapHoBCKOTO)
BonbHOI HE CMOCOOEH BBIMOJIHATH TSHKETYIO, HO MOJKET BBINOJHATH JIETKYIO WIH
1 cuIsA4Yyio paboty (Hampumep, JIETKyI0 JOMAIIHIOI WM KaHIEIspcKylo pabdoty, 70—
80% no mxane KapHoBckoro)
BonbHoil neuntcs amOynaTOpHO, CHOCOOEH K caMOOOCTYXHBAHHIO, HO HE MOXET
2 BBINONIHATE pabotry. bonee 50% Bpemenn OoIpcTBOBaHMS MPOBOAUT AKTUBHO — B
BEpPTUKAIBbHOM NoJ105keHuu (50-60% 1o mkane KapHoBckoro)
; BosbHOI criocoOeH uiIb K OrpaHUuEHHOMY CaMOOOCITyKUBAaHHUIO, IPOBOIUT B Kpeciie
wu nocrenu 6onee 50% Bpemenu 6oapcrBoBanus (30—40% mo mxane Kapaosckoro)
A WHBanuj, coBEpIIEHHO HE CIOCOOCH K caMOOOCTYKUBaHHIO, TPUKOBAH K KPeciy WX

noctenu (10-20% no mkane KapHoBckoro)
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