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1. KAACCUPUKALUNA N ONPEAENEHUE CTAANU

B HacToAwee BpeMs cTagnposaHue menaHoMbl koxu (MK) nposogutcsa cornacHo TNM/AJCC
(8-e U3paHme Knaccudpumraumum snokayecTseHHbix onyxoneit 2017 r.) (taba. 1). B cooteTcTBMM
c Tpe60OBaHNAMM 3TOM KAaCCUPUKALUK AN ONPeseNeHNsA CTaguM AOKHbI UCNO/b30BATLCA
cnepytolime KpUTEpUN:

+  AnAanepBuyHon MK —TonwmnHa NepBUYHOM ONYXOAN, HAIMYME AN OTCYTCTBUE €€ U3Db-
A3B/IEHUSA, MUTOTUYECKUIN MHAEKC (KOAIMYECTBO MUTO30B Ha T MM2 Mpu TOAILYMHE OMYXO0/K
MeHee 1 MM);

+  ANAMeTacTasoB B PermoHapHbIX 1MM$Oy31aX — KOANYECTBO MOPaXKeHHbIX NMM$OY3/10B,
xapaKTep nopaxeHus (Makpo-/MUKpO-), Ha/IM4Me UNU OTCYTCTBUE U3BABICHNA NEPBUY-
HOW onyxonu;

*  ANA OTAANEHHbIX METAcTa30B — UX I0Kann3sauma n yposens /1AM

Ta6auua 1. Knaccudumkauma v onpegeneHue cragum MenaHomsl Koxm TNM/AJCC (8-e usgatue
Knaccudmrkaumum 310KauecTBeHHbIX onyxoneit 2017 r.)

Karteropua T | TonwuHa, MM | N3baseneHne

MepsuyHas onyxob (T)

X OLEeHWTb NepBUYHYIO OMYX0/lb HEBO3MOXKHO (HanpuMep, NoC/e YAaNeHUsA KIOPETKON
WK B C/ly4ae perpeccuy MenaHoMbi)

TO pr3HaKoB NepBUYHOI ONYXONW HET

Tis (MenaHoMa | He npumernmo He npumenunmo

in situ)

T <1,0 MM

« Tla <0,8 MM be3 n3bs3BneHuns

- Tlb <0,8 MM C u3bA3BNEHMEM
0,8-1,0 MM C usbA3BNEHMEM UK

6e3 13bA3BNEHUA
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T2 1,01-2,0 a: 6e3 M3bA3BAEHNA
b: c u3baA3BNEHNEM
T3 2,01-4,0 a: 6e3 n3bA3BNEHNA
b: c usbaAzBNEHNEM
T4 >4,0 a: 6e3 M3bA3B/ACHNA

b: c u3baA3BNEHMEM

PernoHapHbie uMpoysbl (N)

Kateropua N

KonnuecTtBo nopaxeHHbIX IMM$aTUYECKUX Y3/10B

Hanunune TpaHsuTop-
HbIX, CATE/INTHBIX
WM MUKpOCATEeNUT-
HbIX MeTacTasoB

NX PervoHapHble IMMdOY3/ibl He MOTYT 6bITb OLieHeHbI (HanpuMep, OrtcyTcTBytOT
BCJ/1Y He BbINONHANACH MAM PerMOHapHble IMMOY3/bl paHee
YAaneHsb! Mo ApYroit npuunHe). MIckiodeHme: Mopoiornieckoe
CTazMpoBaHue He TpebyeTca /1A MenaHOMbI C KaTeropueit T1,
cneflyeT NCMO/b30BaTh KAMHNYECKME AaHHbIe

NO HeT npu3sHaKoB nopaeHuns permoHapHbIx MMpoy3108 OrtcyTcTBylOT

N1 O/AMH NOPaXKeHHbI perMoHapHbIvi IMMGaTUYECKUI Y31 AW HaMyne TPaH3UTOPHBIX,
CaTeNINTHBIX MM MUKPOCATEN/IMTHBIX METaCcTa3oB

+ Nla OpMH NopaxeHHbIA KAMHUYECKN He OmnpejeNnaeMmblii PervioHapHbIi OTcyTcTBytOT
/mMoy3en (T.e. BbISBAEHHbIN MO AaHHbIM BC/Y)

+ Ni1b OayH NopaXKeHHbIV KIMHNYECKM Onpe/eAeMblii permMoHapHbIii OrtcyTcTBylOT
numdoysen

* Nic HeT MeTacTa30B B perMoHapHbIx MMboy3aax MpucyTcTaytoT

N2 [lBa MK TpY NOPaXeHHbIX PErMOHaPHbIX IMMGATUHECKNX Y3/1a MW OANH NOPAXKEHHbI
pervoHapHbIi IMMGaTUHECKMIA y3€/1 B COYETaHUM C HaMYMeM TPaH3UTOPHbIX, CAaTe//INTHBIX
MM MUKDOCATEN/IMTHBIX MeTacTas3os

+ N2a /lBa UM TPU NOPAXKEHHBIX KIMHUYECKN HE ONpeAeNfeMbiX pervoHapHbix mmdoysna (T.e.
BbIAB/IEHHbBIX MO AaHHbIM BC/Y)

+ N2b /lBa UM TPY NOPaXKEHHBbIX OMpesenseMblX KAMHUYeCkn pervoHap- | OTcyTcTByOT
HbIX IMMOY3na

+ N2c O MH NOPaXKeHHbI KAMHWMYECKN He onpejenaeMbiil uam onpeje- MpucyTcTBytoT
NAEMbIN permoHapHbIi iMdoysen

N3 YeTbipe 1 60/1€€ MOPaXEHHbIX PervoHapHbIX IMMPaTUYECKUX y31a UK Ba U Gonee
NOpa)KeHHbIX PervoHapHbIX NIMM(ATNHECKNX y3/1a B COYETAHNM C HaIMYMEM TPaH3UTOPHBIX,
CaTeNIMTHBIX MM MUKPOCATeN/IMTHBIX MeTacTa3oB

+ N3a YeTbipe 1 60/1ee NOPaXKEHHbIX KIMHUYECKM He Onpe/enaemblx OrtcyTcTBylOT
PervoHapHbIX MMdaTUHeCKNX Y3Na

+ N3b YeTblpe 1 60/1e€ NOPaKEHHbBIX PErVOHAPHbIX IMMPATUHECKNX OtcyTcTBytOT
Y3/1a, CPeay KOTOPbIX XOTA 6bl OAMH OMpeseNIALTCA KAMHUYECKY,
V/IM HaM4Me KOHI/IOMepaToB IMMPaTNHeCKNX Y3108

+ +N3c /lBa nnun 6o/1ee KAMHUYECKM He onpejesfaeMblX UK onpeaenseMbix | MpucyTcTeyoT
pervoHapHbIX MMGOY3/10B UM KOHIIOMePaThbl PerMOHapHbIX
nvmdoysnos
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OTganeHHble Metactassi (M)

Karteropua M

AHaToMuuecKas n0Kann3aLmus MeTacTasoB

Yposenb /AT

MO

Het MpU3HaKOB OTAa/1IeHHbIX MeTacTasoB

He npumenunmo

M1 EcTb oT@neHHble MeTacTasbl
+ Mla OTpaaneHHble MeTacTasbl B KOXE, MATKUX TKaHAX (BKAOYas Mblwey- | He ykasaH uam
HYI0) U/WAN HepermoHapHbIX IMMQOy3ax He onpegaeneH
- M1a (0) He nosbiwex
- Mila(1) MoBblweH
+ Mib OTpaaneHHble MeTacTasbl B IeTKMX B COYETaHUM UK Ge3 MeTacTa- He ykasaH nau
30B, COOTBETCTBYIOWMX KpUTEpUaM M1a He onpeaeneH
- M1b (0) He nosbiweH
- M1b (1) MoBblweH
+ Mic OTpaaneHHble MeTacTasbl BO BHYTPEHHUX OpraHax 3a uck/lodeHnem | He ykasaH uam
LIHC B coyeTaHumn nnm 6e3 MeTacTasos, COOTBETCTBYHOWMX He onpeaenex
~ M1c (0) KpuTepuam Mla n M1b He nosbiLen
- Milc (1) MoBblweH
- Mid OTpganeHHble MeTacTasbl B LIHC B coueTaHmm nam 6e3 MeTacTasos,
- M4 (0) COOTBETCTBYIOWMX KpuTepuam Mla n M1b n Mic He noseiwen
- M1d (1) lMoBbiLweH
IpynnmpoBka no ctagmam
T N M Cragusa
Tis NO MO 0
Tla NO MO IA
T1b NO MO
T2a NO MO 1B
T2b NO MO 1A
T3a NO MO
T3b NO MO 1B
T4a NO MO
T4b NO MO Ic
T0 N1b, N1c MO 1B
TO N2b, N2c, N3b nam N3c MO nc
T1a/b-T2a NTanam N2a MO A
T1a/b-T2a N1b/c nan N2b MO 1B
T2b/T3a N1a-N2b MO 1B
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T N M Cragusa
T1a-T3a N2c unmn N3a/b/c MO lnc
T3b/T4a TMobas kateropma N = N1 MO
T4b N1a-N2c MO
T4b N3a/b/c MO
T posam 115 Jio6as kaTeropus N M1 D

v

2. AMATHOCTUKA

PeKoMeHzyeMble anropuTMbl ANarHOCTUKIM MenaHoMbl KoM (MK) npescTtaseHsl Ha puc. 1-3

2.1. AnarHo3 MK ocHoBbIBaeTCcs Ha fJaHHbIX OCMOTPaA,
pe3ynbTaTax UHCTPYMEHTA/IbHbIX UCC/IeJOBAHUN
M naToMop$o/0rM4ecKoM 3aK/AI0YEHUN

3/10KAYECTBEHHbIE ONYXOJIN

$U3MKaNbHLIA OCMOTP, TWATeNbHOE UCC/Ie/0BaHNE KOXHbIX MOKPOBOB M BUAMUMBIX C/IN-
31CTbIX 060/104€eK, Nanbnauna nepudepuyecknx MMMPaTNyecKknx y3a08;
AepMaToCKoNuA C uenbto AnddepeHLManbHON ANATHOCTUKM MOXKET 6bITh MCMOAb30BaHA
cneymanucTaMu, UMelLW MMM COOTBETCTBY 0L YIO KBaMPUKaLMIO M OMBIT UHTEprpeTaunm
MONYYeHHbIX AaHHbIX;

R-rpadua opraHoB rpyAHOI KAETKM B NpAMOIl 1 60KoBOW npoekymax (baooporpadus
Hegonyctumal);

Y3W nepudepuyecknx aMmepoysnos, opraHos 6pIOLLHON NOAOCTH, 3a6PIOWNHHOrO NPO-
CTpaHCTBa M Manoro Tasa;

onpegenervie yposHa JIAT npy MeTacTaTUYeCKOM MeslaHOME;

KT opraHoB rpysgHoli nonocTy;

KT/MPT opraHos 6ptoWHO NOAOCTM C B/B KOHTPAaCTMpOBaHUeM;

KT/MPT opraHoB Man0ro Tasa ¢ B/B KOHTPacTUpoBaHveM (Mpu IOKaNN3aLUU MEPBUYHO
OMYXO/NM Ha KOXKE HUXKHEW MONOBUHbI TY/0BUILA MU HA HUKHNX KOHEYHOCTAX);
KT/MPT ronosHoro mo3sra c B/B KOHTpacTUpoOBaHuem;

paAnON30TONHOE NCCNeJ0BaHNeE KOCTEN CKeneTa;

M3T, N3T/K T c 18F-PAT B pexxmMe «BCe TeN10» ANA BbIABAEHUA OTAa/I€HHbIX MeTacTa3oB
(Haumnasn c Ill cTagumu).
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2.2. Mopdonornyeckoe noagreepxaeHue gmarHosa «MesaHoMa»
ABnAeTcA o6a3aTeNIbHbLIM

2.2.1. Tnctonornyeckoe uccaegoBaHme nepBUYHON onyxonu

+ OnpepgenerHne MakCMManbHOW TOAWMHbBI ONYX0AM B MM No Bpecsoy;

+ onpe/esneHune ypoBHA UHBa3uu no Knapky;

*  YKasaHue 0 Ha/IM4nMu UNN OTCYTCTBUM U3 BA3BAEHNA NEPBUYHOM ONYXONU;

+  onpejeneHne MUTOTUYECKOrO MHAEKCA (KONMYECTBO MUTO30B Ha 1 MM2) Npu ToAWMHE
onyxoan 40 1 MM BKAOYUTENLHO;

*  Ha/Nny4Me TPaH3UTOPHbIX AU CaTeNNNTHBIX METacTas3os;

*  HelpoTponusm;

+  OlleHKa KpaeB pe3eKL MW Ha Ha/sin4yne OnyXo/eBbiX KNeTOK.

2.2.2.Tuctonornyeckoe nccaepoBaHue MeTacTasoB Me/laHOMbI
B permoHapHbix AMMoysnax

+ KonunyectBo yganeHHbIX NMMdaTUHECKUX Y3N10B;

*  KOJINYECTBO MOPAXKEHHbIX IMMbATUUECKUX Y3/10B;

*  XapaKTep NOpa)eHUa NMMMPaTUHECKUX Y3108B:
— YacTu4Hoe nopaxeHue (KOMYeCTBO TMMPATUYECKUX Y310B);
— MOJIHOE nopaxeHune (KOANYECTBO IMMPATUHECKNX Y3/10B);
— npopacTaHue Kancy/bl (KOANYeCTBO IMMPATUYECKNX Y3/10B).

2.2.3.Tuctonornyeckoe nccnepgosaHne permoHapHbix 1MM¢$oy3i0B

B cnyyae BeinonHeHuna 6CJTY npu oTCyTCTBUM NPU3HAKOB MX METACTaTUYRCKOrO NOpaXeHua
OKpacKa Cpe30B reMaTOKCU/IMHOM M 303UHOM A0/KHa 6bITh AononHeHa UTX nccnegoBannem
Cc npuMeHeHueM cregytolnx Mmapkepos: Melan A, HMB45, Thyrosinase, SOX10.

2.2.4. TncronornyeckKkoe nccaegoBaHue
npu nporpeccupoBaHuu 3aboneBaHus

CornacHo pasHbIM KMHUYECKUM [JlaHHbIM, FEeTEPOreHHOCTb MeXAY NepBUYHOM OMyX0-
Nbl0 M MeTacTaTMYeCKMM 04arom nNpu NporpeccnposaHnm 3abonesaHnm, N0 MONEKYNAPHO-
reHeTuyeckomy ctatycy B reHe BRAF coctasnsaeT 4o 15%, B CBA3M C 4eM, NP1 BO3MOXKHOCTH,
B C/ly4ae nporpeccMpoBaHunA 3a60neBaHMA, PpeKOMEH/0BaHO BbIMOHUTE NOBTOpPHOe MIA
6vonTaTa MTC oyara.

Tom/vol. 14(3s2) 2024 3/1I0KAYECTBEHHbBIE OMYXO0J/IN
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3. TIEMEHUE

3.1. JleyeHUue NayMeHTOB C IOKaNAbHbIMU cTaguamu MK
(1-11 crapum)

PekoMeHAyeMbIi aNTOPUTM XUPYPTrUYECKOro Ie4eHNA NaLMeHTOB C NOKaZIbHON MeNaHo-
MO KOXW npeAcTaBaeH Ha puc. 4

PagukanbHoe nccedeHne NepBMYHON OMYXOAKN B Npejenax 340pPOBbIX TKaHel ABAAeTCA
0653aTe/IbHbIM 3TANoOM NeveHns NoKanbHoW MK. Bbi6op Xupypruyeckoro otcTyna popmupyercs
Ha OCHOBaHWU pe3ynbTaToB MOP$ONOrNYECKOro UCCE0BaHNA, @ UMEHHO — TOLMHBI OMYXO/N.

B HacTosee BpeMA 06LLeNPUHATBIMU OTCTYNaMM A/1f yIKe YCTaHOBNEHHOM CTaANM ABAAIOTCA:

*+ 0,5cM— ans MenaHoMsl insitu;
+  1,0cM—npu TonwmHe onyxonm no bpecnoy <2 mm;
*+  2,0CcM—npu TONWMHE ONYXONN > 2 MM.

MoandununposaHHble BapUaHTbl pe3eKLUnM BO3MOXKHbBI ANA cOXpaHeHnsa GyHKumm npu MK
NasbLeB NN KOXW YLWHOW PAKOBUHbI.

[JnaonpeaeneHna TONLWMHBI ONYX0/IM BO3MOXHO Ha MepBOM 3Tare UCMo/b30BaHMe SKCLU3UOH-
HO 6MonCcMM NUrMeHTHOro obpasoBaHuA c oTcTynoM He 6onee 0,5 cM. B cnyyae noaTeepxaeHuna
anarHosa MK pyb6eu nocne 6noncun nccekaetca c 661blINM OTCTYNOM B CPOKK 4-8 Heg. Ecan
3KCLM3NOHHaA 6MONCKUA He NPOBOANTCA U3-3a O4EBUAHOCTU AMarHo3a, OTCTYMbl OT BUAUMbIX
KpaeB OMyXO/NMN HNKOTAa He CeAyeT pacluMpATh 601ee YeM Ha 2 CM, TaK Kak 6€3 TOYHbIX 3HaHUi
MWUKPOCTaANK 3T0 ByAeT NPUBOANTL K U3ANWHUM MaHUMNYNALMAM, CBA3AHHBIM C 3aKpbITMEM
noc/eonepaLnoHHOM paHbl (HanMprUMep, pas/iMyHbIM BUAAM CAOXKHOM NAACTUKM).

He pekomeHayeTCA PyTUHHOE BbiMONHEHME NPOPUAAKTUYECKON NMMbaZeHIKTOMMUN
unnnpegonepauoHHon JIT pernoHapHbIX AMMGaTUYeCKUX Y3/10B 1 30HbI NEPBUYHOI ONYXOAN.
BC/Y c nocneaytoueit permoHapHon AMMdaAeH3KTOMMER NPY NX NOPaXKeHUW NPy TONUHE
onyxonu > 0,8 MM ABAAETCA HEO6XOAUMOW NpoLEeAYpPON, KOTOpPas AOKHA BbINMONHATLCA
B CMeLnann3npoBaHHbix yupexaennax. Ocoboe BHMMaHNe peKOMeHAYeTCA yaeanTs MOp$Oo-
NOTMYECKOMY UCCNeA0BAHUIO YAANEHHOTO (bIX) CTOPOXEBOTO (bIX) AMMdaTUYecKoro (Mx)
y3na (oB) npu BC/Y: HacToATEeNbHO PEKOMEHAYETCA BbINOJHUTL KaK MOXHO 60/1blie CPe3oB,
a TaKXe, MOMUMO OKPaCKM reMaTOKCU/IMHOM 1 303MHOM, ncnonb3osath NIX okpawmnsaHue
Ha cneuyudmyeckme ans MK mapkepsl (Melan A, Tuposntasa, HMB45, SOX10). II'X okpawwsaHue
peKoMeHAyeTCA PyTUHHO BbIMOAHATL, B TOM YMC/Ie, U NPW OTCYTCTBMM NPU3HAKOB MeTacTaTu-
4ECKOro MOPaXeHMA MO aHHbIM OKPaWMNBAHWNA FEMAaTOKCUAIMHOM M 303UHOM. [pUn OTCYTCTBMM
BO3MOXHOCTW BC/Y cnepyeT MakcManbHO TilaTebHO UCCNeA0BaTb PermoHapHble AMMbOyY3bl,
ncnonbsya Y3W gna HaBUrauum Ha NoA03PUTENbHBIA AMMPATUHECKINIA y3ea Cc nocaeaytolleit
TOHKOWTONbHOW MYHKLMEN N LUTONOTMYeCKUM UCCaes0BaHMeM. He peKkoMeHayeTcA NPOBOAUTL
aAbloBaHTHYO Tepanuio MOH-o npu MK 61aronpuATHOro NporHo3a, nMetoL e HU3KNIM pUCK
nporpeccupoBaHus 3aboneBaHus (IA, 1B, I1A CTap,MM), a TaKe B TOM C/y4ae, Korja pucku,
CBA3aHHbIE C PAa3BUTUEM HeXeNaTeNbHbIX ABNeHWU Ha oHe npuMeHeHna VIOH, nepesewmnBatoT
oXugaemyto nonbsy. HasHaveHne MPH-a onpaBgaHo ToAbKO ANA n3bA3BAEHHBIX popMm IIB
nlIC cTagum (Taba. 2).
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AabloBaHTHas Tepanua MKA-6nokaTtopamu PD1usyyvaetcs agns nauunenTos ¢ [IB-1IC cTa-
AVeit, NPOAEMOHCTPUPOBAH 3P PEKT B OTHOLWEHUN BpeMeHN 6e3 NporpeccMpoBaHus, og4Hako
ee 3pPeKT B OTHOLWEHUN 06l elt BBKMBAEMOCTU K HaCTOALLEMY MOMEHTY He NpeAcCTaB/eH,
Nno3ToMy ANA TaKoW NoNynAuMmM NauMeHTOB a/ibTEPHAaTUBOM MOXET CAYXKUTb TlaTebHOe
AVHaMunyeckoe HabtogeHne

B cniyvae npvHATUA pelleHns 0 Ha3HaYeHWUM Tepanum nauneHTaM ¢ MenaHoMon koxu |ib
nllc cTagnn B afblOBAaHTHOM peXnMe peKOMeHA0BaHO NpuMeHeHe aHTu-PD1 Tepanusa
npenapatom ne6poansymab nam Hueonymab cymmapHo go 12 mecsauyes’.

MauuneHTaM c MenaHoMol koxu lIb u llc cTagun B aAbIOBAHTHOM pexunMe peKOMEHA0BaHO
npuMeHeHune aHTM-PD1 Tepanusa npenapatom ne6posansymab nam HMBoaymab cyMmapHo
40 12 mecaues.

AABIOBAHTHYIO UMMYHOTEpanunio peKOMeHAYeTCA HaynHaTb He No3aHee 9 HeJ. C MOMeHTa
XWPYPrU4eCKOro e4eHns, NOCAe NOJTHOTO 3aXKMBAEHNA MOCNOMNEPaALMOHHON PaHbI.

Ecav nocne ncceyenns nepBUYHON ONYX0M B Kpasx pesekummn obHapyKusatoTca ony-
XO/1eBble KJeTKMN NMPU MHBA3UBHOMW UM eCMOMNIaCTUYECKO MeNaHoMe, a pe3eKLus He npes-
CTaB/NAETCA BO3MOXHOW, peKOMeH/yeTCA NpoBejeHue nocaeonepaynoHHon JIT Ha 30HY
NepBMYHOM onyxoaun (NocieonepaymoHHbii pybeu). MposesgeHne AUCTaHLUOHHOM JIT BO3-
MOXHO pa3/iniHbIMK pexxumamn: 6670 p 3a 33-35 dpakuuin B TeyeHne 6-7 Heg.; 57,5 Ip
3a 23 ppaKkumm B TeyeHune 5 Hep.

Ta6auya 2. Pexxum npumeHeHns aHTv PD1 npenapatamu B aZbloBaHTHON Tepanuu MeslaHOMbl
koxwu' lIB/IIC cTtagum

Hannuve mytauun

Cragusa | BreHe BRAF V600 PekoMeHayeMblIii 06beM NeyeHns
b, 1IC BRAFV600 wt/BRAF | AHTu-PD1 Tepanus:
V600 mut? Mem6ponnsyma6 200 mr 8/8 1 pa3 B 21 geHb 12 mec. (18 go3)
nan
nem6ponnsyma6 400 mr /B 1 pas B 6 Hegenb x 12 Mec.
nan

HuBO/yMa6 480 mr B/B 1 pas B 28 gHeil x 12 MecayeB

! lMayuenmam Bcex epynn C/veayem npeaﬂaeamb yyacmue B K/AUHUYeCKUX uccnedoBaHuAx npu Haau4uu
makol BO3MOXHOCMU.

2 Pexum/npenapam 3apeaucmpupoBsaH 8 P®, HO He BXOOUM B KAUHUYECKUE peKoMeHOayuu, 0006peHHble
MuH30pasom P®.

3.2. JleyeHue NayneHTOB c MeTacTazaMu MK B permoHapHbIx
nuMméatuyeckux ysnax (1l cragus)

PekoMeHayeMble aArOPUTMbI IeYeHUA NpeACTaBAeHbl Ha pUc. 5-6.

T Pexum/npenapam 3apezucmpuposaH 8 P®, HO He BXOOum B KAUHUYECKUe peKoMeHOayuu, 0006peHHbIe
MuH30pasom P®.
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MenaHnoma koxu Il cTagum npeacTaBaseT coboii HEOAHOPOAHYIO TPYNMNy M Noapas-
AenseTcA Ha pe3eKkTabenbHbIN U Hepe3eKkTabesibHbI MECTHO-PACNPOCTPaHEHHbIN Npouecc
(BKANtOUAA KOHTNIOMEPaTbl AMMGOY310B U/UAN TPAH3UTOPHBIE UAK CAaTENIUTHbIE MeTacTassl,
T.e. KAuHudeckue ctagum 1B uaum I1IC ctagmu). O6a3aTenbHOe nedeHune Npu pesektabesb-
HOM npoLecce BK/OYaeT:

*  a/leKBaTHOE UCCeYEHWe NEePBUYHOM OMYXON (€CaU He 66110 BLINONHEHO paHee);

+ npoBejeHWe HeaoaAbloBaHTHOW MMMYHOTepanuu npegnoytutensHee npu I1IB-I1ID
cTagum (cM. nyHKT 3.3.);

* MpoBejeHWe permoHapHou nuMdageHsKToMUY;

*  aAbIOBAHTHY Tepanuio, KOTOPYlo PeKOMeHAYeTCA HaunHaTh He Nno3aHee 3 Mec. nocne
onepaTuBHOro nevenus (taba. 3);

*  MPUOPUTETHBLIM ABNAETCA y4acTHe NaLNEHTOB B KAMHMYECKNX NCCARA0BAHUAX;

+ apabroBaHTHaa XT He peKoMeHgyeTcA.

C Le/IbI0 CHUXEHWS 4acTOTbl JIOKaNbHbIX PeUnAnBoB (63 BAUAHMUSA Ha O6ILYI0 BbKU-
BAeMOCTb) BO3MOXHO NPOBe/EHNe aAbloBaHTHOM JIT C BO3A4eACTBMEM HA 30HY YAANEHHbIX
pervoHapHbiX MM OY3/10B NPU X MAaCCUBHOM MOPaXKEHUN, MPU HANMYMMN SKCTPaKanCyAapHOW
MHBA3UW MW NPU NOPaXKEHUN:

+  0AHOro n6onee 0KONOYWHOro NMMPaTUYECKOTO Y3Aa;

©  ABYX 1 60/1ee WeNHbIX UW MOAMBIWEYHbIX TMMPATUYECKMUX Y310B (MU NpM pasMepax
ammdoysna 6onee 3 cM);

+  Tpexu6o/ee NaxoBo-6e4peHHbIX IMMGATUHECKUX Y3108 (MM Npy uxX pasmepax 6onee 4 cM).

AncTtaHunoHHaa JIT NpoBOANTCA B CAEAYIOWMX PeXUMaXx:

+ POA2Tp, COA50-66Tp5-6Hea,;
+ POA2,4Tp, COM 48 Tp3a4Hes,;
+ POA6Tp, COA30Tp (2 pasasHes.).

Vcnonb3oBaHMe HOBbIX METOANK ANCTaHLUMOHHON /1T, TaKMX KaK pagnoTepanna c MOAy-
naumeit nHTeHcBHOCTM (IMRT) v poTauMoHHan Tepanus ¢ MOAYAALUER 06BEMA U3NYYeHNs
(VMAT), no3BoasieT CHMKATb CTEMEeHb MNOBPEXAEHUA 340POBbIX TKAHEI.

PekomeHaauunn no neveHnto 6oabHLIX HepesekTabenbHon MK IIIC/D 6yayT paccMoTpeHbl
B pasgene 3.4. PeKoMeH/yeMblll aAIrOPUTM NEPBUYHOTO 06CAeA0BaHNA U Ie@HEHWNA NPU MeNa-
HOMe npe/jcTaBneH Ha puc. 1.
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Ta6auya 3. PekoMeHgyeMble PeXUMbI af bIOBaHTHO Tepanun MenaHoMbl KOXM B 3aBUCUMOCTU
OT CcTaAnu 3a60/1€BaHNA U MyTaLMOHHOrO cTaTyca’

Hanunuune mytauumn
Cragusa B reHe BRAF V600 PekoMeHAyeMblIii 06beM neyeHns

A BRAF V600 mut Murnéutopsl BRAF/MEK:

fabpadeHn6 150 Mr BHYTPb X 2 pasa B CyT. + TPAMETUHUG 2 Mr BHYTpb
x 1 pa3BcyT. x 12 mec.

nam

aHTU-PD1 Tepanus:

nem6poansyma6 200 mr 8/8 1 pas B 21 geHb 12 Mec. (18 403)

nam

nembponmnsyma6b 400 mr 8/8 1 pas B 6 Hegenb x 12 mMec.

A BRAF V600 wt AnTN-PD1 Tepanus:
nem6posmzymab 200 mr 8/B 1 pas 8 21 geHb 12 mec. (18 fo3)
nwm
nem6ponunsymab 400 Mr 8/8 1 pa3 B 6 Heaenb x 12 Mec.
1IB-1IID BRAF V600 mut MHrubutopsl BRAF/MEK:

fabpacdernd 150 Mr BHYTpPb X 2 pasa B CyT. + TPaMeTUHWG 2 Mr BHYTPb
x 1 pa3 B cyT. x 12 mec.

nm

aHTU-PD1 Tepanus:

nem6poansyma6 200 mr /8 1 pas B 21 geHb 12 Mec. (18 403)
nm

nem6ponnsyma6 400 mr B/B 1 pa3 B 6 Hegenb x 12 Mec.

nm

HMBONYMab 3 Mr/Kr Kaxaple 2 HeZ B/B KanenbHo, Uan
HMBONYMab 240 Mr Kaxaple 2 HeZ B/B KanenbHo, Uan
HuBoNyMab 480 Mr B/B Kawable 4 Hea. x 12 Mec.

11B-IIID BRAF V600 wt AHTU-PD1 Tepanus:

nem6ponnsyma6 200 mr 8/e 1 pa3 B 21 aeHb 12 mMec.
(18 go3)

nwm

nem6ponunsyma6 400 mr B/8 1 pa3 B 6 Heaenb x 12 Mec.
nwm

HMBONYMab 3 Mr/Kr Kaxaple 2 HeA. B/B KanenbHo, Uan
HMBoNyMab 240 Mr kaxaple 2 HeA. B/B KanesibHoO, UAn
HuBonyMab 480 Mr B/B Kawable 4 Hea. x 12 Mec.

T [ayueHmam Bcex epynn cnedyem npednazame y4acmue B KAUHUYECKUX UCCAEDOBAHUAX NPU HaAUYUU
makol BO3MOXXHOCMU.

3.3. HeoapgbloBaHTHaA M NnepuonepaymoHHas Tepanms
npwu HIB-IIID craguun

PekoMeHayeMbIi airOpUTM eYeHUA NpejCcTaBaeH Ha puc. 5.

Mo AaHHLIM KAMHWYecKoro uccaegosanus Il dassl (NADINA), npoBeseHue 2X LUMKAOB
KOMOMHMPOBAHHON HeOaA bIOBAHTHON MMMYHOTepanuu no cxeme Hueonymab Nnuanmymab
NPY KAMHUYECKMN BbIABAEHHBIX pe3eKTabesbHbIX MTC B pernoHapHbix /y (I1B-I1ID cTagus),
3HAYMTENbHO CHUXKaeT PUCK NporpeccnpoBaHmna 3abonesanmna. Mocne nposefeHna 2X Kyp-
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COB W/T NayMeHTaM NpoBoAUTCA NMMGOANCCEKLUA C OLeHKO MOpdONOrMyecKoro perpecca
onyxonu. NMpu AOCTUKEHUMU NONHOrO Mopdosormyeckoro perpecca onyxoau (pCR) v noutn
noaHoro Mopdosoruyeckoro perpecca onyxonu (near pCR < 10% Mn3Hecnoco6HbIX ony-
XO/IEBbIX KNETOK) Tepanus 3aBepliaeTcs, U NauueHTbl NepexoAaT B a3y AMHAMUYECKOrO
HabaoaeHuA. [Ipn oTCyTCTBUM MOPHOAOTMYECKOro perpecca onyXoau AN JOCTUKEHUN
yacTtuyHoro oteeta (pPR > 10 % M3HECMOCO6HbIX KNETOK) NayMeHTaM peKOMEeHA0BaHo Npo-
Be/leHne afbloBaHTHON Tepanuy — 11 KypcoB HMBOyMaba Npu OTCYTCTBUM MyTaL UM B reHe
BRAF nav nposegerue 46 Hegenb Tepanuu iBRAF +iMEK (4a6paHn6 + TpamMeTuHm6) y naym-
€HTOB C Hann4ymMeM MyTaLum B reHe BRAF.

Mpn HeAOCTYMHOCTM KOMBUHMPOBAHHOM Tepanuu, BO3MOXHO NPMUMEHeHMe nepuonepa-
LMOHHOI Tepanun neMbpoansymaboM. Ha 0OCHOBaHUM AaHHbIX KIMHUYECKOTO UCCIe0BaHUA
Il dasbl SWOG S1801, npuMeHeHmMe nepronepaLnoHHOro pexnma aHTn-PD1 Tepanuu npu kau-
HUYECKM BbIAB/IEHHbIX pe3eKTabesibHbIX MTC B pervoHapHeix i/y (I11B-I1ID cTagus) c nocae-
Ayiolen permoHapHon iMMdazeH3KTOMUEN U NpoBeAeHNEM a bIOBAaHTHOW MMMYHOTEpanuu,
noKa3ano NpenMylLecTBo B 6e3peLiMBHO BbIXKMBAEMOCTM MO CPABHEHMIO C a4 bIOBAHTHbLIM
PEXMMOM MMMYHOTEpaNneBTUYECKOro Nederns (cM. puc. 4).

Hanunune mytayum

Cragusa BreHe BRAF V600 | PekoMeHayeMbili 06beM neveHus OueHKa /ie4yeHus
11B-IID BRAFV600 wt KoM6uHMpoBaHHas Tepanus: Mocne 2-x Kypcos Tepanum
/BRAF V600 mut HuBONYyMab 240 Mr/kr B/B Kanesb- npose/eHe MMMdaaeHIKTO-

HO +UnuanMyMab 80 Mr B/B KanebHO | MUK C OLIeHKOI Mopdoornye-
1pas B 3 Hed. (CyMMapHO 2 BBeAEHWs) | CKOro oTBeTa.

AHTU-PD1 Tepanua: Mocne 3-x BBeA@HMIA Npo-
nembponunsymab 200 mr /B 1 pa3 BeJeHve MMMpaZeHIKTOMUN,
B 21 aeHb 3 BBeAeHMA C NoCaeAyoLMM Ha3HaYeHneM

nembposnsymaba cyMMapHO
20 18 unknos

3.4. /leyeHune peynameos 3aboneBaHus

Moc/e oLeHKM pacnpocTpaHeHua onyxo0/1eBOro NpoLecca NpoBOAUTCA COOTBETCTBYOWEee
neverwe (puc. 2).

3.5. JleueHune MenaHoMbl kKoxu |l (HepesekTabenbHo)
nlV cragunii

PeKoMeHayeMble anrOpuTMbl N1e4eHNA NpeACTaBaAeHbl Ha puc. 7,8.

[pMOpPMTETHLIM ABNAGTCA y4acTHe NaLMeHTOB B KAMHUYECKUX UccnegoBaHunAX. Mpu Bbi-
6ope TaKTMKM nevyeHna meTacTaTu4eckoh MK pekomMeHayeTCca MOIeKYNAPHO-TeHeTUYeCKoe
nccneoBaHne onyxonm C Lenbto soiasneHna BRAF-myTauun. Mpu otcytcTemnm BRAF-myTaummn
(B MenaHoMe KOXe 1 CIM3NCTbIX 060104€K) BO3MOXHO BbINMONHUTL MONEKYNAPHO-TeHeTHYe-
cKoe uccnegoBaHune myTtauuii B reHax NRAS (3k30H 3) n KIT (3k30mb1 8, 9, 11,13, 14, 17, 18).

Jna aHanusa npeAnoYTUTE/IbHO MCMO/Ib30BaHWeE MeTacTaTUYeCKON OMyXOou.
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Y naymeHToB C MyTauueli B reHe BRAF B 1-1 "MHUM Tepanun peKoMeHAYyeTCA NCMONb30-
BaTb IM60 KOMBMHUpoBaHHOe fieyeHne MKA-unrnéutopamu PD1u CTLA4 ninbo kombuHaymio
MHTM6UTOpOB NpoTenHkunHas (UMK) BRAF n MEK, au6o moHoTepanuio MKA-uHrnémutopamu
PD1.Mpu HepocTynHOCTM KOMBMHMPOBaHHOro everHmnsa VMK BRAF u MEK nan MKA-uHrnéum-
Topamu PD1 BOo3MOXHO nposegeHne MoHoTepanuu UMK BRAF.

Y naumeHTOB C OTCYyTCTBMEM MyTauuu B reHe BRAF npu nporpeccnposaHmm nocne agbio-
BaHTHOM Tepanuu ogHuM n3 MKA-610kaTopoB PD1 npeanoyTeHne peKOMeHAyeTCA 0TAaBaTb
Komburaumn MKA-6n1okaTopos PD1u 61okatopos CTLA4.

Neyenne UMK BRAF n MEK npoBoauTtca go nporpeccupoBaHuna 3abonesaHna nau pas-
BMUTUA BbIPaXKE@HHbIX HEKYMMPYEMbIX TOKCUYECKNX ABNEHUNA.

3.5.1. UMmmyHoTepanusa

BHe 3aBMCUMMOCTM OT Hannuus MyTauum BRAF V60O (M gpyrvx MyTaumnit) npuopuTeTHLIM
neyeHuneM 1-1 v nocaeAYOWMX IMHWIA Tepanuu B OTCYTCTBUE BUCLLePa/IbHOTO KpK3a ABseTCA
Ha3HayeHne UHTMBUTOPOB KOHTPOJIbHbIX TOYEK UMMYHHOrO OTBeTa:

*  KOM6MHMpOBaHHas UMMyHOTepanua «aHTU-CTLA4 (unuammymat) + aHtu-PD1 (HuBoayMab)»,
uan «aHTM-CTLA4 (HypynuMa6) + aHTn-PD1 (nposarosnmab)»’ npu MetactaTuyeckom
MK ynydwaeT nokasaTen BbIXMBaeMOCTH 63 NPOrpeccMpoBaHNA 1 HaCTOTbl 06 LEKTUBHBIX
OTBETOB HE3aBMCMMO OT YPOBHA 3Kcnpeccun PD-L1 Ha onyXxoneBbIX KNeTKax U Hann4duna
MyTaumu B reHe BRAF no cpaBHeHuto c MOHOTepanueit aHTu-PD1 npenapatamu (Taéa. 2);

+ aHTn-PD1Tepanua Hnesonymabom, nem6ponnsymMabom, npoaroanmabom, no AaHHbIM paH-
AOMU3NPOBaHHbIX UCCAEA0BaHNIA, y NaymeHToB ¢ |l HepesekTabenbHoN u IV cTaguamu
6onesHun ysennynsaeT obuyto u 6e3pelninBHYIO BEXKMBAEMOCTU HE3aBUCUMO OT YPOBHA
sKcnpeccun PD-L1 Ha onyxoneBbIX KAeTKax U Haiu4ua MyTauuu B rede BRAF (Taba. 2);

+  aHTU-CTLA4 Tepanua: npu MeNeHHO NPOrpeccupytoleil MeTacTaTMYeCcKom U/ Mam MecTHo-
pacnpoctpaHeHHoi MK (Il Heonepa6enbHas u IV cTagunm), 0mAaeMomn NpoAOKUTENBHOCTH
XU3HM He MeHee 12-24 HeA. M OTCYTCTBUM NPOTMBOMOKa3aHUI BO 2-i U NOCNeAYIOLLUX
NMHUAX Tepanuu BO3MOXHO NCMOb30BaHVe NuAMyMaba He3aBMCMMO OT MyTalumn BRAF
(B TOM Ymncne, nocne nporpeccuposarus Ha $poHe 610kaTopos peuentopa PD1) (taba. 4).

Ta6aunua 4. PekoMeH/zlyeMble peXUMbl UIMMYHOTEPanun pacnpoCTPaHEHHON MeNaHOMBI KOXM

CxeMa neyenns OueHka 3¢pdekTa

KoM6uHWpoBaHHas uMMyHoTepanus (aHTu-PD1 +aHTu-CTLA-4)

Hueonymab 1 Mr/kr B/B kanesbHO +UnuamMyMa6 3 Mr/kr B/B KanesibHo 1 pa3 Ha 12-n Hepene, nanee —
B 3 Heg. (CyMMapHO 4 BBeAeHWsA) UM HUBOTYMab 3 Mr/Kr B/B Karne/bHO + Uni- Kawaple 8-12 Hea,.
/mMyMab 1 Mr/kr B/B KanesbHo 1 pas B 3 Hed. (CyMMapHo 4 BBegeHus)® 3aTeM —
HMBOMYMab 3 Mr/Kr Kaxzble 2 He/. B/B KanebHO UM HUBOTYyMab 240 Mr Kaxzble
2 He/. B/B KanenbHO UM HUBOTyMab 480 Mr B/B Kaxable 4 Heg., 24 mec.'!

T Pexum/npenapam 3apezucmpuposaH 8 P®, HO He BX0Oum B KAUHUYECKUe peKoMeHdayuu, 0006peHHbIe
MuH30pasom P®.
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CxeMa nieyeHus Ouenka 3dpdekTa
Hypyauma6°® 1 mr /kr B/B KanesnbHo + npoaronnMa6 3 Mk /kr B/B pas Ha 12-i1 Hepene, panee —
8 1Hea. (cyMMapHo 4 BBefieHuMA) 3aTeM NpoaronnMat 1 Mr/Kr B/B KanenbHO Kaxable 812 Hea.

1pa3s B 2 Hegenu'

Mem6ponnsymab 200 Mr B/B KanenbHoO +unuanmymatb 1 mr/kr B/B kanesnbHo 1pa3 | Ha 12-11 Hegene, panee —
B B 21 AeHb (CymMMapHO 4 BBeAeHWs) 3aTeM nem6ponnsymab 200 mr B/B 1 pas Kawaple 8-12 Hea.

B 21 AeHb AnnTensHo M2 mam nem6ponnsymab 400 mr 8/B 1 pas B 6 Hegenb
ANVTENbHO™" 2

AHTU-PD1 Tepanua

HusonyMab 3 Mr/Kr Kaxable 2 Hea. B/B KaneabHO, UK H1BonyMab 240 mMr Ha 12-1 Hegene, panee —
KaXAble 2 Hea. B/B Kane/bHO, AW H1BonyMab 480 Mr B/B Kaxable 4 Hea. Kaxable 8-12 Heg.
LA/UTENbHO!

Mem6ponn3symab 200 mr /B 1 pa3 B 21 AeHb AnnTenbHO 2 nan neM6ponnsymat Ha 12-11 Hegene, fanee —
400 mr B/B 1 pa3 B 6 Heae/b ANNTENBHO™ 2 kaxable 8-12 Heg.
Mponronnma6 1 mr/kr B/B kanenbHo 30-60 MUH. Kaxzple 14 AHeit AnuTebHO' Ha 12-1 Hegene, panee —

Kawaple 8-12 Heg,

AnTN-CTLA-4

Mnunnmymab 3 mMr/kr B/B kanenbHo 1 pa3 B 3 Heq,, 4 BBejeHUA Ha 12-1 Hegene, panee —
kaxable 8-12 Heg.

T Tepanuto HUBOYMa6oM, nemMbpoau3yMabom, NpoN20AUMabGOM NPeKpawarom npu HacmynaeHuu 00Ho20
u3 cnedyrouux cobbimuii:

+  QoKasaHHOE npozpeccupoBaHue 3a60eBaHuUs (UCKA04UMb ABACHUS NCeBOONPO2peccUl);

+ passumue MaxENbix HexenamebHbIX ABAEHUU (B MOM YUCNE UMMYHHOONOCPeDOBaHHBbIX, M. €., CBA3aH-
HbIX C NPUMEHeHUeM npenapama);

+ docmuiKeHue noAHOU pezpeccuu onyxou, No0maepKOEHHOI 0ByMsA nocaedoBameibHbLIMU UHCMPYMeEH-
manbHbiMu uccnedoBanusmu (MCKT, MPT uau [13T-KT ¢ 18F- /I 8 pexxume «BCe Mea0»), BbINOAHEHHbIMU
C uHMepBanoM He MeHee 3 MeC. (B C/yyae ecau 06was daumeNbHOCMb Mmepanuu COCMasAsem K MOMeH-
my NPUHAMUS MaK020 peweHus He MeHee 12 Mec.), Ho He 60see 2 niem;

+ 0NUMENbHO Cywecmsylowas yacmuqHas pe2peccus, npu Komopoii mepanuto pekomeHdyemcs nposo-
dums B 06wieli CI0XKHOCMU B meyveHue 2 nem.

2 BuccnedosaHusx lll a3 MeduaHa 0aumeNbHOCMU Mepanuu NeM6poAU3yMabom cocmasuna 24—28 Heo.
(om 0,100 111,1 Hed.).

3 [o daHHbIM uccnedosaHus Il paswl CheckMate511 pexxum KOM6UHUPOBaHHOU mepanuu ¢ d03UpOBKaMU
ununumymaba 1 m2/Ke u HUBoAyMaba 3 Me/K2 NO CpaBHEHUIO C 003UPOBKaMU UnuaumMymaba 3 Me/K2 u HUBONY-
Maba 1 Me/K2 CHUXKaA Yacmomy HexxenamenbHbix aBaAeHul 3-5 cmeneHu ¢ 48% 0o 34 %, 00HaKo, maKie 66110
0MMeYeHO CHUXKEHUE 4acmomsl 06beKmuBHbIX omaemos ¢ 50,6 % 00 45,6 %.

4 [lo daHHbIM uccnedosanus Il gaszsl Oberton Kom6uHuposaHHas mepanus (nponzoaumMaé +Hypynumasb)
0eMOHCMpuUpyem cmamucmuyecKu 3Ha4uMoe npeumyu,ecmso 8 BbI1npomus MOHomepanuu npoa20AuMaboM.

5 Pexum/npenapam 3ape2ucmpupoBaH B P®, Ho He BXOOUM B KAUHUYECKUE PeKOMeHOayuUu, 0006peHHbIe
Mun30pasom P®.

Heo6x041MO CBOEBpEMEHHOE BbiiBJIEHUE U Ie4eHWNEe B COOTBETCTBUM C OB ENPUHATLIMU
anropuMTMaMu ay TOMMMYHHBIX HEXeNaTeNbHbIX ABAEHUI (Anapes, KOUT, renaTut, SHAOKPUHO-
naTuu, AepMaTmuT u 4p.).
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3.5.2. Uurnbutopel BRAF/MEK

Mpu Hannymnm B onyxonu MyTaumm B reHe BRAF V600 B 1-1 nam nocieaytowwmx AMHUAX
NeYeHUn PeKOMEHAYeTCA HasHavyeHne KOMBMHauUm uHrubutopa BRAF (semypadeHnba
unu pabpadern6a) c urubutopoM MEK (Ko6MMeTMHU60M Uan TpameTuHnbom). OgHoBpe-
MeHHOe Ha3Ha4yeHWue nHrnbutopa BRAF n unrnbutopa MEK obnapaet 6onbwenn apdexTus-
HOCTbIO MO CPABHEHUIO C MOHOPE@XMMaMU 3TUX NpenapaTos, 0AHAaKO NPU HEBO3MOXHOCTMU
KOM6WHUPOBaHHOM Tepanuun «MHrM6uTOop BRAF + nHrnéutop MEK” gonyctnmo nposeaeHue
MOHOTepanuu uHrnbutopom BRAF. TpaMeTnHMG, oTHOCAWMIACA K rpynne nHrnbutopos MEK,
o6nazaet 60/blwein 3GPEKTUBHOCTHIO MO CPABHEHMIO CO CTaHAapTHOW XT (cM. pasaen 3.4.4.)
npu myTtauuu reHa BRAF, ogHako ero ncnosb3oBaHve B MOHOPEXNME He PeKOMeHAYyeTCA
B CBA3M C MeHblIel 3$pPpeKTUBHOCTLIO N0 CpaBHEHMIO C HrMbuTopamm BRAF. He pekomeHgyeTca
Takxe fo6aBnaTb HrM6MTOpLl MEK Npun nporpeccnposaHun Ha poHe BRAF nHrnbutopos.
PekoMeHpyeMble pexuMbl NprMeHeHnA MHrMbutopos BRAF n MEK npegctaBaeHbl B Taba. 5.

Ta6auua 5. PekoMeHAyeMble pexuMbl IPUMEHeHUA MHrmbutopos BRAF n MEK
Npu pacnpocTpaHeHHON MeslaHoOMe KOXK

CxeMa neveHus OueHka 3¢pdekTa
MoHoTepanusa
BeMypadeHun6 960 Mr BHYTPb X 2 pa3a B CyT. eXKeAHEBHO, ANNTE/bHO' Ha 8-10-i Hegene, panee —

[Jlabpadern6 150 Mr BHYTpb X 2 pasa B CyT. €KeAHEBHO, ANNTENbHO" Kaavle 812 Hea.

KombrHWpoBaHHas Tepanus

BemypadeHn6 960 Mr BHYTpb X 2 pa3a B CyT. eeZHeBHO + KOBUMeTUHNE Ha 8-10-i Heaene, panee —
60 Mr BHYTPb B 1-21-11 AHW, NepepbIB 7 AHEN, ANNTENbHO' Kaxaple 8-12 Heg,

[Jlabpadernt 150 Mr BHYTpPb X 2 pa3a B CyT. ©KeHEBHO + TPaMeTUHUG 2 Mr
BHYTPb X 1 pa3 B CyT. @eAHEBHO, A/UTENbHO'

SHKopadeHn6 450 Mr BHYTpb X 1 pas B CyT. eeHeBHO + BUHUMeTUHNG
45 Mr X 2 pasa B CyT. @e/JHeBHO A/IMTeNbHO

T JledeHue npoBodumcs 0o npo2peccupoBaHus 3a601eBaHUS UAU Pa3BUMUS HENPUEMAEMbIX MOKCUYECKUX
aBneHull.

Y4ynTbiBas 0cobblit NpopuabL AepPMaTONOrNYECKUX HeXenaTebHbIX ABNAEHUA, B YacT-
HOCTW PUCK Pa3BUTUS MIOCKOKAETOYHOTO PaKa W 4PYruX OMyXosei KoXu (BKAoYas HOBYIO
MK), B npouecce neyeHns HeO6XOAUMO PerynfipHO MPOBOAUTL OCMOTP KOXHbIX MOKPOBOB.
[pn noj03peHnn Ha pa3BUTME NOCKOKNETOYHOIO paka AN KepaToaKaHTOMbl Heo6xo41MO
UX XUPYPruyecKoe yjaneHne C NocaeAyowmM rucTosorM4eckuM nccaeoBaHmnem, npu 3Tom
Tepanua UHrnbutopamu BRAF MoxeT 6bITb NpooMKeHa 6e3 nepepbiBa B A@UEHUN U/ UK peayK-
unmn fo3bl. CnesyeT OTMETUTb, YTO KOMOMHUPOBAHHbIE PeXWMbl 061a4a10T MeHbLUeV KOXHOW
TOKCMYHOCTBIO 1 CNOCOBHOCTHIO UHAYLMPOBATL Pa3BUTUE NOCKOKNETOYHOIO paKa.
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3.5.3. KomM6uHMpoBaHHas UMMyHOTapreTHaa Tepanusa
mHrn6utopamm BRAF/MEK + aHTn-PD1/PDL1-uHrnbutopamm

MauneHTam c MmyTauuen B rene BRAF (c akeusaneHToM Il HeonepabenbHoil — IV cTagneir)
Npu OTCYTCTBMM NPOTUBOMOKAa3aHMIN BO3MOXHO NpoBeAeHNe KOMOUHUPOBAHHOW MMMYHO-
TapreTHOM Tepanuun B 04HOM M3 CNeAYIOWNX COHETAHUA:

1. Kom6uHaums UMK — iBRAF (BemypadeHu6) + IMEK (ko6buMeTnHNE) + MKA-610KaTOpSI
aHTu-PDL1 (aTe30/n3ymab)

2. KoM6uHauwsa UMK — iBRAF ([abpageHn6) + IMEK (TpameTnHun6) + MKA-610KaTOpbI
aHTW-PD-1 (nem6ponunsymasb).

PexxuMbl npuMeHeHUs npuBejeHsl B Taba. 6, 7.

KoMMeHTapuit: koMbuHaLua aTesonnsymaba, semypadeHnba n kobumeTnHmba nsyyanach
y 60bHbIX ¢ BRAF-MyTVpOBaHHOW MenaHoOMOM B 1-i AMHWUM Tepanuu 1 okasanach yulle,
4eM KOMBUHMPOBaHHaA TapreTHasa Tepanua BeMypadeHN6OM U KOBUMETUHNOOM B OTHOLLE-
HUWN BpeMeHU 6e3 NporpecCcMpoBaHWA C MOTPAHUYHOM 3HAYUMOCTbIO Pa3ANYnii. AHaNOTUY-
HOe Mo An3aliiHy U NONYAALUN NaLMeHTOB UccaegoBaHme ¢ fabpadpeHnbom, TpaMeTUHNOOM
nnembponnsyMabom TaKxe Nokasano yBennyeHne speMeHun 6e3 nporpeccmpoBaHma, O4HaKo
pasanyma He AOCTUIAM CTAaTUCTUYECKOM 3Ha4YMMocTu. K HacToAleMy BpeMeHN JaHHble
06 obLielt BEDKMBAEMOCTM He NOAYYeHbl. Mbl monaraeM, YTo TpoiiHas KOMOUHaLMA MOXeT BbITh
npeanoyYTUTENbHeE, YeM Tepanus BeMypadpeHN60M 1 KobuMeTnHMGOM nan gabpadeHnbom
CTpaMeTUHNOBOM y ornpeAeneHHOM YacTy NaLMeHTOB C MyTaunein B reHe BRAF, TeM He MeHee,
K HacToAleMy BpeMeHU HeT JOCTaTOYHbIX HayYHbIX JaHHbIX A4NA ONpejeneHns KaTeropum
naLMeHToB, y KOTOPbIX 3pdeKT byaeT MaKcMManbHbIM. Bpauy-oHKONIOTY NPpY Ha3HaYeHUMN 3TUX
PeXM1MOB e4eHns cneayeT B3BECUTb BCE PUCKU U OXMAaeMYI0 MO/b3Y.

Ta6auuya 6. Pexxumbl npumMeHeHns MKA-6n1okatopa PDL1 aTesonnsymaba u UMK BeMypadeHnba
1 kobuMeTUHNGa

MNyTb
Beege- | [lHn AnutenbHOCTb LMKAA,
Cxema Tepanumn Mpenapat fosa HuA BBeAeHMA AHW, peXnUM
ATe3onmnsymab BemypageHn6 | 960 mMr2 pasa | BHytpb | ExxeaHeBHo, | [eHb 1-21 (BBOAHbIN
+BeMypadeHn6 B [leHb Aann 1-21 reprog, KOM6MHMPOBAHHOA
+ KOBUMeTUHNE TapreTHoii Tepanum)
KobumeTtnuné | 60 mr 1 pas BHyTpb | ExxeaHesHo, | JeHb 1-21 (BBOAHBIN
B /leHb aHn 1-21 nepuos KOMBUHNPOBAHHOW

TapreTHo Tepanumm)

BeMypadeHn6 | 720 Mr 2 pasa | BHyTpb | ExxeaHesHo, | JeHb 22-28 (BBOAHBIN
B [leHb AHW 22-28 nepuos KOMBUHNPOBAHHOW
TapreTHo Tepanuu))

Atezonuszymab | 840 mr B/ Kan. | Jlenb 1(29), | HaumHas c 29-ro aHa
15 (44) uMKna Kaxabiii 11 15 geHb
nan 1200 mr B/sKan. | Jenb 1(29), | HaumHas ¢ 29-ro gHa
ATe3onunsymab 22 LMK Kaxable 3 Hegenmn
3/1IOKAYECTBEHHbBIE ONYX0O/1n Tom/vol. 14(3s2) 2024
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MyTs
BBege- | [lHu AnutenbHOCTb LMKAA,
Cxema Tepanuu | Mpenapat Josa HUA BBEAEHUA | AHM, PEXKUM
Nan (1) 1680 mMr B/Bkan | JeHb1(29) | HaumHas c 29-ro gns
Atesonnsymab UMKNa Kaxable 4 Hegenu

BemypageHn6 | 720 Mr2 pasa | BHytpb | ExxeaHeBHo, | JeHb 1-28 (nepuog,
B /leHb AHn 1-28 NleyeHuns TPOVHOA
KoMBWHaLuen)

KobumetuHn6 | 60 Mr1p/cyT. | BHyTpb | ExxeaHesHo, | [eHb 1-21 (nepuiog
AHN 1-21 NleyeHns TPOVHOA
KOM6UHaLMel)

BeMypadeHun6 960 Mr (YeTbipe TabneTkn no 240 Mr) nepopasibHO ABa pasa B CyTKM BMeCTe
c Ko6UMeTUHN60M 60 Mr (Tpy TabaeTku no 20 Mr) nepopanbHo 1 pa3 B cyTku ¢ 1no 21 geHb
c nocneayowmm npreMom semypadeHunba 720 mr (Tpu Tabnetku no 240 Mr) nepopanbHo
ABa pasa B CyTKM € 22 no 28 AHu. Mepros TpoiHoM KoMbuHaLuum (c 29 AHA 1 ganee): aTe30-
nn3ymab 840 Mr BHYTPMBEHHO B AeHb 11 15, KO6MMeTUHNE 60 Mr (Tpu TabaeTku no 20 mr)
nepopasnbHo 1 pa3s B cyTku B AHu ¢ 1 1o 21, BeMypadern6 720 Mr (Tpu TabneTkn no 240 Mr)
nepopasnbHo 2 pasaB AeHb C1n0 28 AeHb 28-4HeBHOrMO UMKAa. Jle4eHne NpOBOAAT A0 NpoOrpec-
CMPOBaHUA U/IN HEMPUEMNEMOI TOKCUYHOCTU. MpU HEOB6XOAMMOCTU BBOAHbIN NEPUOZ (NeyeHne
TONbKO KOM6UHaLMel BeMypadeHuba u KobUMeTHHUEA) MOXKeT BbITb MpoaaeH A0 56 AHeN,
a peXuM BBejeHNA aTe30/M3yMaba n3MeHeH Ha aTe30113yMab 1200 Mr BHYTPUBEHHO B AeHb 1,
Kaxable 21 4eHb UV Ha aTe30113yMab 1680 Mr BHYTPUBEHHO B AieHb 1, KaxAble 28 AHeil.

Ta6auuya 7. Pexxumbl npumeHenns MKA-610kaTopa PD-1 nembposnsymaba n UMK gabpadennba
1 TpamMeTMHMba

NyTb AHn AnutenbHocTb

Cxema Tepanumn Mpenapat fosa BBe/leHNA | BBeAeHUA UMKNA, AHU, PEXUM
MeM6ponusymab Jabpadernd 150 mr BHyTpb ExcegHeBHO | AnuTenbHO
+ nabpadenn6 2 pasa
+TpamMeTuHNG B /leHb

TpameTuHWG 2wmr1pas | BHyTpb ExeqHesHo | AautenbHo

/cyT.
Membponnsymab 200 mr B/B Jenb 1 Kawgple 21 aeHb
Mem6ponnsymab 400 Mr B/B [letb 1 Kaxable 42 gHs

3.5.4. Jle4yeHne nayMeHTOB NOC/E NONIHOIO yAaNneHMUA BCcex
MeTacTaTM4YecKux oyaros (3KBMBaseHT cTagum IV,
6e3 npusHakKoB 3a6oneBaHus)

PekoMeHAyeMblii airOPUTM NleYeHUs NpeAcTaB/eH Ha puc. 6.
[nf nayneHToB, pajnKaibHO OMEPUPOBaHHbIX MO MOBOAY OTAa/IeHHbIX MeTacTa3oB Mesa-
HOMbI KOXMU (yAaneHne Bcex MeTacTaTMYeCKUX Y3108, 6e3 NPpU3HaKOB 3a60/1eBaHUs), PeKOMEH-
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[AOBAHO NPOBOAMUTL «aABIOBAHTHOEY /ledeHne C npuMeHeHneM MKA aHTu-PD-1 (HuBonyMab)
MU KOMEBMHWMPOBaHHYO UMMYHOTepanuto npenapatamu «aHTu-CTLA4 (unuanmymab) + aH-
T-PD-1 (HnBOAYMa6)». Tak )Ke, TaKUM NaLMeHTaM BO3MOXHO NPUMEHEHWe NepronepaLMoHHoi
MMMYyHOTEepanuu npenapaTtom neM6ponunsymab.

MpU HaNMYMKN NPOTUBOMOKa3aHNI aIbTEPHATUBOW MOXKET bbITb AMHAMUYeCKoe HabtoeHue
VAN yHaCTHe B KIMHUYECKUX NCCIeS0BaHUAX (MPU BO3MOXKHOCTH).

Ta6aunua 8. PexuMbl NpUMeHeHNA MMMYHOTepanum noc/e No/HOro yaneHus Bcex
MeTacTaTU4eCKUX 04aroB (3KeuBaneHT cTagum IV, 6e3 npusHakos 3a60neBaHus)

Hanunuue MyTayum

Cragusa B reHe BRAF V600 PekoMeHayeMblii 06bEM NeyeHUs

IV (nocne yaanenms BRAF V600 mut AHTU-PD-1 MOHOTepanus:

BCeX MeTacTaTUYeCKuX BRAF V600 WT *  HUBO/MYMab 3 Mr/Kr Kaxzple 2 HeZ. B/B KarnenbHO Uam
y3/108) +  HuBoMyMab 240 Mr Kaxble 2 Hez. B/B KanenbHO Uan

+ HuBO/MyMab 480 Mr B/B Kaxble 4 Heg. x 12 Mec.
KoM6uHupoBaHHas UMMyHoTepanus (aHTU-PDT +aHTu-
CTLA4):

*  HuBO/MyMa6 1 Mr/Kr B/B KanesbHO +unuarmymad 3 mr
/Kr B/B KanenbHo 1 pas B 3 Heg. (CyMmMapHo 4 BBe-
fleHuA), 3aTeM — HMBONYMab 3 Mr/Kr Kaxzple 2 Hea,
B/B Kane/bHO UM HUBOMYMab 240 Mr Kaxple 2 HeJ.
B/B Kane/ibHO UM HUBOYMab 480 Mr B/B Kaxzple
4 Hep., 12 mec.

3.5.5. UHruburopsi c-KIT

Mpu myTaumm B reHe KIT no peleHnto BpaiebHOM KOMUCCUM BO3MOXHO Ha3HaYeHne nma-
TuHU6a 800 mr/cyT. (Mo 400 Mr 2 pasa B geHb). JleyeHWe NPOBOAAT AO MPOrpeCccMpOBaHUsA
3a60n1eBaHMA UM NPU3HAKOB HEMEPEHOCUMOCTHM Tepanuu.

3.5.6. XummnoTepanusa

MpU HEAOCTYNHOCTU MHTMEMTOPOB' BRAF, MEK (B BUAE KOMEMHUPOBAHHBIX PEKUMOB
1 MOHOTEpAnun) U UHTMBUTOPOB KOHTPO/IbHLIX TOYEK UMMYHHOTO OTBETA (A4/UTEILHOCTD
OXWAAHWUA Havana Tepanuu 6oee 28 AHel), a TaKKe B CyYae JOKAa3aHHOTO NPOrpeccupo-
BaHMA Ha CI)OHe X NIPUMEHEHUA AN NPU HaNNYUN I'IpOTVIBOI'IOKaEBaHl/II\/‘I K NX NCNONb30BaHUIO
ANA NeYEHUA ANCCeMUHNPOBaHHON MK MOryT 6bITb MCNONb30BaHbLI CTaHAapPTHble peXkuMbl XT.

" [lpu nepsoli BO3MOXHOCMU BHE 3aBUCUMOCMU om 3¢pexkma XT nayueHma caedyem nepesecmu Ha me-

panuto uHaubumopamu BRAF u MEK, moHomepanuto uHzubumopamu BRAF unu mepanuto uHaubumopamu KOH-
MPOAIbHLIX MOYEK UMMYHHO20 OmBema (eCAu He nosy4yan ux paHee), NOCKONbKY BCe BbllenepequceHHble
npenapamesi 06nadarom 6oabweli HenocpedcmseHHOU 3pdexkmusHoCcmbio U obecneyusatom 6osee BbICOKUE
nokazamenu obuiell BbIXKUBA@MOCMU B CPaBHEHUU C X/m.
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Mcnonb3oBaHMe peXXMMOB MONMXMMUOTEPANUN MOXKET YBESIMYNTD HACTOTY 06 BEKTUBHbBIX
OTBETOB, HO HE NMPUBOAMUT K yBeIMYEHUI0 6e3peLMANBHON 1 06LLel BbXKMBAaEMOCTHU. BO3MOX-
Hble BapMaHTbl X/T Ne4eHUs npeAcTaB/eHbl B Taba. 8.

Ta6nvu.|,a 9. PeKOMeHAyeMbIe peXxuMbl XuMHnoTepanum AMCCEMVIHVIPOBaHHOVI Me/IaHOMbI KOXU

[lakap6a3sut 1000 Mr/m2 B/B B 1-i AieHb, Kaxable 3—4 Hes,.

Jlakap6a3suH 250 Mr/m? B/B B 1-5-11 AHW, Kaxaple 3-4 Hep.

Temo3010Mug 200 Mr/M? BHYTPb U B/B B 1-5-1 AHW, Kawable 4 Hes,.

JNlomyctir 100-130 Mr/m? BHYTPb B 1-11 AeHb, Kaxable 6 Hea,.

Maknutakcen 175-225 mMr/m? B/B B 1-11 feHb + Kap6onnatud AUC5-6 B/8B B 1-i1 AeHb, Kaxable 3 Hej,.

Temo3010Mug 150 Mr/M? BHYTpb UM B/B B 1-5- AHW + umcnnatud 20 Mr/M? B/B B 1-5- AHW, Kaxable 4 He.

[lakap6a3suH 800 Mr/m2 B/B B 1-if AieHb + BUHBNACTWH 2 Mr/M? B/B B 1-4-i1 AHW + uncnaatuH 20 Mr/m?
B/B B 1-4- AHW, Kawable 3—4 Hea.

3.5.7. TakTuKa nevyeHnsa Npu nporpeccupoBaHuu 3abonesaHuns

Mpn nony4yeHnn nMmMyHoTepanuu B 1-i AMHMM B CiyHae MyTauuv B reHe BRAF Bo 2-i anHum
npeanoyTeHne oTAaeTCcA Ha3HavYeHNo KoMbUHauUM «MHrnbuTop BRAF + nHrnbutop MEK».

Mpu nonyyYeHnn TapreTHON Tepanumn MHrM6MTopom BRAF nav kombrHauueit nHrnbutopa BRAF
nunHrnbutopa MEK B nepBoii AvHMM Npy NporpeccMpoBaHnm NpeAnoYTeHNe OTAaeTCA Ha3Haye-
HUIO KOMBUHUPOBaHHO MMMYHOTepanusa aHTU-CTLA4 (Mnuaumymab) + aHTu-PD1 (HuBonyMab).

Mpu nporpeccuposaHumn nocne 1-i AanHun Tepanun ogHum ns MKA-6nokatopos PD1
y 60nbHbIX 6€3 MyTalum B reHe BRAF npeanoyTeHne pekoMeHayeTca 0TAaBaTb KOMBUHaL UK
MKA anTu-CTLA4 (ununumymab) + aHTu-PD1 (HuBoNyMat).

B cnyyae nporpeccvpoBaHus uaun Henepenocumoct MKA-610katopos PD1uav KoMbuHaumm

MKA-6nokatopoB PD1 1 CTLA4, HasHaYeHHbIX BO 2- INHUUN, BO3MOXHO NMOBTOpPHOE
Ha3HayeHMe KOMOMHUPOBAHHONM TapreTHo Tepanuu MHrM6uTopom BRAF u nHrnbmutopom
MEK nauneHTam, KoTopble paHee ANUTeNbHO (601ee 6 Mec.) noay4anu ¢ 3GGeKToM Tepanuio
3TUMM NpenapaTamu.

Y naymeHTos ¢ BRAF MyTupoBaHHo! MenaHoMoii (11l HeonepabenbHoi — IV cTaguw) B 3-i
NVHUW TEpanuu Noc/ie NpoBeAeHna UMMyHoTepanuu u Tepanuu UMK (iBRAF £ MEK), a Takxe
y nauveHToB 6e3 MyTauuu B reHe BRAF (Ill HeonepabenbHoit — IV cTaguu) Bo 2-i AMHUKM noc/ie
npuMeHeHns uMMyHoTepanun (MKA-6nokatopos PD-1+aHTu-CTLA4), yunTsiBas Manyto
3¢pPpekTnBHOCTL XT, BO3MOXHO pacCMOTPeTh BOMPOC O MPUMEHEHUM Tepanum No cxeme NeH-
BaTMHMGE + neM6ponnsymab (Taba. 9).

JleHBaTUHNO B MOHOTEpPanuu U B PeKOMeHyeMoi KOMEMHaL UK He 3aperncTpupoBaH
no AaHHOMY MOKa3aHMio. B HAaCTOAWMA MOMEHT y HAaC HeT AO0CTATOYHbIX HaY4YHbIX AaH-
HbIX A48 onpejeneHna NpoduUNa NaLMeHTOB, KOTOPLIM 3TOT BapuaHT Tepanuun npuHeceT
KNMHNYeCKY0 Noab3y. [laHHble pe3yabTaThl TpebyloT fanbHellero nsy4yeHna n Habnwo-
aeHna. OaHaKo, y4MTbiBaA UCYEPNAaHHOCTb METOA0B €KapCTBEHHON Tepanun y JaHHON
NOATpYNMbl NALMEHTOB U pe3ynbTaThl HEPAaHAOMU3NPOBAHHOIO nccaegosaHuna Il dpassl,
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B KOTOPOM KOM6UHaLMA IeHBAaTUHNG + NeMbpoan3yMab no3BoAnAa AOCTUTHYTb KOHTPO/b
Hag 3a6oseBaHneMy 66 % nauneHTOB, a YacToTa 06 bEKTUBHbIX OTBeTOB AocTuria 21,4 %,
BO3MOXHO PacCMOTPEeTb Ha3HayeHWe 3TON Tepanuu, B3BECUB BCE PUCKU U OXKUAAEMYIO
NoNb3y OT JAHHOTO JIeYeHHUA.

Ta6auya 10. KombuHauus neHsaTMHu6a 1 neMéponnsymaba

CxeMa neyeHus OueHka 3¢pdekTa
JlenBaTHUG 20 Mr BHYTPb X 1 pa3 B CYT. eXe/HeBHO ANNUTENbHO Ha 12- Hepene, Aanee — Kaable
Membponnsymab 200 mr 8/8 1 pa3 B 21 AeHb ANTENBHO 8-12 Hea.

3.5.8. JlyyeBas Tepanus

MpW HEBO3MOXHOCTU BbIMONHEHUA XUPYPIrUYECKOrO NIEYEHNA UAN HAUYUK NTPOTUBOMO-
Ka3aHWii K ero BbINOJIHEHUIO BO3MOXHO NPOBEAEHME y4eBON Tepanuu Ha 30HY NepBUYHON
ONyX0/M U/UAKN MeTAaCcTaTUYECKM NOPaXEHHbIe IMMbaTMYECKMe y3/bl. BO3MOXKHO MCMO/b30-
BaHMWe Pas3/NINYHbIX BAPUAHTOB MPOBEAEHMUA y4EBOW TEPanvu B 3aBUCUMOCTU OT KAUHWUYECKOM
cuTyauun: 66-70 Ip 3a 33-35 ppakuwnit, 50-57,5 Ip 3a 20-23 $pakuymm, 35 [p 3a 5 ppakyunn
(2-3 pasa B Hegento), 32 [p 3a 4 dppakuwmm (1 pas B Hegento), 30 Tp 3a 10 ppakuymin.

3.6. JleueHne 60/1bHbIX C ME@TAaCTa3aMU Me/IaHOMbI
B ro0BHOM MoO3re

PekoMeHAyeMbIi anTOPUTM le4eHNA NpeACcTaBNeH Ha puc. 9.
ANTOPUTM TaKTUKKN SledeHns 60NbHBIX C MeTacTazaMn MK B roN0BHOM MO3re fOJ/KeH
onunpaTbCA Ha CaeAylolne KpUTepuu:

*  3KCTpakpaHuanbHOe pacrnpocTpaHeHue 3a60eBaHNA U BOSMOXHOCTb €ro KOHTPO/IA;

*  pa3Mep MeTacTa30B B rO/I0OBHOM MO3re (60/ble Uau MeHble 3 cm);

*  KO/IMYeCTBO MeTacTa30oB B r0/I0OBHOM MO3re (CONMTapHbI MeTacTas, 0AMroMeTacTaTm-
YeCcKoe MopaeHne, MHOXXeCTBEHHbIe MeTacTasbl);

+ obuee cocTosHue no wkane KapHosckoro (6onee 70%, meHee 70 %);

*  pacnosioxeHue MeTacTasoB B PYHKLMOHAIbHO 3HAYMMbIX 30HaX MO3ra;

*  Ha/Jny4Me UAN OTCYTCTBME HEBPOJIOTUYECKUX CUMATOMOB.

OTKpbITas XMpypruyeckan onepauns umMeeT NpenMylecTBa nepes ctepeoTakCUyecKomn
NTy nauneHTOB c o4aramm > 3 CM, pacrnonoXeHHbIMU B GYHKLIMOHANbHO He 3HAYNMbIX OTAeNax
MO3ra, Npu 0XMAAEMON NPOJOMKUTENBHOCTM HU3HM (6€3 yyeTa BAUAHUA MeTacTaTUYeCKOro
MOpaXeHWs roI0BHOro Mo3ra) > 3 Mec. [locae XMpYypruyeckoro e4eHuns AoNoSHUTENbHO BO3-
MOXHO NpOBeeHNe ceaHca CTepeoTakcMyeckoii /1T Ha OnepaLMoHHY0 MOIOCTb ANA YyHLEeHUA
NOKaNbHOro KOHTPoA. Mpu nopa)eHUN GYHKLMOHAIbHO 3HAYMMbIX OTAE/10B FOIOBHOMO MO3ra
npeanoyTeHve MOXeT 6bITb OTAAHO cTepeoTakcuyeckol /IT. MNpun onuromeTacTaTnyeckom
nopaxeHUn roNoBHOro Mo3ra (3-10 o4aroB pasMepaMu 40 3 CM KaXAbli) CTepeoTakcuyeckas
T MOXKeT MeTb NPenMyLLeCcTBa B CPaBHEHUMN C 1eKaPCTBEHHbIM JleHeHUeM UK C 0bayyYeHneM
BCEro ronoHoro mosra. CoobueHuns o poau JIT Npyu MHOXECTBEHHOM MOpPaXeHWW roaoB-
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HOro Mo3ra uau ero 060104eK NPOTUBOPEYMBLI. ITa Npolesypa MOXeT 6biTb NpejNOXeHa
AnAa obneryeHus HEBPONOrM4eCKNX CUMNTOMOB NPU MHOXECTBEHHbIX ME€TacTa3ax B ro10BHOM
Mosre. /lnA NeKapCTBEHHOrO eYeHMA NalMeHTOB C MeTacTaTMYeCKUM NOopaXeHNeM ronoB-
HOro MO3ra MOTYT MCMO/b30BaTbCA TE e PeXUMbl U KOMOUHALNW, KOTOPble MPpUMeHATCA
ANA NeveHna 60bHBIX C 3KCTPaKpaHUaibHbIMM MeTacTasaMu.

Mpu MeTacTaszax B ronosHom Mo3sre XT MeHee 3pdeKTUBHA, 4eM UHTMO6UTOPLI BRAF + MHr1-
6uTopbl MEK, a Take UHTMOUTOPbI KOHTPO/IbHBIX TOYEK UMMYHHOTO 0TBeTa. KOM6UMHMpOBaHHas
ummyHoTepanus [aHTU-CTLA4 (Mnnanmmymab) + aHTu-PD1 (HuBoayMa6)] npu neveHnu naym-
€HTOB C MeTacTa3aMu Me/slaHOMbl B FO/IOBHOM MO3re y/y4laeT NoKa3aTenun BbDKMBAEMOCTH
6e3 nporpeccMpoBaHnA 1 4aCTOTbl 06BHEKTMBHLIX OTBETOB MO CpaBHEHMWIO C MOHOTepanuen
aHTn-PD1 nam moHoTepanuein aHTu-CTLA4.

Mauynentam c BRAF MyTpoBaHHOM MeTacTaTUYeCKON MeTaHOMOWM KOXW C CUMMTOMHbBIMU
MeTacTa3aMu B FOIOBHOW MO3r NpeAnoYTUTeNbHE. Ha3HaYeHNe KOMOUHNPOBAHHOW UMMYHO-
TapretHoi Tepanun — iBRAF/MEK + aHTn-PD1/PDL1-nHrnbutopamm, B cayyae oTcyTcTBUA
KOMO6WHMPOBAHHOWM MMMYHOTapreTHON Tepanuun NpeAnoYTUTEIbHO Ha3HaYeHWe TapreTHON
Tepanuu BRAF + MEK nHrnéutopamm.

Y nauueHToB C HaAn4ymeM 6@CCMMNTOMHOrO NMOPaXeHNA FOI0BHOrO MO3ra, BHe 3aBUCUMO-
CTW OT HanM4MA MyTauuv B reHe BRAF, npegnoyTuTenbHee HazHadeHne KOMOUHMPOBaAHHOM
uMMyHoTepanuu (aHTu-PD1+aHTu-CTLA4)

Cpeau xummnonpenapatos LenecoobpasHo oTAaTh NpegnoyTeHe AMNOPUNbHLIM NeKap-
CTBEHHbIM GOpPMaM: TEMO30/10MUAY U MPOU3BOAHBIM HUTPO3OMOUYEBUHBI (1OMYCTHH).

[p1 BO3SHUKHOBEHMM €JMHNYHbBIX METacTaTMYeCKUX MOPaXeHWA FONI0OBHOMO MO3ra Ha GpoHe
TapreTHoun Tepanumn «MHrnbutopsl BRAF £ nnrnbutopel MEK” TapreTHas Tepanus MoxeT 6biTb
NPOAO/KEHA NOC/e I0KaNbHOIO 1e4eHNA MeTaCcTa30B B FO/I0OBHOM MO3re U NPy OTCYTCTBMM
NpOrpeccMpoBaHMNA B APYrMX OpraHax.

3.7. JleyeHue oTAeNbHbIX KaTeropuit 60/1IbHbIX METAaCTaTUYEeCKOM
M Hepe3eKTabenbHO MeNaHOMOM KOXK

3.7.1. Xupypruyeckoe yAaneHve uamn ctepeotakcnyeckan JIT MeTactasoB MOryT 6bITb MPOBEAEHbI
B OTAE/IbHbIX C1y4anx y 60/1bHbIX B Y 0BNETBOPUTE/NLHOM 061 EM COCTOAHUM C U30IMPOBAHHbIM
onyxo/1eBbIM nopaxeHueM. [Npu AocTKeHUN 3P PeKTa CUCTEMHON Tepanum MOXeET paccMaTpu-
BaTbCA BbIMOJIHEHWE MOJHBIX LLUTOPEAYKTUBHBIX XMPYPruyecKmnx BMellaTenbCTs. [poBejeHve
HernoJIHOW LUMTOpeAYKLMN He peKOMeH/0BaHO.

3.7.2. MannanaTtueHas JIT MoxeT 6bITb Ha3HayYeHa NPU MHOXECTBEHHOM MOPaXXeHWU FrON0BHOMO
MO3ra U Npu CUMNTOMHOM MOPaXKeHUMN KOCTew, MArKMUX TKaHel 1 TMMPOY3/10B.

3.7.3. /Ina naymeHTOB C 0COBBIM TUMOM U30/IMPOBAHHOIO METaCcTa3MPOBaHUA B BU/E NOPaXeHus
KOXW 1/ UNK MATKUX TKaHel KOHEYHOCTU MOXeET 6bITb PeKOMeH/0BaH MeTO/ M30MPOBaHHOM
neppysunm KOHeYHOCTU MeadpanaHOM, KOTOPbIN BbIMOHAGTCA B CreLMann3nMpoBaHHbIX LieHTpax
(®TBY «HMWL, oHKonorum um. H.H. Baoxuta» Munzgpasa Poccuu, IBY «HMUL, oHkonorvm
uM. H.H. MeTposa» MuHsapasa Poccum).
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4. HAB/IIOAEHUE

PekoMeHayeMbIli anropuTm HabaoAeHns 3a naymedtamm ¢ MK 6e3 npusHakos 3abose-
BaHVA NpejcTasaeH Ha puc. 10

B HacToflLee BpeMA HET € 4MHOrO MHEHUA OTHOCUTE/IbHO ONTUManbHOro rpaduka Habto-
AeHuns 3a 601bHbIMU MK.

B LenAx CHUXeHNA pUCKa BOSHUKHOBEHUA NEPBUYHOM MeNaHOMbI, @ TaKXe C LeNblo
NpodUNAKTUKN BO3HUKHOBEHMWA HOBbIX MEJIAaHOM U/IN UHbIX 3/10Ka4eCTBEHHbIX HOBOO6pa3o-
BaHWI KOXMN peKOMeHayeTCA n3beraTb CONHEYHBIX OXOroB NN AeiCTBUA NCKYCCTBEHHOTO
ynbTpaduoneta.

BceM nauueHTaM c paHee yCTaHOB/IEHHBIM {MAarHO30M «MENaHOMa KOXW» peKoMeHayeTcs
NpOBOAUTL peryaspHoe caMoobcies;0BaHNe KOXKHbIX MOKPOBOB U Nepudepnyecknx iMMdaTu-
YeCKNX y3/10B M CBOEBPEMEHHO 06palaThCA K Bpayy Npu BbifABAEHUN KAKUX-TM60 OTKOHEHNA.

Tpadumk n 06bem 06cne0BaHNA 3aBUCUT OT CTaAnM 3a601eBaHNA 1 CTENeHN pUCKa PeLinamnBa:

+  cTaausa 0-1A: dU3nKaNbHbIE OCMOTPbI C TWATENbHOW OLLEHKON COCTOAHUA KOMXKHBIX
NMOKpPOBOB 1 Nepudepnyecknx NMMdaTUYeCcKnX y3N0B Kaxble 6 Mec. B Te4eHue 3 feT,
3aTeM — exerogHo B TedeHune 10 neT. [[poBeeHMe UHCTPYMeHTaNbHOro o6cnes0BaHnA
peKoMeHAyeTCA TO/NIbKO N0 MOKa3aHWAM B COOTBETCTBUM C peKOMeHAaLnAMU, NpeCcTaB-
NeHHbIMK B NoApasgene «/lnarHocTuka;

+  cTaguu IB-IIB: ¢n3nKanbHble OCMOTPBLI C TWATENbHOW OLEHKON COCTOAHUA KOXHbIX
NoKpoBOB 1 Nepudepnyecknx NMMdaTnyecKnx y3noB Kaxjble 6 Mec. B TedeHune 5 neT,
3aTeM — exerogHo B TeqeHune 10 neT, Y3U pernoHapHbix inMdaTUYeCKUX Y3/10B B Teye-
Hue 3 nert. [poBejeHNe NMHCTPYMEHTaNbHOro 0b6cieJ0BaHNA peKOMeHAYeTCA TO/bKO
no noKasaHWAM — B COOTBETCTBUM C peKOMeHAaLNAMM, MpeACTaBleHHbIMU B Nogpa3jene
«/AnarHocTuka»;

« cTagun lIC=1l v IV (nocne yaaneHns CONMTapHBIX METACTa30B): 06Cej0BaHmMe NpU OT-
CYTCTBMM NpU3HaKoB 3aboneBaHna — He pexe 1 pasa B 3 MeC. B Te4eHue 2 1eT, 3aTeM —
Kax/ble 6 MeC. B Te4eHue 3 /1eT, 3aTeM — exerofHo; obcnegoBaHune BKAo4aeT B ceba:
-  GU3MKaNbHBIN OCMOTP C TWaTe/IbHOM OLeHKOI COCTOAHMA KOXKHBIX MOKPOBOB U Nepu-

bepnyecknx AMMdaTUYECKUX Y3/10B;

- R-rpadwuio opraHoB rpyaHol kneTku, Y3/ opranos 6piollHON NONOCTH, Nepudepu-
YeCKNX M 0TAANEHHbIX IMMPOY3108B; MO NOKa3aHMAM — KT opraHoB rpyAHOM KAeTKM,
KT/MPT opraHoB 6ptOWHON NONOCTM U Manoro Tasa c B/B KOHTpPacTUpPOBaHueM,
MN3T-KT c 18F-OAl B pexxuMe «BCe TeNO» ANA BbIABAEHUA OTAANEHHbIX MeTacTa3oB
M OLEHKM OTBETa Ha fiedeHue (NOATBEPKAEHMA NONHOMO OTBETA);

- KT uan MPT ronosHoro Mosra c B/B KOHTPaCTUpPOBaHMEM y NaLMEHTOB C BNepBble
BbIAB/NI€HHbIMM OTAa/I€HHBIMW MeTacTa3aMun 418 UCKIOYEHNA MeTacTaTUYeCKOro
MOpaXKeHnA roJI0OBHOI0 MO3ra; CKPUHWHI MeTacTa30B B FO/IOBHOM MO3re y NaLneHToB
C OTAaﬂéHHbIMI/I 3KCTpaKpaHManbHbIMN MeTacTa3lamMun 6e3 HEBPO/ZIOrNYECKNX CUMNTO-
MOB C/lleflyeT NPOBOANTL KaXKable 6-12 mMec.

B 1abn. 11 npeacTaBneH peKoMeH/yeMblii B paMKax AnCnaHcepHoro HabaoeHua rpadpuk
obcne,0BaHUIA NaLMeHTa C paHee yCTaHOB/IEHHBIM AMarHO30M, COCTaB/IEHHbI Ha OCHOBaHUN
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MpakTuyeckme pekoMeHAauum R U S S C O

peKoMeHAauni, gaHHbIX B pasgene «/lnarHoCT1Ka» U Ha pUCKax BOZHUKHOBEHWA Nporpec-
cupoBaHus 601e3Hu.

Ta6nuua 11. PekoMeHayeMbIl rpaduk ob6cnes0BaHNUI NALMEHTOB C MeNAaHOMOM KOXM

Cragmsa ®uUsMKanbHbIA OCMOTP ¥Y3U numatuyeckmnx ysnos | Jlyuesas guarHocTuka
3a6onesa- B N0/IHOM 06 beMe
Hus (un FoAbl HabnoaeHUA Foabl HabntogeHun Foabl HabntogeHUs
neHT) 1-3 4-5 6-10 1-3 4-5 6-10 1-3 4-5 6-10
0-1A Kawgple | Kaxgble | Kaxable | To Mo Mo Mo Mo Mo
6 Mec. 12mec. |[12Mec. |[nokasa- |nokasa- |nokasa- |nokasa- |nokasa- | nokasa-
HUAM HUAM HUAM HUAM HUAM HUAM
IB-11B Kaxable | Kaxable | Kawgble | Kawaple |[o Mo Mo Mo Mo
3 Mec. 6 Mec. 12 mec. 6 Mec. nokasa- | nokasa- |MoKasa- |Mokasa- | nokasa-
HUAM HUAM HUAM HUAM HUAM
11C-IV Kaxable | Kaxable | Kawagble | Kaxaple | Kaxabie | Mo Kaxable | Kaxable | Mo
3 Mec. 6 Mec. 6 Mec. 3 Mec. 6 mec. nokasa- |6 mec. 6 Mec. nokasa-
HMAM HUAM
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