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1. KAACCUPUKALUNA N ONPEAENEHUE CTAAUNN

B HacToswee BpeMa CTagnpoBaHue MenaHoMbl koxw (MK) nposogutcs cornacHo TNM/AJCC
(8-e u3paHme Knaccudpmraumum 3nokayecTBeHHbIX onyxoneit 2017 r.) (taba. 1). B cooTBeTCTBMM
c TpeboBaHMAMYN 3TOW KNaccubuKauum Ana onpejeneHna cCTagnm OMKHbI UCNO/b30BaTbCA
cnepyloume KpUTepUn:

+  AnAnepBuyHON MK — TonWMHa NepPBUYHOI OMYXONU, HaSM4ME AN OTCYTCTBUE ee U3b-
A3B/IEHUSA, MUTOTUYECKUIN MHAEKC (KOIMYECTBO MATO30B Ha T MM2 Mpy TO/ILYMHE OMYXO0/N
meHee 1 MM)%;

+ AN MeTacTasoB B PermoHapHbIX IMMPOy3axX — KOANYECTBO MOPaXKeHHbIX 1MM$Oy3/10B,
xapaKkTep nopaxeHus (Makpo-/MUKpO-), HaIMYMe UNU OTCYTCTBUE U3BA3BICHWNA NEPBUY-
HOW onyXxonu;

*  ANA OTAANEHHbIX MeTacTa30B — WX JIoKanusauns u yposeHs AT

Tabaunua 1. Knaccudpukaums v onpegenerme cragum mesaHoMsl Koxu TNM/AJCC (8-e usganve.
Knaccudpurkaumm 3noKkauecTseHHbIX onyxoneit 2017 r.).

MepeunyHas onyxons (T)

Kareropua T TonwmHa, MM | N3ba3BneHne

X OUEHNUTb NEPBUYHYIO OMYX0/1b HEBO3MOXKHO (HanpuMep, NoC/e yAaneH!s KIOPETKOM uan
B C/ly4ae perpeccuit MenaHoMbi)

TO pr3HaKoB NepBUYHON OMYXONU HeT

T Hecmomps Ha mo, 4mo Mumomu4deckull UHOeKC 60/1ee He ABAAeMCA CMadueo6pa3youjuM NPU3HaKOM,
3Mom nokazamenb NO-NPeXHeMy uzpaem 60abWy0 NPOZHOCMUYECKYI0 PO/b U €20 NO-NPEXHEMY PEKOMEH-
dyemcs onpedenams 018 MOHKUX MEAAHOM.
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Tis (MenaHoma
in situ)

He npvmeHnmo

He npuMeHnmo

T <1,0 MM
*Tla <0,8 MM be3 nsbassneHua
- T1b <0,8 MM C n3bs3BNEHNEM
0,8-1,0 Mm C U3bA3BAEHMEM UM 6€3 U3bA3BAEHUA
T2 1,01-2,0 a: 6e3 n3bA3B/IEHNA
b: c u3bA3BNEHNEM
T3 2,01-4,0 a: 6e3 n3bA3BAEHUA
b: c u3bA3BNEHNEM
T4 >4,0 a: 6e3 M3 bA3BNEHMA

b: c n3bA3BNEHWEM

PervoHapHbie /1

mmdpoy3nel (N)

Kareropusa N

Ko/nm4ecTBo nopaxeHHbIX IMMdaTUyecKnx
y3/108

Hannuve TPaH3UTOPHbIX, CAaTENI/INTHBIX
VI MUKpOCaTe/I/IMTHbIX MeTacTasoB

NX

PernoHapHble MMOyY3/ibl He MOTyT 6bITh
oueHeHbl (Hanpumep, BC/TY He BbINOAHANACH
UK pervoHapHble IMMoy3 bl paHee
YAaneHs! Mo Apyroi npusnte). Mckouerme:
MOp$oa0rnyeckoe CTagnpoBaHue He Tpeby-
eTcA ANA MenaHoMebl € KaTeropueld T1, creayet
MCNO/b30BaTh KAMHUYECKNE flaHHble

OtcyTcTBYtOT

NO

HeT npu3HaKoB nopaeHns perMoHapHbIx
nvmdoysnos

OTcyTCTBYIOT

N1

OAMH NopaxeHHbI pervoHapHbIi IMMGaTUHECKUIA Y3en UAW HaMYMEe TPAH3UTOPHBIX,
CaTeNIMTHBIX UM MAKPOCATeN/IMTHBIX MeTacTa3oB

+Nla

OAMH NopaxeHHbI KIMHUYECKM He onpeje-
NAEMbIN pervoHapHbIi inMeoysen (T.e.
BbIAB/IEHHbI MO AaHHbIM BCJTY)

OTcyTcTBYIOT

+N1b

OAMH NOpPaXeHHbI KIVHUYECKN onpedense-
MblIi1 pernoHapHblit iMdoysen

OTcyTCTBYIOT

*Nlc

HeT MeTacTasos B pervoHapHbIxX /1I/1M¢\Oy3l'la><

MpucyTcTaytoT

N2

VN MUKPOCaTe/I/INTHbIX MeTacTa3os

[Ba nan TPUY NOPaXKeHHbIX permoHapHbIX ﬂVIManTVHeCKVIX y3na v oAvH I'IOpa)KeHHbIIZ
pel'l/IOHaprIlZ nMMq}aTMHECKMﬁ Yy3en B coveTaHun C Ha/InvneM TPaH3UTOPHbIX, CaTe/I/IUTHBIX

+N2a

BbIAB/IEHHbIX N0 AdHHBIM BC/TY)

/1Ba MV TPU MOPAMKEHHBIX KMHNYECKM HE OMPE/E/IAEMbIX PErNOHAPHbIX MMGOY3/a (T.e.

+N2b

JlBa WM TPY NOPaXKEHHBIX OMpeaenseMbix
K/IMHWYECKW PerMoHapHbiX MMeoysa

OTcyTcTBYIOT

*N2c

OAVH NopaxeHHbI KIMHUYECKM He onpeje-
NAIeMbIA NN OnpejenfieMblil pernoHapHbIi
numooysen

MpucytcTeytoT

3/IOKAYECTBEHHbIE
Poccwmiickoe obwecTso

onyxonu
K/IMHWUYECKOI OHKOMOrMM
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N3 YeTbipe 1 60/1€€ NOPaXKEHHBIX PerMOHapHbIX IMMPaTUYECKUX Y31a UK Ba 1 Gonee
NOPaXeHHbIX PervoHapHbIX IMMPaTUHECKUX Y3/1a B COYETAHUMU C HAMYMEM TPaH3UTOPHbIX,
CaTeNIMTHBIX UM MAKPOCATeN/IMTHBIX MeTacTasoB

+N3a YeTbipe 1 60/1e€ MOPaXKEHHBIX KAVHNYECKM OtcyTcTBYIOT
He oripe/ie/ifieMbIX PerMoHapHbIX MMdaTuye-
CKMX y3na

+N3b YeTblpe 1 60/1e€ NOPaXeHHbIX PeroHapHbIX OTcyTcTBytOT
MMPaTUYECKNX Y3/1a, CPean KOTOPbIX
X0TA 6bl 0AWH ONpeAeNAeTCA KAMHUYECKM, K
Ha/M4Me KOHIIoMepaToB MMPaTUHECKNX
y3108

+N3c [lBa nnu 6onee KAMHNYECKU He onpejense- MpucytcTeytoT
MbIX MW OMpe/ieiAeMbIX PervoHapHbIX
MMOY3/10B UM KOHIIOMepaThbl perMoHap-
HbIX IMMOY3/10B

OTAaneHHble MeTacTasbl (M)

Kareropus M AHaToMMyYecKas I0Kann3aLmna MeTacTason YposeHb /1AM

MO HeT npu3sHaKkoB OTAaNeHHbIX MeTacTa3os He npuMeHnmo

M1 EcTb oTA@NEHHbIE MeTaCTa3bI

+Mla OTpaaneHHble MeTacTasbl B KOXeE, MATKUX He ykasaH vnu He onpegenex
TKaHAX (BK/IOYaA MbilleYHyto) n/uam

— M1a (0) ( ) He nosbiwex
HepermoHapHsIx MMdoy3/ax

— Mila(1) lMoBbiweH

+M1b OTpaaneHHble MeTacTasbl B I€MKMX B COYeTa- He yka3aH nu He onpegenex
HUM UK Ge3 MeTacTa3oB, COOTBETCTBYHOLINX

— M1b (0) ' yio He nosbiweH
Kputepuam Mla

— M1b (1) MoBblwweH

*Milc OTAaaneHHble MeTacTasbl BO BHYTPEHHUX He yka3saH nam He onpeaeneH
opraHax 3a ucknodennem LIHC B couetanum

— M1c (0) P 4 He nosbiwer
1 6e3 MeTacTasos, COOTBETCTBYIOLLMX

— Mic (1) Kputepuam Mla n M1b MoBbiweH

- M1d OTaaneHHble MeTacTasbl B LIHC B coveTaHunm
1nm 6e3 MeTacTasos, COOTBETCTBYIOLLNX

— M1d (0) g yiou He nosbiweH
kpuTepuam Mlan M1b n Mlc

— M1d (1) MoBbiwweH

FPYNMUPOBKA NO CTAANAM

T N M Craaua

Tis NO MO | O

Tla NO MO IA

T1b NO MO

T2a NO MO 1B

T2b NO MO 1A

T3a NO MO

3/10KAYECTBEHHBIE ONMYXO/IN

Poc

obuwecTso

KoW wn
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T3b NO MO 1IB
T4a NO MO

T4b NO MO | IIC
TO N1b, N1c MO 1B
TO N2b, N2¢, N3b nam N3c MO e
T1a/b-T2a N1a nan N2a MO 1A
T1a/b-T2a N1b/c uam N2b MO | llIB
T2b/T3a N1a-N2b MO nc
T1a-T3a N2c nm N3a/b/c MO
T3b/T4a Jiobas kateropua N = N1 MO

T4b NT1a-N2c MO

T4b N3a/b/c MO 1D
Tnobas, Tis Jiobas kateropmsa N M1 [\

2. AMATHOCTUKA

2.1. ivarHos MK ocHoBbIBaeTcs Ha AaHHbIX OCMOTPpa,
pe3ynbTaTax UHCTPYMEHTA/IbHbIX UCC/IeJOBAHUN
M naToMop¢$os10rM4ecKoM 3aK/1I04eHNUU

$U3MKaNbHbLI OCMOTP, TUaTeIbHOE NCCAe0BaHME KOXKHbIX MOKPOBOB U BUAUMbIX C/N-
3UCTbIX 060/104€eK, Nanbnauna nepudepuyecknx AMMPaTNYeCcKnX y3n0B;
AepMaTocKonua c uenbto aAudpdepeHnanbHON ANarHoCTUKN MOXKeET 6biTb MCNO/b30BaHa
CneunanncTaMu, MeLL MMM COOTBETCTBYOLLYI0 KBaNPUKALMIO M OMBIT UHTEppeTaunm
MONYYeHHbIX AaHHbIX;

R-rpadus opraHoB rpyAHOW KAETKW B NpsaMoil U GokoBoOW npoekymax (batoporpadus
Hegonyctumal);

Y3W nepudepunyecknx NMM¢Ppoy3noB, OpraHoB 6pPIOWHON N0A0CTH, 3a6PIOWNHHOIO NPO-
CTPaHCTBa M Masoro Tasa;

onpegeneHne yposHa JIIT npn MeTacTaTU4eCKOM MeNaHOME;

KT opraHoB rpygHoli nonocTu;

KT/MPT opraHoB 6ptoWHO NON0CTYH C B/B KOHTPacTUpOBaHUeEM;

KT/MPT opraHoB Manoro Tasa ¢ B/B KOHTPacTUpoBaHmeM (Mpu N0KaNN3aLNMN TEPBUYHOM
OMYXO/IM HA KOXKE HUKHEM MONOBUHbBI TYN0BUILA MW HA HUKHUX KOHEYHOCTAX);
KT/MPT ronosHoro Mosra c B/B KOHTpacTUpOBaHueM;

pPaAMON30TONHOE NCCNeA0BaHUE KOCTEN CKeNeTa;

M3T, N3T/K T c "8F-OAT B pexuMe «BCe TENO» ANA BbIABAEHUA OTAANEHHbIX METACTA308
(Hauunas c lll ctagum).
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2.2. Mopdonornyeckoe noagreepxaeHue gmarHosa «MesaHoMa»
ABnAeTcA o6a3aTeNIbHbIM

2.2.1. Tuctonornyeckoe uccaegoBaHme nepBUYHON onyxonu

+ OnpegeneHne MakCUManbHOM TOAWMHBI OMYX0aK B MM No bpecsoy;

+ onpeAeneHue ypoBHA MHBa3uu no Knapky;

*  yKasaHue 0 HaMYUu UM OTCYTCTBUU U3 BA3B/IEHUSA MEPBUYHON OMYXONN;

©  onpejeneHne MUTOTMYECKOTO MHAEKCA (KOMYECTBO MUTO30B Ha 1 MM2) Npu To/WMHE
onyxonun Ao 1 MM BKAOYUTENBHO;

*  Ha/inyve TPAH3UTOPHbBIX MU CAaTEN/INTHBIX MeTaCTa30B;

*  HelpoTpOnu3M;

*  OLEeHKa KpaeB pe3eKLUM Ha Ha/iMyMe OMyXONEBbIX KETOK.

2.2.2.Tuctonornyeckoe nccaepoBaHue MeTacTasoB Me/laHOMbI
B permoHapHbix AiMMoysnax

+ KonuyecTBo ysaneHHbIX AMMGaTUYECKUX Y3/10B;

*  KOJIMYECTBO MOPAXEHHbIX IMMPATUYECKNUX Y3/10B;

©  XapaKTep Nopa)eHus NMMMpaTUHeCKNX Y3/108B:
- YacTU4Hoe nopaxeHue (KOAMYeCTBO MMMATUHECKUX Y3108);
- MOJIHOE nopaxeHune (KOANYECTBO IMMPATUYECKUX y3/10B);
- npopacTaHwue Kancysbl (KOAM4eCcTBO IMMPATUHECKUX Y3/10B).

2.2.3.uctonornyeckKoe nccneposaHne permoHapHbix AMM¢$oy3/10B

B cnyyae BbinonHeHuna CJTY npu oTCyTCTBUM NPU3HAKOB MX METACTaTUYECKOrO MOpaXeHus
OKpacKa Cpe30B reMaTOKCU/IMHOM M 303UHOM A0/MKHa 6bITh AononHeHa UTX nccnegoBannem
C NpuMeHeHueM ciegyolmnx Mmapkepos: Melan A, HMBA45, Thyrosinase, SOX10.

3. IEMEHUE

3.1. Jle4eHue NaLUEHTOB C I0KaNbHbIMU cTaguamu MK (I-11 ctaguu)

PasnkanbHoe ncceyeHne NepBUYHOM ONYXOAUN B Mpejesiax 340POBbIX TKaHel aBaseTCA
o6f3aTe/IbHbIM 3TaNoM neveHns nokanbHo MK. Beibop xupypruyeckoro otctyna popmupyercs
Ha OCHOBaHWU pe3yNbTaToB MOPHONOrNYECKOrO UCCEA0BAHNSA, @ UMEHHO — TO/LMHBI OMYXO/N.

B HacToAwWwee BpeMs 061WeNpUHATHIMMA OTCTYNaMM A8 YIKe YCTaHOBNEHHOMN CTagnm ABAA-
toTCA:

+ 0,5cM— gna MenaHoMsl in situ;
+ 1,0 cM — npu ToNWMHe onyxoan no bpecnoy<2 mm;
+  2,0CcM—npu TOAWMNHE ONYXONN>2 MM.
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MoanduumpoBaHHbie BapMaHTbl pe3eKLnN BO3MOXHbI ANA COXpaHeHUa yHKumm npun MK
nasbLeB WU KOXW YWHOW PaKOBUHBI.

Jna onpeseneHna TONWMHBI OMYXOAN BO3MOXHO Ha NEPBOM 3Tamne NCNO/b30BaHUe 3KC-
LLM3MOHHOMN 6MONCUMM NUrMeHTHOro obpasoBaHma ¢ oTCTynoM He 6osee 0,5 cM. B cayyae
nogTeepxaeHuna gnarvosa MK pybey nocne 6uoncun nccekaetca ¢ 66AbWNM OTCTYNOM
B CpOKM 4-8 Hea. Ecam aKCLM3MOHHaA BUOMNCUA He NPOBOAMTCA U3-3a O4EBUAHOCTU MArHo3a,
OTCTYMbl OT BUAMMBIX KpaeB OMyX0/IM HUKOTAa He CleAyeT paclunpATb 6onee 4eM Ha 2 CM, Tak
Kak 63 TOYHbIX 3HaHUW MWUKpOCTaaumn 3To 6y,qu NpUBOANTL K U3AULWIHNUM MaHUNYNALNAM,
CBA3aHHbIM C 3aKPbITUEM MOC/AEONEPALUOHHON paHbl (HaNpuUMep, PasNnUHbLIM BUAAM CAOXK-
HOW NAACTUKK).

He pekoMeHayeTCA pyTUHHOE BbiNOJHEHWe NpodUNaKTUYECKON AMMPaZeHIKTOMUN
nan npeAonepaunoHHon JIT permoHapHbIX NMMGaTUYECKNX Y3108 1 30HbI NEPBUYHON OMYXON.
BC/1Y c nocnepytowen permoHapHon aMMdpaseHIKTOMUENR NPU UX MOPAXKEHUMN NPU TOALWMHE
onyxonn>0,8 MM ABnAeTCcA He06XOAMMON NpoLeAypOi, KOTOPasA AO/KHA BbIMONHATLCA
B CreLnann3npoBaHHbix yupexgernmnax. Ocoboe BHMMaHWe peKoMeHayeTCa yaeanTb MOpdo-
JIOTUYECKOMY UCCAeA0BAHUIO YAANEHHOTO (bIX) CTOPOXEBOro (bIX) AUMdaTHyeckoro (mx)
y3na (oB) npu BCJIY: HACTOATENbHO PEKOMEHAYETCA BbIMOJHATH KaK MOXKHO 60/bLUe CPe30B,
a TaK»Xe, NOMUMO OKPACKN reMaTOKCU/IMHOM M 303MHOM, Ucnosib3osaTh MIX okpawmnsaHue
Ha cneunduryeckune ans MK mapkepsl (Melan A, TuposnHasa, HMB45, SOX10). UIMX okpawusaHue
pekoMeHAYyeTCA PYTUHHO BbINONHATbL, B TOM YUC/€, U NPUN OTCYTCTBUM NPU3HAKOB MeTacTaTu-
4eCKOro NopaXKeHMA Mo JaHHbIM OKPalMBaHNA FeMaTOKCUMAMHOM M 303UHOM. [pu oTCyTCTBUM
BO3MOXHOCTU BCJ1Y cnepyeT MakcMManbHO Tl aTeIbHO MCCNe40BaTb PernoHapHbie NMMGOoy3 b,
ncrnonbsya Y3 gna HaBuraumm Ha noL03puUTeNbHbIN AMMbaTUYECKMI y3e C nocaejytollei
TOHKOMIO/IbHOM MYHKLMEN 1 LUTONOrMYECKMM NCCNejoBaHneM. He pekoMeHAyeTCA NPOBOANTL
aabloBaHTHYt0 Tepanuio MOH-a npu MK 61aronpuaTHOro NnporHo3sa, uMetoL et HU3KUn puck
nporpeccuposanua 3a6onesanusa (1A, 1B, IIA cTaguu), a TakKe B TOM C/yyae, KOrga pUCKH,
CBfi3aHHble C pa3BUTMEM HexenaTe/IbHbIX ABJeHNI Ha GoHe npuMeHeHna H, nepeselunsaioT
oxujgaeMyto nonbsy. HasHaveHne MOH-o onpaBgaHo TOAbKO ANA N3bA3BAEHHBIX popMm |IB
nIIC ctagum (tabn. 2).

MauneHTam ¢ MenaHomon koxu lIb n llc cTagum B afbIOBaHTHOM peXnMe peKOMeH/0-
BaHO NpuMeHeHune aHTU-PD1 Tepanusa npenapatoM ne6posn3ymMab cyMmMapHo A0 12 MecsLes.
B cnyyae HegoCTynHOCTM aHTU-PD1 Tepanuu — BO3MOXKHO HasHaveHnue MOH. (Tabavua 2).

AABIOBAHTHYIO UMMYHOTEPanuio peKOMeH/AyeTCa HaunHaTb He no3AHee 9 Heys. C MOMeHTa
XWPYPrn4ecKoro neveHuns, nocae NoaHOro 3aXxunBieHna nocaeonepaLMoHHON paxbl. He peko-
MeH/JyeTCA HaYnHaTb ajbloBaHTHOe nedeHne MIOH B ToM cayyae, ecan c MOMeHTa onepaLun
npowso 6onee 9 Hey.

Ecnv nocne ncceyeHns nepBuYHON ONYXOAN B Kpasx pe3eKunm obHapyxuBalTCa ony-
XO/1eBble KNeTKU NPU MHBA3UBHOMN AN leCMONNacTUYeCKOoM MeslaHOMe, a Pe3eKL A He npej-
CTaB/AAGTCA BO3MOXHON, peKOMeH/yeTCcA NpoBeJeHune nocaeonepayoHHoin JIT Ha 30HY
nepBMYHOI onyxo/n (NocaeonepayuoHHsii py6eu). MposejeHune ANCTaHUMOHHOM JIT BO3-
MOXHO pa3/nYHbIMK pexunmamn: 60-66 p 3a 30-33 Pppakunm B TeyeHne 6-7 Heg.; 48 [p
3a 20 dpakuyunii B TeyeHne 4 Heg.
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Ta6nuua 2. PekoMeHAyeMblIli peXvM npuMeHeHus aHTu PD1 npenapatamu n MOH-a
B a/blOBaHTHOW Tepanumn MenaHoMbl koxu' [1B/1IC cTagum.

Hannune MyTayuu

O61beM neyeHuns
(npu HepgocTyn-
HOCTU peKOMeH-

Cragusa B reHe BRAF V600 PekoMeHayeMblIii 06beM neyeHns AyeMoro)
IIb, 1IC BRAFV600 wt/BRAF | AHTU-PD1Tepanusa NOH-a 3-5 maH. Ea.
V600 mut + nemb6ponnsymab 200 mr B/B 1 pa3 B 21 AeHb n/kx3 pasa

12 mec. (18 go3) wm
+ nem6ponusyma6 400 mr B/ 1pa3 B 6
Hezenbx12 mec.

B HeA.x12 Mec.

lMayueHmam Bcex 2pynn C/reayem npeanazamb y4acmue B K/IUHUYeCKUX uccnedoBaHusax npu Haau4uu

makoli BO3MOXKHOCMU.

3.2. /le4eHue naymeHTOB c MeTacTasamu MK B peruoHapHbix
numéatuueckux ysnax (il cragus)

Menanoma koxu Il cTagun npeactaBnnet co6oit HEOAHOPOAHYIO TPyNNy M Nojpas-

pensetca Ha pe3ekTabesibHbIN U Hepe3ekTabeNbHbI MECTHOPACMPOCTPAHEHHbIN NpoLecc
(BKANtOUAA KOHTNOMEpPATLl IMMAOY3/10B U/UAN TPAH3UTOPHbIE UAU CATENINTHBIE METACcTaskl,
T.e. KauHudeckune ctagum 1B uam 11IC ctagum). O6s3aTenbHOE NedeHune Npu pesekTabesb-

HOM npouecce BK/IOYaeT:

aAeKBaTHOE UCCEeYeHUEe MEPBUYHOM OMYX0/n (€C/I He 6bI10 BLIMOHEHO paHee);
pervoHapHyto nMMMdageH3KToMuUIO (Y BCEX NaLMEHTOB);

aAblOBAHTHYIO TEpanuio, KOTOPYIO PeKOMEHAYETCA HauMHaTb He NO3jHee 3 Mec. nocae
onepaTuBHOro nevyeHus (taéa. 3);

NPUOPUTETHLIM ABNAETCA Y4aCTUE NALWUEHTOB B KIUHUYECKUX UCCNEA0BAHMUAX;
aAbloBaHTHaA XT He peKOMeHAYyeTCA.

C LUe/Iblo CHUKEHMA YaCTOTbl IOKANbHBIX PeLUAMBOB (6€3 BAMAHWUA Ha 06LLYI0 BbKMBaE-

MOCTb) BO3MOXHO npoBejeHune ap.'bIOBaHTHOIZ NTc BO3AelZCTBMeM Ha 30HY yAa/ieHHbIX perno-
HapHbIX ﬂMM¢Oy3/’IOB npn X MaCcCUBHOM NMNOPaxeHNN, KOTOpOoe XapaKTepusyeTcAa nopaxeHnem:

3/IOKAYECTBEHHbBIE ONYXON
Poccuiickoe 0614ecTBO KIMHUYECKON OHKOIOT MM

0AHOTO 1 60/1e€ OKONOYIWHOTO IMMbATUYECKOTO Y313;

ABYX ¥ 60/1ee WelHbIX UK MOAMBIWEYHBIX NMMGATUYECKUX Y3108 (MM NpU pasMepax
numdoysna 6onee 3 cM);

Tpex u 6osee NaxoBo-6epeHHbIX AMMbaATUYECKUX Y3108 (MK NpU UX pasMepax 60-
nee 4 cm).

AncTtaHynonHasa JIT NpoBOANTCA B CNEAYIOWUX PEXKMMAX:
POA 2 Tp, COA 50-66 Tp 5-6 Hey.;

POA 2,4 Tp, COA 48 Tp 3a 4 Hey;

POZ 6 Tp, COJ, 30 p (2 pasa B Hea.).

Tom/vol. 12 Ne3s2 - 2022 MALIGNANT TUMOURS
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Vcnonb3oBaHMe HOBbIX METOAMK AUCTaHLMOHHOM JIT, TaKUX Kak paguoTtepanuna ¢ MOAy-
naumeit nHteHcneHocTy (IMRT) v poTauMoHHas Tepanus ¢ MOAYAALUEN 06BbEMA U3TYYeHNs

(VMAT), no3BossieT CHMXKaTb CTeMeHb NOBPEXAEHUA 340POBbIX TKaHEI.

PekomeHaauuny no neveHnto 6oabHbIX HepesekTabenbHoi MK IIIC/D 6yayT paccMoTpeHbl

B pasjene 3.4. PeKOMeHﬂ,yeMbID’I a/ifoOpnTM NepBnYHOIo 06C/'Ieﬂ,OBaHMF| nne4yeHna npun Mena-

HOMe npejcTaBaeH Ha puc. 1.

Ta6aunua 3. PekoMeHyeMble PeXUMbl 8/ bIOBAHTHON Tepanny MeNaHoOMbl KOXM B 3aBUCMMOCTM
OT CTauM 3a60/1eBaHNA U MyTaLMOHHOTO cTaTyca'.

Hanunuune myta-

O61beM neyvenns
(npu HepocTyn-

+  pabpadennt 150 Mr BHYTpbX2 pasa B CyT.
+TpamMeTUHNE
2 Mr BHYTpbX1 pa3 B cyT.x12 mMec.

nam

aHTn-PD1 Tepanusa

+ nem6ponnsyma6 200 Mr 8/ 1pa3 B 21 aeHb
12 mec. (18 go3)

nam

+ nembponusymatb 400 mr B/B 1 pa3s
B 6 Hegenbx12 mec.

nam

* HuBONYMab 3 Mr/Kr Kawzble 2 HeA. B/B
KanesbHO, Au H1BoNyMab 240 Mr kaxzaple
2 He/. B/B Kane/nbHO,

nm

+ HuBoMyMab 480 Mr B/B Kawzple 4 Hea.x12 Mec.

LMK B reHe HOCTU peKoMeHaye-
Cragusa BRAF V600 PekoMeHayeMbIli 06beM neveHns Moro)
A BRAF V600 mut WHruburopel BRAF/MEK NOH-a 3-5 mAH. Ea.
+  pabpadennd 150 Mr BHYTPbX2 pasa B CyT. n/kx3 pasa
+TPaMeTUHM6 2 Mr BHYTpbX1 pas B cyT.x12 Mec. B Hea.x12 mec.
nm
aHTn-PD1 Tepanusa
+ nem6ponunszymab 200 mr B/B 1 pa3s B 21 geHb
12 mec. (18 03) um nem6poansymab 400 Mr
B/B 1 pa3 B 6 Hegenbx12 Mec.
A BRAF V600 wt AnTU-PD1 Tepanua NOH-a 3-5 MaH. Eg.
+ nem6ponunsymab 200 mr 8/B 1 pa3s B 21 geHb n/kx3 pasa
12 mec. (18 503) B Hea.x12 Mec.
nm
+ nembponnsymab 400 mr B/B 1 pa3
B 6 Hegenbx12 mec.
1B —1IID BRAF V600 mut | WHruéutopul BRAF/MEK N®H-a 3-5 m/H. Ea.

n/kx3 pasa
B Hea.x12 mec.

3/IOKAYECTBEHHbBIE ONMYXO/IN

Poccuiickoe 0614ecTBO KIMHUYECKON OHKOIOT MM
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B — 11D BRAF V600 wt AHTN-PD1 Tepanusa N®H-a 3-5 maH. Ea.
+ nem6ponunsymab 200 mr 8/8 1 pas B 21 geHb n/kx3 pa3sa
12 mec (18 f03) B HeA.x12 Mec.
nm

+ nem6ponunsymab 400 mr 8/8 1 pa3
B 6 Hegenbx12 mec.

unm

*  HMBO/YMab 3 Mr/Kr Kaxble 2 He. B/B KanesbHo,
unm

*  HMBO/MYMab 240 Mr Kax/ple 2 Hey,. B/B KanenbHo,
unm

* HuBonyMab 480 Mr B/B Kaxable 4 HeA.x12 Mec.

1 MayueHmam Bcex epynn cnedyem npednazams y4acmue B KAUHUYECKUX UCCNEDOBAHUSAX NPU HAAUYUU

makoli BO3MOHOCMU.

3.3. JleyeHue peunameos 3aboneBaHun

Moc/e oLeHKM pacnpoCcTpaHeH1a OMyxo/1eBOro NpoLecca NpoBOAUTCA COOTBETCTBYOW e
neverue (puc. 2).

3.4. JleyeHue MmenaHombl Koxu Il (HepesekTabenbHoW)
nlV cragun

[prnopnTeTHLIM ABAAGTCA y4acTMe NaLMeHTOB B KAVHUYECKUX nccnegoBaHnax. Mpu Bbi-
6ope TaKTUKKM NeYeHnA MeTacTaTu4eckoit MK pekoMeHAyeTCA MONEKYNAPHO-TeHeTnYeckoe
nccne0BaHne onyxonm C Lensto BoliasneHna BRAF-myTauun. Mpu otcyTcTemm BRAF-myTaummn
(B MenaHoMe KOXe 1 CIM3UCTbIX 060/104€K) BO3MOXKHO BbIMOIHUTL MONEKYNAPHO-TEHeTHYe-
cKoe uccnegoeanme mytaumii B reHax NRAS (3k3oH 3) v KIT (3k30Hb1 8, 9, 11, 13, 14, 17, 18).
[Jna aHanusa npeAnoYTUTEIbHO MCMO/b30BaHNE METACTaTUYECKOWM ONyXoAu.

Y nauuneHToB ¢ MyTauueli B reHe BRAF B 1-11 AMHUKM Tepanuun peKOMeHAYyeTCA UCNONb30-
BaTb 1M60 KOMBUHMpOBaHHOe nevyeHne MKA-nHruéutopamu PD1u CTLA4 ninbo koMbuHaymo
MHrM6UTOpOB NpoTenHkmHas (MMK) BRAF u MEK, iu6o MmoHoTepanuio MKA-uHruéutopamu
PD1. Mpu HegocTynHOCTM KOMBUMHMPOBaHHOTO fieveHuns UMK BRAF u MEK nan MKA-uHrnéum-
Topamu PD1 Bo3MOXHO npoBegerne moHoTepanun UMK BRAF.

Y nauMeHTOB C OTCYTCTBMEM MyTaLuu B reHe BRAF npu nporpeccnposaHnm nocae agbio-
BaHTHOW Tepanuu ogHUM n3 MKA-610kaTopoB PD1npegnoyTeHne pekoMeHAyeTCA OTAaBaTb
koMbuHauun MKA-6nokaTtopos PD1u 610kaTtopos CTLA4.

Neyvenne UMK BRAF n MEK npoBoauTcsa go nporpeccupoBaHus 3aboneBaHusa Uau pas-
BUTWA BbIPaXEHHbIX HEKYNNPYEMbIX TOKCUYECKNX ABAEHUI.

3.4.1. UmmyHoTepanusa

BHe 3aBMCMMOCTM OT HaAnuus MyTauum BRAF V600 (1 4pyrvx MyTaumit) IpuopuTeTHLIM
nevenunem 1-ii nnocaeayoWMX AMHAN Tepanun B OTCYTCTBME BUCLIEPAIbHOMO KpU3a ABAAeTCA
Ha3HayeHWe MHrMO6NTOPOB KOHTPO/IbHLIX TOYEK MIMMYHHOrO OTBeTa:

3/IOKAYECTBEHHbBIE ONYXON ToM/vol. 12 Ne3s2 « 2022 MALIGNANT TUMOURS
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*  KOM6UHMpOBaHHAsA UMMyHOTepanua «aHTU-CTLA4 (unuaumymatb) +antu-PD1 (HmMBO-
nymab6)» npu Metactatuyeckoit MK yayywaer nokasartenu Bbixusaemoctn 6e3 npo-
rpeccMpoBaHMA U HaCTOThl 06BEKTUBHbBIX OTBETOB HE3aBUCMMO OT YPOBHA 3KCNpeccum
PD-L1 Ha onyxoneBbIX KAeTKax U HaAnyma MyTaumm B reHe BRAF (Taba. 2);

+ aHTW-PD1Tepanuna HMBonyMaboM, neM6poanN3yMaboM, NPOAroanMaboM, Mo AaHHbIM paH-
AOMU3NPOBAHHbIX UCCAeL0BaHUN, Y NaumeHToB ¢ |l HepesekTabenbHoW U IV cTagnuamu
6onesHn ysennynsaeT obuyto n 6e3pelninBHYIO BbIXKMBAEMOCTU HE3aBUCHUMO OT YPOBHA
aKcnpeccun PD-L1 Ha onyxoneBbiX KAeTKax U HaaMuus MyTauuu B reHe BRAF (Taba. 2);

+  aHTU-CTLA4 Tepanua: npu MejNeHHO Nporpeccupytoleil MeTacTaTMyeckom u/unm MecTHo-
pacnpoctpaHeHHoi MK (Il HeonepabenbHasn v IV cTagmu), 0KUAAEMON NPOAOMKUTEIbHO-
CTU KU3HU He MeHee 12-24 Hey. M OTCYTCTBMM NPOTMBOMNOKa3aHMI BO 2-i M MOCAeAYIOLLNX
JIMHUAX Tepanumn BO3MOXHO UCMOb30BaHWe UNuanMyMaba He3aBncMMo oT MyTauum BRAF
(B TOM 4ncne, nocne nporpeccuposaHus Ha poHe 610KkaTopos peuentopa PD1) (taba. 4).

Ta6auua 4. PekoMeHayeMble PeXUMbl UMMYHOTEPanuUM pacrnpoCcTpaHeHHON MesaHOMbl KOXKW.

Cxema neveHus OueHka adpdpekTa

Kom6unump MMMyHOTEp (aHTn-PD1 + aHTU-CTLA-4)

+ Hueonymab 1 mr/kr B/B KanesnbHo +vnuaumMymab 3 mMr/kr B/B kanesbHo 1 pa3 Ha 12-11 Hegene, ganee —
8 3 Hea. (CymMMapHo 4 BBeeHNs) Kawzble 8-12 Heg,

nan

*  HMBONYMab 3 Mr/Kr B/B KanenbHO + unuaumMymab 1 mr/kr B/B kanenbHo 1 pa3
B 3 HeA. (CyMMapHo 4 BBeeHUA) 3 3aTeM — HUBONYMAb 3 MI/Kr Kaxable
2 Hea. B/B KanenbHo,

nan

*  HuBONYMab 240 Mr Kawble 2 HeZ,. B/B KanesbHO Uan HuBonymab 480 mr
B/B Kawable 4 Hea., 12 Mec. !

+ Membponnsymab 200 Mr B/B KanenbHo +unuarMymab 1 Mr/kr B/B kanenbHo | Ha 12-i Heaene, aanee —
1pa3 BB 21 AeHb (CyMMapHo 4 BBeAeHNA) Kaxable 8-12 Hea,.

3aTeMm

+ nem6posnnsyma6 200 mr B/B 1pa3 B 21 AeHb AnUTeNbHO™?

nm

+ nem6posnnsyma6 400 mr B/B 1 pa3 B 6 Hegenb AUTENbHO™ 2

AHTU-PD1 Tepanua

« HuBonymab 3 Mr/Kr kaxaple 2 HeA. B/B KanenbHo, au HuBonymab 240 mr Ha 12-11 Hegene, aanee —
Kaable 2 Heg. B/B Kane/nbHo, Kawable 8-12 Heg.
nam

+  HUBONYMab 480 Mr B/B Kaxzaple 4 Hes. ANUTE/bHO'

+ Tlem6ponuzymab 200 mr B/B 1 pa3 B 21 feHb AnnTenbHO 2 Ha 12-/1 Heaene, panee —

nan Kawable 8-12 Heg.

+ nem6ponusyma6 400 mr B/B 1 pa3 B 6 Heae/b A4NNTENbHO 2

+ [Mponronnma6 1 mr/kr B/B kanenbHo 30-60 MUH. kaxable 14 aHelt Ha 12-11 Hegene, ganee —
A/MTE/IbHO ! Kaxable 8-12 Hea.

AHTU-CTLA-4

* Wnunumymab 3 Mr/kr B/B kanenbHo 1 pa3 B 3 Hea,., 4 BBeAeHUA Ha 12-11 Hegene, aanee —

Kaxable 8-12 Hea.

3/IOKAYECTBEHHbBIE ONYXOAN ToM/vol. 12 N23s2 » 2022 MALIGNANT TUMOURS
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1 Tepanuto HUBoNyMa6oM, nem6poau3ymMabom, npon2oaumMabom npekpausarom npu HacmynaeHuu 0dHo-
20 U3 cnedyruux cobbimuli:
+  doKasaHHOe NpozpeccupoBaHue 3a60ae8aHusA (UCKAKOYUMb ABAEHUA NCEBAONPO2PECCUU);

*  pasBumue Maxénbix HexenamenbHbix A8AeHUL (B MOM YUCNE UMMYHHOONOCPEAOBaHHbIX, M. €., CBA3AH-
HbIX C NPUMEHeHUEeM npenapama);

+ docmusxeHue nonHoll pezpeccuu onyxonu, NodmaepKOEHHOL 0ByMaA N0CAe00BaMeNbHbIMU UHCMPYMeH-
manbHbiMu uccaedosanuamu (MCKT, MPT unu [13T/KT ¢ "F-®AT B pesxume «BCe MeN0»), BbINOAHEHHbIMU
C UHMepBanoM He MeHee 3 Mec. (B C/lyyae ecau 06was daumenbHOCMb Mmepanuu COCMaBAsem K MOMeH-
my NpUHAMUSA MaKo20 peweHus He MeHee 12 Mec.), Ho He 60/1ee 2 nem;

+ 0/UMeNbHO Cywecmsylowasn YaCmuyHas pezpeccus, npu Komopoii mepanuto pekoMeHdyemcs nposo-
Ooums B 0bujell CIOKHOCMU B meyeHue 2 nem.

2 B uccnedosaHusx Il pazel meduaHa daumensHOCmMu mepanuu nembéponusymabom cocmasuna 24—
28 Hed. (om 0,190 111,1 Hed.).

3 [To daHHbIM uccnedosaHrus Il passi CheckMate511 pexxum koM6uHUpoBaHHOU mepanuu ¢ d03upoBKaMu

ununumymaba 1 m2/ke u HUBonymaba 3 M2/K2 no cpaBHeHUIO C 003UPOBKaMU Uunuaumymaba 3 me/Ka u HUBoNYy-
Maba 1M2/K2 CHUXKan Yacmomy HexxenamenbHbix ABAeHuli 3-5 cmeneru ¢ 48 % 00 34 %, 00HaKo, maksKe 66110
OmMMe4eHO CHUXKeHUe 4acmomabl 06beKmuBHbIX omaemos ¢ 50,6 % 00 45,6 %.

Heo6x04MMO CBOEBPEMEHHOE BLIAB/IEHUE U /IeYEHUE B COOTBETCTBMM C O6LLENpUHATEIMU
aNropuTMaMm ay TOMMMYHHbIX HEKe1aTe IbHbIX ABEHUN (41apes, KONUT, renaTnT, SHAOKPUHO-
naTuu, AepMaTUT u 4p.).

3.4.2. UHrubutopsl BRAF/MEK

Mpu Hannyum B onyxonn MyTauum B reHe BRAF V600 B 1-11 nam nocneayowmnx MIMHNAX
Nle4eHNA PeKOMEHAYeTCsA HasHaveHne KoMbuHauum nHrnéntopa BRAF (Bemypadernba
unun pabpaderunba) c urnbutopom MEK (kobumeTUHN60OM Man TpaMeTuHUEOM). OfHOBpE-
MeHHOe Ha3HavyeHue nurnbutopa BRAF nnHrnbutopa MEK obnagaet 6onblein sppekTrs-
HOCTbIO MO CPABHEHMIO C MOHOPE@XMUMAMMN 3TUX NpenapaTos, OAHAKO NP HEBO3MOXHOCTM
KOMOUHMPOBaHHOW Tepanuu «nHrnbutop BRAF+unHrnéutop MEK» gonyctumo nposegeHune
MOHOTepanuu uHrnéutopom BRAF. TpaMeTUHUG, OTHOCALLMIACA K Fpynne MHFM6UTOPOB
MEK, o6nagaet 60nbweit 3¢pPeKTUBHOCTbIO MO CPABHEHUIO CO CTaHAapTHOW XT (cM. pas-
Aen 3.4.4.) npu myTauuu reHa BRAF, 04HaKO ero ucnoib3oBaHWe B MOHOPEXKUME HE PeKO-
MEeHAYyeTCA B CBA3M C MeHblel 3G PeKTUBHOCTLIO MO CPaBHEHMIO C MHIMbUTOpamMmn BRAF.
He pekomengyeTca Takxe 406aBnaTh MHrM6UTOpEl MEK NpUn nporpeccuposaHun Ha dpoHe
BRAF nHrnéutopos. PekoMeHgyeMble peXnuMbl NpuMeHeHns nHrnéutopos BRAF n MEK
npeacTaBaeHbl B Taba. 5.

Tabnuua 5. PekoMeHAyeMble pexMMbl NpUMeHeHUs nHrnbutopos BRAF n MEK
Npu pacnpocTpaHeHHON MeslaHoMe KOXMN.

CxeMa neveHus OueHka 3¢ dekTa
MoHoTepanua
BeMypadeHn6 960 Mr BHYTPbX2 pasa B CyT. eXeHEBHO, AUTE/bHO' Ha 8-10-11 Heaene,
anee — Kaxable
fabpadern6 150 Mr BHYTpbX2 pasa B CyT. €KeAHEBHO, ANNTENbHO' g 12 Hep A
3/1I0KAYECTBEHHBIE ONYXO/IN oM/ vol. 12 Ne3s2 + 2022 MALIGNANT TUMOURS
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Kom6uHupoBaHHas Tepanus

BeMypadeHnb 960 Mr BHYTPbX2 pasa B CyT. eXefHeBHO + KO6UMeTUHMG 60 Mr BHYTpb | Ha 8-10-11 Hegene,
B 1-21-11 iHW, NepepbIB 7 AHel, AUTeNbHO' Aanee — Kaxable
8-12 Heg,.

nabpadern6 150 Mr BHYTpbX2 pasa B CyT. eKeHEBHO + TPaMeTUHNG 2 Mr
BHYTPbX1 pa3 B CyT. @eAHEBHO, ANNTeNbHO'

1 JledeHue npoBodumcs do npozpeccupoBaHus 3a6oaeBaHus UAU pa3BUMUS HENPUEMAEMbIX MOKCuUYe-
CKux iBAeHud.

Y4yntbiBas 0cobbiii NpoduabL 4epMaTONOrMYeCKUX HeXenaTenbHblX ABAEHUIA, B 4acT-
HOCTW PUCK Pa3BUTUSA MIOCKOKNETOYHOTO PaKa v APYrux OMyxosei Kowu (BKAoYas HOBYIO
MK), B npouecce neyeHns HEO6XOAMMO PEry/sipHO MPOBOAUTL OCMOTP KOMXHbIX MOKPOBOB.
MpU NOAO3PEHNM Ha Pa3BMTHE NJOCKOKAETOYHOIO paka UMK KepaToakaHTOMbl He06Xx04MMO
MX XMPYPrUYeCcKoe yAaneHne C NoCaeAyoWnM rncToN0rMYeCKUM NCCAeJ0BAHMEM, MPU 3TOM
Tepanua uHrnéutopamu BRAF MoxeT 6bITb NpoAo/KeHa 6e3 nepepbiBa B 1eHeHUN U/ AN pesyK-
unn ao3bl. CregyeT OTMETUTb, HTO KOMOUHMPOBaHHbIE PeXUMbI 06134a10T MeHbLIEN KOXHOM
TOKCMYHOCTBIO 1 CNOCOBHOCTLIO UHAYLMPOBATL Pa3BUTHE NOCKOKIETOYHOIO pakKa.

3.4.3. KoM6buHuposaHHaA MMMyHOTapreTHas Tepanus
mHrn6utropamm BRAF/MEK+aHTn-PD1/PDL1-uHrubuntopamm

MauneHTam c MyTauuen B rene BRAF (c akeusaneHToM Il HeonepabensbHoit — IV cTagmeit)
NpW OTCYTCTBUM NPOTUBOMOKa3aHN1 BO3MOXHO NpoBeeHne KOMO6MHNPOBAHHOW UMMYHO-
TapreTHOW Tepanuu B O4HOM U3 CNe/YIOLNX COYeTaHUIA:

1. Kom6uHauus UMK — iBRAF (seMypadeHn6) +IMEK (ko6umeturub) +MKA — 610KkaTopsl
aHTW-PDL1 (aTe3o0m3ymab).

2. Kom6unauus UMK — iBRAF (Aabpadperunt) +IMEK (pameTnHun6) +MKA — 6n10KaTopsl
aHTU-PD-1 (nem6ponunsymasb).

PexvMbl NprMeHeHNs npuseaeHsl B TabA. 6, 7.

KoMMeHTapuii: KombuHaums ate3onnsymaba, semypaderunda n kobrmeTnHnba nsyvanaco
y 60/1bHbIX ¢ BRAF-MyTHMpOBaHHOW MeNaHOMOM B 1-1 IMHUM Tepanuu 1 oKasanacb nyulle,
4yeM KOMbUHMpOBaHHaA TapreTHasa Tepanua BeMypadpeHMOOM U KO6UMETUHNOOM B OTHOLLe-
HUV BpeMeHn 6e3 NporpeccMpoBaHmnA C MOTPaHNYHON 3HAYMMOCTbIO Pasanynii. AHanoruny-
Hoe No Au3aiiHy 1 NoNyAALUKN NaLMeHTOB UcCaesoBaHne C fabpadeHnboM, TpaMeTUHNEOM
1 nembponnzymabom Takxe Nokasano yBeanyeHne BpeMeHmn 6e3 nporpeccupoBaHus, OfHako
pa3/Myna He OCTUMAN CTaTUCTUYECKO 3HaYUMMOCTH. K HacToALeMy BpeMeHU AaHHble 06 06-
ujeii BbDKMBAEMOCTM He NoNyYeHbl. Mbl nonaraem, 4To TpoiiHaa KOM6UHALMA MOXKeT 6biThb
npeanoyTUTENbHEe, YeM Tepanua BeMypadpeHU60M 1 kobumMeTnHMbOM nan abpadpernbom
CTpaMeTUHMOOM y onpe/esleHHOM YacTu NaLMeHToB C MyTauueii B reHe BRAF, TeM He MeHee,
K HacToAlLeMy BPEMEHMN HeT JOCTaTOYHbIX HayYHbIX AaHHbIX ANA ONpe/eseHnA KaTeropum
nauueHToB, Y KOTOPbIX 3PP eKT byseT MaKCUManbHbIM. Bpauy-OHKOIOrY NPy HazHauYeHUM 3TUX
PeXVMOB eYeHNa CaejyeT B3BECUTb BCE PUCKM U OXKUAAeMYI0 NONb3Y.

3/IOKAYECTBEHHbBIE ONYXOAN ToM/vol. 12 Ne3s2 » 2022 MALIGNANT TUMOURS
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Ta6nuua 6. Pexxumbl npuMeHeHnsa MKA-61okaTopa PDL1 atesonunsymaba n UMK Bemypadernba
1 KObMeTUHMbA.

NyTb AHn AnnTenbHOCTb LMKAA,
Cxema Tepanuu | Mpenapat fosa BBEe/leHMA | BBeAeHUA AHW, peXuM
aTesonnsymab BeMypadeHn6 960 mMr BHyTpb ExxegHesHO Jetb 1-21 (BBOAHBIN
+BemypadeHn6 2 pasa ann 1-21 nepvoz, KOM6MHMPOBaH-
+KO6UMETUHNE B AeHb HOW TapreTHOM Tepanuw)
KO6MMETUHNG 60 Mr BHyTpb ExceaHeBHO Jetb 1-21 (BBOAHBIN
1pas/cyT. axn 1-21 neprog, KOM6MHMPOBaH-
HOW TapreTHoM Tepanuu)
BeMypadeHnd 720 mMr BHyTpb ExxeaHeBHO [eHb 22-28 (BBOAHBIN
2 pasa AHW 22-28 neprog, KOM6MHMPOBaH-
B A€Hb HOW TapreTHoM Tepanuu))
aTe30/113yMab 840 mMr B/B Kan. Jenb 1(29), | HauuHas ¢ 29-ro aHs
15 (44) LmMKAa Kaxabiid 1m 15 geHb
AN (1) 1200 mr B/Bkan. | JeHb1(29), | Hauumas c29-ro gxs
aTe3onnsymab 22 LMK Kaxable 3 Hegenn
nan (1) 1680 Mr B/B Kan Jenb 1(29) | HauuHas c 29-ro gHa
aTe30/113ymMab LMKAa Kaxzaple 4 Hepenu
BemMypadeHnd 720 Mr BHyTpb ExxegHesHo | [JeHb 1-28 (nepuog
2 pasa AHW 1-28 NleyeHuns TPOWHOA
B AeHb KoMBWHaLuen)
KOBUMETUHME 60 mMr BHyTpb ExxeaHeBHO [AeHb 1-21 (nepmop,
1p/eyr. AHn 1-21 NleyeHns TPOHOW
KOMBUHaLeit)

BeMypadeHun6 960 Mr (YeTbipe TabneTkn no 240 Mr) nepopasibHO ABa pasa B CyTKu BMeCTe
c KobumeTnHMEOM 60 Mr (Tpu TabneTkn no 20 Mr) nepopanbHo 1 pas B cyTku ¢ 1no 21 AeHb
c nocneayowmm npreMom semypadeHunba 720 mr (Tpu Tabnetku no 240 Mr) nepopanbHo
ABa pasa B CyTKM € 22 no 28 gHu. Mepnog TpoitHoi KoM6uHauum (c 29 AHA U fanee): aTe30-
nn3yMab 840 Mr BHYTpMBEHHO B AeHb 11 15, K0O6UMeTUHN6 60 Mr (Tpu TabaeTku no 20 Mr)
nepopasbHo 1 pas B cyTku B A4Hu ¢ 1 1o 21, BeMypadern6 720 Mr (Tpu TabneTkn no 240 Mr)
nepopasnbHoO 2 pasaB eHb C 110 28 geHb 28-4HeBHOrO UKKAa. /le4eHne NpoBOAAT A0 NpoOrpec-
CMPOBaHUA MW HEMPUEMNEMO TOKCUYHOCTU. [pU HEOBGXOAMMOCTU BBOAHbIN NEPUOZ (NedeHue
TONbKO KOM6MHaLMel BemypadeHunba 1 Ko6UMeTUHNGA) MOXKeT 6bITb MPOAAEH A0 56 AHel,
a peXuM BBeJeHNA aTe30113yMaba u3MeHeH Ha aTe3011M3yMab 1200 Mr BHYTPUBEHHO B AeHb 1,
Kaxable 21 AeHb AU Ha aTe30an3yMab 1680 Mr BHYTPUBEHHO B fieHb 1, Kaxable 28 gHel.

Ta6auua 7. Pexxumbl npuMereHns MKA-61okaTopa PD-1 nembponnsymaba n UMK gabpadpeHnba
1 TpamMeTuHMba.

MyTe Axn AnvtenbHocTb
Cxema Tepanuu MNpenapat fos3a BBeAEGHUA | BBeAEHUA UMKAA, AHW, PEXUM
nem6ponnzymad fabpadeHnd 150 mr BHyTpb ExxeaHeBHO AnvTenbHo
+ fabpadpeHnd 2 pasa
+TpaMeTUHWE B /leHb
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MyTe Axn AnntenbHocTb
Cxema Tepanuun MNpenapat fos3a BBeAEHUA | BBeAEHUA UMKAA, AHW, PEXUM
TPaMeTUHUG 2Mmr BHyTpb ExxegHeBHO AnvtensHo
1pas/cyT.
neméponnsymab 200 mMr B/B Jenb 1,22 Kaxable 21 aeHb
neméponnsymab 400 mr B/B 1 Kaxable 42 ans

3.4.4. leyeHne naymneHTOB NOC/Ee NOJIHOFO yAa/NeHUA BCcex
MeTacTaTM4yecKUx ovaros (3KBMBaNeHT ctaguu IV,
6e3 npusHakoB 3a6onesaHus)

AnanauneHToB, paAgnKanbHO ONEPMPOBAHHbIX MO MOBOAY OTAA/NEHHbIX METacTa30B Mesa-
HOMBI KOXW (yAaneHne BCex MeTacTaTU4eCKuX y3/108, 6e3 Npu3Hakos 3a6oneBaHUs), peKo-
MEHA0BaHO NPOBOANTL «aAblOBAHTHOE» NleYeHUe C npuMeHeHneM MKA aHTu-PD-1 (HuBony-
Mab) UAU KOMBMHWPOBAHHYIO MMMYHOTEpanuio npenapataMmm «aHTu-CTLA4 (unuaumymat)
+aHTn-PD-1 (HMBOAYMa6)». MpU HaAMYMU NPOTUBOMOKA3AHUI a/IbTEPHATUBON MOXKET BbiTh
AVHAMUYeCKOe HAab/IIAEHUE MW YHACTHE B KJIMHNYECKUX NCCNeA0BaHUAX (MPY BO3MOXKHOCTY).

Hanuume mytaumm
Cragusa B reHe BRAF V600 PeKkoMeHayeMbIli 06beM neveHns

IV (nocne yaanerus Bcex BRAF V600 mut. AHTU-PD-1 MOHOTepanusa:
MeTacTaTUYecKnX y3/108) BRAF V600 WT *  HMBONYMab 3 Mr/Kr Kawable 2 HeZ. B/B Kane/abHO
nan.
*  HuBONYMab 240 Mr Kawble 2 HeZ. B/B KanesbHO
nan.
* HuBonyMab 480 Mr B/B Kaxable 4 HeA. X12 Mec.
KomM6unup af UMMYHOT
(aHTn-PD1+aHTU-CTLA4):
+  HuBonyMab 1 Mr/kr B/ KanenbHO+1NAMMYMa6

3 Mr/kr /B KanenbHo 1pas B 3 HeA. (CyMmMapHO

4 BBefieHMA)
3aTeM
*  HMBOMYMab 3 Mr/Kr Kaxable 2 HeZ. B/B KaneabHO
namn
*  HuBONyMab 240 Mr Kax/ble 2 HeZ. B/B KanesbHO
namn
* HuBO/NyMab 480 Mr B/B kaxable 4 HeA., 12 Mec.

P

3.4.5. Nurn6uTtopsl c-KIT

MpumyTaynm B reHe KIT no peweHunto BpadebHOM KOMUCCUM BO3MOXHO Ha3HaYeHne nMa-
THmba 800 Mr/cyT. (no 400 Mr 2 pasa B AeHb). JledeHne NPOBOAAT AO MPOrPeccUpoBaHus
3aboneBaHNA NV NPU3HAKOB HENEePEeHOCUMOCTU Tepanuu.
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3.4.6. XummnoTepanus

MpuU HEAOCTYMHOCTU MHITMEMTOPOB BRAF, MEK (B BUAE KOMBUHMPOBAHHBIX PEKUMOB
1 MOHOTEPANuUN) U UHTUBUTOPOB KOHTPO/IbHLIX TOYEK UMMYHHOTO OTBETa (A4/UTEIbHOCTD
OXMAaHWA Havana Tepanuu 6onee 28 AHeN), a TaKXKe B C/ly4ae J0Ka3aHHOMO NMPOrpeccupo-
BaHWA Ha ¢OHe NX NpUMEHeHNA UAU NpU Haan4mm I'IpOTVIBOI'IOKa3aHVIIZ K UX NCNONb30BaHUIO
ANA NeYeHNA ANCCeMUHMPOBaHHOMW MK MOryT 6biITb UCNONb30BaHbI CTaHAAPTHbIE pexuMbl XT
Mo pelweHuno Bpaye6Hom Komuccum (Taba. 8).

Ta6nm.|a 8. PeKOMeHAyeMbIe peXxuMbl xXuMnoTepanum AVICCEMI/IHVIPOBBHHOf;I Me/IaHOMbI KOXW.

Aakap6a3sut 1000 Mr/m? B/B B 1-11 AeHb, Kaable 3—4 Hej,.

fakap6asuH 250 Mr/m? B/B B 1-5-11 AHW, Kaxable 3-4 Hea,.

TeMo30n10Muz 200 Mr/mM? BHYTpb UAm B/B B 1-5-1 AHW, Kaxable 4 HeA,.

nomycTuH 100-130 Mr/m? BHYTpb B 1-i4 leHb, Kaxable 6 Heg,.

lpu nepBOI BO3MOXKHOCTM BHE 3aBUCUMOCTM OT 3dpekTa XT nauueHTa cesyeT nepeBectu
Ha Tepanuio uHrnéutopamm BRAF n MEK, MoHoTepanuto nHrnéutopamm BRAF unun tepanuio
MHTUBUTOPAMM KOHTPOIbHbBIX TOYEK MMMYHHOIO OTBeTa (€C/IM He MONyYan UX paHee), MOCKOIbKY
BCe BbllLernepeyncaeHHble npenapaTbl 061a4atoT 60/bliet HenocpeACTBEHHOW 3G PeKTUBHO-
CTbto M 06ecneynBatoT 60/1ee BbICOKME NOKasaTe M 06Liei BbIXKMBAEMOCTH.

3.4.7. TaKTUKa le4eHUA Npu nporpeccupoBaHumn 3aboneBaHus

Mpv nony4yeHnn nMmMyHoTepanum B 1-M MMHMM B Cy4ae MyTauuu B reHe BRAF Bo 2-# anHun
npeAnoYTeHWe 0TAAETCA Ha3HAYEHMIO KOMOUHAUNN «MHTMEUTOP BRAF+UHrM6UTOP MEK».

Mpv nonyyeHnn TapreTHo Tepanuu MHrM6uTopom BRAF uam kombuHaumen uHrnbu-
Topa BRAF 1 unrnébmutopa MEK B nepBoii IMHUM Npy NporpeccnpoBaHum npegnoyTeHune
OTA2eTCA HAa3HAYeHUI0 KOMBUHWPOBAHHOW UMMYHOTepanus aHTu-CTLA4 (unuammymat)
+aHT1-PD1 (HMBONYMAb).

Mpu nporpeccuposaHuu nocse 1-in avHum Tepanum ognum ns MKA-61okatopos PD1y 601b-
Hbix 6€3 MyTauuu B reHe BRAF npegnoyteHne pekoMeHAyeTCa OTAaBaTh KOMOGUHaunm MKA
aHTU-CTLA4 (Mnunumymab) +aHtu-PD1 (HuBoyMa6).

B cnyyae nporpeccupoBaHua unm HenepeHocumoct MKA-6n0kaTopos PD1 naun kom-
6uHaLmn.

MKA-6nokatopoB PD1 1 CTLA4, Ha3HaYeHHbIX BO 2-/ IMHUU, BO3ZMOXHO MNOBTOPHOE
Ha3HayeHne KOMO6MHUPOBAHHON TapreTHON Tepanuu MHrMbuTopom BRAF u nurnbnutopom
MEK nayveHTam, KoTopble paHee AnUTeNbHO (6onee 6 Mec.) nonydanu ¢ 3bpeKToM Tepanuio
3TUMU NpenapaTamu.

Y nauueHtos ¢ BRAF MyTuposaHHoi MenaHoMoli (Il HeonepabenbHoit — IV cTagnm)
B 3-1 IHUM Tepanuu nocse NposejeHns nMMyHoTepanuu u Tepanuu UMK (iBRAF+MEK),
a TaKxe y nauueHTos 6e3 myTauuu B reHe BRAF (Il HeonepabenbHoi — IV cTagum) Bo 2-in
JIMHUW NOC/Ie NPUMeHeHUA MMyHoTepanuu (MKA-61okatopos PD-1xaHTu-CTLA4), yunTbiBas
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Manyto 3¢pdekTUBHOCTb XT, BO3MOXKHO pacCMOTPETb BOMNPOC O MPUMEHEHWM TEpPanum no cxeme
NeHBaTuHWG+neMbpoansymat (taba. 9).

NleHBaTUHMO B MOHOTEpPANUN U B peKOMeHyeMOoWi KOMBUHALUN He 3aperncTpupoBaH
no AaHHOMY NnokKasaHuto. B HacToAWMI MOMEHT Y HaCc HeT AOCTaTOYHbIX Hay4YHbIX AaHHbIX
ANA onpeAeneHna npoduaa NauMeHToB, KOTOPbIM 3TOT BapuMaHT Tepanuu NpuHeceT KAuM-
HUYeCKylo Nonb3y. JlaHHble pe3ynbTaThl TpebyloT AasbHellero nsyyeHns n HabaaeHus.
OpfHaKo, y4nTbIBaA MCHEPNAHHOCTb METOA0B 1IEKAPCTBEHHOMW Tepanumn y AaHHOW NOATpynmnbl
nauneHToOB M pe3ynbTaThl HEPAHAOMU3NPOBAHHOMO UccaesoBaHmnsA |l pasbl, B KOTOPOM KOMOU-
HaLuus neHBaTUHUO+neMbpoansymab no3soanna AOCTUTHYTb KOHTPOAb Haj 3aboneBaHneM
y 66% naLuneHTOB, a 4acToTa 06bEKTUBHbIX 0TBeTOB AocTurna 21,4 %, BO3MOXKHO paccMOTpeThb
Ha3Ha4YeHuWe 3TOM Tepanunm, B3BECUB BCE PUCKU 1 OXMAaeMYI0 NONb3Y OT JaHHOrO Jle4eHUA.

Ta6auua 9. KombrHaums neHBaTUHMGa 1 neMbpoan3ymaba.

CxeMa nie4yeHus OueHka a¢pdekTa
NeHBaTMHMG 20 Mr BHYTPbX1 pa3 B CyT. eXeAHeBHO, A/IMTE/IbHO Ha 12-11 Hegene, fanee —
nem6ponnsymab 200 mr B/B 1 pa3 B 21 AeHb ANNTENbHO Kawaple 8-12 Heg,.

3.5. JleyeHue 60/1bHbIX C METACTa3aMu Me/Z1IaHOMbI B FO/IOBHOM
Mo3re

ANTOPUTM TaKTUKKN SledeHnsa 60NbHBIX C MeTacTazaMn MK B ro0BHOM MO3re fOJ/KeH
OnMpaThCA Ha caeaytolne KpUTepumn:

*  3KCTpaKpaHMWasnbHOE pacrnpocTpaHeHWe 3a601eBaHNA U BO3MOXHOCTb €r0 KOHTPOIA;

*  pa3Mep MeTacTa3oB B rosioBHOM Mo3re (60/blie Uin MeHblue 3 cMm);

*  KOJIM4EeCTBO MeTacTa30B B rOJIOBHOM MO3re (COAMTapHbI MeTacTas, oMroMeracTaTu-
4eCcKoe MopaXeHne, MHOXKeCTBEHHbIE MeTacTasbl);

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

*  pacnosioXeHue MeTacTasoB B pYHKLMOHAIbHO 3HAaYMMBIX 30HaX MO3ra;

*  Ha/JMuMe Uan OTCYTCTBME HEBPOJIOTUYECKMX CUMMNTOMOB.

OTKpbITafn XMpypruyeckan onepayns MMeeT NpenMyllecTBa nepej cTepeoTakCUYecKomn
NTynayMeHTOB C 04araMmn>3 CM, pacnoIOXeHHbIMU B GYHKLMOHANBHO He 3HAYMMbIX OTAeNax
MO3ra, Npy 0XKMAAEMON NPOJOMKUTENBHOCTM HU3HM (6€3 yyeTa BAUAHUA MeTacTaTUYeCKOro
MOpaKeHWA rosI0BHOro Mo3ra) >3 Mec. Moc/e XMPYPryeckoro 1eYeHns 4ONOHNTEIbHO BO3-
MOXHO NpOBe/eHNe ceaHca CTepeoTakcMyeckoii /1T Ha onepaLMoHHY0 MOOCTb 418 YyYlleHUs
NOKaNbHOro KOHTPoA. Mpy nopa)eHUN GYHKLMOHAIbHO 3HA4UMbIX OTZE/10B FO/IOBHOMO MO3ra
npeAnoyTeHve MOXeT 6bITb OTAAHO cTepeoTakcuyeckol /IT. MNpun onurometTacTaTuyeckom
nopaxeHUn roNoBHOro Mo3ra (3-10 o4aroB pasMepaMu 40 3 CM KaXAbli) CTepeoTakcuyeckas
/1T MOXeT UMeTb NpenMyLLeCcTBa B CPAaBHEHWNM C 1IEKAPCTBEHHBIM JIeHEHWEM UK C 061yYeHNEM
BCEro ronoHoro mosra. CoobueHuns o poau JIT NpyM MHOXECTBEHHOM MOpPaXeHWUW roaoB-
HOro MO3ra u/au ero 060/7104eK MPOTUBOPEYMBLI. ITa NpoLeAypa MOXeT 6biTb NpeaoxKeHa
ANA 0bNervyeHns HeBpOAOrMYeCKUX CUMMTOMOB NMPY MHOXeCTBEHHbIX MeTacTasax B roJJOBHOM
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Mosre. [lna NeKapCTBEHHOMO 1@Y4EHMA MaLMEHTOB C MeTAaCcTaTMYeCKUM NOpaXKeHNeM ronos-
HOro MO3ra MOTyT MCMO/b30BaTLCA TE e PeXUMbl U KOMOUHALNK, KOTOPblE MPUMEHADTCA
ANA NeveHna 60NbHBIX C IKCTPaKpaHMaAbHbIMM MeTacTasaMu.

Mpu MeTacTaszax B ronosHoM Mo3re XT MeHee 3¢ deKTBHA, YeM UHTMOMTOPbI BRAF+UHrn-
6utopbl MEK, a Tak)Ke MHTMBUTOPbI KOHTPO/IbHBIX TOYEK UMMYHHOTO oTBeTa. KOM6UHMpOBaHHas
uMMyHoTepanusa [aHTU-CTLA4 (unnammymab) +aHTu-PD1 (HuBoayMab)] npu neveHnn naym-
€HTOB C MeTacTasaMy Me/slaHOMbl B FO/IOBHOM MO3re yay4llaeT NOKa3aTeNn BbKNBAEMOCTH
6e3 NporpeccrpoBaHMA U HAaCTOTbl O6BEKTMBHbBIX OTBETOB MO CPABHEHMWIO C MOHOTepanuen
aHTn-PD1 nan moHoTepanueit antn-CTLA4.

Mauynentam c BRAF MyTpoBaHHOM MeTacTaTM4YeCKON MeNlaHOMOWM KOXMW C CUMMTOMHbIMU
MeTacTa3aMu B FONIOBHOW MO3r NpeAnoYTUTeNbHEe Ha3HaYeHNe KOMBUHNPOBAHHOW UMMYHO-
TapretHoW Tepanuu- iBRAF/MEK+aHnTn-PD1/PDL1-nHrnéntopamu, B cnyyHae otcyTCcTBuUA
KOMBUHNPOBAHHOW MMMYHOTapPreTHOM Tepanuu, NPeAnoYTUTEIbHO Ha3HaYeHNe TapreTHOW
Tepanun BRAF+MEK nHrnéutopamu.

Y nayMeHToB C HaAn4YneM 6eCCUMNTOMHOIO NOPaXeHNA rONI0BHOIO MO3ra, BHe 3aBMCKMO-
CTW OT HaAn4na MyTauun B reHe BRAF, npegnoytutenbHee HasHavyeHne KOMOMHNPOBAHHOM
UMMyHOTepanuu (aHTu-PD1+aHTu-CTLA4).

Cpeav xuMmnonpenapaToB LieNecoobpa3Ho 0TAaTh NpeAnoYTeHNe NMMNOGUIbHbIM 1eKap-
CTBEHHbIM GOPMaM: TEMO30/NOMUAY U MPOM3BOAHBIM HUTPO3OMOYEBUHbI (TOMYCTHH).

[p1 BOSHUKHOBEHMM €JMHNYHbBIX METacTaTUHeCKMUX MOPaXeHWNA FON0BHOIO MO3ra Ha GpoHe
TapreTHomn Tepanun «MHrM6uTopbl BRAF+nHrnbutopel MEK» TapretHas Tepanua MoxeT 6biTb
NPpOAO/KEHa NOC/NEe IOKaAbHOIO 1Ie4E€HMA MeTacTa30oB B FO/IOBHOM MO3re U Npu OTCYTCTBUM
NpOrpeccnpoBaHmna B 4pyrux opraHax.

3.6. JleyeHue oTAENbHBIX KAaTEropuil 60/bHbIX MeTacTaTU4ECKOM
M Hepe3eKTabebHO MeNIaHOMOM KOXK

3.6.1. Xupypruyeckoe yaaneHve nuau ctepeotakcuyeckas JIT MeTacTa3oB MOTyT ObiTb NPOBe/EHbI
B OT/€/IbHBIX C/TyHanAX Y 60/1bHbIX B y/J0BN€TBOPUTE/ILHOM 06LLEM COCTOAHUM C N30/ IMPOBAHHbIM
onyxosieBblM nopaxeruem. Mpu gocTmxeHun sppekTa CUCTEMHON Tepanun MoxeT
paccMaTpuBaTbCA BbINMONHEHWE NMOJIHBIX LUTOPEAYKTUBHbIX XUPYPruYecKnx BMelaTeNbCTB.
MpoBezeHVe HEMONHOM LUTOPeAYKLMN He PEKOMEH/0BAHO.

3.6.2. MNanavatueHas JIT MOXeT 6bITb Ha3HaYeHa NMPU MHOXECTBEHHOM MOPAXKEHUWN FOJI0BHOTO
MO3ra UAn Npu CUMNTOMHOM MOPaXKeHUWN KOCTeW, MAFKUX TKaHel 1 IMMPOY3/10B.

3.6.3. [Ina nayMeHTOB C 0COBbIM TUMOM M30MPOBAHHOMO MeTacTa3pPOBaHUA B BUAE MOPaXKeHUs
KOXU U/ NNK MATKUX TKaHel KOHEYHOCTU MOXET 6bITb PEKOMeH/0BaH MeTO/ U301MPOBaHHOM
nepdysnn KOHEYHOCTH MenipanaHOM, KOTOPLIN BbINONHAETCA B CNELMANN3NPOBAHHBIX LleHTpax
(®rBY «HMUL, oHKkonorumn uM. H.H. BaoxuHa» Munsgpasa Poccum, ®IBY «HMUL, oHkonormm
uM. H.H. MeTposa» MuH3zpasa Poccum).

3.6.4. Vcnonb3oBaHWe PeXMMOB MOAUXMMUOTEPANUM MOXKET YBEIMUUTD 4aCTOTY OO BEKTUBHbIX
OTBETOB, HO He MPUBOAUT K yBe/IMYeHUIO Be3peLnanBHON 1 0bLLelt BbKMBaEMOCTU. Takol
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BapuaHT /Ie4eHNA PEKOMEHAYeTCA MPU HaNNYUN CUMNTOMOB, O6YC/I0B/IEHHbIX OMYXONEBbIM
pOCTOM, Y OTAeNbHbIX 60/bHbIX B YA0BJAETBOPUTEbHOM O6WEM COCTOAHMM (MO WKane
ECOG=2 6anna). PekoMeHayeMble peXxuMbl MOJUXMMUOTEPANUM NpeAcTaBaeHsl B TabA. 10.
OpaHoBpeMeHHoe ucnonb3osaHue XT (4akap6a3snHa, UWCMNAATUHA, BUHKAANKalOUAOB,
npenapaTos HUTPO3OMOYEBMHbI) U UMMyHOTepanun (MPH-a, LNJ1-2) obecneunsaet 66/bluyio
4acTOTy 06BEKTUBHbIX 3P PEKTOB M yBENMYMBAET BPeMSA 0 NPOrPECCUPOBAHNSA, HO He BANAeT
Ha NPOAO/NKUTENEHOCTL XM3HW. BBUAY CPaBHNTENBEHO BbICOKOW TOKCUYHOCTY NOA06HOE leyeHme
A0/MKHO NPOBOAUTLCA B CMNELMaN3NPOBaAHHbIX LLEeHTPAX MO MHAMBMAYA/IbHBIM MPOrpaMMaM.

Ta6auua 10. PekoMeHyeMble peXunMbl KOMOUHUPOBAHHOM XMMUOTEPaNKU MeNaHOMbl KOXMU.

nakap6a3sut 800 Mr/m? B/B B 1-11 AeHb + BUHOAACTUH 2 Mr/m? B/B B 1-4-14 AHW + uncnnaTtuH 20 Mr/m? B/B
B 1-4-11 AHW, Kaxable 3-4 Hea,

naknutakcen 175-225 mr/m? B/B B 1-1 fieHb + kapbonnatuH AUCS-6 B/B B 1-i AeHb, Kaxable 3 Hea,.

TeMo3010MuA 150 Mr/m? BHYTpb UK B/B B 1-5-1 AHK + uncnnatH 20 Mr/m? B/B B 1-5-i1 AHW, Kaxable 4 Hed.

4. HAB/IIOAEHUE

B HacToslee BpeMA HeT e AMHOTO MHEHUA OTHOCUTEIbHO ONTUMaNbHOrO rpaduka Habato-
AeHna 3a 601bHbIMK MK,

B Lenax CHMXeHNA pucKa BOSHUKHOBEHWA MePBUYHOM MeNaHOMbI, @ TaKXKe C Lie1bio Npodu-
NaKTUKN BO3HWKHOBEHWA HOBbIX ME/IaHOM UJIN MHBIX 3/10Ka4eCTBEHHbIX HOBOO6Pa30BaHMIl KOXM
peKOMeHAYeTCs U36eraTh CONHEYHbIX OXOTOB UM AeNCTBUA UCKYCCTBEHHOTO yAbTpaduroneTa.

BceM naumneHTaM c paHee yCTaHOBNEHHBIM MAarHO30M «MeNlaHOMa KOXWU» peKOMeHAyeTCA
NpOBOAUTb perynsapHoe caMoobcne;oBaHMe KOXHbIX MOKPOBOB U Nnepudepruyecknx aMmpaTtu-
4eCKMX Y3/10B M CBOeBpPeMeHHO 06pallaTbCs K Bpayy Npu BbiABAEHUM KaKUX-TM60 OTKJOHEHUIA.

Tpaduk 1 o6bemM 06Ce0BaHNA 3aBUCUT OT CTaAnM 3a601€BaHUA 1 CTEMEHU pUCKa peLu-
auBa:

+  cTaauna 0-lA: dnsmkanbHble OCMOTPBI C TUaTe/IbHOM OLLeHKOW COCTOAHMA KOXHbIX TOKPOBOB
nnepndepuyecknx MMMPaTUHeCKNX Y310B Kaxgble 6 Mec. B TeyeHMe 3 f1eT, 3aTeM — exe-
rogHo B Teyerune 10 neT. [lpoBejeHne MHCTPYMEHTaAbHOro 06Ce0BaHNA PEKOMeH Y-
€TCA TO/NIbKO MO NOKa3aHMAM B COOTBETCTBUM C PEKOMEHAaLuMAMM, NpeACcTaBieHHbIMN
B nogpasjaene «/ijnarHoctuka;

+ cTaguu IB-IIB: pn3nKanbHble OCMOTPLI C TWATEAbHON OLEHKON COCTOAHMUA KOXHbIX
MOKPOBOB U Nepudepnyecknx NMMbaTNIeCKNX Y310B Kaxgble 6 Mec. B TedeHue 5 neT,
3aTemM — exerogHo B Teyerune 10 net, Y3M pernoHapHbIx nMMdaTUYeCKUX Y3108 B Teye-
Hue 3 net. [poBeAeHNe MHCTPYMeHTaNbHOro 06cae0BaHNA PEeKOMEHAYeTCA TONbKO
M0 NOKa3aHWAM — B COOTBETCTBUM C PEKOMEHAaLMAMM, NPeCTaBAeHHbIMMY B NOpa3jene
«/AlnarHocTnKa»;
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« ctagmun lIC-1ln IV (nocne yaaneHns conmMTapHbIX MeTacTasos): 06Cae40BaHNE NPU OTCYT-
CTBUU Npu3HaKoB 3aboneBaHna — He pexe 1 pasa B 3 MeC. B Te4eHue 2 NeT, 3aTeM —
Kaxgble 6 Mec. B Te4yeHMe 3 NeT, 3aTeM — eXerojHo; obcnegoBaHune BKAOYaeT B ceba:
- ®U3MKaNbHBIN OCMOTP C TWATe/IbHOM OL,eHKOI COCTOAHMA KOXHBIX MOKPOBOB U Nepu-

bepnyecknx AMMaTUYECKUX Y3/10B;

- R-rpaduio opraHoB rpyAHon kneTku, Y31 opraHos 6piolHON N0N0CTU, Nepudepu-
YeCKUX N OTAaNneHHbIX IMMOy3108B; N0 NoKaszaHMAM — KT opraHoB rpyAHOM KNeTku,
KT/MPT opraHoB 6ptolWIHON NOAOCTM M Masoro Tas3a C B/B KOHTpacTUpOBaHuMeM,
M3T/KT c "8F-O/I B pexxuMe «BCe TeN0» ANA BbIABNEHUA OTAANEHHbIX METACTa30B
M OLLEHKM OTBETA Ha NeyeHune (MOATBEPKAEHMA MONHOTO OTBETA);

-~ KT wan MPT ronosHoro Mosra c B/B KOHTPacTUpPOBaHMEM y NaLMEHTOB C BNepBble
BbIAB/@HHBIMW OTAa/IeHHbIMUW MeTacTa3aMmn 418 UCKIOYEHUA MeTacTaTUYeCKOro
MOpaXKeHMA roJI0OBHOI0 MO3ra; CKPUHUHI MeTacTa30B B FO/IOBHOM MO3re y NaLneHToB
C OT,qaﬂéHHbIMI/I 3KCTpaKpaHManbHbIMW MeTacTa3lamMun 6e3 HEBPO/IOrNYeCKNX CUMNTO-
MOB CNeAyeT NPoBOANTL KaXable 6-12 mec.

B Tabn. 11 npeacTaBneH peKOMeHAYeMbIi B paMKax AWCNaHCepHOro Hab A AeHUA rpaduk
06cne,0BaHNI NaLMeHTa C paHee YyCTAHOB/IEHHBIM 4MAarHO30M, COCTaB/IEHHbI HA OCHOBAaHUM
peKoMeHAauni, gaHHbIX B pasgene «/lnarHoCTUKa» U Ha pUCKax BOZHWKHOBEHWA Nporpec-
CUpoBaHUA 60/e3HN.

Ta6auua 11. PekoMeHayeMbIl rpaduk ob6cnef0BaHNI NALUEHTOB C MeNaHOMOM KOXMK.

Cragusa Jly4yeBas gnarHocTuka
3abone- ®U3MKaNbHBI 0CMOTP Y3U numéatnyeckux ysnos | B nosHoMm o6beme
BaHUA
(nam Foabl HabnogeHUs FoAabl HabnoaeHUA Foabl HabtogeHnn
3KBUBa-
neHT) 1-3 4-5 6-10 1-3 4-5 6-10 1-3 4-5 6-10
0-1A Kax- Kax- Kax- Mo Mo Mo Mo Mo Mo
Able able able rnoka- rnoka- rnoka- noka- noka- noka-
6 Mec. 12 mec. 12 mec. 3aHK- 3aHu- 3aHu- 3aHu- 3aHK- 3aHK-
M M M M M M
1B-11B Kax- Kax- Kax- Kax- Mo Mo Mo Mo Mo
Able Able Able able noka- roka- roka- noka- roka-
3 Mec. 6 Mec. 12 mec. | 6mec. 3aHu- 3aHu- 3aHu- 3aHK- 3aHu-
M AM M M AM
IIC-IV Kax- Kax- Kax- Kax- Kax- Mo Ka- Ka- Mo
Able Able able able aple noka- Able Able noka-
3 Mec. 6 Mec. 6 Mec. 3 Mec. 6 mec. 3aHK- 6 Mec. 6 Mec. 3aHU-
AM AM
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MpakTuyeckue pekoMeHAaumum RUSSCO

MenaHoma
no
pesynbTaTaM
Mopgonoru-
4eckoro
nccnesoBa-
HuA

B

*+ OU3MKa/bHBINA OCMOTP:
Tuware/bHas oLieHKa
COCTOAHMA KOXHbIX
NOKPOBOB

1 nepudepryecKnx
MMaTUYeCKIX Y3108
MHcTpymeHTanbHan
[AVarHOCTVIKa: OLieHKa
COCTOAHMA OpraHoB
TPYAHON KNEeTK,
6pIOLLHON NONOCTH,
Masioro Tasa

M TO/I0BHOrO MO3ra
Na6opaTopHas
[AVarHoCTVIKa:
onpe/e/nieHyie ypoBHs

nar

.

> NOMO

AjeKBaTHoe
ncceyeHue 6es
NvMpageHIKTo-
Mun=bCNY

[}

AjeKBaTHoe
ncceyeHue +
MMPageHIKTOMUA

Az bloBaHTHas
Tepanus
(cm. Tabn. 2, 3)

> o b

CucTemHas Tepanus
(cm. paspen 3.4.)

PVICyHOK 1. PeKOMeHAyeMbIVI anropmuTMm nepesuyHoOro 06cne,a,osaH|/|;| 1N ne4yeHUA MenaHOMbI.

Mopospe-
HWe Ha
nporpec-
cupoBaHue
60ne3HU

B

Mopdonoruyeckan
BepudpmKaLma
®u3nKabHbIN OCMOTP:
TlaTe/IbHasA OLeHKa
COCTOAHMA KOXKHBIX
NOKpOBOB U Nepudepuye-

CKUX /1VIM¢aTV|'-IE!CKVIX y3nos

WHcTpyMeHTanbHas
AMarHOCTMKa: oLieHKa
COCTOAHMA OpraHoB

rPYAHOW KNeTKH, GpioLLHOM

no/I0CTy, Maoro Tasa
1 FO/IOBHOTO MO3ra
JlabopaTtopHas
AvarHocTuKa:

- onpe/eneHue ypoBHA
JIAT;

- onpeaenenue BRAF

n c-KIT-myTaumii npn
MeTacTaTuyecKoit
MesiaHoMe

Tonbko
nocneonepa-
. ApekeaTHoe
LHOHHbIN ncceyeHune
> py6eu/ >
BbIAB/IEHHbIX
NO3UTUBHbIE M
o6pa3oBaHuit
XUpypruye-
CKVie Kpas
EavHWYHbIE Pezekuyus
CaTennnsl MeTacTasbl n/van
3
TpaH3uTOp- | uvpesekta- [ aumdpo-
] Hble 6enbHan AnCCeK-
MeTacTasbl, onyxo/ie umA
MO
MHoxecTBeH- y
N+MO Hble MeTacTasbl Cucrem-
win Hada
| Hepesekta- [P Tepanus
Onyxo/b Tepanua

PVICyHOK 2. PeKOMeHAyeMbIVI AWNAarHoCTUKN U neveHna peLnanBoB Me1aHOMbI.

3/IOKAYECTBEHHbBIE ONYXOAN
Poccuiickoe 0614ecTBO KIMHUYECKON OHKOIOT MM

Tom/vol. 12 Ne3s2 - 2022

MALIGNANT TUMOURS

Russian Society of Clinical Oncology



