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Cnmcok cokpameHui
AHTU-CTLA4 — MOHOKJIOHATbHOE aHTHUTEIO, OJOKHPYIOIIEee aHTUTCH ITUTOTOKCUYECKUX

T-nmumdoruToB 4 THmna

AHTH-PD-L - MOHOKIOHQJIBHOE aHTUTENO, OJOKUpYyoIIee JuraHj(bl) peuentopa
nporpaMmupyemoit cmeptu 1

Antu-PD1 — MOHOKJIOHAJIBHOE aHTHUTENO, OJOKUPYIOIIEe PEelenTop MpOorpaMMHUpPyeMOit
cmeptu 1

BCJIY - Guoncust cTopokeBOTo JIMMGPATHISCKOTO y3ia

BCJIY — Guomncust cTopokeBOro JIMMGPATHIECKOTO y371a

B/B — BHYTPUBECHHBII

BO3 — BceMupHas opranusansi 31paBOOXpaHeHuUs

KT — xommnbroTepHas Tomorpadus

JIAI" — nakraTneruaporenasa

MK — Menanoma Koxu

MKA — MOHOKJIOHAJIbHBIE aHTUTENA

MKB-10 — mexaynapoHas kinaccudukaius 6onesneit, 10 mepecMoTp

MPT marnurope3oHaHcHas ToMorpadus

[13T no3uTpOHHO-3MHUCCHOHHAsI TOMOTpadust

[I9T-KT n03UTpOHHO-3MHCCUOHHAsI TOMOTrpadusi, CBOMEIIEHHAs C KOMIIbIOTEpHOM
Tomorpadueit

V31" ynpTpa3ByKoBas AonIuieporpadus

V3U ynpTpa3ByKOBOE UCCIEIOBAaHUE

QI - dbTopae30KCUrIoKo3a

OKI" — sanextpokapauorpadus

AJCC — American Joint Committee on Cancer

BRAF - yenoBeueckuil reH (IpPOTO-OHKOTEH), KOTOPBIH KOAMPYET OEJOK CepHH-
TPEOHUHOBYIO TIpoTerHKKHHa3y B-Raf.

BRAF V600 — myramus B rene BRAF B 600 mo3uruu 15 3x30Ha ¢ 3aMeHOM HYKJICOTH/IA,
KOJIMPYIOIIETO BaJMH Ha JAPYTyl0 aMHUHOKHUCIOTY (Yalle BCEro Ha HYKJIEOTHU, KOIUPYIOIIUH
riyraMuHOBYIO kucioty V600E)

CKIT - PenenTop ¢axropa pocta Ty4HBIX U CTBOJOBBIX KiIeToK (SCFR), mmm GenkoBast
tupo3unkuHaza Kit (CD117) — penentopHas Tupo3uHKHHa3a, mpoaykT reHa KIT.

CTLA4 — anrturen uutorokcudeckux T-mumbonutoB 4 Tuma (Takke H3BECTEH Kak
CD152) (BbimonHseT GYHKIMH PELENTOpPa, JIMTaHA0M CITYy)KHUT Mosiekyna B7.1 wim B7.2)

ECOG — BocrouHas kooneprupoBaHasi OHKOJIOTHYECKas TPyIIa



IBRAF — wunrubutop myrantHoro Oenka BRAF (mamas Mmojekyia, OJOKHPYIOIIas
tupo3ukrHa3zy BRAF)

IMEK — wunruburop HemyratHoro Oenka MEK (mamas mosekyna, OloKupyroras
tupo3ukrHazy MEK)

MEK — BHyTpuKJIeTOUHAs CUTHAJIbHAst MOJIEKYJIa (MPOTEHHKHHA3a, TAK)KE U3BECTHAS KaK
MAPK/ERK kunaza)

PD-L1,2 — nuraan peuenTtopa nmporpaMmmupyeMoi cmeptu 1 uinm 2

PD1 — penentop nporpammupyemon cMeptu 1

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



TepMuHbI U onpeaeIeHUs



1. Kparkas nnpopmanus

1.1 Onpeneaenue

MesaHomMa  KOXKHM  —  3J0KaYeCTBEHHAs  OMYXOJb  HEHPOIKTOAEPMAIBLHOTO
MPOUCXOXKIACHUS, UCXOMAIIAs M3 MEJIAHOIMTOB (MUTMEHTHBIX KiIeToK) Koxku[1l]. B HekoTophIx
CIy4asiX HpH HaJMYMU OTJAJIEHHBIX METAcTa30B IEPBUYHBIN O4ar Ha Koxke (WU B JAPYrux
OpraHax) He MOXET ObITh OOHApy)XeH (HampuMep, BCICICTBUE T.H. CIIOHTAHHOH perpeccuu
NEPBUYHON OMYyXOJHM, WIM BCJEICTBHE YHAJICHHS oOuyara BO BpeMs MEIUIMHCKONH WU
KOCMETOJIOTHYECKOH MaHUNYJISAIUU 0e3 MOp(]OIOruueckoro MccieoBaHus) — TaKylo 0OJe3Hb
CJIeTyeT Ha3bIBaTh MeTACTa3aMHU MeJIaHOMbI 0€e3 BbISIBJIEHHOTO IEPBUYHOI0 0Yara.

C yyeroM TOro, 4r0 MEJAHOIMTHI B HOpPME MPEJICTABICHBI B PA3IHMYHBIX OpraHax
(BKJIFOUAs] CIM3UCTHIE OOOJIOUKH KETYJOYHO-KUIIEYHOTO TPaKTa, MOJOBBIX MYTEH, MO3TOBBIE
000JI0YKH, COCYAMCTYIO 000J0YKY TJa3a W ap.) [2] mepBuuHas omyxosb (MeJaHOMa) MOXKET
BO3HUKHYTH B JJIOOOM U3 3TUX OpPraHoB. B 3TOM citydae omyxouib cieayeT Ha3bIBaTh MEJIaHOMOMU
COOTBETCTBYIOILIETO OpPraHa, HalpuMep, MeJAHOMOW MOAB3IOIIHON KUIIKH WM MeJaHOMOM
cocyanucroii o0osouku riaza. [lo MKbB-10 Takume onyxonu KiaccuQUIUPYIOTCS B
COOTBETCTBUHM C OPraHOM NEPBUYHOTO MPOUCXOXKACHHUS, HAIPUMEpP MeJaHOMa MOJB3IOLTHON

kuiku 0ynet umets koa C17.2, a Mmenanoma cocyauctoit 000souku riaza — C69.3

1.2 DTHOoJ0rUs

He cymecTByeT e1MHOTO 3THOJIOTHYECKOro (akTopa Ui pa3BUTHS MelaHOMbl. CaMbIM
3HAUYUMBbIM (DAKTOPOM pHCKa CIOpaJWyYecKuX (HEHACJIEACTBEHHbIX) (OpPM MeEIaHOMBI KOXHU
clleflyeT CUMTaTh BO3JEHCTBUE HA KOXKY YJIbTpaduOJIETOBOrO MU3Iy4yeHus Tuna B (amuHa BOTHBI
290 - 320 um) u Tama A (muHA BOMHBI 320-400 HM). IIpu 3TOM YyBCTBUTENBHOCTH KOXH K
yIbTPaQrOIETOBOMY BO3ACHCTBUIO PA3JIMUACTCS Y JIFOJAEH U MOKET OBITh KiacCH(UIIMPOBaHA Ha
6 tumnoB, tae 1 W 2 oTIMYaAlOTCS HAWOOJNBIIEH YYBCTBUTEIHHOCTHIO (M, COOTBETCTBEHHO,
BEPOSTHOCTHIO BO3HUKHOBEHHMSI COJHEYHOTO OKora), a 5 m 6 — Hammensiueil [3]. dpyrumu
(akTOopamMH pUCKa TaKKe CUMTAIOT Hanuuue Oosnee 10 AMCIIIACTUYECKUX HEBYCOB, HaJIHMYUe
6osee 100 oOBIYHBIX MPHUOOPETEHHBIX HEBYCOB, PbIKKE BOJOCHI (KaK MPABUIIO COMPSIKEHO C 1
(GOTOTUNIOM KOKHM), MHTEHCHUBHOE NEPUOJAMYECKU IOBTOPSIONIEECS BO3JEHCTBHE COIHEYHOTO
yabTpaduosnera (ColHeuHbIe 05)KOTH) B AeTcTBe [4-6]. Tarke ciiegyer OTMETHTh Takue (akTopbl
pHCKa Kak HaJM4ue TMTaHTCKOTO MM KYITHOTO BpOXAEHHOro HeByca (Tuiomanp 6oiee 5% ot
IUIONIA/Id Teja), CEMEWHbI aHaMHE3 MENaHOMbI KOXKM, JMYHBIM aHaMHEe3 MeJIaHOMBI KOXH,
CHHIPOM JUCIUIACTHYECKUX HEBYCOB, Mcmnoiib3oBanue PUVA-tepanuu (1o moBoay mcopuasa),
OUTMEHTHAsT KCepoJepMa, BPOXKICHHBIH MM TPUOOPETEHHBIH HMMMYHOASHHUIMT (HAIpUMep,

MOCJIC TPAHCIUIAHTAIIUKM OPraHOB HWJIM OPYTrUux 3&60HeBaHI/I}IX, CBA3aHHBIX C HGOGXOHI/IMOCTBIO



NpUHUMATh WUMMYHHOCYyTpeccaHThl) [7]. @akTopbl puUCKa MEIaHOMBI APYTHX JIOKAIH3AILUi
(HampuMep, MEeNIaHOMBI CIIM3UCTHIX 000JI0YEK, METTAaHOMBI aKpaTbHBIX JIOKAIHU3AINHA, YBEATbHOM

MEJIaHOMBI) U3y4eHbI HeoCTaTouHO [8-11]

1.3 DnuaeMuoJ10rust

B 2014 roxy B Poccuiickoit ®@enepanuu MenaHOMON Koxku 3aboseno 9493 yenoBeka.
['pyObIii mokazatenb 3aboneBaecmoctu (00a mosa) cocraBmwin 6,5 Ha 100000 HaceneHus,
crannaptu3oBanHHbli - 4,2 Ha 100 000 nacenenuss (4,4 m 3,6 y KEHIIMH U MY>KYUH
COOTBETCTBEHHO). B cTpykType 3aboneBaemoctu mMenanoma koxku B 2014 cocraBuna 1,4% y
Myx4uH U 1,9% y sxenmun. [Ipupoct 3a6oneBaemoctu coctaBuil 8,3% y Myx4uH (4-5 MecTo 1o
BenuunHe npupocta) U 10% y xenmuH (8 mMecto mo BenuuuHe npupocta). CpenHuidl Bo3pact
3a00JeBIINX OKasajcs paBHbIM 61,2 nmer. ['pyOwiii mokazatens cmepTHOCTH (00a mona) 2,5 Ha
100000 nacenenwusi, crangaptuzoBanubiii 1,5 Ha 100000 nacenenust (1,3 xenmuH u 1,8 y
myxkunH). Cpennuii Bozpact ymepmux 63,5 roga. JletanpHOCTh Ha HEPBOM IOy COCTaBUIIA
11,9% (B cpaBuenuu ¢ 13,1% B 2011). ons GonbHbIX ¢ | u Il cTagueit Ha MOMEHT nuarHos3a
nocturina 74,3% B 2014 r. Ilox mabmronenuem Ha koHelr 2014 roga cocrosuio 79945 OOMBHBIX
(54,8 na 100 000 Hacenenwusi), u3 HU3 5 neT u Oosnee HaOmoganucy 45686 GonbHbIX (57,2%).
Wuaexc HAaKOIUIEHHsT KOHTUHTEHTOB coctaBui 9,1 (B cpaBHenuu ¢ 8,4 B 2011), a neraabHOCTH

4,3% (B cpaBHeHuu ¢ 4,6% B 2011) [12].

1.4 KonupoBanne no MKB-10
1. 3uokauecTBenHasi Mmesanoma koxcu (C43, C51, C60.9, C63.2) [13]:

e (43.0 3nmoxavyecTBEHHasl MeIaHOMa I'yObl

e (43.]1 3nokayecTBEHHas MeJaHOMa BEKa, BKIIIOYas CHailKy Bek

e (43.2 3nokayecTBEHHAas MEJIaHOMA yXa U HapyKHOTO CIIyXOBOTO MPOX0/ia

e (43.3 3mokayecTBEHHAs: MEIAHOMA IPYTUX U HEYTOYHEHHBIX YacTel JIMIa

e (C43.4 3nokadecTBeHHAs MEJIaHOMA BOJIOCUCTOM YacTH IOJIOBEI U IIIEU

e (43.5 3nokavecTBEHHAas MelaHOMa TYJOBHUINA (BKIIOYas KOXY IMepUaHaTbHOU
o0acTu, KoKy aHyca U MOTPaHUYHYIO 30HY, KOXKY TPYIHOM jKeIe3bl

e (43.6 3nokauecTBeHHas MelaHOMAa BEPXHEH KOHEUHOCTH, BKIIOYas O0JacTh
MJIEYEBOr0 CyCTaBa

e (43.7 3nokauecTBEHHass MeJIaHOMA HIDKHEM KOHEYHOCTH, BKIIIOYas 00JacTh
Ta300€pEeHHOr0 CyCTaBa

e (43.8 3nokayecTBEHHAas MeEJIaHOMA KOXH, BBIXOJAIIAS 3a MpPENeibl OJHONH U

OoJiee BhINICYKa3aHHBIX JTOKATU3AIHHA



(C43.9 3n0xauecTBeHHas MeJlaHOMa KOKU HEYTOUHEHHAas

310KaueCTBEHHbIE ~ HOBOOOpPA30BaHMS  TOJOBOTO  4YJ€HAa  HEYTOYHEHHOU
nokanuzanuu (C60.9)

31mokauecTBeHHbIC HOBOOOPa3oBaHus MoIIoHKH (C63.2)

3nokauecTBeHHOE HOBOOOpa3oBaHue ByibBHI (C51)

MeTacTa3bl MEJIAHOMBI 0€3 BLISBJIECHHOI'0 IEPBHYHOI0 0UYAara:

1.

Bropuunoe " HEYTOYHEHHOE 3JI0KaYeCTBEHHOE HOBOOOpPa30BaHHE
mumdarndeckux y3noB (C77.0 - C77.9) (0onn cnyuaes enepevie 6bisi6iIeHHbIX
Memacmazos MeiaHombl 8 JuMmgamuyeckue y3ivl 0e3 6biA6IeHHO20 NEPEULHO20
ouaea)

BropuuHoe  310KayecTBEHHOE HOBOOOPAa30BaHHE OPraHOB  JIBIXaHUS U
nuuieBapenus (C78)

Bropuunoe 310kauecTBeHHOE HOBOOOpazoBaHue Apyrux jokanuzaiuit (C79)
BropuuHnoe 3nokadectBeHHOE HOBoOoOpa3oBaHue koxu (C79.2)

BTOpI/I‘lHOC 3JIOKAQ4CCTBCHHOC HOBOO6paSOBaHI/Ie T'OJJOBHOI'O MO3ra M MO3I'OBBIX

o6omnouek (C79.3)

IlepByyHasi MeJIAHOMA JPYIHUX JOKAJU3AIMIM

1.
2.
3.

3510Ka4ecTBEHHOE HOBOOOpa30BaHUE I1a3a U ero npuaarodHoro amnmapata (C69)
3n0KauecTBEeHHbIC HOBOOOpa3oBaHus opraHos nuieBapenus (C15-C26)

310KaueCcTBEHHbIC HOBOOOPA30BaHMsI )KEHCKHUX MOJI0BbIX opraHoB (C51-C58)

1.5 Kinaccupukanus

1.5.1 Mopdosioruyeckue TUNBI

MOBEPXHOCTHO-PACIPOCTPAHSIONIASICS METaHOMA KOXKH
MCJIaHOMA KOXKHU I10 TUITY 3JIOKaYCCTBCHHOI'O JICHTHUI'O
y3JI0Basi MEJTaHOMA KOXKU

MOJTHOTTEBAst MEJIAHOMA KOXKHU

AKPAJIbHOJICHTUTMHO3HAS MCIIAHOMA KOXKHU

Mop(bonornqecmxle TUIIBI HC OKAa3bIBAIOT CaAMOCTOATCIIBHOI'O BJIMWAHWA Ha IMPOrHO3 TCUCHUA

007e3HU (TOJNBKO Yepe3 CBSA3b C TONIIUHOW OMyXOJdH 1Mo bpecinoy U U3bs3BICHHE OMYXOJH), HO

OCBCAOMIICHHOCTH O PA3JIMYHBIX KIIMHUYCCKHUX BaApUAHTAX PA3BUTHUA MCJIIAHOMBI KOKH MOXKCT

OBITh IIOJIC3HA Ha oTare 0oCMOTpa JJIA ﬂH(I)(I)CpCHHHaHLHOIZ JAUarHoCTHUKH C

J0OpOKaYeCTBEHHBIMA HOBOOOPA30BAHHUAMH KOXKH.
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1.6 CtagupoBanue

1.6.1 CragupoBanune Mesanombl koxu no cucreme UICC TNM (7 mepecmotp, 2009
[14])

JUia  mpouenypel  CTagupOBaHUs  MEJAHOMBI THCTOJIOTUYECKOE  IOATBEPHKACHUE
oOsi3arenibHO.  OLIGHKY COCTOSIHMSL JMM(ATHYEeCKUX Y3JI0B JUIsl YCTAHOBJIEHHMS CTaJuu
BBITNOJIHSAIOT IIPYA NOMOLIY KIIMHUYECKOTO OCMOTPa U HHCTPYMEHTAJIBHBIX UCCIIEJOBAHUM.

Kpurepuii T OTpPa’KaeT  PaCHpPOCTPAHEHHOCTH  INEPBHYHOH  OIYXOJIH.
Kanaccnpukanmsa mno kpurepuro T BO3MOKHA TOJABKO IOCJe yJajdeHHs INepPBHYHOM
OIIyXO0J/IM U €€ THCTOJIOrH4eCKOr0 HCCICAOBAHMA

pTx — HeIOoCTaTOYHO JAaHHBIX MAJS OLEHKH IEpBUYHON OMyXOonM (BKJIIOYas Clydyau
CTIIOHTaHHOM PETPEeCcCUH OIYXOJIH, a TAKXKE OIINOKH MPH XUPYPTUIECKOM YAATICHUH OITYXOJIH).

pTo — oTcyTCTBHE NEPBUYHON OIIYXOJIU

pTis— mMenanoma in Situ (ypoBens unBa3uu o Kiapky ) (aTunuueckas menaHorurapHas
THIEPILUIa3Us, TSOKeIas MeTaHOLMTapHas TUCIUIA3ksl, HCMHBA3UBHAS 3JI0KAUYECTBEHHAS OITYXOJIb).

pT1— omyxois TonmuHOM 1o bpecinoy <1 mm

pT1, — ypoBens unBazuu no Knapky Il unu |11 6e3 usbsa3pinenus onyxonu
pT1, — ypoBeHb uHBazuum no Kmapky IV wim V unum Haiuuue H3bA3BICHUS
ormyxon [15]
pT2— omyxonb TonmuHoM 1o bpeciaoy > 1 mm u <2 mm
pT,, — 6€3 U3bS3BICHUS OMYXOJIH
PT2p— HaMM4KE N3BA3BICHUS OITYXOJIN
pT3— omyxons TonmuHOM 1o bpecnoy > 2 mm u <4 Mmm
pTs, — 6€3 U3bS3BICHUS OMYXOJIH
pT3p— HamMuMe U3BA3BICHUS OITYXOJIH
pT4— omyxomns TonmuHOM 110 bpecnoy > 4 mm
pT4, — 0€3 N3BA3BICHUS OITYXOJIU
PTap— HamMUME U3BA3BICHUS OIMYXOJIH

Kputepnii N yka3piBaeT Ha HaJlM4uMe MM OTCYTCTBME METACTA30B B PerHOHAPHBIX
JUM(paTHYECKHX y3J1aX

PernonapupiMn JMM@QAaTHYEeCKHMH Yy3J1aMH CJeAyeT CYHTATh /IS OIyXOJe,

PacnoJIoKeHHbIX NPEeUMYIIECTBEHHO HA OIHOM CTOPOHE Tesia (JIeBOM WM NPaBoil):

* (v
B xnaccupukannun AJCC 7-ro nepecmoTpa (IIMPOKO paclpocTpaHeHa B KIMHHYECKOH MpaKTHKE, HO He
MOXET OBbITh MCIOJIb30BaHa A eael koaupoBanus B P®) juis kimaccudukanyy MenaHoM TOJIIMHON MeHee 1| MM
no Bpecnoy Takxke ucnonb3yercss MUTOTHYECKUH MHIEKC BMECTO ypoBHS mHBasuu no Kmapky. Tak omyxomu c

KOJIMYECTBOM MUTO30B < 1/MM? OTHOCAT K T1g, @ OMYXOJH C KOJHUYECTBOM MHUTO30B > 1/mm? otHOCHT K T1p
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* ['onoBa, mes: uncuiiaTepaibHble OKOJIOYIIHBIE, TOAYETIOCTHBIE,

HIeWHBIC U HAJKITIOUYNYHbIC TUM(aTHUIEeCKUE Y3IIbI

* ['pyaHast cTeHKa: UIICHIIATEpAIbHBIE TOIMBIIICYHBIC TIUM(PATHUECKUE Y3IIbI

* BepXHsis KOHEUHOCTh: UIICHJIATEPaAJIbHbIE JTOKTEBbIE U MOAMBIILICYHbIE

TUM(paTHYECKUe y3JIbl

* J)KuBOT, nosicHuIa U ATOUIIBL: UIICUJIATEPAIIbHBIE 1aXOBBIE

TUMQaTHIECKHUE y3IIbl

* HukHSAS KOHEUHOCTh: MIICHIATEPaIbHbIC TOIKOJIEHHBIE U N1aXOBbIE

TUM(ATHYECKUE y3JIbl

* Kpaii anyca 1 koxa nepuaHaibHOW 001aCTH: HIICHUIIaTEpaTbHAs TAaXOBBIE

TuM(paTUYECKUE Y3IIbl

B caydae pacnosioskeHMsi ONYX0JIM B NOTPAHHMYHBIX 30HAX JUM(OY3JIbl ¢ 00eHux
CTOPOH MOTYT CYMTATHCS PErHOHAPHBIMU.

B Tabnune Huke [pHUBEIEHbl AHATOMUYECKUE OPHUEHTUPBI Ul  ONpEesICHUs
NOTPaHUYHBIX 30H LIUPUHOH 4 CM.

Tabimuna 1. AHaToMHM4YecKHe OpPHEHTHMPHI TOrPAHHYHBIX 30H /UIA OIpedeeHHs
PEerMoHApPHBIX JUM(paTHYECKHUX 0acceilHOB

Obnactu Jluaus rpanuibl (IIUPUHON 4 cM)

JleBasi n npaBasi NOJIOBUHBI CpenviHHas TUHMA Tena

I'onoBa u 1miest / rpyaHasi cTeHKa Kirrounia — akpoMHOH — BEpXHUH KpaK 1uieda
I'pynnas creHka / BepxHAs KOHEYHOCTH IInevo — noaMelIeYHas BIAIMHA - IIJIEYO
I'pyanas creHka / KUBOT, mosichmua wim Croepeau: cepeiMHa  pPAacCTOSIHUS — MEXIY
ATOAHIBI MYIKOM U peOepHO Tyroi;

Czagu: HIWKHSS TpaHMWIA TPYJHOTO TO3BOHKA
(TomnepeyHbIi OTPOCTOK)
/KuBot, mosichuia wim siroqunbl / Hoknsst IlaxoBas ckimagka — Oonbmiol  BepTen —
KOHEYHOCTh ArouyHas 0opo3zaa

IIpu o0HapyxkeHuM MeTacTa3oB B JUM@aTHuyecKMX y3Jax 3a NpeelaMHM YKa3aHHBIX
PErHOHAPHBIX 30H METACTA3HPOBAHHUA CJeAyeT KJIACCH(PUUIHMPOBATH MX KaK OTHAJICHHBIE
MeTacTa3bl.

Nx — HEZIOCTaTOYHO JAHHBIX JJISl OLIEHKH PETMOHAPHBIX JIUM(ATHUECKUX Y3IIOB.

No — mopa>keHusi peruOHapHBIX JIUM(PATHYECKUX Y3JI0B HET .

N;— meractaz B 1 peruoHapHOM JTUMGPATHUYECKOM Y3IIE.

“ xareropmu PN cooTBeTcTBYIOT TakoBEIM s N. PekoMeHmyemMoe MHHMMATbHOE HHCIO IHM(OY3TOB st
MaTOJIOTMYECKOI0 UCCIIEJOBAHMS TOCiIe IUM(aleHIKTOMIN — He MeHee 6. Ecnm naxe OblIo MccieoBaHO MEHbIIE
auMQOy3JI0OB U B HUX HEe OBUIO OOHAapY)XEHO MeTacTa3oB cienyeT kiaccuduuuponath kak PNg.  Ecmm gns
CTaMpOBaHusl ObUIa BBHINOJHEHA TOJILKO OHOIICHS CTOPOXKEBOro JHMQoy3sia 3T0 0003HAYAIOT CHMBOJIOM SN,

Hanpumep PNy
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N1, — MukpomeTacTasbl B | peruoHapHOM TUM(DATHUESCKOM Y3J1e (KIMHHUYECKH, BKITIOYAs
MHCTPYMEHTAJIbHBIE METO/Ibl IMarHOCTUKU U BU3YaJIM3allUU, HE OIIPENIEISIEMBIE).

Nip — Makpomeractassl B | pernoHapHoM numparudeckoMm yzie (ompenelnsemMbie
KIMHUYECKHM, BKIIOYas  MHCTPYMEHTalIbHbIE  METOABl  JAMATHOCTUKU U
BHU3yaJIM3aIluN).

N2 — MeTacta3zpl B 2-3 pPEerHOHApHBIX JUM(PATUYECKUX Y3JIaX WM TOJBKO CATEJUIMTHBIC WIIH
TpPaH3UTHBIE METACTA3bI

N2a — MHKpoMmeTacTasbl B 2-3 PErHOHApHBIX JIMM(ATHYECKUX Yy3i1aX (KIMHUYECKH,
BKJIIOYAsl HMHCTPYMEHTAJbHBIE METOABl JUArHOCTMKUM W BH3yalW3alud, HE
OIIpEEIIiEMBIE).

Nop — MakpomeTacTa3sl B 2-3 PETrHOHAPHBIX JTUM(ATHUECKUX Yy3iax (omperernsemMble
KIMHUYECKHM, BKJIIOYas  MHCTPYMEHTalIbHbIE  METOABl  JAMATHOCTUKH U
BU3YaIHU3aIUN).

Ny — caTe/sIuTHBIE WIM TpPaH3UTHbIE METacTa3bl 0€3 METacTa3oB B PETMOHAPHBIX
TuM(aTHIecKuX y3max

N3 — meracTa3sl Oosnee 4eM B 3 pErMOHApHBIX JUM(PATUYECKUX Y3JaX, WM KOHIJIOMEPATHI
AMM(ATHYECKUX Y3JI0B, WIM CaTeJUIMTHBIEC/TPAH3UTHBIE METACTa3bl IPU HAIWYMM METacTa3oB B
pPErMoHapHbBIX TUMPATHUECKUX Yy3JIaX.
Ilpumeuanue: camennumamu HAa3bLIBAIOM ONYXONEBble OMCEEbl UNU Y3eIKU (MAKpo- uiu
MUKpPOCKOnuyeckue) 6 npeoenax 2 cm om NepeudHol onyxonu. Tpan3umuvimu memacmasamu
HA3b18AI0M MEMACMA3bl 8 KONCY UNU NOOKOICHYIO KIeMUYAmKy HaA paccmosHuu bonee 2 cm om
NepeUYHOL ONYXONU HO He PACHPOCMPAHAIOWUEC 30 NPeoenbl PeLUOHAPHBIX TUMPAMUYECKUX
V37108.
Kpurepuiit M xapakTepu3yer HaJlu4Me WA OTCYTCTBHE OTAAJECHHBIX METacTa30B
Mo — OTZaJIeHHBIX METAcTa30B HET.
M; — HaIMuHe OTHAJIEHHBIX METACTa30B.
Mi,— MeTacTas3bl B KOXKY, MOAKOXKHYIO KJIETYATKy WM JTUM(paTHUYECKHE Y3IIbl (32 HCKIIOUEHUEM
pPETHOHAPHBIX) NPH HOpMalibHOM ypoBHe JI/II” kpoBw;
Mjip— MeTacTassl B JIETKHE IIpU HOpMaJIbHOM ypoBHe JIJII" kpoBu;
Mji.— MeTacTaszpl B JIIOOBIE JApYTrU€ OpraHbl, WK JH00as JIOKaau3alus METacTa3oB MpU YPOBHE
JIAI" BBIIIE BEpXHEW IPaHUIBI HOPMAJIBHOTO JIMAIIa30Ha.
['pynmupoBKa 1Mo cTafusiM MpeacTaBieHa B TabauIe 2:

Ta6auna 2. [pynnupoBKa mo cTajausiM MeJJaHOMbI KOXKH

Cragusn pT N
0 IS 0

o<
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1a, 1b ,2a

la

1b

2a

2b, 3a, 3b, 4a, 4b

HA

2b

3a

1B

3b

4a

O|I0O|0|0|O0|0O|o|o|o

IC

4b

0

JIro0as

12,3

A

1a, 2a, 3a, 4a

1a, 2a

B

1a, 2a, 3a, 4a

1b, 2b, 2¢

1b, 2b, 3b, 4b

1a, 2a, 2¢

O|I0O|0|0|0O|0O|0O|0|0|0|O|o|o|o

nc

1b, 2b, 3b, 4b

1b, 2b

JIro6as

3

\Y

JIro0as

JIro6as

e Meracra3sl MeTaHOMBI KOXKH 0€3 BBISIBJICHHOTO MEPBUYHOIO Odvara B neprdepudeckue
auM(OY3IIbl OTHOTO perroHa cieayet craaupoBath kak 1 cramuto (111 TX)
1.6.2 CragmpoBanue MeJIAHOMBI BEPXHUX IbIXaTEJIbHBIX M NHIIEBAPUTEIbHBIX
nyreii (C00-06, 10-14, 30-32) no cucreme UICC TNM (7 nepecmotp, 2009 [14])
MeJTaHOMBbI

Z[J'ISI npoucaypsl  CTraaupOBaHUSA TUCTOJIOTHYCCKOC  IMOATBCPIKIACHUC

o0s3atenbHO. OLEHKY COCTOSIHMSL JUM(pATUYECKHX Y3JI0B JUId YCTaHOBJEHHUS CTaauu
BBIIIOJIHSIFOT IIPY IIOMOIIY KJIMHUYECKOTO OCMOTPA U HUHCTPYMEHTAIIBHBIX HCCIIEJOBAaHUM.
Kpurepnii T orpaxaer pacnpocTpaHeHHOCTH NEPBUYHOM OIYXOJIH.

Tx — HeZoCTaTOYHO MAAHHBIX Ui OLIEHKHU IEPBUYHONM OMyXOJNM (BKJIIOYAs Clydyau
CIIOHTAHHOM perpeccuu OmyxoJiii, a TAaK)Ke OLIMOKHU IPU XUPYPrUueCKOM YIAJIEHUN OIYXO0Jn).

To — OTCyTCTBHE TEPBUYHOM OITYXOJIN.

Tis— KpuTepuil He IPUMEHUM .

T1— kpuTepuit He IPUMEHUM.

T, — kpuTepuil He IPUMEHUM.

T3 — omyxonib orpaHM4eHa TOJBKO AMHUTEIHEM W/WIN MOJICIU3UCTBIM cioeM (0ose3Hb

CIIU3UCTON OOOJIOUKH).

Tsa — omyxomp mpopacTaeT B NOJJIEKALIME MITKHE TKAHH,

Xpdid, KOCTb MHIIH

MPUIIEKALLYIO KOXKY.

* (v
B pacnpocrpanenHoit knaccuguxaunun AJCC 7-ro nepecmotpa omyxonu T ip.4,N2cMg 0OTHECEHBI K cTaanu

1nc
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Tap — omyxoib mpopacTaet B JI00YI0 U3 CIEAYIOMUX CTPYKTYp: TOJIOBHOM MO3T, TBepaas
MO3roBasi 000JI0YKa, OCHOBAHHE 4Yeperia, YepermHO-MO3roBbie HepBEI ocHoBaHMs uepena (1X, X,
XI, XI1), sxeBare/bHYIO KJIETYATKY, IPEBEPTEOPATIHHOYIO KIETUATKY, CPEIOCTCHUE

[Ipumeuanue: MenaHoMa CIM3HUCTBIX SIBIISIETCS AarpecCUBHOM OMYXOJbIO, MOTOMY
kputepuu T1 u T2 nponymensl, kak u craaus | u |l.

Kputepuii N yka3piBaeT Ha HajJuMuMe HMJIM OTCYTCTBHME METACTA30B B PErHOHAPHBIX
JUM(paTHYECKHX y3J1aX

Ny — HEZJOCTaTOYHO JAHHBIX JIJISl OLIEHKHU PETMOHAPHBIX JIUM(ATUYECKUX Y3JI0B

No— nmopa>keHusi peruoHapHbBIX TUM(ATUIECKUX Y3JI0B HET

N; — HaJTMYMe METacTa30B B PETHOHAPHBIX JTHMQOy31ax

Kputepuii M xapakTepusyeT HaJlu4ue WU OTCYTCTBHE OTAAJEHHBIX METACTA30B

Mo — OTJJaIeHHBIX METAcTa30B HET.

M; — HanM4YMe OTAaNIEHHBIX METACTa30B.

B tabimite HUKe MPUBEACHA TPYIITHPOBKA MEIIAHOMBI CITH3UCTBIX 000JI0UYEK MO CTAIUSAM

Tab6umua 3. 'pynnupoBka 1o cTagusiM MeJIaHOMBbI CJIU3UCTBHIX 000/109€K BEPXHHUX OT/1e/I0B
AbIXaTeJIbHBIX U MUIIEBAPUTEILHBIX MyTeH

Cragus T N M
1] 3 0 0
IVA 4a 0 0

3, 4a 1 0
IVB 4b mobas 0
IvVC Jrobag Jlwobag 1
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ctp. 16

2. /lmarnocTtuka

2.1 ’Kaao0bLl 1 aHAMHE3

Pexomenayercss cOop kanod W aHaMHE3a y MAIMEHTa C IEJIbI BBIIBICHUS (DAKTOPOB,
KOTOpBIE MOTYT MOBJIMSATH HA BHIOOP TAKTUKHU JIEYEHHUS, METOIOB JHATHOCTHKH ¥ BTOPUYIHOM
npodunaktuku [16].

YpoBeHb yOeIuTeIbHOCTH peKoMeHaanuii - B (ypoBeHb JTOCTOBEPHOCTH J0KA3aTEIbCTB -
lA)

KomMmenTapuu: Kiuoueebie (hakxmopvl pucka pazeumus MEIaHOMblL KOXNCU NPUBCOCHbL 6

paszoene 1.2 (3muonocusi)

2.2 duzukajabHoe 00caeI0BaAHHe

IIpu nepBoM oOpalieHHM NaIMEeHTa ¢ jKajJo0aMHM Ha MUITMEHTHOE HOBOOOpPA30BaHHE KOXKU
HACTOSITENIbHO PEKOMEHIYeTCsl pPACHIMPUTh 30HY OCMOTpa U OLEHUTh COCTOSIHME BCEX
KOXKHBIX ~TOKPOBOB  (BKJIFOYAs BOJIOCUCTYIO 4YacTh TOJOBbI M  crombl). [17-22]
YpoBeHb yOeauTeJbHOCTH pexoMeHAanuii - B (ypoBeHb 10CTOBEpHOCTH JOKa3aTENIbCTB -
[1A)

Kommenrapumn: Ilepguuno-mnodicecmeennvle  CUHXPOHHbIE — ONYXOAU — (MENAHOMbL U

HeMeNIanoOMHble ONYXOJIU KOXCl) Mo2ym bbimb obnapysicenst y 5-10% 6onvnbix ). [17-21]

OcMOTp mamueHTa PEeKOMEHIyeTcs IPOBOJAMTH  BpadaM, HMMEIOIIMM HAaBBIKM paHHEH
JMAarHOCTUKH 3JI0KaYECTBECHHBIX HOBOOOPA30BaHMil KOKH. [22-24]
YpoBeHb yOequTEeJILHOCTH peKoMeHIanuii - B (YpoBeHb JOCTOBEPHOCTH JIOKAa3aTENbCTB -

1A)

Hcnonb3oBaHrue SNUITIOMUHUCIHEHTHOM MHMKPOCKOMHMH  (€pMATOCKOINUHU), ONTHUYECKOH
KOT€PEHTHOW TOMOrpauu MOXET CYIIECTBEHHO IOBBIIIATh TOYHOCTh HEWHBA3UBHOU
JUArHOCTHUKH M YMEHbIIATh MOTPEOHOCTh B BBINOJIHEHUHM OHOINCHU, HO MOXET OBbITh
PEKOMEH/IOBAHO K MPUMEHEHHUIO TOJIBKO 00YyJIEHHBIMH 3TOMY METOY crierpaiiuctamu [25].

YpoBeHb y0enuTeIbHOCTH peKoMeHIauuii - B (ypoBeHb 10CTOBEPHOCTH J10KA3aTENbCTB -

11b)

PCKOMCH,Z[yCTC}I BKIIFOYUTL B  OCMOTP TaKKE€  OLCHKY COCTOSAHUA  PCTHOHAPHBIX

nuMpaTryeckux y3ios [16, 22]
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ctp. 17

YpoBeHb y0eauTeIbHOCTH peKkoMeHAanuii - B (ypoBeHb 1OCTOBEPHOCTH JOKA3aTENIbCTB -

l1b)

ITo pe3ynbTaram aHaiu3a jkano0d, aHaMHE3a W JIaHHBIX (U3UKAIBLHOTO O0CIEI0BaHMS Ha
preMe PEKOMEHIyeTCsl PUHAThH PEIICHUE O IeJIeCO00Pa3HOCTH MHBA3MBHOM JTHATHOCTUKU
(Ouoricun)  HOBoOOpasoBanusi  [26-33](cm.  Omok-cxemy 1,  mpunoxkenue — B).

YpoBeHb y0eauTeIbHOCTH peKkoMeHAanuii - B (ypoBeHb 1OCTOBEPHOCTH JOKA3aTENIbCTB -

l1b)

2.3 JIaGopaTopHAasi AMATHOCTHKA

Jlo MOpdOIOrHUeCKOro IMOATBEP)KACHUS JMarHo3a JjabopaTopHas JAMarHOCTHKA HE
PEKOMEHIYETCsI, €CITU TOJIBKO MHTEPKYPPEHTHAS TATOJIOTHS WK 00IIee COCTOSIHUE TTallueHTa
He TpeOyeT ee s Oe30macHOro npoBeicHus Ouoricuu. [Ipu MOATBEpXKICHUM TUArHO3a
PCKOMEHYETCS BBIMOJIHATE: KIMHUYCCKHA W OMOXHMHYCCKUN aHaIM3bl KPOBU (BKIIIOYAs
OIpeIeJICHUEe YpPOBHS JIaKTaTAeruiaporeHassl), onkomapkep S100b [34-40](cm. Taxke
Tabnuiy 4)

YpoBeHb y0eauTeIbHOCTH pexkoMeHaanuii - B (ypoBeHb TOCTOBEPHOCTH JOKA3aTENbCTB -

1)

2.4 HNHcTpyMeHTAJIbHAS AMATHOCTHKA

Ilpu manuyuu coomeemcmeyrOWUx NOKA3AHUL (CUMAMOMO8) OUACHOCMUYECKUE
Meponpusmus  (8K10UAs  IyYe8yl0  OUACHOCMUKY) NpOB00AmM 8 HOAHOM obObveme 6He
3asucumocmu om cmaouu 3abonesanus. B omcymcmeue cumnmomos Ons 6biAGLEHU
CKPLIMbIX MEMACMA308 PEKOMEHOOBAHO BbINOIHAMb OUACHOCMUYECKUe Mecmbl Pa3IUYHO20
0bvema 6 3a8UcuUMocmu om cmaouu 3a601e8anus (YCMAano8i1eHHOU o OAHHBIM KIUHUYECKO20
OCMOMPA U 2UCMONIOSULECKO20 3AKTIOYEHUS), OMpaxdcaoujeli puck 6blsaeleHusl pecuoHapHbIX
U OMOANEHHbIX MEMACMA308.

Ilpu noomeepoicoenuu  OuacHO3a MeiaHoMa KodCU N0  OAHHLIM — Ouoncuu
PEKOMEHO0BAHHBIE OUACHOCMUYECKUEe MePONPUsMus CyMMUpO8anvl 6 maoauye Huoce [41-
46].

Tabnuya 4. Ilnan o6cnedosanusi 8 3ABUCUMOCIIU OM  Pe3VIbMAmMos OUONCUU

NUCMEHIMHO20 H06’006pa306‘aHu}1 KooKcu u KliuHuU4eCcKozco ocmompa

| Cramus | DU3NKAIBH | HNHcTpyMeHTATBH | JlabopaTopHa | Buoncust | MoJiekyJIsIpH |
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ctp. 18

3a00/1eBaHU | bIil OCMOTP asi AMATHOCTHKA | CTOPOXKEeBO | O-

a’ AHATHOCTHKA | I'0 TeHeTHYECKH
aum@oysiia | e TecTbl

5

Ha * V31 Her Ja (npu Her
0,1, A PETHOHAPHBIX TOJIIVHE
TUM(paTHIECKUX onyxomu 1,5
Y3JI0B MM 1 0oJiee)
* JlyueBas
JIMarHOCTHKA HE
PEKOMEHTyeTCS,
€CJIA HeT
CUMIITOMOB
Ha * V31 1. JIAT, S100 Ha (s TECT Ha
1B, G, Il pEeruoHapHBIX 2. O0wwii u craguu |1B, | myTamuio
mMdoy3I0B OMOXUMHYECK 11C) BRAF moxer
* JlyueBas WH aHATU3bI OBITH
JTUArHOCTHKA B KpOBHU MPEIOKCH

OJIHOM 00BEME
MPT romnoBHoro

Mo3ra ¢ B/B
KOHTPAcTOM (IIst
craguu |1)
Ha * V31 1. JIAT, S100 He TECT Ha
v pETHOHAPHBIX 2. O0muit u MPUMEHUMO | MYTALUIO
UM OY3JI0B OMOXMMHYECK BRAF
* JlyueBas W aHATU3bI obs13aTeneH
JTIMarHOCTHKA B KpPOBH (pm
MIOJTHOM 00BeMe MeJIaHOMe
* MPT ronosHoro KOXH), IPU
Mo3ra C B/B OTCYTCTBHH
KOHTpacToM (J1y1st MyTalluu B
craguu |1) rene BRAF —
TECT Ha
MYTaIUIo B
rene CKIT

YpoBensb yoenutejbHocTH pekoMenaanuii — C (ypoBeHb TOCTOBEPHOCTH JTOKA3aTEIbCTB -

V)

I[O MOp(I)OJIOFI/IHGCKOFO MOATBCPIKACHUA JUArHO3a HWHCTPYMCHTAJIbHAA IWMArHOCTUKA HE
PECKOMCHAYCTCA, CCJIN TOJIBKO HHTCPKYPPCHTHAA MATOJIOTHA UJIA 06].[.[66 COCTOsSHUC MIAallMCHTAa
He TpeOyeT ee i 6€301acCHOT0 MPOBEACHUS OMOTICHH.

YpoBenb yoeaurteabHocTH pekomenaanuii — C (ypoBeHb JIOCTOBEPHOCTH JOKA3aTEIbCTB -

V)

4 C Y4€TOM JaHHBIX 'MCTOJIOTMYECKOI0 3aKIIIOYEHUS U KIIMHUYECKOTO OCMOTpa
5 HpOBO,HI/ITCSI B OTACJIbHBIX LCHTpaXx. Hpoue,uypa JOJDKHa OBLITH BBIITOJIHEHA HE IIO3JHEC 2 MECALCB

TOCJIC YCTAHOBJICHUSA AWAarHo3a.
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KommenTapmii: [Inan neuenuss u oocredoganuii He ciedyem cOCMAGIAMb 00 NOLYYeHUs.

OAHHBIX 2UCMON02UYECKO020 UCCIE008AHUS.

PekoMeHnyeTcsi BBIMIOJIHATH ONTUMAIbHBIA OO0BEM JIyd4eBOM TUArHOCTHKHU: MAJSl OLEHKU
COCTOSIHUSI OpPTaHOB TPYAHOH, OPIOMIHOM TMOJOCTM M MajJoro Ta3a - KOMIBIOTEPHYIO
TOMOTpaui0 OpPraHoB TPYAHOH, OpPIOIIHOW IOJOCTM W MAJNoOro Ta3a. BHyTpuBeHHOE
KOHTPACTUPOBAHUE CJEAyeT TMPOBOJUTH BO BCEX CIy4asX, €CJIIM HE BBISBICHbI
MIPOTUBOIOKA3aHUs K BBEJICHUIO HOI0COAepkKAIIUX KOHTPACTUPYIOLIUX IpernaparoB. B atom
cnyyae KT ¢ BHYTpMBEHHBIM KOHTPACTMPOBAaHHUEM JOIIyCKaercs 3aMeHuTb Ha MPT ¢
BHYTPUBECHHBIM  KOHTpacTHUpoBaHWEeM. JlJIi WCKIIOYEHUS WM OIEHKH JIUHAMUKHU
METaCTaTUYECKOTO IMOPAKEHUS JIETKUX BHYTPUBEHHOE KOHTPACTUPOBAHUE HE TpedyeTcs.
AunbrepHaruBHOil MokeT ObiTh [IDT-KT ¢ I B pexxume «Bce Teno»[47-50]. YpoBenn
yoenuTeabHOCTH pekoMeHnaanuii - B (ypoBeHb 10CTOBEpHOCTH JJOKa3aTenbCTB - 113)

Kommenmapuii: ecnu onmumanvuslil 6apuanm ay4yesol OUASHOCMUKU He Modcem Oblmb
nposeden 6 mevenue 2 Heodelb nocie ycmaumoeku ouacnosza, mo KT opeanos epyowoii
noarocmu 0ONycKaemcs 3amMeHums Ha peHmeenozpagus opeanog epyonou nonocmu, a KT
0p2aHO8 OPIOWIHOU NOIOCMU U MALo20 masa ¢ 6/6 koumpacmom Y3U opeanos OprouiHol
norocmu u manozo masa [51] Ypoeenv yoeoumenvnocmu pexomenoauuii - C (yposenw

oocmoseprocmu dokazamenvbcme - 1V)

» JUIA WCKITFOUEHUS METACTaTUYECKOTO TOPaKCHUs TOJIOBHOTO MO3Ta PEKOMEH]IYETCS
nucnoib3oBatb MPT rojgoBHOro Mo3ra ¢ BHYTPUBEHHBIM KOHTPAaCTHPOBAHUEM, 3a
HCKIIIOYEHHEM ciTy4yaeB, kornaa nposenenne MPT npotuBonokaszano. B Takom ciydae
uccienoBanre MoxkeT ObITh 3ameHeHO Ha KT roioBHOro mosra ¢ BHYTPUBEHHBIM
KOHTpacTupoBaHuem[52-54].

YpoBeHnb yoeauTeIbHOCTH pekoMeHaanuii - B (ypoBeHb 10CTOBEPHOCTH J0KA3aTEIILCTB -
lA)

Kommenmapuii: 6 cnyuae HegosmodcHocmu evinonnums MPT  2onoenoco moszea ¢
BHYMPUBEHHBIM KOHMPACMUPOBAHUEM (CPOK 0HCUOAHUSL 04epedu Ha ucciedosanue bonee 1
mec.) oonyckaemcsa  evinoaHums KT — eonosnoco  mo3ea ¢ 8HYMPUBEHHbIM
koumpacmuposanuem.  Bwvinonnenue KT — 2onoenoeo  mosea  0e3  8HYMpUBEHHO20
KOHMPACmMuposanus He pekomenoyemcsi Ypoeenv ybdeoumenvhocmu pexomenoayuii - C

(yposenwb docmoseprocmu dokazamenvcms - 1V)
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Pexomennyercs BwimosiHuTe MPT  rojoBHoro wosra B TedeHHEe 2 Mec. IIOcie

THCTOJIOTHYECKOTO MTOATBEPIKICHHUS THArH03a «MeJlaHoMa Koku» ctaaus |1B u Beitne [54].

YpoBeHb yOeauTeJbHOCTH peKoMeHAanuil - B (ypoBeHb 10CTOBEpHOCTH JOKAa3aTENIbCTB -

11B)

PekoMeHyeTcsi BBITIOJHUTH OCTEOCHUHTHTPAPUIO MPH TOIO03PCHUH HA METAaCTaTHYECKOe
MopakeHNe KOCTel CKenera.
YpoBenb yoeauTeJbHOCTH pekoMeHaanuii - C (YpoBeHb JOCTOBEPHOCTH JI0KA3aTEIbCTB -

V)

Pexomenayercst BbINOAHUTH Ouoncuio mnox kKontpoineM Y3W/KT npu mnomo3peHunu Ha
Meracrassl 0 AaHHbIM KT wim MPT B cinydasx, Korga ux IOATBEPKACHUE TPUHIUIINAIBHO
MEHSET TAKTUKY JICUECHHUS.

YpoBenb y0enuTeabHOCTH pekoMeHaanuii - C (ypoBeHb JOCTOBEPHOCTHU J10KA3aTENIbCTB -

V)
2.5 Buoncusi

JIy1st mOATBEPIKICHUSI TUArHO3a, & TAKKE COCTABJIECHUS JAJIbHEHINEro TIaHa 00ClIeIOBaHUN 1
JIeYeHUsI, BO3MOXKHO Ha TIEPBOM JTale WCIOJb30BAHME DKCIM3MOHHOW  OWOICHU
MOI03PUTENLHOTO MUTMEHTHOTO 00pa3oBaHMUs C OTCTYMOM He Oosiee 5 MM (IIpHEMIIEMBIi
orctym ot 1-3 mMm (0,1 - 0,3cm)). Bceerna cienyeT otaaBaTh mpeanodyTeHue OHMONCHU HA BCIO
TONIMUHY KOXH (OyIb TO JJUTUNTHYECKAs SKCIM3US WM WHIIM3UOHHAs TaH4Y-OMOIcHs) B
CPaBHEHHHU C IIJIOCKOCTHOW (OpUTBEHHOW) pe3ekuued B TOM 4YHCIE SK30(QHUTHBIX
obpa3zoBanwuii [7].

YpoBeHb yOeAuTEIbHOCTH peKkoMeHaAanuii - B (ypoBeHb TOCTOBEPHOCTH JOKA3aTENbCTB -

ITa)

PexomeHayeTcsi  OpHEHTHpPOBAaTh  pa3pe3bl KOXKM B HalpaBleHUH  OynKaiiiero
TUM(aTHYECKOT0 KOJUIEKTOpa MNapajulebHO JHUM(AaTUYeCKUM cocydaM KOXH (a He TOo
KO>KHBIM JIMHHSIM MJTM €CTECTBEHHBIM CKIIQJKaM), TakK, YTOOBI TIOBTOPHOE MCCEYCHHE PyOIa
(eciu OHO TOTPEOYETCsT) MOTJIO OBITH BBIIOJIHEHO Oe3 3arpynHeHui[16, 26-33].

YpoBeHb y0enuTeIbHOCTH peKoMeHIauuii - B (ypoBeHb 10CTOBEPHOCTH J10KA3aTENbCTB -

la)
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Kommenmapuit:  Dxcyuzuonnas 6uoncusi nooospumenbHo20 NIOCKO20 NUSMEHMHO20
06paz08anus. Kodcu Modicem Ovbimb Oe30NACHO BbINOJIHEHA C UCHOIb308AHUEM MeCMmHOU
unHurempayuonnoi awecmesuu. Ilpu smom pexomenoyemcs uzdeeamv NOBPeE’COCHUL
yoansgemo20 Ho8000pa3z08aHus 00 €20 uccevenusa[7, 26, 27, 29-32] ¥Yposens

ybeoumenvnocmu pekomenoauuii - B (yposenv oocmosepnocmu ooxazamensvcme - Ila)

B ciydae monrBepaeHusl AMAarHO3a MEIaHOMBI KOXKM pyOer mociae OMOICHU MCCEKAeTCs C
OOJIBIIMM OTCTYIIOM B CpPOKM J0 4-8 Hedenb B 3aBUCHUMOCTH OT THMCTOJOIMUYECKUX
XapaKTEPUCTHK OIYXOJH (CM. IPUHIHITBI XUPYPrHYECKOro jiedeHus ) [16]

YpoBeHb y0enuTeJbHOCTH peKOMeHAanui - A (ypOBEHb JOCTOBEPHOCTU JOKA3aTEJIbCTB -

Ib)

PexomenayeTcst MpOBOAWTH THUCTOJOTMYECKOE HCCIEIOBAHUE XHUPYPTHUECKH YIATCHHOTO
OIlyXOJIEBOI'O IIpernapara, Mpd 3TOM B MOPQOJIOrMUECKOM 3aKIIIOUYEHUH PEKOMEHAYeTCs
OTpas3uTh cieAyromme napamerpoi[16]:
O0s3aTeIbHbIe XapAKTEPUCTHKH:

1. ompenenenne MakCHMaIBHOM TOJIIMHBI OIYXOJU B MM 110 bpecoy;

2. ompezeneHue ypoBHs MHBa3uM 1o Kiapky;

3. yKazaHHe O HAJIMYUH WIH OTCYTCTBUH U3bA3BICHUS IEPBUYHON OIyXOJIH;

4. ompeneneHue MUTOTHYECKOTO MHEKCa (KOJIMYECTBO MUTO30B Ha | MMZ) pu

TOJIIIMHE OITyXOJH 10 | MM BKJTFOUHTENBHO;
5. oleHka nepupepuyeckoro M TIyOOKOro KpaeB pe3eKLUH Ha Hajludue
OITyXOJIEBBIX KJIETOK

6. HamMuuMe TPaH3UTOPHBIX WM CATEJUIMTHBIX METACTA30B;
JlonoJiHUTeIbHbIE XapAKTePUCTHKH:

7. JOKaaM3alms OIyXoJu

8. Hanmuuue WM OTCYTCTBUE CIIOHTAHHON perpeccun

9. He#poTponu3M;

10. necMorasus;;

11. numbonnnas uHGUILTPALUS

12. THCTONOTHYCEKUI TOATHIL

13. anrnonumdarnyeckast UHBa3Us

YpoBeHb yOeauTeIbHOCTH peKOMeHaaluil A (YPOBEHb 10CTOBEPHOCTH I0KA3ATEJIbCTB —

la)
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2.6 UHass TMarHocTuka

[Ipu MenaHomMe KOXH M MeTacTa3aX MEJIaHOMBI 0€3 BBIABICHHOIO MNEPBUYHOTO oOyara
PEKOMEH/IyeTCsl BBIMOJIHUTh aHa M3 Ouonrara Omyxoid (WU paHee yHaICHHBIX J/y WIH
NEPBUYHON OMYXOJNM [ecinyM Marepuan yIOBIETBOPSET TPeOOBAaHHSIM JIAOOPATOPUHU IS
JOCTOBEPHOTO  OIpPENENICHUS] HAJIWYUSA WM OTCYTCTBHS MOJICKYJISPHO-T€HETHYECKUX
u3MeHeHmii]) Ha Myrtanuioo B reHe BRAF (15 9k30H), e€caM JHArHOCTHPOBAHBI WM
3aMmof03peHbl OTJAlIeHHbIE METacTa3bl MEJIAHOMBI, 3TO MOXKET TMOBJIUATH Ha BBIOOP
TApreTHOTO areHTa B JICUCHUH METacTaTHUECKOro mpoiecca [16, 55, 56].

YpoBeHb y0enuTeJIbHOCTH peKoMeHIanuii A (ypoBEHb JOCTOBEPHOCTH JI0OKA3ATEIbCTB —

la)

IIpu orcyrctBun Myrtauuu B rene BRAF pexkomenayeTrcss BBINOIHUTH aHainu3 Ouomnrara
omyxonu Ha mytanuio B reae CKIT (8,9,11,13,15,18 3k30HbBI), €CIIH THArHOCTUPOBAHBI I
3aM0/I03pPEHbl  OTJAJIEHHBIE METacTa3bl MEJIAHOMBI, 3TO MOXET I[OBJIUATH Ha BHIOOD
TApreTHOTO areHTa B JICYEHUH METACTaTH4YeCKoro mnpouecca[57-63] .

YpoBeHb y0enuTeJIbHOCTH pekoMeHIanuii A (ypoBEHb JOCTOBEPHOCTH JI0OKA3ATEIbCTB —

la)

[Tpu MenaHOMe CIAM3UCTBIX 000JI0UEK PEKOMEHAYETCS BBIIMOJIHUTD aHAIU3 OUONTaTa OMyX0u
Ha mytaiuio B redHe B rene CKIT (8,9,11,13,15,18 3Kk30HBI), eclii AMATHOCTUPOBAHBI WU
3armo03peHbl  OTJAAJICHHBIC METacTa3bl MEIAHOMBI, 3TO MOXET TOBJUATH Ha BBIOOP
TApreTHOrO areHTa B JICUEHWH MeTacTathdeckoro mporecca[57-63] . Tlpu orcyrcTBHM
mytanuu B reHe CKIT pexomenmyeTcs BBIMOIHUTH aHAIW3 OMOIMTATa OMYXOJIH Ha MYTallHIO B
reae BRAF (15 sk30H).

YpoBeHb yoeauTeJbHOCTH pekoMeHaAanuii B (ypoBeHb TOCTOBEPHOCTH J0KA3aTEIbCTB —

I1a)

3. Jleuenue

PekoMeHnyeTcss paccMaTpuBaTh XHPYPrHUECKOE BMEIIATEIBCTBO KaK OCHOBHOW METO]T
paluKaIbHOTO JieueHus: 00bHBIX Meianomoi koxu O-111 ctanuu [16, 55, 64].
YpoBeHb yOeauTeJbHOCTH pekoMeHaanuii - A (YpoBEHb JOCTOBEPHOCTH J10KA3aTEIbCTB -

la)
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KommeHnTapuu: no nokasanusim 0onoiHumenbHo nposooumcs aovlo8aHmMHAs mepanusi (CM.

paszoen 3.3 «A0vrosanmuas mepanusi MeiaHOMbl KOJNCUY).

3.1 Jleuenue JoKAJIbHBIX cTaauii 3a001esanus (1-11)

PGKOMGHILyeTCSI BBIIIOJIHATE PAAUKAIBHOC HUCCCUCHUC HCpBH‘-IHOfI OIyXoJii B IIpeaciiax

3A0POBBIX TKaHEH KaK OCHOBOM 3Tall JICUCHUS JOKAILHON MEJIaHOMBI KOXKH.

BeiGop  xupyprudeckoro  orcryma  (GOPMHPYETCA  HAa  OCHOBAaHHHM  PE3yJIbTATOB

MOP(]OIIOTHUECKOr0 UCCIEN0BAHNUS, @ UMEHHO TOJINMHBI OIlYX0H. B Hacrosiiee BpeMs npu

yXKe YCTAaHOBJIEHHOM CTauy PEKOMEHIYETCS BBIIOIHATE CIEAYIOIUE OTCTYIBI [65-74]:
—0,5 cM 1 MenaHoMslI in Situ;

— 1,0 cM nipu TosmmmHe omyxoiu 1o Breslow <2 mwm;

—2,0 cM 1pu TOJIIKHE OIYXOJIH > 2 MM .
YpoBenb yoeauTeJbHOCTH pekoMeHaanuii - A (YpoBEHb JOCTOBEPHOCTH J10KA3aTEIbCTB -
Ib)
Kommenmapuu: Moouguyuposanuvie eapuanmsl pe3eKyuu ¢ MeHbUUMU OMCmynamu
B03MOJCHbL O/l COXPAHEHUS (DYHKYUU OpeaHa Npu MeNaHOMe KONXCU NANbYed UNU KONCU

yuinotl pakosunol [75-79].

e PexomeHayeTcst [Uid ONpEAENCHUs TONIMHBI OMYXOJM Ha IIE€PBOM  JTare
WCTIOJIh30BATh YKCIU3NOHHYIO OMOIICHIO TUTMEHTHOTO 00pa30BaHMs C OTCTYIIOM HE
oonee 0,5 cMm. B cinywae moarBepxknenuss auarHoza MK pyOen mocne Ouorcun
UcceKaeTcss ¢ OOJBIIMM OTCTYNIOM B Cpoku 4-8 Hemenu (cM Takxke pasgen 2.5.
buorncus) [65-74]

YpoBenb ybOeauTenbHOCTH pekoMeHaaumii - A (ypoBeHb JOCTOBEPHOCTH

J0Ka3aTesbCTB - D)

Ecnu skcim3nonHass OMONCHS HE MPOBOIUTCS M3-3a OYEBUIHOCTH JUArHo3a, OTCTYMBI OT
BUJIUMBIX KpaeB OIYXOJIM HE PEKOMEHIYeTCs pacHIMpsATh Oojiee yeM Ha 3 cM, Tak Kak 0e3
TOYHBIX 3HAHUH MHKPOCTAAUU JTO OyAeT NPUBOAUTH K U3IUIIHUM MAHUIMYISALUIM,
CBSI3aHHBIM C 3aKpBITHEM I1/0 paHbl (HAMpHUMep, Pa3IHYHBIM BUIAM CIOXHOU TIACTUKH).
orctymbl [65-74]:

YpoBeHb yoeauTeJbHOCTH pekoMeHIauuii - A (YpOBEHb JOCTOBEPHOCTH JI0KA3aTEIBCTB -

Ib)
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He pexomenayercss pyTHHHOE BBIMOJIHEHUE MPOQPUIAKTUYECKON TUMQPAJTCHIKTOMUU WU
MIPOBEJICHUE MPEIONEePAIIMOHHON JIydeBOM Tepanuu Kak Ha peruoHapHble JTuMdaTudeckue
y3J1bl, TaK 1 Ha 00J1aCTh IEPBUYHOMN OITyXOJIU

YpoBeHb y0ennTeJbHOCTH peKOMeHAanui - A (YpOBEHb JOCTOBEPHOCTH JOKa3aTENIbCTB -

la)

Pexomenayercst BBINONHATH Ouoncuio cropoxkeBoro nuMmparuueckoro yzma (BCIIY) c
HOCNEAYIOIIeH pernoHapHoil JmmdanaeHskTomued (npu  0oOHAPY)KEHUH METacTa3oB B
CTOPOKEBOM JTUM(OY3JIe) MPH TOJIIMHE IepBUUHOM omyxonu > 0,75 mm o bpecnoy [80-88].
YpoBeHb y0equTeIbHOCTH peKoMeHIaluii - A (YpOBEHb JOCTOBEPHOCTH JIOKA3aTEIILCTB -
la)

Kommenmapuii:  Buoncus cmopodicesoeo  aumgpamuieckozo y3ia — Npo8oOUmcs 8
CReYUAIU3UPOBAHHLIX — VUPEICOCHUSX,  VKOMNIEKMOBAHHLIX — 000PYOOBAHUEM — UMEHOWUX
o00yuennvlll nepconan. Ilpu omcymcemeuu 6 yupedncoeHuu mMexHU4ecKoUu 603MONCHOCHU
guinoanums ~ BCJIIY  pexomendoyemcs  mwamenvHoe — VibmMpaszgyKkosoe — UCCe008aHUe
PEGUOHAPHBIX — TUMpaAmMU4eckux Y3106,  MOHKOULOIbHAS — ACNUPAYUOHHAS — OUONCUSL
noOO3pUMeNnbHblX ~ HA ~ Memacmas — yuacmkos — aumgpamuueckozo  y3na[89-93].
Ipogpunaxmuueckyro  umpadendsKmomuio Ui JIy4esylo  mepanuro  6blNOJHAMb — He

pexomenoyemcesi[94, 95].

Ocoboe BHMMaHHME PEKOMEHAYETCS  YIeNIUTh  MOP(OJOTHUYECKOMY  HCCIIEJOBAHUIO
yaaJieHHOTo (bIX) cTOpoxeBoro (vix) maumdaruyeckoro (u3) ysna (o) mpu BCITY:
HACTOSITENIbHO PEKOMEH]IYyeTCsl BBIMOJIHUTh KaK MOXKHO OOJbIlIe CPe30B, a Takke MO MHMO
OKpaCKM TIeMaTOKCWJIIMHOM M  203MHOM  HCIIOJIb30BaTh ~ MMMYHOTHCTOXMMHUYECKOE
OKpalTuBaHUE Ha MelaHoMa-crierupudeckue mapkepsl (Melan A, Twuposmnaza, S100,
HMB45). IMMyHOTHCTOXUMHUYECKOE OKpAIIMBaHUE PEKOMEHIYETCS PYTUHHO BBIMOJHSTH B
TOM 4YHCI€ M TP OTCYTCTBHM TNPU3HAKOB METACTAaTUYECKOTO MOPAXKEHHS I0 JaHHBIM
OKpAIIMBaHUsI TEMATOKCUIMHOM U 303uHOM[96-99].

YpoBeHb y0enuTeJbHOCTH peKOMeHAanni - A (YpOBEHb JOCTOBEPHOCTH JOKA3aTeNIbCTB -

la)

B orcyrcrBre Bo3moxkHOocTH BhiosiHEHUSI BCIIY pexkoMmenayeTcss MakCHMMalbHO THIATEIBHO

HCCIENOBaTh  peTrHOHapHbIe JIUMGOY3ibl, ucnonb3dys Y3WM  nanga  HaBuranmuu  Ha
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MOJAO3PUTEIIbHBIN JTUM(ATHUECKUN y3el ¢ TOCJIEIYIONIEH TOHKOWTOJIBHOW TMYHKITUEH W
[UTOJIOTMYECKUM HcciieaoBanreM [89-93].

YpoBennb yoenurteabHocTH pekoMenaanuii - C (ypoBeHb JOCTOBEPHOCTH JOKa3aTENIbCTB -

V)

3.2 Jleuenne meaanoMbl Kok |1 cragumn

Tayuenmur ¢ menanomoti koxcu Il cmaduu npedcmasnsaom cobol HEOOHOPOOHYIO
2PYNny NayueHmos ¢ mouku 3peHus aeveOnou maxmuku. C NPAKmuyecKol moyKu 3peHus
cnedyem pasiudamo pezexmadenbHbll npoyecc u Hepe3ekmabebHblll
MEeCMHOPACNPOCMPAHEHHBIIl  Npoyecc  (8KII04As  KOH2AOMepamsl — AUMPOY3108  U/uiu
Mpau3umusvle UIU cameiiumusvle Memacmasvl - kiunuveckue eapuarmol \IB wmu I1IC
cmaouu). Pexomenoayuu no neuenuro 601vHuIx Hepezekmabenvrou meaanomou xodcu 111C
O0yoym  paccmompenvt 8  pazdene  ‘neuenHue  OONbHBIX — MemMAcCmamuyeckou U

HepezekmabenvHou mearanomoti” (3.4).

PexomMeHtyeTcsi BBINOJIHUTH aJICKBaTHOS WCCEYCHHE MEPBUYHON OMyXoyin (eciau He ObLIOo
BBINIOJIHEHO paHee) (cM. myHKT 3.1) [65-74].
YpoBeHb y0eauTeJbHOCTH peKOMeHIamuii - A (ypOBEHb JOCTOBEPHOCTHU JIOKA3aTENbCTB -

la)

PexomMeHyeTcsl  BBIOJMHATH PETHOHAPHYHI JIMM(DAJICHIKTOMHIO BCEM TAIMEHTaM ¢
pe3ekrabenbHoi Menanomoit koxu |1 craguu[100-103].

YpoBenb y0equTeIbHOCTH peKoMeHIaluii - A (YpPOBEHb JOCTOBEPHOCTH JIOKA3aTEIBCTB -
la)

o [TanimeHTaM, y KOTOPHIX METACTATHYECKOE MOPAKEHUE PErHOHAPHBIX TUM(PATHIECKIX
y3JI0B OBIJIO YCTAHOBJICHO B pe3yJIbTaTe MPOLeypbl OMONICHH CTOPOKEBOTO JINM(PATHUECKOTO
y3J1a, PEKOMEHIyeTCs MpeliaraTh IMOJHYI JUM(aIeHIKTOMHIO B TOM aHAaTOMHYECKOM
obmactu, rAe ObUTM  OOHApYXKEHbl  METACTaTUYECKH  HW3MEHEHHBIE  CTOPOYKEBBIC
numdarnyeckue y3iasl. [80-88]

YpoBeHb yOeAuTEIbHOCTH peKkoMeHaAanuii - B (ypoBeHb TOCTOBEPHOCTH JOKA3aTENbCTB -

l1a)

HpI/I IMPOBCACHUN HHM(I)&I[CHBKTOMI/II/I 00JIBHBIM MeaHoMo ko 1 CTaIuu pCKOMCHAYCTCA
BBIIIOJHATE MAKCUMAJIIbHO IIOJIHOC YIAAJICHHUC KIICTYATKH aHATOMHUYECKOM 06J13.CTI/I, B

auM(paTHYECKUX y3JlaX KOTOpPOW BBISBICHBI MeTacTa3bl MenaHoMbl (Hampumep, Ib-V
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kineryatku 1red (Ia - mo mokaszanwsm), |-111 ypoBHHM KjeTYaTKH MMOAMBIIICYHON OOJIACTH,
[MOBEPXHOCTHBIE U IITyOOKHE maxoBble uMdarudeckue y3isr) [100-103].

YpoBeHb y0enuTeJIbLHOCTH pekoMeHaanuii — B (YpOBeHb JOCTOBEPHOCTH JTOKA3aTENbCTB -
11b)

Kommenrapmii: npu kiunuuecku onpedeisemMom Nopasjcenuu  21yOOKUX — NAXOBbIX
auMpamuveckux y3noe Ooabuioe SHUMAHUe Ciedyem YOeiumsv HAPYICHbIM HOO08300ULHbIM
aumpamuueckum yziam. Hexomopule uccredoeamenu 8 ciayiae MAcCCUBHO20 NOPANCEHUS
2nYOOKUX naxosvix Jaumgamuyeckux y3noe (bonee 3) unu nopagxcenuu yszna Ilupozoea-
Posenmronnepa-Knoke pexomenoyiom pacwupsime obvem onepayuu 00  VOALEHUS.
UNCULAMEPATILHBIX HAPYICHBIX NOOB300UIHbIX TUMPAMUUECKUX Y3106, MAK KAK 4acmoma ux

nopasicenusi modicem 00xooums 00 20-24% [104].

PGKOMCHHYCTCH OIPCACIIATh CIICAYIOIIHUEC ITapaMETPhbl IPHU T'MCTOJOT'MYCCKOM HCCICAOBAHUN

METacTa30B MEIaHOMBI B peruoHapHbie TuM}oy3bi[16]

. KOJIMYCCTBO YAAJICHHBIX JH/IM(l)aTI/I‘-IeCKI/IX Y3JI0B;
° KOJIMYCCTBO ITOPAKCHHBIX J'II/IMq)aTI/I‘ICCKI/IX Y3JI0B;
° XApaKTEP MOPAKCHUA JII/IM(I)aTI/I‘I€CKI/IX Y3JI0B:

v/ 4acTHYHOE MOpakeHHe (KOJIUYECTBO TUM(PATHIECKUX Y3IIOB);

v/ MOJHOE MOpakeHHE (KOTMIECTBO TUM(PATHIESCKHUX Y3TI0B);

v/ mIpopacTaHue Karcyiibl (KOJTMIECTBO TUMPATHIECKHUX Y3JIOB).
YpoBeHb y0enuTeJbHOCTH peKoMeHAanuii - A (ypOBEHb JOCTOBEPHOCTH JOKa3aTeNIbCTB -

la)

PekoMenayercss mpemiaraTh MalMeHTaM TMOCHE paguKadbHOW JTUMQaJEHIKTOMHUH TpU
OTCYTCTBHH NMPOTHUBOIOKA3aHUH abIOBAHTHYI0O HUMMYHOTEPANHI0, MHPOPMHPYsSI MAIIUEHTa O
MOTEHIIMATIBHBIX MPEUMYIIECTBAX M OTPAaHUYCHHUSIX JAHHOTO METOJa JIeYeHHsS (CM. paszen
3.3) [105-110].

YpoBeHb y0enuTeJIbHOCTH peKkoMeHaannii - A (ypoBeHb JOCTOBEPHOCTU JOKA3aTEIbCTB -

la)

Pexomenayercs npeanaraTh ManyeHTaM ¢ BBICOKUM PUCKOM PETMOHAPHOIO PELUIMBA ITOCIIE
paauKaibHON TUMQaJeHIKTOMUN TIPU OTCYTCTBUU NMPOTUBOMOKA3aHUN MPOPUIAKTUYECKYIO

[IOCJIEONEPA[IOHHYIO JIy4EeBYI0 TEpalui0 Ha 00JIaCTh IMOPaXKEHHOIo JUM(QOKOIIIEKTOpa,
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UHPOPMHPYS TAlMEHTa O IOTCHIUAIBHBIX MPEUMYIIECTBaX M OTPAHUYCHUSX JIAHHOTO
MmeToza jgeuenns. [111, 112]
YpoBeHb yOeIUTEIbHOCTH PeKOMeHAannii - A (ypOBEHb JOCTOBEPHOCTH JOKA3aTEIbCTB -
Ib)
Kommenmapuii: no OaumHublM NpOBeOeHHbIX UCCIe008aAHULl NOCIEONEPAYUOHHAS TYYesas
mepanusi CHUdCaem pPUcK pecUOHAPHO20 pPeyuousa y OONbHbIX C BbICOKUM PUCKOM, HO He
oKasvieaem 6uUsAHUsL Ha 00wy  evidcusaemocmov[112].K  gaxmopam evicoxozo pucka
PeGUOHAPHO20 peyuousa ciedyem omHoCam.

— B8osJIeUeHUe 8 ONYX0/1e8blll npoyecc 4 u bonee TUMPAMUUECKUX Y3108,

— npopacmanue Memacmasa 3a npeoeivl Kancyivl IUMpamuieckozo y3id;
Uccneoosanmnwiii pesxcum nyyesou mepanuu 6 OaHHOM ciayyae cocmaensin 48 I'p 3a 20

¢paxyuii 6 meuenue ne 6onee 30 onerr[112].
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3.3 PexoMeHIAIIMH N0 IPOBEAEHNI0 ATLIOBAHTHOM TE€PAIINN MEJIAHOMbBI KOKH
HJ’IH OIIPECACIICHUA MOKa3aHUM K Ha3HAYCHUIO a,[[”bIOBaHTHOP'I TEpaIlnu PEKOMCHAYCTCA

OIICHUTh PHUCK TMPOTPECCUPOBAHUS M CMEPTH OT MEIAHOMBI KOXH IIOCIe
PaIMKAIBHOTO XUPYPrHYECKOro JedeHus. JIJis OIEHKH pHUCKAa PEeKOMEHIYETCS
ucnonb3oBath knaccudukanuo TNM AJCC/UICC 2009 kotopast BKJIFOYAeT B ceOs
OCHOBHBIC ITPOrHOCTHYECKHE (DaKTOphI (CM. Takke Tabiuiy 6). [14, 15]

YpoBeHb yOequTeIbHOCTH pekoMenaaumii - A (ypoBeHb JOCTOBEPHOCTH

J0Ka3arenbeTB — la)

Pexomennyercst mpemiarath MAlMEHTaM C BBICOKUM M IPOMEKYTOYHBIM PUCKOM
MIPOTPECCUPOBAHUS TIOCTIEC PAIMKAILHOTO XUPYPrHUECKOTo JieueHus (T.e. OOJbHBIMU
co cramusmu  |IB-IIl, T.e. mpu tommuue omyxomu mo Breslow 2,01-4,0 mm c
u3bsi3BiicHHEeM noBepxHocTH [ T3b] wiu npu Tommumue o Breslow 4,01 mm u Gonee
BHE 3aBHCHUMOCTH OT HAJIM4YUs U3bsi3BIcHUs [T4a-D], wiu npu Hanu4uy nopaxxeHus
peruoHapubix auMdoysnoB [14, 15] (cm. Tabammy 6)) TpU  OTCYTCTBHH
MPOTHBOIOKA3aHUN aIBIOBAHTHYID HWMMYHOTEpPAIUIO, HWHPOPMHUPYS TalKUeHTa O
MOTCHIMATBHBIX MPEUMYIIECTBAX M OrPAHUYCHUSX JaHHOTO METOJa JICUCHHUs (CM.
pazzaen 3.3) [105-110]

YpoBeHb yOenuTeJbHOCTH pekoMeHaamuii - A (YypOBEHb JOCTOBEPHOCTH
JI0Ka3aTeabCTB — 1)

Kommenmapuii: K Hacmosiwemy MoMeHmy HOKA3AHO, 4MO  CYWecmeyem
appexmusnoe  adviosammuoe — jleueHue  MeNAHOMbl  KOMCU — Npenapamamu
pexombunanmnozo unmepghepona anvgpa 2 a,b (MOH anvgpa) u MKA 6roxkamopamu
peyenmopa CTLA4 (ununumymao). Pezynomamer  nocneoneco memaananusa
nposedennozo 6 2013 200y OemoHcmpupyrom yayduieHue Gvlocusaemocmu 6e3
npoepeccuposanusi  Ha  Gone  npumenenuss — uumepgpepona  arvgpa  (OP
(omnocumenvnwiti puck) = 0,83; 95% JHU (0osepumenvhnoviii unmepsan) om 0,78 oo
0,87, P < 0, 00001) u obwert svixcusaemocmu (OP = 0,91; 95% JHU om 0,85 oo
0,97; P = 0,003) no cpasnenuto ¢ opyeumu éapuanmamu neverusi/nadrooenus [113]
Pesynomamer  neckonvkux KPYNHbIX ~ NPOCNEKMUBHLIX  PAHOOMUIUPOBAHHBIX
UCCIE008AHUIL CEUOEMENLCBYIOM,  YMO UCHONb308aHUe peKombunanmuozo UOH
arvgha npusooum K CMAMUCMUYECKU  3HAYUMOMY  YBEIUYEHUI0  MeOUuaHbvl

bespeyuousnotl evicusaemocmu  ooavuvix MK -1l cmaoui na 9-11 mec. [107,
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109] Veenuuenue 5-nemmeii be3peyudusnoll evidicusaemocmu Ha (Gone mepanuu
unmepgeponom no cpasmenuro ¢ nabmooenuem cocmaesnsem 9-11%.[105-107].
Ipghexm pexombunanmunoco UH® anvgpa Ha obwyio ewidicusaemocms 001bHbIX
MeHee 0YeBUOeH U NOOMEEPIHCOeH OAHHbIMU O08YX UCCIEO008AHUN U  O0OHO20
memaananuza [108-110]. Pesyabmamer  HedasHo npo8edeHH020 UCCIe008aHUs.
EORTC 18071 mnpooemoncmpuposanu, umo unuiumymad 6 0oze 10 me/ke
00CMOBEPHO  ygenuuusaem oOWYI0  BbIHCUBACMOCMb,  BbLINCUBAEMOCMb  De3
npocpeccuposanus, 6pems 00 NOAGIEHUs OMOAleHHbIX Memacma3zos. CHudiceHue
pUcKka cmepmu npu npumeHeHuu unuaumymada cocmasusiem 28%, CHuUdCeHue pucka
nosielenuss OMOANEHHbIX Memacmasoe u npocpeccuposanus 24%. I[lamunemusis
o0wWas  BuIICUBAEMOCMb,  NAMUNEMHASL  GbIHCUBAEMOCHb — Oe3  OMOANeHHbIX
Memacmazos U NAMUIEMHs BbIHCUBAEMOCMb Oe3 NPOCPecCupO8aHusl CoCmMasisiiom
65% 6 u 54%, 48% u 39%, 41% u 30% coomseemcmeaenHo 8 cpynne unUIUMymada u &
epynne naayebo. Yacmoma umMmyHHO-ONOCPEOOBAHHBIX HENCENAAMENbHIX ABNIEHUL 6
epynne ununumymadba cywecmeenno eviwe [114]. Ilpsimoe cpaenenue 08yx
nekapcmeennvix npenapamog (M®@H anvgpa u ununumymada) 6 nacmosujee epems
npooondicaemcst (NCT01274338).

He pexomendyemcs 6 pymunHot npakmuke (6He pamoK KIUHUYECKUX UCCIe008AHULL)
8 A0BIOBAHMHOM pedcuMe UCNONb308AMb Opyeue Npenapamvl, Kpome Hpenapamos
HUDH anvepa, sxarouas unurumyma6t. 'Y poBeHb yoeauTeIbHOCTH pekoMenaamuii - C

(Yyposenv docmoseprnocmu dokazamenvcms - 1V)

Jlis manueHToB, paJuKaIbHO ONEPUPOBAHHBIX MO MOBOJY OTAAJNECHHBIX METACTA30B
MEJTaHOMBI KOXKH, B HacToslIee BpeMs He pazpaboTaHo. PekoMeHI0BaHO MPOBOAUTH
TaKWM [TallACHTaM JWHAMHYECKOe HAOJIOJCHWEe WM TpeiaraTh yJacTHE B
KIMHAYECKUX UCCIICTOBAaHMSX (€CIIi TakoBbIe nmeroTcst)[16, 55].

YpoBenb yb6eauteabHocTH pexoMenaaumii - C (ypoBeHb JOCTOBEPHOCTH

NoKa3arenbeTs - V)

He pexkomennyercss mpoBoauTh axbioBaHTHYIO Tepanuio UDH ansda 6onpapiM MK

OaronpusTHOIO  MPOrHO3a, HMEIOIIUM  HU3KHM  pUCK  MPOrpecCHpOBAHUS

3abonesanus (1A, IB, 1A craaun).[115, 116]
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YpoBenb yOeauTeabHOCTH pekoMeHaaumii - B (ypoBeHb JOCTOBEpHOCTH

nokasarenbets — 11a)

e He pexomenayeTcst MpoBOAUTH aibloBaHTHYIO Tepanuto UDH anbda 6omsaeiM MK, y
KOTOPBIX PHCKH, CBS3aHHBIE C Pa3BUTHEM HEKENIATEILHBIX SBICHUN Ha (oHe
npuMenenus MOH, nepesemunBaioT oxumacMyro moias3y [117-120]:.

YpoBeHb y0eauTeIbHOCTH PpekoMeHaanuii - B (ypoBeHb JOCTOBEPHOCTH
nokasarenbeTs — 11a)
Kommenmapuit. Yuumuvisas, umo nposeoenue ummynomepanuu MPH anvgha conpsiceno c
UBBECMHBIMU PUCKAMU HENCELAMENbHBIX SAGNeHUL, Cledyem GblOeiums Spynny NayueHmos,
KOMOPbIM 3Mo JeueHue npomugonoxkasaro. Ilocie ananuza OaHHbIX TUmMmepamypsbl IKCnepmol
npuwIU K 8b1600Y, UMO PUCK NPesocxooum noavsy om Haznauyenus HMDH anvgpa 6
crnedyiouux cayuasx (o He oepanuyusaemcs umu) [117-120]:
*  Taoxcenas denpeccust
*  [uppos neuenu n10601 5muonocuu
«  Aymoummynnsie 6onesnu’
*  Buwipaoicennas (cmen. 3-4 no CTCAE ver. 3.0[121]) opeannas nedoocmamounocmo
(cepoeunas, neueHouHas, noveyHas u op.)
*  Bepemennocmo unu nianupyemas 6epemMeHHoCmy
* [lcopuas
*  Hecnocobrnocms nayuenma a0ekeamuo 6bINOIHAMb HA3HAYEHUS 6paia
B cea3u ¢ smum, 3Kcnepmuvl peKOMeHOYIOm neped HA3ZHAYeHUEeM aObIOBAHMHOL
UMMYHOMeEpAnuu UuHmep@epoHom UCKIIOUUMb HATUYUe Yy NAYUEHMO8 NePeyUCieHHbIX
NPOMUBONOKA3AHUL, NPU HE0OXOOUMOCMU NpUudecHy8 K KOHCYIbMayuu Cneyuaiucmos
(mepanesma, ncuxuampa, Oepmamonoea u m.0.). Cnedyem  makdce  yuecmo
NPOMUBONOKA3AHUS K HAZHAYEHUIO NPenapamd, YKazaHuvlie npou3gooumenem 6 UHCmMpyKyuu
1O NPUMEHEHUIO.

Hannvie no 6ezonacnocmu u 3¢pgexmuenocmu aoviosanmuoeo npumenenus UOH
arvgha npu menamome Kodxcu y auy Mmonodxce 18 nem ocpanuyenvl eOUHUUHBIMU
HAOI00EHUAMU, NOIMOMY IKCHepmbl He peKomeHnoyiom Hasznavams UPH dannoii kamezopuu

OOIbHBIX.

® 3a HCKIIOYEHHEM CITydYaeB ayTOMMMYHHOTO THPEOMIHTA C HCXOJOM B IEPBHUHBIN TMIIOTHPEO3 H
TIOJIHOW JIeKapCTBEHHOW KoMmeHcauueil. Ecnu nHa QoHe jedeHus MHTeppEepoOHOM HE yaaercss TOOHMThCA

KOMIeHcanuu (yHKIMY IMUTOBUIAHOM xkene3bl, To UDH crnexyer oTMEHUTH
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PexomMeH10BaHO HAYMHATH AJBIOBAHTHYI0 MMMYHOTEPANUI0 B CPOKH HE MO3KEe 9
Helellb € MOMEHTa XHUPYPTUYECKOrO JIEYEHHUS IIOCJIe TIOJHOTO 3a)KUBJICHUS
MIOCJICOTIEPAIIMOHHON paHbl. He pexoMeHmyeTcs HaYMHATh albIOBAHTHOE JICYEHUE B
TOM Cilydae, €cl ¢ MOMEHTa orepanud mnpoiwio 6onee 9 nenens.[108, 109, 118,
122].

YpoBeHb y0eqUTEJbHOCTH peKoMeHIamuii - A (ypoBeHb JIOCTOBEPHOCTH
JI0Ka3aTenbeTB - I1B)

[lpy  yoOBIETBOPUTENBHOW  MEPEHOCMMOCTH (M OTCYTCTBHHM  IPU3HAKOB
NPOTPECCUPOBAHMS OCHOBHOTO 3a00JieBaHMs) MaKCHMalbHas  PEeKOMEHayemas
JUTUTEIBHOCTH JIeueHus cocTanisieT 12 mecsines. [123].

YpoBeHb yOeauTelbHOCTHM pekoMeHaauMii - A (ypoBeHb JOCTOBEPHOCTH

J0Ka3aTeNbeTB - I1B)

B pyTMHHO#M NpakTHKe HCIOIB30BATh PEKMMBI aIbIOBAHTHOTO JICYCHUS MEIaHOMBI
KOKH, TIpuBeieHHbIe B Tabmuie 5 [108, 109, 122, 124]
YpoBeHb YOEIUTEJILHOCTH peKoMeHaamuii - A (YypOBEHb JIOCTOBEPHOCTH

JI0Ka3aTebCTB - 1)

Tabaunna 5. Pekomenayemble pe:kMMbI HMMYHOTEPANUHU /151 A1bIOBAHTHOI'O JIeYeHMS
MeJIAHOMBI KOKH

NuaykuuonHas IMoanep:xkuBaromas C
paza daza ChLIKA
1. «Beicokue Wutepdepon ansda 2b 20 | Uatepdepon ampda 2b 10 | [108,
TIO3BI» MITH/M? B/B B 1-5 IHu X 4 MITH/M? /K X 3 p/men x 11| 109]
HEJ. Mec.

2. «Huzkue Wnrepdepon anbda 2 8, b 3-5 mua EJ] n/k x 3 p/en x 12 | [122,
JI03B1» Mec. 124]

VYuuTbiBas OTCYTCTBUE JNaHHBIX 00 3((EKTHUBHOCTH IPYTHUX PEKHMOB Ha3HAUYEHUS
VN®H anbda, ux HE cleayeT UCIOIb30BaTh B PYTHHHOM MPaKTHKeE.
YpoBenb yOeauTeqbHOCTH pekoMeHaauuid - B (ypoBeHb JOCTOBEPHOCTH

nokazatenbcTs — 11a)

Kommenmapuii: umeromcs maxoice ceedenus 00 yayuulenuy pemMeH 00 npocpeccupo8anus

npu npuMeHeHUuU ne2uIupo8anHo2o unmep@epona anvgha 8 pexcume nee-MOH 6 mxe/ke 1 pas

6 Hed * 4 neo, danee 3 mke/ke * 1 paz 6 neo * 23 mec. [annwiii pesxxcum makoice He umeem
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npeumywlecms 6 OMHOWleHUU 0Owel bl CUBAeMOCmu U  vlcusaemocmu  Oe3
npozpeccuposanuss  neped  HU3KOOO3HbIMU — PedCUMOM, HO  obnadaem  3HAYUMOU
mokcuunocmovio [125]. B osmotl cessu npenapam He peKOMeHOO8aH OJisi PYMUHHO2O
npumeHenus 05l A0bIOGAHMHOU MEPANUU MENAHOMbI KOICU

Kommenmapuii: B nacmosawee epemsa ne cywecmeyem 00Ka3amenibCme HpeuMyuecmsd
gvicokux 003 UDH anvgha neped HusKkumu, HONYYEHHBIX 6 pe3yibmame ux npsamo2o
cpasnenus [107, 126]. Ilpu npunsmuu pewenus ciedyem maxoice y4ecms MHeHUue nayuenma

u docmynnocmu npenapamos UOH anvga onsa nposedenus neuenus.

B paHIOMH3MPOBAaHHBIX KCCICIOBAHUSIX HE OBUIO TMOKA3aHO MPEUMYILIECTB MPEPBHIBUCTHIX
PEeKHUMOB Ha3HAYCHUsI UHTEpPEepOHa anb(a, MOTOMY UX He PEKOMEH/IYeTCs HCIOJIb30BaTh B
pyTuHHOU npakTuke [117, 127].

YpoBeHb yoeaquTeJbHOCTH pekoMeHaauuii - B (ypoBeHb JOCTOBEPHOCTH J10KA3aTEIbCTB -

1)

[1o 1aHHBIM MHOTOUYMCIIEHHBIX MEKIYHAPOIHBIX UCCIIEJOBAaHUNM NPUMEHEHUE XUMUOTEPAIuU
B aJbIOBAHTHOM PEXHUME IMOCIIE PAIUKaIbLHOTO JieueHus MenaHoMbl koxu IIb-l1l cranuu He
NPUHOCUT  KJIMHWUYECKOM monb3bl  [128-135]. He pekoMmeHayeTcss  HCIOJIb30BaTh
XUMHOTEPANNIO B PYTUHHOM MPAKTUKE JUISl aTbIOBAHTHOTO JICYEHUS MEITAHOMBI KOXKH.
YpoBenb yoeauTeJbHOCTH pekoMeHaanuii - A (YpOBEHb JOCTOBEPHOCTH JI0KA3aTEIbCTB -
la)

He pexomenayercs ucnons3oBars uHAyKTOpbl MOH, npyrue nntepdeponst (0era u ramma) B
aIbIOBAHTHOM pEXHMME IpU MeJNaHoOMe KOxu. Mwmeromuecs gaHHbIE KIMHHUYECKUX
WCCIIEIOBAaHUHM CBUJIETENLCTBYIOT 00 OTCYTCTBUU I(P(PEKTUBHOCTH HHTEp(epoHa ramma B
aIbIOBAaHTHOM pekuMe [136], OTHOCHTENBbHO JPYrHX MpernapaToB HUMEIONIMXCS HAyYHBIX
JAHHBIX HEJJOCTATOYHO ISl X OE€30MaCHOTO MPUMEHEHHUS.

YpoBeHb yoeaquTeJbHOCTH pekoMeHAauuid - B (ypoBeHb JOCTOBEPHOCTH J10KAa3aTENbCTB -

l1a)
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Taﬁ.mma 6. PexoMenaganuu mo AABIOBAHTHOMY JICYCHUIO MEJIAHOMBI KOKH

*.
PeKOMeHnyeMoe aIbIOBAHTHOC JICUHCHHC t

5 s y
| 2
O =

A. U®H ansda 3-5 mau En n/k X 3 p/Een. X 12 mec.
B. U®H ansda 20 miaa En/m2 B/B B nau 1-5 x 4 Hen., nanee 10 muiH
En/m2 m/k 3 p/aen.x 11 mec.

m/k 3 p/Hen. x 11 mec.

5|
o)
fus|
Nila-N2a, é A. U®H anbda 3-5 maua Ex m/k x 3 p/Hen. x 12 mec.
A Tr:[LIizIa 5 B. M®H anbga 20 mm Ex/m2 B/8 B aum 1-5 % 4 nex., ganee 10 mmn Ex/m®
2
=

“ Topsimok pacronokenus pexnumoB (A, B) mIpuBeieH B COOTBETCTBHH C YPOBHEM KIMHHYECKOH
3HAYMMOCTU U1 JaHHOW TpYNIBI ITalMeHTOB. Bcerma ciemyer BBIOMpaTh pexuM A, TMPH HEBO3MOXKHOCTH
MIPOBEJIEHUS pexuMa A, JOMyCKaeTCs ero 3aMEHUTh PEXXUMOM B.

" TMammenTaM Bcex TPyIN CIEAyeT MpeIaraTh ydacTHe B KIMHHUECKHX HMCCICIOBAHWAX MPH HAIMUHA

TAaKOBBIX B JAHHOM J1Ie9e0HOM YUPEKACHNN
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3.4 Jleyenne 0OJBLHBIX METACTATHYECKON M Hepe3dekTadeabHO Meganomoil koxu (111C

HepesekTadeabHas -1V)

3.4.1. O6wue npuHyunsl 8bI60pA mepanuu nepeoii JAUHUU Yy GO/IbHBIX

Memacmamu4eckoll u/a1u Heonepa6eaAbHoU Me/1aHOMOU KoXxcu

Kommenmapuii: Ha eviOop mepanuu nepeou JuHuu y OONbHLIX MemMAacmamuyecKkol uiu
HeonepavenrbHOU  MENaHOMOU — KOJCU — OKAa3vleaem  GIUAHUE — MHONCECMEO  (haKmopos:
buonocuueckue 0cobenHocmu 3abonesanus, obwee COCMosHUEe NAYUeHmda U  e20
conymcmeayowas namojyocus, O0CMYNHOCMb Memoo08 NedeHus — 6ce OHU O0JNCHbL OblMb

yumeHbl 07151 OCMABAEeHUs. ONMUMATLHO20 NIIAHA JIeYeHUs 8 KANCOOM KOHKpemHoM ciydae.

Pekomenayercss  mpoBecTH TIIATENbHOE ONpEAENieHUE PACIPOCTPAHEHHOCTH 3a00JieBaHUs
(«ctagmpoBanuey) 3aboneBanus B 00beme MPT romoBHOro Mo3ra ¢ B/B KoHTpacToM (He Oonee 4
HEJIeNb MOCIe YCTaHOBKU quarHo3a); KT opranoB rpyaHo# 1moiocTy wid (€Cu HE MOXKET ObITh
MIPOBEJICHO B TeUEHUE 2 HeJllelb M0Ce YCTAHOBKU JUarHo3a) peHTreHorpadus opraHoB IpyIHOM
kietku; KT opraHoB OproiHO#M MOJOCTH M MAJIOTO Ta3a ¢ B/B KOHTPACTOM WM (€CIIM HE MOXKET
OBITH TIPOBEACHO B TEUCHHE 2 HEENb MOCIEe YCTAaHOBKHU Jnuaraoza) Y3U opraHoB OprOIIHOM
nojocTu W Mmanoro Taza; Y3  mepudepuueckux auMQoys3ioB, 30H MOCIEONEPAllMOHHBIX
py6moB. Ilpu Hamuumm peakiuii Ha HOA-cOAEpIKAIMN KOHTpAcT nomyckaercs 3ameHa KT
OpIOIIHOM TONOCTH M MAaloro Ta3a C BHYTPUBEHHBIM KOHTpacTupoBanuemM Ha MPT c
BHYTPUBEHHBIM KOHTpacTUpoBaHueM. Bcerna cinenyer ornaBars npeanourenue KT niau MPT B
cpaBHenuu ¢ Y3U unm peHtreHorpadueit s ONEeHKH pacinpoCTPaHEHHOCTH 3a00JIeBaHus, €CITN
TOJILKO ATO HE TMOBJIHUSAET Ha JUIMTENBHOCTH mporecca ctaaupoBanus. [IDT-KT taxxke moxer
3amMeHuTh coboit KT rpyaHoi, OprolIHOil MoJ0CTH U Maloro Tasa ¢ B/B KOHTPAaCTUPOBAHHEM Ha
JTane MEepBUYHOM OIIEHKHM pPaclpOCTPAaHEHHOCTH 3a00jeBaHUsA. Y OEIUTENbHBIX CBEICHHH 00
yirydiieHud BekuBaeMocTy pu npumenennu [I9T-KT Bmecto KT kak 1iis OleHKM epBUYHON
pacnpoCTpaHEHHOCTH, TaK W Ui OLEHKH 3¢dekTa JedeHus He umeerca. B 3Toil cBszu
PEKOMEH IyeTCsl UCTIOJIb30BaTh HaNOO0JIee JOCTYITHBIN MeTo auarHoctuku [47-50, 52-54].

YpoBeHb yoenuTeIbHOCTH peKoMeH1anuii - B (ypoBeHb 10cTOBepHOCTH J0Ka3aTeabeTs - 1)

PekomeHTyeTCsl BBINOJIHUTL PA3BEPHYTHIA OOUIMI M OWOXMMHYCCKHA aHaJIM3bl KPOBH C
OTpeIeIeHHEM YPOBHS JIakTaTaeruaporeHassr [34-40]

YpoBeHb yoenuTEeILHOCTH peKoMeHaauuii A (ypoBeHb TOCTOBEPHOCTH J0Ka3aTeIbCTB — 1)
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PexoMenyercst BBINONHUTH OLEHKY COCTOsHUS manueHta no Imkate BO3/ECOG (cm.
[Mpunoxenune I'1)[137], Hamuune cOMyCTBYIOIIEH MATOJIOTHH, 0KUIAEMON IPOIOIKHTEIBHOCTH
KHU3HU.

YpoBeHb yoenuTeIbHOCTH peKoMeH1anuii A (ypoBeHb JTOCTOBEPHOCTH JI0Ka3aTe/IbCTB — |a)

PexoMeHyeTcss MpoBeCTH MOJEKYJISPHO-TEHETUYECKOE MCCIEAOBAHUE OIYXOJM Ha HajIu4due
myTanuii B 15 sk3one rena BRAF. [l ucciieqoBaHuss MOKET OBITh HMCIIOJIB30BAaH apXUBHBIN
OIyXOJIEBBIH MaTepuan WIM CBEXUH MaTepuasl, KOTOPbIH MOXHO IOJYy4YUTh HpPU OUONCHU
(OTKpPBITOHM, TOJICTOUTONBHOM [KOp-OMomcuu] u Jip.) B cillyyae, €ClIM 3TO IOBIUSAET Ha BbIOOp
nanpHeei Taktuky Jieuenus [16, 55, 56].

YpoBeHb yoeIuTeIbHOCTH peKoMeH1anuii A (ypoBeHb JTOCTOBEPHOCTH JI0Ka3aTe/ILCTB — |a)

[Tpu orcyrcTBum myrauuu B reHe BRAF (“mukuii Tun”) pekoMeHAyeTcsi BBINOJIHUTH AHAIU3
Owonrata omyxosm Ha Myranuto B rene CKIT (8,9,11,13,15,18 5k30HBI), €ClIM 3TO MOMKET
HOBJIUATH HA BBIOOP TApreTHOTO areHTa B JICUEHHH MeTacTaTHUecKoro mporecca[58, 138-144].

YpoBeHb yoeIUTeJILHOCTH peKoMeHaauuii A (ypoBeHb JOCTOBEPHOCTH J0Ka3aTeIbCTB — 1)

[Ipy OTCYTCTBMM BO3MOKHOCTH BBIIOJHUTH MOJIEKYJIIPHO-TEHETHUECKOE HCCIel0BaHNe
omyxonu Ha Hamumuyue Mmyrtauud B reHe BRAF (wm CKIT) B Tedyenwe 4 Hemens mocie
YCTAHOBJICHHSI TarH03a METAaCTaTHYECKON METaHOMBI (OTCYTCTBYET MaTepHal Ui aHAJIN3a, HET
COOTBETCTBYIOIIIETO O0OpYNOBaHHWS B YUPEXKIEHUH W T.J.) TPU OTCYTCTBHH APYTHX
IPOTHBOIOKA3aHUN PEKOMEHAYeTCs HaYMHATh TEPalHi0 MallMEHTY B COOTBETCTBUM C ITYHKTOM
3.4.4 HacTOSAUX PEKOMEHIallui.

YpoBenb yoenuTeabHOCTH pekoMenaanuii C (ypoBeHb JOCTOBEPHOCTH JI0Ka3aTebCTB — V)

3.4.2. Bwvi6op mepanuu  nepeoll JAUHUU Yy GOJbHLIX Memacmamu4eckoll u.au

Heonepa6eabHOU Me/aHOMOTl Kodxcu ¢ Mymayueltl 8 2eHe BRAF

VY mnanmentoB ¢ myranueil B rene BRAF V600 B mepBod JMHUHM Teparmuu pEeKOMEHIYETCS
UCTIOJIb30BaTh JINO0 MoHOTepanuto aHTH-PD1, nu6o komOunamuio narudutopos BRAF u MEK.
[Ipu HenmoctynmHOCTH KOMOMHHpOBaHHOTO JieueHus uHruouropamu BRAF u MEK wnu anTi-
PD1 BO3MOXHO TIpOBeieHHEe MOHOTepanuu wuHruoutopamu BRAF [145-155].  Jleuyenue
IPOBOJUTCS JI0 MPOTPECCUPOBAHUS 3a00JE€BAHUS MM PA3BUTHS BBIPAKEHHBIX HEKYMHPYEMBIX
TOKCHYECKUX SIBJICHUH. PeXMMbI MpUMeHeHus IpuBeieHb! B Tabnuue 7 u 8.

YpoBeHb yoenuTEeILHOCTH peKoMeHaauuii A (ypoBeHb TOCTOBEPHOCTH J0Ka3aTeIbCTB — 1)
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Kommenmapuit. VYV nayuenmog ¢ 0O0abWON ONYXON€80U MACCOU U BbICOKOU CKOPOCMbIO

npoepeccuposanus 3a001e8anus ciedyem omoasams npeonoumeHue KOMOUHAYUY UHSUOUMOPOs

BRAF u MEK

He pexomenayercss mnpoBoauTh Tepanuto wuHruoutopamu BRAF wumm  xomOuHarumein
unruouropo  BRAF m MEK nanuenTam ¢ HEM3BECTHBIM CTaTyCOM OITyXOJH B OTHOLICHHU
mytaiuu B reHe BRAF, Tak kak umeroTcss CBelI€HHS O BO3MOXKHOCTH MapajoKCalbHOU
aktuBauun ERK-curnampHOro mnyTM ©  YCKOpEHHsS pOCTa OMNYXOJdU TMpPH MPUMEHEHUU
uaruouropoB BRAF Ha kiaeTounbix uHusSx 06e3 myrtaiuu B rene BRAF [156, 157]

YpoBeHb yoenuTeIbLHOCTH pekoMeHaanmii B (ypoBenb qoctoBepHocTH q0Ka3atenbet — 1)

He pexomennyercsi komOuHupoBanue unrubutopa BRAF u wunruburopa MEK pasubix
MIPOU3BOIUTEIICH, TaK KaK TaKWe KOMOMHAIINY U3y4EHBI HEJIOCTATOYHO.

YpoBeHb yoenuTebHOCTH pekoMenaanuii C (ypoBeHb JOCTOBEPHOCTH JI0Ka3aTeIbCTB — V)

VYuurtsiBas 0coObIN PODUIL AEPMATOIOTHUECKUX HEXKEIATENbHbIX SBJICHUI 3TUX MPENaparos, B
YaCTHOCTH PUCK PA3BHUTHUS TUNIOCKOKIETOYHOTO paKa M JPYTruX OIMyXoJiei KoK, Ha (JOHE JIeUCHUS
HE00XO0/IMMO PEryJIIpHO MPOBOJAUTH OCMOTpP KOXKHBIX MOKPOBOB. Ilpu mopo3penun Ha pazButue
IUIOCKOKJIETOYHOTO paKa WM KepaTOAaKaHTOMBI HEOOXOIUMO MX XHMPYPrudecKoe yJajJeHUe C
MOCIEAYIOLUM THCTOJIOTMUYECKUM HCCIIeI0BaHUEM, MpU 3TOM Tepanus mHruoutopamu BRAF
nnun komOunanuet maruobutopoB BRAF u MEK moxer OwbITh mpojomkeHa 0e3 mepepbiBa B
JedeHny u/nim 0e3 peayKIMu 1036l ipenapara [158].

YpoBeHb yoequTeJILHOCTH peKoMeHaauii A (ypoBeHb JOCTOBEPHOCTH J0Ka3aTeIbCTB — 1)

[Tpu nposenenun unruouropamu BRAF wnmm komOunanuein mnruobutropos BRAF u MEK
OLIEHKY 3(QeKTa JIedeHUs PEeKOMEHJOBAHO NPOBOJUTH KaxJsle §8-10 Hemenp He aomyckas
MepPEPHIBOB B MpHEMeE MperapaTa Ha nepuoj oneHku d¢dekra gedenus. s onenku s¢dexra
TEpanuy PEKOMEHIYETCs HCIIOB30BaTh OIEHKY OOIIEro COCTOSHHS TalMeHTa W METOJIbI
JYy4eBOM JUArHOCTUKU (cM. Tabnuiy 4, MyHKT 2.4) a TakKe CTaHJapTHbIE KPUTEPUU OTBETa Ha
mutoctarnueckyto tepanuto (RECIST 1.1 unmu BO3) [159, 160].

YpoBeHb yoenUTEeILHOCTH peKoMeHaanuii A (ypoBeHb TOCTOBEPHOCTH J0Ka3aTeIbCTB — 1)

Tadoauua /. Peskumbl HazHayenusi uHTHONTOPoB BRAF u MEK

Cxema Tepanuu IMpenapar Ho3a IIyTs Anu Juntenbnocts | Cebliika
BBeJIEHUsI | MpuemMa HMKJIa, [HH,
peKkuM
KomOunmnpoBannas | Bemypadenu6 | 960 mr | BHyTpH €KETHEBHO JUTUTENIBHO [145,
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Tepanus

2 pa3a
B JICHb

146]

Kobumernaub

60 Mr
1 paz B
CYTKH

BHYTPb

c1mo 2l

JIeHb, 7 qHEeH

TepepbIB

JJIUTCIIBHO

Komb6unupoBanHnas
Tepanus

Habpadenunod

150 mr
2 paza
B JICHb

BHYTPb

CXKCIHCBHO

JJIUTCIIBHO

[147]

TpameTnHNO

2wmr 1
pa3 B
CYTKHU

BHYTPb

eXKeJHEBHO

JJIUTCIIBHO

MoHoTtepanus

Bemypadhennd

960 mr
2 paza
B JICHb

BHYTPb

eXKEeJHEBHO

JIUTCIIBHO

[161,
162]

Momnorepanus

Jlabpadenunod

150 mr
2 paza
B JI€Hb

BHYTPb

CXKCIHCBHO

JJIUTCIIBHO

[163]
[164]

e [lpu HanmUMuMM NPU3HAKOB IIPOrPECCUPOBaHUs 3a00JI€BaHUS Ha (POHE MPUMEHEHUSI MHTUOUTOPOB

BRAF wmm koMOuHanuu HMHTHOUTOPOB

BRAF u MEK,

WM TIOSABJICHUA HPU3HAKOB

HCIICPCHOCHUMOCTHU TaKou TCpalluy, IMpHu COXpaHCHUU YAOBJIICTBOPUTCIBLHOI'O O6I.I.[CFO COCTOsSAHUA

naruerTa (ECOG 0-2) u oxxu1aeMoii mpoI0KUTSIIBHOCTH )KHU3HU 0osiee 3 MeC. peKOMEHyeTCs

NEPCBCCTU MAIUCHTA HA TCPAIIUIO MOAYJIATOPpAMU UMMYHOJIOTHYCCKOI'0 CMHAaIca — 6HOKaTOpaMI/I

peuenropa PD1 [148-154, 165]. PexxuMbl mpuMeHEHHsI IPUBEICHBI B Ta0IHIIE 8.

YpoBeHb yoeauTeIbHOCTH peKoMeHaanuii A (ypoBeHb JTOCTOBEPHOCTH JI0Ka3aTeIbCTB — ID)

Tab6uunua 8. Pe:kumbl npuMeHeHus 0J10kaTopoB peuentopos PD1

Cxema IIpenapar Jo3a Iyrs Jdan JANMTeJbHOCTD | CCHIJIKA
Tepanuu BBEJICHUsI | BBeeHUsI | IUKJA, JHH,
peKuM
3 mr/kr [148-
MacChl 150]
B/B
Tena (HO 1 pazB 14
MoHoTepanus HUBOJIyMa0 KaIeJabHO . JUTHTEITEHO
He Oonee 60 vutH TTHEH
240
Mmr)[166]
2 Mr/kr [151-
MaccChI B/B 154]
1 pazB 21
MoHnorepanust | nemOoponusymad | Tena (HO | KamelnbHO JUTUTETTHHO
NICHb
He OoJee 30 MuH
200 mr)

e [lpu HamUUMM NPU3HAKOB MPOrPECCUPOBaHUs 3a00IeBaHMs Ha (POHE MPUMEHEHUsI HHTUOUTOPOB

BRAF nepekiitroueHre ManueHTOB Ha KOMOMHUPOBAHHYIO TE€PAIUI0 He PEKOMEHIYEeTCsl, TaK Kak
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BEPOSITHOCTh IOJYYUTh OTBET Ha JIEUCHHE OCTaeTCs HU3KOW, a MeauaHa BpPEMEHH 10
IpOrpeccupoBaHus He npeBbimaet 3 mec.[167]

YpoBeHb yoeauTeIbHOCTH peKoMeHaanuii - B (ypoBeHs 1octoBepHOCTH J0Ka3aTeabCcTs - 1)

[Ipy HanMMuUMU NPU3HAKOB MPOrpeccHUpoBaHus 3a0ojeBaHus Ha (OHE MPUMEHEHHUS OIHOTO M3
unrnouropoB BRAF miu ogno#t n3 komOunanuii uarnouropa BRAF u MEK (cm. Tabnumy 7) He
PEKOMEHIyeTCsl TEpeK/IoYaTh MAlMEeHTOB Ha jApyrod wuHruowmrop BRAF wumm  apyryio
koMOuHanuio uHruoutopa BRAF u MEK. Mmeronuecs NpekIMHUYECKHE JTaHHBIC TTO3BOJISIOT
MPEIOJIOKUTh AHATIOTUYHBIE MEXAaHU3MBI JIEHCTBUS M (DOPMHpPOBAHUS PE3UCTEHTHOCTH K
BemypadeHnoy/koonMeTuHnOy u nabpadenndy/rpamernnnody [168, 169]. Ceenenus o Hamuyuu
KIMHUYECKON 3((HEKTUBHOCTH MOJOOHOTO MEPEKITIOUEHUS TAaK)KE OTCYTCTBYIOT.

YpoBeHb yoenuTEeILHOCTH peKoMeHaanuii - B (ypoBeHb 10cTOBEpHOCTH J10Ka3aTesbeTs - 1)

[Ipy MenjIeHHO MPOrPecCHPYIONIeH MEeTacTaTHYeCKOW W/WIM  MECTHOPACHpOCTPAaHEHHOU
menanome (Il neonepabenpHas - IV cragun) y NaiMeHToB ¢ 05KUIAEMO MPOI0KUTEIBHOCTHIO
KM3HM HE MeHee 6 Mec. NP OTCYTCTBHH IMPOTHUBONOKA3aHHI, HE3aBUCUMO OT CTaTyca MYTallUH
BRAF, pexomenmyercs WCHONB30BaHUE IMperapara HIMIMMyMal TOCIIe MpPOTrpecCUPOBAHHS
Oosie3nn Ha QoHe cranmapTHoil Tepamuu (Onokaropsl penentopa PD1, muarnoutopsr BRAF,
xomOuHanust uaruoutopoB BRAF u MEK,) mnmm B ciydyae ee Henepenocumoctu [170-172].

Pexum npuMeHeHus npuBeeH B Tabnuiie 9
YpoBeHb yoeauTeIbLHOCTH peKOMeHaanuii - A (YPOBEHb JOCTOBEPHOCTH J0Ka3aTelbCTB - 1)

Kommenmapuii: Hnunumymad saensiemcs uneubumopom ammueena 4 yumomoxcuveckoeo T-
aum¢poyuma (CTLA 4) u ommnocumcsa k kamezopuu UMMYHO-OHKOIOSUHLECKUX NPEnapamos.
Hnunumymab ucnonvzyemcs 6 0oze 3 me/ke 6/6 6 euoe 90-munymnou ungysuu xadxcovie 3
neoenu (1, 4, 7 u 10-1 Hedenu) , 6ceco 4 66edenusi (00bEOUHEHHDI AHANU3 OAHHLIX
npodemoncmpuposan 17%-Holti nokazamenv 7-1emueti 00OWell Bbl#CUBAEMOCMU CPedU BCeX
nayueHmos ¢ Memacmamudeckol u/ui MecmHOpacnpoCmMpaHeHHou @opmot MeraHoMmbl,
noayuaswiux unuaumymao). Ilepeoe konmponvroe obcrnedosanue pekoMeHOyemces nposooums Ha
12 nedene om Hauyana nevenus (npu OMCYMCMEUU KIUHUYECKUX NPUSHAKOS BbIPANCEHHO2O0
npozpeccuposanus). Yuumvieas 603MOMCHOCMb pA3GUMUS AYMOUMMYHHbLIX HEHCeNamenbHblX
a6neHull  (Ouapesi, Koaum, 2enamum, OSHOOKPUHONAMUU, OepmMamum) HeoOXo0umMo ux
c80e8peMeHHoe BblAGleHUe U aKMUGHoe JleueHue 6 COOMBemCmeul ¢ O0OWenpuHamulMu

aleopummamil.
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Tab6amnua 9. Pe:xum npumenenns 6;1okatopa peuentopa CTLA4

ctp. 39

P MEJIAHOME KOKHA

Cxema Ipenapar Ho3a yrs JAHu JnureabHOCTH CChLIIKA
Tepanuu BBe/ICHUsI BBeJCHUSl | IUKJIA, JHU, PEKUM
3 Mr/Kr B/B [170-
1 paz B 21
Monotepanusi | umuiMMymMad | Maccel | KameabHo 90 HeHD MaKCUMyM 4 BBEJICHUS 172]
Telna MUH

e [Ipu HEBO3MOKHOCTH MPOBEIEHHUS Tepanuu (WIM CPOKaMH OXUJAHUS Hayalla TakKoil
tepanuu 6onee 1 mec.) uarnouropamu BRAF unn komOunanueit narnouropos BRAF u
MEK wiu uaruburopamu perentopo PD1 wim CTLA4 B mepBoii nin BO BTOPOH JTMHUHU
y MallMeHTOB C METACTAaTUYECKON MJIM Hepe3eKTa0eIbHON MEIaHOMOW U MyTalluel B reHe
BRAF B omyxomnu npu cOXpaHeHUU YIOBIETBOPUTEIHHOTO OOIIET0 COCTOSIHUS MallieHTa
(ECOG 0-2) u oxumgaeMoil mpoaoJDKUTEIBHOCTH JKU3HU OoJjiee 3 MeC. PEeKOMEHIyeTCs

[173-181].

XUMHOTepanuu  (MOHOTEPANHUS

IIPOBEJICHHE LUTOTOKCUYECKON XUMHOTEPANIUU HawnGonee

pacripoCTpaHEHHbIE  PEKHUMBI WM  KOMOWHAIUN)

npuBeieHbl B Tabauie 10.
YpoBeHb yoenuTeILHOCTH peKoMeHaanuii - B (ypoBeHb 10CTOBEpHOCTH J10Ka3aTenbeTB - 1)

Kommenmapuii. /Jannviii 6uo nevenusi menee 2¢gekmusen 6 omHouienuu ygeauyeHus oouyetl

NPOOOINCUMETILHOCIU  JHCU3HU, BPEMEHU 00 NpPO2PecCUpo8anus,  4acmomvl 0ObEKMUEHbIX
0meemos Ha ieyeHue u, 8 OONbUIUHCMEE CIyHaes, CONPoBONCOAemcs 6oiee GblpaNCeHHbIMU
HediCelamelbHbIMU  PeaKkyusimMu 6 cpasHeHuu ¢ uneudbumopamu BRAF unu xombunayuei
uneubumopos BRAF u MEK unu uneubumopamu peyenmopos PDI1 unu CTLA4. B smoii ceazu
credyem usbe2amv  NPUMEHEHUS. XUMUOMEPANUU 6 Nepeoll JUHUU Jle4yeHUuss OO0NbHbIX
Memacmamuyeckou unu HepesekmabenvbHol menanomou u mymayueti 6 cene BRAF 6cecoa,

K020d 3MO 803MOINCHO.

Tab6uuua 10. Pesxxumbl XuMHOTEpanuu, uMelolye pacipocTpaHeHue Npu
METACTATHYECKON MeJIaHOME KOKH

Cxema IIpenapar Ho3a IIyTh Anu JduTeabHOC | CCHLUIK
Tepanun BBeJleHH | IpHEeM | Th  IHUKJA, | a

bl a JTHH, PEKUM
Momnorepan | [axapbasun 1000 B/B 1-i [173-

2 21-28

ust MT/M 175]
Mouotepan | Haxapbaszun 250 , B/B 1-1/1v — 2128
ust MTI/M 5-i
Monorepan | Temozonomuo 200 BHYTPb 1 - 28 [176]
us Mr/m° WJIU B/B 5-i
Monorepan | Apabunonupanosuime | 1000 B/B JIEHb [177]
1501 MUl HUMpPO30MOYEBUHA | MT memieHs | 1-3 28-35

0
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Llucnnamun 20 B/B 1-4 [180,
KomOunamu wr/m’ Vi 181]
4 Bunbnacmun 2 Mr/m 1-4 28
Jlaxabaszun 800 1
Mr/M?
IHaxnumaxcen 175- B/B 1 [178,
KomOunanm 225 2 179,
o MT/M 21 182]
Kapbonramun AUC= 1
5-6

[Ipu npoBeneHNM XUMHOTEPANTUH OLIEHKY A QeKTa JIeueHHsT PeKOMEHI0BaHO ITPOBOJUTH TIOCIIE
Kaxaoro 2-3-ro mukia (kaxasie 7-12 uvenens). st onenku 3¢ dexra Tepanuu peKOMEHIyeTcst
UCIIOJIb30BATh OIIEHKY OOIIEro COCTOSHUS MAIlMeHTa M METOJBl JIy4eBOW IHUArHOCTHKU (CM.
tabnuiy 4, MyHKT 2.4) a TaKkKe CTaHJapTHBIC KPUTEPUH OTBETA HA IIUTOCTATHYECKYIO TEPAITHIO

(RECIST 1.1 mwmm BO3).[159, 160]

YpoBeHb yoenuTeILHOCTH peKoMeHaaluii - B (ypoBeHb 10CTOBEpHOCTH J10Ka3aTenbeTB - 1)

3.4.3. Bwi6op mepanuu  nepeoil JAUHUU Yy 6OJbLHbLIX Memacmamu4eckoll uau

Heonepa6eabHOU Me/1IaHOMOlI Kodcu ¢ Mmymayueli 8 2ceHe CKIT

VY mammentoB ¢ mytanueii B rene CKIT B xadecTBe Tepammel mepBOi JIMHUN PEKOMEHIOBaHA
60 MoHotepanus aHTH-PD1, mu6o naruduropom CKIT nmaTtuanOoM. JleueHne mmatnHUOOM
MPOBOAMTCS JIO MPOrPECCUPOBaHUs 3a00NIeBaHUs WM PA3BUTHUSL BBIPAKEHHBIX HEKYMHUPYEMBIX
PEIYKITHEH 103bI TOKCHYECKHX SIBIICHUH. PeXXUMBI PUMEHEHHUs prBeicHbI B Ta0muie 11 [183].

YpoBeHb yoeauTeIbHOCTH peKoMeHauuii A (ypoBeHb JTOCTOBEPHOCTH JI0Ka3aTeIbCTB — ID)

Tadaunna 11. PexxuM npuMeHeHUus1 UMATHHUOA MPH MeJIaHOMeE KOXKHU

Cxema IIpenapar Ho3a yrs Jdum JdaureabHoCTh

Tepanuu BBe/leHNUsl | BBeleHUsl | IMKJA, [HH,
PeKUM

Mounorepanust | uUMaTHHHO 400 mr 2 p/cyT BHYTPb | €KEJIHEBHO JUTUTEIIBHO

Ouenky a¢dekra Tepanuu peKOMEHIOBAaHO MPOBOAWTH He pexe | pasza depe3 kaxasie 8-10
HeJleNb Teparuy, He JOIyCKas IMepephbIBOB B MpHEMe Ipernapara Ha MepuoJ oleHKH 3¢ ¢eKTa.
Jlis oreHKH 3ddeKrTa Tepanuu pPEeKOMEHIYeTCS HCIOIb30BaTh OIEHKY OOINEro COCTOSHUS
MaIMeHTa U METOJIbI JIy4eBOM JAMAarHOCTUKH (cM. Tabmuity 4, myHKT 2.4), a TakKe CTaHIapTHHIE
KpUTepHH oTBeTa Ha rurtoctaruueckyro tepanuto (RECIST 1.1 unu BO3).[159, 160]

YpoBenb yoeauTeabHOCTH pekoMenaanuii C (ypoBeHb JOCTOBEPHOCTH J0Ka3aTenbeTB — 1)
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He pexkomennmyercss mpoBOIUTH TEpanMi0 UMATUHHOOM IMAalMEHTaM C HEM3BECTHBIM CTaTyCOM
omyxonu B oTHomeHnu mytanuu B reHe CKIT, Tak kak cBeaeHUs O KIMHHUYECKOH MOIb3E OT
OpUMEHeHHs uMaTHMHUOa Yy OonbHBIX ©Oe3 aktuBupytomed wmyramun B reHe CKIT
orcyrcTByroT[184-187].

YpoBeHb yoeqUTeJILHOCTH peKoMeHaauii A (ypoBeHb JOCTOBEPHOCTH J0Ka3aTenbeTB — 1D)

[Tpr HANMYUKM TIPU3HAKOB MPOTPECCUPOBAHUS 3a00JeBaHUS Ha (OHE MPUMEHEHHS] UMATHHHOA,
OpH  COXPAaHEHHH YAOBJIETBOPUTEIBLHOrO 00mero cocrosaus manuenra (ECOG 0-2) u
O)KUIaeMOM TPOJIODKUTEIILHOCTH KHU3HH Oojiee 3 MeC. PEKOMEHIYETCsS MPOBOAMTH TEPAITUIO
MOJYJISITOPAaMH MMMYHOJIOTHYECKOTO CHHarca — Oyokatopamu perentopa PD1 [188, 189].
PexxuMbI MPUMEHEHUS IPUBEICHBI B TAOIHUIIE 8.

YpoBeHb yoequTeILHOCTH pekoMenaanuii B (ypoBens moctoBepHocTH qoKa3zaTeabcts — 1)

[Ipy HEBO3MOXKHOCTU MPOBEACHUS Tepanuu (WIK CPOKAMU OKHMJAHUS Hayala TaKod Tepanuu
6onee 1 mec.) uMatuHuOOM WK uHrHOUTOpamu peuentopoB PD1 unu CTLA4 B nepBoii uimu Bo
BTOPOIl JIMHWM Yy TMAalMEHTOB C METAcTaTUYEeCKOW WU Hepe3eKTabeabHOW MeJaHOMOM ¢
mytarueit B rene CKIT B omyxonu npu cOXpaHeHHH yIOBICTBOPUTEIHLHOTO OOIIETO COCTOSHUS
nanuenta (ECOG 0-2) u oxumaeMol NpOJOJDKUTEIBLHOCTH KU3HH Oosiee 3 Mec. BO3MOXKHO
IPOBEICHHE  IMTOTOKCHYeCKoW xumuotepanuu [173-181]. HambGonee pacmnpocTpaHeHHbIC

PEKUMBI XUMUOTEPANTUHU (MOHOTEpANus WK KOMOMHANMN) TpuBeieHb! B Tabmnure 10.
YpoBeHb yoenuTeILHOCTH peKoMeH1auuii - B (ypoBeHb 10CTOBEpHOCTH JT0Ka3aTenbeTs - 1)

Kommenmapuii: /lannviii 6uo nevenus menee 2¢gpekmusen 6 omuouleHuy ygeauueHus ooweu
NPOOONIHCUMENILHOCIU  JCU3HU, BPEeMeHU 00 NpOSPecCcUpo8anus,  4acmomvl O0O0bEKMUBHLIX
omeemos Ha Jedenue U, 8 OONLUUHCMBE Cy4aes, CONpPo8oANcoaemcs 0olee BblpaiCeHHbIMU
HedicenamenvHblMu  peakyusimu 6 cpastenuu ¢ uneuoumopamu CKIT wunu uneubumopamu
peyenmopos PDI unu CTLA4. B smoti céa3u credyem uzdecams npuMeHeHus XUuMuomepanuu 8
nepeou NUHUU JNedeHUss OONbHBIX Memacmamudeckou Ulu Hepe3eKmabenbHol MenaHoMOou U

mymayueti 8 eene CKIT 6cec0a, kocoa smo 603modicHO.

3.4.4. Bbi6op mepanuu nepeoll AUHUU Y 60AbHbIX 6e3 Mmymayuli 8 2eHax BRAF uau
CKIT

VY GonpHbIx 6e3 myrauuit B reHax BRAF nmn CKIT npu coxpaHeHuu yaoBIETBOPUTEIBHOTO
obmrero cocrosinus manueHta (ECOG 0-2) u oxumaeMoil mpoJo/KUTEILHOCTH JKU3HU Oosee 3

MCC. ONTUMAJIBbHBIM BAaPHAHTOM TEpANHU CICAYET CUHUTATh MOIAYJIATOPBI HMMYHOJOIHYECKOI'O

41



cTp. 42
cuHarica — Omokaropel penenropa PD1 [149-153, 190, 191]. CranmapTHbIe PEKUMBI
NPUMEHEHHS IPUBEJICHBI B TaOIHIIE 8.

YpoBeHb yoenuTeIbHOCTH peKoMeH1anuii A (ypoBeHb JTOCTOBEPHOCTH JI0Ka3aTeNILCTB — 1a)

e [lpu OYeBUAHOM IPOTPECCUPOBAHUU OO0JIE3HU HA (POHE Tepamnuu OJIOKATOpaMu PElEernTOPOB
PD1 (cm. Takke pasgen 3.4.5 wm Tabmuny 12) y mMamueHTOB € OXHUIAACMOM
MPOJOKUTEILHOCTRIO JKU3HH HE MEHee 6 MeC. IpHU OTCYTCTBHUU IPOTUBOIOKA3AHUM,
He3aBUCMMO OT ctaryca Mmyrtanuu BRAF, pexkoMeHayercss ucmoiib30BaHUE Mperapara
unmtumyma6 [192]. Pexxum nmpuMeHeHHs TpUBEICH B Tabwmiie 9.

YpoBeHb yoequTeILHOCTH peKkoMeHaanuii B (ypoBeHs 1octoBepHOCTH q0Ka3aTeabcTB — |1D)

e [lpu oyeBHIHOM TPOrpPECCUPOBAHMU OOJIE3HH HA (OHE TEPalMU OJHUM U3 OJIOKATOPOB
peuentopa PD1 Her HMKAaKMX HAayYHBIX OCHOBAHUHW Il TIEPEKIFOYCHUS TMAlMEHTOB Ha
npyroi o6moxatop peuentopoB PDI1. Mmeromuecs: npexkaMHUYECKHE JaHHbIE IO3BOJISIOT
NPEIOI0KATh aHAJOTHYHBIE MEXaHW3MBI JIEHCTBUS U (POPMUPOBAHUS PE3UCTEHTHOCTH K
HUBONyMaOy u memOponuszymady. CBeneHHS O HaJMYUU KIUHUYECKOH 3(dexTuBHOCTH
N0JJOOHOTO TIEPEKITFOUEHHSI TAKXKE OTCYTCTBYIOT.

YpoBenb yoenuTeabHoCTH pekoMenaanuii C (ypoBeHb JOCTOBEPHOCTH J0Ka3aTeIbCTB — V)

e [Ipu HEBO3MOXXHOCTH MPOBEACHMS Tepanuu (MM CpPOKaMHU OXHUJAHHUSA Hayajla TaKol
tepanun Oonee 1 mec.) marHONTOpaMu penentopoB PD1 mmm CTLA4 B mepBoil uiam BO
BTOPOIl JIMHUM Yy MAllUEHTOB C METACTaTMYECKON WM Hepe3eKTaOeabHOW MelaHoOMOW 0e3
mytanuii B rene BRAF wiu CKIT B omyxoiu mpu COXpaHEHHH YJOBIETBOPUTEIBHOTO
obmero cocrostausi manuenta (ECOG 0-2) u oxugaeMoil MpPOJOKUTEIBHOCTH HKU3HH
Oosiee 3 Mec. PEKOMEHIYETCs MpOBeICHHE MUTOTOKCHYECKoW xuMuoreparuu [173-181].
Haubonee pacnpocTpaHeHHbIE PEKUMbl XUMHUOTEpaAnUU (MOHOTEpANUsS WU KOMOWHAIMN)

npuBezieHsl B Tadmuie 10.
YpoBeHb yoenuTeIbHOCTH peKoMeH1anuii - B (ypoBeHb 10cTOBEpHOCTH J0Ka3aTeabeTs - 1)

Kommenmapuii: /annviti 6uo neuenus menee 2¢gpekmusen 6 omHouleHuy ygeauueHus ooweu
NPOOONIHCUMENILHOCIU  HCUSHU, BPEeMeHU 00 NpOSpeccUupo8aHus,  4acmomvl O00bEKMUBHLIX
omeemos Ha jneyeHue u, 8 OONbUIUHCMEE CNyHaes, COnpogodcoaemcs 0oiee BblpaXCeHHbIMU
HediceNlamenbHbIMU PeakyusimMu 6 cpagHeruu ¢ uneuoumopamu peyenmopog PDI1 uiu CTLA4. B
9mou cesa3u ciedyem uzde2amov NpUMeHeHUs XUMUOMepanuy 8 nepeou JUHUU ledeHus OOIbHbIX
Memacmamuyeckol uiu HepeszekmabenvHou menanomou 6ez mymayuil ¢ cene BRAF 1 CKIT

ecezc)a, K020a 5Mo 803MOICHO.
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3.4.5. Oco6eHHOCMuU  OYeHKU omeema HaA  Je4vyeHue  .mody/1amopamu
UMMYHO0/102U4eCcK020 cuHanca (uHzuéumopamu peyenmopa PD1 uau CTLA4)
Kommenmapuit: Mooynsimopvl ummyHonocuyeckoeo curnanca (uneubumopwol peyenmopa PD1
unu CTLA4) npedcmasnsiom co6oll npuHyunuaibHo HOBbIU KIACC 1eKapCmMEeHHbIX NPenapamos,
aghghexkm Komopwvix pazeusaemcs 8 pezyivbmame 6030€UCMBUSL HA INeMeHmMbl UMMYHHOU
cucmemvl nayuenma. Camu JeKapcmeenHvle cpeocmea He 001a0arom npomueoOnyxXoiesbim
ahpexmom, a IMUMUHAYUA ONYXONEBbIX KIeMOK O00CMUSAemcs 3d Cuem aKmueayuu Kiemok
UMMYHHOU cucmemsl nayuenma. Imo 00yciagiugaem ocoOeHHOCmU pa3eumus KIUHUYEeCK020 U
PAOUONIO2UYECKO20 OmMEema Ha JledeHue.

PexoMenyercsi mpoBOIUTH MEPBOHAYANBHYIO PAIHOJIOTHYECKYIO OLIEHKY OTBETa Ha JICUCHHE

IIPOBOAMUTCS HE paHee 12 Hemenb OT Havyala Tepanuu (MpUd OTCYTCTBUU KIMHHUYECKOTO

YXYALIEHUS COCTOSHUA NanueHTa). [loBTropHble nccnenoBaHus MpoBoAsTCs yepe3 8-12 Henenb

(Mpu OTCYTCTBUU KIIMHMYECKOTO YXYAIICHUS COCTOSIHUA maienTa). [149-153, 190, 191, 193].

YpoBeHb yoenuTeIbHOCTH PeKOMEeHIaluii - A (YPOBEHb JJOCTOBEPHOCTH J0Ka3aTelbCTB - 1D)

PeKOMCHI[yCTCH HCIIOJb30BAaTh MOI[I/I(I)I/IHI/IpOBaHHHe KpUTCPUHU OTBCTA HaA JICUCHUC, KOTOPLIC
AOIMYCKAIOT MOABJIICHHUE HOBBIX OYaroB (HpI/I OTCYTCTBUH KIIMHUYCCKOI'0 YXyAUICHUA COCTOAHUA

narrienta) [193](cm. Tabnuiry 12).

YpoBeHb yoenuTeIbHOCTH peKOMeH1anuii - B (ypoBeHb I0CTOBEpHOCTH JT0Ka3aTesbCTB - 11a)

Ta6umua 12. CpaBHenue TpagunnoHHbiX kputepues (Ha npumepe RECIST) u xpurepues
OLICHKH OTBeTa Ha MOAYJATOPbl UMMYHoJdoruveckoro cuHamnca (mRECIST wumiaum irRC)

[193, 194]

OnyxoJieBblii RECIST irRC

OTBeT

110 Hcue3noBeHNE BCEX 0YaroB Hcue3noBeHne BCEX 0OYaroB, B

(TmonHBINA OTBET) TOM YHCJI€ HOBBIX

4o VYmenpmienne  CIII  TapretHeix YMeEHbIIEHUE CIILI

(Yactuunslif orBer) oyaroB Ha >30% mpu OTCYTCTBHM TapreTHBIX + HOBBIX OYaroB Ha
nporpeccupoBanusi  co  ctopoHsl > 30%

APyrux oO4varoB IIOPAKCHUA 0o I[OHyCKaeTC}I ITOABJICHHUEC HOBBIX

C3
(cTabunuzarus)

IIOSBJICHUSA HOBBIX

YMEHBIICHNE OITyXOJIEBBIX
obpa3zoBanuii MeHee ueM Ha 30% wnn
yBenndeHue He 6onee ueM Ha 20%

0YaroB
YMEHbILICHHE OITyXOJIEBBIX
oOpa3oBaHMil MeHee YeM Ha
30% mnpu OTCYTCTBHHM HOBBIX
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MIPU OTCYTCTBUU HOBBIX MOPAKEHUI MOpaXEHUI WM yBEIUYEHUE He
6onee uem Ha 20%
JlonmyckaeTcsl MOsIBJIEHUE HOBBIX
0YaroB
113 Veennuenue  CIIIL  Taprernsix VYBemuuenue CIIII/ TapreTHbx
(mporpeccupoBanue) odaroB Ha > 20% wu/uiam mosiBIeHHWE + HOBBIX o4aroB Ha > 20%
HOBBIX OYaroB

YpoBeHb yoeauTeIbHOCTH peKoMeHaanuii - B (ypoBeHb 10CTOBEpPHOCTH JJ0Ka3aTeabCTB - 11a)

3.4.6. /JlaumesnbHOCMb J1eYeHUsA MOAyAamopamu UMMYHO0/102U4ecKo20 cuHanca

(unzu6umopamu peyenmopa PD1 uau CTLA4)

WNuruburop penenropa CTLA4 npumensieTcss B pe)kKUMe OIrpaHMYSHHOTO KOJIMYECTBA BBEACHUIN

— He Oomnee 4. B HekoTOopbIX ciydasx (mpu cTaOunm3anuu 3a00ieBaHHs UIU OOBEKTHBHOM

oTBEeTEe Ha JeueHue Oosee 6 Mec., CMEHHUBLIMMUCA MPOrpecCUpOBaHUEM 3a00JeBaHMS)

JIOITYCKaeTCsl MOBTOPHOE IPUMEHEHHE Kypca Je4eHUs HIIMMymaOoMm (Takxke He Ooisiee 4

BBeieHmit)[170].

YpoBenb yoequTebHOCTH pekoMeHaauii - A (YpoBeHb JOCTOBEPHOCTH 10Ka3aTeNnbCTB - ID)
WNuruburopsr peuentopa PD1 mpuMeHSIOTCS B IOCTOSHHOM PEXUME C HUHTEpBAJIOM 2
(auBomyMal) unu 3 (memOponau3ymal) HeAeTu 10 HACTYIUJICHHS IIPOTPECCHPOBAHUS (CM. TaKKe
paznen 3.4.5 u Tabnuiy 12) nim HemepeHOCUMOCTH, HO He Oonee JByX JjieT Tepanuu [149-153,

190, 191].
YpoBeHb yoenuTeILHOCTH PeKOMeHaluii - A (YpOBEHb JIOCTOBEPHOCTH JIOKa3aTelbCTB - ID)

OpHaKko O JaHHBIM MPOBEAEHHBIX MCCIEIOBAHUN OTMEHA TEPAllMU y TAIMEeHTOB, JOCTHUTIINX
MIOJTHOTO, YaCTHYHOTO OTBETAa HA JICUEHHE HE NMPHUBOJUT K MPOTPECCHPOBAHUIO 3a00JICBAHUS.
[195]B aroii cBs3M, MPUHUMAsT BO BHUMAHHE TPYAHOCTH C AOCTYIOM K 3 (PEKTUBHOMY JICUCHHIO,
MOYeET OBITh PEKOMEHJ0BAHO MpeKpalleHne Tepaniuu UHruouTopamu peuentopa PD1 takxe u y
MAIMEHTOB C TMOATBEPKAEHHBIM OOBEKTHBHBIM OTBETOM Ha JiedeHHe (2 TOCIe0BaTeIbHBIX
uHpopMaTUBHBIX paguonornueckux uccienoBanus [KT wmun MPT] ¢ unTepBaniom He mMeHee 8
HeJeNs) IsamumMes 6omee 6 mec.

YpoBenb yoenuTelbHOCTH pekoMenaanuii - C (ypoBeHb JOCTOBEPHOCTH J0Ka3aTeNbCTB - V)

3.4.7. JleueHue nayueHmo8 ¢ 0COGLIMU KAUHUYECKUMU Hopmamu /A0KAAbHOU U

MecmHopacnpocmpaHeHHoﬁ Me/JSIAHOMbI KOJiCcU

[Ipu mecTHOpacnpocTpaHEHHOH (QoOpMe MENaHOMBI KOXXKH C H30JHMPOBAHHBIM TOPAKEHUEM

KOHEYHOCTH B OTAEJBHBIX crienuanu3supoBaHHblx HeHTpax (PI'BY «POHIl um. H.H. broxunay,
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MockBa u ®I'BY «HUU onxonoruu um. H.H. IletpoBa», Cankt-IleTepOypr) MoxeT OBITh
BBITOJIHEHA W30JIMPOBAHHAS TUIIEpTEpMUYecKas nepdy3ust KOHEUHOCTH ¢ MemdanaHoM. [lannas
npoleypa UMeeT OrpaHHueHHYI0 3()()EKTHUBHOCTE U MOXET ObITh PEKOMEHJ0BAaHA KaK METOJ
NAJUTMATUBHOW  OPTaHOCOXPAHSAMIIEH Tepanmuu y OOJNBHBIX C MECTHOPACIPOCTPAHEHHON
Hepe3eKTaObenbHOH (OPMON METaHOMBl KOXXKH, HE OTBETHUBIIMX HA CTAaHIAPTHYIO TEPaIuio
(uarudutopsl BRAF/MEK, Monynsitopsl uMMyHOJIOTHUYECKOTO cuHarica) [196-199].

YpoBeHb yoeIuTEeILHOCTH peKoMeH1aluii - B (YpoBeHb JOCTOBEPHOCTH J10Ka3aTeNbCTB - |1a)

[Tpu oOMIMPHBIX MO IUIOIIAAN MOPAKEHUAX KOKHU JIMLA (MeJIaHOMa I10 THUILY 3J0Kaue€CTBEHHOTO
JEHTUIO0) ISl TALMEHTOB, HE JKENALMX ObITh IOJBEPrHYTHIMH PEKOHCTPYKTHBHO-
IUTACTUYECKONW omnepanuy Ha JIMIe, OJHOM M3 PEKOMEHJIOBAHHBIX JIEYEOHBIX OMUMHN SBISETCA
UCIIOJIb30BAHUE KpEMa HMMMKBHMOJ B KaueCTBE CpEACTBA I YMEHBIICHHs ILIOIIAIN
3JIOKQYE€CTBEHHOI'0 JIEHTUI'O B IOCJICONEPALIMOHHOM IIEPUOJIE B ClIydae MPOJOLKEHHOIO pocTa
OILyXOJIM WJIY IIO3UTUBHBIX KPAasX PE3CKLHUH WM B KAYECTBE CAMOCTOSTEIILHOTO METO1A JICUEHUS
[200-202].

YpoBeHb yoenuTeILHOCTH peKoMeHialuii - B (ypoBeHb J1OCTOBEpHOCTH J10Ka3aTesbeTs - 1)

3.4.8. /leyueHue nayueHmMoag ¢ Mmemacma3amu 8 20,1086HOM Mo0O32e

PexoMenyercst CTpOUTh AJTOPUTM BBIOOpA TAKTHKH JICYEeHHs] y OOJBbHBIX C MeTacTa3aMd B
TOJIOBHOI MO3T Ha OCHOBaHMH clienytonmx kputepues [203, 204].

- DKCTpakpaHHaJIbHOE PACIPOCTPAaHEHUE 3a00IeBaHHS U €T0 KOHTPOJIb

- Pa3mep MeTacTa3oB B roJOBHOM MO3Te (OOJbIIE WK MEHBIIE 3 CM)

- KonmyectBo  meracta3oB B TOJIOBHOM  Mo3re  (COJIMTapHBIM  MeTacTas,

OJIMTOMETACTATUYECKOE MOPAKECHHE, MHOYKECTBCHHBIC METACTa3bI).

- OO6mee coctosiHue o mikane Kapuoscokro (6onee 70, menee 70)

- Pacnonoxenue mMeTacTa3oB B (DyHKIIMOHAIFHO 3HAYMMBIX YacTsIX MO3Tra

- Hanuuue wiim OTCYTCTBHE HEBPOJIOTUIECKOW CHMITOMATHKA

YpoBeHb y0eauTeIbHOCTH peKOMeHAaluii - B (YpOBeHb TOCTOBEPHOCTH JI0KA3aTEIbCTB -

10

Kommenmapuii: Omxpvimas — xupypeuueckas —onepayusi umeem Nnpeumyujecmed nepeo
CMepeomaKkcu4yeckol paouoxupypauell y nayueHmos ¢ CUMAMOMHbIMU 0YA2aMu, a MAaKdice
OeCCUMNMOMHBIMU 04A2AMU, PACNOTONCEHHBIMU 8 YHKYUOHAILHO HE3HAYUMBIX YACSAX MO32d
pasmepom Oonee 3 cM NpU 0AHCUOAEMOU NPOOOANCUMETLHOCMU HCUHU (De3 yuema GIusHUs

memacmasad 6 20106HOM M032€) bonee 3 mec. Hpu amom BozmooicHo npoeeOeHue cearnca

45



cTp. 46
CMepeomaKkcudeckol. paouoxXupypeuu Ha ONepayuorHHyio NOA0CMb OJisl YAVUUEeHUs. JTOKATbHO2O

KOHmMpPOJIA.

PexoMeHI0BaHO BBIMIOJHUTD CTEPEOTAKCHUECKOE PATUOXUPYPIHYECKOS BMEHIATEIBCTBO IPH
pacroio)KeHUH  MeTactaza B (DYHKIMOHAJIbHO  3HAYMMOM  vactu  Mmo3ra  [203]

YpoBeHb yoeauTeIbHOCTH peKoMeHaaluii - B (ypoBeHb 10cTOBEpHOCTH J0Ka3aTeabCTB - 1)

[Ipu onuromeracTaTU4ecKOM MOPAKEHUU TOJIOBHOTO Mo3ra (3-10 owaroB) pasmepamu 10 3 cM
KaXJIbIii CTEPEOTaKCUYECKas PaluOXUPYPTUs MOKET ObITh PEKOMEHIOBaHA JIOTIOJIHUTEIHLHO K

JIEKapCTBEHHOMY JICUCHHIO M UMEET IIPeHMYIIlecTBa repel o0nyueHneM Beero Mmo3ra[203]
YpoBeHb yoenuTeILHOCTH peKoMeHaaluii - B (ypoBeHb 10CTOBEpHOCTH J10Ka3aTenbeTB - 1)

Kommenmapuii: Coobwenuss o poau o0nyuenus 6ce20 Mo32a NpU  MHOMCECTNBEHHBIX
Memacmazax MeNaHoOMbl 8 2O0JN06HOM MO32e WU NpU NOPANCEHUU MO3208blX 000]10YeK
npomugopeuusvl. Ima npoyeodypa Modxcem Oblmb NPeoNodceHa nayueHmy O 00necHeHusl
HeBPON0UYECKUX CUMNIMOMOE NPU MHONCECMBEHHbIX Memacmasax 8 20l108HOM Mo32e 6 Cyyae

ObICmpo2o npoepeccuposanust Ha gone rexapcmeennot mepanuu[204].

ﬂeKClpCI’}’l6€HHaﬂ mepanusi nayueHmos C memacmamudecCKum nopastiCeHuem 20J106H0c0 Mo3sed
npoeodumc;z no mem sice npuHyundam, 4mo u 07151 OONILHBIX ¢ Memacmasamu dpyeux JlOKCl]ZZ/lS’aLluIZ.
Ceseoenusi 0 HeobxooumMocmu Ha3HAYEeHUs. ﬂeKapcmeeHHoﬁ mepanuu nocjiie xupypcuiecKkozco uiu
J1yueeoco 6030elicmeus Ha COJzumaprzﬁ memacmdas 6 20J106HOM MO32€ Nnpomueopeduessl.
Tu;ameﬂbelﬁ KOHMpPOJIb U HA4Aslo mepanuu 6 ciydae nosA6IeHUA NPUSHAKO6 npocpeccCuposanusl
sabonesanus modxcem Ovims HoJee OI’lpaGaaHHblM, yem Has3HAa4vyeHue mepanuu 6 «AOBIOBAHMOMY

peatcume.

4. PeaOuanranusa

PexomMenayeTcst IpoBOAUTH peadUINTALINIO0, OPUEHTUPYAICH Ha O0IIKEe MPUHIIUITBI peadMInTauN
MAIMEeHTOB MOCTe MPOBEACHHBIX XUPYPIrHUECKUX BMEIIATENbCTB U/UIH XUMUOTEPAIIHH.

YpoBeHb yoenuTeJbHOCTH pekoMenaanuii - C (ypoBeHb JJOCTOBEPHOCTH J0Ka3aTenbeTB — V)

5. IllpodpuaakTuka v AMCNaHCEPHOe HAOIIOIeHUE

Ha cerognsmnuii aeHb HET €IMHOIO MHEHHS OTHOCUTEIBHO YacTOTHl M HMHTEHCHUBHOCTHU

HaO0II0eHUS 32 OOJIBHBIMU C MEJTAHOMOU KOXKH.
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Bcem 0OnbHBIM peKOMEHIyeTCsl HM30erarb COJIHEYHBIX OKOTOB, IPOBOJIUTH PEryJIIpHOE
camMo00CJIeZIOBaHUE KOKHBIX IOKPOBOB U Hepupepuyeckux IMM(OY3JI0B M CBOEBPEMEHHO
oOpamareCss K Bpauyy TpPH BBISIBICHUM KAaKUX-THOO OTKIOHEHHH. OCHOBBIBASCh Ha pPHUCKAX
BO3HMKHOBEHHUSI  TPOTPECCHPOBAHUs  OOJNE3HHM, PEKOMEHIYETCS  CICAYIOIIUH  Tpadux

o0cienoBaHui.

Hao0us101enne 3a 00JbHBIMH C 0OYeHb HU3KMM PHCKOM NPOrpeccHpoBaHMs 3a00JieBaHUs
(cragus 0)
PexoMeHni0BaHbI €Xero/iHble (PU3UKAIbHBIE OCMOTPHI C TIIATEILHON OLIEHKONH COCTOSHUS

KOJXHBIX ITOKPOBOB.

bBouabHbIe ¢ HU3KUM prckoM nporpeccupoBanus (I-1IA craaum)
PexomeH10BaHbl (pU3MKAIBHBIE OCMOTPBI C TINATEIBHOW OLIEHKOM COCTOSIHUS KOXHBIX
IIOKPOBOB U INepudepruuecKkux JuMpaTHYECKUX y3JI0B Kaxple 6 Mec. B TeueHHe 5 JeT, 3aTeM

exxerosiHo. [IpoBeieHne HHCTPYMEHTAIBLHOTO 00CIE0BaHUS TOJIBKO MO TOKA3aHUSM.

BosabHble ¢ BbICOKHM pHucKOM mnporpeccupoBanusi 3adoneBanusi (IIB-III cragum u IV
CTagus MocJje yIajJeHus: COJTMTAPHBIX METACTA30B)

HaGmronenue 3a maHHOW Tpynmoil OOJMBHBIX, HE MMEIONIMX KIMHUYECKUX TPHU3HAKOB
3a00JeBaHus, PEKOMEHIOBAaHO HEe pexe | pasza B 3 Mec. B TeueHue 2 JIeT, 3aTeM Kaxple 6 Mec. B
TedyeHue 3 neT, 3aTeM exeroano. O0ciaenoBaHue BKIIOYAET B ceOsl:

. (bu3HUKaIbHBIE OCMOTPHI C TIIATEIBHON OIEHKON COCTOSHUS KOKHBIX TTOKPOBOB U
nepudepuIecKux JIUMPaTHIECKUX Y3IIO0B;

. uHctpymeHtanbHoe oocnenoBanue (PIT OI'K, Y3U opranoB OpromniHoii MOJOCTH,
nepudeprudeckux U OTAaleHHBIX JUM(pOy310B); mo nokazanusm: KT opraHoB rpyqHoON KIETKH,
KT/MPT opranoB OpromHoi NoJI0CTH;

. y TMAalMeHTOB C BIEPBbIE BBISIBICHHBIMM  OTAAQJIEHHBIMU  MeETacTa3aMu
pexkoMeHoBaHO BbImojHeHne MPT romoBHOro Mo3ra ¢ B/B KOHTPAaCTHPOBAHHUEM ISt

HCKIIFOYCHHA METACTaTUYCCKOT'O IMOPAKCHHA I'OJIOBHOI'O MO3ra.

YpoBeHb y0eauTeJbHOCTH PpekoMeHaanmii - B (ypoBeHb JOCTOBEpHOCTH
nokazatenbets - |11)
KomMmeHnTapun: 3adaueil Hab00enus A61Aemcsi panHee BblAGIeHUe NPOSPECCUPOBAHUS

3abonesanusi ¢ yeinbio parHeco Hadajla xumuomepanuu Uil XupypcudvecKkozco Jlie4eHu:
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PE3EKMAOENbHLIX MEMACMAMUYEecKUx 04a2os, PeyuouUsHvlX ONYXoiel, a MAaKdxice GblseIeHUe

MemaxpOHHbIX onnyﬂeﬁ KOo#CU.
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KpnTeplm OLICHKHU KaYecTBa MQI[HIIHHCKOﬁ nmomMomu

Kpurtepuu xkavyecrBa

YpoBeHb
AOCTOBEPHOCTH
JA0KAa3aTeJIbCTB

YpoBeHb
y0eauTeabHOCTH
peKoMeHaanuii

Bemonnena  mopdonorndeckas — BepupuKanus
IUarHo3a JO Hadajla JICYCHHs, 3a HMCKIIOYECHHUEM
CIy4acB SIBHOM KIMHUYECKOM KapTUHBI OIIyXOJIH
KOXH U CIy4acB KCTPEHHOMN XUPYpPruu

Ia

B

Beimonxena OIICHKA dakTopoB puCKa
nporpeccupoBanuss 'y OompHBIX co |-lll craguei
3a00JIeBaHus

Hannuue Ha3HaueHMss Ha oONpejAereHue craTyca
renoB BRAF, (npu otpuniarensHoM pesyiabTaTe - B
reie CKIT) B ciyuae MeractaTu4eckoii OOie3HH
(IV cranusg), eciu paHee TECT HE BBINOIHSIICS)

Beimonneno MPT  romosHoro Mo3ra ¢ B/B
KOHTPACTUPOBaHWEM y OOJIBHBIX C  BIICPBBIC
BeIsIBIIeHHOU |V cramueii 3a0oiieBaHus B TeyeHue 1
Mec. IocJie YCTaHOBJICHUS JIMar{osa
METaCTaTUYECKOM MeNaHOMbl (IIPH  OTCYTCTBUU
IIPOTHUBONOKAa3aHU)

Ib

XUpypruueckoe JIeUeHHE IO TMOBOAY MEePBUUYHOM
WHBAa3MBHOW MEIIAHOMBI KOXXH  BBITIOJIHEHO C
aJIcKBaTHBIM OTCTYIOM (He MeHee 1 cM, HO He Ooitee
3 cm)

b

Hamume pEKOMEHTaln i o MIPOBEAEHUIO
aqbIOBAaHTHOW TEpanmud y IIAIMEHTOB  IIOCIE
XUPYPTrAYECKOTO JICUCHHS MO TOBOAY MEJIaHOMBI
KOXXKM  BBICOKOI'O pHCKa B COOTBETCTBUU C
HACTOSIIIIMMU PEKOMEHIALASIMU

Hanuune KOHCYJIbTallu! XUMHOTEPAIEBTA,
HeHpoxupypra W/WiaM JIy4eBOro TepameBTa ¢
OIIBITOM IIPOBEICHUS CTEPEOTAKCUYECKOMN
PaguOXUPYpPrUM y MNalUeHTa C METaCTaTUYECKUM
IIOPAKEHUEM I'OJIOBHOI'O MO3Tra

Ib

Hanuuue HazHaueHuit Ha  Tepanuio aHtu-PDI,
unruoutopamun BRAF wmu iBRAF + IMEK mpu
OTCYTCTBHUHM MPOTHUBOIMOKA3aHUI y TAIUCHTOB C
METAaCTaTHYECKOH  MENAaHOMOH W HaJlu4ueMm
mytanuu B reae BRAF V600

Ia

Hannune Ha3HaueHUi Ha Tepanuio WHIHOUTOpaMU
MOJTYJISITOPOB UMMYHOJIOTHUECKOTO CHHArca (aHTH-
PD1 wm  antu-CTLA4) 1mpu  OTCYTCTBUH
MIPOTHBOIOKA3aHUN y MAIMECHTOB c
MeTacTaTUYECKOW MeJaHOMOW 0e3 MyTaluu B TeHe
BRAF V600

10.

O6ocHOBaHWE  Ha3HAUEHUS  IIMTOTOKCHYECKOH
XHUMHUOTEPAInHy, MMMYHOMO/YJIATOPOB 17001
[IUTOKUHOB, y OOJBHBIX, HE TOTYYaBIINX TEPAMHUIO
MOJYJISATOPAMH  MMMYHOJIOTHYECKOTO  CHHArca
(artu-PD1 wmm antn-CTLA4) wiu (nmpu Hanwmauu
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Kpurtepuu xkavyecrBa

YpoBeHb
AOCTOBEPHOCTH
JA0Ka3aTeJIbCTB

YpoBeHnb
y0eauTeabHOCTH
peKoMeHaanuii

myrtanuu B reHe BRAF) Tepamnuio mHruburopamu
BRAF umn BRAF + MEK

11.

CBoeBpeMEeHHass  JMArHOCTHMKAa H  aJeKBAaTHOE
JIeYeHne CrielM(PUIecKuX HEKEeNaTeIbHbBIX SBICHUN
uaruoburopoB  BRAF wm BRAF + MEK,
MOJYJIITOPOB MIMMYHOJIOTHYECKOTO CHHarca (aHTH-
PD1 wiu antu-CTLA4)

12.

Hanuume  HasHadeHmit  oOciemoBaHHWsS — Tepe
COCTaBJIEHHEM ILIaHA JIEYEHHUS B COOTBETCTBUU C
PEKOMEHIalUsIMHU

13.

BrinonHeHne XUpypruyeckoro JjieueHus B 00béme,
COOTBETCTBYIOIIEM YKa3aHHBIM B PEKOMEHAALMIX

14.

OtcyrcTBUE He3aIJIaHUPOBAaHHOM
MHTPAOIIEPALMOHHON TpaBMbl COCEHUX OpPraHoB
(MarucTpanbHbIX cocynoB) (y OOJBHBIX, KOMY
BBINOJIHEHO XUPYPrU4ecKoe JeUeHHe)

15.

BbinonHeHUE  TUCTOJIOIMYECKOrO  MCCIEI0BaHUSA
yIQJIEHHOTO Mpenapara, ¢ yKka3aHueM IapaMeTpoB B
COOTBETCTBUM C pPEKOMEHJAIusIMU (y OOJIbHBIX,
KOMY BBIIIOJIHEHO XUPYPTUUECKOE JICUCHHE)

16.

OtcytcTBUE KPOBOTEUEHHs] B paHHEM
HOCJIEONIEPAIMOHHOM Tiepuoje (y OONBHBIX, KOMY
BBINOJIHEHO XUPYPTrUUECKOe JIeUSCHHE)

17.

Beinonnenune IIEpBOro Kypca  CHCTEMHOIO
MIPOTHBOOITYXO0JIEBOTO JeYCHUS (TapreTHOM
Tepanuy, WMMYHOTEpAlMH, XUMHOTEpanuu)  He
noyxe 28 OHS OT BBIABICHHUS METACTaTUYECKOMH
00J1€3HU (MPU OTCYTCTBUU MPOTUBOMNOKA3aHUI)

b

18.

BeinonHenne  mepBoro  Kypca  aAbHOBaHTHOMU
Tepanuu He no3xke 10 Henenp OT XUPYPru4ecKOro
JICYEHHUS (y manueHTOB, KOMYy IOKa3aHO
MIPOBEJICHUE aJbIOBAHTHON TEpanuu, NpU YCIOBUU
OTCYTCTBHSI IIOCJIEONEPALMOHHBIX OCJIOXHEHUH U
OTCYTCTBUH MTPOTHBOIOKA3aHU )

b

19.

Haznauenwue aJICKBaTHOM CUMITTOMATHYECKOM
Tepanuu  (BKJIIOYas, HO HE  OrPAaHUYMBASICH
HApPKOTUYECKUMU aHaJbreTUKaMH
MPOJIOHTHPOBAHHOTO JIEUCTBUA,
TpaHCIEepPMAILHBIMH CHCTEeMaMu ¢ (peHTaHUIOM
BMECTO  KOPOTKOJEHCTBYIOIIMX  HAPKOTHYECKHX
aHAJIBI'€TUKOB) MALIMEHTAM, HYKJAIOIIUMCS B TAKOU
Tepanuu

b
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Hpuiaoxenue A2. Metomosiorus paspadoTKu KIMHUYECKHUX PEKOMEHIALMH

IleseBasi ayauTOpHUs JAHHBIX KIHHUYECKHX PEKOMEH/IAIMM:

Bpauu —onkoiioru;

Bpauu-xupypru;

Bpauu-pannosnory;

Bpauu-xumuoTepanesTsl;

Bpauu-renetuku;

Bpauu-gepmaronoruy;

Bpaun-naTonoranaTomsi;

Crynentsl MeguuuHckux BY30B, opanHaTOphl U acCIUpaHThI.

LN wNE

Metoabl, HCHOJb30BaHHBIE s cOOpa/cejieKIIMH J0Ka3aTeJbCTB: TIIOMCK B
3JIEKTPOHHBIX 0a3ax NaHHbBIX; aHAJIM3 COBPEMEHHBIX HayuyHBIX pa3paboTok 1o mnpobieme Pb B
P® wu 3a pybOexom; o0000ImEeHHE TMPAKTHYECKOTO OIBITA POCCUHUCKUX U 3apyOeKHBIX
CIELUATHUCTOB.

Tadauma II1 — VYpoBHH JOCTOBEPHOCTH JIOKA3aTEIbCTB B COOTBETCTBUU C

KHaCCI/I(bHKaI_[I/Ieﬁ AreHTCcTBa IO IIOJIUTHUKE MCEIUITUHCKOI'O 06CJ'Iy>KI/IBaHI/ISI u I/ICCJ'ICIIOBaHI/Iﬁ
(AHCPR, 1992)

YpoBHu

AOCTOBEPHOCTH Onucanmne

J0Ka3aTeJbLCTB

la JlokazaTenbHOCTb, OCHOBaHHasi Ha METa-aHAJIM3€ PAHJIOMHU3HPOBAHHBIX
KOHTPOJIUPYEMBIX UCCIIEI0BAHUM
JlokazaTenbHOCTb, OCHOBaHHas KakK MUHUMYM Ha OJHOM

Ib PaHIOMHU3UPOBAHHOM  KOHTPOJMPYEMOM  HCCIEJOBAaHUU C  XOPOUIUM
IH3alHOM

lla JlokazaTenbHOCTh, OCHOBaHHAs Kak MHUHUMYM Ha OJHOM KpYIHOM

HCPaHAOMU3HUPOBAHHOM KOHTPOJIUPYEMOM HCCIICAOBAHUN

b Z[OKa?»aTeHBHOCTB, OCHOBaHHas KakK MHUHUMYM Ha OJHOM
KBA3HUOKCIICPEMCHTAJIbHOM HMCCJICJOBAHUHN C XOPOIIHUM JITU3aMHOM

Jloka3aTenbHOCTh, OCHOBAaHHAs HA HEIKCIEPHUMEHTAIBHBIX OINHUCATEIbHBIX
I HCCIEAOBAHUAX C XOPOILIUM JU3alHOM, THIIA CPABHUTEIBHBIX HCCIEIOBaHUM,
KOPPEJSILIMOHHBIX MCCIIETOBAHNUN U UCCIIETOBAHUM CIIy4aii-KOHTPOJIb

IV JlokazaTenbHOCTh, OCHOBaHHAsl HA MHEHHH 3KCIIEPTOB, Ha OIBITE UM MHEHUU
aBTOPOB
Tadauma T2 — VYpoBHH yOEIWTETHHOCTH PEKOMEHJAIMH B COOTBETCTBHH C

KHaCCH(bHKaHHCﬁ AreHTcTBa I/ICCJ'IC,ILOBaHI/Iﬁ 1 OIICHKH Ka4yeCTBa MCAUIITUHCKOI'O 06CJ'Iy>KI/IBaHI/IH
(AHRQ, 1994)

Yposennb YpoBuu
y0enureabHOCTH J0CTOBEPHOCTH Onucanue
PEeKOMeHAAIH A0Ka3aTeJbCTB

JlokazarenbHOCTh, OCHOBaHHasi KAK MUHIMYM Ha
A la, Ib OJIHOM PaHJOMH3UPOBAHHOM KOHTPOJIUPYEMOM
WCCIICIOBAaHHUH C XOPOIITUM TU3aiHOM

I[OKEB&TCJ'ILHOCTL, OCHOBAHHAad Ha XOpolo

B la, b, 111 BBITTOJTHEHHBIX HepaHAOMH3UPOBAHHBIX
KIIMHNYCCKHUX UCCIICJOBAHUAX
C ; Jloka3aTenbHOCTh, OCHOBaHHAas Ha MHEHHUH

9KCIICPTOB, HA ONBITC HWJIW MHCHHU aBTOPOB.
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YpoBeHb YpoBHHU
y0eauTeJbHOCTH JAOCTOBEPHOCTH Onucanue
peKOMeHIaluH A0KAa3aTeJbCTB

Vka3piBaeT Ha  OTCYTCTBHE  HMCCIEHOBAaHHI
BBICOKOT'O Ka4€CTBa

MeToabl, UCHOJIb30BaHHbIC M (OPMYJMPOBAHUSA PEKOMEHIAUil — KOHCEHCYC
JKCIIEPTOB.

IKOHOMHMYECKHI aHAJIN3

AHanmM3 CTOMMOCTH HE€ TMPOBOAWICA M MyOJUKAuu 10 (GapMaKOIKOHOMHKE HE
AHAJIU3UPOBAIIUCH.

MeToa BaJuau3alui peKOMeHIaluii:

. Bremnss skcnepTHas OLeHKa

. BHyTpeHnHss dKcniepTHas OLEHKa

Onucanue Merona BAJIUAM3ANUN PEKOMEHIALNIA:

Hacrtosimue pekomenaanuu B NpeaBapuTeIbHON BEPCUM PEIIEH3UPOBAHbI HE3aBUCUMbBIMU
JKCIEPTAaMH, KOTOPbIE TMOMPOCHIM NPOKOMMEHTUPOBATh, MPEXKAE BCErO, HACKOJIBKO
MHTEpIpETaLMs 10Ka3aTeNbCTB, JISKAUX B OCHOBE PEKOMEHIallUi, OCTYITHA JUIsl IOHUMAaHHUS.

[TonydyeHbl KOMMEHTapUU CO CTOPOHBI BpAu€ii-IETCKUX OHKOJIOTOB MEPBUYHOrO 3BEHA B
OTHONIIECHUHU JIOXOJYUBOCTH H3JIOKECHUSI PEKOMEHIAIMN U UX OLIEHKH BaKHOCTH PEKOMEHIAIUi
KaK pab04ero HHCTPYMEHTa MTOBCETHEBHOM MPAKTUKH.

KommeHnTapum, mnoiydeHHbIE OT SKCHEPTOB, TIIATEIbHO CUCTEMAaTU3UPOBAIUCH U
oOcyxnanuch mpezacenarereM M wieHamu paboueil rpymmbl. Kaxnapiii myHKT oOCyxknmancs U
BHOCHUMBIE B pe3yjbTaT€ 3TOr0 M3MEHEHUS B PEKOMEHJALUMU PErucTpupoBayiuch. Ecnm ke
VM3MEHEHUSI HE BHOCWJIMCh, TO PETUCTPUPOBAIUCH IPUUMHBI OTKa3a OT BHECEHHS] U3MEHEHHUI.

Koncynpranum u skcneptHas oueHka: [IpoekT pekoMeHmauuili pereH3UpoBaH TAKKE
HE3aBHCUMBIMU JKCHEPTaMH, KOTOPBIX NOMPOCHIM IMPOKOMMEHTHUPOBATh, MPEXKIE BCETO,
JIOXOMIYUBOCTh M TOYHOCTb HMHTEPIpPETAllMU J0Ka3aTeNbHON 0a3bl, Jiexameid B OCHOBE
PEKOMEH Taln .

JIng OKOHYATENpHOW PENAKIMM M KOHTPOJS KadecTBa PEKOMEHIAIMU ITOBTOPHO
MPOAHAIM3UPOBAHBI WICHAMH pa0oueil T'PYIIbI, KOTOPbIE MPUIILIN K 3aKIIOYEHHI0, YTO BCE
3aMeuyaHusl 1 KOMMEHTapHUH SKCIIEPTOB MPUHATH BO BHUMAHUE, PUCK CHCTEMAaTHYECKUX OIMIMOOK
pH pa3paboTKe PEKOMEH AU CBEJIEH K MUHUMYMY.

OOHOBNIEHUS KIMHUYECKUX PEKOMEHAAIMIA: aKTyallu3alusl MPOBOJUTCS HE PeXe YeM
OJIMH pa3 B TPU Tojla ¢ YYETOM IOSBUBIICIHCS HOBOW MH(OPMAIIUU O TUArHOCTHUKE U TAKTHKE
BefeHus: mnanueHToB ¢ PB. Pemenne 00 oOHoBnenun npunuMaer M3 P® Ha ocHoBe
MPEIOKEHUHN, TMPEICTABICHHBIX MEIUIIMHCKUMH MPO(eCCUOHATBPHBIMU HEKOMMEPUYECKUMU
opranm3aiusaMu.  ChopMmupoBaHHBIE  MPEATIOKEHUS  JODKHBI  YUUTHIBATH  PE3YNbTATHI
KOMIUIEKCHOM OLIEHKH JIEKQpCTBEHHBIX MPENapaToB, MEIUIMHCKUAX M3EIHN, a TaKxke
pe3yNnbTaThl KITMHUYECKON anpoOaliuu.

[Ipu otbGope mnyOnuKanuii, KaKk TOTCHIIMAIBHBIX HMCTOYHUKOB JIOKa3aTeNIbCTB,
UCIIOJIb30BaHHAs B KAXKJIOM MCCIIEOBAHUN METOIOJIOTHSI U3y4aeTCsl AJIs TOTO, YTOOBI yOeaUThCS
B €€ JJOCTOBEPHOCTHU. Pe3ynbTaT M3ydeHus BIUSET HA YPOBEHb J0KA3aTEIbCTB, TPUCBANBAECMbIN
MyOIMKAIUH, YTO B CBOIO OUEPE/Ib BIHSET Ha CHITY, BBITEKAIOIINX U3 HEE PEKOMEHIAIUH.
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IIpuioxkenue b. AIropuT™ BeAeHUs NALMEHTA

Pucynok 1 Biiok-cxema IMarHOCTUKHU U JIeYeHHsI MAIHEHTOB MeJIAHOMOM KOXKH C
JgoxkanabHbIMU (0-111) cragusimu 3a00s1eBaHusI

MursenTHoe
HOB0OEPAI0BEHHE,
noacapuTensHoe Ha MK
OcwoTp, anamnes
Pexomenpauam no OKCUAIAOHHEA
CHANEHHIO PACKa fa f OMUONCUA (OTCYN Me Her MHAYBCKY Aa
OnyX0nei KOXM U K cxniodena mm(gwmr:n HeKnoena?
HaONIoReHKo 1-2 cm)
Her
1} Tonwmua no Bpecnoy
3) a:’mm
wnecnesoeakme’ yonne: ved
NODRKEHHOID

*Nouwesasme: 5CIY npoeonuren &
YHPEMAEHAX, UMESIOUMX
HEObXoRMMOoe cbopyaoaaHus,
NDENEDATH! W CIBUMANHCTOB.

B OCTANBHEIX YHPEXLEHHAX MOXET
ObiTh 3aMEHEHA QBTaNbHEIM

YNLTPAsBYKOBM MCCREACBaHHan
DETVOHADHEIX TMMDETHHECKUX yance
1 TUAB (nput HEOOXORMMOCTH)

69



ctp. 70

Pucynok 2. BJjiok-cXxeMa IUArHOCTHKHU U JieYeHHS] MALMEHTOB MeJIAHOMOI KOKHU €
MeTAaCTATHYeCKOI NJIH Hepe3eKkTa0e bHOH Mej1aHOMON U MmyTanueil B rene BRAF

MepBas NUHUA Tepanuu MeTacTaTUYecKon MenaHoMb!
koxu (cTaamsa |IIC (HepesekTabenbHas) - M1c)
cxema 1

Cm. Taroke nyHkT 3.4.2.

Cm. Taioke nyHKT 3.4.2.
fAa

s

Tepanua 2-f NuHuM
{anti-PD1, anti-CTLA4
IBRAF + IMEK wnn
IBRAF

wmm

).
MPEANOHTHTENLHO)

Pucynok 3. Biok-cxeMa JAMArHOCTHKH W JieYeHHS] NANMEHTOB MeJAHOMOW KOXKH €
MeTacTaTH4YecKoii njiu Hepe3ekTadeabHOI Mes1anoMoii u myTanueii B rene CKIT

MepBas NUHUA Tepanuu MeTacTaTUMECKON MenaHoMb!
koxu (ctaams |IIC (HepeaekTabenbHasn) - M1c),
cxema 2 (npogonxeHue)

Cm. Tarke NyHKT 3.4.1.

Her

CM. Takke NyHKT 3.4.3.

xaxaue 2 mec (8-10 wea) ana
MaTHMOE W Kaxapie 3 Mec
anA MUC
CM. TakKe NyHKT 3.4.3.
e
mw i—g NWHA
. 1,
npogonXeHme Tepan; .(\«_m'
XMMWOTEDPENUA)
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Pucynoxk 4. biok-cxeMa JHATHOCTMKHM W JIeYeHHUS] NANHEHTOB MEJAHOMOH KOXKHM €
MeTacTaTH4ecKo MU Hepe3eKTalelbHOW MesaHoMoil 0e3 myranuii B rene BRAF wim
CKIT

MepBas NUHUA Tepanuu MeTacTaTUYECKON MenaHoMb!
koxu (cTanms |IIC (HepeaekTabenbHasn) - M1c),
cxema 3 (okoH4aHue)

Cm. Taioke nyHkT 3.4.1. | %Wnrm |

Hor e a

N7, BRAF V00 exewel
CM. TaKke NyHKT 3.4.4. ant-FO1

CM. TaKKe NyHKT 3.4.5

Her Eo D Na \/com-z\ la CM. TaKKe NyHKT 3.4.4,

N

wmuasuacﬁz;m)

NOABTEDXAEHHOM NONHOM TEDENNA 2-5 MHWA
HECTHHHON anti-CTLA4 (ecnu He
RANTENLHOCTEI > 6 Mec. Her DDUMEHANCR, UK
HabmoneHue; ns;)opuadmoes
TEDAMMH DDA m MEC), XMAMOTEPaNuA
PO (cwmnToMaTHIECKOe)
K
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Ipunoxenue B1l. Undopmanus Ajs namuenra

Pazgen B1l.1 PekomMeHaanuM IO CaMOCTOATE/JIBHOMY OCMOTPY KOXHU H
nepBUYHOMN NpoPUIaKTUKE MeTaHOMbI

I'nmaBHBI (akTOp pHCKa pa3BUTUS MEJIAHOMBI W JIPYTUX OIYXOJEH KOXH —
yIbTPauOIETOBOE MOBPEXKICHHE, KOTOPOE BO3HUKAET B PE3yJbTaTe€ E€CTECTBEHHBIX HMPUYMH
(coMHEYHBIE OXKOTW) WM HMCKYCCTBEHHBIX MPUYHMH (0COOBIE YCIIOBUS TpyAa WM TOCEUICHHE
COJISIPUEB).

Paznnuynble TUOBI  KOXKM IO pa3HOMY pearupyroT Ha OAMHAKOBYIO  J03Y
yIBTPapUOIECTOBOIO M3IY4YCHHS, MPH OSTOM Y OJHHMX JItoJed (CO CBETIIOW KOXKEH, Tak
HazbiBaeMoro | c¢ototumna) gaxke MHUHHMAaNbHBIE A03bl YIbTpaduONieTa BCEr/a BbI3BIBAIOT
COJTHEYHBIE OXKOTW (HavalbHAsi CTEMEHb — KPAacHOTa KOXH), B TO BpeMs KaK y JIPYrHUX Bpen
COJIHEYHOTO YyJbTpaduoieTa MUHUMAJICH (Y JIMII CO CMYTJIOW WU TEeMHOW Koxei). bombimas
yacTe HaceneHuss Poccum mmeror 1 wim 2 (TO €CTh «CBETIIbIE») (POTOTUIBI KOXH H IOTOMY
BEChMa UYBCTBUTEIbHA K COTHEUHBIM 0’KOTaM.

IIpenoTrBpainieHue COJTHEYHOTO OKOTAa KOXHU SBISETCS KIIIOYEBBIM  (PaKTOpOM
nepBu9YHON npodunakTuku. OCOOCHHO Cepbhe3HBIN BKIJIAJ] B IMOBBIIICHUE PUCKAa BO3SHUKHOBEHUS
MEJIAaHOMBbl BHOCSIT COJIHEYHBIE OXOTM B JETCKOM U IOJPOCTKOBOM Bo3pacte. OOmue
PEKOMEHIALIUU CBOIATCS K CIEAYIOIIMM HECIOXKHBIM ITPaBUIIAM:

* IIpeObiBanue Ha ke Tosbko a0 11:00 yrpa u nocne 16:00 Beuepom.

* Hcnonp3oBaHuEe  COJIHLE3ALIUTHOTO  Kpema  HIMPOKOTO CHEeKTpa  JAeHCTBUS
(mpeoTBpaILAIOIEro BO3JeHcTBUE yabTpaduosera Kak Tuma A, Tak U Tuna B), cuma
koroporo (1.H. SPF — sun protecting factor) agexkBarna mis Barero ¢ororumna Koxu (T.e.
aunaM ¢ 6osiee CBETIION Koxkel Tpedyetcst kpem ¢ 6onbimum SPF). B nienom numam ¢ 1 unu
2 (poTOTUIIOM KOKH PEKOMEHYIOT UCIob30BaTh KpeMbl ¢ SPF 30 u Bbiie.

* PexoMeHnayeTcs Tak)kKe UCIOJIb30BATh COJIHIE3AIIUTHBIE OYKH U TOJIOBHOHN YOOp.

e JleTssM peKOMEHAYIOT JOTIOJHUTEIBHO HOCUTh CHEIUATIbHYIO OJIEKIY ¢ Y D-3aluTOi

Ocmotp KoxH

* Pexomennyercs mepuommueckn (He pexe | pasa B 3-6 MecsmeB) caMOCTOSTEIHHO
OCMaTpHBAaTh MOJHOCTBIO CBOM KOKHBIE TIOKPOBBI C MCIIOIB30BAHUEM KaK «ITAaHOPAMHOTOY,
TaK M PyYHOTO 3epKaiia . AIITOPUTM OCMOTpa CXeMaTHYECKH NPE/ICTaBIICH Ha PUCYHKE 5.

* Ilpu ocMoTpe ciieayeT yaensaTh 0co00e BHUMaHHE MUTMEHTHBIM MATHAM pa3Mepamu 4-5 MM
u Oomee c accumerpuedd (GopMBI MM OKpAacKH, HEPOBHBIM («(PECTOHYATHIM») Kpaem,

HEPAaBHOMEPHON OKpacKoW (pa3iMuHble OTTEHKHM KopuuyHeBoro). Ecim Bbl oTMedaere
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MUTMEHTHbIE TSTHA, K KOTOPBIM IMOAXOAAT XOTS Obl 2 M3 YKa3aHHBIX XapaKTEPHUCTUK,
o0Opaturech K JepMaToyiory win oHkojsory. CoBceM He 0053aTelbHO, YTO JIaHHAs POAMHKA
OKa)KEeTCs 3JI0KaUECTBEHHOM, HO JaJbHEHIIYI0 OLEHKY €€ COCTOSIHUS CIEAYET NOPYYUTh
Bpauy. Ocoboe BHUMaHHE CIIEAYeT YACIUTh OOpa3oBaHUSM Ha KOXKE, Y KOTOPBIX KaKue-
an00 XapaKTepUCTUKH MEHSIIOTCS C TEUEeHHEM BpeMeHHU (Halpumep, YBEIHMUHMBAETCS
IUIONIA/Ib MUTMEHTHOTO MATHA, WIH «POJAMHKA» CTAHOBUTCS TOJIIIE, WU, HAPOTHUB, YacCTh
«POJMHKMY» HAYMHAET OJICTHEHTh M MCY€3aTh) — TaKue O0Opa3oBaHUS TAKXKE MOTPEOYIOT

IIPOBEPKHU y Bpaya, CHEUAIN3UPYIOIIErocs Ha paHHEN JUArHOCTUKE OIYXOJIEH KOXKHU.

Pucynok 5. Aixropurm ocmorpa kosxu [205]

il(ﬁ

/\\

“W

l & /Ij | Q*/\ Y
7\ X S
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Pasaes1 B1.2. PeKoMeHZauuy NPHU 0CJI0KHEHUAX XUMUOTEePANIUU

PexomMenganuu IpHu O0CJOKHCHHUHAX XUMHOTEPAIINHU - CBA3ATHCA C
XUMHOTEPAIEeBTOM.

1). lIpu noBbIIeHHH TeMIepaTyphl Teja 38°C u Boile:
e Hauyarp npueM aHTHOMOTHKOB: [10 PEKOMEHIAINU XUMHOTEPAeBTa
2). [Ipu cromarwure.

J Juera — MmexaHu4eckoe, TepMUYECKOE HIaKEHUE;

. Yacrtoe monockanue pra (KaXIbli 4ac) — pomaimika, Kopa ayoOa, mandei,
CMa3bIBaTh POT 00JIENNXOBBIM (TIEPCHKOBBIM) MacIllOM;

o OO6pabaTbIBaTh MOJIOCTH PTA 10 PEKOMEHIAINH XUMUOTEpareBTa

3). Ilpu quapee.

. Jluera — HCKITIOYHTD KUPHOE, OCTPOE, KOIMICHOE, CIaIKOE, MOJIOYHOE, KIETYaTKYy.
MOKHO HEXHUPHOE MSCO, MyYHOE, KHCIIOMOJIOUHOE, pUCOBBIH 0TBap. OOMIEHOE TUTHE.

o [TpuHuMaTh OpenapaThl 10 PEKOMEHIAIMK XUMHUOTEepaneBTa

4). IIpu TomHoTe.

o [IpuHUMAaTH Ipenapartkl M0 PEKOMEHAANN XUMHOTEPAeBTa
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Pazgen B1.3 HWHpopmMauusa A DanMeHTa, MNOJyYawINero Tepanuio
MOAYJISITOPAaMUA MMMYHOJIOTHYECKOr0 cCMHamca - osokatopamu CTLA4 u/uau

PD1

CBoeBpeMeHHOE B3auMOJIEHCTBUE ¢ Bamum neyamum BpauoM U METUIIMHCKOW cecTpoil
10 IMOBOAY COCTOSIHUSI Bamiero 310poBbsl SIBISETCS Ba)KHOM cocTaBiisitoled noMmouu Bamei
MEAMIIMHCKOW KOMaHJe B 3amuTe Bac B mporecce iedeHusi HACTONbKO 0€30MacHO, HACKOJIbKO
3TO BO3MOXHO.

OueHb BaKHO, YTOOBI JIFOOBIE CUMIITOMBI (TOOOYHBIE SIBIICHUS), CBSI3aHHBIC C JICUEHUEM
omokaropamu CTLA4 w/mmm PD1 Obuim BBISIBIEHBI W TPOJICYCHBI B CaMOM Hadale HX
MPOSIBIICHUH, 5TO MMOMOXKET MPEAOTBPATUTH UX Mepexo B OoJiee TsHKENbIe CTEICHH.

brnokatopet CTLA4 w/wnu PD1 pa3pabGoranbl, 4TOOBI MOMOYL MMMYHHOH CHCTEME
Bamero opranusma OOpOThCS € OIyXOJeBbIM mporieccoM. Hambonee wacThie mOOOYHBIE
3 PeKThI, ¢ KOTOPBIMH BBl MOKETe CTOJIKHYTHCS B MPOLECCE JICUEHHUSI, SBISIFOTCS PE3YIbTaTOM
BBICOKOM AaKTUBHOCTM HWMMYHHON cucTeMbl. Takue mo0ouHble 3((EKThl Ha3bIBAIOTCS
CBSA3aHHBIMU C MUMMYHHOW CHCTEMOH M OTIMYAIOTCS OT MOOOYHBIX 3((eKToB, KOTOphie BbI
MOYKeTe HaOJII01aTh P IPYTUX BUIAX JCUCHHS 3JI0KAYECTBEHHBIX OMyXOJIEH.

[ToGouHbIe SBIEHMS, KOTOPbIE MOTYT MOSBUTHCA Y Bac, 00bIYHO BO3HUKAIOT B IiepBbIe 12
HEZIEIIb JIEUEHUS], HO MOTY ITOSIBUTBCS U TTO3KE.

Ouenp Baxno, 4troObl Bbl uHpopmupoBanu Bamero neuamero Bpada o JHOOBIX
CHUMIITOMAaX, KOTOpbIe MOsIBIIINCH y Bac Bo Bpems nedenust 6mokatopamu CTLA4 w/mmm PD1.
PacnioznaBanne noOOYHBIX 3()@PEKTOB Ha paHHUX CTaaAUAX JaéT BO3MOXHOCTh Bamemy
JedanieMy Bpady cpasy e HauaTb COOTBETCTBYIOIIYIO TEPAIIUIO U MIPENOTBPATUTD UX MEPEXOJ B

0oJ1ee TSKEIIbIE CTEIICHU.

Ecau y Bac nocJie neuenus 6;1oxkaropamu CTLA4 u/unu PD1 Bo3HuUKIN
CHMINITOMbI U3 YKA3aHHBIX HUIKE, MOXKAJIYHCTA, coo0muTe 00 3ToM Bamemy
JeyaleMy Bpady He3aMeJINTeJIbHO:

IMo0ouHbIe ABJICHUSA/ Onucanue CUMIITOMA
Bo3aeiicTBue HA OPraHU3M
Huapes * YBenuueHue akToB aedexanun 10 2-X U 0osee pa3 B JICHb

WK J1r00ast 1uapes B HOYHOE BpeMst
* JIt060ii cTys cO CIM3BI0 U KPOBBIO

bonu B xxuBoTE * bonu B kuWBOTE WM YYyBCTBO O3HOOA, a TaKxke OO0iH,
TpeOYIOIIME MEANIIMHCKOTO BMEIIATEeIbCTBA
I'maza » Kpacubie OoJie3HEHHBIC TJIa3a WMIIM JKEITOBaTas OKpacKa
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O€eJIKOB TJ1a3
° 3aTYMaH€HHBIfI B3TJIs1[, BOCIIAJICHUEC WJIN HpI/IHyXJIOCTB
rias

Koxa » JKénrasa okpacka WK NOKPACHEHUE KOKHU
* 3ysias Chilb
* UyBCTBUTEIBHOCTH HAa COJTHIE

Jpixanue * BHOBEL BO3HUKIIMK Kalleldb WINA OJBIIIKA

Oomee * YcTanocTs WM COHIUBOCTD

* 3aTpyaHEHHAS KOHIICHTPAIIs BHUMAHUS WIH

CIyTaHHOCTh

* ["'ooBHast 00716, 00JIb B TEJIE UIH B MECTE

OITYXOJIH

* JIuxopanka (mo 38 C)

* BHe3anmHas moTepst Wiu yBEITMYCHUE Beca

* BHOBb TOsSBHBIIAsICS APEKTUIbHAS JUCHYHKIUS HIIH
MOTePsi MHTEpeca K MHTUMHON KU3HU

[Moxkanyiicra, ynenute oco00€ BHUMAaHHE JIOOBIM HM3MCHCHHSIM B aKTaxX Je(eKariuw.
3anuchIBaiiTe KOJIMYECTBO aKTOB Kaxkblii neHb. Ecnu y Bac nuapes, monpoOyiite e€ omnucarts,
UCIIOJNIB3YS OJMH U3 HIDKENIPUBEAEHHBIX TEPMUHOB U OIPEIEINTe YPOBEHb CPOYHOCTH B Bariem
KOHKPETHOM CIIy4ae:

* HennoTHsIi

e BonsgHucTen

* bone3HeHHbIN

* KpoBsiHuCTBIN

* CAu3uCThIiI

Jnapest He Bcera MOXKET MPOSIBISITHCS B BUJIE AKUAKOTO CTyJa. Y BETMYEHUE YK CIIa aKTOB
nedekanuy B ICHb JJaXKe B BUJIE TBEPOTO CTyNa MOTEHIIMAIHHO MOKET YKa3bIBaTh Ha MPOOIIeMy.

Baxxno: mo6ounbie 3¢(PEeKTh MOTYT BO3HUKHYTH OT | HEJENH 10 HECKOJIBKUX MECSIIEB OT
Havana JnedeHus Omokatopamu CTLA4 w/mmm PD1. Ecim y Bac Bo3HHMK 711000# W3 3THX
CUMIITOMOB, CKaxuTe 00 »3ToM Bamemy mewamemy Bpady WIH MEAUIIMHCKON cecTpe

HE3aMCJIUTCIIBHO.
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IMpunoxenne I'l. llIkana ouenku odmero cocrosinus nanuenta BO3 / ECOG

[Ilxama o OUEHKM TSYKECTH COCTOSIHMSA MAlMEHTAa MO BEPCUU BOCTOYHOM OHKOJIOTMYECKOU
KOOIIepHPOBaHHO# rpymisl [137]
BonbHOM ITOJHOCTBIO AKTHBEH, CIIOCOOEH BBINONHATH BCE, KaK M J0 3a00eBaHUs

(90-100% 1o mkane KapHoBckoro)

BbonbHON He crocoO0eH BBIMOIHATH TSHKENTYI0, HO MOXKET BBIIIOJIHATH JIETKYIO HIIA
1 CUSIUYIO paboTy (HampuMmep, JIETKYI0 JTOMAIIHIOK WU KaHIEIIPCKyIo padoty, 70—

80% no mkane KapHoBckoro)

bonbHOU neuntcs amOynaTopHO, cOCOOEH K camMOoOOCTy>KMBAaHHIO, HO HE MOXKET
2 BBINIONHATH paboty. bonee 50% Bpemenu 00OApPCTBOBaHHS MPOBOJUT aKTUBHO — B

BepTUKaIbHOM noJiokeHuu (50—-60% mno mkane KapHoBckoro)

bonbHON cnocobeH mnuiip K OTpaHMYEHHOMY CamMOOOCTY>KMBAaHHIO, MPOBOAWUT B
3 Kkpecine unu nocrenu Oonee 50% Bpemenu OoapcrBoBanus (30—40% mo mikane

KapHnoBckoro)

WuBanua, coBepIIEHHO HE CIOCOOEH K caMOOOCTYKUBAaHUIO, MPUKOBAH K KpPECiy

wiu noctenu (10-20% no mkane KapHoBckoro)
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