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1. KNIACCMOUKALIUS U ONPEAEEHUE CTAZIUN

Knaccnoukauymsa HemenkokneTouyHoro paka nerkoro (HMPJT) no cucteme TNM
(8-e n3gaHue, 2017 r.) npeacTaBneHa B Tabn. 1.

Ta6nuua 1. CTagmnpoBaHve paka nerkoro

Cragvs T N M
OkKynbTHas Tx NO MO
0 Tis NO MO
1A T NO MO
1A1 T1mi NO MO
Tla
1A2 T1b NO MO
A3 Tlc NO MO
1B T2a NO MO
1A T2b NO MO
1B Tla-c, 2a, b N1 MO
T3 NO MO
A Tla-c, 2a, b N2 MO
T3 N1 MO
T4 NO-1 MO
B Tla-c, 2a, b N3 MO
T3, T4 N2 MO
nc T3, T4 N3 MO
v Joboe T No6oe N M1
IVA Jo6oe T No6oe N M1a
M1b
VB NMoboe T No6oe N M1c

UuTtuposanue: JlakmuoHoe K.K., AbomamoHoea E.B., bpedep B.B., lopbyHoea B.A., MouceerHko ®.B., Peymo-
ea E.B. u coaem. [lpakmuyeckue pekoMeHOayuU No NeKaPCMeeHHOMY eYeHUI0 HeMeNKOKNeMOoYH020 paKa 1e2K020.
3nokayecmeeHHslie onyxoau: [Ipakmuyeckue pekomeHoayuu RUSSCO #3s2, 2020 (mom 10).02
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2. IMATHOCTUKA

AwnarHo3 HMPJ/1 ocHoBbIBaeTCs Ha JaHHbIX aHaMHe3a, 0CMOTpa, pe3y/ibTaTax UH-
CTPYMEHTaNnbHbIX MeTOA0B 06C1eA0BaHNA 1 NAaTOMOPPONOrNYEeCKOM 3aKN0UEHNN,
YyCTaHOB/IEHHOM Ha OCHOBaHWM MOP$ONOTrMYecKoro nccaedoBaHmnsa, Matepuan Ans
KOTOPOro MOXeT 6bITb NoAy4YeH Npy BUONCUK NN acnmupaTte N3 NepBUYHON 0Ny X0
WM MeTacTaTnyeckoro ovara (uimskccygata). lNpegnoytutensHa ructonornyeckas
(ponyckaeTcs umtonornyeckasn) sepndunkaumsa gnarHosa. Cnegyet cTpemMnUTbCA
K yTOUHeHMnto Mmopdonornyeckon opmbl paka nerkoro: ageHokapLumHoma/nno-
CKOKNEeTOUHbI/KPYMHOKNETOUHbIV, MPU BO3MOXHOCTW C ncnonb3osaHnem UMX
nccnefoBaHus.

Mpu BbIABAEHWN HEMNOCKOKIETOYHOrO (B TOM yncae, gumopdHoro) HMPJ pe-
KOMEeHJ0BaHO NpoBejeHNe MONeKYNSAPHO-TeHeTUYeCKNX nccaefoBaHnim (TrNcTo-
NOTNYECKUA NAN LUTONOTNYECKMA MaTepuran) Ha Hannume akTUBUPYOLLMX MyTa-
LUNI: «0bsi3aTeNbHbIN 06beM TecTUpoBaHUA» (MyTaumm reHa EGFR (18-21 a3K30HbI),
TpaHcnokaumu ALK, TpaHcnokaumm ROST n myTtaunm BRAF V600E) n «<BO3MOXHbIN
ob6beM TecTupoBaHumsa» (RET, -MET, HER2 n KRAS) MOryT 6bITb MOI€3HbI HE TONbKO
ANSA onpejeneHna TakTUKW leYeHNA B paMKax CTaHAAPTOB, HO U A1 BKIIOUEH NS
naumeHTa B KINHNYeCKne NCCaefoBaHNA Mo N3yYeHNO HOBLIX MPOTUBOOMYX01eBbIX
npenapaTtoB, YTO MOXeT obecneyunTb 3HAYNMYIO BbITOAY ANA NaLWEHTa B CpaB-
HEHUWN CO CTaHAAPTHbLIM nevyeHneM. MonekynsipHoO-reHeTUYeCckoe TeCTMPOBaHMe
MOXeT 6bITb ONpaBAaHO M Npu 3aTpyaHeHUM (Masio MaTepuana) B onpegeneHnm
FTMCTONOrMYECKOro MOATUMNA NN B CTyHAsAX MIOCKOKIETOUYHOMO paka y HeKypsaLmnx
MON0AbIX 60bHbIX (<50 neT). C y4eTOM reTeporeHHOCTY ONyxoel 1 NosABAeHUS
HOBbIX MyTaUWi LienecoobpasHbl NOBTOPHbIE BUOMNCUN C LieIbI0 U3MEHEHUS Ne-
yebHOM TakTUKN.

B peakmx cMTyaumnax oTCyTCTBUA TMCTONIONMYECKOro MaTepmana h HEBO3MOXHO-
CTW ero NoAyYeHUs Npu HaINYN BECKUX MOATBEPXAEHWA ONYyX0NeBON NPUPOAbI
(Hanpumep, XMpypruyeckoe sieyeHne B aHaMHese C FMCTONOrMYeCckM NoATBEp-
XAeHneMm 1 nocneAytoLern yTepein rucToNornyeckmx NnpenapaToB), MerLerocs
HeonepabenbHOro 3a601eBaHNsA BO3MOXHO BbINO/IHEHWE MOJIEKYIAPHO-TeHeTnYe-
CKOTO NccnefoBaHNsA umpkynmpyrouen onyxonesoin AHK. HeraTnsHbIn pe3ynbTtaT
umpkynupytower onyxonesoi IHK npy monekynspHo-reHeTu4eCckom nccnefoBaHnm
He Mo3BOJISeT UCKAKUYNTE HanYne akTUBUPYHOLWNX MyTauniiy 22 % nauneHToB.

Bbi6bop o6bemMa 06cnef0BaHMA 3aBUCUT OT 06 BEKTUBHOMO COCTOSAHUS 60bHO-
ro, pacnpocTpaHeHHOCTW NpoLecca, HaAMYmMsa 1N BbIPaXXeHHOCTN COMYTCTBYOLL el
naTosiornu, NpesnonaraemMoro 1e4eHuns v Bkao4yaerT:

+ cbop aHaMHe3a 1 oCcMoTp;

* KJWHWYeCKWUIA aHaNns3 KpoBuy;

*  BMOXMMMNYECKUIA aHaNN3 KPOBU;
* Koarysnorpammy;

*  06LWMKNIA aHaNn3 Mouuy;

DK,
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* B C/Ay4Yae NNaHMPOBAHUA XUPYPrMYECKOro 3Tana feyeHns — oueHka QyHKLNU
nérkmnx: GopcnpoBaHHasA XN3HEHHAs eMKOCTb Neérkux (PXEN); OPB1 (ob6bem
$bopcnpoBaHHOIO BblgoXa 3a 1 cekyHAY); andpdy3noHHbIn TecT (DLCO);

* R-rpaduto opraHoB rpyaHoi knetkn, ontumanbHo — KT opraHoB rpyAaHom
KNeTKn C B/B KOHTpacTUpOBaHueM;

+ OBC;

*  Y3W opraHoB H6pPHOLLHON MOAOCTU N 3a6PHOLWNHHOMO NPOCTPAHCTBA, LWEeNHO-
HaAKAUNYHBIX 30H (KT BbINONHAGTCS 4159 YyTOUHEHNS XapaKTepa U3MeHeH i,
BbIIB€HHbIX Npu Y3U);

*  PAaAVOHYKJINAHYH AMArHOCTUKY KOCTeN ckeneta c R-nornyecknm KOHTpoJiem
BbISIBIEHHbIX U3MEHEHU;

* KT/MPT ronoBHOro mo3ra c KOHTpPacTHbIM YCUNEHNEM;

+  6uoncuio onyxonu c onpegeneHnem mopdonormnyeckoro Tuna HMPJI;

* B OTAENbHbIX CAy4vasax nokasaHa MN3T/KT;

*  npunogo3peHun Ha N2 Heobxognma mopdonormnyeckan sepudurkaymsa (TpaHc-
6poHxManbHas/TpaHcazodareanbHas NyHKLMS, MEANACTUHOCKOMUSA, TOPaKo-
CKOMUSA); NPY HEBO3MOXHOCTW MNOJlyYeHNA 6MONCMAHOro MaTepmana nokasaHa
MN3T/KT Ana oueHKW pacnpoCTPaHeHHOCTN OMNyX01eBOoro npouecca;

*  MOJIeKyNSpHO-reHeTn4eckoe nccaejoBaHne 1 onpejeneHne bnuomapkepos
B OMYXOJIN: «06A3aTeNbHbIN 06beM» (Hannyne akTUBUPYOLWNX MyTaumnin EGFR,
TpaHcnokaumm ALK, TpaHcnokaumm ROS1T) n «BO3MOXHbI 06beM» (MyTayuuun
BRAF V60OE, RET, c-MET, KRAS, HERZ2, akcnpeccun PD-L1);

*  Ans EGFR-N03MTUBHBIX 60BHBIX NPY NPOrpeccMpoBaHnn Ha GpoHe TapreTHol
Tepanum TMPO3MHKMA3HbIMU MHIMBUTOPaMn 1 1 2 NOKONEHWIA MOKa3aHO BbIMO-
HeHVe NMOBTOPHbLIX BUONCKIA C onNpeaeneHnemM MyTaun BTOPUYHOM pe3nCTeHT-
HOCTK T790M c NnoMOLbIO MONEKYNAPHO-FeHeTUYEeCKOro UcceloBaHunS.

3. JIEYEHUE

3.1. Jleyenne GonbHbIX HEMENKOKNETOYHBIM PAKOM NEFKOTo

OCHOBHbIM MeTOZ0M leHeHs paka Nerkoro ABAAeTCA Xupypruyeckuin. O6vem
onepauunn onpejenaeTcs pacnpoCcTPaHeHHOCTLI OMYX0JIeBOro npoLecca, rmcToo-
rnyeckori opmor onyxoam n GyHKLMOHaAbHBIM COCTOSHUEM NauneHTa. Pagnkans-
HYHO omepaumnio yaaeTcs BbINOAHUTL ToNbKo y 10-20% Bcex 3aboneBLINX. 5-neTHAA
BbIXXMBaeMOCTb Npu Bcex Gopmax paka nerkoro coctasnset 20-25%.

Mpu KapLUMHOWAHBIX OMYXONAX XMPYPruyeckmnii MeTo4 ABSAETCA OCHOBHbIM. Kapuu-
HOWAHBIE OMYX0UN, 0COBEHHO TUMUYHbIe ero $opmebl, 061a4al0T MeHee arpecCcrBHbIM
MeCTHbIM NHPUALTPATMBHbLIM POCTOM M MOTEHLMNANOM OTAa/IEHHOro MeTacTasnpo-
BaHWA B CPaBHEHMWN C APYTMMU, Yalle BcTpevatowmmmca popmamm HMPI, Taknmm
KaK MN0CKOKNETOUHbIN U Xene3ncTblin. KapumnHonAbl pa3BrMBatoTCS Yalle B KPYMHbIX
6poHXax NepBoro, BTOPOro 1 TpeTbero nopsjka 1 xapakTepusyoTcsa NpenmyLLecTBeH-
HbIM 3K30PUTHbLIM, BHYTPUMPOCBETHLIM POCTOM, 63 pacnpocTpaHeHus onyxoaun no
CTeHKe 6pOHXa, YTO MO3BONAET Yalle BbINMONHATL OPraHOCOXPaHsatoLLMe pajgnkaibHble
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onepauynn B ob6beme n06-, 6UN0H63KTOMUM C UCMONB30BAHNEM pe3eKLnN N PEKOH-
CTPYKLMUN BPOHXOB 1 TPAXen UAv N30IMPOBaHHbIe PaAnKanbHble pe3eku 6poHXO0B,
Tpaxen 1 eé bUPypKaL MM C coxpaHeHneM GyHKLMM BCEro Nerkoro. SHA0CKONMYeckoe,
3HAO06POHXMaNbHOE yAaneHne KapUUHOWAHBIX OMYX0eil MOryT 6biTb MPYIMEHUMBI
y 60/1bHbIX 6€3 NpopacTaHUs BCeld CTEHKM BPOHXA, Y KOTOPbIX MO TeM UAW MHbLIM MpK-
YMHaM He/lb3si NPOBECTUN PaANKabHYHO Pe3eKLMIOo 1erkoro v 6poHxa oTKPbITEIM UK
TOpaKoCcKonMyeckMM AocTyrnoM. Npun obcnefoBaHnN 40 onepaunin BCerAa CoXHO
YCTAHOBUTb UCTUHHYIO FYBUHY NOPaXXeHWs OMyX0/blo CTEHKN 6pOHXa.

3.1.1. Npunyunsi nevenns nayuentos ¢ 0-IIA craguamn HMPJI

MaureHTel ¢ HMP/1 0-1I1A KAVHNYECKOW CTaAnN CUMTarOTCA onepabenbHbIMY
C yuyeToM QYHKLMOHaNbHbIX NoKa3aTenei. Mpy NoAHOLEHHOM nNpeAonepaLnoH-
HOM 06CNnej0BaHNN A0NA MALNEHTOB, Yy KOTOPbIX MHTpPaonepaunoHHO npoLecc
npu3HayeTCsa Kak Hepe3sekTabenbHbIN, He NpeBbiwaeT 5-10%.

MynbTnamMcUMnANHapHOe 06CyXAeHMe KaXA40ro nayeHTa no3sonseT BbibpaTth
Hanbonee 3GPpeKTUBHYIO U JOCTYMHYIO CTPaTErnto C y4eTOM COBPEMEHHbIX BO3MOX-
HOCTeN NevyeHns, BKIOUYAA KOMBUHMPOBAHHbIE METO/AbI Tepanunu.

MNayneHtam c HMP/10-11IA cTagnm pekoMeHAYeTCA XUPYPruvecknin MeTo neveHuns
npw ycnoBumn cobntogeHns TpeboBaHnii K pagrkanbHol onepaunmn. CTaHAapTHbIN
06BbEM onepaunn BKAKOUYaET aHaTOMNYeCKY0 pe3ekLnto Nerkoro (1063kToMuns,
61N063KTOMUSA) C UNCMNATepPaNbHON MeanacTUHaNbHON numdoamccekumein. Topa-
KoCKOMuueckune onepauum npu KAnHMYeckon | ctagnm paka n1erkoro MoryT 6biTb
pekoMeHAOBaHbl KakK CTaHAAPTHbIN BapuMaHT XMPYPrmyeckoro nevyeHuns Hapaay
C 06bIYHBIMW OTKPbLITLIMW BMelLaTelbCTBaAMM.

BonbHbIM € | cTaguein agbtoBaHTHaa XT 1 J1IT He peKOMeHAOBaHbI.

BonbHbIM co lla cTagnein n gakTopamm BbICOKOTrO pucka (onyxonm>4 cMm, BoBAe-
YeHVe BUCLiepanbHOM NaeBpbl, COCYANCTas NHBA3USA, HM3Kaa cTeneHb AnddepeH-
LMPOBKN, XMpypruyeckoe sevyeHne B obbeme aTMnmnUHom pesekunm, Nx, sospact
Monoxe 75 net) n 60NbWIMMUN CTAAUAMN PEKOMEHA0BaHa aAbloBaHTHas Tepanus.

MauneHTtam c | ctagnein HMPN npu yHKLUMOHaNbHO HeonepabenbHOCTH, BbICO-
KOM puCKe XMPpYpPruveckmnx oCA0XHEeHWNA Nan o0TKase nauMeHTa oT XMpypruyeckoro
NleyeHNa pekomeHayetca pagukanoHas f1T.

Mpw Il ctagnn 3a6oneBaHns B Clyyae HEBO3MOXHOCTM NPoOBeAeHNA XUPYpPri-
yeckoro neveHus pekomenayetcsa XJAT van AT nan XT.

MauwneHtam c HMP/T 11 (N1) cTagun pekoMeHA0BaHa afjbloBaHTHas JiekapCTBEHHas
npoTusBoonyxoJsiesas Tepanus. NpegonepaLioHHOE NPOTMBOOMYX0/IEBOE IeYeHUs
y AQHHOW rpynnbl NaLMeHTOB He peKOMeH0BaHo.

Mpwn T1-2NO B cnyyae HEBO3MOXHOCTU NMPOBEAEHUS XUPYPrUYeCcKoro 1eyeHuns
BO3MOXHO NpoBejieHne cTepeoTakcmyeckon runodppakymoHHon /1T c mcnonb3osa-
HVeM KpynHbIx 403 3a ¢pakuuto (PO 10-18 I'p, COA 50-54 Ip). JleyeHne NpoBOANTCA
C NCMONIb30BaHMEM METOANK KOHTPOA Haj AblXaHNEM.

MpoBegeHne JIT pekoMeHAyeTCA Npu HepagnkanbHom onepaynm (R+), Tak kak
yMeHbLUaeT pUcK peunansa.
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Mpn MCXOAHO He pe3eKTabenbHOM OMyX0an y NaLMeHTOB B Y40BNeTBOPUTENLHOM
obuiem coctoaHum (No wkane ECOG 0-1 6ann) npw llIA cTagun 3aboneBaHns Ha nep-
BOM 3Tane pekoMmeHayeTca ogHoBpemeHHas XJIT; npu cocToaHMK no wkane ECOG
2 6banna npejnoytuTeNbHee NocnejoBaTeslbHOE NCMOb30BaHMe ABYX METOA0B.

MaymeHTbl ¢ KNMHUYeckoi IIIA cTagnen cumMTatoTCa yCA0BHO onepabenbHbIMY,
UM peKkoMeHAOBaHO KOMBMHMpPOBaHHOe ieveHne c npumMmeHeHnem XT (xmpyprude-
ckoe + agbroBaHTHadA XT).

PesekTabenbHbiMu Npu llIA cTagnmn cumTatoTcs:

* onyxonn T4ANO ¢ NO, foKa3aHHbIM C MOMOLLLbIO HBa3NBHbLIX METOA0B ANarHo-
CTUKWN, N TEXHNYECKO BO3MOXHOCTbIO pe3ekunmn RO;

*  C/Ay4Yaum mopaxeHus oA4HOM 30Hbl TnMdaTnyecknx y3nos N2, ecnm nopaxeHune
OCTaNbHbIX IMMPATUYECKNX Y310B UCKJTKOUYEHO NPY BUONCUN; NPU MYNIbTU3OHHOM
nopaxeHunn N2 numdoy3noB xmpyprmyeckoe neyeHne B ob6beMe NMHEBMOHIK-
TOMUU He gaeT NpenMyLLecTB 419 NauneHTa;

*  C/lydaum nocne MHAYKUMOHHOM XT, eI MPON30LLJIO «MOHUXEHNe CTagnun» co
CTOPOHbI NMMPOY310B U MOXHO M3bexaTb MHEBMOHIKTOMUMN.

HeoaabtoBaHTHaa XT (2-4 unkna) pekomeHayeTcs nauneHTam c llIA ctagnein
¢ N2 (aokasaHHasa mopdonornyeckn nnm npum MN3T/KT) B kKa4yecTBe 3Tana kKomMbU-
HUPOBAaHHOro nevyeHnsa. Onepaumnto pekoMeHAYeTCHA BbIMOJAHATL B CPOKM OT 3 40
8 Hey. OT MocsieHero BBeAeHNA XMMMonpenapaTos.

AabtoBaHTHasa XT n JIT Tepanna pekoMeHAYTCA BO BCex cnydaax N2 npu oT-
CYTCTBMW NPOTMBOMNOKA3aHWNA.

MocneonepaunoHHan JIT nokasaHa Takxe npu R+. CnegyeT yunTbiBaTb 0Cab-
JIeHHOe COCTOsAHME NaLneHTOoB Nnocje onepaymu.

PekomeHayeMble pexnMbl nekapcTBeHHOM Tepanun HMPJT npeacTaBneHbl B Tab.
2un3.

Ta6nuua 2. PekoMeHAyeMble PeXNMbl a4 bIOBaHTHOM 1 HEOaAbIOBaHTHOM XMMMOTepanum
HeMe/IKOKJ1eTOUHOro paka Nerkoro

UncnnatuH 50 Mr/m? B/ B B 1-4 11 8-11 AHW, BUHOPeNn6UH 25 Mr/m? B/ B 1-14, 8-14, 15-14, 22-11 fiHW, Kaxxable 4 Hea,, 4 ukna

Lvcnnatvi 100 Mr/m? B/ B B 1-14 ieHb, BUHOpen6uH 25-30 Mr/m? B/ B B 1-14, 8-14, 15-4, 22-11 AiHW, Kaxable 4 Hep,, 4 uuKkna

UncnnatuH 80 mr/m? B/B B 1-11 AeHb, BUHOPeN6uH 25 Mr/m? B/B B 1-1i AeHb, 60 Mr/m? BHYTPb B 8-Ii ieHb Kax/ble
21 aeHb, 4 ynkna

LincnnatuH 100 Mr/m? B/ B B 1-11 AeHb, 3Tono3ung 100 Mr/m? B 1-3-4 4HW, Kaxable 4 Heg., 4 umikna

LincnnatuH 75 mr/m? B / B B 1-4 AeHb, reMumntabuH 1000-1250 mr/m?2 B/ B B 1-14 1 8-11 fHW, Kaxable 3 Heg., 4 umkna

LucnnatuH 75 mr/m? B/ B B 1- fieHb, goueTakcen 75 mr/m? B/ B B 1-11 AieHb, Kaxable 3 Heg,, 4 umkna

UncnnatuH 75 mr/m? 8/ B B 1-4 AeHb, nemeTpekce 500 Mr/m?2 B/ B B 1- fieHb, Kaxable 3 Hea,, 4 unkna (ans
HennockokneTouHoro HMP/T) Ha ¢poHe npemeauKkaLmmn Gonvnesoli KUCNOTOW 1 BUT. B12

Kap6onnaTtvH AUC 5-6 B/ B B 1-i AieHb, NakauTakcen 175-200 Mr/m? B 1 AeHb, kaxable 3 HeA., 4 unkia

Kap6onnatvH AUC 5 B/ B B 1-/1 geHb, remumtabuH 1000 Mr/m?2 B/ B B 1- 11 8-11 AHW, Kaxable 3 Heg., 4 umkna

Kap6onnaTtvH AUC 5 B/B B 1-11 AeHb, BUHOPeN6uH 25 Mr/m? B/B B 1-1i AieHb, BUHOPen6uH 60 Mr/m? BHYTPb B 8-i1
AeHb Kaxable 3 Heg., 4 unkna
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Kap6onnatnuH AUC 5 B/ B B 1-11 ieHb, NemeTpekces 500 Mr/m? B/ B B 1-11 AeHb, Kaxable 3 HeA., 4 uukna (ans
HennockoknetouHoro HMPJ/1) Ha poHe npemeavikaumy Gonmnesolt KNCAOTOW 1 BUT. B12

OcumepmuHu6’ 80 M2 8HymMps excedHe8Ho NpU HaAUYUU akmueupyroujux Mymayuli e 2eHe EGFR do 3 niem unu
passumus HenepeHOCUMOUi MOKCUYHOCMU

! Ha momeHm HanucaHus pekomeHdayuil pexcum/npenapam exooum e KAUHUYeckue pekomeHoayuu, 0006peH-
Hele MuH30pagom P®, HO He 6bla 3ape2UCmpPuUpPoBaH HAa meppumopuu P®.

Mpwu BbIABAEHUN aKTUBUPYHOLLUX MyTaunii reHa EGFR (19 n 21 3k30HbI) agblo-
BaHTHas Tepanus oCMMepTUHNOOM NO3BONAET yBEANUYNTE Be3peLnjnBHY O BbIXU-
BaeMOCTb He3aBMCMMO OT TOrO, 6bl1a NV NpoBeAeHa afbloBaHTHAA XMMmMoTepanus
[0 Ha3HaYeHUs ocMMepTUHNOA, U MOXeT 6bITb Ha3HauYeHa Kak Mmocse onepaumu,
Tak 1 Moc/e NpoBejeHNs afbloBaHTHOK XUMMOTepanuu.

3.1.2. Npunumner nevenus nayuentos ¢ [IIB—11ICcrapueit HMPJ

Cragum lIIBn llIC aBnstoTca HeonepabenbHbIMU, 419 AAHHOM KaTeropum naumneH-
TOB pekoMeHjyeTca NpoBejeHe o4HOBpeMeHHOoN X/1T B KayeCTBe OCHOBHOIO MeToAa
neyeHus. Nnavnpyemasn CO/J nyyesoli Tepanuun B pamkax XJIT AonxHa COCTaBNATb
60 p (£10%) B Te4eHMe 6 HegeNb (MepepbiBbl B Ne4eHUN CHUXKAOT 3G PeKTUBHOCTb
nieyeHuns); pekoMeHayemble pexnmbl XT npu ogHoBpeMeHHOM XJ1T npeacTaBieHa
B Tabn. 3. OgHoBpemMeHHas XJIT gaeT 60onee xopollme pe3ynbTaTbl MO CPAaBHEHUIO
c nocnejoBaTtenbHol y nauneHTos ¢ HMPJ I1IB-1IIC cTaguu, ogHako, oHa 6onee
TOKCMYHa N peKoOMeHAYeTCa TO/IbKO NaumneHTaM B y40BJETBOPUTENIbHOM O6LLEM
cocTosaHMK (no wkane ECOG 0-1 6ann). Mpwn cocTtoaHnm no wkane ECOG 2 pekomeH-
Ayetca nocnegosatenbHoe npuMmeHeHne XT v JIT. iuctaHunoHHasa /1T:

*  MnepBMYHAsA OMyX0Jb, MOPaxXeHHble NTMMPaTNYeckne y3nbl

- KoHpopmHas IT POA 2 p, COJ 60-66 I'p (KT, M3T)
*  pernoHapHble numdaTmyeckune y3nbl

- KoHbopmHasa 1T POA 2 p, COJ, 40-45 'p (KT, M3T)

MauyneHTam nocae pagmkanbHOro XMPYypPruyeckoro ne4yeHnsa c N0OKopernoHanb-
HbIMW peunanBamMn BOSMOXHO nposegeHne XJ/1T.

Ta6nuua 3. Pexunmbl XMM1oTepanum, 4acto npumeHsiemble B iedeHunn A, I1IB ctaguii HMP/
B KOMBVHaLWK € IyyeBoli Tepanuveit

Maknutakcen 175 mr/m? B/B B 1-11 AeHb + kapbonnatuH AUC 5 B/B B 1-1 AeHb, nHTepBan 3 HeA., 3-4 umkna

3tonosng 120 mr/m? B/B B 1-3-4 AHW + yucnnatuH 75-80 mr/m? (nnm kap6onnaTtuH AUCS) B/B B 1-11 AeHb Kaxable
3Hea. 3-4 ynkna

MemeTpekceg 500 Mr/m? B/B B 1-i1 AeHb + LcnnaTtuH 75 Mr/m? nnm kap6onnatnH AUCS B/B B 1- ileHb Kaxable
3 Heg. 3 umkna ogHoBpeMeHHoO ¢ 1T (Mpu HenaockoknetoyHom HMPJT)

3tono3wng 50 Mr/m? B/8 B 1-5-11 AiHW, 29-33-11 AHW + umcnnaTtuH 50 mr/m? B 1-i4, 8-i1, 29-14, 36- AHM ogHOBpPeMeHHo ¢ T

Maknutakcen 50 mr/m? B/B B 1-i1, 8-, 15-1 AHW + kap6onnaTuH AUC-2 B/B B 1-14, 8-i1, 15-1 AHW OAHOBpEMeH-
Ho ¢ JIT + 2 kypca KoHconmampytoLen XT (naknutakcen 175-200 mr/m? B/B B 1- feHb + kap6onnatnH AUC
5-6 B/B B 1-1 AeHb, MHTepBa 3 Hej.
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NHAYKuMoHHas XT: umcnnatiH 80 Mr/m? B/B B 1-i AeHb, BUHOPen6uH 60 Mr/M2 BHYTPb B 1-i 1 8-1 AHW Kaxable
21 AeHb, 2 LMKNa; COYeTaHHbIM XMMWONY4eBOi pexum: umucnaatnH 80 mr/m? B/B B 1-11 AeHb, BUHOPeN6uH
40 Mr/m? BHYTpb B 1- 11 8-11 AHW Kaxaple 3 Heg. ¢ /1T B 03e 66 '

T WHOYKYUOHHQASA U KoHconudupytowas XT He yeeaudusarom 3¢pekmueHocme cmaHoapmHol X/T.

Mocne 3aBeplieHnst XJIT 60/1bHbIM, He MeOLL MM NPU3HAKOB NMPOrpeccnpoBaHng
60ne3Hn (KT o6cnegoBaHne LenecoobpasHo NPOBOANTL HEMOCPEACTBEHHO Noce
OKOHYaHWA XJ1T), pekoMeHAYeTCs NoAAePXKMBAOLLAA UMMYHOTepanusa 4ypsanymMadbom
10 Mr/kr B/B 60-MUHYTHasA NHOY3USA KaxAble 2 HeA. B TeyeHne He MeHee 12 mec. unu
[0 NPOrpeccnpoBaHng Unu Ao pasBUTUS HeNepeHOCMMOM TOKCUUYHOCTN.

Ana gocTuxeHMs MakcuManbHoOM 3G GeKTUBHOCTU 1 6€30MacHOCTM KOMBUHU-
poBaHHOro nedveHns (XJIT + UMMyHOTepanus) KpanHe BaXXHbIM ABAAETCA MyNbTU-
ANCUNNAVNHaPHOE NJaHMpoBaHMe cTpaTernn neyeHnsa naymeHToB c Il ctagueii
HMPJT 1 npeeMCTBEHHOCTb MeXAY cneynanmnctamun.

Mpwn npoTBonokasaHuax K XJ/IT peKkoMeHAYeTCA NPOBOANTL CMCTEMHY0 XT (cMm.
pasgen 3.1.3.1), BKNOYas MONEKYNAPHO-HAMNpPaB/ieHHOE 1eYeHne, UMMYHOTepanuto.

3.1.3. Mpunyuns nevenns nayuentos ¢ IV cragueii HMPJ

NeveHne naynenTos c IV ctagnein HMPJ1 cnepyeT pacueHnBaTb Kak Nnannmatmne-
HOe, HanpaB/IeHHOe Ha yBe/InYeHVe MPOAOIKNTENIBHOCTU XU3HN, yyYlleHne ee
KayecTBa 3a cyeT 3P PeKTUBHOIO KOHTPOAA CUMMNTOMOB 6071e3HN. PaHHee Hayano
MPOTUBOOMYXONEBOM, MOAAEPXNBAOLLEN 1 CONPOBOANTENBLHON CUMATOMATNYECKON
Tepanuu yBenn4ymnBaeT MPOAOIKNTENbHOCTb XNU3HU.

PekomeHayeTCs Ha3zHayaTb leyeHne C y4eTOM NPeAUKTUBHbBIX U MPOTrHOCTU-
yecknx pakTopoB (Tabn. 4).

Mpwn BbIABAEHWN aKTUBMPYOLWNX MyTaunii EGFR (B 18-21 aKk30Hax) Uan TpaHc-
nokauuit ALK, ROSI, myTaunmn BRAF, c-MET pekoMeHAyeTCA Ha3HavyeHMe TapreTHoM
Tepanuu (cMm. pasgen 3.1.3.4).

Mpun OTCYTCTBUM ApPaiBEPHbIX MONEKYNAPHO-TeHeTUYeCKMX HapyLleHN peko-
MeHayeTca XT nanm XMMUOMMMYHOTepanusa B 3aBUCUMOCTN OT PAAa KNNHNYECKNX
1 NabopaTopHbIX MapaMeTpPOB, B HEKOTOPbIX C/lyYasX — C y4eTOM YPOBHSA 3KCnpec-
cvn PD-L1 onyxoneBbiMY kKneTkamu (cMm. pasgen 3.1.3.1).

3.1.3.1. JlexapcrBennasn tepanus nepsoit nukum npu IV craguu HMPJI

PekomeHAyeMble peXunMbl 1eKapCTBEHHON Tepanun NnepBol AnHUK npu IV
ctagum HMPJ1 npeactaBneHbl B Tabn. 4.

Ta6nuua 4. PekomeHayeMble pexurMbl nekapcTBeHHol Tepanum 1 anHum HMPJT IV ctaguun

Stono3ng 120 mr/m? B/ B B 1-3-/4 fHN B/ B + ucnnatuH 75-80 Mr/m2 B / B B 1-4 ieHb KaxAble 3 Hej.

3Tono3na 100 mr/m? B/B B 1-3-1 AHW + Kap6ornnaTuH AUC-5 B/B B 1-11 AleHb Kaxable 3 Hej,.

BuHopenbuH 25-30 mr/m? B/B (nav 60-80 Mr/m? BHYTpb) B 1-11 11 8- AHW + umcnnaTuH 75-80 mr/m? B/B
B 1-Ii AeHb Kaxzble 3 Hea,.
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Maknutakcen 175-200 mr/m? B/B B 1-4 AieHb + kap6onnatnuH AUC 5-6 B/B B 1-4 AeHb Kaxable 3 Hed, + 6eBaLnsy-
mab 15 mr/kr B/B 1 pa3 B 3 He/. 40 NporpeccMpoBaHus (Npuy ajeHokapLMHome)

FemumTabun 1000-1250 Mr/m? B/B B 1-1 1 8- AHW + uncnnatiiH 80 Mr/m? B/B B 1-i1 ieHb Kaxable 3 Heg..

FemumtabuH 1000 Mr/m? B/B B 1-4 11 8-11 AHK + kap6onnaTuH AUCS B 1-11 AeHb Kaxzple 3 Heg,

MemeTpekceg 500 Mr/m? B/B B 1-i1 AeHb + LucnnaTtuiH 75 mr/m? B/B (nnm kap6onnatiH AUC 5 B/B) B 1-1 AeHb
Kaxaple 3 Heg. ¢ Npemeavikaumein GonneBoli KUCIOTON 1 BUT. B12 3a 5-7 AHeil Ao Havana kypca + 6eBaumsymab
7,5Mr/xr 8/ 1 pa3 B 3 Heg. 40 NporpeccrpoBaHns (Npu ageHokapuuHome)'

BuHopenbuH 25-30 mr/m? B/B (nnv 60-80 Mr/m? BHYTpb) B 1-14, 8-, 15-11 ieHb Kaxzple 4 Heg,

FemumTaburH 1000-1250 mr/m? B/B B 1-11 1 8- AHW Kaxaple 3 Hej.

JoueTakcen 75 Mr/m? B/B B 1-11 AieHb Kaxable 3 Hea.

MemeTpekces 500 Mr/m? B/B B 1-i1 AeHb Kaxble 3 Hef. ¢ npeMeaviKaLueli Gonnesoli KUCIOTOM 1 BUT. B12 3a
5-7 gHein o Havana kypca (Npw HenaockoknetoyHom HMP/T)

Mem6ponusymab 200 Mr B/B 30-MUHYTHas UHPY3MA Kaxable 3 Hej. ANA NaUMEeHTOB ¢ 3kcnpeccuen PD-L1 B> 50%
OMyXO0neBbIX KNETOK ANNTeNbHO (40 2 neT) npu HMPJ1 6e3 akTUBUPYOLLMX MyTaLui

Mem6ponusymab 200 Mr B/B 30-MUHYTHas UHPY3UA + nemeTpekces 500 Mr/m? B/B + upcnnatuH 75 mr/m? (kap-
6onnatvH AUC 5) B/B 1 pa3 B 3 Hej. 4 L1kna, B Aa/ibHellleM — NMOAAepXKMBaoLLas Tepanusi nem6poinsymabom
1 nemeTpeKkceAoM A0 NPOrpeccupoBaHns NN HenepeHoCMO TOKCUYHOCTY (Nembponunsymab — Ao 2 neT)
TONLKO MNPV HennockoknetoyHoM HMPJ1 6e3 akTUBMPYIOLLIMX MyTaLnii

Mem6ponusymab 200 Mr + naknutakcen 200 Mr/m? B 1-i AeHb + kap6onnaTuH AUC6 B 1-i1 AeHb kaxable 3 Heg,
4 uyKkna, B AanbHelilleM — NoAAepXMBatoLLas Tepanuna nemM6ponnsymabom 4o NPorpeccMpoBaHmns Uav Hemnepe-
HOCMMOW TOKCUYHOCTY (40 2 N1eT) Mpu nnockokneto4Hom HMPJ

Membponunsymab 200 Mr B/ B 30-MUHYTHas MHY3Ms Kaxjble 3 Hej. AN NaLMeHToB ¢ akcnpeccuelt PD-L1 82 1%
Oryxo/eBbIX KNeToK A41nTenbHo (40 2 neT) npy HMP/1 6e3 akTUBMPYHOLLMX MyTaLnii

Ate30113yma6 1200 mr B/B + naknutakcen 200 mr/m? B/B (4151 NaLMEHTOB MOHrON0UAHOM packl —175 Mr/m?) + kap-
6onnatnH AUC 6 B/B + 6eBaLmsymab 15 Mr/kr B/B 1-i AeHb kaxable 3 Hef. 4 UMKNa, B AasbHelilemM — NoAAepXu-
BaloLLas Tepanus ate3onnsyMabom 1 6eBaLaymabom A0 NporpeccupoBaHyist AN HenepeHOCUMOW TOKCUYHOCTY
(ToNbKO NpY HennockoknetouHoM HMPJ). B ciyydae KAMHUYeCKon HeobXxoAMMOCTY Mepes HavanoM Tepanmm aTeso-
nn3ymabom naumeHTbl ¢ EGFR nnm ALK reHOMHO onyxoneBoii MyTaLmeli A0KHbI MOAYUYUTb TapreTHyto Tepanuo

ATe3on|/|3yma6 Ha3Ha4vaeTcqa B J03e:

* 1200 mr B/B Kaxzble 3 Hea;
* 840 Mr B/B Kaxable 2 Hep,
* 1680 Mr B/B Kaxzble 4 Hep

[Ans naumeHToB ¢ runepakcnpeccueit PD-L1 (TC3 nan IC3)

Husonyma6? 3 m2/ke 1 pas e 2 Hedeau + ununumymab 1 mz2/ke 1 pas e 6 Hedesb

MpodomiumensHocmMe 080LHOLU UMMYHOMepanuu — 00 NPO2PECCUPOBAHUSA UU HenepeHoCcUMoli MOKCUYHOCMU,
MaKCUMaNbHO 00 2-X 1em

* Husonyma6 360 Mr 1 pa3 B 3 Hegenu + unuavmymab 1 mr/kr 1 pas B 6 Hegenb +

* 2 umkna xummnoTepanuu 1 pas B 3 Hegenu (Npu nnockoknetoyHom HMPJ/T — naknutakcen 200 mr/m? + kap6o-
nnatvH AUC 6 B/B KanenbHo 1 pa3s B 3 Hegenu; 415 HennockokieToyHoro HMPJ/T — nemetpekces 500 Mr/m? +
umennatuH 75 mr/m? (kapéonnatuH AUC 5 unu 6) B/B KanenbHo 1 pas B 3 Hegenu)

MpogoMXNTEeNbHOCTb ABOHOM MMMYHOTEPanUM — A0 NPOrpeccrpoBaHus W HenepeHoCMMO TOKCUYHOCTY,
MaKCMManbHo Ao 2-x neT

FepuTMHNG No 250 Mr BHYTPb eXeAHEBHO ANNTENbHO NPU HaNYMM aKTUBMPYHOLLMX MyTaLmnii EGFR o nporpec-
CMpoBaHMA Unn HenepeHocmmoﬁ TOKCNYHOCTN

3pNoTUHWG Mo 150 Mr BHYTPb eXeAHEBHO ANVNTENLHO MPY HAINYUK aKTUBKPYHOLMX MyTaumii EGFR go nporpec-
CYPOBaHVA U HEMePeHOCUMON TOKCUYHOCTH

Pamyuvpymab 10 Mr/kr B/B Kaxzble 2 Hea. B KOMBUHALMW € 3pAOTUHMG0M 150 Mr BHYTPb eXeHeBHO Npu Hanu-
YnM aKTUBUPYIOLLMX MyTauumii EGFR fo nporpeccnpoBaHns Uan HerepeHoCUMO TOKCUYHOCTA
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ADaTVHING 40 M BHYTPb eXeAHEBHO ANVTEeNbLHO MPU HaZMUNK aKTUBMPYOLWMX MyTaLmil EGFR go mporpeccripoBa-
HUSI NN HEMepPeHOCVIMO TOKCUYHOCTM

OcnMepTUHNG 80 Mr BHYTPb eXeAHeBHO ANNTeNbHO NPU HaNYMW aKTUBMPYHOLLMX MyTaumii EGFR go nporpeccu-
POBaHWs NN HenepeHOCUMON TOKCUYHOCTY

Kpr30TnHMG no 250 Mr 2 pasa/cyT. BHYTPb eXejHeBHO AnnTenbHO Npu TpaHcnokaumm ALK, ROS1 n ¢-MET go
NpPOrpeccupoBaHNsa NN HerepeHOCUMON TOKCUYHOCTU B MepBO IMHUN Tepanun

LiepuTriHn6 450 Mr/cyT. BHYTPb eXeAHeBHO A0 NPOrpeccupoBaHns UV HenepeHOCUMON TOKCUYHOCTY (Npu
TpaHcnokaumm ALK) B nepBoii NnHUM Tepanvu, Noc/ie NPorpeccupoBaHns Ha GoHe Tepanun KpU3oTUHNGOM nnn
npuv ee HenepeHoCUMoCTn

AnekT1HWG 600 Mr 2 pa3a/cyT. BHyTPb XeAHEBHO A/INTE/IbHO 0 MPOrpeccpoBaHust UV HernepeHoCcMMo
TOKCUYHOCTY (MpW TpaHciokaumn ALK) B nepBoii IHWM Tepanuu; Mpuy NporpeccvpoBaHnm 3a6oneBaHNsA Ha poHe
Tepanun KpU3oTUHNEOM UK NPU ee HeNepeHoCMOoCTN

BRAF/MEK nHrnéutops!: gaépapeHn6 no 150 Mr 2 pasa/cyT. BHyTpPb U TPAMETUHWNG 2 Mr/CyT. BHYTPb; 06a
npenapara NPUHUMaIOTCA exeHeBHO A0 NPOrpeccMpoBaHUsA VAN HeNepeHOCMOW TOKCUYHOCTY (MPU Hannymum
akTuBMpytoLLein mytaummn BRAF V60OE)

T KombuHayus nemempekceda c yucnaamuHom y 606HbIX HeNA0CKOKAemMoYHbIM HMPJ1 8 paHOOMU3UpO8AHHOM
uccnedo8aHUU NOKA3AAA NPeUMyUecmeao No CPABHEHUK C KOMbUHayuell c 2eMyumabuHoM.

2 Ha MoMeHM HanucaHus pekomeHAayuli pexcum/npenapam exooum e KAUHUYecKue pekomeHAayuu, 0006peH-
Hele MuH30pagom P®, HO He 6bi1 3ape2UCmpPuUpPOBAH HA Meppumopuu P.

PexomeHAyeTCA y NaLMEHTOB C KOHTPOJIEM POCTa ONyXonu (ctabunmnsayms,
nosHasa UamM YacTuyHasa perpeccus) nposegeHune 4 LMKNOB KOMOBMHMPOBAHHOM
nnaTuHocoepxatien XT, B Clyyae HapacTatoLwero o6 bekTMBHOro s¢pdekTta Konm-
4YeCcTBO LMKNOB MOXeT 6bITb yBenn4veHo 40 6. OueHkKy 3¢ GeKTUBHOCTA NeveHns
peKkoMeHAyeTCA NPOBOANTL Noc/e KaxXablX 2 unknos XT B CPOKW OKOJIO 2 Hej. oT
NepBOro AHA YeTHOro LnkKna.

HennaTnHoBble KOMBUHALMN NN MOHOXMMUOTEPaNUIO peKoMeHAyeTCs UCMNOo/ib-
30BaTb B TOM C/ly4ae, eCNv HazHayeHve NPON3BOAHbIX N1aTUHbI MPOTUBOMNOKAa3aHo.

BeBaLun3ymab pekomeHAyeTCs Ha3HavaTb B coveTaHUM € XT TOIbKO NayeHTam
HemnaocKokeTouHbiM HMPJT B y40B1€TBOPNTENBHOM COCTOAHUN, HE MELNM
NPOTMBOMOKa3aHWN 415 ero BBeAeHMA (pacnaj onyxonu, KpoBoxapkaHbe, COnyT-
cTBytoWwasa natonorus). Nocne okoH4YaHna XT Npu KOHTpoJie HajZ POCTOM OMNyXoaun
N yAOBNETBOPUTENLHON NepeHoCMMOoCTI 6eBaLn3ymad MOXHO MPOAOIXNTL B Ka-
yecTBe NOAJepXMBatoLLeli Tepanun n NpUMeHATb 40 NPOrpeccupoBaHns 6onesHu.

Mpw cTabunnsaunm nam 4HacTMYHOM/NOAHOM perpecce onyxonun nocne 4-6 uu-
KNOB leYeHNs MPU XOpoLlel MepeHoCMMOCTN PeKOMeHyeTca NpoBejeHne noj-
JepxuBatoLeli Tepanun. B kadecTBe nogaepXunBatoLLlein Tepannum Npm HENAOCKO-
knetoyHom HMPJ1 pekomeHAyeTcs NpuMeHeHVe NnemeTpekcesa nan 6esaunsymaba
NAW X KOMBUHALMK, eCN 3TU NpenapaTthbl BXOAWIN B CXeMY JleeHUs.

Ana neyeHVa NOXUNbIX NALNEHTOB UM NaLMeHTOB, 06bekTUBHOE COCTOsAHNE
KOTOpbIX oLeHMBaeTcs No wkane ECOG 2 6anna, B KayecTBe MUHMMANbLHOIO Ba-
puaHTa 1evyeHns MoXeT 6biTb peKOMeHA0BaHa MOHOXUMMNOTEePanns 3TONO03MA0M,
BMHOPENOUHOM BHYTPb UK B/B, NemeTpekceAoM (HENNOCKOKNeTOUYHbIA HMPT),
TakCcaHamu, reMunTabnHOM UAN MOHO-UMMYHOTepanmna nemépoansymabom npu
ypoBHe akcnpeccuun PD-L1 >50%, PD-L1 > 1%, ecin He nepeHocuma XT, kombuHaumns
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3TUX NpenapaToB C MPOU3BOAHBIMW NAATUHbLI (MPeANOUYTUTENBHO C KapbonaaTu-
HOM) — ONTUMabHbI BapuaHT.

B cnyvae MeTacTaTM4eCcKOro nopaxeHms KocTel (MMTNYeCcKoro n CMeLaHHoro
XapakTepa) pekomeHAyeTcA Ha3HavaTb bucpocdoHaTbl UM geHocymab (onTu-
MaflbHO); MpM yrpo3e nepenomMa nbo c obesbonmBatoLLel LieNblo peKkoMeHyeTcs
nannnaTtnseHaa JT.

PekomeHgyeTCA MPOBOAUTL 06Cnef0BaHMe C UCMOJIb30BaHMEM METOA0B 06b-
ekTusHoOM Busyanusauymn (KT, P-rpadpusa, MPT, NIT/KT, cunHturpadumnsa ckeneta)
NpOsiBNIEHNI ONYX0AeBOro npolecca ANa KOHTPons 3¢ GeKTUBHOCTN IeveHns A0
Havana nedveHna n ganee 1 pas B 1,5-3 MecC. C y4eTOM KJAUNHNYECKNX NOKa3aHWNA.
PekoMeHAyeTCSH MPUMEHATb OAVH U TOT Xe MeTOJ OLeHKW, NCMOb30BaHHbIA A0
Ha4vana fevyeHuns.

3.1.3.2. Ummynotepanus guccemunuposantoro HMPJI

HoBbIM HanpasieHVeM B 1eKapCTBEHHOM 1eYeHN I 60/1bHbIX AUCCEMUHNPOBAH-
HbiM HMP/1 aBAsieTca MMMyHOTepanus, B YaCTHOCTU — UHIMBUTOPbLI KOHTPOJIbHbIX
TOYeK MMMYHHOrO HaA30pa.

PekomeHgyeTcs B KayecTBe UMMYHOTepanuu | AMHWN NPY OTCYTCTBUN aKTUBU-
pyloLWmnx MmyTaumin B reHax EGFR naun tpaHcnokaumnm ALK/ROS1T npu pacnpocTtpa-
HeHHOM HMPJ1 c akcnpeccuein PD-L1 > 50% onyxoneBbiX KNeTOK, OLLleHeHHOW AT
22C3 aHTN-PD-1, npn OTCYTCTBUM NPU3HAKOB arpeCcCUBHOrO TeYeH s, He60NbLIOM
o6beMe 0Myxo1eBOo MacChl M HeBbIPaXeHHbIX CUMMATOMAaX, CBA3aHHbIX C ONYX0/1eBbIM
poctom, MKA nem6ponnsymab 200 mr B/B 30 MUH. Kaxable 3 Hea. B cnyyae arpec-
CMBHOTO TEYEHUNA U/ NN NPU HATMUYUN CUMINTOMOB, CBA3AHHbIX C PacnpoCTPpaHeH-
HOCTbIO OMYXO0JIEBOr0 NPOLECcca, BO3MOXHO NPUMeEHEHNEe XUMUOVMMYHOTepanuu.

Mpu HenepeHocnmocTn XT B KayecTBe MMMyHOTepanun | AMHWKM Npwn pacnpo-
cTpaHeHHoM HMP/1 c skcnpeccuein PD-L1 = 1% onyxoneBbiX KNeTOK NPy OTCYTCTBUN
aKkTUBMpyOLWMX MyTaunin B reHax EGFR, BRAF, TpaHcnokauunm ALK/ROST pekomeH-
ayetcs aHTU-PD-1 MKA nembponnsymab 200 mr B/B 30 MUH. KaXable 3 Hej.

MauymneHTam c runepakcnpeccuein PD-L1 (TC3 nnwn IC3) 6e3 myTauuii B reHax EGFR
nnn TpaHcnokaunm ALK/ROST npu pacnpoctpaHeHHOM HMPJ1 MoxeT 6bITb peko-
MeH/A0BaHO Ha3HayeHue aTe30113ymMaba B KauyecTBe UMMyHOTepanuun 1-i ANHUN.
ATe30/11M3yMab Ha3HayaeTca B OJHON U3 CeAyoLNX 403

« 1200 Mr B/B Kaxable 3 Hea,;
« 840 Mr B/BKaxgble 2 Hepj;
« 1680 mMr B/B Kaxgble 4 Heg.

PekomeHayeTCcd KOMOUHMPOBAHHAA UMMYyHOTepanus + XT Yy 601bHbIX pacnpo-
CTpaHeHHbIM HenaockokaeToUYHbIM HMPJ1 ¢ nt06bIM (M HEM3BECTHbLIM) CTaTyCOM
PD-L1 c ncnonb30BaHMEM OLHOTO U3 IBYX PEXNMOB:

1) NMembponnsymab 200 mr B/B +tnemeTpekces 500 mr/m? B/B + uucnaatuH
75mMr/m? B/B (kapbonnatnH AUC 5 B/B) 1 pa3 B 3 Hea. 4 unkna, B fanbHel-
WweM — NoAAepXuBatoLias Tepanms neMbponnsymMabom 1 nemetTpekce4om 40
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nporpeccMpoBaHns UNN HENepPeHOCMMON TOKCMYHOCTY (Nembponnsymab — Ao
2 neT) TONbKO NpU Hena1ockokneTouyHoM HMPJ1 6e3 akTUBUPYHOLWNX My TaLmniA.
[laHHas KOMBMHaLNA NPUMeHseTcs y NauneHToB 6e3 akTUBUPYOLWNX My TaLnia
EGFR nnun ALK.

2) Ate3onusymab 1200 mr B/B + naknmutakcen 200 mr/m? B/B (419 NaymeHTOB
MOHIOI0MAHONM packl — 175 mr/m?) + kapbonnatuH AUC6 B/B + 6eBaunsymab
15mMr/krB/BB 1- feHb KaxAable 3 Hea. 4 uuKkna, B faNbHellleM — NoAAepPXn-
Balolaa Tepanna atesonnsymabom n 6esausymabomM B NpeXHUX A03aX 40
nporpeccMpoBaHus AN HeNepeHOCMMOM TOKCUYHOCTU (TONbKO NMPU Hemnao-
ckoknetouyHoMm HMPJT). Mepeg HavyanoM NCMNONb30BaHWS AaHHON KOMBMHaL MUK
nayneHTbl ¢ EGFR nnn ALK reHOMHOU 0nyxoeBoi MyTaumen 401XKHbI MONYUNTb
TapreTHyto Tepanuio.

BoNbHbIM pacnpocTpaHeHHbIM MNI0CKOKAETOYHbIM PAKOM J1€FKOro C 1t06bIM
(Mnn HensBeCTHbIM) cTaTycoM PD-L1 MoXeT 6bITb pekoMeHA0BaHa KOMOUHNPOBaH-
Has UMMyHoTepanus + XT B pexume nembponnsymabd 200 mr B/B + naknamrtakcen
200 mr/m?B/B B 1-1i AleHb + kapbonnatuH AUC6 B 1-/ AeHb Kaxable 3 Heg. 4 unkna,
B Aa/ibHelWeM — NoAAepXMBatoLLas Tepannsa neMbponmsymabom Jo nporpeccu-
pOBaHWUA NN HeMepeHOCMMOM TOKCUYHOCTIK (Nembponmnsymab — o 2 neT).

MaymeHTaM C NNOCKOKAETOUYHBLIM U HEMAOCKOKAEeTOUHbIM HMPJT ¢ nto6bIiM (MK
Hen3BeCTHbIM) cTaTycoM PD-L1 MoxeT 6bITb pekomMeHA0BaHa ABOHaA MMMYHOTepa-
nus HUBoONymab 3 Mr/Kkr kanenbHo 1 pas B2 Hegenn +UNuanMyma6 1 mMr/kr B/BKa-
nenbHo 1 pa3 B 6 Hejgesb 40 NPOrpeccMpoBaHNSA NN HEMEPEHOCUMOM TOKCUYHOCTH
MaKCMManbHO 40 2-X 1eT AN ABOWHAA UMMyHOTepanusa HMBoaymab +unuanmymab
B COYETaHUN C 4BYMSA LKNaMU XUMNOTepannum — H1MBoaymab 360 Mr B/ B KanenbHO
1 pa3 B3 Hegenn +unnnumymab 1 mr/kr s/BKanenbHo 1 pas B 6 Hegenb B coyeTa-
HUW C ABYMS LIMKAAMN ABYXKOMMOHEHTHOM XMMMoTepanmm Ha OCHOBe npenapaTos
naaTuHbl (Npy NaockoknetouHoMm HMPJT -naknntakcen 200 mr/m2+kapbonnaTuH
AUC 6 B/BKanenbHo 1 pa3 B3 HeAenun, BCEro Asa LKa; 419 HEMOCKOKI1eTOYHOro
HMP/1 — nemeTpekceg 500 mr/m2+uyncnnatuH 75 mr/m? (nan kapbonnatnH AUC
5wnnn 6) B/B KanenbHo 1 pas B 3 HeJenu, BCero Asa LMKIa) 40 NpOrpeccupoBaHuns
3aboneBaHNA NN HeMepeHOCMMOM TOKCUYHOCTW, MakKCMManbHO A0 2-X neT.

3.1.3.3. JlexapcrBennan repanus sropoii nunun npu IV cragun HMPJ

Btopas nuHuma XT pekoMeHAyeTcs K Ha3Ha4eHMIo TO/IbKO NPW NporpeccnpoBsa-
HVW onyxofieBoro npouecca. Npuv Bbibope BapraHTa ledeHUs cnejyeTt yYnToiBaTb
BO3MOXHOE BAVSAHME Ha Ka4eCTBO XN3HW Cy4eTOM COMYTCTBYOLWNX 3aboneBaHuMiA.
XT BTOPOM ANHUM MOXET yMeHbLLAaTb BbIPaXXeHHOCTb CMMNTOMOB paka /1erkoro
M YBENINYMNBATL MNPOAONXKNTENBHOCTE XU3HN OTAE/IbHbIX NaLNeHTOB.

MpeanoYTUTENBbHBLIM NOC/E MePBON NVHUN NAATUHOCOAePXaLLel (Mam MOHO-) XT aB-
NAeTca Ha3HaYvYeHre MHIMbMTOPOB KOHTPO/IbHBIX TOYeK UMMYHMTeTa aHTN-PD-(L) 1 MKA,
€C/IN OHW He Ha3Hayanncb B MepBOV AMHUN — HMBONYMaba unun atesonnsymaba
(He3aBUCKMMO OT ypoBHSA PD-L1T) nan nembponmsymaba npu akcnpeccun PD-L121%
OMyX0/ieBbIX KNETOK. IPPeKTUBHOCTE MHIMONTOPOB KOHTPOIbHbLIX TOYEK UMMYHUTeTa
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BO3pacTaert (No cpaBHeHUIO € XT) C yBennyeHnemM ypoBHs 3Kcnpeccun. NoBTopHoe
Ha3HayeHVe NpenapaToB 3TOro K/lacca BO3MOXHO BO BTOPOM-TpeTben INHNAX, eCn
nepsas IMHUA UIMMyHOTepanuu 6bina 3aBepLueHa 6e3 NprM3HakoB NPOrpeccnpoBaHuns
onyxonu n/vnnn 6es HenepeHoCMOM TOKCUYHOCTW. JleyeHne NPoBOANTCA HeNMPepPbLIBHO
[0 MPOrpeccnpoBaHmsa NIV HEMepeHOCUMMON TOKCUYHOCTU.

PekomeHayeTcst HUBONYyMab y 601bHbIX MIOCKOKNETOYHbBIM M HEMTOCKOK/IeTOu-
HbiM HMPJT npu nto6om ypoBHe skcnpeccun PD-L1 (B TOM Yncne 1 npm HeM3BeCTHOM
ctatyce PD-L1) 60-MuHyTHaa uam 30-MUHYyTHaaA MHPY3USA B O4HOM U3 TpeX A030BbIX
pexnMoB:

*  HMBOAYMab 3 Mr/Kr B/B Kaxable 2 HeJ.
*  HuBOANymab 240 mr B/B Kaxable 2 Hej.
*  HuBonymab 480 Mr B/B Kaxable 4 Hefa.

MOXHO MeHATb pexXuM J03UpoBaHUA U NHTepBaa BBeJeHUS HUBONyMaba
C 3 Mr/kr unm 240 mr 1 pa3 B 2 Hegenun Ha 480 Mr 1 pas B 4 Hejenn U Hao6opoT
cneAyroLmm obpasom:

*  eC/V naymeHT nonyyan HMBonymab B go3se 3 Mr/kr nnu 240 mr 1 pas B 2 Heg,.,
TO nepByto 403y 480 MI HY>XXHO BBOAUTbL Yepes 2 Hej. N fanee NpoAOIXNTb
neyeHune B fo3e 480 Mr 1 pa3 B 4 Heq.

* eCc/u NayueHT nosny4an HMBosymab B fo3e 480 Mr 1 pas B 4 HeA., TO NepByto
403y 3 Mr/Kr unm 240 Mr HY>XXHO BBOAUTb Yepes3 4 Hej. U ganee MPOoJONXNTb
nedveHwne B go3e 3 Mr/Kr unm 240 mr 1 pas B 2 Hej.

Membponnsymab pekomeHgyetcs B 4o3e 200 Mr B/ B Kaxable 3 Hej. y 60/1bHbIX
C MJIOCKOKNETOYHbIM 1N HenaoCckokneTouHbiM HMPJ1 ¢ sakcnpeccnen PD-L1 B >21%
OMyXOJieBbIX K/J1€TOK.

ATe30/113yMab peKoMeHAYyeTCs AN NeYeHNSA 60NbHbIX M0CKOKAETOUHBIM U He-
NAocKokaeToUHbiM HMPJ1 He3aBUCUMO OT YpOBHSA 3Kcnpeccnn PD-L1B ogHOM 13
Tpex A030BbIX PEXNMOB:

+ atesonun3ymab 1200 Mr B/B Kaxable 3 Hea.
+ ate30/m3ymab 840 Mr B/B KaxXgble 2 Hea.,
+ aTe3o0/m3ymab 1680 Mr B/B Kaxable 4 Heg,.

Y nauMeHToB C aleHOKapLVMHOMON 1 NporpeccMpoBaHneM B Te4eHne 6 Mec. oT
Havana XT NepBOM INHNM NPeNoYTUTEeNbHbBIM ABASETCA Ha3HayYeHne jJoLueTakce-
Na (ecnm oH He MPUMEHSANCA paHee) B KOMBMHALMW C HUHTeAaHMBOM: AoLeTakcen
75mMr/m2B/B B 1-I1 feHb + HUHTeAaHN6 200 Mr BHYTpb 2 pa3a/cyT. Co 2-ro no
21-4 AHW; unkn 21 AeHb. B oTAenbHBIX CAy4asx Npu oTMeHe goLeTakcena n3-3a
NO6OYHBLIX 3G PeKTOB BO3MOXHO NPOAOIKNTE HUHTEAAaHNG B MOHOTEpanunun Ao
nporpeccmpoBaHns (TONbLKO B Clyvae 06beKTUBHOro oTBeTa Uan ctabuamsaymm
6one3Hn).

HasHaueHwne goLeTakcena (ecav OH He NPUMEHSICA paHee) B KOMBUHaL MUK
C HMHTeZaHMO6OM TaKkXe MOXeT paccMaTpMBaTbCA B Ka4ecTBe TepaneBTUYeCKOW
onuMny NauMeHTOB C afeHOoKapLMHOMO Noc/e Heygaumn nepeo NMHUN XT 1 BTOPOIA
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NIMHUN UMMYHOTEpannu, B NepByto oyepelb — NpU KOPOTKOM MHTepBane rnocne
ee OKOHYaHWSA UAN NpY NporpeccupoBaHnin Ha ee GoHe.

BO3MOXHO HazHaueHe N1aTUHOBbLIX KOMBMHaLUWIA NaLeHTam B obLlem yjoBne-
TBOPUTENbHOM CcOCTOAHMUM (Mo Wwkane ECOG 0-1 6ann) c HMP/1 6e3 akTUBUPYHOLLMX
MyTauuii Npu AANTeNbHOM UHTepBase 6e3 NporpeccMpoBaHNA Nocae NepBo
nnaTUHO-cogepxallern NMHUK nevyerHuns. Nocne Nn1aTUHOCOAEpPXAaLLMX PeXUMOB
nepsoi nuHUM HMPJ1 (6e3 npegLuecTBytoLWelr UAn Cc NpeaLllecTBYyOLWeRn MMMYHOTe-
panuveii) BO3MOXHO TakXe Ha3HaueHne Tepanmn pamyLmpyMmabom B KOMBUHaL UK
C AoLeTakcenoMm BNAOTb A0 NporpeccnpoBaHms 3abonesaHunsa. PekomeHayemas
J03a pamyumnpymaba coctaBnseT 10 Mr/kr B/B Kaxable 3 Hej.

OcnabneHHbIM NayneHTam (06bEKTUBHOE cOCTOsSIHME no wkane ECOG 2 6anna)
pekoMeHAyeTCa MOHOTepanus neMeTpekceAoMm, AoLeTakCcenoMm, reMunTabnHom,
BUHOPENBNHOM AN UMMYHOTepanus 40 KJMHUYECKOro MporpeccupoBaHmns, ecan
3TV NpenapaThbl He UCMOb30BaNUCh B NePBOM ANHUN.

HasHaueHuve TpeTbeli n NocaeAyoWnNX NMHUA Tepannm pekoMeH40BaHo naym-
eHTaM B y0B/IeTBOPUTEIbHOM 06LLeM cocTosHUM (No wkane ECOG 0-1 6ann) npu
HaNN4YMN He NCMONb30BaHHbIX paHee ONuMii Tepanuu ¢ NPUHLUMMANBLHO APYTUM
MexaHW3MOM NpOTUBOOMNYyXxoaeBoro s¢dekTa.

SpNoTUHNG N adaTUHNG MOTYT 6bITb pEKOMeH0BaHbI NaLuMeHTam 6e3 akTuBK-
pyroLmx MyTaumin B reHe EGFR, ecan nmeroTca npoTnBoNokKasaHns N8 UMMYHO- 1 XT.

3amMeHa 04HOro MMMYHOOHKOJ/IOTMYeCKOro npenaparta Ha APYroli He peKoMeH-
AyeTcs.

3.1.3.4. Monekynsapno-nanpasnennas repanua HMPJ IV cragun: EGFR+, ALK/ROS1+, BRAF(+), ¢-MET(+)

PekomeHayeTca MoNnekynsapHoO-HanpasaeHHas Tepanns Bcem NaLeHTam, UMeto-
MM B OMYXON COOTBETCTBYHOLLLYIO MONEKYNAPHYIO MULLEHb AN ee MPUMEHEHNS.
MonekynsapHo-Hanpas/ieHHas (TapreTHas) Tepanuna NPOBOANTCA HENPEepPbLIBHO 0
NoABAEHUS KIMHNYECKNX MPU3HAaKOB NPOrpeccMpoBaHmns npoLecca, o4HaKko, npu
NIOKabHOM MpPOrpeccupoBaHUN (onMromMeTacTaTUYecknin mpolecc, Hanpumep,
B FOJIOBHOM MO3re) peKOMeHAyeTCs NPOoAO/IKEeHNEe NeHeHUs UHTnbutopamm TMpo-
3MHKMHa3 C o4HOBpPeMeHHO /1T (CTepeoTakCM4eCckon Nan Ha BeCb 06bEM FOJIOBHOTO
MO3ra) UV XNPYPruyeckuM yaaneHnem CONMTapHoro oyara.

O6cnepoBaHMe C Lenbto KOHTPONA 3PGEeKTUBHOCTU NeveHUss peKkoMeHAyeTCs
NpoBOANTL 1 pa3 B 3 MeC. NN NO KANHNYECKUM NOKa3aHUAM.

[ns naymeHTos ¢ MyTaumamm reHa EGFR B 19 nnn 21 sk3oHax B kayecTse Te-
panuu NepBoi NMHUN PEKOMEHAYTCS NMHIMOUTOPBI TUPO3NHKNHA3bl EGFR re-
GUTUHNG, 3pNOTUHMG, adaTUHNG, OCUMEPTUHNG AN KOMOBUHNPOBAHHBIA PexXnm
6eBaumn3ymaba/pamyumpymaba ¢ 3pnoTUHN60M. OCUMEPTUHNG NO CPaBHEHUIO
C MHIM6UTOPamMn TUPO3NHKMHAa3bl NePBOro MOKONEHWS yay4dllaeT O6LLYI0 BbIXN-
BaeMocCTb. KombuHauuna nurnéuntopos VEGF (6eBaumsymab 15 Mr/kr kaxablie 3 Hea,.
nav pamyumnpymab 10 Mr/kr B/ B Kaxable 2 Hed.) U 3pnoTuHn6a 150 Mr BHYTpb exe-
AHEBHO yBe/Nn4MBaeT BpeMs A0 MporpeccupoBaHusa 3abonesaHns, HO He BanseT
Ha 06LLYI0 BbIXXNBAaeMOCTb.
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HasHaueHne adaTtnHnba Nnpu geneunn B 19 sk3oHe reHa EGFR B nepBoi AnHmnm
NleyeHNs NO03BONSAET YBENNYNTL O6LLYIO BbIXKMBAEeMOCTb B CpaBHeHUN ¢ XT.

AdaTUHNG N OCUMEPTUHUG ABNAIOTCA NpenapaTtamMmu Bolbopa Npu peakux myTa-
umax ereHe EGFR, B Tom ymcne B 18-oM 1 HeKOTOPbIX BapnaHTax MyTauuii B 20-om
3k30Hax. Ecan myTtaums EGFR BeisBneHa nocne Havana XT nepBoii nuHun, XT pe-
KOMeHAYyeTCs 3aBepWwinTh (Mpn 3pPeKTUBHOCTM — nocne 4 LMKNOB) N NepenTn Ha
NHIMBUTOPBLI TMPO3NHKMHa3bl EGFR. MogaepxunBatowan Tepanns nocae 4 4MKNoB
HeLenecoobpasHa.

Mpn cncTeMHOM nNporpeccMpoBaHun Ha ¢oHe NepBON NMHNW TapreTHoON Te-
panun peKOMeHAYyeTCs OLeHUTb BO3MOXHOCTb pebnoncnm nam nccaefoBaHue
nnasmbl (ConpegeneHnem MyTaumii B umpkynupytowieii onyxonesoi AHK) c uenbto
YTOUHEHMNA MeXaHN3Ma Pe3NCTEHTHOCTY 4N1A OnpejenieHns JanbHelLwen TakTUKN
nedverus. MNpu BoigBieHNN MyTaunm EGFR T790M pekomMeH0BaHO Ha3HayeHne
ocnmepTuHMGa.

B kauecTBe anbTepHaTUBbI (MPY HEBO3MOXHOCTN CBOEBPEMEHHOI0 Ha3Haye-
HVS OCUMepPTUHMBA, a TakXXe Npu OTCyTCTBUM MyTaunm T790M) pekomeHgyetcs XT
C BKJIOYEHMEM MIaTUHOCOAepPXaLLMX AynaeToB (cM. pasgen 3.1.3.1) nan XMMnonmmy-
HOTepanus No cxeme: ate3onn3ymab 1200 mr B/B + naknuTtakcen 200 mr/m?2 B/B (4014
nauneHTOB MOHIOMIONAHON packl — 175 Mr/m?) + kapbonnatnH AUC6 B/B + 6eBa-
um3ymab 15 mr/kr /B B 1-1 feHb kaxble 3 Hej. 4 uMKNa, B AasbHelnlweM — Noa-
AepxuBatoLaa Tepanuna ate3onnsymabom n 6esaLsymabom B MpexHUxX 403ax 40
nporpeccMpoBaHns NN HeNnepeHoCMMOM TOKCUYHOCTHN.

Y nauMeHTOB C akTUBMpPYOLWNMM MyTaumamm EGFR HazHaueHme BO BTOPOR IMHNN
MOHOTEpPanun MHrIM6UTOPaMM KOHTPOJIbHbLIX TOYEK UMMYHUTETa He yBenymeaet
06LL Y0 BbIXXNBAaeMOCTb MO CPaBHEHWIO C AOL,eTaKCenoM, OAHAKO 3TU AaHHbIe MOo-
NlyYeHbl 3 NOArPYNMNOBbLIX aHaNN30B, BKAKOYaBLUMX HE6ONbLIOE KONNYECTBO NaLm-
eHTOB; UMMYyHOTepanusa npenapatamu aHTn-PD-1 He ycTynaeT no 3¢ peKTUBHOCTU
MOHOTepanuu AoLeTakcenoM 1 UMeeT NpenmyLecTsa rno NepeHoCcUMoCTr B 3TOMN
noArpynne. Taknm 06pa3om, MHIMOUTOPbI KOHTPOIbHbIX TOYEK UMMYHUTETa 3TUM
nauneHTam MOryT 6biTb PeKOMeHA0BaHbI B TpeTbeli-ueTBepTOM IMHNAX Tepanuu.

Mpu BbIABAEHUN TPaHCNOKauum ALK B kauecTee nepBoi AMHUK neveHns HMPJI
peKkoMeHAYyeTCs OAUH U3 Tpex NpenapaTos: anekTUHNG NAK LepuTuHNG nan Kpu-
30TUHNG. JleyeHne NPOBOANTCA 4O KJINHNYECKOrO NPOrpeccupoBaHng nan Herne-
PEHOCUMON TOKCUYHOCTH

*  aNeKkTMHM6 600 Mr BHYTpb 2 pa3a/cyT.
* LUepuTUHMG 450 Mr/cyT BHYTpb.
*  KPWU3OTUHMG6 No 250 Mr BHYTPb 2 pa3a/cyT.

CornacHo pesynbTaTaM nccaefoBaHus, JonoxXeHHbIM Ha ASCO 2020 ., oTHoLe-
HMe PUCKOB MO 06LLeli BbKMBAaEMOCTY B CPAaBHUTENIbHOM NCCeA0BaHNN aNeKTUHNba
NPOTUB KPU3OTUHMNGA AOCTUINO0 CTATUCTUYECKM 3HAUYMMO pa3HuLbl: OP=0,67 (95%
An: 0,46-0,98), p=0,0376.

Mpu BbiIABAEHUYM TpaHcAoKaumm ALK nocne Havana nepsoit AnHnn XT peKkoMeH-
[0BaHO 3aBePLUNTb 3aN1aHNPOBAaHHbLIN 06BbeM leveHNs (MPU OTCYTCTBUM Nporpec-
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CMPOBAHNSA) N MepeiTn Ha TapreTHY Tepanuio. Y naumneHToB c TpaHcaokaumed ALK
npv NporpeccMpoBaHnm Ha doHe Tepanmmn KPU3oTUHNOGOM ONTUMaNbLHOM ABNAETCS
BTOpas IMHNA TapreTHoM Tepanun LepUTUHNGOM UK anekTUHN60oM. MNpn HeBO3-
MOXHOCTW CBOEBPEMEHHOr0 Ha3HaueHWsa NHrM6mTopos ALK BToporo nokoneHus
nokasaHa XT Uan XMMUOMMMYHOTepanusa no cxeme: atesonnsymad 1200 mr B/B +
naknuntakcen 200 mr/m? B/B (415 NaLMEHTOB MOHIO0MAHOM packl — 175 Mr/m?)
+ kapbonnaTtuH AUC6 B/B + 6eBaumn3ymab 15 Mr/kr B/B B 1- ieHb Kaxble 3 Hea.
4 uukna, B janbHeilleM — nojjepXunBaroLaa Tepannsa atesonmsymabom n be-
BauM3ymMabom B NpexHUX J03ax A0 NPOrpeccMpoBaHuns NN HeNepeHOoCMMON
TOKCUMYHOCTU. Ecnn B NnepBOA AMHUM NPUMEHANCA LEePUTUHUG UAK anekTUHNG,
nokasaHa XT An XMMUOUMMYHOTepanusa no cxeme: atesonnsymad 1200 mr B/B +
naknutakcen 200 mr/m? B/B (415 NaLMEHTOB MOHIOIONAHOM packl — 175 Mr/m?)
+ kapbonnaTtuH AUC6 B/B + 6eBaumn3ymab 15 Mr/kr B/B B 1- leHb Kaxble 3 Hea.
4 uukna, B janbHeiweM — nojjepXunBaroLaa Tepannsa atesonmsymabom n be-
BauM3ymMabom B NpexHUX fo3ax A0 NPOrpeccMpoBaHuns AN HeENepeHOoCMMON
TOKCUMYHOCTU.

Mpwv BbIABNEHNN TpaHCcnoKauumy B reHe ROST v mytaunm B 14 sk3oHe ¢--MET
pekoMeHAOBaHa TapreTHas Tepanusa KpU3oTMHUG60M. Mpu NporpeccMpoBaHnn Ha
boHe TapreTHoOW Tepanum KPU3OTUHMOHOM MOXET BbITb peKoOMeHAOBaHa NnaTn-
Hocogepxaliasa XT nau tapretHasa Tepanna ROST-uHrnébnutopamm nocnepyroLymx
NOKONEeHUN.

Mpun myTaunn BRAF V60OE BO3MOXHbBIM peXnMOM NepBON NMHNN ABASETCH
koMmbuHaumsa BRAF/MEK nHrnébmntopoB gabpadeHmnba 150 Mr BHyTpb 2 pasa/cyT.
exXejHeBHO 1 TpaMeTuHN6a 2 Mr/cyT. BHYTPb eXeAHEeBHO 40 KINHNYEeCKOro npo-
rpeccupoBaHUs UAN HEMNEPEHOCUMOW TOKCUYHOCTHU. Mpn BbIABAEHUN MyTaumn
BRAF V600E nocne Hauyana nepBoit nnHum XT uenecoobpasHo ee NpooOIXeHUe
Z0 4 LNKNOB, NPV NPOrpeccupoBaHnim BO3MOXHO Ha3HaUNUTbL TapreTHyo Tepanutio.
B oTAeNbHbIX ClyYasx MPY HEBO3MOXHOCTU OnpeeneHnsa akTUBNPYOLWNX My TaLnii
reHa EGFR B onyxonu nnu B nnasme Kak npv ajeHokapLumHOMe, Tak U Maockoke-
To4yHOM HMPJT MOXeT 6bITb peKkOMeHA0BaHa MOIeKYNSIPHO-HanpaB/iieHHasa Tepanus
3pNoTUHNG0OM. Mpu addekTUBHOCTU/CTabunmsaymm pekoMeHayeTcsi MPOJOAXKeHMe
NleYeHNA A0 KNINHNYECKOro NporpeccnpoBaHuns.

3.1.3.5. Jlevenue npu meTacTasHpoBUHHM B rONOBHOH MO3T

3T0 YacToe NposiB/ieHNe NPOrpeccMpoBaHnNa paka 1erkoro, B OCHOBHOM —
ajeHokapunHoMbl (o 30%). PekomeHayeTca okaibHOe 1evYeHue npu BoisBae-
HWW B FOIOBHOM MO3re eMHNYHbIX MeTacTa30B 6e3 BblpaXXeHHbIX KANHNYECKNX
NposBAEHW: onepaTUBHOe yaaneHne n/nan ctepeotakcndeckas NiT. JobasneHue
K N1oKanbHOMY neyeHuo JIT Ha BeCb 06beM roJIOBHOrO MO3ra yayuyllaeT MHTpakpa-
HMaNbHbIA KOHTPOb. [PV MHOXECTBEHHOM LepebpanbHOM MeTacTaTUYeCKOM
nopaxeHuun pekomeHayetcs /IT Bcero o6bema ronosHoro mosra (POJ 2,5 p, CO4
37,5Tp; POA 3 p, COA 30 Ip).
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Mpn 6eccMMNTOMHOM MeTacTaTMYeCKOM MOPaXxeHMN BeLecTBa roIOBHOMO MO3ra
y NauneHToB C BbICOKUM (6onee 50% KneTok) yposHemM skcnpeccun PD-L1 B I antHmn
Tepanuun peKkoMeHAyeTcs NnpuMeHeHne nembpoansymaba.

Mpy 6eCCMMNTOMHOM MeTacTaTU4YeCKOM MOpaxeHny BeL,ecTBa roJ10BHOTO
MO3ra y nauMeHToB C akTuBupyrowmnmm mytaunamm EGFR, TpaHcnokauyum ALK,
ROS-1 pekoMeHAyeTCA HaUMHaTb leYeHNe C UHTMBUTOPOB TUPO3NHKMHA3.

OcmMepTUHNG, anekTUHUG, LepnTUHMG 0bnasatoT NPenMyLLEeCcTBOM B OTHOLLe-
HUWN MHTPaKpaHManbHOro KOHTPOSA U BbIXXMBaeMoOCTN 6e3 NporpeccMpoBaHns no
CPaBHEHWIO C MHIMBUTOPaMM TUPO3NHKMHA3 1-ro MOKONEHNA NPU KAacCnyeckmnx
MyTauunax B NepBON NNHUN Tepanuun. KyMynsaTneBHasa YacToTa nporpeccupoBa-
Hus B LUHC uepe3 12 mec. npy NpUMeHeHUN O0CMMePTUHMOA B TPU pasa HUXe no
CPaBHEHWIO C UHTMBUTOPaMn TUPO3NHKIMHA3bl EGFR 1-ro nokoneHuns (8% npotus
24%). ApaTnHNG aeMoHcTpupyeT 3¢ PeKTUBHOCTL Y NaLMeHTOB C MeTacTasamu
B r0O/IOBHOM MO3re, a TakXe CHMXaeT pUCK BO3HUKHOBeHUSA MeTacTa3os B LHC
de novo. KymynatmeHasa yactoTa nporpeccuposaHunsa B LLHC yepes 12 mec. npu
npuMeHeHUN apaTnHM6Ba, COrnacHo obbeAMHEHHbIM AaHHbIM CcCeAoBaHNM Lux-
Lung 3,6,7, coctaBuna 24,5%, 4To conoctaBnMo C 3G PeKTUBHOCTLIO MHTMBUTOPOB
TUPO3MHKaNHa3 1-ro nokoseHns. Npu CUMATOMHbIX MeTacTa3ax B roJJOBHOM MO3re
pekoMeHAyeTca HasHavyeHue BbICOKMX f03 [KC (gekcameTasoH A0 24 Mr/cyT.) 4ns
yMeHblLeHNs oTeKa BeLecTBa MO3ra; npu HeappekTnBHOCTU FKC B pekoMeHAOBaH-
HOU f03e JlaNibHelillee NOoBbILLeHMe 03bl He PeKOMEeHAYeTCS; 3TO CBUAeTeNbCTBYeT
0 He6N1aronpuATHOM NPOrHo3e.

3/IOKAYECTBEHHbBIE ONMYXO0J/N o MALIGNANT TUMOURS
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