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BBepeHue

OHkoreH MET (mesenchymal epithelial transition factor) kognpyeT TUPO3NHKMHA3HbIN
peuenTop, KOTopbIN, cBA3bIBasAcb ¢ nuraHaom HGF (hepatocyte growth factor), akTusupyeT
MHO>XeCTBEHHbIe CUTHalbHble NMYTWU, KOHTPOSIMpYoLWMe npoandepaunto, BbXXnBaHue,
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MUrpaLLMIO N NHBA3MUIO KJIETOK, N BASETCSA NOTEHLUMaIbHON TeparneBTUYeCKON MULLEHbIO
019 NPOTUBOOMYXO0JIEBON Tepanun HEMEJIKOKJIETOYHOro paka nerkoro (HMPJ)*.
HapyweHue perynaumm MET-nyTn npun pake 1erkoro nponcxoamT NocpencTsoM
pPa3/INYHbIX MEXaHWU3MOB, BKJIOYadA reHHyo MyTauuto MET c yTpaToun 14 ak30Ha (METex
14), amnandunkaumio n rmnepakcnpeccuto benka, peapaHXnposKy. PeapaHXXnpoBka reHa
MET pefnko BCTpevaeTcs npu pake nerkoro. Nmnepakcnpeccna MET koppenupyeT co
CTaZnen onyxoneBoro npouecca U accoummpoBaHa C HeraTUBHbLIM MPOrHO30M, ABAAACH
NpPeaVKTVUBHbLIM 6IOMapPKEPOM MJI0XOro OTBETa Ha TapreTHy Tepanuio’. AMNAnGuKaumumn
MET obHapy>uBatoTca B 2-4% HeneveHbix onyxonen HMPJ13. Kpome Toro, amnangukauyms
reHa MET - oiHa W3 NPUYUNH BTOPUYHON PE3UCTEHTHOCTM K MHIMBUTOPaM TUPO3MHKNHA3
(UTK) EGFR , koTopas Habnogaetcs y 20% 60bHbIX".

B 3TOoM cniyyae amnnandukauna MET nogaep>xmsaeT akTueaunio PI3K/AKT-cMrHanbHOro
nyTn B 06xon 61oknpoBkn EGFR . N3meHeHnsa METex14 He acCOLUNPOBaHbI C
npmobpeTeHHOW Pe3NCTEHTHOCTbLIO MYTaHTHLIX MO EGFR onyxonen nerkux K tepanun TKI
EGFR’. AMnnndukaums n myTtauma METex 14 aBnsioTcs pakTopaMum MNJoXoro nporHosa y
nauneHToB ¢ HMPJI. MyTauun METex14 BbisaBnsatoTca B 3-4% o06pa3y0B afeHOKapLUHOM,
HO 3Ha4YMUTesIbHO Yalle B CApKOMAaTOUOHbIX KapLUMHOMaX JIerkKnx, 04eHb arpecCcnBHOM n
pedpakTepHon K neveHunto opme HMPJI. o 20-30% capKOMaTONOHbIX KapUMHOM UMEIOT
nonobHbIN reHeTudeckun gedekt . MyTaumm METex14 ABNAOTCA B3aUMOUCKIIOYAIO MMM
C OpyruMun gpamBepamm paka 1erkoro, Takumm kak mytaumm KRAS, EGFR v ERBB2,
peapaHXnpoBKK € yq4actuem ALK, ROS1 vinn RET. Ho nsmeHeHna METex14 moryTt
coyeTaThCAa C aMmnandukaumen MET n MDM?.

TecTupoBaHMe Ha TOYEYHble MyTauuuy, BCTaBKN UM Aeneunn, Kak npasunao, NpoBoanTCs
Ha ocHoBe [HK, nisne4yeHHomn n3 3apnkcmpoBaHHoOW popMasIMHOM U 3aNUTON NapamMHOM
TKaHW. ONna 6bICTPOro TeCTMpoBaHMsA MOryT BbITb NMPUMEHEHbI MHOMO4YNC/IEHHbIE METOAbI -
nosnMmepasHasa uenHasa peakuusa (MUP), cekseHnpoBaHue no CaHrepy, annesb-
cneundunyeckasa MNUP, NMUP B peansHoOM BpeMeHN u gpyrue. Nonck amnandukaumm n/mnn
peapaH>XXpPOBKa reHoB Yalle OCYLLeCTBAAeTCHA C MOMOLLbIO 0IyopeCcLeHTHON
rmbpuansauun in situ (FISH). AnbTepHaTUBHO 3KCNPECCUSA reHa, OLLEHEHHAsA C MOMOLLbIO
NTX, moxeT 6bITb NCMNOJSIb30BaHa B Ka4eCcTBe cypporaTta Asa TeCTUPOBAHNSA CANAHUS.

MNepBbiM NpenapaToM, NPOAEMOHCTPMPOBABLUMM OJNTESNbHbIN 06 BEKTUBHbLIN
3 PEKT Mpu aKTUBALMW CUrHASTLHOIO NyTW MET , 611 KpM30TUHNG™ ™.

3a nocnegHee gecatuneTme 66110 pa3paboTaHO HECKOILKO MHIMBUTOpoB MET, BKAtOYas
NTK, MOHOKNIOHaNbHbIe aHTUTena (MAD) n KoHbloraTbl aHTUTEJIO- JIeKapCTBEHHOE
cpencteo (ADC). HnskomonekynsapHole UTK MET nogpa3aenstoTca Ha MyJIbTUKUHA3HbIE U
CeneKTUBHbIE MHIMBUTOPbI. K MybTUKMHA3HbIM UHIMOUTOPaM OTHOCAT KPU30TUHMG,
kabo3aHTMHMG, MGCD265, AMG208, anbTnpaTnHNG 1 ronbBaTUHNG, K CENEeKTUBHbBIM -
KanMaTuHUG, TeNOTUHUG N TUBAHTUHUNG®.

Haw o630p OypmeT nocBsiLLeH HOBOMY npenapaTy, CeJIeKTUBHOMY UHrubutopy MET
peuentopa - KanMaTuHuoOy.



O0630p uccnepoBaHum

B LOKNMHUYECKNX NccnenoBaHnax KanMmaTuHNG nokasan akTUBHOCTb B OTHOLLUEHUN
Pa3/IVYHbIX TUMOB aKTUBALMW CUTHANLHOMO NyTn METY. MpeasapuTeNbHble KIMHUYECKMe
OaHHble 0EeMOHCTPUPYIOT HE3HaYuTEe IbHble TOKCMYeckme 3dekTbl 1 MHOroobelato Lyt
3(P(PEeKTUBHOCTb MOHOTEPaNUN KanMaTUHUOOM Y NauneHToB ¢ MeTacTaTudeckum HMPI™ 8,

Mbl nogpobHee 0CTaHOBMMCS Ha pe3yibTaTax KJIMHUYeCKoro nccnegosaHmsa GEOMETRY
mono-1". 3To 6bI/10 MPOCNEKTUBHOE MEXAYHAPOAHOE OTKPLITOE MHOFOKOrOpTHOE
nccnepnoBaHme BTOpon pasbl AN oLeHKM Be3onacHOCTM 1 3PEKTUBHOCTMN KanMaTuHMba y
nauneHTos c nporpeccupyowmm HMPJ1 ¢ myTaunen METex14 nnn amnnndgpunkauven MET. B
nccnenoBaHue OblIN BKJIKOYEHbI MAUMEHTHI KaK Y>Ke MNoJlyyYaBlume paHee
NMPOTMBOOMYXOJIEBOE JIEKAaPCTBEHHOE JleyeHne, Tak N HesledyeHble. OCHOBHble KpuTepumn
BKJIIOYEHUSA - BO3pacT cTapwe 18 neT, llIB nnun IV ctagnumn HMPJ1 ntoboro ructonorn4yeckoro
noaTuna, He NMeLWne akKTUBUPYIOLWNX MyTaununm B reHe EGFR n TpaHCNOKaUnKM B reHe
ALK, Hann4ymne Kak MMHUMYM OOHOI0 N3MEePAEeMoro o4ara B COOTBETCTBUU C KpUTepuamu
RECIST 1.1. OnpeneneHune ctatyca MET NnpoBOAUNOCH B LleHTpasbHOM nabopatopuun.
Pa3pelwanocb BKIOYaTb NAaLMEHTOB C MeTacTaTU4YeCKNM rnopakeHrnem rosioBHoro Mosra B
cTabunbHOM cocTOoAHMN. MauneHTbl 6bIIN pa3aesieHbl Ha KOropThl B 3aBUCUMOCTU OT
npeaLwecTBYOLWEro JIe4eHNA N BUAa FreHeTUYeCKOoro HapyweHus. Bcero 6110 7 KoroprT.

OaHa nan aBe JNHUN I'Ipe,ﬂLueCTBnyLLlel;I Teparinn B aHaMHese :

e KoropTa la - MET amnaudunkaums, Konmyectso Konum reHa =10 (n = 69).
e KoropTta 1b - MET amnandunkaumns, Konm4ectso Konun reHa 6-9 (n = 2)
e Koropta 2 - MET amnnndukauma, Konm4ectso Konum reHa 4-5 (n = 54).

KoropTta 3 - MET amnnundukaumna, konmyectso Konun reHa (n = 30).
KoropTta 4 - myTauun METex14 (n = 69).

OaHa INHWA nNpeaLecTByoLen Tepanuu :
e KoropTa 6 - MET amnancdukayma, Koam4ecTBo KONum reHa (n = 34).
be3 npealuecTBylOLEro 1€4EHNS !

e KoropTa 5a - MET amnangukauns, Koam4ecTBo Konum reHa =10 (n = 15).
e KoropTta 5b - myTauun METex14 (n = 28).
e Koropta 7 - MyTauuun METex14 (n = 63).

KanMaTnHnb Ha3Havancsa BHyTpb B Ao3e 400 Mr HaTowWwak ABa)KAbl B AeHb B 1-5 KoropTax
M He3aBUCMMO OT NpuemMa NuwKn B 6 n 7 KoropTax.

naBHaAA Lesb NccnenoBaHUs — OLUEHUTb 0O bEeKTUBHbLIN OTBET (MOJIHbINA NN
YaCTMYHbIN), BTOPUYHbIE 3a4a4M - OJIMTENIbHOCTb OTBETa, BpeEMA A0
MporpeccnpoBaHns, KOHTPOJIb 3a 6one3Hblo, Npoduab 6e30NacHOCTU U
hapMaKoKMHeTnKa KanMaTuHuba.

Bcero B nccnepgosaHmne 6b110 BkAo4eHo 364 nauneHTa. B koroptax 1-5y 97 nauneHToB
bbina myTauma MET , y 210 - amnangukauus. bonbHble B 1-4 KoropTax nNojay4naun paHee ot
OOHOM [0 YeTbIpex IMHUIA Tepanuun, B 5-10 KOropTy BOLLIN HesledYeHble nauneHTbl. CpeaHui



BO3pacT 60NbHbLIX C MyTaumen MET cocTaBun 71 roa, OHU OKa3ancCb HECKOIbLKO CTapLue,
yeM BonbHble ¢ amnangukaumen (60-70 net), cpeamn 60NbHLIX C MyTauunen B reHe MET
61710 60/bLUE KXEHLWH N HeKypsAwmx. B 6-11 koropte 6b1s10 34 naumeHTa: 3 C
amnanpukaunen MET ¢ KONMYeCTBOM KOMU reHa He MeHee 10 n 31 nayneHT C MyTauunen
METex14, nony4aBWNN paHee O4HY JINHUIO Tepanun. B 7-10 KOropTy BOWwJ1O 23 NnayneHTa,
BCe C MyTauunen MET, He nosy4aBLUME paHee NeKapCTBEHHOIO NevyeHuns.

SeKTNBHOCTb KarnnmaTtuHunba y 60sbHbIX ¢ MET myTauunen

Mo oueHKe He3aBUCMMOro KoMuTeTa, 06 bEKTMBHLIN OTBET Y 69 nNpeanevyeHHbIX 60/IbHbIX
coctaBun 41% ny 28 HeneveHbIX NAUNEHTOB - 68%. MeanaHa 4NNTENLHOCTM OoTBeTa bbiNna
9,7 n 12,6 mec. COOTBETCTBEHHO. [poTNBOONYX0NEBLIN 3(hheKT kKanMaTuHMba
peanun3oBancs ObICTPo: y 82% noslydaBLUnX paHee nevyeHne n'y 68% HenevyeHbix OH bbin
3aperncTpmpoBaH y>xe npu nepsoun oueHke sdeKkTa. Bce nauneHTbl oTMeTUAN
KJIMHNYecKoe yny4weHue. MegmnaHa speMeHn 6e3 nporpeccnpoBaHuns boisia onpeneneHa
He3aBUCUMbIM KOMUTETOM KakK 5,4 Mec. y npeasied4eHHbIX 1 12,4 mecC. y Hene4YyeHblIX
nauneHToB. Pe3ynbTaTbl OLEHKN nccnenoBaTtesien 6bisin CXOXXNMNA.

MeTacTa3bl B rOJIOBHOWM MO3I MCXOOHO onpeaensnnucb y 14 6onbHbIX ¢ MyTaumen METex14.
S peKTUBHOCTL OblNla OLLeHeHa HE3aBUCUMbIM HEMPOPAANOIOrNMYEeCKUM KOMUTETOM Yy 13
60nbHbIX (10 U3 HUX Mosly4anu paHee fedeHue, a 3 - HeT). Y 7 [OCTUTHYT 0O bEeKTUBHbIN
WHTPakKpaHuasibHbI OTBET NPU NepBOM »XXe KOHTPOJIbHOM 0bcCsiejoBaHUN, BKOYas 4
MosHbIX 3chbdekTa. Y 3 n3 3Tnx 7 naunmeHToB B aHaMHe3e 6b1s1o 061ydYeHne ron1oBHOro
Mo3ra. JIokanbHbI KOHTPOJb 3a 601e3HbI0 ObiNy 12 60/bHbIX.

ShpeKTNBHOCTb y 60sIbHbIX ¢ MET amnangpukaunen

Onpenensowmm NpegnKTUBHBIM (DaKTOPOM ObI1I0 KOIMYECTBO KOMUIN reHa. Mpwu
KonnyecTse Konum 4-5 n 6-9 06 bLeKTUBHbLINM OTBET COCTaBWJ MO HE3ABMCMMOWN oueHKe 9 1
12% cooTBeTCTBEHHO. MeanaHa BpeMeHun 6e3 nporpeccmpoBaHus (BbIM) 6bina ognHakosomn
- 2,7 MecC. 3T KoropThbl 6bIIM 3aKPbITbI MPU MPOMEXXYTOYHOM aHann3e. AKTUBHOCTb
KanMaTunHuba npu KomyecTBe KONMuim reHa He meHee 10 oka3alaCb HEBbLICOKON -
06bekTMBHbIN 3hdekT (03) 29% y 69 npeasevyeHHbIX NaumneHToB N 40% y 15 HenevyeHbIx
nauneHToB, pe3ysibTaTbl ObIIN HMXKE 3apaHee onpeaesieHHOro Nopora 3Ha4YMMoCTN.
MeaunaHa onnMTenbHOCTM oTBeTa bbina 8,3 n 7,5 mec., meanaHa spemeHn bes
nporpeccmnpoBaHusa 4,1 n 4,2 mec. COOTBETCTBEHHO.

[NepeHocMMoCTb KanMaTuHnba

ONMTenbHOCTb Tepannn KanMaTUuHNOOM B KOropTax BapbupoBaia oT 6,6 0o 48,2 Hepa.
YacToTa HexxenaTenbHbIX ABNeHUN 3-4-n cTeneHn bbina 3aperncTpmpoBaHa y 67%
nauneHToB. Hanbonee 4acTbIMU OCSIOXKHEHUAMU, PA3BUBLUMMUCS BCNeaACTBUE
nccnenyemMon Tepanum Kak MUHUMYM Yy 10% 60nbHbIX, OblIN Nepudepnyeckmne oTekn,
TOLHOTa 1 pPBOTA, NOBbILLIEHNE CbIBOPOTOYHOro KpeaTuHUHA. Cepbe3Hble HeXxenaTesbHble
ABJIEHNS oTMe4eHbl ¥ 48 n3 364 naumeHToB (13%), 4acToTa ux bbisia HUXXe B KoropTax 1b,
2 1 3, rae NpoAo/HKNUTENbLHOCTbL Tepanmu KanMaTuHM6oM bbina MeHblwe. OTMeHa Tepanumn
notpebosanack 11% NaymeHTOB. DTOT NMOKa3aTesb MOYTU COBNagajn BO BCeX KoropTax. 83
nauneHTam (23%) noTpeboBanacb pegykumsa 0o3bl.

NeTanbHbIn ncxop 6611y 13 60nbHbIX (4%), HO TONILKO B OAHOM CJly4ae uccnenoBaTenm He
NCKOYUAN BANAHME KanMaTuHnba (NyabMoHUT). pyrne npnynHel CMepTU -
bunbpunnnaumna npeacepanin, renatmT, NMHEBMOHUS, AbiXaTeNlbHAasg HEAOCTAaTOYHOCTb,



cerncuc, cenTUYeCKUin WOK, BHE3aMNHasd CMepPThb.

Ha3HavyeHne KanMaTuHMBaA HE3aBUCKUMO OT NMpuUeMa NuKn (B Koroptax 6 n 7)
KOppesinpoBasio CO CHUXEHMEM HYaCTOTbl FACTPOUHTECTUHANIbHbLIX OCJIOXKHEHUMN.

Mo pe3ynbTaTaM OAaHHOIMO UCCeaoBaHUA KarnMaTUHMG NMosy4Ynn YCKOPEHHY0 perncTpauuto
YnpaBneHnem no 6e3onacHOMy NPUMEHEHNIO NPOAYKTOB NUTaHUA N megnkameHToB CLUA
(US FDA) B mae 2020 r. onsa nauymeHToB € MeTacTaTu4yeckum HMPJT ¢ myTaumen B Buae
noTtepun 14 sK30Ha.

Hawn nutepckue Konnern, npuHMMasLLme y4actume B nuccnegosaHmm GEOMETRY mono-1,
ony6AnMKOBaNM aHaAn3 pe3ynbTaToOB POCCUINCKON rpynnbl™. B Hero BkaoYeHbl 13
nayneHToB (4 My>XX4uHbl U 9 XXeHLWWH) B BO3pacTe OoT 59 o 82 neT c MeTacTaTU4YECKUM
HMPJ1 ¢ myTaunen METex14 .Y naumeHTOB, NOJy4aBLUNX KanMaTUHNG B NepBoOn ANHMK (N
= 6), O3 cocTasun 50% n KOHTposib 3a 6one3Hbo 100%, a Bo BTOpon nnHUM (n = 7) O3
paBeH 14,3%, KOHTpoJb 3a 6onesHbto - 71,4%. MeamaHa AnNTeNbHOCTN OTBETA
He3aBUCMMO OT JIMHUN Tepanun coctasmna 5,7 mec. MegmnaHa BBl npu Ha3sHavyeHUKn
KanMaTunHuba B NepBon NMHUN CoCTaBuNa 21,3 mec., a BO BTopon nnHuUKM - 3,5 mec.
MeaunaHa obuien Bbi>knsaemocTn (OB) B 3aBUCUMOCTU OT JINHUKN Tepanuu 6bisla B NepBon -
21,3 mec., a BO BTOpou - 24,6 mec. Tepanusa CONpoBOXAaJlaCb XOpoLlen NepeHoCuMOCTbI0,
Hanbonee 4YacTbiMN HEXeNaTesIbHbIMUN ABEHNSAMN, 00YCNOBNEHHBLIMU NleHeHneM, bbinmn
nepugepunydeckmne otekn (69,2%), runokanbumemmsa (53,8%), nosbilleHNE KpeaTUHUHA
(46,2%), 60/bLLUNHCTBO U3 HUX - 1-2-11 CTENEHN TOKCMYHOCTU. Heobbl4HbIX HeXenaTesNbHbIX
ABJIEHUI 3aperncTpmpoBaHo He Bbino.

Mbl NpeaCcTaBUAn OaHHble KJIMHUYECKOro NCCenoBaHns, HO XOTUM Tak»Xe NO3HAKOMUTb
YynTaTensa c pesynbTaTaMu NPUMeEHEHNa KanMaTuHuba y 6onbHbiXx HMPJT ¢ MyTaunen B
reHe METex14 c meTacTaTU4YeCKMM MOpa>KeHNEM roJIOBHOMO MO3ra B YCJ/I0BMAX peasibHON
KJIMHUYecKon npakTukn®®. CnepyeTt oTMETUTb, YTO YacTOTa MeTacTa30B B FOJIOBHOW MO3I Y
60/IbHbIX C NOA06HBLIM FreHeTUYECKNM HapyLUeHMeM CONoCTaBMMa C YaCcTOTOW B nonynaumnmn
60abHbIX ¢ HMPJ1?! .

PeTpocneKkTneHO 6b1J10 NpoaHaan3npoBaHo 68 nctopun 6ose3Hn NayMeHToB, Ha4YaBLUNX
neyeHve KanMatuHmbom B 2020-2021 rr. CpefnHMI BO3pacT NMauUnMeHTOB coCcTaBu 64,6
roga, 601bWNHCTBO U3 HMUX BbIIN MY>X4UMHbI (60,3%), NnogaBnsatowee 60NbLWNWHCTBO HUKOraa
He Kypunn (91,2%). Bce 60nbHblE NONYYUIN paHee 1 TNHNIO CUCTEMHOW Tepanun no
nosoay Metactatuyeckoro HMPJ1. YeTBepTb U3 HUX NOAy4Ynnu 2 nnHum n 6onee.
Obny4yeHne rosoBHOro Mosra 6110 BbiNoNHEHO 64,7% nauneHToB. Y 55 nayneHTos,
MOJIy4YMBLUMX KanMaTUHNG B Ka4eCcTBe NepBON JIMHUM NocCse NOSABJIEHUSA MeTacTa3oB B
ronosHon mo3r, O3 coctaBun 90,9%, HTpakKpaHnanbHbIN - 87,3%, MeanaHa BpeMEHN [0
nporpeccmnpoBaHunsa boina 14,1 mec. Y 60/bHbIX, HE MOJy4YaBLUUX pPaHee Ny4vyeByto Tepanuto
(JIT) Ha ronoBHOM MO3r, KanMaTUHNG bbin addekTrBeH B 85,0% cnyyaes, MeanaHa
BpeMeHun 6e3 nporpeccmpoBaHus bbina Tak xe 14,1 mec. OgHorognyHasa OB cocTasuia
83,5% nna Bcex naunmeHToB N 95% anda 60nbHbIX, He noay4daswmnx JIT. He 661710 3Ha4YUMBbIX
pa3nn4uin B otBeTe y B0JIbHbIX C CUMATOMHbLIMU 1 6ECCUMMTOMHBIMU UHTPAKPAHNAIbHLIMU
MeTacTa3zamu. OTaenbHo Bbifla NpoaHaaM3npoBaHa NoArpynna NnauneHToB, MoayyYaBLUInX
rnocsie rnosBJeHNA MeTacTa30B B NOJIOBHOW MO3I peXUMbl, cogepxaliue
MMMYHOOHKOJIOrM4eckune npenapaTbl, BpeMs 6e3 nporpeccMpoBaHuns B 3TOM Ciyyae bbis1o
5,1 MecC., 4TO CYLLEeCTBEHHO MeHbLUE, 4eM NMPUN Ha3HaYeHUN KanMaTuHnba Ha 3TOM xe



3Tane (T.e. B I'IepBOIZ JNIMHNW nocne noAaBJIEHNA NHTPaKpPaHUWaJlbHbIX MeTacTa3oB) - 14,1
MecC.

XoTenocb 6bl yNnoMsHyTb eue 06 ogHOM nccienoBaHnm 2-n asbl NO OLEHKE
3(hbheKTMBHOCTU KanMaTuHMba nocse Tepanmm KpusoTuHMBOM. Mo aHanorum ¢ ALK-
no3mTueHbiM HMPJ1, raoe nocnegoBaTenbHoe Ha3HavyeHne UTK ¢ bonbuien
MPOTUBOOMYXOJI€BOM aKTUBHOCTbLIO, B TOM YMUC/Ie U UHTPaKpaHnaabHON, fAaeT
ApamMaTunyeckoe yny4uweHune oTaasIeHHbIX pe3yibTaToB Tepanuu, nccienosaTtenm
nonbITaZINCb 3KCTPaNONPOBaATb 3Ty MOo4esb Ha rpynny nauneHToB ¢ MET NO3UTMBHbLIM
HMPJ1. KanMaTnHMG noka3an CKPOMHYK aKTUBHOCTb Y BOJIbHbIX, NpeaneYeHHbIX
Kpn30TUHNOOM, BO3SMOXKHO, 13-3a MOSBJIEHNA MEXAaHN3MOB NEPEKPECTHON PE3NCTEHTHOCTM.
9TW AaHHble TOJIbKO NOATBEPXKAAT NPMOPUTETHOE Ha3HavYyeHne KanMaTuHmnba B nepeon
OMHUKM Npn MyTauun METex14 . MNpoBefeHHbIN aHann3 yupKyampyowen onyxonesom JHK
rnokKasah, 4To NnpuobpeTeHHasa yCTONYNBOCTb K KanMaTuHNOy obycnoBneHa BTOPUYHbLIMU
MyTaumamm MET n akTuBaumen cmrHanbHoro nytn MAPK , 1 3TO OCHOBHbIE MULLEHN O
nocnenyWwmnx MMHUN TapreTHonm Tepanun.

OOcy)xaeHue

B HacTosWwee BpemMs AeNCTBYOWME HAaLMOHAaJIbHbIe U MeXAYHapOoAHble PYyKOBOACTBA Mo
neyeHuto 60sibHbIX HMPJT pekoMeHAYI0T TeCTUPOBaHNE Ha OHKOMeHHbIE MULLEHW, TaKne
Kak MyTauus EGFR, ALK, ROS1, BRAF, RET, MET n HER2?**®, PacTylllee Y1CII0 LesieBblX
OHKOreHHbIx noaTunos HMPJ1 nogoep>xnsaeT LUMPOKOe reHOMHOe TeCcTupoBaHue. Kak
npasuo, B 60/bLINHCTBE POCCUNCKNX nabopaTopuin nccaenoBaHMs BbIMOJIHAOTCS
nocnefoBaTesIbHO, HA4YMHasA C NoMcKa MyTauum B reHe EGFR Kak Hanbornee yacTon, u
nanee naeT NOUCK OCTasIbHbIX BAPMAHTOB FreHeTUYEeCKNX HApYLUEeHWA, 3TO 3aHMMaeT
Herno3BOJINTEJIbHO MHOIO BPEMEHMU, NINLasa BO3MOXKHOCTU NMauneHTa nosy4YnTb TapreTHyo
Tepanuio B NepBYIO JINHWUIO, KOrA4a OTBET Ha Hee MakCMMasibHbIA. [TOMUMO BpEMEHHOr 0
hakTOpa Npmn NnpoBefeHUN MOJIEKYNSAPHO- FEHETUNYECKOro TeCTUPOBAHMA Mbl HaCTO
CTaJiIkmBaeMmcs ¢ NpobaneMon Masioro Koan4yecTsa onyxosieBoro matepmana. C aTumMm xe
npobsieMamMu CTaNKMBaTCA HaLLKW 3apybexHble Konern®®, CekBeHpoBaHme cieayoLLero
NMOKOJIEHNSA, NO3BOJIAIOLLEE OAHOBPEMEHHO OBbHapyXNMBaTb MHOXXECTBEHHbIE FreHeTu4Yeckmne
N3MEeHeHM s, BKJIIoYaa ToYeYHble MyTauun, BCTaBKN N AeNieunn, N B HEKOTOPbIX Clyvasx
N3MEHEHNSA YNCia KOMuin, CJINAHUSA TeHOB N ApYyrune CTPYKTYpHble BapuaHTbl, ABAAETCA
ONTVMasibHLIM BbIGOPOM AN ANArHOCTUKK 1 onpeaesieHns ne4ebHon TakTukn® >,

MyTauwna MET B Buae BbiNafeHnsa 14 3K30Ha pacCMaTpMUBaeTCa Kak noTeHunanbHasa
OHKOreHHas MuULWeHb Ana nHrnbuTopoB MET . Mbl pacnonaraem ybeaontenbHbIMU AaHHbIMMA
O BbICOKOW MPOTUBOOMYXOJIEBOW aKTUBHOCTMN KanMaTuHUba y naumeHToB C AaHHON
MyTaumnen. Jlyqyuwme pesynbTaThl NpenapaTt 4EMOHCTPUPYET B NMepBOV JIMHUX Tepanuu -y
68% nNauneHToB AOCTUIHYT 06 BEKTUBHbLIN OTBET, C KOHTPOJIEM pOoCTa onyxonu bonee 4yem
y 90% n megmaHon ANNTeNbHOCTU oTBeTa bonee roga. Y npeanevyeHHbIX 60/1bHbIX
KanMaTuHUG Takxe 3(pPeKTUBEH, MPEBOCXOAA PEXUMbI, codep Kalune
MMMYHOOHKOJIOrM4yeckune npenapaTtbl U CTaHAAPTHbIE XUMMOTEpaneBTUYeCKme onuunn.
BO3MOXXHO, 3TO CBA3aHO C HN3KOMN MYyTaUWOHHOW Harpy3kKom B ONyxoJiax ¢ MyTaumen
MET14ex’. Bblno 06Hapy»KeHO, 4TO BLICOKUN YPOBEHb aMMANMUKaLUU TakxKe onpeaenseT
nokKasaHusa K TapreTHom Tepanuu. KanMaTuHMb nokasan orpaHUYeHHY akKTUBHOCTb Mpw
Koim4yecTBe Konuim reHa meHee 10. YacToe NpucyTCTBUE APYTrUX FreHETUYECKUX
HapyLEeHNN NMpu HU3KNUX NN YMEPEHHbIX YPOBHAX aMnangukaumn MET He no3sonseT
paccMaTpuBaTb €e KakK ApalBep OHKOreHesa rno CPaBHEHMIO C BbICOKON aMnndukaymnen
MET , Npv KOTOPOW KOMyTaL MW BCTPEYaloTCs peako™.



B pOCCMINCKON NOMNYNALUN YXKE €CThb MOSIOKUTESbHbIN OMNbIT NPUMEHEHU KanMaTuHnba™,

Ba>kHO, 4TO 1 B YCNIOBUAX peasibHOW KJIMHNYECKON NPaKTUKN KanMaTuHNG nogTeepann
CBOO 3(p(heKTNBHOCTb N NOKa3aa obHaaexmBato Wwure pesynbTaTbl Y 60/bHbIX C
MeTacTaTUYeCKNM Mopa>KkeHMeM roJIoBHOro Mo3ra He3aBMCcMMO OT TOro, NpoBoAnIacCh Jin
paHee JIT nnn HeT. Kak n3BeCTHO, CTaHAapPTHasa JleKapCTBEeHHAasa NPoOTUBOOMNYyXoJieBas
Tepanusa y 3Ton KaTeropuun 60nbHbIX Manos3deKkTUBHA.

TapreTHasa Tepanusa KanMaTUHMOOM 3acnyxmBaeT 0Ccoboro BHUMaHUSA, MOCKOJbKY
MET-no3nTUBHbLIE MaLUEeHTbl - 3TO, Kak NpaBuJo, NOLAN NOXXWUIIOro Bo3pacTa, C
B6osiee BbICOKMMU PUCKAMUN TOKCUYHOCTN OT KOMOBMHUPOBAHHLIX CXEM NEPBOWN JINHUN,
KOTOpas 3a4acTytlo OKa3blBaeTCAa HEIPEKTUBHON. [MpoaoKaeTcsa n3yvyeHme
KanMmaTuHuba u B Tepanum EGFR-no3nTusHoro HMPJT*.

3akKJiloueHue

KanMaTnHub aBnseTcsa nepsbIM N NOKa eANMHCTBEHHbLIM B PO npenapaToM, 0400pEeHHbIM
AN JledeHUs B3POoC/biX NaLMeHTOoB cTaplle 18 ieT ¢ MeTacTaTU4eCKnMm
HEMEIKOKNETOYHbIM PaKOM JIerkoro ¢ mytaumen METex14. Takum obpasoM, y Hac
MOSABUJICS HOBLIN CTaHOapPT siedeHnsa 3Ton noarpynnbel 6onbHbIX HMPJ1, n 3T0 y>Ke Halwiio
oTpakeHue B [pakTU4ecKnx pekoMmeHaaumax POCCMNCKOro obLecTesa KJIMHNYECKOMN
oHkonorun B 2022 r.”°. BHeapeHue KanMaTuHmba B KIMHNYECKYIO MPakKTUKY OTKPbIBaeT
nepcneKTUBbl yay4dlleHUsa pe3yibTaToB Jle4eHnsa o8 NpPorHOCTUYeCckn HebnaronpuaTHoW
KoropTbl 60/1bHbIX ¢ METex14.
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