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OB30P SODEKTUBHOCTU U NMPODUNA
BE3OINACHOCTU NPUMEHEHUA
SPNIOTUHUBA (TAPLIEBA®) Y MALMEHTOB
C HEMEJIKOKJIETOYHbIM PAKOM JIETKOIo
N PAKOM NOAKENYAO0YHOW XXEJE3bl

Dpnorunub (Tapiesa®) gpasercs
MHTUOUTOPOM TUPO3UMHKMHA3BI perlen-
TOPOB BNUAePMaTIbHOTO GakTopa pocra
HERI1/EGFR (human epidermal growth factor
receptor 1/epidermal growth factor receptor).
HER1/EGFR akcripeccupyercst Ha TIoBepX-
HOCTU KaK HOPMAJIbHBIX, TaK U OITyXOJIeBbIX
kiieToK. biiaroiapsi 6;I0KMpOBAHUIO HUCXOJISI-
el nepeaadn cUrHasia nposmdepanus Kie-
TOK TNPEKPALIAeTCs] U UHIYLIUPYETCSl CMEPTh
KJIETKM MyTeM eCTeCTBEHHOTO arlorTo3a.
B pesynbrare npuMeHeHUs1 3pJoTHHUOA yr-
HeTaeTcsl POCT OITyXOJIU, e¢ MHBA3HsI B TKAHH,
MeTacTa3upoBaHKe, TOBBIIIAETCS] UyBCTBU-
TEeJIBHOCTD K LIMTOCTaTKaM [1].

DpAOTUHUO MMOKA3aH 1 TPUMEHEHUs
IIPY HEMEJKOKJIETOYHOM pakKe Jerkoro
(HMKPJI) u pake moKey10uHOI XeJe-
3b1 (PTI2K). DpaoTuHuO mokaszaH:

® B KauecTBe | TMHUM Tepanuu y Ia-
IIUEHTOB C MECTHO-PAacIpOCTPaHEeH-
HbIM WK Metactarnueckum HMKPJI
¢ EGFR-akTUBUPYIOIIMMIY My TaIIUSIMI;
Kak TMOJUIEPXUBAIOIIIee JeUeHUe B pe-
KM€ MOHOTepanuu MecTHO-pacrpo-
CTPAaHEHHOTO MJIM METacTaTU4ecKoro
HMKPJI npu orcyTcTBAM Nporpeccu-
poBaHus 3a00JIeBaHUs TTOCTe 4 KypCcoOB
CTaHJapTHON XumMuoTeparuu | TuHuu
Ha OCHOBE MpernapaToB IMIATHHbI;
JUISL JIeueHusT OOJIbHBIX MECTHO-pac-
MPOCTPAHEHHBIM WJIM METACTATUYECKHM
HMKPJI, HesaBucuMo ot craryca rna-
1MeHTa otHocuTe IbHO Hamuus EGFR-
MyTaluu, mocse HeahheKTMBHON OTHOI
i 6oJiee CXeM XUMUOTEePATTiu;
npu Mmetactatuaeckom PITXK B komOu-
HAIIMY C TEMITUTAaOMHOM.
Db deKTUBHOCTH U TpoduiIb Ge3omnac-
HOCTY 3PJIOTUHUOA 1T 00€nX JIOKAIU3AII i
XOPOUIO M3Yy4YeHBbI Ha OCHOBAHUU PE3yJib-
TaTOB psijla KIMHUYECKUX MCCIIeOBAHUI.
Jasnee OyayT pacCMOTPEHBI JaHHbIE KITU-
HUYECKUX UCCACAOBAHUN NMPUMEHEHUS
spnoturuoa npu HMKPJI u PITX.

SDDEKTUBHOCTb

U NPOPUJIb BESOMNMACHOCTU

SPJIOTUHUBA NMPU HMKP

CoracHO JaHHBIM MUPOBO# CTATUCTH -
KU, PaK JIETKOTO OCTAETCsl CErO/IHST Hanbosiee
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pacipocTpaHeHHbIM 3J10KaYeCTBEHHBIM
HoBooOpazoBaHueM (1,6 MITH HOBBIX CIly-
YyaeB €XeroJHo) Mocjae HeMeJaHOMHOTO
paka KOXHU M BeAylIeil IPUUMHON OHKO-
Jlorugeckoit cmepTHocTH (1,4 MIIH ciydaeB
exeroano) [2]. B mocnenHue roasl pak
JIETKOTO B YKpauWHe 3aHUMaeT 1-e MecTo
B CTPYKTYpe OHKOJIOTUUECKOM 3abosieBae-
MOCTU M CMEPTHOCTH CPelr MY:KUuH [3].
TTo TMCTONIOrMYECKOI CTPYKTYPE paziuyaroT
HEMEJIKOKIIETOUHYIO ¥ MEJTKOKJIETOUHYIO
dopmsl. [Tpu atom HMKPJI akkymysupy-
er 80—85% B cTpyKType 3a060JI€BACMOCTH
pakoM Jierkoro [4]. YV GOJIbIIMHCTBA TAlk-
entoB HMKPJI tuarHocTupytor Ha mo3Hux
cTa/lusX Te4eHus 3abosieBaHus [S).

CerojiHs IMPOKOE MPUMEHEHHE Y Ta-
muentoB ¢ HMKPJI B kauecrBe | inuuun
XMMUOTEPATMU HALIUT KOMOMHUPOBAHHbIE
IaTUHOCoAepKaiue cxeMbl. OJHAKO
Pe3yJIbTaThl MOCAETHUX KIMHUYECKUX UC-
CJIeIOBAaHU CBU/ETEIBCTBYIOT B MOJIB3Y
TOrO, YTO COBPEMEHHAasi XUMUOTEpaIius
JIOCTUIJIA OINPEJICJIEHHOTO MHKa Teparnes-
TUYECKUX BO3MOXHOCTEl 6e3 TeHIeHIIUU
K JajibHei1IeMy MOBbIIEHNIO 3G dEeKTUB-
Hoctu [6]. Kpome Toro, nocjie nposenenus
I aMuuu TepanuM 3HAYMTEIbHAS YACTH
nanuenTos (10 50%) He nosyyaer aajbHei-
Iero JiedeHusl BBUAY ObICTPOTO yXyAlICHUSI
CcOCTOsIHUS M pa3BuTHs cumntomoB. Cyliie-
CTBYET HEOOXOJMMOCTD MCIIOJIb30BAHMUS
6oJ1ee a3(hGeKTUBHBIX MOAXOI0B K [ TMHUMU
Tepanuu nanrentTos ¢ HMKPJI [7].

HoBbie BO3MOXHOCTY B 3TOM KOHTEK-
cTe MpejjiaraeT NpuMeHeHue TapreTHON
Tepanuu, HaIpaBJIeHHOI Ha orpeieseH-
Hble MOJIEKYJIBI-MUILIEHU, SBISIONINECS
TPUTTEPAMU OITYXOJIEBOTO ITpoiiecca. Ycra-
HOBJIEHUE 11eJIEBOM MOMYJISIIINU NAIIUEHTOB
C TIOMOIITbIO CKPUHUHTA UMEET OTPOMHOE
3HAUEHUE JUISI YCIIEUTHOTO JIEYEHUSI C T10-
MOIIIBIO TAPTETHBIX MTPENapaToB.

OHOM M3 TaKUX MUIIEHEH, 3aaeii-
CTBOBAHHBIX B Pa3BUTHM 3JI0KAYECTBEHHBIX
HOBOOOPA30BAHMIT HEKOTOPBIX JIOKATM3ALIMIA,
SBJISIETCS] CEMENCTBO PEIIeNTOPOB AMUIEP-
MasbHOTO (hakTopa pocta (epidermal growth
factor receptor — EGFR), npencrasisonyx
co00# TpaHCMEMOpPaHHBIE TUPO3UHKUHAZEL.
Onpe/ie/IeHHbIE MyTallMK B TEHAX, KOIUPYIO-

umx EGFR (nenerms ax3ona 19 i Touey-
Hast mytarvst L858 R B 2 1-M 5K30HE), CBSI3aHbI
C IOCTOAHHOW aKTUBallMel pelernropa
U CTUMYJIMPOBAHUEM MPOIIECCOB MUTO3Q, YTO
TPUBOJIUT K HAPYILIEHUIO PETYJISIIIUM KIIETOU -
HOTO LIMKJIa, YCWIEHHUIO ITPoIUdepariuu ory-
XOJIEBBIX KJIETOK, POCTY M METACTA3UPOBAHUIO
onyxou. Jdanuyio myraruio mpu HMKPJT
oTMevaloT npuMepHoy 10% npencraBuresneit
eBporeiickoit monystiuu 1y 30% mnarmeH-
TOB B cTpaHax A3uu [8]. Takum obpazom,
npunenbHoe BozneiictBue Ha EGFR sBms-
€TCs1 TIEPCTIEKTUBHBIM TIOIXOIOM K JIEYEHUIO
narmenToB ¢ HMKPJI. Tpu aToM GosibHbIE,
Y KOTOPBIX BBISIBJICHBI yITOMSTHYTHIC MyTAIIUH,
JIydllle OTBEYAIOT Ha Teparuio ¢ npuMeHe-
HUEeM UHTUOUTOPOB THpo3nHKHa3bl EGFR
10 CPABHEHUIO C TIAITMEHTaMHM, Y KOTOPBIX
MyTalMY He BIIBIIEHB! [8—11].

SPJIOTUHUB B KAYECTBE

| IMHUN TEPANUU

Y NALMEHTOB C HMKPN

B NO3OHUX CTAOAUAX

C NOATBEPXXAEHHbLIM

HAJIMMUEM AKTUBUPYIOLLUX

MYTALMUN EGFR

Db dexTuBHOCTh U Npoduib Gesorac-
HOCTH NIPUMEHEHUSI DPJIOTUHNOA B KAYECTBE
I muuuwm repariu y nanventroB ¢ HMKPJI
¢ aktuBupyomumu mytauusimu EGFR,
MU3YYEHBI B XOJIE Psiia KITMHUUECKUX UCCIle-
noBaHuit. OAHUMU U3 HanboJjiee rmokasa-
TEJIBHBIX U3 HUX SIBJISTIOTCS OTKPBITOE PAHI0-
MU3HUPOBAHHOE KIIMHUYECKOE UCCIIeIOBAHME
111 pazer OPTIMAL (CTONCO0802), B KOTO-
POM NIPUHUMAJIY YYaCTHE TIALIMEHTHI a31aT-
ckoii normysiiyu [12], U OTKpBITOE paHI0-
MHU3UPOBAHHOE KITMHUYECKOE UCCIIEI0OBAHIE
11T pazst EURTAC (European Randomised
Trial of Tarceva vs. Chemotherapy), B KoTo-
POM y4acTBOBaJIM OOJIBHBIE €BPOIEHCKOMN
nomysiuuu [ 13]. Llensro Ha3BaHHBIX KCClle-
JIOBaHU# ObUTO cpaBHEHME (P GHEKTUBHOCTH
MHTUOUTOPOB THPO3UHKMHA3KI M CTAHIAPT-
HOW xuMuoTepanuu B [ TUHUM JeyeHust
pu MecTHO-pacrpoctpaHeHHoM HMKPJI
¢ aktuBupyronmmu EGFR-myratmsimu.

OPTIMAL — MHOTOLIEHTPOBOE paH-
JIOMU3UPOBAHHOE OTKPHITOE KJIMHUYECKOE
uccinenoBanue 111 paspl (puc. 1).




3pnoTnHUG
150 mr/cyr
no N3

HMKP/
EGFR-akTuBMpytowme
MyTauumn
Cragus lIB nau IV,
n=154

KapBonnatun,
+ reMUMTabuH
4 unkna

M3 — nporpeccuposanue 3a6oneBanuns

Puc. 1. nsainH nccneposanms OPTIMAL

Jlannvte uz: Zhou C., Wu Y. L., Chen G. et al.,
2011[12]

B uccnenosane OPTIMAL Bmovau
MAUEHTOB C TMCTOJOTMYECKH MOITBEPXK-
JICHHBIM TTO3HUM WJIM PELUINBUPYIONIMM
HMKPJI (IIIB v 1V cramum) ¢ HamdueM
akrusupytoiieit myrai EGFR [12]. IMatu-
€HTaM [IepBOM rpyIibl (N=82) Ha3HaY€eH dPJIo-
TUHKO repopaibHO B 103¢ 150 MT 1 pa3 B cyTKn
JIO TIPOTPECCUPOBAHMST 3a00JIEBAHMST, BTOPOU
(n=72) — KapOoILIaTuH U reMLIUTaOWH (4 LINK-
sia; remumTabus 1000 mr/m? B 1-1 m 8-i im +
kapooriatid AUC 5 B 1-1i ieHb).

B kavecTBe nepBUYHOM KOHEYHOM TOUKH
KJIMHAYECKOTO MCCIeIOBaHMS OIpeiesieHa
BBIKMBAEMOCTH 0€3 MpPOTrpeccupoBaHus
3a00JIeBaHMs, a BTOPUYHBIMU — o011ast
BBIKMBAEMOCTH, OTBET Ha TEPAIIUIO, IEPUOT
JIO TIPOIPECCUPOBAHUS OITyXOJIEBOTO TIPO-
1iecca, KauecTBo XKU3HH, aHaIM3 OMoMapKe-
PpoB 3a001eBaHYsI M TPODUITH OE30MaCHOCTH.

CormracHO pe3ysibTaTtaM MCCIeIOBaHusI,
onyoJIMKOBaHHBIM B 2012 ., JeuyeHue ap-
JIOTUHUOOM B KayecTBe | TMHUM Tepanuu
aCCOLIMMPOBAHO CO CTATUCTUYECKHU JTOCTO-
BEpHO OoJiee [UINTENLHON BHIKMBAEMOCTBIO
0e3 IPOrpecCuPOBaHMS 110 CPABHEHUIO C XK~
muotepanueii (p<0,0001) [15]. Tak, Meanana
BBIKMBAEMOCTH 0€3 NpOrpeccCupoBaHUs
[PpYU NPUMEHEHUY SPJIOTUHNOA COCTaBHIIA
13,7 Mec, a aHAJIOTMUHbBII MOKa3aTeNb JIJIsT
OOJIBHBIX, TTOJTyYaBIIMX KOMOWHAIUIO Kap-
GorutatiH + reMimTadbut, — 4,6 Mec (puc. 2).

OO01as BBIKMBAEMOCTh MallUEHTOB,
TIPUHMUMABLIUX SPJIOTUHUO, Y KOTOPBIX IPH-
MEHSUIM XUMUOTeparuio B Kayectse 11 iuHum
JIEYeHUS, CTATUCTUYECKU He OTIMYaiach

g 1.0 3pnoTnHnG

z ~ Xumuotepanus
g_ OP=0,16;
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Puc. 2. WccneposaHne OPTIMAL:
aHanm3 BbbkBaeMocTu 6e3 nporpec-
cupoBaHusa 3aboneBaHns

Adanmupoeano uz: Chen G., Feng J., Zhou C.
etal., 2013 [12]

OT aHAJOTUYHOTO MOKa3aTesss B TPyIIe
KOMOMHAIIMK KapOOIIaTUH + reMIIMTa0uH,
B KOTOPO# BIIOCJICACTBUM Ha3HAYAIN WHTH-
outopsl Tupo3nHkuHaszsl EGFR (OP 1,08;
95% O 0,61—1,91; p=0,80) u cocraBuiia
30,4—31,4 mec (puc. 3).

Ipy aToM MenaHa o01Ieli BBIXKUBAEMO-
CTH B I'PYIIIIE MalIMEHTOB, TIOJIyYaBIIMX Kap-
OOIJIATUH W TeMUMTAOWH, TPUHUMAaBIINX
B KayecTBe 11 TMHUYU Tepanuy MHTMOUTOPBI
tupo3unkuHassl EGFR, Obna cratucru-
YECKHU JOCTOBEPHO BHIIIE MO CPAaBHEHUIO
C TeMU, KTO He ToJTydas TakoBbIX (31,4 Mec
NpoTuB 11,7 Mec COOTBETCTBEHHO).

Kpome Toro, ob1ras BIXKMBAeMOCTD
MalMeHTOB, KOTOPBIE MOJTyYaIn TOJTBKO MH-
rrouTopsl Tpo3uHKrHa3kl EGFR (Bkiouas
HECKOJIBKO KYPCOB JIeYeHHUs ), ObUIa 3HAUU-
TEJIBHO BBILLIE [10 CPABHEHUIO C ITAlIMEHTaMH,
y KOTOPBIX MPUMEHSITU TOJBKO XUMUOTE-
panuio (20,7 u 11,7 Mec COOTBETCTBEHHO).
Taxske maHHBIN TOKa3aTeNb Y MAlMEHTOB,
KOTOpBIE TIOJIy9aJld U UHTUOUTOPHI TUPO-
3uHkuHa3el EGFR, 1 xumuorepanuto, Obu1
BBIIIE 110 CPABHEHUIO ¢ OOJIBHBIMU, Y KO-
TOPBIX TIPUMEHSUT TOJIBKO XUMHOTEPATTUIO
(30,4 u 11,7 Mec cooTBeTCTBEHHO) (pHc. 4).

Pe3yibTaThl TONOJHATEILHOIO aHAJIM3A
00mIeii BbZKMBAEMOCTH IOCIIE TepaIuu, npo-

XVIMI/IOTepaﬂI/ISI COJINAHbIX onyxoJe A

BeJIEHHOW MO 3aBeplIeHMH JAHHOTO dTana
UCCIIeTIOBAHMS, TIOKA3BIBAIOT, YTO DPJIOTHHHO
ABJIIETCS BAXKHBIM (DAKTOPOM NOBBIILEHUS
BbIKHBAEMOCTH MALKUEHTOB C MYTAUUSIMHU
EGFR npu HMKPJI. OtcyrcrBre ctaTucTu-
YeCKHU JIOCTOBEPHOTO pa3/IMuusi lIoKasaresei
00111eil BBIXKMBAEMOCTH B MCCIIEI0BAHUU
OPTIMAL, 110 MHEHMIO €0 aBTOPOB, CBSI3a-
HO € BBICOKMM YPOBHEM I1€PEX0/1a ¢ TEPATTUU
KapOOILIaTUHOM U FeMIIUTAOMHOM Ha MHTH -
ouTtopsl Tupo3uHkuHa3el EGFR B kayecTBe
11 iuauu Tepanuun. OIHAKO CTATUCTUYECKU
JIOCTOBEPHO [10KA3aHO, YTO BBIKMBAEMOCTH
0e3 MpOrpecCUpoBaHUs, KAYeCTBO XU3HU
U TIepeHOCUMOCTD TepaIruu 3pIOTHHUOOM
IIPEBBILIATM COOTBETCTBYIOLIME TTOKA3ATETN
B IpyTMIie KapOOIIaTUH + TreMInMTaOuH.

AHJIOTUYHBIE TIOJOXUTEIbHBIE pe-
3yJIbTAThl IPUMEHEHUS PIOTUHUOA T10-
JIY4EHBI B XOJIe APYrOro MCCIIETOBAHUS —
EURTAC, B KOTOPOM ITPUHUMAJIH yIacTHe
NalMUEeHTHI, IPUHAJIeXAIINEe K eBpOIIei-
ckolt nomyssituu [ 14].

EURTAC gaBnsieTcsi MHOTOLEHTPOBBIM
OTKPBITHIM PAaH/IOMU3UPOBAHHBIM KJIMHUYE-
ckuM uccieroBanueM 11 daspl, B KOTOpOM
MPOBOAMIM cpaBHEHUE dDGHEKTUBHOCTU
u npoduis 6e30MacCHOCTU dPIOTUHUOA
U XMMHUOTEpaIlMy Ha OCHOBe IIpelapaTa

MayueHTbl, noayyaBLUne MHTMBUTOPbI TUPO3UHKUHA3bI EGFR

1.0 7 = [aumeHTbl, He NoslyyaBLIne UHIMBUTOPOB TUPO3UHKMHA3LI EGFR
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Puc. 3. Viccneposarre OPTIMAL: aHann3 obLueri BoKMBAaEMOCTU NaLMEHTOB, NONY-
YaBLUWX B Ka4yecTBe Tepanuu | niMHum xummoTepanuio (remumntadbuH + kapbonnatuH),
C Y4ETOM le4eHust, MPOBOAVIMOrO NMOCAE OKOHYaHWS UCCe0BaHMs

Adanmupoeano uz: Zhou C., Wu Y.L., Liu X. et al., 2012 [13]

IpnoTuHUG 1 XxuMUoTEpanusA (Ha pasHbiX aTanax NeveHus) p=0,0001

} p=0.0057

Tonbko Xnumnotepanma (Ha Bcex saTanax ﬂe‘leHMﬂ)

Tonbko 3pnoTMHNG (Ha pa3HbiX 3Tanax neveHns)

061as BbIKMBaEMOCTb

20,7 1304
0 T T T T T II T 1
0 5 10 15 20 25 30 35 40

Puc. 4. Viccnepoanne OPTIMAL: aHanu3 o6wei BblXXriBaemMoCTV NauneHToB
Adanmuposano uz: Zhou C., Wu Y.L., Liu X., 2012 [13]
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TUIATUHBI B KauecTBe | TMHIN Teparii marm-
eHTOB eBporeiickoi nomysiiimu ¢ HMKPJT
B MO3IHUX CTAIUSAX C MOATBEPXKICHHBIMU
akTuBUpyomuMu MyraraMu EGFR.

B xone vccnenoBanvist 174 nariieHTa paH-
JIOMU3UPOBAIN Ha 2 Tpyriisl (n=86 1 n=87;
| mareHT BHIOBUT U3 UCCIIEIOBAHMS), B KO-
TOPBIX TPUMEHSIIM COOTBETCTBEHHO 3PJIO-
THHMUO 1o 150 MT/CyT WK cTaHIApPTHYIO
BHYTPUBEHHYIO XUMUOTEPAIUIO 3-Heaeb-
HBIM LIUKIIOM C JI00aBJIeHMEM LIMCIUIaTUHA
(75 Mr/M? B 1-€ CYyTKM) € JOIIETaKCeJIOM
(75 Mr/M? B 1-€ CyTKM) WJIM TeMIIMTaOUHOM
(1250 Mr/M?B 1-¢ 1 8-€ CyTKM); NaleHTam,
KOTODPBIM TIPOTUBOINOKA3aH 1IMCIUIATHH, Ha-
sHavain Kapooruiatia (AUC 6 ¢ gorierakce-
som 75 mr/m? i AUC 5 ¢ remimtabHOM
1000 mMr/m?). B KauecTBe nepBIYHOM KOHEY-
HOI TOYKH OTIpe/ieSieHa BbIKMBAeMOCTh 0e3
MPOrpecCUpoBaHHUs 3a00JIEBAHHUS.

AHaJIU3 pe3yJIbTaTOB MCCIEIOBAHUS
nmokasai, YTO MeIMaHa BBIXUBAEMOCTHU
0e3 nmporpeccupoBaHusl 3a00JieBaHUSI
y TIAIUEHTOB, MOJIYIaBIINX PJIOTUHUD, CO-
craBuia 10,4 Mec 1o cpaBHeHMIO ¢ 5,4 Mec
y O0JIbHBIX, KOTOPBIM Oblla Ha3HAYeHa XU-
muoreparnus (OP 0,34; 95% AN 0,23—0,49;
p<0,001) (puc. 5) [16].

HauGonee pacrnpocTpaHeHHBIMU T10-
6ouynbiMu peakrusaMu 111 u 1V crenenn
y TAIlMeHTOB, TIPUMEHSIBIINX 9PJIOTUHUO,
obLIH chinb (y 13%) 111 crenieru U TOBbI-
LIeHKe YpOBHsI aMuHoTpaHcdhepassl (y 2%)
111 crenenu (puc. 6).

B rpyrine craHaapTHOM XUMUOTEpAITU
Hanobosee yacTbIMU MOOOYHBIMU 2 heKTa-
mu 111 u 1V creneHn 6puIM HEUTPONIEHUS
(B 22% cnyyaeB) u anemus (y 4% nariveH-
ToB) 11l cTeneHu. IToBBIIEHUS YaCTOTHI
ITHEBMOHMTA B I'PYIITIE 9PJIOTUHUOA HE OT-
mevanu. Tonrbko y 5 (6%) mammeHTos,
MOJIy4aBUINX SPJIOTUHUO, 3apeTUCTPUPO-
BaHO HAJIMYME TSKEJIBIX HEXeTaTeJTbHBIX
SIBJICHUH 110 cpaBHeHMIO ¢ 16 (20%) maru-
€HTaMHM, TTOJIYYaBIIUMU XUMUOTEPATIHIO.
TTauueHThl, MPUMEHSIBIINE SPIOTUHUO,
TIEPEHOCUIIN JIeYeHUE JIydlie, yeM 00JIb-
HBIe, KOTOPHIM Ha3HaYa i XUMHOTEPAITHIO.
Haub6onee yacTbiMi TOOOYHBIMM pEAKIIM-
SIMM B TPYIINE pJIOTUHMOA OBUIM KOXHas!
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Puc. 5. Uccneposarme EURTAC: aHann3
BbIKMBAaEMOCTV 6e3 NporpeccupoBaHns

Adanmuposano uz: Khozin S., Blumenthal G.M.,
Jiang X. et al., 2014 [16]
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Puc. 6. ccneposarnne EURTAC: ocHoBHble nokasartenun npopuns 6esonacHocT
Adanmuposano uz: Rosell R., Carcereny E., Gervais R. et al., 2012 [14]
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CBINb U JUapest, KOTOpbie B OOJIBLUINHCTBE
clyyaeB MMeEJM JIETKYIO WJIN CPeaHIO0
creneHb TsikecTu. Tskenble TOOOYHBIE
peakiiiM, CBA3aHHbIE C TepaIueid, B TpyIl-
e 9pJIOTUHMOA BCTPEUAIUCh pexe, YeM
B IPYIIIIE XUMHOTEPAIUN.

Takum 00pa3om, NnpuMeHeHHe 3PJo-
THHHOA CJIeAyeT PACCMATPUBATH KAK OJMH
U3 CTAHIAPTHBIX MeTo/10B I JIMHUKM Tepanuu
y namuentos ¢ HMKPJI B no3Hux craausix
C MOATBEPKIEHHBIMHA AKTHBUPYIOIUMH MY-
Tanusimu EGFR BHe 3aBucumMocTy ot ux no-
MYJISIHOHHOI MPUHAJIEXKHOCTH.

3PJIOTUHUE B KAYECTBE
NOAAEPXUBAIOLLIEN
TEPAMNWU NMPU HMKPJ

JiTenbHOCTh | JTMHUY XUMUOTepanuu
MecTHO-pactpoctpanenHoro HMKPJI, kak
MPaBWIO, OTPAaHUYMBACTCS 5—6 ITMKIAMHU.
Tlpu sTOM IOCHERyIONIas MOUIEPXKUBAIO-
[asi Teparusi MOXeT 3aMeUIMTh MPOrpec-
cUpoBaHue 3a00JIeBAHUS U yBEJIMIUTD PO~
JIOJIKUTEIBHOCTD XHU3HH NalMeHTa. B ria-
11e60-KOHTPOJIUPYEMOM KIMHUYECKOM
ucciaexoBanuu 111 daspl, monydusurem
naszBanue SATURN BO18192 (Sequential
Tarceva in Unresectable NSCLC), nzygainn
3¢bGEKTUBHOCTH U ITPODWITH 0€30ITaCHOCTHA
TIPUMEHEH NS 9PIOTUHUOA B KAUueCTBE MO/ -
JIePKUBAIOILEH Teparvy y NariueHToB ¢ He-
MPOrPECCUPOBABILIUM 3a00JIEBAHUEM TIOCIIE
I TuHMM TIaTMHOCOEpXallero ayoJjera
xumuotepanuu [17] (puc. 7).

B xone uccienoBanus 889 rnauueHTOB
pacripeieSuIv B 2 TPYIITBL: O0JbHBIE TIepBOi
Toyvau apaoTuHu6 (150 Mr/cyT; n=438),
BTOpOI — 1r1a1e6o (n=451) 10 nporpeccu-
poBaHus 3a00JieBaHUs WIH (PUKcaluu He-

TMPUEMIIEMOTO YPOBHSI TOKCUYHOCTH JIeUe-
Hus. ITarmueHTsI ObUTH CTPAaTUOUITMPOBAHBI
10 CTaanu, OOILEro COCTOSTHUS TI0 IHKaie
ECOG (Eastern Cooperative Oncology
Group), pexkuMy XUMHOTEepaIiuu, UCTOPUU
KYPEHHUsI U TIPOKUBAHUIO B OTPEJIe/IeHHOM
reorpahuaeckoM peruoHe.

B kavecTBe MEePBUYHBIX KOHEYHBIX
TOYEK BBIOPAaHBI BHIXXKMBAEMOCTh 0€3 Mpo-
rpeccupoBaHusT 3a00JIEBAHMS Y BCEX aHAIU-
3UPYEMBIX MalueHToB (puc. §—11).

BrixxuBaemMocTH 6€3 rmporpeccupo-
BaHUs ObLJIa CTATUCTUYECKHU JOCTOBEPHO
0oJibllle Yy MAIlMEHTOB, MPUMEHSIBIINX
9PJOTUHUO, MO CPAaBHEHUIO C I'PYNION
miane6o. Tak, MenraHa BHIXUBAEMOCTHU
0e3 MPOrpeccupoBaHusl B TPYIIIE, MOIY-
yaBIiIe apJIoTUHUO, cocraBuia 12,3 He,
a B rpynme 1iae6o — 11,1 e (OP 0,71,
95% A 0,62—0,82; p<0,0001).

Kpowme Toro, BbIKMBaeMOCTb O3 TIpo-
rpeccUupoBaHUs 3a00JIEBaHUSI BapbUPO-
Bajla Y Pa3IMYHBIX MOATPYII MAllMEHTOB
(puc. 12).

HawuGosee pacrnpocTpaHeHHBIMU TO-
6ounHbIMU siBiieHUsiMU [11 crereHu u BbllIe
Ob1H chIb (Y 9% GONBHBIX B IpyTIe,
MoJTydaBUIed 3pJIOTUHUO, 110 CPAaBHEHUIO
C OTCYTCTBHUEM TaKOBOW OOJBHBIX B TPYII-
e trare6o) u auapes (y 2% mnanmeHToB
B T'pyIle, IMoJydyaBireid 2pJIoTUHUO,
M0 CPaBHEHUIO C OTCYTCTBUEM TaKOBOIL
B IpyIIIIe 1j1a1e6o).

Takum 06pa3om, MOIEPKUBAIOINAS Te-
panusi aproTuHudom y maumenros ¢ HMKPJI
XOPOUIO MEPEHOCUTCS U CTATHCTHYECKH
JIOCTOBEPHO MMOBBIIAET BbIKHBAEMOCTH 0€3
NporpeccupoBanusi 3a00JeBaHus M0 CPaB-
HEHHIO ¢ manedo.

4 unKkna xumuoTeEpanuu
| iYHMK ¢ NpUMeHeHneM
MNaTUHOCOAEPXKaLLEero
Ay6nera

MecTHo-pacnpo-
crpaHeHnbii HMKPI,
n=1,949

0O6n3zarenbHoe
TecTvipoBaHue
EGFR-cratyca

M3 — nporpeccupoBaHue 3aboseBaHusA

Puc. 7. AuzaiiH nccneposarna SATURN
Jannvie uz: Cappuzzo F., Ciuleanu T., Stelmakh L. et al., 2009 [17]

3pnotnHnG
150 mr/cyr
no M3

MaumenTs!
6e3 N3,
n=889

TMnauebo
£o T3

KITVHUYECKAS OHKONOTUSA, Ne 1 (17), 2015




3pnotnunb Mnauyebo

Ha 12-1 Hegene, % 53 40
Ha 24-i nepene, % 31 17

= 3pnotunnG (n=437)
~ Mnayebo (n=447)
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BbikvBaemocTb Ges nporpeccmpoBaHus

Puc. 8. NccneposaHne SATURN:
aHanna BbhXmMBaemocTu 6e3 rnporpec-
cupoBaHus 3aboneBaHuss cpean BCEX
nauueHToB

Adanmupoeano usz: Cappuzzo F, Ciuleanu T,
Stelmakh L. et al., 2009 [17]

= 3pnoTnHnG (n=22)
== [nauebo (n=27)

0P=0,10 (0,04-0,25)
p<0,0001
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Puc. 11. NccnepoBaHne SATURN:
aHanM3 BbbKMBaeMocTu 6e3 nporpec-
CUpoBaHus 3ab0neBaHNs y NaLMeHToB
¢ EGFR akTuBumpyowmmMu Mmytaumsmm

Adanmupoeano u3z: Cappuzzo F, Ciuleanu T.,
Stelmakh L. et al., 2009 [17]

AzeHoKapuuHoma

= 9pnoTuHuG (n=204)
~— MMnaue6o (n=197)

OP=0,60 (0,48-0,75)
p<0,0001

0 8 16 24 32 40 48 56 64 72 80 88
Bpems, Hep

BbhikusaeMocTb 6e3 nporpeccupoBaHmns
o
(2]

MnockokneToyHan KapunHoMa

== 3pnotnHn6 (n=166)
~ [Mnaue6o (n=193)

0P=0.76 (0.60-0.95)
p=0.0148
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0 8 16 24 32 40 48 56 64 72 80 88
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BbihkuBaeMocTb 6e3 nporpeccupoBaHus

Puc. 9. UccnepoBaHne SATURN: aHa-
113 BbIXXMBaeMOCTu 6e3 Nporpeccupo-
BaHUsA 3aboneBaHns B 3aBUCUMOCTU
OT pe3ynbTaToB rMCTONOrMYECKOro
nccneaoBaHus NauneHToB

Adanmupoeano uz: Cappuzzo E, Ciuleanu T,
Stelmakh L. et al., 2009 [17]

= pnotnHnG (n=199)
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Puc. 10. UccnepoBaHne SATURN:
aHanna BbIXMBaeMoCTn 6e3 npo-
rpeccupoBaHus 3aboneBaHus y na-
umeHToB 6e3 EGFR akTuBupyoLei
MyTauumn

Adanmupoeano uz: Cappuzzo F, Ciuleanu T.,
Stelmakh L. et al., 2009 [17]

TEPAMUA SPNTIOTUHUBOM

Y NMAUMEHTOB HMKPN

B NO3AHUX CTAAUAX

Jna naunentoB ¢ HMKPJI B mo3gHux
CTaNUsAX XUMHUOTEpanus mnpejrojgaraet
YMEHbIIIEHHE BBIPAXKEHHOCTU CUMIITOMOB
U YMEPEHHOE MOBBILIEHUE BHIKMBAEMOCTH.
ITpu sTOM MeMaHa BpeMeHHU 710 IIporpec-
cUpoBaHusl 3a00JeBaHusl, KaK MPaBUIio,
cocrapisietT 3—5 mec. Il 1uHUS Xumuore-
pamuu J0LETaKCeNIOM MOXET YBeJIUYUTH
BBDKHMBAEMOCTD T10CJIe JIeYeHUs] Ha OCHOBE
npenaparoB iatuHbl pu HMKPIT [18,
19]. Tem He MeHee B HacToOsIIEe BpeMs
HeT moHuMaHus poau III nTuHumM xu-
muotepanuu. OTCyTcTBUE pe3ysibTaTa
npu rposeaeHuu [ imHMM XuMuoTepanuu
npoaeMoHcTprpoBaHo E. Massarelli u co-
aBTopaMu [20], KkoTOophle B CBOEl padoTe
JOCTUTIN 2% OTBETA Ha TEPAIIUIO M METU-
aHbl BBKMBAEMOCTH MTALlMEHTOB — 4 Mec.
F.A. Shepherd u coaBropsl [23] mokasaiu,
YTO y MalUeHTOB, MOJYYaBIINX JOLETAK-
ceJl rmociie Heylauu 2 uin 0oJiee pexxuMoB
XUMUOTEPATIUN, BBIXXKUBAEMOCTb Oblia
HUIEHTUIHA TAKOBON OOJIBHBIX, Y KOTOPHIX
TPOBOAMJIH MOJIIEPXKUBAIOIIYIO TEPATTHIO.

XVIMI/IOTepaﬂI/ISI COJINAHbIX onyxoJe A

HoBsie BO3MOXHOCTH B 9TOM KOH-
TEKCTE MOXET IPeIJIOXUTh TPUMEeHeHNe
apiotuHuba. I'pynmna yuyenbix u3 Hauumo-
HaJlbHOTO MHCTUTYT paka Kanaasr (National
Cancer Institute of Canada Clinical Trials
Group — NCIC CTG) npoBesia KIMHUYE-
ckoe uccienopanue BR.21 nis cpaBHeHust
addexktuBHOCTH U npoduiist 6e301acHOCTH
TPUMEHEHUST SPIOTUHMOA ¢ TUIaledo mnoce
Hey/laul HeCKOJIbKUX JIMHUIA cTaHIapTHON
xumuoreparu HMKPJT [21].

BR.21 sBasieTcst paHIOMU3UPOBAHHBIM
m1a1e60-KOHTPOJIUPYEMBIM JBOWHBIM
CJICTIBIM KIIMHUYECKUM uccenaoBanuem 11
dazpr (puc. 13).

B uccrienoBaHuy NpUHUMAIK y4acTue
matmeHTsl ¢ HMKPJI B I1IB v IV crauu,
paHee nostyyasiime 1 Wi 2 pexxuma Xumuo-
Teparnuu. bobHbIe ObUTU pAaHIOMU3UPOBAHBI
B COOTHOLLIEHUU MTPUMEPHO 2:1 B 2 TPYIITHL:
TaIMeHThI 13 TIEPBOH MOJTyYaIv MepopaIbHO
9paoTuHUO 150 Mr/cyT, U3 BTopoii — Iuiaiie-
00. B xauecTBe 1IepBUYHOI KOHEUHOU TOUKK
BBIOPAHO OOIIYIO BBDKMBAEMOCTb.

Memana o011eit BBDKUBAEMOCTU BIPYII-
T1e 3pJIOTHHUGA COCTaBIIa 6,7 Mec, a BTpYIIIe
iate6o — 4,7 mec (OP0,70;95% AN 0,58—
0,85; p<0,001) (puc. 14—16).

B nanHoM miane6o-KoHTpoJMpyemMom
UCCJIEIOBAHUU JI0KA3AHO, YTO MPUMEHEHHE
IPAOTHHUOA 00ecneuynBaeT KINHUYECKH
3HAYUMOE MOBBINIEHHE BbIKMBAEMOCTH.
BhIkKHBaeMOCTh B 3TOM MCCJIeIOBAHUY
ObL1a OOJblIE IO CPAaBHEHHUIO C aHAJO-
MYHBIM MCCJIE/IOBAHUEM C IPUMEHEeHUuEM
reuTrHUOa, HEB3UPasi HA COITOCTABUMBIT
YPOBEHb OTBETAa Ha JieyeHHUEe B 0OOUX UC-
ciegoBaHusIX [22].

IMpumeHeHUe 5pJIOTUHUOA OKa3bIBaeT
MOJIOXUTEHPHOE BIUSHUE Ha BBHIXKUBae-
MOCTb [TOYTH BO BCEX MOATPYIITAX yYaCTHHU -
KOB ucciaenoBanus (cM. puc. 15, 16).

B nanHOM MccenoBaHuM craTucTuye-
CKH JIOCTOBEPHO y OOJIBIIETO KOJUYECTBA
MalKMEeHTOB B IPYIIIIE PIOTUHUOA TI0 CpaB-
HEHMIO C TPYIIIOWH T1auedo 3aperucTpupo-

CHuxeHne pucka
nporpeccuposanus, % OP(95% An) n
Bce —+— 29 0.71(0,62-0,82) 884
My>unHbl ] 22 0,78 (0,66-0,92) 654
eHwuHbl 36 0,56 (0.42-0.76) 230
EBponeiickas nonynauus —— 25 0,75 (0.64-0,88) 744
Asnatckasnonynauva | 62 0,58 (0.38-0,87) 128
AseHoKapuuHoMa | E—— e | 40 0,60 (0.48-0,75) 401
MnocKoKneroyHas KapLumHoma | ——f———] 24 0,76 (0.60-0,95) 359
HukorpaHe kypusive | t { 44 0,56 (0,38-0,81) 152
PaHee kypusLne A 34 0,66 (0,50-0,88) 242
Kypswue [———" 20 0,80 (0.67-0,97) 490
T T T 1
0.4 0.6 0.8 1.0 12
— —
3pnotuuné OP Mnauebo
Puc. 12. UccneposaHne SATURN: aHanns BexknBaemocTu 6e3 NporpeccupoBaHus
3aboneBaHus No noarpynnam
Adanmuposano uz: Cappuzzo F, Ciuleanu 1., Stelmakh L. et al., 2009 [17]
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3pnoTnHnb
150 mr/eyr
no N3

HMKPJI
Cragus llIB vnn IV
Mocne 1-2 pexvimoB
XuMuoTepanuu,
n=731

Mnaue6o

Puc. 13. JunsaiiH uccneposaxms BR.21

Mannvie uz: Shepherd EA., Rodrigues Pereira J.,
Ciuleanu T. et al., 2005 [23]

—— 3pnotnHub (n=488)
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Puc. 14. NccneposaHne BR.21: aHa-
nmn3 obuel BbXMBaeMocTu B obLiein
nonyaAuUn NaLUMeHToB

Aodanmupoeano us: Shepherd FA., Rodrigues
Pereira J., Ciuleanu T. et al., 2005 [23]

BaHO YMEHbIIICHUE BbIPAXKEHHOCTH OJTBIIIIKH,
00 U Kaluis. AHAJIM3 KauecTBa XU3HU
rokasajl, YT0 MUHUMM3ALIMsI BbIPAXKEHHOCTH
CUMITOMOB TakxXe Oblla CBs3aHa CO 3Ha-

YUTEJbHBIM yiyullleHueM (hUu3nyecKou
dbyHkImn.

Taxkum 0Opazom, IpUMEHEHIE OPITIOTUHM -
0a y rareHToB, paHee MOoJIyYaBIINX JeueHe
ipr HMKPJT, tipoiieBaeT >Ku3Hb M yMEHbIIIA-
€T BbIPAXEHHOCTH CUMITTOMOB IO CPABHEHUIO
cmatedo. Tepanusi c npuMeHeHneM HPJIOTHHH-
02 OTKPBIBAET HOBBIE BO3MOXKHOCTH LIS JICUCHHS
0OJIBHBIX ¢ MPOrpecCMpoOBaHHEM 3a00.JIeBAHNS
nocJjie npueMa JoUeTakcena Wi TeX, KoMy
nporusonokasana Il mmans.

TEPAMUY NAULMEHTOB

C HMKPJ1 U METACTA3AMU

B roJlIoBHOM MO3ry

Mpumepuo y 20—-40% mauueHTOB
¢ HMKPJI pasBuBatorcs MeTactassl B ro-
JIOBHOM MO3ry [25, 26]. JleueHue maryeH-
TOB C MeTacTa3aMu JAHHOMW JIOKAIU3AIUU
npu HMKPJI Brimtouaer npumeHeHue gyve-
BOi Teparuy Ha rosioBHoM mo3ry (JITT'M),
CTEPEOTAKCUUECKYI0 PAIUOXUPYPTUIO,
XUPYPIrUyecKoe yiajeHue Wi KoMOuHa-
MO YIIOMSTHYTBIX ITOIXOIX0B. MenuaHa
MTPOIOJIKUTEbHOCTH Ku3HU Tiocie JITTM
1 00BIUHO cocTaBiseT 3—6 mec [27—31].
U3BecTHO, YTO 3PJIOTHHHO, SIBJISSICH HU3KO-
MOJIEKYJISIPHBIM COEIMHEHHEM, CTIOCOOEH NMPo-
HHKATD Yepe3 reMarodnuedamnueckuii oGapsep
[32, 33]. OCHOBAHO MPEAIOIOKEHUE O TOM,
YTO MPUMEHEHUE DPJIOTUHNOA B COUETAHUN
¢ JITTM MoXeT ycWIIUTh Teparie BTUYeCKUit
abdeKT nmyTeM 1eJeBOro BO3AeHCTBUS
Ha OIyXOJIEBBIE KJIETKU B TOJIOBHOM MO3TY.
C 11e/1bI0 M3YYUTh 11€71€CO00Pa3HOCTD MPU-
MEHEHMSI JAHHOTO TIO/IX0/1a IPOBEEHO IPO-

ALI,EHOKapLWIHOMa

—— 3pnoTnHnG (n=246)
— MnayeGo (n=119)
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Adanmuposano uz: Clark G.M., 2008 [21]

Puc. 15. Nccneposanne BR.21: aHanus obuiein BbIXMBAEMOCTN B 3aBUCMMOCTI
OT NOArPYNMbl NALMEHTOB COrfIaCHO PeayfibTataM rmcToNOrMYecKoro UCCneaoBaHns

MnockoknetoyHan KapunHoma

= DpnotnHu6 (n=144)
— MnaueGo (n=78)

0P=0,67 (0,5-0,9)
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OTcyTcTBME aKTUBMPYIOLLER MyTauum

= 3pnotuHn6 (n=115)
— [naue6o (n=55)

OP=0,74 (0,52-1,05)
p=0.0924
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Puc. 16. UccnepgosaHue BR.21: aHanna obuiei BbIXMBAEMOCTU B 3aBUCMMOCTU
OT NOArpynnbl NauneHToB oTHocuTenbHo EGFR-cTatyca

Adanmuposano uz: Zhu C.-Q., Santos G. da C., Ding K. et al., 2008 [22]

AkTusupylowas mytauns EGFR

= 3pnotuHu6 (n=15)
— [Mnaue6o (n=19)

0P=0,55(0,25-1,19)
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Xvumn panua coJsimaHbIX 0I1YXO.I1€I7I

CIIEKTHBHOE MHOTOLIEHTPOBOE KIIMHUYECKOE
uccaenosanue 11 ¢asbl 0 MpUMeHEHUIO
opioTuHuOa B coueranuu ¢ JITIM y na-
LIMEHTOB C MEeTacTa3aMu B TOJIOBHOM MO3TY
nmpu HMKPJI [35]. B uccnenoBanuu mpu-
Hsii yyactue 40 ManyeHToB ¢ TOATBEPK-
JICHHBIM HAJTMYMEM METACTA30B B TOJIOBHOM
mosry (puc. 17). B xome uccinenoBanus Bce
MAIIMEHTHI B TeUeHue 6 THE TIoTydaTu op-
JIOTUHUO 150 MT/CyT, 3aTE€M HA IPOTSKEHNUU
2 Hejl — JIy4yeBylo Teparuio (5 JHeil B He-
jemo 1o 2,5 I'p/cyr, cyMmapHasi ouarobast
no3a 35 I'p) COBMECTHO € DPJIOTUHUOOM
150 mr/cyt. TToTOM TTAIIMEHTHI TTPUMEHSITI
opsnotuHUO 150 Mr/cyT 10 nporpeccupoBa-
HMsI 3a00JICBAHMSI.

Meauana Bo3pacTa ImaliueHTOB coCcTa-
Bwia 59 ner (29—77 ner). Meauana Konu-
yecTBa MeTactazoB — 3 (1—6) u mMenuaHa
siyyeBoit Harpysku — 18 I'p (15—22 I'p).
21 MalMeHT 10 BKIIOYEHUS] B MCCIIeI0Ba-
HUE MOJIyYa] XUMUOTEPAITNIO, B OCHOBHOM
KOMOWHAIIMSIMU LIMCTUIATHH + 01leTaKces
niu KapOoruiaTul + nakiaurtakcen. [Ba
MalyeHTa MmoyyIwiv IeMeTpeKce/.

6-MmecsyHas, |-roguuHas 1 2-JeTHSS
0o011as BbIXXKMBAEMOCTh COCTaBUIM 68;
50 u 24% cootBercTBeHHO (puc. 18). Me-
nuaHa oo1Ie BerKuBaemMoct — 11,8 mec
(95% AN 7,4—19,1 mec). 6-MecsIuHbBIE,
l-ronuuHble U 2-JeTHUE KYMYJISITUBHBIC
TEMIIbl NPOTPECCUPOBAHUS 3a00JIeBaAHUS
B LIEHTpasIbHYIO HepBHYIO cucteMy (LTHC)
cocraBuin 13; 30 u 40% COOTBETCTBEHHO.
6-MecsuHast, 1-roguuHas u 2-JIETHSIS BbI-
JKUBAEMOCTb 0€3 ITPOTpeccupoBaHusl 3a00-
nesanus B LIIHC gocturna 63; 38 120% co-
OTBETCTBEHHO, & MeIMaHa BEIKUBAEMOCTHU
6e3 mporpeccuposanus B LIHC — 8 mec.

B mepuon Mexay 3—6 Mec yactora
orBeTa oTHocuteabHo IITHC cocraBuina:
31% — momnmiit oteer (n=11), 56% — ua-
cTuyHbIi oTBeT (N=20), 6% — CMeIIaHHbBII
(TIOJHBIIA ¥ YaCTUYHBIN) OTBET (n=2), 6% —
nporpeccupoBaHue 3abojeBaHus (n=2)
u 3% — crabuiu3anus 3abonesanus (n=1).
IIpu oToM OOIIMIT YPOBEHH OTBETA TOCTUT
86%. MeuiaHa BEIKMBAEMOCTH ObLIA COITO-
CTaBUMOW y OOJIbHBIX ¢ 3 1 Oostee (12,2 mec)
U ¢ 4 wm 6osee nopaxeHusmu (11,5 mec;
p=0,638), a Merata O0IIEi BLIKIMBAEMOCTI
cocraBwia 11,8 mec.

CiemyeT OTMETUTD, YTO 3-MECSYHBIA
ypoBeHb orBeta LIHC (monHbiit 1 ya-
CTUYHBIN) cocTaBua 89% y mauueHToB
¢ noarBepxaeHHbIMU EGFR-MyTanusiMu
110 CPaBHEHMUIO € 63% y OONBHBIX O€3 MyTa-
unit EGFR. YpoBHM ITOJTHOTO, YaCTHIHOTO,
CMEIIaHHOTO OTBETa, CTAOMIM3ALIUY U TTPO-
rpeccupoBaHus 3a00JieBAHUEM COCTaB-
s 33; 56; 0; 0 u 11% cooTBETCTBEHHO
y nanmeHToB ¢ EGFR-myratusyu u 12,5;
50,0; 12,5; 12,5 1 0% cOOTBETCTBEHHO Y TTa-
ueHToB 0e3 myranuit EGFR.

B 3asucumoctu ot EGFR-craryca takke
Pa3IMYATNCh MeJAMaHbl 00IIel BbIKUBAEMO-
cru: 9,3 Mec — 111 nauMeHToB 0e3 MyTaumit
EGFR u 19,1 mec — juisi GOJIbHBIX ¢ MyTallU-
amu EGFR (<95% 11 10,5 mec).




XVIMI/lOTepaI'II/Iﬂ COJINAHDbIX OﬂYXOJ'lGI?l

Pexxum tepanun

*Io CpasHeHUlo ¢ ucmopu4yecKkum KoHmposaem

40 naumeHToB ¢ no3aHnMK cTaanamn HMKPJT u metactasamu B rosioBHom mosry: *y 17 - TectupoBaHue Ha EGFR-myTauuio

Puc. 17. Jun3aiiH nccnenoBaHusi NPUMeEHeHUs 3pnoTuHmMba B codeTanum ¢ JITTM
Jannoie uz: Welsh J.W., Komaki R., Amini A. et al., 2013 [34]

. TFemunTabux
| 6.4neit 150 Mr/cyT | CoBMeCTHO c NyueBoi Tepanueil | [lo NPorpeccitpoBaHus 3aBofieBaHmA 1000 mr/m?
IpnoTUHMG 1 1 150 Mr/cyT 1 150 mr/cyt i
! 3pNoTUHUG
Cragus llIB-IV 100 mr/eyr,
Nlysesas Tepanus 1 5 | He nonyuasuuue n=285
yyeBas Tepa I2,5C|’p 1 pa3 B cyTkn 53;;»1?14 (Bzﬂene)mol XUMUoTepanuM,
MMapHas 403a He, L
yMMapran A P A n=569 TemumnTabuH
Mep KO TOUKa - Mej Bbl octn* 1000 mr/m? +

+ y 9 BoiaBneHa EGFR-myTauus

nnauebo,
n=284

Puc. 19. nzaiiH uccneposaHuns PA.3

Iannoie uz: Senderowicz A.M., Johnson J.R.,
Sridhara R. et al., 2007 [36]

100 o

90

80 —

68%

70

60 -

50 4
40 H

O6ulas BbKUBaAEMOCTb, %

30

20 4
10 4

6-MecAYHan
BbIXKMBAeMOCTb

1-roanyHan
BbIXKMBAeMOCTb

Puc. 18. ViccnepoBaHvie Mo NPUMEHEHNIO 3pNOTUHMGA B codeTaHum ¢ JITTM y naup-
€HTOB C MeTacTasamu B ronoBHom mMo3ary npv HMKPJ1: aHanuns obLuel BbbknBaeMocTv

Adanmuposano uz: Welsh J.W., Komaki R., Amini A. et al., 2013 [34]

50%

24%

2-neTHAA
BbIKBAEMOCTb

TIpuBenenHbIe pe3ynrbTaThl MHOTO-
LIEHTPOBOTO KJIMHUYECKOIO MCCIe10Ba-
nust 11 hasel mokaswsIBaIoOT, YTO IIPUMEHE-
uue JITI'M B coueTaHUU ¢ 3PIOTUHUOOM
y HAIEeHTOB ¢ METaCTa3aMU B FOJIOBHOM
mosry npu HMKPJI nossonser no-
CTUYH ITOBBILICHUSI OOIIel BEIKUBAEMO-
CTU MO CPABHEHUIO C UCTOPUYECKUMU
JaHHBIMYU, OCOOCHHO JJISI MAllEHTOB
¢ EGFR-myranusamu [30, 31]. Takke uH-
TEPECHBIM MIPeACTaBIsACTCS TOT (HAKT, YTO
pacnpoctpaHenHocTh EGFR-myTanumit
B 9TO¥ TpyIre GONTBHBIX 3HAUUTEIHHO
BBILIIE, YEM B I[€JIOM B ITOTIYJISLIMU MaI-
erroB ¢ HMKPJI. Tak, corjlacHO JaHHbIM
autepatypsl yactora myrauuii EGFR
cocrapaseTr npuéausurenbto 10—15%
cpeau ooapHbix HMKPJI [35], Torna kak
B rpynne nauuentoB ¢ HMKPJI u meracra-
3aMHU B TOJIOBHOM MO3TY 3TOT NOKa3aTeb
nocruraet 50%.

Takum 06pa3om, 3pIOTHHUO U JTydeBasi
Tepanus B KaYecTBE HAYAJIbHOIO JeUeHHUs
oonbupix HMKPJI ¢ meTacTazamu B rojioB-
HOM MO3ry sIBJISIIOTCS] XOPOLIO MEPEHOCUMON
KOMOMHALMeid, a JJIUTeIbHOCTD JKU3HH Na-
IMEHTOB B 3TOM MCCJIE/IOBAHUM NPEBbICHIA
0JKMIaeMYIO0 N0 CPABHEHUIO C MCTOPUYECKOM
KOHTPOJIbHOM Ipynmnoi, 0Co0eHHO y nauueH-
T0B ¢ EGFR-MyTanusmu.

NMPUMEHEHME 3PJIOTUHUBA

Y NALUUEHTOB C PIMXK

T1porHo3 yist NatueHTOB ¢ MECTHO-pac-
npoctpaneHHbIM PITXK ocraercst Hebmaro-
TIPUSITHBIM, & TTOMCK HOBBIX CXeM JICUSHUSI
Oosee akTyabHBIM. [lajee OymyT mpuBeieHbI
pesynbrarel uccienoBanusi PA.3, koropoe
CTaJI0 OCHOBAHUEM JUIST pa3pelleHUs] TTPH-
MEHEHUS dPJIOTUHMOA B KOMOMHALIUY
¢ TeMLIMTAOMHOM Y IMallMeHTOB ¢ MeTacTa-
tnueckuM PTTK, He mosyyaBuiux paHee
xumuorepanuu [36]. B 1aHHOM MHOrO-
IIEHTPOBOM PaHIOMU3UPOBAHHOM JIBOMHOM
CJIETIOM TIIaLe60-KOHTPOIUPYEMOM KITMHH-
yeckoM uccienosanuu 111 daspr ipuHsun
ydyactue 521 mamueHT ¢ TUCTOJIOTHYECKU
U LIUTOJIOTUYECKU TIOATBEPXKIECHHOMN Hepe-
3eKTa0EIBHON MECTHO-PACIIPOCTPAHEHHON
WM METACTaTUUeCKON aeHOKAPIIMHOMOMN
TTO/IKeTyTOUHOM XeJe3bl (puc. 19). TTarm-
€HTBI PAaHIOMU3MPOBAHBI B 2 TPYIIIIBI: yUacT-
HUKMU TIEPBOI IOyl SpIOTUHUO + reM-
uuTabud (n=261), Bropoii — reMiurabus +
miaie6o (n=260). DproTHHUO Ha3HAYATIN
B 1o3e 100 mr/cyT. B KauecTBe TiepBUYHOMN
KOHEUHOUM TOUKM BbIOpaHa OOIIAs BBDKU-
BaeMOCTb, BTOPUYHBIX — OTBET Ha JICUCHUE,
JUTTENTbHOCTh OTBETA, BBIXKMBAEMOCTH O€3
TporpeccrpoBanust 3adosneBanus (Tabi. 1).

TaGnuua 1. Ncenenosanue PA.3: aHanua
3bPeKTMBHOCTN Tepanun B pas-
NIWYHBIX NOATPYNNAx NauneHToB

XapakTepucTukmn CHuxeHune
nayMeHToB pucka cmeptu, %

ApnoTUHMG + remumnTabuH 18

vs nnaue6o + remumtabun

MeTtacTatuyeckuii npouecc -23

PS 0-1 -1

PS >2 -39

EGFR HeratuBHbIl cTatyc -29

EGFR no3uTuBHbI cTaTyC -24

AnantuposaHo 13: Senderowicz A.M., Johnson J.R.,
Sridhara R. et al., 2007 [34]

Menuana o61iel BBIXKHMBAEMOCTH
B IPYIIIIe, TOJyYaBIleii 9pIOTUHUO, COCTa-
BWIa 6,4 Mec, a B TpyiIe rae6o — 6,0 Mec
(p=0,03) (puc. 20).

3pnotmhnb + Mnauebo +
reMumtabuH reMumTabuH

(n=285) (n=284)
Meaunara obuen
BbhKMBaeMocTn, mec 6,37 591
1-netHAn
1,00 oCTb 24% 17%

= IPAOTUHNG + reMuUnTabuH
— [nauebo + reMunTadbuH

O6Lan BbHKMBAEMOCTb
o
[,
o

0 6 12 18 24
Bpems, mec

Puc. 20. NccnepnoBaHune PA.3: aHanns
obLLel BbKMBAEMOCTUN

Adanmuposano us: Senderowicz A.M., John-
son J.R., Sridhara R. et al., 2007 [36]

— 3pnoTrHuG + remumtabun - 10,7 mec
= [Inaue6o + remumtabuH - 7,1 mec

O6Lwan BbhKMBAEMOCTb
o
w

02 p=0.02

0 5 10 15 20 25 30
Bpems, mec
Cbinb = |l crenenn (36% nauvenToB)

Puc. 21. Vccneposarue PA.3: aHann3 06-
LLIEI BbIKMBAEMOCTU Y MALMEHTOB C CbirbIO

Adanmuposano u3: Senderowicz A.M., John-
son J.R., Sridhara R. et al., 2007 [36]
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Tabnuua 2. PexkoMeHAaLMM OTHOCUTENbHO M3MEHEHNI J03UPOBKM 3PNOTUHNOA NOCNE NOSBNEHUS
KOXHbIX 3MeHeHuin npu HMKPJ
CrteneHb | CreneHb Il CreneHs I11 Crenenb IV

Mpoponxats npuem 150 mr; ecnm  CHW3UTBL 03y A0 50 Mr; €Cn yyuLIEHMiA
COCTOSIHME NALMEHTA NPOAOXAET  HET, HECMOTPS Ha B0/Ee MOLLHYIO CUMITTO-

Mpogno- Mpekpatutb
YXYALWATLCS AaXe NOCe CUMMTOMA- MaTUHECKYIO Tepaniio, PacCMOTPETb Bpe-

NXatb Npu- 3 NIeYeHne Ha-
TUYECKOW Tepanuu (Hanpumep CTe-  MEeHHOe NPEKPALLLEHe NEYEHNS; CTN TOK-

em 150 mr Bcerpa

ponaamm), paccMOTPETb BO3MOX-
HOCTb CHVXeHUs 103bl 10 100 Mr

CMYHOCTb CHUXAeTCs A0 |l cTeneHm Taxec-
I, MOXHO BO306HOBUTH npuem 100 Mr

WHuTepec npeacTapiseT TakXe aHaIu3
0011eil BBIXKMBAEMOCTH MALIMEHTOB B 3a-
BUCUMOCTH OT Pa3BUTHS Yy HUX OJHOTO
U3 pacrpoCcTpaHeHHBIX MOOOUYHBIX (-
(heKTOB MPU IIPUMEHEHUY SPIOTUHUOA —
coinu (puc. 21). B zaHHOM Hcciie1oBaHUM
y nanmenToB ¢ PITK 3aperucrpupoBano,
YTO paszBuTHE chbiltk <1 crerneHu He CBA-
3aHO C IOBBIIIEHUEM BBIXXUBAEMOCTH
MallMeHTOB, TTOJYYaBIIUX PJIOTUHUOD,
M HATPpOTUB, JUIsl OOJIBHBIX, Y KOTOPBIX
BO3HMKJA cbintb >11 cTenenu, Takas
KOPPEJSIUS MPUCYTCTBYET U SBISETCS
CTATUCTUYECKU JOCTOBEpHOU. Takum
00pa3oM, HAJTMUUe y MalMeHTOB, PUMe-
HSBIIUX 2PJAOTUHUO, cbinu >11 crenenu
SIBJISIETCS TIPEIMKTOPOM GoJiee BBICOKOM
o01eil BBKMBAEMOCTH 0 CPaBHEHUIO
C OCTaJbHBIMU.

Ananus npoduia 6e30MacHOCTH
MPUMEHEHUS PIOTUHMOA B KOMOMHA-
UUM C TEMUMTAOUHOM IO CPAaBHEHUIO
Cc coueTaHueM reMiuTadbuH + mianedo
1oKasaji, YTo B IpyIiNe NalueHToB, Moy~
YaBIIUX PIOTUHUO, OTMEYAIN HECKOJIBKO
OOJIBIIYIO YACTOTY TAXENBIX TTOOOUHBIX
addexros (>111 crenienn), BKITIOYAS ChIITb,
JIMapero u Jip.

B 5TOM Mcciieq0BaHUN NpUMEHEHUe
KOMOWHAIIMHU 5pJIOTUHMOA U reMIuTabuHa
TIO3BOJIWJIO JIOCTUYb TOBBITIIEHUST OO1IIeH
BBIKHMBAEMOCTH y MALIMEHTOB C Heolepa-
OeJbHBIM MECTHO-PACIPOCTPAHEHHBIM
wu metactarnueckum PTT2K o cpaBHeHuIo
C TIPUEMOM TOJIBKO TeMluTabrHa. YBenu-
YeHUE BBIXKMBAEMOCTH COTIPOBOXKIAIOCH
MOBBILIEHUEM BbIXUBAEMOCTH 0€3 Mpo-
rpeccupoBaHusl 3a00sieBaHusI, TIPU DTOM
YPOBEHb OOILErO OTBETA HA JICYEHUE U ero
TIPOIOJDKUTEIBHOCTD HE OTIIMYAIUCH MEXKITY
rpynnamu. Takum 06pa3om, TaHHAsE KOMOM-
HALMs 12eT HOBYIO BO3MOXHOCTD /sl MOBbI-
IIeHNs] BbDKUBAEMOCTH TMALMEHTOB € MECT-
HO-PacnpoCTPaHEeHHbIM, HeonepadeabHbIM
uim Metacraruyeckum PITK.

ONTUMUIALINA 003 bl
QPJIOTUHUBA NPU PASBUTUU
CbIMNW PA3JIUYHOW CTEMEHU
TAXECTU

Kak ynoMuHanoch paHee, Chlllb sIB-
JIeTCS OJHUM U3 Hambosiee pacrpocTpa-
HEHHBIX TTOOOYHBIX 3((HEKTOB 1PU TTPU-
MEHEHUU SpJIIOTMHNOa, UTpasi IPU 3TOM
POJIb NpeIMKTOpa 60Jiee BBICOKOW BBIXKU-
BAaeMOCTH 10 CPAaBHEHUIO C [T0Ka3aTeJIsIMU
y TeX MalUeHTOB, Y KOTOPBIX 3TO HeXe-
JlaTeJIbHOE siBJIeHUe He pasBuBaetcs. Tem
HE MEHEe BOSHUKHOBEHUE CHIITU, 0COOCHHO
ee TAXeJbIX GOopM, CHUXAECT KaueCTBO
SKM3HU TAllMEHTOB U B CIyyae OTCYTCTBUS

KITVHUYECKAS OHKONOTUSA, Ne 1 (17), 2015

HEOOXOUMOI Tepanuu MOXeT CTaTh MPU-
YUHON OTMeHBI npenapata. I1oaToMy 1ie-
JIeCO0OPa3HO PACCMOTPETh, Kakue (hopMbl
CBITTE MOTYT Pa3BUBATHCS MTPU TPUMEHEHU N
apyioTHHUOA, KaKoe JeueHue HeoOX0AuMo
MPOBOJUTS /U151 KyITPOBAHUS STOTO OOOY -
Horo 3 eKTa U Kak 3TO BIUSET Ha CXeMY
rpuema spJioTuHuoa.

Haubonee pacripocTpaHeHHBIMU J€p-
MaToJOTMUECKUMU 3a00JIeBAHUSIMU, CBSI-
3aHHBIMU C TIPUMEHEHUEM dPJIOTUHMOA,
SIBJISIIOTCST YIPeBasi Chlllb, CYXOCTh KOXHU
u napoHuxusl. Tak Kak JaHHble 3a00y1eBa-
HMSI, KaK MMPaBUIo, He BbI3BaHBI MH)eEK-
LMe, JUIsl UX JIeUeHUs 1e1ecoobpasHo
NPUMEHSTH CTEPOUABI U CMATYAIOLUE
cpenctBa. OiHaKO, eCJIU MopaXkeHue KOXN
HE ITOJUIaeTCs JIEUEHUIO, MOXKET [IPUCOCTN-
HUTBCSI BTOpUYHAs MH(eKIMs, 1151 yeTpa-
HEHMSI KOTOPOW MOJOMAYT aHTUOMOTUKH,
HalpuMep, MUHOLMKIIMH OyleT akTyajeH
npu ceinu 11 crenenu. st neyeHus aep-
MaToJIOrHYeCKUX 3a00JIeBaHU M, CBSI3aHHBIX
C MPUEMOM SPJIOTUHUOA, TTOKA3AHbBI MOLII-
HbIE CTEPOUIBI LTSI MECTHOTO TPUMEHEH U,
HalpuMep OeTameTazoHa OyTupar, Aekca-
METa30Ha IPONMOHAT, KJIoOeTa3oa mpo-
nuoHar, audiopasoHa auaierart. Takxe
PEKOMEHIYETCS IPUMEHSITh CTIelUaTbHble
CMSATYAIOIINE CPEJICTBA, B TOM YUCIIE C 1ie-
JIBIO TIPOUITAKTUKY PA3BUTHS ChITIH.

BakxHbIM BOMIPOCOM B 9TOM KOHTEKCTE
SIBJISIETCSL [IPUHATUE pellieHust 00 oTMeHe
mpernapara Wi U3MEHEHUHU eTrOo T03bl.
YyeHbIMU pa3dpaboTaHa cxeMa, OCHOBaHHasI
Ha pesyJibTaTax [PeIblAYLIIUX UCCIeN0-
BaHUI IPUMEHEHUs dpIoTUHUOa [22, 37,
38], B KOTOpOi1 MpUBeIeHBI PEKOMEHIAITNN
OTHOCHUTEJIbHO KOPPEKIIUU 103bl SPJIOTH-
HUOa B 3aBUCUMOCTHU OT BBIPAXEHHOCTU
cpinu [39] (Taba. 2).

Takum o6pa3oM, npuMeHeHHE IPJiO-
THHMOA KaK B KaYeCTBe MOHOTEPANNH, TaK
¥ B KOMOMHALMY € JPYrMMH TpenapaTamu
WA METOJAMH JieUeHHUs T03BOJISIeT 3HAUN-
TeJIbHO PACHIMPUTb BO3MOXKHOCTH TePANuu
nanuenToB ¢ HMKPJI v P112K B pasiu4nbix
CTa/IUsIX TeYeHHs 3200JI€BaHMs, YTO CIIOCO0-
CTBYET NMOBbILIEHUIO O01IEl BbDKUBAEMOCTH
W BBIKKHBAaeMOCTH 0€3 mporpeccupoBanus
HapsAy ¢ npHemJeMbIM npoduiem de3onac-
HOCTH.
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