




















BbIMYCK 92011 |

B ®OKYCE

FA3ETA OBLLIECTBA OHKOJ10MOB-XMNOTEPAMNEBTOB

| 19

AHanu3 6uomapkepoB U OKOHYaTesNbHble faHHble 00Lied BbDKMBAEMOCTH OTKPbLITOrO
paHaoOMWU3UPOBAHHOr0 cpasHuTenbHoro uccneposadua lll hasbl no npuMeHeHuo repuTHMOA
Wnu KoMbUHaLuuu KapbonnaTuHa U NaKnUTakKcena B NepBon IMHUMN NIeYeHUsa 0TOOPaHHbIX No
KJIMHWYECKUM NPU3HAKaM 60MbHbIX pacnpocTpaHeHHbIM HEMENIKOKNETOYHbIM PakoM Nerkux

u3 ctpal Asuu (IPASS)

Panee 6bIu OmyOnMKOBaHBI pe3yib-
TaThl IAHA3MATCKOTO JMCCIefOBaHMA
IPASS, cpapHuBaBIIero repuTMHUO U
KOMOMHAIIMI0 KapOOIUTaTUH/IaK/INTaK-
CeNl B Ka4eCTBe MepPBOI IMHUY JIEYEHNSA
OONBHBIX PpacCIpOCTPAHEHHON afieHo-
KapIMHOMOJI JIETKNX, He KYPALIUX U KY-
pAWNUX HeperynspHo. B HoBoM oTdeTe
ObIIM TIpefCTaBIeHBl Pe3yIbTaThl 00-
melt BpkuBaeMmoctn (OB) u apdexTns-
HOCTM JIeYeHUS B 3aBUCUMOCTY OT O10-
MapKepa - pelenTopa aMugepManbHOTO
dakropa pocra (EGFR).

B mccnemoBaHme ObIIO  BKITIOUEHO
1.217 mauueHTOB. bbln mposeneH aHa-
N3 Cleyomnux O61oMapKepoB: MyTa-
yun EGFR (ammudukanusa pedpak-
TOPHOJI MYTaLMOHHONM CUCTeMbI; 437
HOIJAIOIINXCS OL[eHKe ITallMeHTOB), KO-
nuitHocTh reHa EGFR (¢dnyopecrenTnas
rubpupnsanus in situ; 406 mopKarOIINX-
Csl OIleHKe MaIlIeHTOB) M 3KCIpeccus
6enka EGRF (MMMyHOrMcToXmmmde-

CKUIT MeTof; 365 moamammnxcs olleHKe
manueHToB). Ananus OB BoimonHsICA
Ha OCHOBAHUM JaHHBIX 0 78% 6O/IbHBIX.
Ins olleHKM BAUSHUS COOTHOIIEHIS
O61oMapKepoOB 1 BapUaHTOB JIeYeHMsI Ha
BBDKMBAEMOCTb 0€3 IIPOrpeccupoBaHms
(BBII) u OB wucnonpbsoBamach MOJEIb
IPOIIOPLMOHANbHBIX puckoB Kokca.

nanyenTos ¢ mytanueir EGFR (OP 1,00;
95% 11 0,76 - 1,33; p = 0,990) nu 6e3
Hee (OP 1,18; 95% 1M 0,86 - 1,63; p =
0,309; p A B3aMMOMEICTBUA BapUaH-
TOB iedeHnA u HanuausA myTanun EGFR
= 0,480). Bonpiiasg 4acTh MaIMeHTOB C
myTtanneii EGFR (64,3%), pangoMusu-
POBAHHBIX B TPYNIy /e4eHuss KOMOU-

Myramym EGFR aBnAoTcsa Haubomee MOLTHBIM IPOrHOCTUYeCKUM OuomapkepoM BBIT u
OTBeTa OIlyXO/IM Ha JiedeHye repUTHHIO0M WV KOMOMHAIVEN KapOOIIaTIH/ TTaK/INTaKCel

IIEPBOJ JIMHNML.

OB (954 netanbHBIX ucxoma) Oblna
UIEHTHYHA B IPYIIax Te4eHNs repuTu-
Hu60M M KoMOWHauMell kapbommaruH/
HaKIUTAKCeNl, IPU OTCYTCTBMM 3HAYM-
MBIX MEXTPYIIOBBIX pasandmii B 06-
meil IMONMy/IALMM HanueHTOB (OTHOCH-
tenbHbIn puck [OP] 0,90; 95% AU 0,79
- 1,02; p = 0,109) unu B IOATPpYyIIIIax

Hauyeil KapOoIIaTHH/IaKIUTaKCeNl, B
[IOCTIeAYIOIIeM TIOTydYana MHTUOUTOPEL
tuposunkuHassl EGFR (OP 0,48; 95%
IOW 0,34 - 0,67), OZHAKO KypC JeYeHUs
ObUT 3HAYUTENIBHO KOpPOdYe, KOT/a BbI-
cokoe ymcno konuit rena EGFR He co-
nposoxpanoch myrauuamu EGFR (OP
3,85; 95% IM 2,09 — 7,09).

Myraunn EGFR sBrsioTcs: Hambonee
MOLIHBIM IIPOTHOCTUYECKUM OyoMapke-
pom BBII u oTBeTa omyxomm Ha JiedeHue
repuTrHNO0OM WM KOMOMHauueil Kap-
OON/TaTMH/TIAK/INTAKCe TIePBOIl  TIMHNI
ITporHocTMYeCKass IIEHHOCTb KONMITHO-
ctu EGFR 00bsicHsIeTCST CONYTCTBYIOLIE
myranyeir EGFR (BropnuHbIl aHamus).
Mexrpynnossle pasmmunsa BBII, onpepe-
JIEHHbIE B IIOATPYIIIE MALMEHTOB C IOJIO-
JKUTENbHBIM cTarycoM MyTaumit EGFR, ne
BbIsB/IEHDBI B oTHOmEeHun OB. Ha pesynb-
Tarel oneHkn OB, mo-BuaMMoOMy, MOB/IU-
A7a BBICOKAsA NOJA NMAlMEeHTOB, MEePEKII0-
YMBUIMXCA HA a7IbTEPHATUBHOE JIeYeHMe.

Masahiro Fukuoka et al. Biomarker Analyses
and Final Overall Survival Results From a
Phase 111, Randomized, Open-Label, First-
Line Study of Gefitinib Versus Carboplatin/
Paclitaxel in Clinically Selected Patients With
Advanced Non-Small-Cell Lung Cancer in
Asia (IPASS). JCO July 20, 2011 vol. 29 no.
21 2866-2874.

CpaBHeHMe MHTEPMUTTUPYIOLLEH U HenpepbIBHOW KOMOWHMPOBAHHOW XUMUOTEpaANUK
OKCanunnaTUHOM U (PTOPNUPUMUAMHOM B Ka4ecTBe NepBon IMHMK NEeYeHUsd pacnpocTpPaHEeHHOro
KOJIOpeKTanbHOro paka: pe3ynbtaTbl paHgomu3uposanHoro uccnegosanuns 3 hasbl MRC COIN

ITpy HeBO3MOXHOCTM IOJHOTO W3-
JledeHNs MPOTUBOOIYX0/IeBas Tepanus
IO/DKHA OBITH HampaBjleHa Ha MOBbIIIeE-
HUe TIPOJO/DKUTENLHOCTY JKU3HU U ee
KadyecTBa. Makcumu3sanus BpeMeHu 6e3
TOKCUYECKNX 9PPEKTOB MOXKET SABUTH-
cs1 OfHOM U3 9 eKTUBHBIX CTpaTernit
HBOoCTIDKeHMs 06enx aTux ueneit. B pam-
kax uccnegosanuss COIN c¢ 910l 11e/1bI0
Obl1a MpOBefeHa OljeHKAa MAI[MEeHTOB C
pacpoCcTpaHEeHHBIM KOJIOPEKTalbHBIM
pakoM B 3apaHee 3allJlaHMPOBAHHBIE
UHTEPBAJIbl MEXJY KypcaMy XUMMOTe-
panun.

Wccnegosanue COIN - sTo paHpo-
MU3VPOBAHHOE KOHTPOIMpPYyeMOe WC-
cregoBaHue GONBHBIX IEPBUYHBIM pac-
IIPOCTPaHEHHBIM KOJIOpPEeKTaIbHBIM
pakoMm. IlanumeHTHl pacnpepmensinuch B
IPYIIIBl HEIPEpPBIBHOTO JICYEHUS OKCa-
MUITATUHOM B KOMOMHanuu ¢ Gpropuu-
puMupyHOM (rpynmna A), HeIpepbIBHOI
XMMMOTEPAINy B KOMOMHALMH C LIETYK-
cumabom (rpynmna B) wan maTepMUTTH-
pytomeit xumnorepanunu (rpynma C). B
rpynnax A u B nedeHue npojomKanoch
IO BBISIBJIEHWS] IPU3HAKOB HPOTPeccu-
poBaHMs 3a00/IeBaHNUsA, KyMY/IATUBHBIX
TOKCHMYeCKNX 9¢(eKTOB MM OT3bIBA
cormacusa manmeHtoM. IlamueHTam us
rpynnbl nedenusas C B ciydae OTCYT-
CTBUs IIPU3HAKOB IPOTPECCUPOBAHNUA
3aboneBaHus d4epe3 12 Hefenp Imocrne
Hayaja JIedeHNs] Ha3HAdaJICs IepepbiB
B JIEYEHUV IO BBISABIEHMS IPU3HAKOB
IIporpeccupoBanmsi 3aboneBaHus, IO-
CJle 4ero MM Has3Ha4yaJoch IpeXXHee Jie-
yeHMe. PaHpoMmusanus IpOBOANIACH
LeHTpanu3osaHHo (mo Tenedony) OT-

JenoM KIMHMYECKUX MCCIeoBaHUIA
MRC ¢ wucnonb3oBaHMeM MeTOHa MMI-
HUMM3anuu. PacnpepeneHue mo rpym-
IaM JIe4eHNUsA IPOBOAMUIOCH OTKPBITBIM
cioco6oM. Panee ObUIM IpUBemeHBI
pe3ynbpTaThl McclefoBaHuA. B Hacros-
IleM OT4YeTe IPEeACTaBICHO CPaBHEHUE
rpynn nedenusa A u C; OCHOBHOI! 1[€/1bI0
OblIO  ompefenieHMe OIATONPUATHOTO
BIAMSAHUSA Ha OOLIYI0 BBDKMBAEMOCTb
VHTEpMUTTUPYIOIIEN XMMUOTEPAaluu B
CpaBHEHUM C HENPEPBIBHOI Tepalueit.
Bt mpoBeme bl aHa/MN3bI TOMYALNIA
MAI[MeHTOB, HayaBIIMX IIONYydYaTb JIe-
yenne (ITT-aHanms) M BBHIIOTHMUBIINX
TpebOBaHNUA MPOTOKONAA. ITO UCCIENO-
BaHIeE 3apeTUCTPUPOBAHO IO, HOMEPOM
ISRCTN27286448.

B pamkax uccnegosanusa 1.630 ma-
LMEHTOB OBUIO PaHZOMU3UPOBAHO B
rpymmsl gedenus (815 B rpynimy Hempe-
pBIBHOV Tepamuu, 815 B rpynmy uH-
TepMUTTUPYIOLell Tepamunu). MeguaHna
BepkuBaeMocty B ITT-monynanun (n =
815 B obenx rpymmax) coctasuiaa 15,8
Mecsnes (9,4 — 26,1) B rpynme ne4eHns
A n 14,4 mecsana (8,0 - 24,7) B rpymme
neyenus C (orHocuTenbHblil puck [OP]
1,084, 80% OM 1,008 - 1,165). B momy-
JALVY NMAalYeHTOB, BHITOMTHUBIINX Tpe-
60BaHUs NMPOTOKONA (Ipymma TedeHus
A, n =467; rpynna nedenns C, n = 511),
MefMaHa BBDKMBAEMOCTM COCTaBUIA
19,6 mecsaues (13,0 - 28,1) B rpymnie Je-
yenus A u 18,0 mecaues (12,1 - 29,3)
B rpynne neuenuss C (OP 1,087, 0,986
- 1,198). Bepxuue npenenst IV mas OP
B oboux aHanms3ax ObIIM BBILIE IHpen-
YCTAaHOB/IGHHOTO IIpefiefla OTCYTCTBUS

IpeBOCXOJCTBA. B 3apaHee 3amtannpo-
BAaHHBIX I'PYIIOBBIX aHa/NM3axX B IOIY-
JALMA TAallVIeHTOB, BHIIOTHUBIINX Tpe-
60BaHUs IPOTOKOMA, ObITa OIpefeneHa
CBsI3b MCXOJIHOTO HOBBILIEHNS YPOBHS
TPOMOOIINTOB, ONpeeNsieMOro mpu ux
gucie 400 000 Ha Mk uau Bbime (271
[28%)] m3 978 manueHTOB) C HEY[OBIET-
BOPUTE/IbHOI BBIKVMBAEMOCTBIO Ha (pOHe
UHTEPMUTTHUPYIOLIEl  XUMUOTEPAINN:
OP pna cpasuenusa rpynn nedenus C
" A y HalMeHTOB C HOPMa/lbHbIM YPOB-
HeM TpoMOonuToB coctassan 0,96 (95%
On 0,80 - 1,15, p = 0,66) nporus 1,54

C MaI[MeHTaMU U3 TPYIIIbI MHTePMUTTH-
pyloleit XuMMoOTepanuy, Habmoganach
reMaTojoru4eckass TOKCUYHOCTh 3 WIn
6omee BBICOKONM cTemeHu Tskectu (72
[15%] npotus 60 [12%]), Torga Kak 4a-
CTOTa TOIIHOTHI ¥ PBOTHI OblIa BBIIIE B
IpyIIle MHTEPMUTTUPYIOLIEN XUMIOTe-
panun (11 [2%] npotus 43 [8%]). Ya-
crora mepudepuveckoil Heiipomatun 3
unu 6oree BBICOKOI CTEIEHU TXKECTU
(126 [27%] npotuB 25 [5%]), a Takxe
JIaJJOHHO-IIOJJOLIBEHHOTO cuHpoMa (21
[4%] mpotus 15 [3%]) 6bU1a Bbllle Ha
(hoHe HenpepbIBHOI XMMIOTEPATINA.

MHTEPITPETALIVA PE3YJIBTATOB

XOTs B MICCTIE[OBAHNM He ObIIO IIPOJEMOHCTPUPOBAHO PAa3INymii B 0011eil BBDKMBAEMO-

CTN MEX I'PYIIaMy MHTEPMUTTUPYIOIIEN I HeIPEPBIBHOV XMMUOTE aIlVin, IIE€PEPbIBbI
By Ipy ytoIg

MEXIY KypcaMI JIEI€HNA MOTYT CI1I0coOCTBOBATD COKpalll€eHNI0 BpEMEHN, Tpe6yeMoro

AJ1s1 IPOBENEHNA TEPpaIViN, 9aCTOThI KYMY/IATMBHbBIX HO60‘IHbIX SCI)(l)eKTOB, a TaKXXe ynyd-

HIEHNIO Ka9eCTBa JKN3HM HEKOTOPBIX MAIIMEHTOB C paClIpOCTPAaHEHHBIM KOJIOPEKTA/IbHbIM

PaKoM.

ABTOpBI IPeIIONATaloT, YTO IpUMeHeH)e UHTepMUTTUPYIOIIell XUMIOoTepannuy He CHI-

JKAa€T BbDKMBAEMOCTD ITAIMMEHTOB C HOPMa/IbHPIMI MICXOHbIM YPOBHEM TpOM6OLLI/[TOB,

TOrja Kak y IIaliyi€HTOB C IIOBBIIIEHHDIM VMICXOJHBIM 91IC/IOM TpOM6OLU/lTOB OHa ITpuBOANIIA

K CHVDKEHUIO IAHHBIX ITOKasaresieil. B 9Toil rpyIiie manyeHToB IepepbIBbl MEXY KypcaMu

XVIMNOTEpAIIN HE pEKOMEHJOBAaHbI.

(1,17- 2,03, p = 0,0018) y marueHTOB C
[OBBILIEHHBIM YPOBHEM TPOMOOIMTOB
(p mnsa B3ammopeitctBus = 0,0027). B
HOMY/IALMY MAIVIEHTOB, BBIIOTHUBIINX
TpebOBaHNUs IIPOTOKONA, Yy OOJIBIIEro
4yC/Ia TMALMEHTOB M3 TPYIIBI Hempe-
PBIBHOI XMMUOTEPANINH, 10 CPABHEHNUIO

Richard A Adams et al. Intermittent versus
continuous oxaliplatin and fluoropyrimidine
combination chemotherapy for first-line treat-
ment of advanced colorectal cancer: results

of the randomised phase 3 MRC COIN trial.
The Lancet Oncology, Volume 12, Issue 7,
Pages 642 - 653.



