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Memacmamuunuam mpotinonezamuser Kapuurnom Ha 2opoa (THKT) e zoa5-
MO npeouU3BUKAMEACBO B MEOUUUHCKAMA OHKOAO2UA, HOPAOU AUNCAMA HA AdeK-
BamHo eexmusHo reveHue. B nacmoauusa 0030p ca pazzredanu MOACKYAAPHUINE
u kaunuynu xapaxmepucmuku Ha THKI, cospemennume 863mMONHOCHU HA XUMUO-
mepanusama, KAKmo U HACHoAuL0no pa3ssumiue Ha mapzemnumne mepanuu 8 masu
Hacoka. OnmumMusUpanemo Ha HUMOMOKCUMHAMA Mepanus npu Memacmamu4-
Hus THKT u3ucksa ouse no-3advA004eHo U3y4asane HaO KOMHAEKCHAMA 0U0A02UYHA
COULHOCH HA MA3U 00AeCH, KAKMO U NPOBEHOAHEMO Ha pedula KAUHUYHI NPOYyY-
BAHUA C YeA Cb30aBAHe HA HOBU Mepanesmu4Hi 8o3moxHocmu. Pa3sumuemo Ha
2eHemUKAma, MOAeKYAAPHAmMA OUO0A02UA U AeKAPCMBEHOMO AeHeHle B 0bleuie uie
oCUZYpAM YCAOBUA 3G NO-eheKMUBHO AeHeHue HA MA3U HPOZHOCHUYHO HeOAdAzo-

HpUAMHA 2PYHA naueHn.,

VBoa

POVMHOHETATUBHUAT KAapPLMHOM Ha T'bp-

Aa (THKT) mpeacTaBAsiBA BUCOKO arpe-

CMBEH M MeTacTasupall] TUIT Ha Kapliu-
HoM Ha rbpaa (KI) u ce xapakrepusa ¢ aumca
Ha ekcripecusi Ha ectporedHn petientopu (ER),
nporectepoHoBu penentopu (PgR) u Aurnca Ha
CBPBXEKCIIpecHsi Ha peLlenTopa Ha YOBELIKUs
enupepMaseH pactexxeH ¢dakrop 2 (HER-2).!
CocraBasiBa 0KOAO 15-20% OT BCMYUKM CAyYau
Ha KI' 1 e c ocobeHo BiCcOKa YeCcTOTa MpH >KeHU
oT adppoaMepUKaHCKU TPOU3X0A.>> XUCTOAO-
rnyHo 77-90% ot THKI e cbe crenen Ha pAnde-
peHumaisg G3 MpK MOCTaBsIHe Ha AMarHosara®?,
a Bb3pacTTa Ha IMOBEYETO MaLMeHTH e Mop 50
roAMHI.'%"? TpOITHOHEraTUBHUAT KapLIMHOM Ha

I'bPAQ Ce CBbP3Ba C AOLIA POrHO33a, 00yCAOBEHa
OT MO-BMUCOKATa YeCTOTa HA PaHHU PELMAMBU 1
AAQA€4HU MeTacTasu B MO3DBK M beAn Apobose B
cpaBHeHMe ¢ Apyrute noarunose Ha K[ 2 He-
OAArompUATHUAT U3X0A Ha DoAecTTa ce 0OSICHS-
Ba OTYACTU C HAAMYME HA arPECMBHU MTATOAOTUY-
HM PaKTOPH, BKAIOUBAILM TO-BUCOKA CTEMeH Ha
AvidepeHLMaLs M MUTOTUYEH MHAEKC."

MoAeKyAsIpHU M KAMHUYHU
XapaKTepUCTUKM Ha
TPOMHOHEraTuBeH KapLyHOM
Ha I'bpAQ

Kap]J,IdHOM'bT Ha TIbpAa TIpPEACTABASABA
XeTeporeHHa IrpyIia, KOATO MOXKE Aad CE€ Ppa3pe-
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Tabauua 1. Cybrkiacuukayusa Ha KApyUHOM Ha 2ppoa.'

19

Kaacose ER PgR HER-2 G Ilpornoza
AymmHaaen A (+) (+) (=) Hucka Aobpa
Aymunasen B (+/=) (+/-) (=) CpeaeH/Bucok | MekauHHa
HER-2-cBpbXeKcnpecupal (-) (-) (+) Bucoxa Aoma
Basaaoupen (-) (-) (=) Bucoxa Aoma

Au B yetupu rpynu (Ta6a. 1) B 3aBUCUMOCT OT
MOAEKYASIPHUS POQUA U TeHHaTa eKCIIPeCcus:
AymuHaren A, Aymurared B, HER-2-cspwxexc-
npecupau; v 6asarouden.'>

TpoiTHOHEraTUBHUAT KapLIMHOM Ha I'bp-
Aa e moarun Ha KT, KoitTo cbBMecTSIBa MHOTO
OT XapaKTEPUCTUKUTE U MapKepPUTE Ha Ha Oa-
3aAOUAHUS TTOATUTI, BKAIOUUTEAHO E€KCITPECUsT
Ha 0asaAHM LMTOKepaTHHM 5/6, 14 u 17, Kak-
to 1 EGFR 1 BumenTHH." Bonipekn ye 60-80%
ot THKT ce onpeaeAst kato 6a3aAoupeH, TOM
CBIO TPEACTABASIBA XeTepOoreHHa TIpymna ¢
PasAMYMS MO OTHOLIEHNE Ha XUCTOAOTHS, MO-
AeKyAsipeH nipodua u aevebeH otrosop.' Ao-
IbAHUTEAHO Ce TIOAPA3AEAS Ha IIECT TMOATPY-
mu B 3aBucumoct ot [ITE: 6azaaAHOKAeTBYEH
1, 6a3aAHOKAETBYEH 2, MMYHOMOAYAQTOPEH,
Me3eHXMMAaA€eH, Me3eHXMMAaAeH CTBOAOBOIIO-
AODEH ¥ AYyMMHAAEH aHAPOTeH-peLenTopeH.'
TpoiHOHEraTUBHUAT KapLMHOM Ha I'bpAa
chilo Taka e cebp3aH ¢ BRCA-obycAoBeHUS
KT, Bprpexu e yectotata Ha BRCA-MyTauumu
Bapupa ot 16% A0 42%.'% "

Aolata TNpPOrHosa NpM MaLUEHTU C
THKTI ce ABAXKM OTYACTM Ha BMCOKA 4€CTO-
Ta Ha PeLIMAMBU M MeTacTasu B IbPBUTE MeT
roaMHn'® ¥, KakTO M Ha AMIICA HA TapreTHU
tepanmun.’” ' BoaecTTa He ce TOBAMSBA OT
aHTn-HER-2 AeueHMne MAM eHAOKPUHHA Tepa-
nus? ¥ MalyeHTUTe pasuuTaT MPEeAUMMHO Ha
XUMUOTepanus, basupaHa Ha aHTPALMKAVHH,
KoMOuHupanu ¢ cyclophosphamide v mocaea-
BaHU OT docetaxel MAM Ha KOMOMHALIMA OT
docetaxel, doxorubicin v cyclophosphamide. ™
XuMMoTepanusiTa OCTaBa OCHOBHO AeYyeHUe

npu nayueHT ¢ THKI. Auncar HayuHu po-
Ka3aTeACTBa, KOUTO MPenopbyBaT U3MOA3Ba-
He MAM M3KAIOUBaHEe Ha ONpeAeAeHU XMMUO-
TepaneBTUYHU areHTH. Bprpeku xumnortesara,
ye THKT tpsibBa aa oTroBops pAobpe Ha Xu-
MuoTepanusg nopaau aumnca Ha HER-2-cpbx-
eKCrpecus, NalMeHTUTe UMaT Mo-AoLIa 001
NpeXXUBSIeMOCT B cpaBHeHMe ¢ Te3n ¢ HER-
2-noAoXKuTeAHU Tymopu.” IMapapokcaseH e
bakTBT, Ye He3aBUCUMO OT XMMMOCEH3UTHUB-
HOCTTa CH, TYMOPBT UMa ObpP30 pasBUTHE HA
pPEeLVAMBY M MeTAacTasM, OMPEACASIIIM AOLIA
nporHosa. YecroTrara Ha NMeTroAMIIHATA Mpe-
KMBSIEMOCT Ha TALMEeHTU C MeTacTaTU4YeH
THKT e nop 30%.% IMaunentute ¢ THKI ce
MIOBAUSIBAT NMO-A0Dpe OT HEOAAIOBAHTHA XU-
MMOTEpanusi CIpSIMO APYTUTe MOATUIOBe™,
HO TIPU AUTICA HA AOOBP OTTOBOD € HaANL[e BU-
COK PUCK OT pellMAMB Ha DOAeCTTa B IbPBUTE
ABE€ TOAMHU U MO-AOIIA 00112 MPEXUBAEMOCT
(TpuropuiHa mpexuBsieMocT — 68% cpemly
94% 3a oTroBopuam).>* 2%

Cp3paBaHETO U BBBEXKAAHETO B KAU-
HMYHaTa TNpaKkTUKa Ha cretupuyHu M 1o-
edeKTUBHU TapreTHMU Tepanuu 3a MalUeHTH C
THKT mpoabAkaBa Aa ObAe BEXKHO KAMHUYHO
MPeAU3BUKATEACTBO. [TOCPEACTBOM MOAEKY-
ASIDHOMIATOAOTMYHU M TeHeTMYHM aHAAU3U B
THKT ca upeHTUdUILMPaHT MHOKECTBO MOAE-
KYASIPHM MapKepH, KOUTO MOTAT Ad MOCAY)KaT
KaTO TMOTEHLMAAHU TapreTu 3a creuudpuyuHn
Tepanuu. IpynarTa Ha Te3u MOACKYASIpHM Map-
Kepy BKAIOYBA PelLieNTOPU Ha PacTeXXHU (ak-
Topu, nporenH-kuHasu, AHK-penaparopHu
€H3UMU U TYMOP-CYIPECOPHU TeHH.
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Yecrorata Ha BRCA1/2-repMMHATUBHU 1
COMaTUYHM MYTALMU NPU HECEAEKTUPAHU Ia-
umenTn ¢ THKI e 20%'7, ookaTo B ceAeKTHpaHa
MOMYAQLIMsA 4eCTOTaTa UM ce ABIKM OoT 11% Ao
39%.'” 230 Tpi1 karo BRCA1/2 ca BaXHU pery-
Aaropu Ha AHK-penapauusita u mopabpkaHe-
TO Ha TeHOMHA CTabMAHOCT" 32, mpeanmoaara ce,
ye THKI moxe pa 6bAe 0coODeHO YyBCTBUTEAEH
KBbM areHTH, KOUTO NPUYMHABAT HaPYLIEHUS Ha
AHK. TakuBa ca naarMHa-ChABP)KALM ChEAN-
HEHMST, KOUTO TPEAN3BUKBAT CUHTETUYEH A€Ta-
AMTET Ha KAeTKU C pedpekTHa penapaius ypes
MHXMOMpPaHe Ha MhTULIATA Ha oAU (AAD-pu-
003a) moanmepasa (PARP1/2).3% 3

XuMHoTEepaneBTUIHU
u300pu Npu MeTacTaTU4YeH
TPOIHOHEraTUBEH KapIHOM

HSAKOAKO KAMHUYHM TIPOYYBaHUS M3-
caepBat AHK-yBpexxaaum areHTH, Kato naa-
THUHa-0a3upaHu pexxumu u PARP-uHxuburo-
pu B AedyeHuero Ha mayueHtu ¢ THKI. Bbs
¢daza Il paHAOMU3MPaHO KAMHUYHO TIPOYYBa-
He AoOaBsiHe Ha cisplatin KbM MeTPOHOMEH
methotrexate vi cyclophosphamide Boan A0 TIO-
AOOpeHIe Ha CPEAHOTO BpeMe A0 Tporpecust
(c 6 Mecena) 1 Ha oOLaTa peXUBsIEMOCT (C 4
Mecella) KaTO BTOpa AMHUSI AeYeHue TMpU Ta-
uneHTH ¢ MetacratuyeH THKI.» Apyro ¢asa
Il paHAOMM3MPAHO KAMHMYHO TIPOYYBaHe Ae-
MOHCTpHUpPa MOAOOpeHNe Ha 0OEKTUBEH OTTO-
Bop (17% cpewty 6%) c poobaBsiHe Ha carboplatin
KbM MOHOTepanusi ¢ cetuximab npu mpeTpe-
TUpaHM mauueHTn ¢ aBancupaa THKT.

B HeoaploBaHTeH MAaH ¢ AobaBsiHe Ha
MAQTMHOBU areHTM KbM aHTPALMKAMHOBU WU/
MAM TaKCaHOBM pexxumu BB ¢asa Il kanHuy-
HU TMPOYYBaHMS ce MOCTUraT obelraBamm pe-
3YATaTM C OTYMTAHE HAa IMbAHA MAaTOAOTMYHA
pemucus (nl1P) B 30% a0 62% oT maLueHTH-
Te.”” " PesyATaT OT TNPHUAOKEHME HA KOM-
OuHaLMsT OT cepAMUYHA cisplatin u ceAMUYeH
AHTPAUMKAMH U paclitaxel mokasBar yecrora

Ha nil [P B 62% 1 meTropMIHa NpeXXUBSeMOCT
6e3 boaecT cboTB. 76% 1 89%.% Bhnpekn obe-
1jaBall[MTe Pe3YATAaTH C MAATMHOBM CheAUHe-
Hus, B npoyuBaHe GEICAM pobaBsHeTo Ha
carboplatin XpM aHTpPaLIMKAMH-TaKCAaHOBOTO
AedyeHue He MoA0bpsiBa yecToTarta Ha nl 1P nan
Ha OpPraHOCHXPaHSABALIUTE ONepPaLUU MPU Ma-
LIMEeHTU ¢ DasaAouaeH Tum.?” PasAMyHuUTE pe-
3YATATH Ha MMAATMHA-0a3MpaHa Tepanus Moxe
Aa ce 00sicHY ¢ 1o-cAab edexT Ha carboplatin
cripsamo cisplatin, ¢ xereporenHoct Ha THKT
VAV C AMIICA Ha e)eKTUBHOCT Ha MAAQTMHOBUTE
cbeprHeHus npu THKI.

Qaza I u II KAMHMYHM TIpOYYBaHUA C
PARP-unxuburopu olaparib w veliparib ae-
MOHCTpUpAT obelaBamja aKTUBHOCT IIPU Ha-
npeaHaa KI' oT BCAKakbB MOATUIT, HO CBbP3aH
¢ BRCA-myTtayun.*”** HabaopaBaH e 00exTu-
BeH OTroBOp olaparib B 54% npu MaAbK Opoit
60anu (13 nmanuenra) ¢ BRCA-MyTayuu-cBbp-
3aH THKI®, aoxkato mpm amrnca Ha BRCA-
myTtauuu (15 manmeHTa) TMPUAOKEHMETO Ha
olaparib oruuTta HyAeB 00eKkTHBeH OTroBop."
Pesyararute ot ¢asa Il paHpOMM3MPAHO KAK-
HUYHO TIpOyuBaHe ¢ iniparib, KOMOMHUPaAH C
gemcitabine n carboplatin, npu AedyeHue Ha
nauueHTy ¢ THKT nokasBa 41% peaykuust Ha
pUCK OT mporpecusi (CpepAHa MPEKUBIEMOCT
6e3 mporpecusa — 3.6 cpemy 5.9 mecela, p =
0.01) 1 43% peayKuMst HA PUCK OT CMBPT (CpeA-
Ha ob1ia npexxussiemoct — 7.7 cpewy 12.3 me-
cera, p = 0.01), ¢ MUHMMAaAHO yBeAMYeHre Ha
TOKCHMYHOCTTA.”! TIPOBEAEHO B TOCAEACTBUE
¢dasa III paHAOMUBMPAHO KAMHUYHO TPOYY-
BaHe C'bC ChIjaTa KOMOMHALIMA HEOYaKBAHO He
MOTBBPAU Te3u pe3yaTaTi.’® CAepAOBaTEAHO,
BBIIPEKU AOKa3aHaTa aKTUBHOCT Ha PARP-uH-
xuburopute npu KI, cebpsan ¢ BRCA-myTa-
LMK, IpU HeceaeKTUpaHa nonyaauusa ¢ THKT
Te He AEMOHCTPHUPAT AOCTOBEPHA IT0A3a KaKTO
caMocTosATeAHO", Taka U B KOMOMHALIUS CBC
cTaHpapTHa xumuoTepanusa.’®®’ Bb3 ocHoBa
Ha Te3U AAHHU MOXKe AQ Ce HAINPaBM M3BOA, Ye
MIOHACTOSLIEM KAMHMYHATA MOA3a OT IPHUAO-
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KeHue Ha PARP-UHXMOUTOPUTE € HECUTYPHA.
TexyumTe B MOMEHTa KAMHUYHU TIPOYYBaHNS
BEPOSITHO 1€ AAAAT OTTOBOP U MO-TOYHA Tpe-
LeHKa Ha epeKTUBHOCTTA Ha iniparib, Komou-
HUPaH ¢ gemcitabine v carboplatin B AeueHue-
To Ha HanpepHaA KI' (NCT01045304), kakTo 1
KoMOuHMpaH ¢ PF-01367338 npu aplBaHTHA
(NCT01204125) u HeoaAKBaHTHA Tepamnus
(NCT01074970).

TaprerHa Tepanus
IpU MeTacTaTUu4YeH
TPOMHOHEraTuBeH KaplHOM

Tapretnu arenty, npuaarauu npu THKI,
OAOKMpaT PYHKUMATA Ha KAYOBU CUTHAAHU
IBTUILIRA, KOMTO PEryAMpaT TyMOpHaTa MMU-
KpPOCpeAa, PaCcTexXa, MPEeXUBSIIEMOCTTA U MeTa-
crasupaHeTo. Tesn mpruiia BkaroyBar VEGEF-
MeAMMpaHa aHruoreHesa, EGFR-meaumpana
andepentmanug u mTOR-mepMnpaHa mpoAu-
dbepans.

BorperymopHaTta exkcnpecust Ha VEGF
e curiudukantHo mno-Bucoka npu THKI B
CpaBHEHHME C APYTM TIOATUIIOBE®, KOETO Tpa-
BU TapreTMpaHeTO Ha TO3U IIBT OMOAOTMYHO
obocHOBaHO. Tpu KAMHMYHM TPOYyYBaHUS 32
mbpBa AMHMSI Tepamnusi MPpU MeTacTasupaAa
boAeCT M3CAEABAT A0OaBsHe Ha bevacizumab
(MOHOKAOHAAHO aHTUTSAO cpeuty VEGF) kbm
xumuoTepanus. [Tpoyusane E2100 ycraHoBsBa,
ye aobaBsiHe Ha bevacizumab kbpm paclitaxel
peAyuMpa pucka ot nporpecusi ¢ 51% u yaBosi-
Ba NpexxuBseMocTTa 6e3 nporpecusi (5.3 cpery
10.6 mecelr1a)®; Te3u pe3yATaTH ca MOTBBPAEHU
u B npoyuBaHe AVADO (47%) ¢ koMOMHupaHe
Ha bevacizumab c docetaxel. CpiieBpeMeHHO
obaye, B npoyuBaHe RiBBOn-1 He ce ycraHo-
BSBa SCHa IOA3a OT AobaBaHe Ha bevacizumab
KbM XUMMOTepanus.” MeTa-aHaAu3 Ha Te3u
TPU NPOYYBAHUS 32 IIbPBAa AMHUS NIPU MeTac-
tasupaa THKI (621 maymenTa) mokassa, 4e A0-
OaBsiHeTO Ha bevacizumab KM XUMHOTEPATTUS
peayuupa pucka ot nporpecust ¢ 35% crpsMo

camocrosiTeAHa xumuorepanusa (HR —0.65) u
OTYMTA TMOA3A 32 CPeAHa MpPEeXUBIeMoCT Oe3
boaect ot 2.7 mecena (p < 0.0001).>* TTopo00HM
PEe3yATaTH ce HabAIOAABAT U NIPU BTOPA AMHMS
Ha AeveHMe. AHaAu3 Ha noarpyna ¢ THKT (159
naumerTa) BbB ¢asa [l KAMHMYHO npoyyBaHe
RiBBOnN-2*> peMOHCTpUpa peAyKius Ha PUCK
oT nporpecusi ¢ 51% u yaABOsiBaHe Ha NMPEXKUBSI-
eMOCT 0Oe3 mporpecus Npy NalMeHTH Ha KOM-
b6uHupaHo Aevenue c¢ bevacizumab cnpaMoO
camMocTosiTeAHa xumuoTepanus (2.7 cpeiy 6.0
Mecell, p = 0.0006); oTunTa ce U TEHAEHLIUS 32
noAoOpsiBaHe Ha 001aTa MPEKUBIEMOCT (Cpea-
HO 17.9 cpemty 12.6 mecena, p = 0.534). Pucksr
OT TIpUAOXKeHUe Ha bevacizumab Tipu Hampea-
HaAa DOAECT BKAKOYBA YeTUPUKPATHO yBeANYe-
HME Ha YeCTOTaTa Ha 3aCTOMHA ChPAEYHA HEAOC-
TAT'BYHOCT,” MOBHUIIIEHA YECTOTA Ha apTEPUAAHA
XUIIePTOHUS, IIPOTEUHYPUS], HEBPOTOKCUYHOCT,
(hebpuAHA HeyTPOIIEeHUS U KbpBeHe.”

ABe KAMHUYHM TPOYYBAHMUS OLIeHABAT
NPUAOXKEHMETO Ha bevacizumab B Heoaprwo-
BaHTHA Tepanus, KaTo BKAIOYBAT M aHAAM3 Ha
noarpynu ¢ THKI. I'NpoyuBanus GeparQuinto
u NSABP-B40 xombuuupar bevacizumab c
HEOAAIOBAHTHA AHTPALMKAMH-TAKCAHOBA XU-
muotepanusi npu HER-2-HeratuBHu mnauyu-
€HTU U AEMOHCTpHUpAT 0610 MopA0bpeHHre Ha
yecToTara Ha nlIP 3a manueHTH, MOAyYaBalm
bevacizumab, cipsIMO CaMOCTOSTEAHA XMMUO-
teparust (GeparQuinto — 18.4% cpeiy 14.9%,
p = 0.04; NSABP-B40 — 34.5% cpemy 28.4%,
p = 0.027).°% * TloaArpynoB aHaAu3 Ha MaLy-
edtu ¢ THKI (663 maumueHTta) B mpoyuBaHe
GeparQuinto mokasBa AOCTOBEPHO MOA0Ope-
Hue Ha yectoTtaTta Ha il [P (39.3% cpemty 27.9%,
p = 0.003) B moA3a Ha MaLMEHTH, MOAYYaBALIK
bevacizumab, cnpsSMO CaMOCTOSITEAHA XM-
MuoTtepanus™, pokaro B npoyuBaHe NSABP-
B40 panHUTe He MOKa3BaT CUTHUGUKAHTHOCT
(51.3% cpemy 47.3%, p = 0.44).”°

ITpoyyenn ca ABa VEGF-Tuposun-kuHas-
HU MHXMOMTOpa 3a AeyeHMe Ha TALMEHTU C
THKI. HawaaHo ¢asza II u mocaepBauwy paH-
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AOMM3BMPAHU KAMHUYHY IIPOYYBAHUS ITOKa3BaT
HMCKa aKTUBHOCT Ha CAMOCTOSITEAHO TPUAO-
KeHMe Ha sunitinib® % u curHndukKaHTHa TOK-
CUYHOCT 3a KOMOMHALMATA Ha Suuitinib ¢ xu-
MUOTepanus,* % BKAIOUUTEAHO YBEAUY€eH Opoi
Ha cMbpTHU caydan.”’ Sorafenib pemoHcTpupa
CKPOMHA aKTUBHOCT TIPU CAMOCTOSATEAHO TIPU-
AOKeHMe,* © BBIPEKN Ye Pe3yATaTUTe OT TPH
¢dasa II B paHpOMU3MpPaHU, ABOITHOCAEIIH, ITAQ-
11e00-KOHTPOAMPAHU KAMHUYHU TPOYYBAHUS
MOKa3BaT MopAobpeHne Ha oOIMTe pe3yATaTH
3a KOMOMHALMS Ha sorafenib ¢ XuMMOTeparus
Ha ITbpBa M BTOpPAa AMHMS NMPU METACTA3UPAA
KI.%7 ITpeaBapuTeaeH cybrpymnoB aHaAns Ha
nauueHT ¢ THKI B mpoyuBane SOLTI-0701
NoKas3Ba INMOAOOpeHMe Ha CpepHa MpexuBse-
MOCT 6e3 mporpecusi ¢ TouTH 2 Mecelja B Ipy-
nara c AoobaBsiHe Ha sorafenib KpM capecitabine
(2.5 cpemy 4.3 mecena, HR 0.596)"!, soxaro B
npoyuyBaHe AC01B07 pesyAraTute AeMOHCTPHU-
paT caMo TEHAEHLIMST KbM MOAOOpeHe Ha TO3K
nokasareA.” KomOuHaumute cbe sorafenib ca
CBBP3aHU C MO-BUCOKA YeCTOTA HAa CTPAHUYHU
SIBA€HUS cTeneH 3/4, KaTo CUHAPOM pP'bKa-Kpak,
CTOMATUT U yMopa.®7!

Peyentopsr EGFR npeacraBasiBa nores-
LIMAAEH MOAEKYASIPEH TapreT 3a Ae4eHMe Ha
nayuedT ¢ THKI nopaau yecta umyHoxuc-
TOXMMMYHA ekcripecus (27-57%).> 77 Haau-
1je Ca AQHHM OT PAaHAOMU3MPAHU IPOYYBAHUS
¢ npuaaraHe Ha EGFR-uHXMOUTOPH, BKAIOY-
Balll¥ MOHOKAOHAaAHO aHTUTSIAO cetuximab
Y TUPO3MH-KMHA3HU WHXuburopu erlotinib
u lapatinib. Hait-ToASMOTO TmpoyuYBaHe ¢
cetuximab (BALI-1) uacaepBa poOaBsiHe Ha
cetuximab xbM cisplatin xaTo mbpBa U BTOpa
AnHug Aedenue Ha mamment ¢ THKT (173 ma-
uueHTH).”” PesyATaTuTe IMOKasBaT AOCTOBEp-
HO TOAODOpeHHe Ha CpeAHaTa MPEeXUBSEMOCT
b6e3 mporpecuss ¢ KOMOMHALMS, BKAKOYBAIA
cetuximab, CrIpSMO CaMOCTOSITeAHA cisplatin,
HO 6e3 MoAoOpsABaHe Ha 0OEKTUBEH OTTOBOP U
obura npexxussiemoct. AobaBsiHe Ha cetuximab
KBM irinotecan u carboplatin xaro mbpBa U

BTOpa AMHUS AeyeHMe B npoyyBaHe USOR-04-
070 BoAM AO TOAOOpPeHMe Ha YecTOTa Ha 00eK-
TUBeH oTroBop npu mauueHTn ¢ THKI (30%
cpemty 49%).”® AuncBa obaue mopobpeHne Ha
npeXxuBsieMocTTa 6€e3 nporpecust u od11a npe-
)ussiemoct npu nauueHtu ¢ THKI, a kombu-
HalUMsTa C cetuximab MPUYMHSIBA TO-BUCOKA
4eCcTOTa Ha AMapus cTereH 3/4 B cpaBHeHUe
cbC camocTosiTeAHa xummorepanus (11% cpe-
iy 25%). TpeTo KAMHUYHO Mpoy4YBaHe A0OaBs
carboplatin xbM cetuximab nipu npeTpeTUpa-
Hu mauuedtn ¢ THKT (102 nmaguenTa) U 1mo-
cTura o0eKTHBEeH OTroBop OT 17% U yAbAXKa-
BaHe Ha MpeXuBseMocTTa Oe3 mporpecust (2
cpemty 8 meceria).”’

Panpomusupano dasa Il npoyusane ole-
HsIBa KomMbuHauusTa Ha erlotinib ¢ carboplatin
1 docetaxel KaTo HEOAAIOBAHTHA Tepamnus Mpu
naumentn ¢ THKI u pemoHcTpupa ckpomHa
akTuBHOCT (TP — 40%).”® PeTpocrneKTUBHU
AaHHU OT ABe ¢asa Il paHAOMM3MpaHU KAU-
HUYHU MPOYYBaHMS MOKA3BaT CKPOMHA aKTHB-
HOCT 3a gefitinib (82 manyeHTa), KOMOMHUpPAH
ChC CTAHAAPTHAa HEOAAIOBAHTHA XMMMOTepa-
ST, U Aurica Ha eekT ot lapatinib (131 maim-
eHTa), KOMOMHMPaH c paclitaxel, npu nanyeH-
T ¢ HanpeaHaa THKI.> 7

Poasita Ha EGFR-uHXMOUTOPK B A€YeHMe
Ha THKT e Bce o1ie B 00AacTTa Ha IpOy4BaHMs,
KaTo HaTPYMaHUTE AOCera AQHHM Ca HerloCAe-
AoBateaHU. [TpoBekpalLM ce MPOCHEKTUBHU
KAMHMYHM nipoyuBaHmusi ¢ EGFR-unxuburopu
[KoMbuHauusa Ha cetuximab c ixabepilone B
pareH (NCTO01097642) u HampepHaA CTapui
(NCTO00633464)] e omnpeaeAsAT mo-po0bOpe
MSICTOTO M POASITA Ha T€3U aTeHTU B AeUeHue-
To Ha THKT.

ITpeAKAMHUYHM AQHHM TIPEATIOAAraT, ye
cepbxperyanpad mTOR nau abepanthu PI3K/
Akt mpTHMIIA CB3AABAT YYBCTBUTEAHOCT KBM
mTOR-uuxubuTopu Karo everolimus.***' Bpn-
peKu Ye HauyaAHUTE PEe3YATaTU OT KAMHUYHU
npoyuBanus ¢ everolimus n paclitaxel ca 06-
HapexxpaaBau™ ¥, eano dasa II paHpomusn-
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paHO HEOAABAHTHO KAMHUYHO W3MUTBaHE
npu nauyeHTH ¢ 6azaroupeH THKT (50 maru-
€HTa), M3CAEABaIl0 AODaBsiHe Ha everolimus
KbM CTaHAAPTHA XMMMOTepanus, He IMOKas-
Ba AOCTOBEPHO MOAOOpeHMe Ha YecToTaTa Ha
nlTP** ITpoBexaaliu ce Mpoy4YBaHUSI L1je ompe-
AEASAT POASITA HA everolimus 3a HEOAAIOBAHTHA
tepanus (NCT 00930930), e oLjeHAT U APYTH
mTOR-uuxubutopu (temsirolimus v ABOMHU
mTOR/PI3K-uuxuburopu, karo NVP-BEZ
235) npu HanpeaHaaa 6oaect (NCT 01272141,
NCT 01111825, NCT 01337765).

[TpoyyBaHus 3a TbhpceHe Ha e(eKTUB-
Hu teparmuu npu naumeHTn ¢ THKI npo-
AbBAKABaT B pasAMYHM HAaCOKM M HMBa. Vs3-
NUTBAaT Ce peAMlla HOBM IIpernapaTry, KaTo
uHxuburopu Ha Src (dasatinib, saracatinib),
HDAC-unxuburopu (etinostat, vorinostat),
Hsp90-unxuburopu (genetespib), MET-unxu-
butopu (onartuzumab, foretinib), MEK-un-
xuburopn (GSK1120212), CDK-uHxubutopmn
(danaciclib), FNS-kit-unxuburopu (PLX3397),
Wnt-unxuburopu (LGK974), aurora kinase-
nuxuburopu (ENMD2076), amonTosHu uH-
xuburopn (LCLI61), aHTMOTeHE3HM WHXU-
ouropu [cediranib (+olaparib), IMCI8FI,
ramucirumab, foretinib, sorafinib], aHTHaH-
aporenn (bicalutamide, enzalutamide), Bakcu-
HU U AP.®

TbpceHeTO Ha HOBM TepareBTUYHU Tap-
reT Ce YCAOXKHSIBA OT U3KAKYMTEAHO T'OAS-
Ma KOMIAEKCHOCT Ha Tasu DOAeCT, KOSATO ce
AEMOHCTpPHpA 4pe3 MbAHMS TeHOM Ha ba3saa-
HokAeTbyeH KI. Ha HMBO reHHa excrnpecus
rpynata Ha THKI ce chcToM OT OTA€AHM TTOA-
TUIOBE C HAITBAHO PasAMYHa OMOAOTMYHA Xa-
pakTepucTuka. HeoOX0AMMO € BCUYKU Te Aa
0bAAT 3aABADOYEHO AHAAMBMPAHM HA TeHEeTHY-
HO, EMUTEHUTUYHO U TIPOTEOMHO HUBO.

3akAuYeHue

[ToHacTosIeM ce MPOBEXAAT AECETKU
KAMHUYHM TMpoy4yBaHusi, GoKycupaHu BBPXY
THKI. OT chliecTBeHO 3HayeHUME TPU TIPU-

AaraHe Ha TapreTHa Tepamnus ca MOATUIIOBeTe
Ha THKI. Bbnpeku ToBa, noBeyeT0 KAMHUYHU
MPOYYBaHUA Ce MPOBEXAAT BbPXY HECEAEKTHU-
paHM MalMeHTH U He ca CTPYKTYPUPAHU BbPXY
OTpPeACACHU MPEAUKTUBHU MapKepu MAU XU-
noTesn. AKO NPU TO3U TOASIM OPOTt KAMHUYHI
MIPOYYBaHMSA He Ce MOCTUTHe “TIpoOuB” B Aeve-
Hueto Ha THKT, b1 Tpsi6Baao Aa ce npeocMuc-
AU M3CAEAOBATEACKUST TMOAXOA KBM TasM Xe-
TeporeHHa rpyna Ha KI. PasButuero Ha T.Hap.
MOAXOAM C HA4aAeH FeHOMeH aHaAu3 (genome-
first approaches)®, npu KoiTo mayueHTUTE CE
cTpaTUGULUPAT OT CAMOTO HAYaAO U MPOCIIEK-
THUBHO Ce BKAIOYBAT B KAUHUYHU MPOYYBaHUS,
YUIITO AM3AITH OTTOBOPA Ha T€PAaNeBTUYHU X1-
NOTe3M, Chb3AAACHU Bb3 OCHOBA Ha aHAAU3 Ha
MHAMBUMAYAAHU TYMOPHU TpoduAK, € MoXKe 61
Hal-AOTUYHMAT ITBT 32 ThPCEHE Ha HOBU U TO-
edeKTUBHU Ae4eOHM CTpaTerum.

AVTEPATYPA

1. Fornier M, Fumoleau, P. The paradox of triple
negative breast cancer: Novel approaches to
treatment. Breast ] 2012; 18: 41-51

2. Rakha EA, et al. Prognostic markers in triple-negative
breast cancer. Cancer 2007; 109: 25-32

3. Carey LA, et al. Race, breast cancer subtypes, and
survival in the Carolina breast cancer study. JAMA
2006; 295: 2492-2502

4. Dent R, et al. Triple-negative breast cancer: Clinical
features and patterns of recurrence. Clin Cancer Res
2007; 13: 4429-4434

5. Cleator S, et al. Triple-negative breast cancer:
Therapeutic options. Lancet Oncol 2007; 8: 235-244

6. Rakha EA, et al. Basal-like breast cancer: A critical
review. J Clin Oncol 2008; 26: 2568-2581

7. Reis-Filho JS, Tutt AN. Triple negative tumors: A
critical review. Histopathology 2008; 52: 5846-5853

8. Sorlie T, et al. Gene expression patterns of breast
carcinomas distinguish tumor subclasses with clinical
implications. Proc Natl Acad Sci USA 2001; 98: 10869-
10874

9. Sorlie T, et al. Repeated observation of breast tumor
subtypes in independent geneexpression data sets.
Proc Natl Acad Sci USA 2003; 100: 8418-8423



TEPATIUA IMTPY1 METACTATUYEH TPOVIHOHETATUBEH KAPLIUHOM HA I'bPAA

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22,

23.

24,

25,

Thike AA, et al. Triple-negative breast cancer:
Clinicopathological characteristics and relationship with
basal-like breast cancer. Mod Patho 12010; 23: 123-133

Banerjee S, et al. Basal-Like breast carcinomas:
Clinical outcome and response to chemotherapy. J
Clin Pathol 2006; 59: 729-735

Dent R, et al. Pattern of metastatic spread in triple-
negative breast cancer. Breast Cancer Res Treat 2009;
115 (2): 423-428

Banerji S, et al. Sequence analysis of mutations and
translocations across breast cancer subtypes. Nature
2012; 486: 405-409

Rakha EA, Ellis IO. Triple-negative/basal-like breast
cancer: Review. Pathol 2009; 41: 40-47

Perou CM, et al. Molecular portraits of human breast
tumours. Nature 2000; 406: 747-752

Atchley DP, et al. Clinical and pathologic
characteristics of patients with BRCA-positive and
BRCA-negative breast cancer. ] Clin Oncol 2008; 26:
4282-4288

Gonzalez-Angulo AM, et al. Incidence and outcome
of BRCA mutations in unselected patients with triple
receptor-negative breast cancer. Clin Cancer Res 2011;
17: 1082-1089

Oakman C, et al. Management of triple negative
breast cancer. Breast 2010; 19: 312-321

Hudis CA, Gianni L. Triple-negative breast cancer:
An unmet medical need. Oncologist 2011; 16: 1-11

Gril B, et al. Effect of lapatinib on the outgrowth
of metastatic breast cancer cells to the brain. | Natl
Cancer Inst 2008; 100: 1092-1103

Chitnis MM, et al. The type 1 insulin-like growth factor
receptor pathway. Mol Path 2008; 14: 6364-6370

Jones SE, et al. Phase III trial comparing
doxorubicin plus cyclophosphamide with docetaxel
plus cyclophosphamide as adjuvant therapy for
operable breast cancer. ] Clin Oncol 2007; 24: 5381-
5387

Lehmann BD, et al. Identification of human triple-
negative breast cancer subtypes and preclinical
models for selection of targeted therapies. | Clin Invest
2011; 121: 2750-2767

Liedtke C, et al. Response to neoadjuvant therapy and
long-term survival in patients with triple-negative
breast cancer. J Clin Oncol 2008; 26: 1275-1281

Haffty BG, et al. Locoregional relapse and distant
metastasis in conservatively managed triple negative
early-stage breast cancer. ] Clin Oncol 2006; 24:
5652-5657

26.

27.

28.

29.

30.

31.

32.

33.

35.

37.

38.

Bauer KR, et al. Descriptive analysis of estrogen
receptor (ER)-negative, progesterone receptor (PR)-
negative, and HER2-negative invasive breast cancer,
the so-called triple-negative phenotype: a population
based study from the California Cancer Registry.
Cancer 2007; 109: 1721-1728

Millikan RC, et al. Epidemiology of basal-like breast
cancer. Breast Cancer Res Treat 2008; 109: 123-139

Perou CM. Molecular stratification of triple-negative
breast cancers. Oncologist 2011; 16 (Suppl 1): 61-70

Dowsett M, et al. Relationship between quantitative
estrogen and progesterone receptor expression and
human epidermal growth factor receptor 2 (HER-2)
status with recurrence in the arimidex, tamoxifen, alone
or in combination trial. J Clin Oncol 2008; 26: 1059-1065

Comen E, et al. Relative contributions of BRCA1 and
BRCA2 mutations to “triple-negative” breast cancer
in Ashkenazi women. Breast Cancer Res Treat 2011;
129: 185-190

O’Shaughnessy J, et al. Iniparib plus chemotherapy in
metastatic triple-negative breast cancer. N Engl ] Med
2011; 364: 205-214

Thompson LH, Schild D. Homologous
recombinational repair of DNA ensures mammalian
chromosome stability. Mutat Res 2001; 477: 131-153

Dantzer F, et al. Base excision repair is impaired
in mammalian cells lacking Poly(ADP-ribose)
polymerase-1. Biochemistry (Mosc) 2000; 39: 7559-7569

. Hoeijmakers JH. Genome maintenance mechanisms

for preventing cancer. Nature 2001; 411: 366-374

Bhattacharyya GS, et al. Single institute phase II study
of weekly cisplatinum and metronomic dosing of
cyclophosphamide and methotrexate in second line
metastatic breast cancer triple-negative. Eur | Cancer
2009; 7: 18 (Abstr 41LBA, presented data—ECCO
15-ESMO 34 2009)

. Carey LA, et al. TBCRC 001: EGFR inhibition with

cetuximab added to carboplatin in metastatic triple-
negative (basal-like) breast cancer. | Clin Oncol 2008;
26: (Abstr 1009, presented data - ASCO Annual
Meeting 2008)

Alba E, et al. Chemotherapy (CT) with or without
carboplatin as neoadjuvant treatment in patients with
basal-like breast cancer: GEICAM 2006-03-A multicenter,
randomized phase II study. ] Clin Oncol 2011; 29: (Abstr
1015, presented data - ASCO Annual Meeting 2011)

Frasci G, et al. Preoperative weekly cisplatin-
epirubicin- paclitaxel with G-CSF support in triple-
negative large operable breast cancer. Ann Oncol
2009; 20: 1185-1192

183



184

Kpacumup Koiirnos

39.

40.

41,

42,

43,

44,

45,

46.

47.

48.

Torrisi R, et al. Tailored preoperative treatment of
locally advanced triple negative (hormone receptor
negative and HER2 negative) breast cancer with
epirubicin, cisplatin, and infusional fluorouracil
followed by weekly paclitaxel. Cancer Chemother
Pharmacol 2008; 62: 667-672

Chen XS, et al. Weekly paclitaxel plus carboplatin is
an effective nonanthracycline-containing regimen
as neoadjuvant chemotherapy for breast cancer. Ann
Oncol 2010; 21: 961-967

Miranda AA, et al. Phase IT open, single-arm trial:
cisplatin combined with paclitaxel and doxorubicin
in operable or locally advanced triple-negative breast
cancer. ] Clin Oncol 2011; 29: (Abstr 1135, presented
data - ASCO Annual Meeting 2011)

Fong PC, et al. Inhibition of poly(ADP-ribose)
polymerase in tumors from BRCA mutation carriers.
N Engl ] Med 2009; 361: 123-134

Tutt A, et al. Oral poly(ADP-ribose) polymerase
inhibitor olaparib in patients with BRCA1 or BRCA2
mutations and advanced breast cancer: a proof-of-
concept trial. Lancet 2010; 376: 235-244

Isakoff §], et al. A phase II trial of the PARP
inhibitor veliparib (ABT888) and temozolomide
for metastatic breast cancer. J Clin Oncol 2010;
28: (Abstr 1019, presented data - ASCO Annual
Meeting 2010)

Gelmon KA, et al. Olaparib in patients with recurrent
high-grade serous or poorly differentiated ovarian
carcinoma or triple-negative breast cancer: a phase

2, multicentre, open-label, non-randomised study.
Lancet Oncol 2011; 12: 852-861

O’Shaughnessy J, et al. A randomized phase 111
study of iniparib (BSI-201) in combination with
gemcitabine/carboplatin (G/C) in metastatic triple-
negative breast cancer (TNBC). J Clin Oncol 2011;
29: (Abstr 1007, presented data - ASCO Annual
Meeting 2011)

Dent RA, et al. Safety and efficacy of the oral PARP
inhibitor olaparib (AZD2281) in combination with
paclitaxel for the first- or second-line treatment

of patients with metastatic triple-negative breast
cancer: results from the safety cohort of a phase I/
IT multicenter trial. J Clin Oncol 2010; 28: (Abstr
1018, presented data - ASCO Annual Meeting
2010)

Rajan A, et al. A phase I combination study of
AZD2281 and cisplatin plus gemcitabine in adults
with solid tumors. Ann Oncol 2009; 20: (Abstr G04,
presented data — 7th International Symposium on
Targeted Anticancer Therapies)

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

Giaccone G, et al. A phase [ combination study of
olaparib (AZD2281; KU-0059436) and cisplatin (C)
plus gemcitabine (G) in adults with solid tumors. |
Clin Oncol 2010; 28: (Abstr 3027, presented data —
ASCO Annual Meeting 2010)

Tan AR, et al. Preliminary results of a phase I trial of
ABT- 888, a poly(ADP-ribose) polymerase (PARP)
inhibitor, in combination with cyclophosphamide.

J Clin Oncol 2010; 28: (Abstr 3000, presented data -
ASCO Annual Meeting 2010)

Kummar §, et al. A phase I study of ABT-888 (A) in
combination with metronomic cyclophosphamide
(C) in adults with refractory solid tumors and
lymphomas. J Clin Oncol 2010; 28: (Abstr 2605)

Linderholm BK, et al. Significantly higher levels of
vascular endothelial growth factor (VEGF) and shorter
survival times for patients with primary operable triple-
negative breast cancer. Ann Oncol 2009; 20: 1639-1646

O’Shaughnessy J, et al. Comparison of subgroup analyses
of PFS from three phase III studies of bevacizumab in
combination with chemotherapy in patients with HER2-
negative metastatic breast cancer (MBC). Cancer Res
2009; 69: (Abstr 207, presented data - SABCS 2009)

O’Shaughnessy ], et al. Meta-analysis of patients with
triple-negative breast cancer (TNBC) from three
randomized trials of first-line bevacizumab (BV)

and chemotherapy treatment for metastatic breast
cancer (MBC). Cancer Res 2010; 70: (Abstr P6-12-03,
presented data - SABCS 2010)

Brufsky A, et al. Impact of bevacizumab (BEV)
on efficacy of second-line chemotherapy (CT) for
triple negative breast cancer (TNBC): analysis of
RIBBON-2. J Clin Oncol 2011; 29: (Abstr 1010,
presented data - ASCO Annual Meeting 2011)

Choueiri TK, et al. Congestive heart failure risk in
patients with breast cancer treated with bevacizumab.
J Clin Oncol 2011; 29: 632-638

Cuppone E, et al. Magnitude of risks and benefits of
the addition of bevacizumab (BEVA) to chemotherapy
(CT) for patients (pts) with advanced breast cancer
(ABC): metaregression analysis of randomized trials
(RCT). J Clin Oncol 2010; 28: (Abstr 1045, presented
data - ASCO Annual Meeting 2010)

von Minckwitz G, et al. Neoadjuvant chemotherapy
and bevacizumab for HER2-negative breast cancer. N
Engl ] Med 2012; 366: 299-309

Bear HD, et al. The effect on pCR of bevacizumab
and/or antimetabolites added to standard
neoadjuvant chemotherapy: NSABP protocol B-40. |
Clin Oncol 2011; 29: (Abstr LBA 1005, presented data
- ASCO Annual Meeting 2011)



TEPATIUA IMTPY1 METACTATUYEH TPOVIHOHETATUBEH KAPLIUHOM HA I'bPAA

60.

61,

62.

63.

64.

65.

66.

67.

63.

69.

Curigliano G, et al. A randomized phase II study
of sunitinib vs. standard of care for patients with
previously treated advanced triple-negative breast
cancer. Cancer Res 2010; 70: (Abstr P6-12-02,
presented data - SABCS 2010)

Wildiers H, et al. Multicenter phase IT randomized

trial evaluating antiangiogenic therapy with sunitinib

as consolidation after objective response to taxane
chemotherapy in women with HER2-negative metastatic
breast cancer. Breast Cancer Res Treat 2010; 123: 463-469

Burstein HJ, et al. Phase II study of sunitinib malate,
an oral multitargeted tyrosine kinase inhibitor, in
patients with metastatic breast cancer previously
treated with an anthracycline and a taxane. J Clin
Oncol 2008; 26: 1810-1816

Mayer EL, et al. SABRE-B: an evaluation of paclitaxel
and bevacizumab with or without sunitinib as first-
line treatment of metastatic breast cancer. Ann Oncol
2010; 21: 2370-2376

Crown J, et al. Phase III trial of sunitinib (SU) in
combination with capecitabine (C) versus C in
previously treated advanced breast cancer (ABC). |
Clin Oncol 2010; 28: (Abstr LBA1011, presented data
- ASCO Annual Meeting 2010)

Bergh ], et al. Sunitinib (SU) in combination with
docetaxel (D) versus D alone for the first-line
treatment of advanced breast cancer (ABC). J Clin
Oncol 2010; 28: (Abstr LBA1010, presented data -
ASCO Annual Meeting 2010)

Moreno-Aspitia A, et al. Phase II trial of sorafenib
in patients with metastatic breast cancer previously
exposed to anthracyclines or taxanes: North Central
Cancer Treatment Group and Mayo Clinic Trial
N0336. ] Clin Oncol 2009; 27: 11-15

Bianchi G, et al. Phase II multicenter, uncontrolled
trial of sorafenib in patients with metastatic breast
cancer. Anticancer Drugs 2009; 20: 616-624

Gomez P, et al. Overall survival data from
SOLTI-0701: a multinational, double-blind, placebo-
controlled, randomized phase 2b study evaluating
the oral combination of sorafenib and capecitabine in
patients with locally advanced or metastatic HER2-
negative breast cancer. Cancer Res 2010; 70: (Abstr
P2-16-01, presented data - SABCS 2010)

Hudis C, et al. Sorafenib (SOR) plus chemotherapy
(CRx) for patients (pts) with advanced (adv) breast
cancer (BC) previously treated with bevacizumab
(BEV). J Clin Oncol 2011; 29: (Abstr 1009, presented
data - ASCO Annual Meeting 2011)

. Bondarde S, et al. Sorafenib in combination with

paclitaxel as a first-line therapy in patients with
locally recurrent or metastatic breast cancer: overall
survival results from a double-blind, randomized,
placebo-controlled, phase 2b trial. Cancer Res 2010;
70: (Abstr P2-16-03, presented data - SABCS 2010)

71.

72.

73.

75.

76.

77.

78.

79.

80.

Baselga |, et al. SOLTI-0701: a multinational double-
blind, randomized phase 2b study evaluating the
efficacy and safety of sorafenib compared to placebo
when administered in combination with capecitabine
in patients with locally advanced or metastatic

breast cancer (BC). Cancer Res 2009; 69: (Abstr 45,
presented data - SABCS 2009)

Kreike B, et al. Gene expression profiling and
histopathological characterization of triple-negative/
basal-like breast carcinomas. Breast Cancer Res 2007;
9: R65

Tan DSP, et al. Triple negative breast cancer:
molecular profiling and prognostic impact in

adjuvant anthracycline-treated patients. Breast Cancer

Res Treat 2008; 111: 27-44

. Viale G, et al. Invasive ductal carcinoma of the breast

with the “triple-negative” phenotype: prognostic
implications of EGFR immunoreactivity. Breast
Cancer Res Treat 2009; 116: 317-328

Baselga J, et al. Cetuximab + cisplatin in estrogen
receptor-negative, progesterone receptor-negative,
HER2-negative (triplenegative) metastatic breast
cancer: results of the randomized phase IT BALI-1
trial. Cancer Res 2010; 70: (Abstr PD01-01, presented
data - SABCS 2010)

O’Shaughnessy J, et al. Preliminary results of a
randomized phase II study of weekly irinotecan/
carboplatin with or without cetuximab in patients
with metastatic breast cancer. Breast Cancer Res Treat
2007; 106: S32 (Abstr 308, presented data - SABCS
2007)

Carey LA, et al. TBCRC 001: EGFR inhibition with
cetuximab added to carboplatin in metastatic triple-
negative (basal-like) breast cancer. J Clin Oncol 2008;
26: (Abstr 1009, presented data - ASCO Annual
Meeting 2008)

Sharma P, et al. Results of a phase II study of
neoadjuvant platinum/taxane based chemotherapy
and erlotinib for triple negative breast cancer. Cancer
Res 2010; 70: (Abstr P1-11-07, presented data -
SABCS 2010)

Finn RS, et al. Estrogen receptor, progesterone
receptor, human epidermal growth factor receptor

2 (HER2), and epidermal growth factor receptor
expression and benefit from lapatinib in a randomized
trial of paclitaxel with lapatinib or placebo as first-line
treatment in HER2-negative or unknown metastatic
breast cancer. | Clin Oncol 2009; 27: 3908-3915

Noh WC, et al. Determinants of rapamycin sensitivity
in breast cancer cells. Clin Cancer Res 2004; 10: 1013-
1023

185



186

Kpacumup Koiirnos

81.

82.

84,

Yu K, et al. mTOR, a novel target in breast cancer: the
effect of CCI-779, an mTOR inhibitor, in preclinical
models of breast cancer. Endocr Relat Cancer 2001; 8:
249-258

Mayer I, et al. A phase Ib trial of RAD001, an mTOR
inhibitor, with weekly cisplatin and paclitaxel in
patients with HER2-negative metastatic breast cancer.
Cancer Res 2009; 69: (Abstr 3093, presented data -
SABCS 2009)

. Andre F, et al. Phase I study of everolimus plus weekly

paclitaxel and trastuzumab in patients with metastatic
breast cancer pretreated with trastuzumab. J Clin
Oncol 2010; 28: 5110-5115

Gonzalez-Angulo AM, et al. Open label, randomized
clinical trial of standard neoadjuvant chemotherapy

85.

86.

with paclitaxel followed by FEC (T-FEC) versus the
combination of paclitaxel and RAD001 followed

by FEC (TR-FEC) in women with triple receptor-
negative breast cancer (TNBC). J Clin Oncol 2011; 29:
(Abstr 1016, presented data - ASCO Annual Meeting
2011)

Tayuranosa M, u cpaBT. bronornyna u MoneKyIapHa
XapaKTepUCTHKA, AMAaTHOCTHUKA U JIeYeH e Ha TPOIHO
HeraTHBHUA KapLMHOM Ha MJIeYHaTa XiIesa. Studia
Oncologica 2013; 1: 62-92

Parvin F, et al. Molecular Basis of Triple Negative

Breast Cancer and Implications for Therapy. Int |
Breast Cancer 2012; Article ID 217185, p. 7



