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TakcaHbl B aiblOBAHMHOI U HEOAAbIOBAHMHOIU mepanuu
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B nacmosiwee apems maicansl (nakaumarcen u doyemarxcen) s18AsIIOMCsL 6A308bIMU YUMOCIMAMUKAMU, NPUMEHSIOWUMUCA 8 NeHeHUU
6cex cmaduii paxka moaounoil yceaezvl (PMIK). Pezyavmamol npogedeHHbIX U NPOOOANCAOUWUXC 8 HACMOSAUWee 8peMsl KAUHUMECKUX
uccaedosanull ceudemenbcmeayom o0 nosviuleHuU 3ggexmusHocmu nevenus onepadenvroeo PM2K npu exarouenuu maxcanos @ peicumol
a0vBH8AHMHOU U He0adsl06AHMHOU XUMUOMEPAnUU U YKA3blealom HA Heo0X00UMOCMb UCHOAb308AHUS UHOUBUDYANbHORO N00X00A 6
3a8UCUMOCIIU OM NPOCHOCMUYECKUX U NPeOUKMOPHbIX (PaKmopos.

Karouesvle caosa: pax monounoil xcenesvl, adsl08aHMHAS XUMUOMEPANUsl, MAKCAHbl, NAKAUmMakcen, doyemaxcen, 00s6eKmueHblil
ahghexm, be3peyudusHas 6blaCUBAEMOCb, 00UAS BHIHICUBACMOCTND

Taxanes in adjuvant and neoadjuvant therapy for breast cancer

S.V. Limareva
Department of Chemotherapy, N.N. Blokhin Russian Cancer Research Center, Russian Academy of Medical Sciences, Moscow

Taxanes (paclitaxel and docetaxel) are currently considered to be basic cytostatics in the treatment of all breast cancer (BC) stages.
The results of conducted and ongoing clinical trials suggest that incorporation of taxanes into adjuvant and neoadjuvant chemotherapy
regimens enhances the efficiency of treatment for operable BC and show it necessary to apply an individual approach depending on

prognostic and predictive factors.
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Pak mosnouHoii xene3bl (PM2K) — Haubosee ya-
CTO BCTpevamlascs GopMa 3JI0KaYeCTBEHHBIX OIy-
XOJIel Yy KEHIIMH B 9KOHOMWYECKU Pa3BUTHIX CTpa-
Hax. B 2006 r. 3aperucTpupoBaHo >1 MJIH HOBBIX CJTy-
yaeB 0osie3HUu, ymepjio oT PM2K 375 Thic. XeHIIMH.
CoBeplIeHCTBOBAaHKE METONIOB pPaHHEW JMarHOCTH-
K{A U aIblOBaHTHOM TepanuK COCOOCTBOBAJIO CYIIIE-
CTBEHHOMY VJIYYIIIEHUIO PE3YJIETATOB JICUEHUsT 0OJIb-
HbIX paHHUM PMZK, cieacTtBueM 4yero sIBAsIeTCSl He-
YKJIOHHOe, HaunHas ¢ 90-x rogoB XX B., CHUXKEHUE
CMEPTHOCTH OT 3TOTO 3a00JieBaHUS B Psiie 3aIlaHbIX
cTpaH. B OTHeNbHBIX MPOTHOCTUYECKU OJIaronpusiT-
HBIX TPYIIaX O0JbHBIX S-JIeTHSIS Oe3peliMIuBHAs BbI-
xxuBaemocThb (BPB) nocturaer 98% [1].

AnbloBaHTHOI Tepanueil PM2K npuHsaTO cunTath
KOMIIJIEKC JOTIOTHUTEIBHBIX JIEUeOHBIX MEPOTIPUSTHIA,
HamnpaBJIEeHHbIX Ha YHUYTOXEHHE MMKPOMETACTa30B
MOCJIe XUPYPrUYeCKOro yAaJeHUsI MePBUYHOIO OIy-
xojieBoro ovara. [lomoOHbINM monmxox 6asupyeTcss Ha
TOM, YTO Aaxke mocje npoBeacHust 3(PPHEeKTUBHOTO J0-
KaJIbHOTO JIeYeHUsT Y MHOTMX NAallMEHTOK CO BpEMEHEM
pa3BUBAETCS METACTaTUYECKOE TTOPAKEHME, a YCIIeXU B
pPa3BUTUH MECTHOTO BO3ICHCTBUS HE YMEHBIIAIOT Ya-
CTOTY TOSIBJICHUSI OTIAJIEHHBIX METacTa3oB [2].

Llenb anbloBaHTHOM Tepanuu — M3jiedyeHue 60Jb-
HBIX MPU 00ECTIeYeHUU IOJTOBPEMEHHOIO KauyecTBa
UX XU3HU, 4YTO OCYIIECTBISIETCS IyTEM COXpaHe-
HUS 3(PDEKTUBHOM MHTEHCUBHOCTHU 103 JIGKAPCTBEH -
HBIX MpernapaToB U HCIOJb30BaHUs BCErO apceHasia
CPEJICTB COMPOBOAUTENLHOM TEPATIHH.

CornacHO KOHCEHCYCHOMY PEILIEHMIO, TTPUHSITOMY
B 2009 . Ha MexayHaponHO KOH(MEePEeHLIMU MO aIblo-
BaHTHOI Tepanuu PM2K, npoxoausiieii B CaH-Taiene,
aJIbIOBaHTHAsl CUCTEMHasl Tepamnus B ciydae MHGUIb-
TpatuBHOoro PM2K moykHa MpOBOAUTHCS MOYTH BCEM
60JbHBIM. MICKITIOU€HME MOTYT COCTABJISIT MAalIMEeHTKU
C coYeTaHWEM TaKuX OJIarONPUSATHBIX (GaKTOPOB MPO-
THO3a, KaK OTCYTCTBHE MTOPAKEHUsI PETUOHAPHBIX JTUM-
daruueckux y3noB (JIY), pasmep HoBooOpa3oBaHus <1
CM, HM3Kasl CTeleHb 3JI0KaYeCTBEHHOCTHU, OTCYTCTBHE
MHBa3UWU COCYIOB, rMnepakcnpeccun Her-2/neu, Bo3-
pact crapuue 35 nert [3].

JocTuxeHue makcumalbHOro addekra Jekap-
CTBEHHOM Tepanuu Mpy MUHUMAaJIbHOM TOKCHMYECKOM
BO3IEMCTBUM BO3MOXHO TOJIBKO IMyTeM WHIUBUIya-
JIN3alMY TepaIrvu ¢ yueToM (hpakTopoB, IIpeacKa3biBa-
01X 3hGEKT JeyeHus U MPOorHo3 TeueHus 3aboJie-
BaHus. [IporHoctuueckne akTopbl KOPPEIUPYIOT C
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BBKMBAEMOCTbIO HE3ABUCHUMO OT JICUEHUS U UCITOJb-
3yIOTCSL [IJI OMpEAeseHUsI TPYMHIbl OOJbHBIX, HYX-
JAIOUIMUXCS B TOTMOJHUTEIBHOM CUCTEMHOM JICUEHUM.
IIporHocTuyeckue ¢akTopbl YCIOBHO MOXHO pa3s-
JNEUTh Ha 2 Tpynmnel: K 1-i rpymme OTHOCAT MOp-
(onornueckue xapakTepUCTUKM HOBOOOPA30BAHUS,
KO 2-1 — MHOTOYMCJIEHHbIE U aKTWUBHO H3y4yaeMble
MOJIEKYJISIpDHBIE MapKephl onyxou [4].

Mopdonoruyeckue hakTopbl BKIOYAIOT pa3Mep
OIyXOJIW, TUIl €€ pocTa (OTTpaHUYEHHBIN, AUbdyY3-
HbI), ynucao permoHapHbix JIY, mopaxkeHHbIX MeTa-
CTazaMM, TMCTOJOTMYECKUI TUM HOBOOOPA30BaHUS,
CTEMEeHb €ro 3JI0OKAYeCTBEHHOCTU, HaJU4YUe UHBA3UU
KPOBEHOCHBIX U JTUM(aTAYECKUX COCYIOB OMyXoJe-
BBIMU KJIETKAMHU.

K MonekysnsipHbIM (hakTopaM OTHOCAT MUTOTHU-
YeCKUil MHAEKC, MUTO3UH, Ki-67, peLienTopsl 3¢Tpo-
TeHOB U TporectepoHa, Her-2/neu, c-erb-B-2, uPA,
PAI-2, VEGE tumuaundocdopunasy, Bel-2, p53.

Knaccudukauus monexynsipHbix moaTunos PM2K
MOCTOSIHHO pa3BuBaeTcs. B coBpeMeHHOl kinaccudu-
Kaluu [5] nonuepKuBaeTcs FeTepOreHHOCTh 3TOTO 3a-
OosieBaHUS, 0OYCIOBIEHHAs PAa3JIMYHBIM COYETAHUEM
TeX WIN UHBIX MOJEKYISIPHO-OMOJIOTUUYECKUX MapKe-
POB, OMpEAeNSIOUIMX MPOTHO3 U BBIOOP Tepanuu npu
PMX (puc. 1).
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Puc. 1. Knaccugpurkayus PM2K (nocmosinno pazeusaemcs; xapakmepu-
cmuka 6azanoudnoeo PM2K u mpoiinoeo necamuenoeo PM2K (THPM2K)
sensiemca pewiaroueli)

Heo6xoauMocTh yuyeTa MOJIEKYJISIPHBIX MTOATUTIOB
PMX npu BeiOOpe ONTUMAaIbHOTO JIEKAPCTBEHHOTO
JIeYeHUST TIPOAMKTOBAHA PA3JIMYHONU CTETIEHBIO YYB-
CTBUTENBHOCTU UX K xumuorepanuu — XT (ta6:. 1).

Taomua 1. Dpgexmusnocms anmpayukauH080-MaKcano8biX cxem
Aeyenus

MounexyisIpHbIii TOATHII Yacrora nosHoi perpeccuu, %
OMyX0JIN

BazanougHelii 45

Her-2(+) 45
JlroMUHATBHBIT 6
HopmanbHbiii 0

Tax, ecnu mocJse MpoBeneHUs MpenonepauuoHHON
XT aHTpauUKJIVMHAMUA B KOMOWHAIMU C TaKCaHAMU
yactoTa NatoMopdhOJOrMYeckKd IOJHOU perpeccuu
onyxonu npu 6azanouaHom u Her-2(+)-dpeHoTune
PMX cocraBasier 45%, TO IIpU JIIOMUHAJIbHOM —
TONbKO 6% [6]. OCHOBHOM LIEIbI0 HEOAXbIOBAHTHOM
XT mno-mpexHeMmy SBISIETCS NOCTUXEHUE TOJHOMN
naToMopdoJornyecKoil perpeccuu OMmyxosau, KOp-
penupyolleil ¢ Haubosiee BHICOKUMU OTAAJEHHBIMU
pe3yabTaTaMu JieyeHus. [1pyu oTCyTCTBUM MOTHON Na-
TOMOPGOJOTUYECKON pEerpeccur MoKa3aTeau S-JeT-
Heil BPB 00JIbHBIX 3HAUUTENBHO XYyX€ UM BapbUPYIOT
MpU Pa3TUYHBIX MOJEKYAIpHbIX (eHoTUmax PMK.
IToka3zatenu BPB cymectBeHHO Oosiee HU3KUE TpU
Her-2(+)- — 6e3 BKJIIOYEHUS TepLENTUHA B aablo-
BAHTHOE JIeueHre — U 0a3aJOuIHOM TUIaX, YeM MPU
JIIOMUHAJIBHOM (puc. 2).

nMP (Bce noaTUnbI) Het nMP
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Puc. 2. Xapakmepucmuxa bPB 6 3a8ucumocmu om MonekyasipHo2o noo-
muna (a) u namomopgonoeuueckoeo omeema na noau-XT—I1XT (6);
nlIP — noanas namomopghonoeuseckas peepeccust

Hcrtopusa passutusa agbioBaHTHOi XT PMXK Ha-
yuHaetcs ¢ 1981 r. Ilposenenue XT nmo cxeme CMF
(uukiodgocdaH, MeroTpekcar, S-pTopypauua) cpa-
3y TOCJIe XUPYPTUIECKOTO JIeYeHUS TT0 CPABHEHUIO C
OIHUM TOJIBKO XMPYPTUIECKUM JICUEHUEM TTO3BOJISIET
YBEJIMYUTH BDKMBAEMOCTh OOJIbHBIX. [lociemyroriee
BBeJleHUE B CXeMbl aabloBaHTHOI XT aHTPAIIMKINHOB
U TaKCaHOB CITIOCOOCTBOBAJO NajbHEHUIIEMY TOBbI-
meHuo 3(PHEeKTUBHOCTH JIeUeHUsI B OTHOIIEHUU KaK
BPB, tak u obuieii BbkruBaeMoctu — OB (puc. 3).

XT + TpacTty3ymat
2006 .
TakcaHbl|| 6% yny4weHue

2000 .
5,1% ynyuwieHune

AHTpPaLMKIUHbI

I 1980 r.
CMF || 4,3% yny4weHue

1970 r.
M 4,2% ynyulieHue

Puc 3. Adsroeanmuasn XT u yayuuienue sviycugaemocmu 6 meveHue
nocaeonux 40 asem
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OtnasieHHbIE pe3yJibTaThl aabIOBAHTHOTO Jieue-
HUS MOPONOJIKAIOT Yyay4yllaThesl Ojlaromapsi MoOsBie-
HUIO HOBBIX IIUTOCTATUKOB M TapreTHBIX areHTOB,
WHAVBUIYaTU3ALUY JIEYeHUSI C yIeTOM MOpP(OJIOTUH,
MOJIEKYJISIDHOTO MOATUIA OMYXOJU, BO3pacTa U MeH-
CTPYaJIbHOTO CTaTyca MaluMeHTKU. B HacTosiee Bpe-
Msl JIeKapCTBEHHas Teparus UTpaeT BEeIyIlyio poJib B
JieueHnU 60JbHBIX onepadbenbHbiM PMXK [7].

PesynbraThl MeTaaHanM3a pPaHIOMU3UPOBAHHBIX
uccnenosanuii, nposeneHHoro EBCTCG (puc. 4) B
2005—2006 rr., CBUIETENBCTBYIOT O TOM, UTO BBEICHHE
TaKCaHOB B pexXMMBbI anbioBaHTHOM XT crocobcTBOBa-
JIO CHMKEHUI0 1071 yMmepiinx or PMXK ¢ 36,4 (rpymnna
KOHTpOJIs1 06e3 agbloBanTHOM XT) 10 25,9% [8].

HeTt AXT < CMF < AHTpaumknuHbl < TakcaHbl

10-y gain 4.3% (SE 1.0)
Logrank 2p < 0.00001

10-y gain 4.3% (SE 1.0)
Logrank 2p < 0.00003

10-y gain 5.1% (SE 1.6)
Logrank 2p < 0.00001

KoHTponb
36,4%

CMF AHTPaUMKNUHBL
31,3% 31,0%

TakcaHb!

165 25,9%

AHTPaLMKNUHBI
27,0%
Foaut Foab!

5 10 10

MpoueHT ymepumnx (% / roa: obLuee — YNCNO XKeHWMH 6e3 peunamsa) &
ananus logrank

Peto R on behalf of the EBCTCG. SABCS, December 13, 2007.

Puc. 4. lunamuxa svixcusaemocmu 60avivix PM2K, noayuusuiux
adstoeanmuyro XT

C MOMeHTa CBOEro IepBOHAYaJIbHOIO IOSIBJIEHUS
TaKCaHBbI (JOLIETaKCeJ U MaKIUTAKCEN) CTAIU KIIIoue-
BBIMU TpernaparaMu B jeueHun PMXK.

IMaknurakcen 6bu1 onydyeH B CIIA u3 Tuxooke-
aHckoro trca Taxus brevifolia B 1971 1. louerakcedn,
MOJYCUHTETUUYECKUII aHaJIOT, TMOJYyYeHHbI U3 eBpO-
neiickoro tuca Taxus baccata, Obut pa3paboran B 1986 1.
HecmoTpst Ha mpUHAAIEXHOCTb K OMHOMY KJIacCy CO-
€IVMHEHUN U ONWHAKOBBII OCHOBHOM MEXaHU3M Jeii-
CTBUSI, MIpemnapaThl pa3jinyaloTcs Mo MPOUCXOXIEHUIO,
MOJIEKYJISIpHOI (hapMakojoruu, ¢GapMakOKMHETUKE,
aKTMBHOCTU M TOoKcuM4HocTU. O0a mpemnapaTta obJa-
JIal0T aHTUAMOITOTUYECKUM CBoMcTBOM. JlokazaHa u
KJIMHUYECKU TIOATBEpPXKIeHA HEIOJIHasI MepeKpecTHas
PE3UCTEHTHOCTb K 3TUM Tpernaparam.

Wmerotcst Takke pasanuusi B TOKCUYHOCTU U Jie-
KapcTBeHHOM B3aumopeiicTBuu. [1pu ucnoib3oBaHUU
MakKJIWTaKcesa OTMeUYeHa 0oJiee BBICOKAsl 4acTOTa BO3-
HUKHOBEHUSI MUAITUIA U HEUPOTOKCUUYHOCTU. B TO Xe
BpeMsI 4acTOTa HEUTPOMNEHUHU BBILIE B CXeMax C JI0lie-
TakceaoM. CyIIeCTBYIOT pa3inuMsl U B KapAUOTOKCUY -
HOCTU: B OTJIMYME OT IOLIeTaKcea MpU MOoCcae10BaTeb-
HOM Ha3HAUYeHMM MakKIWTaKceada UM aHTPaLUKIUHOB
(oKCOpyOUTINH/2MMPYOUIIMH) BBISBICHO yBeIUYeHNE
KapAUOTOKCUYHOCTH.

B TeueHue nocienHero AeCITUJIETUSI B Tepanuu
PM2K rHTEeHCUBHO UCIOB3YIOT TakcaHkl. [Tocie ycra-

HOBJIEHMSI aKTMBHOCTM makiutakcena (19—44%) |9,
10] u mouerakcena (19—46%) [11—13] B caydasix pe3u-
CTEHTHOCTH K aHTPAlUKIUHAM MIPU METACTATUYECKOM
PM2XK (MPMX) 6bl11 co3paHbl KOMOMHALIMM aHTpa-
LIMKJIMHOB C TAKCAaHAMMU.

B paHaoMU3UpPOBaHHBIX CPABHUTEIbHBIX UCCIENO-
BaHwusx 11 ¢a3bl mokazaHbl MPEUMYILIECTBO MPUMEHE-
HUS KOMOMHAUWI aHTPAUUKIUHOB C JOUETAKCEIOM U
MPEUMYILECTBO WX paBHasA 3(PHEKTUBHOCTH KOMOU-
HalUi aHTPALUMKIMHOB C MAKJIUTAKCEJIOM IO CpaBHE-
HUIO C aHTPAUMKIMHOBBIMU CXeMaMU 0€3 BKITIOUECHUS
TakcaHOB (Ta0. 2).

Taomma 2. Hcnoavsosanue komoOuHayui GHMpayuKAUHO8 ¢ MAKCana-
mu npu MmPM2K 6 cpagnumenshvix uccaedosanusx 11 gazo

Komounauus HccnenoBanue, aBTop
C nouerakcenom:
AT > AC Nabholtz [10]
TAC > FAC Mackey
ET > FEC Bonneterre [11]
AT > FAC Bontenbal
C MaKJIMTaKCeIoM:
AP > FAC Jassem
EP=EC Luck, Carmicael
AP=AC EORTC, Biganzole
EP > FAC Gennari
EP > EC Konecny

[MonmydyeHHbIe pe3yabTaThl MPOAEMOHCTPUPOBATIU
06Jb1IYI0 3(PHEKTUBHOCT TAKCAHOBBIX KOMOWHALIMIA
U OCTOBEPHOE YBETMYEHNE BPEMEHMU JIO TTPOTPECCUPO-
BaHug [14].

ITo manHbIM pa3HbIX aBTOpOB [15—17], Gmaroma-
ps IPUMEHEHUI0 KOMOWHAIMI TTaKJIUTaKCceNa C JOK-
COpyOMLIMHOM 00BeKTUBHBIN 3bhdekT (0D) ynanroch
Moayduthb y 64—86% GonbHbix MPM2K. AHajiorn4Hbie
naHHble (n=57, 88%) momy4eHbl U MPU MCMOTb30BA-
HUM KOMOWHAIMM JOlleTaKcela ¢ aHTPalMKIMHAMU
[18—21].

ITokazarenbHbie pesyasraThl JedyeHuss MPM2XK er-
JI1 B OCHOBY WCCJIEIOBAaHUI 1O TIPUMEHEHWIO TAKCAHOB
B COCTaBe aIbIOBAHTHBIX M HEOATbIOBAHTHBIX PEXXUMOB.

Ilaxaumaxcea 6 adsiogaHmuoil u Heoadsl08aHMHOU
XT 60avnbvix PM2K

B HacTosimee BpemMs ONMyOJIMKOBAaHBI Pe3yIbTAaTHI
PaHIOMM3UPOBAHHBIX MCCICIOBAHUI, ITOCBSIIEHHBIX
HCIIOJIb30BaHUIO MTAKJIUTAKCENIA B a/bIOBAHTHOI M HEO-
anbroBaHTHOU XT nmauueHTok ¢ PM2K (Tab. 3).

OmHO M3 TMEpBHIX MCCICTOBAHMII 1O IIPUMEHEHHIO
MakJjMTakcesaa B aabloBaHTHOU XT ObUIO MPOBENEHO B
OnxkonoruueckoM HeHTpe CinoyH Kerrepunr (MSKCC).
HccnenoBanue MSKCC Bkiouano 42 6osbHbie PM2K
¢ nopaxeHuem >4 JIY. Bce mauudeHTKU OTHOCWIMCH K
TpYIIIe TTOBBIIEHHOTO pucKa. B mocieonepallnoHHOM
repuoe OONMbHBIEC MTOCIEIOBATEIPHO B TeueHNe 18 Hen
nmoyiyyajau 3 Kypca JoKcopyoumiuHa B mosze 90 mr/m?
1 pa3 B 2 Hex, 3aTeM 3 Kypca nakiauTakcenaa — 250 mr/m?
(24-4acoBas uHdy3us, 1 pa3 B 2 Hen), Aaiee 3 Kypca Liu-
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Taomana 3. Pesyavmamol npumerenus naKaumarkcena 6 a0sl08aHMHOI
XT 60oavHbix PM2K

HUccnenosanue, Pannomusanus Pesyasratsi
aBTOP
S-netuue: npu AC—P —
CHMXKCHHUE pUCKa CMEPTHU
S Ha 13% (p=0,032), OB
CALGB-9344 " oMHaKkoBa; mpu PO:
(n=3121) BPB — 65% n1st AC 1 70%
ACx4—Pxd 1 ACSP (p=0,0023),
OB — 77% nnst AC u 80% mst
A—CP (p=0,006)
AC x4 S-netnue: BPB 72% nipu AC
yls:ggg)?-zg u 1176% nipi AC — P (p < 0,05),
ACx4—P OB — 85% B 00eux rpymmax
FAC x 8

M.D. Anderson
(n=524)

- 4-netusis BPB omnHakoBa —
P x4 — FAC x 4 81,51 85,2% (p=0,2)

Ilpumenanue. A — doxcopybuyun, C — yukarogocgan, P — nakaumax-
cen, F-5 —5-¢pmopypayun, P9 — peyenmopui sacmpoeena.

kinodocdamuaa B mose 3000 mr/m? 1 pa3 B 2 Hel Ha hoHE
TpreMa TPaHYJIOLUTAPHOTO KOJOHUECTUMYJIUPYIOIIETO
dakropa (I'-KC®) B 3—10-if JHM KaKIOro U3 KypCOB
JieyeHus. HaGmonanach 3HaYMTeIbHAsI, HO HOTEHUIA A b-
HO TIpyeMIeMasi TOKCUYHOCTb, Yallle IPYTUX MOOOYHBIX
SIBJICHWI BO3HUKaNM (eOprIbHas HEUTPOIIEHUS U aHe-
musl. [1pr3HaKoB pa3BUTHS 3aCTOMHOM cepaedyHO HeIo0-
CTaTOYHOCTH, a TaKXe JICTAJIbHBIX MCXOMOB He ObLIO0. 3a
4-1eTHMI1 TIepro I HaOMIOACHUS BBKMBAEMOCTh O€3 ITpH-
3HAKOB 3200JIeBaHNST OOJIBHBIX 3TOM IPYMIILI (B CpEIHEM
nMeBIInX 8 mopaxkeHHbIX JIY) cocraBmna 78% [22].

B panbHeiilliem B KauecTBe aJIlTEpHATUBHOM TakK-
TUKU U3y4alu MHTEHCU(UKALMIO CYLIECTBYIOLIUX pe-
xumoB XT nyreM yBeanM4yeHUsI pa3oBOil 103bl, 1030BOM
WHTEHCUBHOCTU WJIX ITOCIEIOBATEIBHOTO MPUMEHEHUS
CXeM U TIperaparoB, He 00aNAI0NINX MTEPEKPECTHON pe-
3UCTEHTHOCTBIO, TAKMX KaK MaKJIUTaKCe].

CrenctBueM SIBWIOCH KCCJICIOBAHUE, BBITIOJHEH-
Hoe Cancer and Leukemia Group B (CALGB 9344), B
KOTOPOM OIICHUBAJIM M YBEJWYCHUE M03bI CTAaHAAPTHOM
cxeMbl XT ¢ BKIIIOUEHVEM aHTPAUUKIMHOB, U TTOCIEI0-
BaTeJIbHOE 100aBIeHME NaKJIUTaKce a. bbuio mpoBenIeHO
CpaBHEHME 2 PEKMMOB aIbIOBAHTHOIO JICUCHMS, OIUH
13 KOTOphIX BKIodan 4 nukia XT JoKCOpyOMLIMHOM U
ukiodocdanom (AC), a npyroit — 4 nukina XT mokco-
pyoMLIMHOM M LMKIIo(pochaHoM 1 4 — TaKCOJIOM B J103€
175 mr/m2. MHOro(hakTOpHBIi aHAIU3 IPU MeIaHe Ha-
omoneHus 30 Mec Mokasajl, 4yTo MocjenoBaTeIbHOE 10-
OaBJeHMe TMaKJIWUTaKcena K cTaHaapTHOMy pexkumy AC
3HAYMMO CHIDKAeT OTHOCUTEIbHBIN PUCK BO3HUKHOBE-
HMsI peryanBa u cMepTr Ha 22 1 26% (p=0,0022 1 0,0065
cooTBeTcTBeHHO). K 52 Mec HabOmOmeHMsI OTMEYEHO
CHIDKEHME pHCKa Pa3BUTHS peLIMIVBa 3a00JIeBaHUS 10
13% (p=0,032) u pucka cmeptu 10 14% (p=0,075) 1o
CPaBHEHMIO C STMMH TIIOKa3aTeJIsIMA B KOHTPOJBHOM
rpyrme. [lpy aHanmu3e BBDKMBAEMOCTU B ITOIYJISILIMH
OOJIbHBIX, TIOJTYJaBIIMX JAHHBIN BUA JeueHus (n=3121),
OBLIO YCTAaHOBJIEHO, 4YTO [00aBJIEHME MaKIUTaKceaa

CITIOCOOCTBOBAJIO MOBBIILIEHUIO 5-j1eTHeir BPB (¢ 65 1o
70%, p=0,0023) u OB (c 77 no 80%, p=0,006) TONBKO
y TIAIMEHTOK C OTPUIIATENIbHBIMU PELETITOpaMU 3CTPO-
T€HOB 1/Win TiporectepoHa. [1pu olieHKe MpuMeHeHUsI
Pa3IUYHBIX A03 JOKCOPYOUIIMHA BBISIBJIEHO, YTO TIOBBI-
IIeHHe Pa3oBoi 103kl >60 Mr/m? He BiusieT Ha BPB — ot-
HomeHue pruckoB — OP 0,98 (95% moBepuTeTbHBIM WH-
tepBast — AN 0,8—1,18), p =0,8). [Tpoduab No60UHBIX
3¢ ¢eKTOB y OOJIbHBIX, MOJyYaBIIMX MAKJIUTAKCE MOCIIe
AC, 6bL1 COMOCTaBUM € TaKOBBIM NTpU MOHO-XT makiun-
Takcesom [23].

CxonHble pe3ysbTaThl MOJMydeHbl M B aHAIOTUIHOM
no auzaiiHy ucciegoBaHun NSABP-28 [24]. Ilaruner-
Hsist BPB coctaBuia 72% B KOHTPOJIBHOI TpyIine u 76% —
B Ipymre O0JbHBIX, MOTydyaBlmMX nakimrakces (p=0,008),
OB (85%) 6bL1a omMHAKOBO# B 00eux rpyrax (85%).

B HeGonbuIOM uCCienoBaHUM, MPOBENEHHOM B OH-
kosornyeckoM 1ieHTpe M.D. Anderson [25], cpaBHuBa-
JIA aJbIOBAHTHYIO Tepanuio § mukiamu no cxeme FAC
(5-dropypauui, 1oKCOpyOuLIMH, LUKIodocdaH) ¢ Mo-
cineonepauroHHoi XT, coctosiBiiei U3 4 HUKJIOB MOHO-
Teparyu MakjuTaKcesa ¢ oCeAyIOIMM TPUMEHEHUEM
4 uuknoB no cxeme FAC. JlobaBineHue makjiuTakcesa
MO3BOJIMJIO CHU3MTh PUCK Pa3BUTUS pelnanBa Ha 26%,
OITHAKO 3TO HE MPUBEJIO K YBEJIMUEHUIO BELKMBAEMOCTH.
YetoipexsieTHsiss bPB Obuta ogHaKoBoI B 00euX rpyr-
nax (81,5% — P—FAC u 85,2% — P—FAC, p=0,2).

L. Gianni u coabr. [26] B 2009 ©. ipencTaBuIn pe-
3yabTaThl 0osbIIoro EBporeiickoro KooneprpoBaHHO-
rO KCCIAENOBaHUS MO JieyeHUto omepadenbHoro PM2K
(ECTO), uenplo KOTOpOro ObLIa OlLIEHKA IpeuMyllle-
CTBA MpU N00aBIEHNN TTAKJINTAKCEA K aHTPalMKIMHAM
B agbloBaHTHOM M HeoambloBaHTHON XT. IlammeHTkM
¢ onepabeabHbiM PMZK (n=1355) nyrem paHmomusa-
LMY ObLTU pasaeneHbl Ha 3 JiedyeOHble rpynrbl. [lepBas
rpyTITa rmojryJaa ieueHue 10 CXeMe — OTiepallysi, 3aTeM
aIbIOBAHTHO 4 1IMKJIA JOKCOPYOMLMHA B 103€ 75 MI/M?
u nocienoBareabHo 4 nukiaa CMF, 2-g rpynna — one-
pauwust, 3ateM 4 kypca AT (mokcopyouuuH — 60 mr/m>
+ maknurakcen — 200 mMr/m? — 3-vyacoBast UHDY3MsI) U
3aTeM 4 kypca CMF, B 3-i1 rpymnmne npoBOAWIN HEOAIb-
oBaHTHYIO0 XT B pexuMme aHaJIOTMYHOM IS 2-U TpyIi-
TIbI, @ 3aTeM BBITIOJIHSIN orepaivio. Bee maimeHTku ¢
TOPMOHOPELENTOP-TIOJIOKUTETBbHBIMUA OITYXOJISIMU  T1a-
paJUIeIbHO TIONTyJaiu HIOKPUHHYIO Teparnuio. [Tocre
HeoaabloBaHTHOM XT 4acToTa MOJIHBIX MaToMopdoJio-
TMYECKMX perpeccuii coctaBuia 23,8%, GOMbHBIM 3TOI
TPYTIIBI Yallle BHITTOIHSUIA OPTaHOCOXPaHSIOIIINE OTlepa-
LIMU, YTO HE COMPOBOXIATOCH POCTOM YaCTOThl BO3HUK-
HOBEHMSI MECTHBIX PELIUINBOB.

PesynbsraTel TpomoyrKaommxcst UcCaea0BaHN UMe-
10T Ype3BbIYaiiHO OOJBIIOE 3HAYEHUE IS OTIpEeNe/IeHUS
poJIu M MecTa NakauTakcena B anbioBaHTHOU XT PM2K.

ObGEeKTUBHOCTh MPUMEHEHUS TepLEeNTUHA MpU
Her-2-nonoxurensHom PM2K yxe He BBI3BIBAaET CO-
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MHeHUi1. Pe3yisrathl 0qHOTO M3 HECKOJIBKUX KPYITHO-
maciTabHeix uccnenoBaHuii (HERA) mno ompenene-
HUIO 3()GEKTUBHOCTA UCTIONB30BaHMS TepIeNTHHA B
KauecTBe aIblOBAHTHOM Tepanuu y XeHInuH ¢ Her-2-
nojioxutenbHbIM PM2K Ha paHHUX CTaausIx MokKasaju,
YTO BBDKMBAEMOCTb 0€3 MPU3HAKOB 3a00yieBaHUsT ObLIa
3HAUUTESLHO OOJbIlIE Y MAlMEHTOK, KOTOphbIE B Tede-
HUe | roza nocsie agblOBaHTHOM WM HEOATbIOBAHTHOM
XT nosy4yanu repuenTuH, YeM y OOJIbHBIX, MOTyYaBIINX
TOJIBKO abioBaHTHYIO X T ¢ BKItoueHueM takcaHoB (OP
0,54) [27].

KoMOVHMpOBaHHBINM aHATU3 JBYX aHAJIOTUYHBIX
uccnenoannii — NCCTG9831 u NSABP-31 — mpo-
JNEMOHCTpUPOBaJI cyllecTBeHHoe yBeauueHue OB (OP
0,67) B rpymmax MauMeHTOK, MMOTyYaBIIUX TepLEITUH B
KOMOWHALMU ¢ 4 KypcamMy NakKJIMTaKces1a MocJye JeueHus:
JIOKCOPYOULIMHOM U LIMKJI0(ochaHOM ¢ MOCAEAYIOIUM
TPOJIOKEHUEM TEPATTMU TEPLIENITUHOM OOIIEH [UTUTETb-
HOCTBIO 10 | rofa, Mo CpaBHEHUIO € TPYIONM, MOTy4aB-
et Tonbko XT [28].

CHuXeHMe pucka pa3BUTUSI paHHETO peruaruBa
npubaM3UTeIbHO Ha 50%, BBISIBJIEHHOE B XOIE BCEX OTUX
WCCIENIOBAHUI, CIIOCOOCTBOBAJIO TOMY, YTO TepLIENTUH
CTaJIV ITMPOKO IMPUMEHSITh B 3TbIOBAHTHOM Teparuu.

B HacTosiiee BpeMst makJIUTakces aKTUBHO U3Y4atoT
B HEOATbIOBAHTHBIX (TIOC/IENOBATEbHBIX, YIJIOTHEH-
HBIX, eXeHeeNbHBIX) pexumax jJedyeHuss PMXK, onHako
MOJTyYeHHbBIE PEe3YJIBTaThl HEOMHOZHAYHBI.

HeoanvloBaHTHast  (MpegonepaloHHast) Jiekap-
cTBeHHas Tepanusi PM2K HanpaBieHa Ha yMeHbllIeHUE
o0beMa OMyXoJiv, pa3MepoB U 4uncja MopaxeHHbIX JIY,
JOCTVDKEHUE TIOIHOTO WJIM YaCTUYHOTO Mopdosornde-
ckoro 3¢ deKTa 1 yBeJIMuYeHne BO3MOXHOCTY BbITIOJIHE-
HUSI OPraHOCOXPAHSIOIIUX onepauuii mpu PM2K.

B uccnenpoanuu MDACC 94-002, BkmoyaBiiem 174
MaLMEeHTKU ¢ onepadenbHbiM PM2K, cpaBHuBamu addex-
TUBHOCTb MpoOBeAeHUs1 4 KypcoB HeoaabloBaHTHOWM XT
MaKJIUTaKCEeNIOM B 03¢ 175 Mr/m? Kaxkaple 3 Hef U 4 Kyp-
coB FAC B cTaHgapTHOM peXuMe y OOJbHBIX MEPBUYHO-
onepadenbHbiM PM2K. YacTtoTa AoCTMKEHUSI KIMHUYE-
ckoro OB U MOMHBIX MaTOMOPGOTOTUYECKUX PETPECCUIA
Oblj1a OIMHAKOBOM B 00€MX rpyrrax, He ObLIO BbISIBJIEHO U
CTaTUCTUYECKM 3HAYMMBIX pa3inuuii B okaszatessix bPB
npy HabmoaeHuu B TeueHue 48 mec. Heckonbko 60b-
1eMy 4KCiTy NMalueHToK (B MOATPYIIe, MOoTyJYaBIeii ma-
KJIUTaKCceN) ObUTU BBITIOJIHEHBI CEKTOPAJIbHASL PE3EKIUS U
akcwuIsipHas auMdoavccexuys [29].

Hcrnonb3oBaHue MNakiuTakceaa B €XEHEACIbHOM
pexume B TeueHue 12 Hem mepen omnepauueil croco0-
CTBOBAJIO YBEJIMUEHUIO YACTOTHI MOJTHBIX TTATOMOP)OII0-
rudeckux perpeccuii ¢ 13,6 10 29% (p < 0,01) o cpaBHe-
HUIO CO TAaKOBOM TpY CTAHIAPTHOM €To BBefieHnH | pa3
Kaxabie 3 Hen [30].

B MynBTMIIEHTPOBOM pPaHIOMU3UPOBAHHOM UC-
cyiefioBaHuM, mpoBefeHHOM Bo DpaHIuu, cpaBHUBAIN

3(hheKTUBHOCTh HEOABIOBAHTHOTO JIEYEHUSI TI0 CXEMe
AC — 4 kypca co cxemoit AT — 4 kypca (10KCOpyOULIVH B
npo3e 60 mr/m? + maknurakcen — 200 Mr/m?) y 247 601b-
HBIX MECTHO-pacnpocTpaHeHHbIM PM2K. OD cocraBun
66% B rpymme AC (mosnHas maroMopdosIoruyeckas pe-
rpeccust — 10%) u 83% B rpyre AT (mojiHast TaToMop-
donornueckas perpeccust — 16%). Xupypruyeckoe BMe-
IaTEeJIbCTBO YAATOCH BHITIOJHUTD Y 45 1 56% MalMeHToK
COOTBETCTBEHHO. BO3HMKHOBEHME KapAMOTOKCUYHOCTU
3aprkcupoBaHo B 5 u 8% ciydaeB B rpymnmax AC u AT
COOTBETCTBEHHO [31].

B uccaenosanun AGO (n=678) [32] mocie paHao-
MU3ALMY TTAIUEHTKY TIOJTyJaiv HeoabloBaHTHYIO X T 110
OnHO u3 cxeM: 1) 3 rKJ1a MOHOTepanuu SIUPYOULTMHOM
B 103e 150 mr/m? kaxabie 2 Hen ¢ oaaepxkoi ['-KCd
C TIOCTIEAYIOIIUMHM 3 LIMKJIAMUA MOHOTEPATTAN TTAaKJINTAK-
cesioM B 03¢ 250 Mr/m? Kaxaple 2 Hell C MOIIePKKOIA
I'-KC®; 2) 4 umkina o cxeme snupyouH — 90 mr/m? +
nakaurakcen — 175mr/m? kaxapie 3 Hea. Ilocie omnepa-
LUK BCeM OOJIbHBIM TIPOBOJAWIIN 3 1IMKJIA alblOBAaHTHOM
XT no cxeme CME IlonydyeHHbIe pe3ybTaThl ITOKa3alu
CTaTUCTMYECKN 3HAUYMMOE TIPEUMYIIIECTBO MCIIOIb30-
BaHUSI TIOC/IEIOBATEIbBHOIO MHTEHCUBHOTO PEXMMa TI0
CpaBHEHMIO CO CTaHIapTHOM KoMOuHarueir: OD Hab0-
Jancs y 68 u 59% 60bHBIX, TTOJHBIE TATOMOPdOIOrye-
ckue perpeccun —y 18 1 19% (p=0,03), mosnst opraHOCOX-
paHstoIMX oreparmii coctapuia 61 u 50% (p=0,016).

Ha ceronmHsiiiiHuiil eHb MPOBOIAT aKTUBHOE M3yde-
HMe 0e3aHTPAlMKIMHOBBIX HEOabIOBAHTHBIX PEXMMOB
JieueHus1 Ha ocHoBe makiuTakcena. Tak, X. Chen u co-
aBT. [33] B 2010 r. npencTaBun pe3yabTaThl peaornepa-
LIMOHHOTO TIPUMEHEHUS! MaKIUTaKcesa B g03e 80 Mr/m?
B coueTaHuu ¢ KapooratTuHoM AUC?2 B exxeHeneTbHOM
pexkxume y 107 manmeHToK, 85,2% W3 KOTOPBHIX UMEIH
111 craguio PM2K. OD 6bL1 focTurHyT B 86,1% ciiydaes,
u3 Hux 32,4% — monHas perpeccust. [laTomopdoioru-
YecKUi MoJHbINA 3¢ deKT nmocie mpoBeAeHUs 4 LIUKIOB
JiedyeHust ObUT moydeH y 19,4% GonbHbix. Ciiydaun pas-
BuTusl HeuTponeHuun III—-IV creneHu 3aperucTpupo-
BaHbl y 40,2% manueHToK (Y OmMHOI 60JIbHOM OTMeYeHa
(ebpunbHas HelTpornieHus). Bo3HUKHOBEHUE BbIpa-
JKEHHBIX aHEMUU Y TPOMOOLIMTOTICHUM Ha0II01a10Ch B
4,7 1 0,9% ciy4aeB; pa3BUTUS [JYOOKOM nepudepuye-
CKOIi TIOJIMHENPOTIaTUM HE 3apervCTPUPOBAHO. ABTOPBI
OTMEYAIOT, YTO BBIPAXEHHBIN MaTOMOP(OIOTMUECKUIA
3¢ dexT umMen MecTo faxe Mpu TaKKUX MPOTHOCTUYECKU
HebJaronpusTHbIX BapuaHTax PMIK, kak peuentop-
OTpULIATEIbHBIN (TOHAsT TaToMopdooruyeckas pe-
rpeccust — 32,6% npu PO- u 30,6% — nipu peLientopax
npocterepona — PI1-), TpoitHoii HeratuBHbIN (33,3%) 1
Her-2/neu-nosutusHeiii (40%).

ITo pesynsraram 11 das3bl uccaenoBaHus MO U3yYEHUIO
adekTuBHOCTM 1 O€30MaCHOCTH TIPUMEHEHUS] CXEMbI
JanatiHuo B mo3e 1500 Mr/cyT B TeueHue 14 mHeit, 3aTeM
nakymrakces — 80 Mr/mM? Ha IpOTsKeHUH 12 Hel B Heoab-
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IOBAaHTHOM pexuMe y 45 MalrMeHTOK ¢ TUMepaIKCIpeccueit
Her-2/neu(+) u EGFR(+/-), OD cocrasui 78,6% (mato-
MOp(hOJIOrMueCKUii MOJHbIA 3¢ ekt — 18,2%). U3 ociox-
HeHuii otMedeHbl quapest (111 crenenu — B 55% ciydaes),
ChIIb, AJIONELUs U TOIIHOTA [34].

Jlouemaxcen ¢ adsrosanmnoil u neoadvrosanmmnoi XT
PM2K

B Hactosiiiee BpeMsi Ha OCHOBaHUM PE3YJIBTATOB
TPOBEACHHBIX KIIMHUYECKUX MCCIIEOBAaHUN YOCIUTETb-
HO JTIOKA3aHO TPEUMYIIIECTBO MPUMEHEHUST albIOBAHT-
HOW Tepanuu ¢ BKIIOYEHMEM JOleTakcela B JIEYEHUN
60bHbIX PM2K. Ocoboe BHUMaHME 3aCIyXKUBAalOT HC-
cnenoBanust BCIRG 001, BCIRG 005 u BCIRG 006.
B mexnmyHaponHoM uccnenoBanuu III ¢azer (BCIRG
001) cpaBHUBaJIM 2 peXxyMa aablOBAHTHOTO JIEYEHMUSI
PMX (T1-3N1MO0): gouerakcen + DOKCOpYyOULIMH +
uukinodocdan (TAC — 6 1ukioB) u 5-dpropypaumn +
JpokcopyounnH + nukinodocpan (FAC — 6 LMKIOB).
B uccnenosanue obi1a BkitouyeHa 1491 6onbHas. Crpa-
TUDUKALIMIO OCYIIECTBIISUTA TI0 YWCITY TOPaKeHHBIX
JIV. TlatuneTHsia BBDKMBAEMOCTh 0€3 MPU3HAKOB 3a-
6onepanus B rpynmnax TAC u FAC cocrasuna 75 u 68%
(»=0,010), OB — 87 u 81% (p=0,080) cCOOTBETCTBEHHO.
[1pu 5TOM pUCK Pa3BUTUS peLIMIVBA CHIDKAICS Ha 28%,
a puck cmepti — Ha 30%. [locToBepHOE YBEIMUYECHME
BPB mnpu ucnonb3oBaHUM AolieTakceaa HabI0nano0Ch
Kak IpU peLenTop-nojaoxuteabHbix (p=0,0076), Tak
U Tpu peuentop-orpuuateabHbix (p=0,0297) omyxo-
nsix, nmpu Her-2-otpunarensHom (p=0,046) u Her-2-
nojioxutenabHoM  (p=0,0088) peLienTopHOM cTaTyce
(tabn. 4) [35].

Tadmua 4. BCIRG 001 — anaaus 5-remueit 5PB

ITokasaren OP TAC/FAC, % P
Menuana OB 87/81 0,008
BPB 75/68 0,0010
Yucno nopaxeHHbIX JIY:

1-3 0,61 0,0009

>4 0,83 0,17
TopMOHOPEETITOPHBIIA CTATYC OTTYXOJIH:

TIOJIOXKUTETBHBIN

L 0,72 0,0076

OTpULIATEIbHBII 0.69 0.003
Craryc Her-2/neu:

MOJTOXUTETbHBIN 0,6 0,0088

OTpULIATETbHBIN 0,76 0,046

Y naumentrok ¢ PMXK 6e3 nopaxenust JIY, HO ¢ BbI-
COKVMM PHCKOM Pa3BUTHSI PELIUIMBA TIPUMEHEHUE TOTO XKe
pexvMa TAC 66110 60stee 3(h(HEKTUBHBIM MO CPABHEHUIO C
FAC (uccnenoBanne GEICAM 9805). B aTom nccrnenoBa-
Huu S5-netHsist BPB cocrasuna 91% nipotus 86% (p=0,02),
a OB — 97% nipotuB 95% (p=0,27) coorBeTcTBeHHO. [1pO-
punakrnueckoe npumeHenue ['-KCD ¢ nepsoro Kypca XT
no cxeme TAC crnocobCTBOBAIO 3HAYUTENILHOMY COKpalle-

HUIO YacTOThl BO3HMKHOBEHUsT (peOpUTHbHBIX HEUTpore-
Huii (¢ 24,6 10 6,5% cootserctBeHHO, p=0,0001) [36].

N3ydyeHue ncronb30BaHus TOLIETAKCea B aTbIOBAHT-
Hol Tepanuu ObL10 npoaoskeHo B uccnenoaHi BCIRG
005, B koTOpOM OLIeHUBaN 3(PGHEKTUBHOCTb MPUMEHEHUS
6 kypcoB TAC B cpaBHEHUU C MOC/I€A0BATEIbHBIM HA3HA-
yeHueM B pexuMe 4 kypca AC, 3atem 4 kypca T (mouerakcen
B no3e 100 mr/m?). B ucciienoBaHvie GbUIM BKIIIOUEHBI 3298
MAlUEHTOK ¢ MeTacTaTuyeckKu u3MeHeHHbIMU JIY (N+) u
Her-2-orpuiiatensHbivu omyxonsivu. Oba pexxuma oka-
3a1Kch paBHO3Gb(EeKTUBHBIMU: S-ieTHsIsT BPB cocraBuna
78,9% B rpyre TAC u 78,6% B rpynne AC—T, OB — 88,9
u 88,1% cootBerctBeHHO. 10 3((EeKTUBHOCTH pPEXUM
AC-T He npes3olien craHaapTHbiii pexkum TAC, onHa-
KO YacTOTa CJTyJyaeB pa3BUTHS (peOpMIbHON HEUTpONeHUM
Obu1a 6ostee HU3KOM (8,5 1 17,9% cootBerctBeHHO) [37].

[MocnenoBarennbHOE Ha3HAUEHME JOLIETAKCETa TOCTe
TIPUMEHEHNST aHTPALIMKIIMHOB M3Y4EHO U B UCCIIENOBAHUN
PACSO01. Ha3znauenue 3 KypcoB aolletakcena B goze 100
mr/m? iocsie 3 kypcoB FEC nocToBepHO MpeBocXomuiio 6
KypcoB pexuma FEC o nokazatensim bPB u OB u nipu-
BeJio K 18% CHIDKEHMIO YacTOThI PUCKa BOSHUKHOBEHMUSI
peumnarBa 1 27% COKpAILEHUIO PUCKA CMEPTH Y OOTBHBIX
PMZXK ¢ nopaxxenuem JIY [38].

Crenmyrolieli CTyTreHbI0 B U3yYeHUH PO A0IIeTaKcea
B aIbIOBAaHTHOM JieueHrnr PM2K sBUMCh UccienoBaHus o
M3Y4eHUIO Oe3aHTPALIMKIMHOBBIX cxeM. bosbHble (n=1016)
¢ N(+) u N(-) ¢ npu3HaKaMu BBICOKOTO PUCKA BO3HUKHO-
BeHMsI pelyanBa TOTyJa aTbIOBAHTHYIO TEPaIvio TI0
OIHOI U3 cxeM: 1-s1 rpyrina — jnedeHue 1o cxeme AC; 2-s1 —
o cxeMme TC. Tlpu cpoke HabmoneHus 7 et ObUTH 1oKa3a-
HBbI MIPEMMYIIECTBA MCTIOIb30BaHMs 0e3aHTPAIIMKIIMHOBOTO
pexuma: S-netHsisi BPB B rpyrine TC okazanack 1ocToBep-
HO BbiIlIIe TakoBoii B rpyrme AC (85 u 79% cooTBEeTCTBEH-
Ho, p=0,018); OB cocraBuia 88 1 84% COOTBETCTBEHHO
(p=0,045) — uccnenoanuie USO 9735 [39].

PazpaboTke HOBBIX PEXMMOB O€3aHTPALIMKIMHOBBIX
CXeM aIbIOBAHTHOM Teparuy y OOJBHBIX C TUITEPIKCIPEC-
cueit Her-2/neu TocBAIIEHO KPYITHOE MYJIBTHIICHTPOBOE
nccnenosane BCIRG 006, sxmounBiiee 3222 manyeHT-
ku. bonbHele 1-1 rpynnsl (#=1073) nonyyanu 4 kypca AC,
3areM TMocenoBaresibHo 4 Kypca aouetakcena (AC—T);
MalUeHTKaM 2-ii rpynibl nociie 4 KypcoB Teparvu 1o cxe-
Me AC BBoauM Jouerakcen B 1o3e 100 mr/m? (4 Kypca) ¢
repuenTrHoM — B TedeHue 1 rona (AC—TH); B 3-ii rpynme
GONBHBIM Ha3HAYaIu 6 KypcoB KOMOMHAIIMU TOLETAKCE
+ kapborutatvH + repuentuH — B TedeHue 1 rona (TCH).
ITpu npumenenuu pexxumoB AC—TH u TCH ormeueHO
CHIDKEHHME pHCKa pasBUTHSI pelyamuBa Ha 39% 1o cpaB-
HeHuto ¢ 33% nipu ucnosb3oBaHu AC—T. ITo okoHYa-
HUW UCCNIENOBaHMSI ObUTM ClIeNIaHbl CIIEMYIOIINE BBIBOIbI:
WCTO/Ib30BaHUE TeplENTHHA B aqbIOBAHTHOW Teparnuu
CIMOCOOCTBYET YYUIIIEHUIO BEIKMBAEMOCTH OOJTbHBIX C TH-
repakcrpeccreit Her-2/neu B ormyxommi; 6iraromapst mpume-
HEHUIO 0e3aHTPALMKITMHOBOTO PEKMMA CTaJI0 BO3BMOXKHBIM
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Ha3HaueHMe TepleTITHA B CAaMOM HavaJIe JIEUCHUS B CBSI3U
C OTCYTCTBUEM PUCKA KyMYJISIIIUM KapAMOTOKCUYHOCTH, a
TAKXe CO CHIDKEHMEM YaCTOThl BO3HMKHOBEHUSI CITydaeB
OTNIEHHOUN TOKCUYHOCTH (KApAUOTOKCUYHOCTb, UHIAYLIM-
pOBaHHBIE JIeiiKo3bI) [40].

Ha manHOM 3Tamne mpono/pKaeTcst McCienoBaHue 10
WM3yYEHUIO POJIM TIPUMEHEHUsI aBaCTMHA B KOMOWHAIVN
C TepLENTUHOM U mocienosatenbHoil XT aHTpalMKiIv-
HaMU U JTOLIETAKCEIOM TIPY JIOKAJTM30BAHHOM (HE0aIblo-
BaHTHO) U MecTHO-pacnpoctpaHeHHOM PMZK III cramquu
(amproBaHTHO) ¢ TMMepaKcnpeccueir Her-2/neu. Io nipen-
BaputeabHbIM TaHHbIM (11 (pasa), nonHbl matoMopdoto-
rnyeckuit 3¢ dexT rnoaydyeH y 53% nauueHToK, IPU 3TOM
III creneHb KapaMOTOKCUYHOCTU (CHIDKEHWE (Dpakiuu
BBIOpOCA JIEBOTO XKeJTyJI0uKa) 3aperucTpupoBaHa y 2 us 73
OONBHBIX [41].

Hcnonb3oBaHue JolieTakcena B HEOAIbIOBaHT-
HBIX pEXMMax TakKe OKa3ajloCh TMEePCIIeKTUBHBIM.
Ponp nmouerakcena B mpemonepauuoHHoit XT PMZK
ObL1a M3yyeHa abepAUHCKON TPYIION MccenoBaTenei
(Iotnanausi) B uccnenoBanun TAX-301. Llenb wuc-
clefoBaHUsl — cpaBHeHUE 3(H(MEKTUBHOCTU MPUMEHE-
HUSI CXeM HEOaabIOBAaHTHOU (Ha OCHOBE JOlieTaKcesia)
W CTaHAApPTHON (Ha OCHOBE aHTPAIMKJIMHOB) Teparuu
y OOJIBHBIX, OTBETUBIIMX Ha 4 1IUKJIa HEOAIBIOBAHTHOM
Teparuy C BKIIOYEHUEM aHTPalMKIMHOB. B mccneno-
BaHMe BouLv 159 xeHiuuH. BceM 6onbHBIM Ha | aTare
npooausu 4 nukiaa XT no cxeme CVAP (uukitogoc-
dan B no3e 1000 mr/m? + gokcopyourus — 50 mr/m? +
BUHKpUCTUH — 1,5 Mr/m? + npenHuzonoH — 40 Mr Ha
npotskeHuu S qHeit). Ha I aTane manueHTkam, y KOTo-
pbix 6611 ToNTyyeH OB, comtacHO paHAOMU3allMY Ha3HAa-
yanu 6o 4 nukina CVAP, nu6o 4 uukia noierakcesa
(T) mo 100 Mr/m?; GOJIBHBIM, He OTBETHBIIMM Ha Tepa-
nuto CVAP, npoBoauiuv jeyeHue A0LeTakces oM (4 Huk-
1a). DbdextuBHocTh I a1amna nedyenuns cocrasuia 67%
npu 16% MOCTMKEHUHU MOJHBIX PEMUCCHIA. Pe3ynbraThl
I1 aTana neyeHust MAMEHTOK CBUIETEIBCTBYIOT O TIPEU-
MYIIECTBAX MTPOBENEHMUS TTOCIIEA0BATETLHOTO JICYSHUS C
HCIIOJIb30BaHUEM JIolieTakcesa (TabJ. 5).

Taomua 5. Pesysvmamot aeuenus 60avhvix PMK 6 uccaedosanuu
TAX-301

Cxema Tepanumn
I CVAP CVAP
ORAITTENE 8kypcoe 4kypca—>T4 P
(n=50) Kypca(n=47)
Mopdoornaecku
MOATBEPXKACHHBII IMOJTHBIM 15 31 0,06
sddext, %
OpraHoCOXpaHsIIOIINE 43 67 0,01
omnepaun
5-7eTHsISI BBLDKMBAaeMOCTh, % 78 97 0,04

CormtacHO TIOJTyYeHHBIM PE3YJIETaTaM 4acTOTa TTOJTHBIX
NaToMOPOJIOTMUECKNX PETPECCHiA  OITyXOJu, 3auKCh-
poBaHHas1 y OOJbHbIX, MOJYYaBILMX AOLETaKces, ObLia B 2
pasa BIIIE, YeM B TPYITITE MTAIMEHTOK, TTOYYMBIINX 8 Kyp-
coB no cxeme CVAP. I1pu aHanuze 5-JieTHel BbDKMBaeMO-
CTH BBISIBJIEHO JIOCTOBEPHOE YBEJTMUEHUE €€ B TPYTIIe 00JTh-
HbIx, nmoaydyaBiix CVAP + pouerakcesn, npudeM 67% u3
HUX YIQTOCh BHITTOJTHUTH OPraHOCOXPAHSTIONITNE OTIEpalH,
B TO BpeMs KaK Py JIeYeHUH TOJIbKO 1o cxeme CVAP 6 kyp-
COB JIAHHBII TTOKa3aTesIb cocTaBu 48% [42].

B xome KpymHOTro MeXIyHapOTHOTO WCCIIeNOBaHUS
NSABP-B-27 olieHuBaiM  BAMSIHWE HEOQTbIOBAHTHOM
teparmu gouerakcesnoM (T — 100 mr/mM? — 4 1ukiIa) mocie
MpoBeAeHUs 4 LIMKIIOB HEOATbIOBAHTHOM Teparuu J0KCO-
pyoULIMHOM B f03¢ 60 Mr/m? B coyeTaHuu ¢ Lukiodocda-
HoM — 600 mr/M? (AC) 10 CpaBHEHUIO C HEOAIbIOBAHTHOM
Tepanueii Tosibko 1o cxeme AC Ha BPB u OB. Pesynbratst
TIpeaCTaBIECHbI B Ta0JL. 6.

Tadmana 6. Heoadsiosanmnas mepanus doyemaiceaom (uccredosa-
Hue NSABP-B-27)

Cxema Tepanuu
AC AC ->T
IToka3arens, % n=1533; (n=722; P
-sim 3-9 2-a
o)) Ipynna)
(e)C) 85,5 90,7 <0,001
[TonHbIil 3pdekT 40,1 63,6 <0,001
Mopdosornyecku
MTOATBEPKIAEHHBII 13,7 26,1 <0,001
MOJIHBIM 3(pdekT
[ucTonornvecku
TOATBEPXAEHHbIE 50,8 58,2 <0,01
HeraTtuBHbIE JIY
OpraHocoXpaHsIoIIne 61.6 63.7 0.33
ornepanun

HccnenoBane NSABP-B-27 noka3zano, yto nobas-
JleHue aolerakcena K mnpeponepaivodHoin XT AC npu-
BOIMT K CTAaTUCTUYECKM TOCTOBEPHOMY YIBOEHUIO YMC-
Jia matoMopdonaorndeck nmoiHeix 3¢ dexros (¢ 13,7 no
26,1%), yBEMUEHUIO YaCTOThI JOCTVIKEHUST KITMHUYECKU
MoTHBIX 3(dekToB (¢ 40 10 64%), YMEHBIIEHUIO YaCTOThI
BbIsiBNIEHUs1 MeTacTa3oB BJIY. [stunerHsis bPB cocraBuna
71,1 1 70% nJist TPy € TIPe/I- U TOCIIeoNepaliOHHBIM Ha-
3HaYeHUEM JolieTakcesa U 67,7% — JJIsl TpYIbl, IPUHM-
masieit AC. B cBSI3u ¢ HETOCTaTOUHBIM YUCJIOM OOJIbHBIX
(<10 ThIC.) pa3HMIIA HE MOXET CUUTATHCS CTATUCTUIECKU
JiocToBepHoit [43].

ITo maHHBIM aHIIO-KEJBICKOIO MCCIEN0BaHuUs, y 363
MALMEHTOK, MOTyJaBIIMX 6 KypcoB HeoamabloBaHTHOM XT
anprabacTUHOM B KOMOMHAIIMY C JIOIIETAKCEJIOM, OTMeUe-
HO TIPEUMYIIECTBO 10 CPABHEHUIO C OOJILHBIMU, KOTOPHIM
ObLH TipoBeieHbI 6 KypcoB AC. Kimanyeckuii OB gocTur-
HYT Y 70% GOJIBHBIX TI0 CPaBHEHUIO € 61% COOTBETCTBEHHO
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(p=0,006), 13 HUX MOJHBII MaToMOpdOIOrMIecKuii 3¢-
(exr 3aperucrpuposat B 20% ciydaeB 10 CPaBHEHUIO C
17% — nipu ucnons3oBaHuu cxeMbl AC (p=0,61) [44].

Pesynsratel uccnenoBaHusi GEPARDUO, BkimounB-
mwero 913 6omeHbix PM2K (T2—3N0—2M0), nponeMoH-
CTPUPOBAIV TIPEUMYIIIECTBO MOCIIEIOBATETHHOTO IIPUMEHE -
Hus cxeM (AC — T) o BceM mokazartesisiMm 3hEeKTUBHOCTU
JieYeHUs B CPaBHEHUU C OMHOBPEMEHHBIM BBEICHUEM JTOK-
copyouiiHa M JoieTtakcesa. OcoOeHHO YOemuTeabHOM
ObLTa YacTOTa MOJTHBIX MATOMOPGOTIOTMIECKMX PETPECCHIA,
YTO JaeT HaNEeXKTy Ha yJTydIlieHUe OTNAJICHHbIX Pe3yJIETaTOB
JiedyeHus (Tao. 7) [45]. TTpoBeneHue B rpeaoriepalioHHOM
nepuone 6 kypcoB XT amupyOuMLUMHOM B 103e 75 Mr/M? B
KOMOMHaLmK ¢ mouetakcenom — 75 mr/m? (ET) y 292 narm-
€HTOK ¢ MecTHO-pacrpocTpaHeHHbIM PM2K (I-I11 cranuu)
HIMEJIO IIPENMYITIECTBO TIO PsiTy TIOKAa3aTesiel 1o CpaBHEHUIO
¢ Ha3HayeHreM 3 KypcoB aHastornyHoi X T. TTomyyeHs! yoe-
JUTEJTbHBIE TaHHbBIE: MOP(hOIOrMYECKH MOTHbIE 3(h(HEKTHI B
rpyrae 6-ET Habmonamce y 18,6% 60nbHbIX poTuB 7,7%
B rpyme 3 kypcos ET (p=0,0045) [46].

Tadmna 7. Pesyssmamol uccaedoganus GEPARDUO (n=913)

Cxema Tepannn
A50+T75 AC
Tlokasarenn, % 4 kypea, 4 xypca, p
onepawnsi T 4 kypca,
onepanus
08:
TMaJbIaTOPHO 75,2 85 < 0,001
PEHTIEHOJIOTMYECKH 68,6 78,6
MOp(fl;)()jIOl‘H‘leCKI/I 7 14,3 <0,001
MOJHBIN 3 deKT
OpraHoCOXpaHSIOIINe 65.8 751 <0,005
orepaun

¥ 6onbHbix PM2K Her-2/neu(+++) takke oTMedeHa
BbICOKAsA 3((MEKTUBHOCTb KCIOIb30BAHUSI KOMOWHAIIUU
JIOLIETAKCEa C TPACTy3yMaOOM B HEOABIOBAHTHOM PEXMU-

Me. DTU JaHHbIE MOATBEPKIEHBI MHOTOLICHTPOBBIM SITTOH-
CKUM UCCJIeIOBAHUEM, KOTOPOE MTOKA3aJ10, YTO Mpy OO1Iei
KIMHAYECKON 3((DEKTUBHOCTU JIEUEHHSI, TOXOMAUIEH 0
90%, nocTrKeHHe TIOTHBIX MOPMOIOTMUECKUX PerpeccHii
HaOJTIOIAIOCh I Y 21% nateHTok [47].

IlepcrieKTUBBI OTKPBIBAIOTCS B CBSI3U C TIOSIBJICHU-
€M HOBBIX TAaKCaHOB, TaKMX KaK aTbOYMWHCBSI3aHHBIA
nakymtakcen adbpakcan (ABI-007), okaszaBuuiicst Gornee
Oe3omacHbIM U 3(HEKTUBHBIM, YEM CTAaHIAPTHBINA MaKIK-
TaKces, UCrosib3yeMblii ipy MPM2K. AGpakcaH mo3BoJisieT
MOBBICUTh KOHLIEHTPALIMIO MAKIIMTAKCENa B OMyXOdU Ha
50%. Hosa mpemnaparta cocrapiser 260 Mr/M?, BBemeHUE
ero 3aHumaeT 30 MUH, IPUMEHEHUST KOPTUKOCTEPOUTHOMN
MpeMEeNVKALIMA He TpeOyeTcs, aJUIEpruYecKUX PeakLvii
MPU €ro UCIOL30BaHUU He Habmoaaiock. [Ipy neyeHnn
abpakCaHOM OTMEYEHO MEHbILIEE YUCIIO CTyYaeB Pa3BUTUS
HelitpornieHuu [V cTeneHu, OIHaKo YacToTa U TSKECTb Held-
pomaThy 3HAYMTENTLHO BhIlLe [48]. EcTb v mepcrneKTUBbI
MPUMEHEHUs abpaKcaHa B HEO- U aTbIOBAHTHBIX PEXUMAX,
MOKAXYT OyIyIlIKie UCCIeJOBAHUSI.

Takum oOpa3oMm, pe3yabTaThl TPOBEACHHBIX U MPO-
JTIOJIKAOUIUXCS UCCIEA0BAHUI CBUNETENBCTBYIOT O MO-
BbIlIEHUU 3(hGEKTUBHOCTU JIeYeHUs onepabebHOro
PMZK mnipu BKIIOYEHUU TaKCAaHOB B COCTaB a’bIOBAHT-
HOM 1 HeoaxbloBaHTHOU XT.

HeobxoquMo TmOAYEpKHYTh, YTO BBIOOP TAKTUKU
JIEYEHUSI TOJIKEH BCeTAa 3aBUCETh OT BO3pacTa, OOLIEro
COCTOSIHUSI, UMEIOLIUXCSI CUMIITOMOB U OOBEKTUBHBIX
JTAHHBIX, TPOTHOCTUYECKUX (haKTOPOB (MOJIEKYISIPHbIE
MOATUIIbI), COMYTCTBYIOIIMX 3a0osieBaHUil U np. B 3a-
BUCHUMOCTU OT ocobeHHocTelt PMXK u coctosiHus na-
LIMEHTKU TaKCaHbl MOXXHO Ha3HA4YaTh KaK B COUETAHUU
C aHTpaUUKIMHAMU (OJMHOBPEMEHHO WJIU TOCJIea0Ba-
TEJIbHO), TaK U 6€3 HUX, B €XXEeHENEeTbHOM U YTUIOTHEH-
HOM PeXUMax, B CTAHIAPTHBIX U BBICOKHUX 103aX, a TaK-
XK€ B KOMILJIEKCE C TOPMOHOTEpanueid, replenTUHOM,
JIanaTUHUOOM, aBACTUHOM U IPYTUMU XUMUOIpenapa-
TaMU Y TAPTeTHBIMU areHTaMM.

1. TepeBomunkora H.W., IToptHoii C.M.,
Crennna M.B., AnypoBa O.A. [opmoHoTe-
parusi paka MoJIOuHoi xesnie3bl. [Tocobue mst
Bpaueii. M., 2010.

2. Beicoukas U.B., Jlersrun B.I1.,
AodarH C.1O., TNoromguna E.M. Jleuenue
paHHUX (HOPM paka MOJIOYHOM XKeJsie3bl. M.,
2000.

3. Goldhirsch A., Ingle J., Gelber R. et al.
Thresholds for therapies: highlights of the

St Gallen International Expert Consensus on
the Primary Therapy of Early Breast Cancer
2009. Ann Oncol 2009;20(8):1319—29.

4. boxok A.A., Cemuniazos B.®.,
Cemmuria3os B.B. u ip. @akTtops! IporHo3a
TIPY paKe MOJIOYHOW keJie3bl. COBP OHKOM

2005;7(1):4.

5. Blows EM., Driver K.E., Schmidt

M.K. et al. Subtyping of breast cancer

by immunohistochemistry to investigate

a relationship between subtype and short and
long term survival: a collaborative analysis of
data for 10,159 cases from 12 studies. PLoS Med
2010;7(5):¢100279.

6. Perou C., Eisen M., Hudis C. et al. Molecular
portraits of human breast tumours. Nature
2009;406(6797): 747—52.

7. TopbyHosa B.A., becosa H.C. 3HaueHme
TAKCAHOB B JIEYEHNU PAKa MOJIOYHOI XKeNIe3bl.
Bonp onkon 2004;50(4).

8. Peto R. On behalf of the EBCTCG. SABCS,
2007.

9. Fourtzilas G., Athanassiades A.,
Giannakakis T et al. A phase 11 study of
paclitaxel in advanced breast cancer resistant to
anthracyclines. Eur J Cancer 1996;2:47—51.
10. Nabholtz J.M., Gelmon K., Bontenbal K.
et al. Multicenter, randomized comparative
study of two doses of paclitaxel in patients

with metastatic breast cancer. J Clin Oncol
1996;14:1558—67.

11. Bonneterre J., Spielman M., Guastalla J.P.
et al. Efficacy and safety of docetaxel in heavily
pretreated advanced breast cancer patients:

the French Compassionate USE Programme
Experience. EurJ Cancer 1999;35(10):1431-9.
12. Kruijtzer C., Verweij J., Schellens J. et al.
Docetaxel in 253 previously treated patients



HREHCKOM PE"PG"VHT“BH“ CUCTEMDI Jteuenue onyxoneii monounoii acenesnt

with progressive locally advanced or metastatic
breast cancer: results of a compassionate use
program in the Netherlands. Anti-Cancer Drugs
2000;11(4):249-55.

13. Trandafir L., Chanine A., Spielman M. et al.
Efficacy of taxotere in advanced breast cancer
patients not eligible for further anthracyclines.
Proc ASCO 1996; abstr 86.

14. TlonnyoHast M. B. JoctiskeHust co-
BpeMeHHOIA xuMuoTepanu. CoBp OHKOJ
2003;5(2):49-58.

15. Gehl P, Boesgaard M., Paaske T.

et al. Combined doxorubicin and paclitaxel

in advanced breast cancer: effective and
cardiotoxic. Ann Oncol 1996;7:687—93.

16. Schwartsmann G., Menke C.H., Calefi M.
et al. Phase I trial of taxol, doxorubicin plus
G-CSF in patients with metastatic breast cancer.
Proc ASCO 1996;15:126; abstr 168.

17. Spielmann M., Zelek E., Dieras V. et al.

A phase 11 study of Taxol and Epidoxorubicin
as first-line chemotherapy in patients with
metastatic breast carcinoma. Proc ASCO 2000;
abstr411.

18. Sparano J., O’Neill A., Shaefer P. et al.
Phase I1 trial of doxorubicin and docetaxel

plus granulocytocolonystimulating factor in
metastatic breast cancer: Eastern Cooperative
Oncology Group study E1196. J Clin Oncol
2000;18:2369—77.

19. Mavroudis D., Alexopoulos A., Ziras

N. et al. Front-line treatment of advanced
breast cancer with docetaxel and epirubicin:

a multicenter phase II study. Ann Oncol
2000;11:1249—54.

20. Viens P, Roche H., Kerbrat P. et al.
Epirubicin — docetaxel combination in first-line
chemotherapy for patients with metastatic breast
cancer: final results of a dose-finding and efficacy
study. AmJ Clin Oncol 2001;24:328—35.

21. Milla-Santos A., Milla L., Rallo L. et al.
High dose epirubicin plus docetaxel at standard
dose with lenograstim support as first-line
therapy in advanced breast cancer. Am J Clin
Oncol 2001;24:138—42.

22. Hudis S., Seidman A., Baselga L. et al.
Sequential dose-dense doxorubicin, paclitaxel
and cyclophosphamide for resectable high-risk
breast cancer: feasibility and efficacy. J Clin
Oncol 1999;17:93—100.

23. Henderson I.C., Berry D.A., Demetri
G.D. etal. Improved outcomes from adding
sequential paclitaxel but not from escalating
doxorubicin dose in an adjuvant chemotherapy
regimen for patients with node-positive primary
breast cancer. J Clin Oncol 2000;21:976—83.
24. Mamounas E.P. Paclitaxel following
doxorubicin/cyclophosphamide as adjuvant
chemotherapy for node positive breast cancer.
Proc ASCO 2003; abstr 12.

25. Thomas E., Buzdar A., Theriault R. et al.
Role of paclitaxel in adjuvant therapy of operable
breast cancer: preliminary randomized clinical
trial. Proc ASCO 2000;19:74; abstr 285.

26. Gianni L., Baselga J., Eiermann W, et al.

First report of the European Cooperative Trial
in operable breast cancer (ECTO): effects

of primary systemic therapy (PST) on local
regional disease. Proc ASCO 2002; abstr 132.
27. Piccart-Gebbart M., Procter M. et al.
Trastuxumab after adjuvant chemotherapy in
Her-2-positive breast cancer. N Engl J Med
2005;353:1659—72.

28. Romond E., Perez E. et al. Trastuxumab
plus adjuvant chemotherapy for operable
Her-2-positive breast cancer. N EnglJ Med
2005;353:1673—84.

29. Buzdar A.U. et al. Prospective evaluation
of paclitaxel versus combination chemotherapy
with fluorouracil, doxorubicin, and
cyclophosphamide as neoadjuvant therapy

in patients with operable breast cancer. J Clin
Oncol 1999;17:3412—17.

30. Green M.C., Buzdar A.U., Smith T.

et al. Weekly paclitaxel followed by FAC as
primary systemic chemotherapy of operable
breast cancer improves pathological complete
remissiom rates when compared to every 3-week
P therapy followed by FAC — final results of a
prospective phase I11 randomized trial. Proc.
ASCO 2002; abstr 135.

31. Pouillart P, Fumoleau P. et al. Final

results of a phase I randomized parallel

study of doxorubicin/cyclophosphamide and
doxorubicin/ taxol as neoadjuvant treatment
of local-regional breast cancer. J Clin Oncol
1999;17:3412-17.

32. Untch M., Konecny G., Ditsh N. et al.
Dose-dense sequential epirubicin-paclitaxel as
preoperative treatment of breast cancer: results
of a randomized AGO study. Proc ASCO 2002;
abstr 133.

33. Chen X., Nie X. et al. Weekly

paclitaxel plus carboplatin is an effective
nonanthracyclin — containing regimen as
neoadjuvant chemotherapy for breast cancer.
Ann Oncol 2010;21:961-7.

34. Boussen H., Cristofanilli M. et al. Phase

11 study to evaluate the efficasy of neoadjuvant
lapatinib plus paclitaxel in patients with
Inflamatory breast cancer. J Clin Oncol
2007;28:3248—-55.

35. Martin M., Pienkowski T., Mackey J. et al.
TAC improve disease free survival and overall
survival over FAC in node positive early breast
cancer patients: BCIRG 001: 55 months follow
up. SABCS 2003; abstr43.

36. Martin M., Lluch A. et al. Effect of
docetaxel-based adjuvant chemotherapy on
disease-free survival in patients with high-risk
node-negative breast cancer: results from the
GEICAM 9805 trial. ASCO 2008; abstr 154.
37. Eietmann W., Pienkowsky T. et al. BCIR005
main efficacy analysis: a phase 111 randomized
trial comparing docetaxel in combination with
doxorubicin and cyclophosphsmide (TAC)
versus doxorubicin and cyclophosphsmide
followed by docetaxel (AC—T) in woman with
Her-2/neu negative axillary lymph node positive
early breast cancer. SABCS 2008; abstr 77.

38. Roche H., Fumoleau P, et al. Sequential
adjuvant epirubicin-based and docetaxel
chemotherapy for node-positive breast cancer
patients: the FNCLCC PACS 01 trial. J Clin
Oncol 2006;24(36):5664—71.

39. Jones S., Holmes E et al. Extended
follow-up and analysis by age of the US
Oncology Adjuvant trial 9735: docetaxel/
cyclophosphamide is associated with an overall
survival benefit compared to doxorubicin/
cyclophosphamide and is well-tolerated in
woman 65 or older. SABCS 2007; abstr 17.

40. Slamon D., Eiermann W, et al. Phase 111
randomized trial comparing doxorubicin and
cyclophosphamide followed by docetaxel (AC—
T) with doxorubicin and cyclophosphamide
followed by docetaxel and trastuzumab (TCH)
in Her-2 positive early breast cancer patients:
BCIRG 006 study. SABCS 2006; abstr 52.

41. SmithJ., Buyse M. et al. Epirubicin plus
cyclophosphamide followed by docetaxel plus
trastuzumab and bevacizumab as neoadjuvant
therapy for Her-2-positive locally advanced
breast cancer or as adjuvant therapy for Her-
2-positive pathologic stage I11 breast cancer:

A phase I trial of the NSABP Foundation
Research Group. ASCO 2010; abstr 580.

42. HeysS., Sarkar T., Hutcheon A. Docetaxel
as adjuvant and neoadjuvant treatment for
patients with breast cancer. Expert Opin
Pharmacother 2004;5(10):2147—57.

43. Bear H., Anderson S. et al. Sequential
preoperative or postoperative docetaxel

added to preoperative doxorubicin plus
cyclophosphamide for operable breast cancer:
Nationale Surgical Adjuvant Breast and

Bowel Project Protocol B-27. J Clin Oncol
2006;24:2019-27.

44. Evans J., Yellowless A. et al. Phase 111
randomized trial of doxorubicin and docetaxel
vs: an Anglo-Celtic Cooperative Oncology
Group Study. J Clin Oncol 2005;23:2988—95.
45. Minckwitz J.-M., Raab G. et al.
Doxorubicin with cyclophosphamide followed
by docetaxel every 21 days compared with
doxorubicin and docetaxel every 14 days as
preoperativen treatment in operable breast
cancer: the GEPARDUO study of the German
Breast Group. J Clin Oncol 2005;23:2676—85.
46. Steger G., Galid A. et al. Pathological
complete response with six compared with three
cycles of neoadjuvant epirubicin plus docetaxel
and granulocyte colony-stimulating factor in
operable breast cancer: results of ABCSG — 14.
J Clin Oncol 2007;25:2012—8.

47. CemuriazoB B.®D. [TepcrieKTHBbI JIeUeHUST
nateHToB ¢ Erb2 (Her-2)- no3utrBHBIM
PaKOM MOJIOYHOIA JKeJIe3bl: KTMHUYECKIe
uccenoBaHus. Matepuaiisl KoHbepeHIMr
«besnbie Houm». CI16., 2008.

48. BlumJ.L., Beveridge R., Robert N. et al.
ABI-007 nanoparticle paclitaxel: demonstration
of anti-tumor activity in taxanes-refractory
metastatic breast cancer.Proc ASCO 2003;22;
abstr 64.

23



