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Pestome

Y npakTuui NikapiB-OHKOIONB AeAani YacTille 3ycTpivatoTbCcAa BUNAAKM ABOGIYHOIO yparkeHHA
MONOYHMX 33/103. [poTe A0 CbOoroAHi HEMAE 3ara/IbHONPUNHATOT TAaKTUKM NiKyBaHHA BinatepanbHOro paky
MOJIOYHMX 337103, 30KpPEMA HE BUPILLEHO NUTAHHA XimioTepanii uyx NyXauH.

MarTepianu i meToan. B ocHoBy pob0TK NOKNAAEHO PETPOCNEKTUBHUI | MPOCNEKTUBHWNIA aHaNi3 pe3ybTaTiB
AiarHOCTMKM Ta NiKyBaHHA 195 XBOpUX HA METaXPOHHWUIN Ta 77 XBOPUX HA CUHXPOHHUI BinaTepanbHU pak
MoNoYHUX 33103 (PM3) 3a nepiog 3 1995 ao 2011 poky. BubipKa nauieHTOK NpoBoAMAaCh Y OHKOMOTIYHNX
3aKN1agax wectmn obnacren YKpaiHu. 1o KOHTPOIbHOI rpynu 6ynun BKAtoUYEHi 92 XxBOpi Ha YHinaTepaibHUM
PMS3.

Pe3ynbTaTi. BU3HAYEHO 3a/1eKHICTb NOKA3HWKIB 3arasibHOI BUMKMBAHOCTI Ta BUXKMBAHOCTI 6€3 nporpecii
XBOPMX HaA yHi- Ta binatepanbHuin PM3 Big, cxem ximioTepanii. M’aTMpivHa 3arasibHa BUKMBAHICTb NALLIEHTOK,
nponikoBaHux 3a cxemoto CMF, ctaHosuna 87 % y rpyni metaxpoHHoro PM3, 39 % — y rpyni CUHXPOHHOro
PM3 T1a 81 % — cepepn XBOPUX Ha yHinaTepanbHuii PM3. Y nposiiKoBaHMX aHTPALMK/IIHBMICHUMW CXeMamm
cnocTepiranncb Taki pesynbtati: MeTaxpoHHUn PM3 — 74 %, cuHxpoHHnin — 0,00 %, yHinatepanbHuin — 88
%.

MoKa3HWMKKM 5-pivyHOoi BUKMBAHOCTI 6e3 nporpecii 6yan Takmmu. MponikosaHi 3a cxemoto CMF: MeTaxpoHHMI
PM3 — 79 %, CMHXPOHHUI — 46 %, yHinaTepanbHUit — 76 %. MponikoBaHi 32 aHTPALUKAIHBMICHUMMU
cXeMaMu: MeTaxpoHHU PM3 — 59 %, cuHxpoHHuii — 0,00 %, yHinatepanbHuii — 84 %.

BucHOBKM. AL't0BaHTHY noniximioTepanito NoTpibHO 3aCTOCOBYBATH B YCiX BUNAAKAX BUHUKHEHHS
METaxXPOHHOTO Ta CMHXPOHHOTO 6iflaTepasibHOro PaKy MOJIOYHOI 331031 HE3aNEXKHO Big,
NaToMopdOIOriYHUX Ta PeLEenTOPHUX XapaKTEPUCTUK NyXAUH. MNpun BMOOPI TaKTUKKN NiKyBaHHSA
6inaTepanbHOro paky MONIOYHUX 327103 NepeBary cNif HagaBaTu CXemMam, LLLO MICTATb aHTPaUMKAIHK i/abo
TaKCaHMW.

Bilateral lesions of breasts are common cases in oncologists practice nowadays. However, a
standard treatment strategy of bilateral breast cancer (in particular chemotherapy of these tumors) hasn’t
been carried out yet.

Materials and Methods. The work is based on retrospective and prospective analysis of the diagnosis and
treatment of 195 patients with metachronous and 77 patients with synchronous bilateral breast cancer
(BC) for the period from 1995 to 2011. Sampling was conducted in cancer establishments among six regions
of Ukraine. The control group included 92 patients with unilateral breast cancer.

Results. We defined the dependence of parameters of overall survival and progression-free survival of
patients with uni- and bilateral breast cancer on the chemotherapy regimens. Five-year overall survival of
patients treated with CMF scheme was 87 % in the metachronous breast cancer, 39 % — in the group of
synchronous breast cancer and 81 % of patients with unilateral breast cancer. Among patients treated with
anthracycline based schemes the results are as follows: metachronous BC — 74 %, synchronous — 0.00 %
unilateral — 88 %. Five-year progression-free survival were as follows: treated with scheme CMF:
metachronous BC — 79 %, synchronous — 46 %, unilateral — 76 %. Treated with anthracycline based
schemes: metachronous BC — 59 %, synchronous — 0.00 %, unilateral — 84 %.

Conclusions. Adjuvant chemotherapy should be used in all cases of synchronous bilateral metachronousand
breast cancer regardless of the receptor and pathological characteristics of tumors. Schemes that include



anthracyclines and/or taxanes should be preferred when choosing a treatment strategy of bilateral breast
cancer.

B npaKTuKe Bpayein-oHKONOroB BCE Yalle BCTPEYAIOTCA Cyvaun ABYCTOPOHHErO NopaxKeHus
MOJI0YHbIX Kene3. O4HAKO A0 CUX NOP HET OBLWENPUHATON TaKTUKM levyeHns BunatepanbHOro paka
MOIOYHbIX YKenes, B YaCTHOCTU He peLleH BONPOC XMMUOTEPANMM STUX ONYXONEN.

MaTepwuanbl u meTogbl. B ocHOBY paboTbl NONOXKEHbI PETPOCNEKTUBHBIN U NPOCMNEKTUBHbIA aHaNn3
pe3ynbTaToB AMArHOCTUKMN U nedeHna 195 60/1bHbIX METAaXPOHHbIM U 77 60NbHbIX CUHXPOHHbLIM
6unatepanbHbIM PaKOM MOJIOUHbIX Xene3 (PMXK) 3a nepuoa c 1995 no 2011 roa. BbibopKa naumneHToK
NpPOBOAMNACH B OHKOJIOFMYECKUX YUPEKAEHMAX WecTn obnacTelt YKpauHbl. B KOHTpObHYO rpynny 66110
BKAtOYEHO 92 601bHbIX YyHUNATEpPanbHbIM PMK.

PesynbTatbl. OnpeaeneHa 3aBMCMMOCTb NOKa3aTesiel obLLel BbIXKMBAaeMOCTU U BbIXKMBAaeMOCTH 6e3
nporpeccun 60NbHbIX YHU- M BunaTtepanbHbiM PMMK oT cxem xummoTepanuu. MNatunetHaa obLwan
BbI)KMBAEMOCTb MNaLMEHTOK, NponeyeHHbIx No cxeme CMF, coctasmna 87 % B rpynne metaxpoHHoro PMXK,
39 % — B rpynne cuHxpoHHoro PMX n 81 % — cpeau 60nbHbIX yHUNaTepanbHbiMm PMXK. Y nponeyeHHbIX
AHTPALMKAMHCOAEPKALLMMMN CXEMAMM HabBNO4aNNCh Cheaytowme pesynbTaTbl: METAXPOHHbIN PMX — 74
%, CUHXPOHHbIN — 0,00 %, yHunaTepanbHbii — 88 %.

MokasaTenu 5-neTHel BbIXKMBaeMOCTM H6e3 nporpeccum boiaun cnepyrowmmm. NponeyeHHsle no cxeme CMF:
METAXPOHHbIN PMM — 79 %, CMHXPOHHbIN — 46 %, yHUnaTepanbHblit — 76 %. MponeyeHHble No
AHTPAUUKINHCOAEPKALMM CXeMaM: MeTaxpPoHHbIN PMMX — 59 %, cuHxpoHHbI — 0,00 %,
yHUnatepanoHbii — 84 %.

BbiBoAbl. AOBIOBAHTHYO MOJIMXUMUOTEPANUIO HYXKHO NPUMEHATD BO BCEX CyYanaX BO3HUKHOBEHUSA
METaxXPOHHOTO U CUHXPOHHOTO BMNATEPAIBHOrO Paka MOSIOYHOW XKene3bl He3aBUCUMO OT
NaTomMopONOrMUYECKMX N PELLENTOPHbIX XapaKTePUCTUK onyxonei. Npu Bbibope TaKTUKKN nedveHuns
H6uMnaTepanbHOrO paKa MOMOYHbIX Kenes npeanoyTeHne cnenyeT oTA4aBaTb CXEMAM, COAEPKaLLUM
aHTPAUMKAMHBI /UK TaKcaHbl.

Kntouosi cnosa
6inaTepanbHUi pak MOJIOYHKUX 337103, XimioTepanis.
bilateral breast cancer, chemotherapy.
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Cratbs onyb6anKoBaHa Ha c. 48-53

BinatepanbHuit pak monoyHmx 3ano3 (6PM3) — pigkicHa natonoria, Aka 3 Yacom Aenani yacTiwe
TPANAAETLCA B OHKOMOTIYHIN NpaKTULi, NPO WO HaroaowWwyoTb 6araTo gocnigHukis. CUCTEMHWUI aHanis
axxepen iHpopmau,ii ceigunTb, Wo npobiema HinatepasbHOro paky MoaOYHMX 337103 y 6araTbox acneKkTax
3a/INLLAETLCA MAJIOBUBYEHOIO, CYMEPEYIMBOID, @ TOMY — aKTyaslbHOO. [JO CbOroAHILWHbOTO Yacy He
BUABJ/IEHO BipoOrigHUX KNiHiko-mopdoaoriyHmx i 6ionoriyHMx ¢pakTopis, WO A03BOAMAN 6 NPOrHO3yBaTH
MOM/IMBICTb BUHUKHEHHA BinaTepanbHOro paky Moso4HOT 3a103u [1]. HegocTaTHbO BUBYEHUMU
baKkTopamu, Lo BMNIMBAIOTb HA PU3NK PO3BUTKY HinatepasibHOro Ppaky MOJIOYHMX 327103, 3a/IMLWAOTHCA
riCTONIONYHUI Ta PELLEeNTOPHUIN CTAaTyCK 3/10AKICHUX MYX/IMH, 3a/1eXKHICTb NPOrHO3Y Big, BUAY NiKyBaHHA [2].

AnckyTabenbHUM 3a1MLWAETLCA TAKOXK NUTAHHA NiAX0A4Y A0 NiKyBaHHA XBOPUX Ha PakK MOIOYHOT
3a3/1031 3 BUPAXKEHMMM NPOrHOCTUYHMMM GaKTOPaMM PUSKNKY PO3BUTKY BPM3 Ta nauieHToK i3
BCTAHOBJIEHNUM CUHXPOHHUM YW METAXPOHHUM BinatepanoHm pakom [1, 3]. BU3HAYEHHA NPMHLMNOBMKX
nosunuii y BMbopi NiKyBabHOT TAaKTUKM 3a/IMLLIAETLCA O4HUM 3 aKTya/IbHUX acrneKTiB npobaemu
6inaTepanbHOro paky MOAOYHMX 33103, Y NepLly Yepry Le nos’a3aHo 3i 36inbleHHAM NMUTOMOIT Barm Takmx
XBOpwuX. AK 3a3Havae H.B. Abanuyosa [4], Wwe KinbKa AecATUNITb TOMY BUSBAEHHA APYroi 3N10AKICHOT NyXAUHN,
AK NpaBuao, 6yn0 NPOTUNOKA3AHHAM A0 NAaHYBAHHA PAAUKANBbHOTO NiKYBAHHA.



A. De la Rochefordiere et al. [5] a Takox E. Janschek et al. [6] nepekoHyBanu, WO NikyBanbHa
TAKTMKA Y XBOPUX HA METAXPOHHWNI paK MOIOYHUX 337103 HE NOBUHHA BiAPI3HATMCA Bif, TaKoi y XBOPMX 3
0AHObIYHMM pakom. Y ceoto Yepry, M. Mottolese et al. [7] BBaxKatoTb, LLLO NiKyBa/ibHa TaKTUKa NOBUHHA
BiZPi3HATMCA BinblUMM paguKaniamom.

Ak 3ayBaxytotb H.M. Verkooijen et al. [8], Heoan 'toBaHTHa Tepania Npu MicLLeBO-NOWNPEHOMY
npoueci 3 ogHiei abo 060ox cTopiH BiporigHo 36inbLYE i 3aranbHy, | 6e3peLnanBHY BUKMBAHICTb, Y TOM e
Yyac HeoaZ'toBaHTHE NiKyBaHHA Npu NepBUHHO-0NepabenbHUX CTaAiAX He NPU3BOLMUTL A0 ICTOTHOTO
NOKpPaLLAHHA BUXMBAHOCTI.

baraTo aBTOpiB 3apaxoBYyIOTb XBOPUX i3 HinaTepanbHUM PM3 10 rpynm paky BUCOKOFO pu3MKy. Tomy
BUNpPABAAHUM BBaAXKatoTb BiNblLMIA paanKaniam y NiKyBaHHI 6inaTepasibHOro paKy MOJIOYHMX 337103
nopiBHAHO 3 0gHO6IYHKUM PM3. OgHak J. Skowronek Ta T. Piotrowski [9] cTBepaKytOTb, LLO NiKyBaHHSA
METAXPOHHOI NYX/IMHWN NOBUHHO YT NOAIOHUM A0 NiKyBaHHA NEPLUOi NYXANHMU.

MpoTe HaaABHI gocniaKeHHA npobaemu BPM3 He gatoTb 04HO3HAYHOI BigNOBIAi HA NUTaHHA
NiKyBaHHA METaxpOHHOTIO PaKy, 30Kpema Npu3sHayeHHs cxemu Ximiotepanii (XT). AKOlo NoBUHHA ByTM cxema
XT npu nikyBaHHI APYroi NYX/IMHK, AKLLO NepLy NyX/JMHY TaKOX Nigganun ximiotepanii? Yn AoctaTHbO
ebeKTUBHMM € 3aCTOCYBaHHA ogHOT cxemu XT NpU NiKyBaHHI i nepLloro, i fpyroro paky?

BigcyTHicTb egMHOro nigxoay Ao nikyBaHHA 6inatepanbHoro PM3 BU3HauMAa aKTyasibHiICTb HALWOro
[OCNIOXKEHHA.

Marepianu i metoaun

B oCcHOBY po60TH NOKMAAEHO PETPOCNEKTUBHUI | NPOCNEKTUBHWUI aHANI3 pe3yibTaTiB A4iarHOCTUKM
Ta NiKyBaHHA XBOPUX Ha METAaXPOHHWUI Ta CUHXPOHHWI BinaTepanbHUI pak MONOYHKX 3a/103.

Y pocnigreHHA bynn BkAtoueHi 272 xBopi Ha binatepanbHUI pak MOJIOYHMX 32103 3a nepiog 3 1995
00 2011 poky. Bubipka nauieHTOK NpoBoAnNach y MeANYHUX YCTaHOBAX OHKO/IOTMYHOro Npodinto wectu
obnactei YKkpaiHu. [Jo KOHTPOALHOI rpynu 6ynn BKAOYEHI 92 XBOPI Ha YHiNaTepasbHUI Pak MOOYHOI
3a/103M. Y BCiX XBOPUX AiarHO3 paKy MOJ/I0YHOT 3271031 BYB NiATBEPAMKEHMI FICTONOTIYHO.

I3 272 xBopwx Ha BPM3 BuasneHo 195 xBopux Ha METaXPOHHWUI Ta 77 XBOPUX — HA CUHXPOHHWUIA paK
MOJI0YHMX 3aN03.

[0 CUHXPOHHUX BinaTepanbHUX Byau BigHECEH Ti NyXMHU, WO BUABAAAUCL OAHOYACHO B 060X
MOI0YHUX 3a/103ax abo 3 iHTepPBa/IOM MiK NEPLLOIO | APYroto NyX/IMHOK He binblue 6 micauis. [o
MEeTaxXPOHHOro binatepasnbHOro paky 6ynun 3apaxoBaHi Ti NYXAWHMU, WO BUABAAANCE B 060X MONOYHUX
3a/103ax NOCNiA0BHO Yepes 6 micaAuiB i binbLue.

CraTucTMyHa 06pobKa maTepiany 3ailicHioBanaca 3a gonomoroto nporpamu R 2.15.1 (R Core Team
(2012). R: A language and environment for statistical computing) i3 BUKOpUCTaHHAM A0AaTKOBOro NakeTy
AR aHanisy BUXKMBAHOCTI survival.

3anexHo BiA HAABHOCTI XimioTepanii B 1iKyBaHHI paKy MOJIOYHOI 331031 Y TPbOX rpynax NaLi€HTKK
6ynun posnogineHi Takum ymHom (tabn. 1).



Tabmmus 1. Poanofgin xgsopux 3 yHinarepanbHuMm Ta binarepansHum PM3 3aneXHo Big HagaBHOCTI

B nikyBaHHI ximiotepanii

Table 1. Distribution of patients with unilateral and bilateral breast cancer depending on the availability
of the treatment of chemotherapy

YHinarepansuuii PM3 / | MeTtaxpoHHuii BPM3 / CUHXPOHHUA BPM3 /
HageHicTk ximioTepanir Unilateral BC Metachronous BBC Synchronous BBC
B flikyBaHHI / Chemotherapy
n % n % n %

OTpumyeanu ximiotepaniio /
Chemotherapy was 57 61,96 137 70,26 54 70,13
He oTpuMyBanu ximioteparnito /
Chemotherapy was not 35 38,04 58 29,74 23 29,87
Bcworo / Total 92 100,00 195 100,00 77 100,00

Tabmus 2. Po3nofin nayieHTOK 3a/1€XHO Bif cxemu noniximiorepanii y nikyBaHHI yHinarepaabHoOro

Ta 6inarepansHoro PM3

Table 2. Distribution of patients depending on the regimen of chemotherapy in the treatment of unilateral
and bilateral breast cancer

YHinarepansuuiit PM3 / | MeTtaxpoHHuit BPM3 / | CUHXpOHHUIA BPM3 /
Cxema NXT / Unilateral BC Metachronous BBC Synchronous BBC
Regimen of chemotherapy
n % n % n %

CMF 15 26,32 97 70,80 32 59,26
AHTpaumkniHeMicHi / Anthracyclin 40 7017 39 28 .47 20 37.04
based ! ’ !
IHWi / Others 2 3,51 1 0,73 2 3,70
Bcworo / Total 57 100,00 137 100,00 54 100,00

3 ypaxyBaHHAM aHaJjli3y cxem XimioTepanii, Wo 3aCTOCOBYBANMCA B JliKyBaHHI YHiNaTepanbHOro Ta
binatepanbHoro PM3, xBopux 6yno po3nomifneHo Takum YMHom (Tabn. 2).

[na BU3HavyeHHA ePeKTUBHOCTI NiKyBaHHA XBOPUX Ha BinaTepanbHUiA pak MOIOYHMX 33103 i3
3aCTOCYBAHHAM Pi3HUX CXem XimioTepanii MM BUKOPUCTOBYBAM OLLIHKY 3ara/ibHOi BUXKMBAHOCTI Ta
BUXKMBAHOCTI 6e3 nporpecii. OTpMMaHi faHi MW NOPIBHANM i3 NOKAa3HUKAMM BUKMBAHOCTI XBOPUX Ha
YHinaTepanbHMUN pak MOJIOYHOI 33/103M.

Mif yac Haworo AOCNIAKEHHA MU BUAIAWAW ABI Pi3Hi rpynu XBOPMX HA MeTaxpoHHWU BEPM3, Aki
BigpPi3HANNCA 32 OTPMMAHUMM CXEMAMM XimioTepanii y KOMNAeKci nikyBaHHA. [Jo ogHi€i rpynu mun
3apaxyBa/iM NaLiEHTOK, AKi NiKyBaANCA 3 BUKOPUCTaHHAM LMKAodochaHy, MeToTpeKcaTy i 5-¢pTopypaumny
(CMF). Oo iHwoi rpynu 6ynun 3apaxoBaHi NaLiEHTKM, SIKi OTPMMYBA/IM pi3Hi cxemm ximioTepanii 3
npenapaTtamu aHTPaUUKNIHOBOrO paay.

Ipynn XBOPUX Ha CUHXPOHHMI BPM3, aKi BiapisHAAKCA 3@ OTPUMaHUMKM CXeMaMM XimioTepanii B
KOMNJIEKCi NiKyBaHHSA, 6y nobyaoBaHi TaKUM CaAMUM YMHOM, AK i Tpy meTaxpoHHomy BPM3 (CMF npoTu
aHTPaALMKAIHBMICHMX cxeM). OgHaK HEBE/IMKMIA Yac CNOCTEPENKEHHS 3a XBOPUMU Ha CUHXPOHHUIA BPM3 He
03B HaM MOXNMBOCTI BU3HAUYUTU NOKA3HMKM 10-pivHOI BUXKMBAHOCTI. TOMY MM OLLiIHIOBA/IM NOKA3HMKMK 3- Ta
5-piyHOi 3aranbHOT BUXMBAHOCTI Ta BUXMBAHOCTI 6e3 nporpecii XBopux Ha binatepanbHUi Ta
yHinatepanbHuit PM3.

Pe3ynbTaTth Ta ix 06rosopeHHs

Jdocniansin BNAKB pisHUX cxem nosiximiotepanii (PXT) Ha 3arasibHy BUXKMBAHICTb Y NiKyBaHHI
MeTaxpPOHHOro, CMHXpoHHOoro 6PM3 Ta yHinatepanbHoro PM3, mu oTpumanu Taki pesynbTati (Taban. 3).
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Tabsmmus 3. Moka3Huku 3- Ta 5-piyHOI 3aranbLHOT BUXNBAHOCTI Yy XBOpUX Ha BinarepansHui

Ta yHinarepansHuii PM3 3anexHo Big cxemu ximioTepanii B koMniekci NiKkyBaHHS

Table 3. Indicators of 3- and 5-year overall survival among patients with bilateral and unilateral breast
cancer depending on regimens of combined therapy

3aranbHa CMF (%) AHTpauukniHemicHi cxemu /
BUXMBaHICTL / Overall Anthracycline based schemes (%)
survival 3-piyHa / 3-years | 5-piuHa/5-years | 3-piyHa/3-years 5-piyHa / 5-years
MeTaxpoHHuit BPM3 / 91,32+3.85 87,00 + 4,03 82,74 + 6,68 74,10+ 10,67

Metachronous BBC

CVHXPOHHWIA BPM3 /

Synchronous BBC 88,20 £7,95 39,24 £17,03 62,72+ 13,33 0,00
YHinatepansHuin PM3 /
Unilateral BC 88,10+7,35 80,96 = 11,34 02,40 £5,22 87,66 £9,53

AK BUAHO 3 Tab. 3, cepen XBOPUX, Y NiKyBaHHI AKMX BUMKopucToByBanacsa cxema CMF, 3-piyHa
3arafibHa BUXKMBAHICTb cTaHoBuNa 91,32 + 3,85 %, a 5-piuHa — 87,00 * 4,93 % nauieHToK. Cepes NauieHTOK,
AKUX NiKyBann 3a cxemamm [MXT i3 npenapatamu aHTPALUMKNIHOBOro pAAy, 3-pivHa 3arasbHa BUXKUBAHICTb
byna 82,74 + 6,68 %, a 5-piuHa — 74,10 + 10,67 % xBopmx (Cox regression, p = 0,0195).

Y XBOPUX Ha CUHXPOHHWI BPM3, nikyBaHHA AKNX NpoBogmaoca 3a cxemoto CMF, 3 poKun nepexxunnu
88,20 £ 7,95 % xBopux, a 5 pokis — 39,24 + 17,03 % xBopux. Cepen NaLiEHTOK, AKUX NiKYBa/IM 33 CXEMaMM
MXT 3 aHTpaumKkniHaMmu, 3 poku nepexmam 62,72 + 13,33 % ocib, a 0Cb 5-piuHNI PyBiK HE NepeXRUB HIXTO
(Cox regression, p =0,0273).

Cepepn, NaLieHTOK i3 yHinaTepanbHnum PM3, y nikyBaHHI AKMX BUKOpUCTOBYBanaca cxema CMF, 3-
pivHa 3arasnibHa BUXMBaAHICTb cTaHoBMAa 88,10 £ 7,35 % xBopwmx, a 5-piuHa — 80,96 + 11,34 % xBOpMUX.
Cepep, NaLLiEHTOK, AKMX NliKyBanu 3a cxemamm MXT 3 aHTpaumKaiHamu, 3 pokm nepexnan 92,40 + 5,22 %
0cib, a 5-piuHni pyb6ix nogonano 87,66 = 9,53 % xsopux i3 ogHO6IYHUM PM3 (Cox regression, p = 0,0513).

Mpw gocnigyKeHHi BUXKMBAHOCTI 6e3 nporpecii XBopux Ha yHinaTepanbHUI Ta binatepanbHU pak
MOJIOYHWX 337103 3a/1€}KHO Bif, BUAY XiMioTEPaNneBTUYHOrO NiKyBaHHA MU OTPUMANK Taki pesynbtaTy (Taba.
4).

Tabnmus 4. Moka3Huku 3- Ta 5-pidHol BuxxnBaHocTi 6e3 nporpecii y xeopux Ha binarepansHuii

Ta yHinarepansHnii PM3 3anexHo Big suay ximiorepanii B komnaekci nikyBaHHS

Table 4. Three and five-year progression-free survival among patients with bilateral and unilateral de-
pending on the type of chemotherapy

BmxuBaHicTL 6e3 CMF (%) AHTpauMKniHeMicHI cxemu /

nporpecii / Progression- Anthracycline based schemes (%)
free survival 3-piyHa/ 3-years | 5-piyHa /5-years | 3-piuHa/3-years | 5-piyHa/5-years

MeTaxpoHHuin BPM3 /
Metachronous BBC 89,65+4,25 78,80 +£4,98 80,52 +7,24 58,90 + 9,50
CWUHXPOHHWA BPM3 / .
Synchronous BBC 8580=7,74 45,70+ 18,03 55,60 + 13,70 0,00
YHinatepansHuin PM3 /
Unilateral BC 83,97 +7,23 74,75 £12,36 89,90 £6,75 83,74+ 10,53

MpoBeAeHNM AOCNIAKEHHAM LLOAO0 BUXKMBAHOCTI 6e3 Nporpecii XBOpuX Ha METaxpOHHUN
6inaTepanbHUIA pak MOJIOYHUX 337103 3a/1€XKHO BiA BUAY XiMmioTepaneBTUYHOrO NiKyBaHHA HaMU
BCTAaHOBJ/IEHO, LLO 3-piYHa BMMKMBAHICTb 6e3 nporpecii cepe NaLieHTOK, NponikoBaHMX 3a cxemoto CMF,
cTaHosuna 89,65 + 4,25 %. MN'ATUPIYHMIA NOKA3HUK BUKMBAHOCTI NALEHTOK Y rpyni i3 3aCTOCYBAaHHAM CXEMM
CMF ctaHosuB 78,80 + 4,98 % xBOpWMX. 3-MOMIK NALIEHTOK, AKMX NiKYBa/IN 3@ aHTPALUMKAIHBMICHUMM
cxemamu, 6e3 nporpecii npoxunn 80,52 + 7,24 %, a n’aTb pokKiB nepexxkmam 58,90 + 9,50 % xBopux (Cox
regression, p = 0,0407).

BurKuMBaHicTb 6e3 nporpecii cepen XBopux Ha CUHXPOHHMI BEPM3, siknx 6yio nponikoBaHo 3a
cxemoto CMF, ctaHoBuna 85,80 + 7,74 % XiHOK. M’ ATUPIYHNI NOKA3HMK Y LIiET fpyny NaLieHTOK CTaHOBUB
45,70 + 18,03 %. A OT 3-MOMiXK XBOPUX, Y NiKYBaAHHI AKX BUKOPUCTOBYBANM QHTPALMKAIHBMICHI CXEMU, TpU
poku 6e3 nporpecii nepexnam 55,60 + 13,70 % KiHOK, y TOM Yac AK 5-piuHunii pybixk He nogonas HixTo (Cox
regression, p = 0,052).
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LLloao xBopux Ha yHinaTepanbHuit PM3 y Tabn. 4 mn 6a4mMmo, Lo 3-pidHa BUXKMBAHICTb 6e3
nporpecii cepepg, Tmx, AKi 6yan nponikosaHi 3a cxemoto CMF, ctaHoBuna 83,97 + 7,23 % KiHOK. 'ATUpiYHNI
NOKa3HWK Y L€l rpynu NauieHTOK cTaHoBuB 74,75 + 12,36 %. A 3-MOMIXK XBOPUX, Y NiKYBAHHI AKNX
BMKOPMCTOBYBA/IM aHTPALMKNIHBMICHI cxemu, 3 pokn 6e3 nporpecii nepexmnm 89,90 + 6,75 % »KiHOK, 5-
piuHmMI pyb6ix nogonanm 83,74 + 10,53 % nauieHToK (Cox regression, p = 0,0452).

AK BiZOMO, Npu NiKyBaHHI paKy MONOYHOI 321031 J0BeAEHa NepeBara cxem Ximiotepanii 3
npenapaTtamu aHTPALMKAIHOBOro paay Hag cxemoto CMF. Y Hawomy gocnigxeHHi ue nigTseparKeHo TifibKn
B KOHTPOLHIM rpyni cepen, XBOPUX HA yHinaTepasbHUIA pak MOJIOYHOT 331031, Y ABOX rpynax
6inaTepanbHoro PM3 oTpumaHi HamKM gaHi CTaTUCTUYHO BiporigHi Ta cBigYaTb NPO Te, WO NiKyBaHHA 3a
cxemoto CMF mae nepeBary B 3arasbHili BUXKMBAHOCTI Ta BUMKMBAHOCTI 6€3 nporpecii xgopux i3
METaXPOHHUM Ta CUHXPOHHMUM BPM3 Hag aHTpauUKAIHBMICHUMMK cxemamu. [poTe, Ha Hally AYMKY, TaKi
pe3ynbTaTv NoB’A3aHi Hacamnepes, i3 TUM, WO aHTPALMKAIHBMICHI CXeMM 3aCTOCOBYBAIUCA Y MPOrHOCTUYHO
ripwmx BMnagkax binarepanbHOro paky Mo0YHUX 3a/103.

Mpu NopiBHAHHI XBOPUX Ha YHiI- Ta 6inaTepanbHuii PM3 3aneHo Big, cxem ximioTepanii NoKasHUKK
BMMKMBAHOCTI KpaLLi y NaLLiEHTOK 3 0A4HOBIYHMM Npouecom. Lie moke cBiZUMTM NPO Te, WO NiKyBaHHA
6inatepanbHOro paky MoIoYHMX 330103 3a cxemoto CMF abo aHTpaLMKNIHBMICHUMW CXEMAMMU €
HeZOCTaTHIM, LLO MiATBEPAKYETHCA NOKA3HUKAMM BUMKMBAHOCTI XBOPUX Ha BPM3. Agyke BUXKMBAHICTb
XBOPWUX Ha binatepanbHunini PM3 3anuwwaeTbes ripwoto. Lie ceiaumTb npo 6inbluy arpecmnsHicTb 3/108KICHOTO
npouecy 3 ABOGIYHUM yparKeHHAM MOJIOYHMX 3a/103.

BucHoBKuK

1. Ag’toBaHTHY noAiximioTepanito NOTPIGHO 3acTOCOBYBATU B YCiX BUNAAKAX BUHUKHEHHA
METaxXPOHHOTO Ta CUHXPOHHOTO 6iNaTepasibHOrO PaKy MOJIOYHOI 331031 HE3ANEXKHO Big,
NaToMopdOoOriYHNX Ta PELLENTOPHUX XapPaKTEPUCTUK NYXIUH.

2. Mpw BUBOPI TaKTUKK NiKyBaHHA BinaTepasibHOro paky MOJIOYHUX 337103 NepeBsary c/ig HagaBaTtu
cXemam, AKi MICTATb aHTpaLMKAiHKM i/abo TakcaHu.

Features of Bilateral Breast Cancer Chemotherapy

As emphasized by many researchers, bilateral breast cancer (BBC) — a rare pathology that over
time becomes more common in oncology practice. System analysis of sources suggests that the problem of
bilateral breast cancer in many aspects remain poorly researched, controversial and thus — up-to-date.
Accurate morphological and biological factors hasn’t been found so far which would be able to predict the
possibility of bilateral breast cancer [1]. Histological and receptor status of tumors still remain poorly
researched factors that influence the risk of bilateral breast cancer, as well as prediction dependence on
the type of treatment [2].

The issue of the approach towards the treatment of breast cancer with distinct prognostic risk
factors BBC and patients with established bilaterally synchronous or metachronous cancer still remains
under discussion [1, 3]. Determination of the principal positions in the choice of treatment strategy remains
one of the important aspects of the bilateral breast cancer problem. This is primarily due to the increase in
the proportion of such patients. According to Ablytsova N.V. [4] a few decades ago the second detection of
malignant tumor usually was a reason for a contraindication to radical treatment planning.

De la Rochefordiere A. et al. [5] and Janschek E. et al. [6] argued that therapeutic tactics among
patients with breast cancer metachronous should not differ from that among patients with unilateral
cancer. In turn Mottolese M. et al. [7] believe that medical tactics should vary and be more radical.

As noted by Verkooijen H.M. et al. [8], neoadjuvant therapy with a case of locally advanced course
on one or both sides significantly increases the overall and disease—free survival while neoadjuvant
treatment for primary operable stage does not lead to a significant survival improvement.



Many authors include patients with bilateral breast cancer into the group of high risk cancer. That is
why a greater radicalism in the treatment of bilateral breast cancer is viewed as justified compared with
unilateral breast cancer. However, Skowronek J. and Piotrowski T. [9] argue that the treatment of
metachronous tumor should be similar to the treatment of the first tumor.

However, existing researches of BBC problem do not give a clear answer to the question of
metachronous cancer treatment, in particular, chemotherapy regimens. What chemotherapy scheme
should be used in the treatment of the second tumor, if the first tumor is also subjected to chemotherapy?
Is it sufficiently effective to use one scheme of chemotherapy in the treatment of first and second cancer?

The lack of a unified approach to the treatment of bilateral breast cancer has identified the
relevance of our study.

Materials and Methods

The work is based on retrospective and prospective analysis of the diagnosis and treatment of
metachronous and synchronous bilateral breast cancer.

The study includes 272 patients with bilateral breast cancer during the period from 1995 to 2011.
The sample of patients has been carried out in oncological hospitals among six regions of Ukraine. The
control group includes 92 patients with unilateral breast cancer. All patients diagnosed with breast cancer
were confirmed histologically.

Among 272 patients with BBC 195 patients were identified with metachronous and 77 patients with
synchronous breast cancer.

Towards synchronous bilateral tumors were classified those tumors that were identified
synchronously in both breasts or with the interval between the first and second tumor is not more than 6
months. Tumors that were detected in both breasts gradually after 6 months or more were classified as
metachronous bilateral breast cancer.

Statistical analysis of the material was carried out using R 2.15.1 (R Core Team (2012). R: A language
and environment for statistical computing) using an additional package for the analysis of survival
«survival».

Three groups of patients were distributed as follows depending on the availability of chemotherapy
in the treatment of breast cancer (Table 1).

Analyzing regimens that have been used in the treatment of unilateral and bilateral breast cancer,
the patients were classified as follows (Table 2).

To determine the effectiveness of treatment of patients with bilateral breast cancer with different
chemotherapy regimens we used overall survival and progression—free survival estimation. This data was
compared with the survival rates of patients with unilateral breast cancer.

During our research we have identified two different groups of patients with metachronous BBC
that differed according to received chemotherapy in combination treatment. In the first group are patients
who have been treated with the use of cyclophosphamide, methotrexate and 5- fluorouracil (CMF).
Another group includes patients treated with different regimens of anthracycline drugs row.

Groups of patients with synchronous BBC that differed according to the received chemotherapy in
combination treatment, were constructed in the same manner as in metachronous BBC (CMF vs.
anthracycline based schemes). However, conducting a short time monitoring among patients with the
synchronous BBC hasn’t given us the opportunity to identify indicators of 10-year survival. Therefore, we
evaluated the performance of 3- and 5-year overall survival and progression-free survival of patients with
bilateral and unilateral breast cancer.

Results and Discussion



Examining the impact of different schemes of chemotherapy on overall survival in the treatment
metachronous, synchronous BBC and unilateral BC we obtained the following results (Table 3).

As can be seen from the table 3, among patients who were treated with the scheme CMF, 3-year
overall survival rate amounted to 91.32 + 3.85 %, and 5-year — 87.00 £ 4.93 % of patients. Among patients
treated by chemotherapy regimens with anthracycline drugs 3-year overall survival rate amounted to 82.74
1 6.68 %, and 5-year — 74.10 £ 10.67 % of patients (Cox regression, p = 0.0195) .

Among patients with synchronous BBC whose treatment was carried out with the CMF scheme,
survived three years 88.20 + 7.95 % of patients, and 5-years — 39.24 + 17.03 % of patients. Among patients
treated with schemes with anthracyclines, 3-years survived 62.72 + 13.33 % of women, but the 5-year
milestone has not experienced one (Cox regression, p = 0.0273).

Among patients with unilateral breast cancer, which is used in the treatment scheme CMF, 3-year
overall survival rate amounted to 88.10 * 7.35 % of patients, and 5-year — 80.96 + 11.34 % of patients.
Among patients treated for chemotherapy schemes with anthracyclines 3-years survived 92.40 £ 5.22 %
women and 5-year milestone broke 87.66 + 9.53 % of patients with unilateral breast cancer (Cox
regression, p = 0.0513).

In the study of progression-free survival (PFS) among patients with unilateral and bilateral breast
cancer, depending on the type of chemotherapy, we obtained the following results (Table 4).

According to the carried out researches on PFS among patients with metachronous bilateral breast
cancer, depending on the type of chemotherapy we found that 3-year PFS among patients treated with
CMF scheme amounted to 89.65 * 4.25 %. The five-year survival rate of patients in the group using the CMF
scheme was 78.80 + 4.98 % of patients. Among patients treated with anthracycline based schemes without
progression lived 80.52 + 7.24 %, and five years survived 58.90 + 9.50 % of patients (Cox regression, p =
0.0407).

Progression-free survival among patients with synchronous BBC who were treated by CMF scheme
amounted to 85.80 £ 7.74 % of women. The five-year rate in this group of patients was 45.70 + 18.03 %. But
among patients who were treated by anthracycline based scheme three years without progression survived
55.60 + 13.70 % of women, while the 5-year threshold is not crossed by anyone (Cox regression, p = 0.052).

As for patients with unilateral breast cancer, in Table 4 we see that the 3-year PFS among those
who were treated with CMF scheme amounted to 83.97 £ 7.23 % of women. The five-year rate in this group
of patients was 74.75 + 12.36 %. And among patients with anthracycline based scheme treatment 3 years
without progression survived 89.90 + 6.75 % women, 5-year milestone broke 83.74 + 10.53 % of patients
(Cox regression, p =0.0452).

As known, while treating breast cancer with chemotherapy regimens demonstrated superiority of
anthracycline drugs scheme over CMF. In our study, it is confirmed only in the control group among
patients with unilateral breast cancer. Two groups of bilateral breast cancer, our findings are statistically
significant and suggest that treatment with CMF scheme has an advantage in overall survival and
progression-free survival for patients with synchronous and metachronous BBC over anthracycline based
schemes. However, we believe these results relate primarily to the fact that anthracycline based scheme is
used in the prognostically worst cases of bilateral breast cancer.

Comparing patients with uni- and bilateral breast cancer depending on regimens better survival
rates are among patients with unilateral disease. This may indicate that treatment with bilateral breast
cancer scheme CMF, or anthracycline based schemes are inadequate and not sufficient, which is proved by
the survival rates of patients with BBC. Indeed, the survival rate of patients with bilateral breast cancer are
worse. This indicates a more aggressive malignancy with bilateral lesions of the breast.

Conclusions



1. Adjuvant chemotherapy should be used in all cases of synchronous bilateral metachronous and
breast cancer, regardless of the receptor and pathological characteristics of tumors.

2. When choosing a treatment strategy of bilateral breast cancer should be the preferred schemes
that include anthracyclines and/or taxanes.
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