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Beeoenue. Omeem onyxonu na neoadviosanmuyio xumuomepanuto (HAXT) npu paxe monounoii scenesvl (PMIK)
onpeoensiemcst ¢ NOMOWbIO KIUHUYECKUX U NAMOMOPHONI0SUYECKUX KPUMEPUES.

Lenv uccneoosanus. Ha ocnosanuu kKiuHuxo-mop@onocuieckux napamempos oyenums sggexmuenocmo HAXT
npu PMJK u npoananuzuposams OUHAMUKY UZMEHEHUsL MOLEKYVISIPHO-2eHeMUYECKUX NApamempos Onyxou 00 u nocie

UHOYKYUOHHOU XUMUOMEPANUU.

Mamepuan u memoowvi. B ucciedosanuu uUCnoib308an OUOMAMEPUAN ONyxXonel MOJIOYHOU dicelle3bl, NOLY4eH-
uuiti 00 Hauana HAXT u nocne ee 3asepuenus. Oyenusanu UMMYHOSUCTOXUMUYECKULL CMAmyc Onyxoael, a makaice
omeem na HAXT c ucnonvzosanuem kpumepues RECIST 1.1 u namomopgonocuueckoii knaccugurayuu Jlagnuxo-

sou-Miller-Payne.

Pesynvmameoi. [lonnasa kiunuueckas peepeccus onyxoau Haobaiooanrace 6 31,6% cayuaes, a noanwviii namomopgono-
euueckuil peepecc — 6 15,8%. Msmenenue ummynogenomuna onyxoau nocie HAXT npoucxoouno paznonanpagiento.

Bvi600wi. [Tamomoponocuneckoe uzyyenue ocmamouHol OnyxXonu — 8axXCHASL COCMABIAIOUAS 8 NePBUYHOL OYeH-
ke appexmusnocmu HAXT. Cruuocenue Ki-67 ykazvieaem na nozumusHoiii omeem onyxoau Ha HAXT.

Knioueswie cnoga: pax monounoii scenesvl, Heoadvi08AHMHAA XUMUOMEPANUA, MOJEKYIAPHbII NOOMUN ONYXOIU,
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Beeoenue

CoBpeMeHHBIE TIOKa3aTeIN 3a00JIeBAEMOCTH U
CMEPTHOCTH OIpPEJENAIOT PaK MOJOYHOW >KeJe3bl
(PMX) xak ogHy M3 cambIX TJaBHBIX IPOOJIEM B
OHKOJIOTHH.

3a nmocnennue 20 et B PecnyOnmke bemapychb
PMX — camas pacnpocTpaHeHHasi OHKOIATOJIO-
THsl Cpel )KeHCKOTOo HaceleHud. Tak, craTuctude-
ckue naHHble 32 2017 r. MOKa3bIBaIOT, UTO YacTOTa
BcTpeuaemoctd PMIK cocraBuna 22,2% B cTpyKTy-
pe Bcex 3JI0KayecTBEHHBIX omyxouse [1]. Imenno
MO3TOMY COLMAJIbHOE 3HAUYE€HHE 3a00JE€BaHUN MO-
JIOYHOM ’Kee3bl BEJIMKO, U MHOXKECTBO Hay4HBIX
WICCIJIEJIOBAHNN COBPEMEHHOCTH TOCBSIIEHO H3yde-
HUIO aCHEKTOB JUATrHOCTUKH U euenus PMOK.

B npouecce nayunoro ananuza PMK nonuma-
HUE OMOJIOTMH Pa3BUTHS OIMYyXOJIM MEHsIOCh. Me-
HSUIOCh U TIPEACTaBICHHE O MOAX0AaX K JeueOHOH
takTuKe. Tak, B 60-¢ rompl XX Beka Dumepom
chopMynupoBaHa KOHIIETIINA O TEPBUYHO-CHCTEM-
HOM xapakrtepe TeueHuss PMIK, koTopslit Ha sTamne
KIMHAYECKON MaHM(eCTaluu SBJISIETCS TeHEpaIu-
30BaHHBIM TporieccoM [2]. JlaHHas Teopust Owo-
Jorudeckor cucreMHo moaenu PMIXK omnpenenu-
Jla KOMIUIEKCHBIM MOJXO0J B JICUEHUH €r0 PAHHUX
(hopM, BKITIOYAIOLIHI XHPYPTUUECKOE JICUSHHUE C TI0-
CIEAYOLEH aAbIOBAHTHOM CHCTEMHOMN Teparuen.
HmenHO ncnonbp30BaHME JIEKapCTBEHHOM Tepamnuu
o0ecreynBaeT CTATUCTUYECKH 3HAYMMOE ITOBBILIC-
HHe Oe3peIUINBHON U 001IIel BEDKHBAEMOCTH [3].

IIpu mecTHO-pacnpocTpanenHoM PMIK noaxon
B JIEYEHUM OTJIMYACTCS OT TPAJUIMOHHOTO, YTO
CBSI3aHO C IMEPBUYHON HEPE3EKTA0CIBbHOCTHIO 00JIb-
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mIMHCTBa QOPM omyXxoJieit jgaHHOW rpymnmbl. Jlede-
HUEC B TaKOH CUTyallMd HEOOXOJMMO HAYUHATH C
HEO0aIBIOBAaHTHOW (TIpeONepaliOHHON) XUMHOTE-
panuu, 4To MO3BOJISIET HE TOJIBKO YMEHBIIUTh CTa-
JTUIO TIEPBUYHOM OITYXOJIH, HO Y BBITIOTHUTH 3aTEM Y
YaCTH MAIMEHTOK OPTaHOCOXPAHSIOIIHNE OTEPaIny.
Ha ceropusmunii geHb TJIaBHBIE IEIH HeEOallb-
toBanTHOM xumuotepanuu (HAXT) cnenyromme:
1) mocTmkeHue pe3eKTaOeNbHOCTH W BO3MOX-
HOCTH BBINOJIHEHHSI OPraHOCOXPAHSIOLICH omepa-
uy; 2) yIydiieHne OTHAJICHHBIX Pe3yJbTaToB Jie-
qeHus (0e3penuaIuBHON U 001Iel BEDKHBACMOCTH);
3) ompeneneHne YyBCTBUTEIHLHOCTH K JIEKAPCTBEH-
HOH Tepanuu.

OddexrurHocTh HAXT ompeaenstor ¢ momMo-
b0 (QU3MKaNbHBIX (MaJbHanus) U HHCTPYMEH-
TaJbHBIX (YIBTPA3BYKOBOE HCCIIEOBAHHAE, MAMMO-
rpadusa, KOMITBIOTEpHAS ¥ MarHUTHO-PE30HAHCHAS
ToMorpadusi, MAMMOCITUHTUTpa(HsI) METOJIOB -
AarHOCTUKU HAa OCHOBAaHMM PETUCTpAIMU H3MEHE-
HUS JIMHEHHBIX Pa3MEpOB MEPBUYHONW OMYXOJIU U
METACTAaTUYECKUX PErHOHAPHBIX JTHUM(aTHUECKUX
y3710B. JI7s BBIYMCIICHHS TIPOIEHTA perpecca 3Jo0-
Ka4yeCTBEHHOTO HOBOOOPAa30BaHHS  HCIIONB3YIOT
KPUTEPUU OIICHKH OTBETAa COJMIHBIX OMyXOJeH
(Response Evaluation Criteria In Solid Tumors —
RECIST). Bepcust RECIST 1.1 BkitouaeT oneHKY
OCHOBHBIX (target lesions) v TOTIOTHUTENBHBIX (NON-
target lesions) ouaroB omyxosneBoro pocra. OreHka
OCHOBHBIX 0YaroB (KOJHMYECTBEHHAS) OCYIIIECT-
BIsieTCS O KpuTepusaM: monHerid otBeT (Complete
Response — CR) — ncue3HoBeHHE BCEX OCHOBHBIX
ouaros; yacTH4HbIH oTBeT (Partial Response — PR) —
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YMEHbBIIIEHHE CYMMBI TMAMETPOB OCHOBHBIX 04aroB
He MeHee yeM Ha 30%; mporpeccupoBanue 3adoJe-
Banust (Progressive Disease — PD) — yBenuuenue Ha
20% u GoJiee CyMMbI TUAMETPOB OCHOBHBIX OYaroB
WJIH TIOSIBJICHHE HOBBIX 0YaroB; cTaduin3anus 3a00-
neBanus (Stable Disease — SD) — HecooTBeTCTBHE
kputepusiMm CR nnu PR npu orcyrerBun PD. Ouen-
Ka JOIOJTHUTEIBHBIX o4daroB (kadectBeHHas): CR
— WCYE3HOBEHHE BCEX JIOMOJHUTEIHHBIX OYaros;
Non-CR/Non-PD — coxpaHeHne OCHOBHBIX 0Yaros;
PD - onmHo3HauHas mporpeccusi JTOTOJIHUTEIbHBIX
04YaroB WJIX MOSBJICHUE HOBBIX 04aros [4].
[TaTomopdomornyeckast oreHKa OTBETa OITyXO-
mu ocie HAXT ompenensieTcss ”3MEHEHUSIMH Kak
Ha KJIETOYHOM, TaK M Ha TKAaHEBOM ypOBHsX. Kom-
IJIEKC MOP(OJOTrHUSCKUX M3MEHEHHU B OIYXOJIH,
unaymupoBanHbix HAXT, HaseiBaeTcs JiedeOHBIM
(ToCTTEepaneBTHYECKUM, JIEKAPCTBEHHBIM) I1aTO-
Mopdo3zom. Ommcano 6osee 60 MOPPOTOTHISCKUX
XapaKTEepPUCTUK JIeYeOHOTO BO3ACWCTBUS Ha OITy-
x0Jb. K OCHOBHBIM OTHOCAT OOpa3oBaHME IOJEH
HEKpO3a, pa3BUTHE ouaroB ¢ubdpo3a U CKiIepo3a,
BOCHAJIUTEILHYID HMH(DWIBTPAIUI0, KPOBOU3IHSI-
HUSl C OTJIOKEHUSMH T€MOCHJCPUHA, CKOTLICHHS-
MH TeMocHaepodaroB, CHHKEHHE MHTOTHYECKON
aKTUBHOCTH, YBEJIMYEHHE YHUCIIa TATOJIOTHYECKUX
MHTO30B, alloNTo3a U Ap. B HacTOsAIIEE BpeMsI B MU-
pPOBOI MpakTuke cymiecTByeT mopsaka 10 cucrem
U KIACCU(UKAIMKA JIIsI MOPPOJIOTUIECKON OLICHKH
nedeOHOoro maromMopdo3a OMyXoJiH, KOTOphIe OTpa-
xeHbl B padorax 1. A. JlaBaukosoi, E.®. JlymHu-
koBa, Miller, Payne, Chevallier u coaBt., Sataloff
u coant., Akashi-Tanaka u coast., Honkoop u co-
aBT., Kuerer u coaBt., Smith u np. B Poccuu oc-
HOBHbIMU cumTatorcs padotsl ['. A. JlaBHUKOBOW
u E.®. Jlymnuxosa [3]. B paMkax oueHku Jiekap-
CTBEHHOTO TaTtoMopdo3a CYIIECTBYET TaKoe II0-
HATHE, KaK TOJTHBIA MaToMOp(OIOTHICCKUN OTBET
(pathologic Complete Response, pCR), koTopsiii B
Pa3HBIX HCCIEIOBAHUSAX TPAKTYETCA IMO-Pa3HOMY
[3, 5]. B 2012 r. Cortasar u coaBT. [5] mpoaeMoOH-
CTPHUPOBAIM OTCYTCTBHE PA3JIMYMi B TOKa3aTelsaxX
BbDKMBaeMoCcTH Mexny rpynnamu ypTOypNO u
ypTisypNO, 9TO TOATBEPXKIACTCSI U APYTHUMH FHC-
cinenoBanusmu [3, 6]. IlosTomy B OOJBITHHCTBE
KIMHUYeCKUX wucnbplTanuil noxg pCR monumaror
OTCYTCTBHE JIEMEHTOB MHBa3MBHOI'O paKa, MOTYT
OTIPEACISATHLCS JIUIIH CTPYKTYPBI KAPIIUHOMEI in situ.
Joctmxenne ¢ momompio HAXT momHO#N K-
HUYECKOH PEMHCCHUU HE O3Ha4yaeT IOJIHOTO IaTo-
MOP(OIOTUIECKOTO perpecca IMepBUYHON OIMyXO0JIH
U pEeTHOHAPHBIX MeTacTa3oB. [lo maHHBIM JuTEpa-
Typsl, nokazatenu pCR Bapeupytor ot 23 10 80% y
MALUKEHTOB C MOJIHBIM KIMHUYECKUM perpeccom [7].
PazHocTOpOHHEE MOAPOOHOE W3YyYEHHE AacleK-
toB nipuMenenuss HAXT npu PMXK — akrtyanbHas
npobiema coBpeMeHHOW oHkonornd. Ecim mcxo-
IIWTh W3 aHalli3a JINTePaTyPHBIX JAHHBIX U UCCIIE-
JIOBaHHUW TIOCJICTHUX JIET, CKJIAJbIBACTCS CTOHKOE
nmoHnMaHue d3(PPEeKTHBHOCTH TNPUMEHEHUS WH-
IyKUMOHHBIX MeToaoB Tepanuu PMOK, koTopeie B
KOHEYHOM HTOT€ 3HAYMMO TOBJIHSIOT Ha OTAAJICH-
HBIC pe3yJbTaThl JieueHus. [IpencraBiser uaTEpeC
m3yuyenue pesyaptatoB HAXT u onpenencHue ayB-
CTBUTEIILHOCTHU OITyXOJIM K KOHKPETHOMY BapHUaHTY
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XUMHOTEPAIIUU C MOCIEAYIOUINM IUIAHUPOBAaHUEM
3¢ PEKTUBHOrO aBIOBAHTHOTO JICUCHUSI.

IJeny — HAa OCHOBaHMU KJIMHUKO-MOp(dosornye-
CKHX ITapaMeTpoB OMEHHUTH dPdhekTruBHOCTE HAXT
ipyu PMJK u npoananu3upoBaTh JMHAMUKY U3MEHE-
HUS MOJIEKYJIIPHO-TEHETHUECKUX TapaMeTpOB OITy-
XOJI JI0 U TIOCTI€ NHAYKIIMOHHON XHUMHUOTEpaINHtH.

Mamepuan u memoowt

B npocnexTuBHOE Hccae10BaHue ObUIN BKIIIOUE-
HBI 76 IEpPBUYHBIX MAIIMEHTOK, cTpagarorumx PMXK
U TOJIyYaBIINX JIEYEHHE B OHKOJIOTMYECKUX OTJe-
neHusix Ne 2 u Ne 4 yupexxieHust 3ApaBOOXpaHEHMS
«I'ponHenckas obnacTHast KIMHUYECKast OOIbHULA»
B niepuoa ¢ 2015 nmo 2018 rr. Kpurepuu Bkiroue-
HUSI IALMEHTOK B UCCIIEAOBaHKUE: MOP(OIOTHIECKH
BEPU(PHUIIMPOBAHHBIM TUATHO3 «pPaK MOJOYHOU XKe-
ne3nly, 11 B-111 craguu 3a001eBanus, MAlMEHTKHA CO
crarycom 1o mkane ECOG He Hmxke OBYX OayuioB
nnu He Huwke 70% mno mHaekcy KapHosckoro, oT-
CYTCTBHE COIIyTCTBYIOIIEH COMAaTHYECKOM mnaro-
JIOTMX B CTaJluM JIEKOMIICHCALMH U JOOPOBOJIBHOE
corjacve TalMeHTOK Ha aHOHHUMHOE Yyd4acThe B
HCCIIEJIOBAHNUH.

Bcem mnaunmentkam JedeHHe OBUIO HayaTo C
kypcoB HAXT. Pexum lekapCcTBEHHON Tepamuu
OTIpeNeIIsICd MOJIEKYJISIPHO-OMOIOTHUECKUM T10A-
TUIIOM OITyXOJIM MOJIOUYHOW >kene3sl. Yare Bcero
npumeHsiach cxema FAC (5-ropyparmmntmaokco-
pyourua-tiukinopochamuna) ¢ uHTepBaiom B 21
JIeHb, uTo cocTaBmio 67,1%. Pexxum FAC ¢ mocie-
JTyIOIleHd 3aMEHON Ha TaKCAHCOJAEPKalNe CXEMBI
ucnosb3oBaics B 25,1% cayuaes, pexum AC — B
2,6%, pexxum TAC — B 2,6% u np. KonmngectBo Kyp-
coB HAXT BapsupoBaiio ot 2 110 8 (B cpeHem — 5).
Onenka 3¢ (GEKTUBHOCTH JICUSHUS MPOBOJUIACH
Mocie KaxJIbIX JBYX KypCcOB XHMHOTEpamnuu
B cooTBeTcTBHH ¢ Kputepussmu RECIST 1.1.

OneHnBaiM BO3pacT MalUEHTOK HAa MOMEHT
MTOCTAHOBKH JHMAarHo3a, pasMep OIyXOJIH, THCTOJIO-
THYECKHH THUI, CTENEeHb NU(PPEpEeHIINPOBKU, TOP-
MOHQJIBHBI PELENTOPHBIA CTAaTYC, 3KCIPECCHUIO
HER2/neu, ypoBeHb wuHzaekca mnpoiudepaTuBHON
aktuBHOCTU Ki-67, MONEKYISPHBIN TIOJTHIT OITyXO-
mu go u nocie HAXT, nuHamuky U3MEHEHUH UM-
MYHO(EHOTHUIIA OIyXOJIH, a TAKXKe KIMHUYECKUH U
naToMopdosiornyeckuit oreet omyxonu Ha HAXT.
Bce Mopdororndeckne nccieoBaHus BBHITTIOIHEHBI
Ha 0aze yupexxaeHus: oOpazoBaHus «I'poaHeHCKOe
o0acTHOE MaTOJIOTOaHATOMHUUYECKoe Oropo». Ma-
TEpUaIOM ISl MOP(OJIOTHUECKOTO HCCIIeAOBaHUS
CITY)KUJIN TPETTaHOOWONTATRl OITyXOJIeH MOJIOYHOM
JKeJle3bl, B3SATHIE /10 Havaja JICYeHHUs, W OIlepalu-
OHHBII MaTepual, MOJTYYEHHBIH 10CIE 3aBEPLICHUS
HAXT. XapakTepucTika aHTUTEN ISl IMMYHOT'H-
CTOXMMHUYECKOTO HMCCIIET0BaHMs OMyXO0Jei MOI04-
HBIX JKEJle3, WCIIOJIb30BAaHHBIX B HCCIEIOBAaHUM,
npuBeeHa B Tabmure 1.

NMMyHOTHCTOXUMHYECKHE TIOKa3aTelu perern-
topoB sctporena (ER), mporecrepona (PR), HER2/
neu u Ki-67 ObIM CrpynmupoBaHbl U Kiaccugu-
LUPOBaHbl MO MOJEKYJIpHbIM noatunam PMIK B
COOTBETCTBUU C KJIMHHUKO-IIATOMOP(OJIOrHYECKU-
MU KpPHUTEPHUAMH, PEKOMEHIOBAaHHBIMU IaHEIBIO
skcnieproB XIII MexnynaponHoit koHpepeHIMH
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Tabnuya 1. — XapakTepuCTHKa AaHTUTEN A HMMYHOTUCTOXHMHUYECKMX JICBBIX KICTOK MJIM IOJI-

HcciIe10BaHumi HOMY MX OTCYTCTBHIO).
Table 1. — Characteristics of antibodies for immunohistochemical studies Knnnnyeckas omex-
Ka 3¢ PEeKTHBHOCTH

Mapkepst KitoH, ucTOYHNK ©MaCKUPOBOYHBIN
piep Dupma-npou3BoAUTEb PasBenenue A p HAXT mo KpUTEpUAM
omyXxonm aHTHTEN Oypep RECIST 1.1 nmoxazana,
DcTporeHs! Diagnostic BioSystems BV3 kpomuubu RTU* pH 6,0 YTO TMOJHBIN perpece
IIporecrepon Diagnostic BioSystems EP2 kponnubu RTU pH 6,0 OITyXOJIN BHHBHCOH y 24
s nanueHTok (31,6%), ga-
HER-2/ Diagnostic BioSyst onas 1:300 H 9,0 CTHUHBIH perpecc - y 28
-Z/neu 1agnostic b1od>ystems TIOJIMKJIOHAJIBHBIC . p N HaHI/IeHTOK (3 6,8%) u
KPOJIMYBH

crabuwinmsanusa 3abolie-
Ki-67 Diagnostic BioSystems SP6 kponnubn RTU pH 6,0 BaHUA — Y 24 manueHToK

Ipumeuanue: * — RTU — comogvle K UCNOIb308AHUI0 AHMUMENA

o axbpioBaHTHOM Tepanuu PMIK B Cankr-I'anne-
He-2013 [3]. Ouenka Ki-67 uaTepnpeTupoBaiach ¢
Y4eTOM MECTHBIX JIabopaTopHbIX nokaszarene (Ki-
67<20% — Huskoe 3HaucHue, Ki-67>20% — BEICO-
KOE 3HaUCHUE).

JI18 MUKPOCKOIIMYECKON OLIEHKHU CTENEeHHU U Xa-
pakTepa jeueOHOro maromMopdo3a OIMyXOJu IMpH-
MEHSUTH aJIalITUPOBaHHY0 Kiaccudukanutoo Jlas-
HukoBoii-Miller-Payne, kortopas orpaxaer Kak
Ka4eCTBEHHBIE, TaK U KOJIMYECTBEHHBIC N3MEHECHHUS
B ONYyXOJW Ha JjedeOHble BosmelicTBus. Coriac-
HO JaHHOW KJIacCH(PHUKAIUK, BBIJICISIOT CICIYI0-
mpe creneHu JieueOHoro maromopdosa: IV cre-
MEHb — TOJIHOE 3aMEIICHHE TMapeHXHMbI OMyXOJIH
COCIMHUTENBLHON TKaHbIO, OTCYTCTBHE 3JEMEHTOB
WHBA3WBHOTO paka, MOTYT OIPEACISAThCS JUIIb
CTPYKTYPBI KapIIMHOMBI in Situ WU «03epay CIIH3U
6e3 omyxoneBbix kietok; Il crenens — mapenxnma
OITYXOJIM PE3KO0 pa3pylleHa, ONpeAesOTCS OCTaTKU
(1o 10%) urBa3uBHOMW YacTu omyxonw; Il crernens —
MapeHxuMa OIyXOJIM COXpaHeHa, MOBPEXKICHHUE OT
30 no 90% omyxoneBbIX KJIETOK; I cTeneHp — mo-
BpexaeHue 10 30% ormyxoneBbix KieTok; 0 cTerneHp
— MapeHxruMa OIyXOJM COXPaHEHa MOIHOCThIO, OT-
CYTCTBYIOT NPHU3HAKH JiedeOHOTo natomopdosa [3].

Cratuctuueckas ~ o0paboTKa  MOJyYEHHBIX
pe3yabTaTOB MPOBOAMIIACH C  HCHOJIb30BAaHHEM
Microsoft Excel 2013, makera mporpamm «Statistica»
10.0. nma Windows (StatSoft, Inc., CILIA). ITpume-
HSUIA METOJIbI OITUCATEIbHON CTATHCTUKH.

Pezynomamuot u oocyscoenue

Bozpact manuenTok BapbupoBan oT 25 mo 75
JIeT, TIpeodIaIaiy KEHIIUHBI BO3PACTHOW KaTero-
pun 40-59 net (60,5%). Pactipenenenne manneHTOK
110 CTaIuu 3a00JeBaHusl, crencHu auddepeHrpos-
KH M TUCTOJIOTHUECKOM CTPYKTYpPE OIMyXOJieH mpej-
CTaBJICHO B Ta0uuIe 2.

Kak oTtpakeHO B IpUBEICHHOI BhIIIIE Ta0JIHUIIE, B
WCCIIeJIOBaHNY ITpeobaaany nanuenTkn co 1B cra-
nuel 3a00JIeBaHMs, BBICOKOH CTENEHBIO 3JIOKaye-
CTBEHHOCTH U MPOTOKOBBIM THUIIOM aJCHOKAPIIUHO-
MblI. B psize ciaydaes (8/9) oTcyTCTBOBaIM CBEACHUS
o crenieHn (G PEPEHITMPOBKU OMYXOJIH U €€ THCTO-
JIOTUYECKOM TMOJATHUIE, T. K. B TPEHMaHOOMONTAaTax
OBLTO HEJOCTATOYHO OIMYXOJICBOW TKAHM JUIS OIIpe-
JIENIeHNs] TAaHHBIX XapaKTePUCTHK, a B OTEpaIFOH-
HOM Matepuane nocie HAXT peructpuposarcs ie-
4yeOHbIil maromopdo3 Il u IV crenenn (uro Taxxke
COOTBETCTBYET HAJIMYHIO JIUIIb SIUHHYHBIX OITyXO-
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(31,6%).  Ilporpec-
CHpOBaHUS OIyXoJIe-
BOTO POCTa BO BpEMSs
JeueHus He HaOoaanock. B 1nenom oObeKTHBHBIN
oTBeT (CyMMa TIOMHOW W YacTUYHOM perpeccuu
omyxoinu) coctaBun 68,4%. IloxydeHHslil pe3ynb-
TaT CUYATAETCS YIOBIETBOPUTEIHHBIM U COBIAACT
1o 3 peKTUBHOCTH C TAaKOBBIM B JIPYTUX UCCIEIO-
BaHMSIX [2, 3], 4TO MO3BOJSET CUUTAThH MPEIOTepa-
UOHHOE JICYeHHE PE3yIbTaTUBHBIM. BakHO OTCYT-
CTBUE MporpeccupoBanus omyxonu aaxe npu III
craguu 3a0oneBanus. J{is Ooyee JeTalbHOU OICH-
KH TIPOTIECCOB JECTPYKIIHH OITyXOJIU TPH MPOBEe-
Hu HAXT BeinonHeH MOpdoIornuecKuil aHamms.
[IpenonepanronHas Tepanusi WHAYHHPOBAIA
MPOSIBJICHHS JIEUSOHOTr0 maroMopdo3a pa3Ho CTe-
TIEHN BBIPXEHHOCTH. llpn 3TOM NeKapcTBEHHBIN
natoMopdo3 0 crenenun Habmoancsa y 1 manueHT-
ku (1,3%), I-1I crenienn — y 49 (64,5%), 11l ctenenn
— y 14 (18,4%) u 1V crenienu (pCR) —y 12 (15,8%).
[Tpu cpaBHEHHUH PE3YIBTATOB MOJTHOTO KIMHAYE-
CKOT0 U TOJIHOTO MaToMOP(OJOrHYECKOro OTBETA
onyxonu Ha HAXT BBISIBIEHO UX HECOOTBETCTBUE.
Tak, NOJHBIM KIMHUYECKUN perpecc OIyXOau
Habmonancsa y 24 mammentok (31,6%), a pCR —
B 12 cnyuasx (15,8%), T. e. pa3HMIIa cOCTAaBMIIA TTO-
JIOBUHY ClTydaeB. JTO yKa3bIBaeT Ha OOJBIIYIO TOY-
HOCTb MOP(]OJIOrHYecKol OleHKU 3PHEKTUBHOCTH
HAXT.

Tabnuya 2. — XapakrepucTUKa MaieHTOK MO OC-
HOBHBIM ITapaMeTpamM

Table 2. — Characteristics of patients on the basic
parameters
o[ St
Knuanueckast B 32 (42,1)
craaus 1ITA 20 (26,3)
JI0 Hayasa 1B 17 (22,4)
JICUCHUS ic 709.2)
Crenenb audde- G2 31 (40,8)
PEHIIMPOBKI G3 37 (48,7)
OITyXOJn HE Ompe/IelieHa 8(10,5)
TPOTOKOBBII 49 (64,5)
JIOJIBKOBBIIT 3(4,0)
T'ucronornyeckuit npOTOKOBLII:4+ 13370
THII JIOJTBKOBBIH
penkue popMbl 2(2,6)
HE ONpeJieNieH 9 (11,8)
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OJHUM U3 caMbIX 3HAUMMbIX BOIPOCOB OCTaeT-
Csl OIIEHKAa JUHAMHKH H3MEHEHHUS OMOIOTHYECKUX
XapaKTepUCTHUK OIYXOJId MPU MPOBEJAECHUU UHIYK-
LUOHHOW Tepanuu. be3yCloBHO, IIPU JOCTUKEHUU
pCR nocie HAXT HeT BO3MOKHOCTH COTIOCTAaBUTH
napamMeTpbl JO M IOCJe JCUYECHHsI BBUIY IOJHOTO
paspylieHus onyxoiu. B tabnuie 3 npencraBieHbl
pe3yabTaThl HIMMYHOTHCTOXMMHUYECKONW OLIEHKU pe-
HENTOPHOTO CTaTyca CTEPOUIHBIX TOPMOHOB, Her2/
neu-peuenTopos, ypoBHs Ki-67 B omyxoJisiX y maiu-
€HTOK JIO JIEUEHUS U I10CIIE €r0 3aBEPLICHUSI.

Tabnuuya 3. — IMMyHOTUCTOXMMHYECKUNA CTaTyC
onyxonei no u nocie HAXT

Table 3. — Immunohistochemical status of tumors before
and after NACT

Jo neuenus TTocne neuenust
ER(+) 39(51,3) 34 (44,75)
E ER(-) 37 (48,7) 27 (35,55)
g > PR(+) 38(50) 35 (46,1)
2 o
% E PR(-) 38(50) 26 (34,2)
3 o
é* % 3(3.,9) (Il crenenn
g 2 — /IMHMYHBIE
=1 HE OIpeieNieH
& OITYXOJIEBBIE KIIETKH,
NI'X He BBINOIHEHO)
Her2/neu-
I N 52 (68,4) 44 (57,9)
3 HETaTHBHBIN CTATyC
§ Her2/neu-
T o~ N 24 (31,6) 17 (22,4)
= 2 | mosuTHBHEIIT cTaTyC
§ = 3(3,9) (Il crenenn
=y — eIMHAYHbBIC
2 HE OoIpesieeH
10} OITYXOJICBBIC KICTKH,
NI'X He BBINOIHEHO)
R <20% 36 (47,3) 37 (48,7)
= &
E % >20% 35 (46,1) 19 (25)
HE ONpesiesicH 5(6,6) 8(10,5)
pCR 12 (15,8)

W3 npuBeneHHBIX AaHHBIX CIIEAYET, YTO JOCTO-
BEPHOTO YMEHBIIEHHS JKCIPECCHU PELEnTOpOB
CTEPOMIHBIX TOPMOHOB B 3JI0KQYE€CTBEHHBIX KJIET-
Kax He 3aperucTpupoBano. Y manueHTok ¢ ER(-) n
PR(-) cratycom uarme peructpuposaics pCR. [lan-
HbIH (DAaKT IPE3EHTUPYETCS U B APYI'HX UCCIIEN0BA-
HUSX TIPU aHaim3e JuTepatypsl [3, 7], uTto 00bsic-
HSETCS BBICOKOW IEPBUYHON UyBCTBUTEIBHOCTHIO
OITYXOJIEBBIX KJIIOHOB K IUTOTOKCHYECKOH Tepanuu.

3HaYMMBIM SBIISICTCS BOIIPOC W3MEHEHUS IMOKa-
3aTelisl AMUACPMAIBHOrO (hakTopa pocTa MpH Ipo-
Benennn HAXT. CorilacHo 0THOMY W3 HCCIIEIOBa-
Hull, B 30% cioyyaeB onpeaensaioch MUHIMAIbHOE
n3MeHeHnue skcnpeccur Her2/neu, a B 10% — mon-
HOE U3MEHEHME CTaTyca C MOJIOKUTEIBHOIO Ha OT-
puuatenbHbii [3]. B Hamem ucciieqoBaHUuU ypOBEHb
skcnpeccun HER2/neu(+++) B mepBHYHBIX OMyXO-
nsx coctaBuit 31,6% ciydaeB, KOJIWYECTBO CIydacB
HER2/neu-neratuBHbix omnyxodeit — 68,4%. [loce
HAXT nokazarens HER2/neu B 22,4% ciyuaes Obu1
MO3UTUBHBIM, B 57,9% cnyuaeB — HER2/neu-nera-
tuBHBIM. B 15,8% ciyuaeB nabmonanca pCR. Ta-
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KUM 00pa3oM, HAMH HE YCTaHOBIIEHO JOCTOBEPHOTO
M3MEHEHUS SKCIPECCHH dMHUAECPMAIFHOTO (hakTopa
pocta (p<0,05).

Cootnomenue gactotsl pCR mocne mposenen-
Hoit HAXT B 3aBUCHMOCTH OT MOJIEKYJISIPHOIO TIOJT-
THUTIA OITyXOJIU TPEACTaBICHO B TabmwuIie 4.

Kax BumHo u3 mpeacraBinennoi tadsmibl, pCR
yalie BCEero HaONIomajcs NMpHU TPOWHOM HETaTHB-
HoM PMX (6 ciyuaes) u npu HER2/neu-no3utus-
HBIX OIYXOJISIX (5 ciyyaeB), 4TO COBMAJIAET C PSAOM
Ipyrux ucciuenaoanuii [3, 5, 7]. OTo He o3HAUAET,
YTO TPOTHO3 U OTAAJICHHBIE PE3yJIbTAThl JICUCHHS
IIPHU TAKUX MOJEKYJIApHbIX noarunax PMX nyuie.
[To maHHBIM TUTEPATYPHI [3], MAIIMEHTHI ¢ TPOWHBIM
HEraTHBHBIM BapHaHTOM OITyXOJIM UMEIOT Haubosee
HEeOIaronpusTHBI MPOTHO3 M COCTABISIOT OOJb-
HIMHCTBO cpenu norubatommx or PMK B Teuenue
MIEPBBIX 5 JIET, a PU OMYXOJISX C BBIPAXKEHHOH TOP-
MOHO3aBHCHMOCTBIO0 HAOIFOIat0TCS BHICOKHE TIOKA-
3aTenu Oe3peUANBHON 1 0OIIeH BBDKMBACMOCTH,
YTO CYIIECTBEHHO HE 3aBUCHUT OT CTENEHH MOpQo-
noruyeckoro ¢ dexra.

[Mocne nposenennoit HAXT Obutr OTMEUEHBI
Cly4an W3MEHEHHsT WMMYHO(EHOTHIAa OIyXOJIH,
YTO OTPaKEHO B TPEIOKEHHOW BHINIE TaOIHIE.
[Ipu >TOM H3MeHeHnEe PEeHOTHTA TPOUCXOINIIO Pa3-
HOHAMPABIICHHO: TIoMUHANbHEIIH-B HER2-HeraTus-
HBII TOATHUI TIEPEXOAUI B JTIOMUHAIBHBIN-A H3-3a
cHKeHus1 ypoBHs Ki-67 u B TpOiHOI HeraTUBHBIN
MIOJITUTI B CBSI3H C TIOTEPEN IKCIPECCHUH TOPMOHAIb-
HBIX PELENTOpPOB, a TPOWHOW HEraTUBHBIA IOCIE
MIPOBEZICHHOTO JICYECHUSI TPHOOPETan IKCIPECCHIO
TOPMOHAIBHBIX PELENTOPOB U MEPEeXOIHsl B JIIO-
MuHanbHBIH-B HER2-HeraTuBHBIN U JTIOMHHAIB-
HBIN-A IOATHIIEI.

VYposens Ki-67 mnocne mnposeaenuss HAXT
cHu3wiIca A0 cpenHero — 21,9% mno cpaBHEHUIO ¢
32,9% no naugana nedenus. [lomubrid matomopdo-
JIOTUYECKHUH OTBET MPHU BHICOKOM HCXOJIHOM YPOBHE
Ki-67 nabmonancs B 75% ciiyuaes, Py HA3KOM —
B 25%. IlonyuyeHHble HaMU pe3yJIbTaThl CHUKEHUS
ypoBHst Ki-67 cBunmerensctByer 00 3ddexTuBHO-
ctu nedenns. R. L. Jones et al. [8] Takke cunTaror,
YTO CHIDKEHHE TyJia MPoNn(epupyromux KIEeTOK —
HEOCIIOPUMBIN IPU3HAK YCIIEIIHOCTH IPUMEHEHHOMN
CXEeMbl MHIYKIIMOHHOTO BO3/IEHCTBHSA Ha OITyXOJIb
npu aeuennn PMXK.

[To manubiM uccnenoBanusa, HAXT nponemon-
cTpupoBaia cBoto 3h(GeKTUBHOCTh. OOBEKTUBHBIN
OTBET (CyMMa ITOJTHON W 9aCTUIHOU PETPECCHH OITy-
XOJIM) Ha JieueHne coctaBui 68,4%. MHIyKIIMOHHOE
JIeYeHUE TO3BOJMIIO YMEHBIINTh MaccCy OIYXOJH,
YTO CO3/aJ0 YCIOBHS ISl BBIIIOJIHEHUS OpraHo-
coxpanstromux onepaunii (22,4% — opranocoxpan-
Hble omnepauuu, 77,6% — paaukaibHas MAacCTIKTO-
Mus 110 Majifieny) ¥ YBETHYMIIO YUCIIO TTallUeHTOK,
y KOTOPBIX B TIOCJIEONEPAIOHHBIX MaKpomperna-
paTax He BBISBJIEHO METAcCTa30B B MOAMBIIIEYHBIX
mumpoysnax. Ilomumo toro, HAXT mozBonmia
OIICHUTH 10 JIEYEOHOMY TATOMOP(O3Y MOTSHIINATb-
HBII OTBET OIYXOJIH Ha IPUMEHSIEMbIE ITpeTapaTsl 1
MIpH HEOOXOTMMOCTH BHECTH KOPPEKTHUBHI B TIOCTIE-
JIYIOIIYIO a/TbIOBAaHTHYIO XMMHOTEPAIHIO.

UccnenoBanue orBeta omyxonu Ha HAXT mpo-
BOJIUTCSL C UCIOJIB30BAHUEM pa3HBIX METOAMK, Of-
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Tabnuuya 4. — Pactipenenenrne UMMYHO(QEHOTHITMYECKUX MTOITUTIOB PaKa MOJIOYHOH skene3sl mociae HAXT
Table 4. — Distribution of immunophenotypic subtypes of breast cancer after NACT

. Kommuectso cirydaes 10 "
MOJ'ICKyJ'Iﬂ]:)HJI;:I{ :}Eimn PMK Y MoneKynﬂpHH:el;II:},u;uﬂn PMX nocne IJ(I(;J‘llg:IZTZO(Oc/H};:aeB HOCJII)C
A CITy4aeB) »11 {70 OT TP}
JIroMHHabHbIH-A 12 (75)
JIromunanbHb1ii-B HER2-HeraruBHbIH 1(6,25)
JlromunaneHbli-A (ER+/PR+/ N -
HER2/Ki-67: mmsxuit (20%)) 16 (21,0) TpoiiHoli HeraTuBHBII 1(6,25)
He onpenenen* 1(6,25)
pCR 1(6,25)
JlroMuHATBHBIA-A 5(41,7)
TR EETR- Jlromunansueii-B HER2-HeratnBHbIH 5(41,7)
. +/PR_ -
HeFaTI{BHLIH (ER: /P R— i . 12 (15,8) Jlromunansueii-B HER2- 1(83)
Hm3kni/HER2-/Ki-67: BeIcOKHit HO3UTHBHBIH ’
(>20%))
He onpenenen* 1(8,3)
pCR 0
HIOMI/IHaHbeII/I—BUHERz— 6(46.1)
TO3UTHBHBIH
JlromunanbHbi-B HER2- Jlromunansueiii-B HER2-neratuBHbIi 1(7,7)
no3utuBHbI (ER+/PR: m060ii/ 13 (17,1) -
HER2--H+/Ki-67: mo6of) JIroMHHaIbHbINA-A 2(154)
HER2-o0orameHHbIit 2(15,4)
pCR 2(154)
HER2-o0orameHHBbIi 7(58,4)
HER2-oGoraieHHbiii (He JIromunaneHe1-B HER2- 1(8.3)
JroMuHaJBHBIN: ER—/PR—/ 12 (15,8) TTO3HTHBHBII ’
HER2+++) TpoiiHoii HeraTHBHbII 1(8,3)
pCR 3(25)
Tpoiinoii HeraTMBHBIH 9(39,1)
JIromunanbHbii-B HER2-HeraruBHbIi 4(17,4)
Tpoiinoit neratusHbIi (ER—/ o
JIroMUHAIIbHBII-A 3(13,0
PR_/HER2.) 23(30.3) (13,0
He onpenenen* 1(4,4)
pCR 6(26,1)

Ipumeyanue: * — Il cmenens neuedbnozo0 namomopghoza — edunuuHvlie onyxonesvie kiemxu, UI'X ne vinonneno

Hako Hauboliee OCTOBEpHYIO MHMOpMarmio naét
naToMopdoIorHIecKoe U3y4eHne 0CTaTOYHOM OITy-
xoiu. B aToM ciydyae nMeeT MecTo MUKpOCKONHYE-
CKas OLIEHKa BCEX YJIbTPacTPyKTyp TKaHeil. B ciy-
yae e KIMHUYECKOM JEeTeKIIMA MOTYT IIPUCYTCTBO-
BaTh OCTATOYHBIE DJIEMEHTHI KAPIIMHOMBI. B TaHHOM
WCCIIEJIOBAHNH B TIOJOBHHE CIy4aeB KIMHUYECKON
pe3opOuK  onpeaessuTuCh CTPYKTYPBl HOBOOOpa-
30BaHMsI B MopdoJjorudeckoM Matepuaie. M3yde-
HUE MaToMOp(OJIOrHIecKuX u3MeHeHui npu PMIK
nocie HAXT BeicTynaeT OCHOBHBIM IPOTHOCTHU-
9ecKUM (PaKTOPOM NpH IJIAHWPOBAHUU aJbIOBAHT-
HOTO JICUEHUSI.

OTpuLaTeNbHBIHN peLenTopHbII craryc
CTEPOMIHBIX TOPMOHOB, TPWXJbl HETaTHBHBIN H
HER2/neu-no3utuBHelii PMXK sBnstroTcs 3Ha4m-
MBIMH TPEIUKTOPHBIMHA MapaMeTpaMu pPa3BUTHSA
pCR omyxomu. BaxxabiM npu3HaKoM 3¢ HEeKTHBHO-
CTH JIeUeHUS BBICTyMAeT ypoBeHb Ki-67. CHnxeHne
Ki-67 yka3piBaeT Ha TO3UTHBHBIA OTBET OIYXOJIH
Ha HAXT.

Kypnuan ['potHEHCKOTO TOCYAapCTBEHHOTO MEAMIIMHCKOTO yHUBEpcuTeTa, Tom 17, Ne 2, 2019

Buvieoowt

1. HAXT nemoHcTpupyeT BbICOKYI0 3(ddek-
TUBHOCTb TIPH BCEX CXEMax JICUCHMS MALUEHTOK,
crpagaomux PMIK, yTo nmoareepxaaercs KIMHU-
KO-MOP(OJIOrMYeCKUMHU METOJaMH AUATHOCTUKH.

2. Hawmbonee wHGMOOPMATHBHBIA METOA OIICH-
ki sdpdextuBHocth  HAXT —  mopdonoru-
YeCKHd, C  NpUMEHEHHEeM  KJacCH(pHUKALUU
JlaBaukoBoii-Miller-Payne.

3. OpueHTHpOM A7l BBIOOPA abIOBAHTHOTO JIe-
YEHUS OCTACTCS IEPBUIHBINA OMOJIOTHUECKHH CTaTyC
OITyXOJIH, OIpPEeIsieMbIil 0 TPEenaHoOHoNTaTaM.
H3MeHeHuss MMMYHOTHMCTOXMMHYECKOTO CTaryca
nocie HAXT moryt B psiie ciy4aeB HecTH B cebe
HEIOCTOBEPHYIO MH(OpPMALHUIO, KOTOpas B KOHEY-
HOM HTOT€ W3MEHMT IUIaH aJ{bIOBAaHTHOW Teparnmy,
YTO SIBJIICTCS HEJIOIYyCTUMBIM.

4. Nns ouenku dpdpexra HAXT npu PMXK ox-
HUM W3 HanOosee JOCTOBEPHBIX ITapaMeTpOB OIMy-
XOJIH SIBJISICTCS AMHAMHKA MHJIEKCa Mposndepanun
Ki-67.
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CLINICAL MORPHOLOGICAL CHARACTERISTICS OF THE RESULTS

OF NEOADJUVANT CHEMOTHERAPY IN BREAST CANCER
Khorov A. O., *Grek N. 1.
!Grodno State Medical University, Grodno, Belarus
’Grodno Regional Clinical Hospital, Grodno, Belarus

Background. Tumor response to neoadjuvantchemyotherapy (NACT) in breast cancer is determined using clinical
and pathological criteria.

Objective. To evaluate the effectiveness of NACT in breast cancer on the basis of clinical and morphological
parameters and to analyze the dynamics of changes in the molecular and genetic parameters of the tumor before and
after induction chemotherapy.

Materials and methods. We investigated biomaterials samples of breast tumors collected prior to NACT initiation
and after its completion. We evaluated immunohistochemical status of the tumor and response to NACT using the
criteria RECIST 1.1 and pathological classification of Lavnikova-Miller-Payne.

Results. Complete clinical regression of tumors was observed in 31,6% cases, complete pathologic response —
15,8%. Changes in the immunophenotype of the tumor after NACT occurred in different directions.

Conclusions. Pathomorphological assessment of residual tumor is an important component in the initial evaluation
of NACT regimens efficacy. A decrease in Ki-67 indicates a positive tumor response to NACT.

Keywords: breast cancer, neoadjuvant chemotherapy, molecular subtype of the tumor, clinical regression, complete
pathologic response.
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