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Pe3tome: HeoagbloBaHTHan (HA) nekapcTBeHHas Tepanus WUPOKO NPUMEHAETCSA B IRYEHWUMU 60/IbHbIX TPOMHBIM HEFaTUBHbIM
1 Her2-no3nTmBHLIM PaKOM MONOYHOM ene3bl (PMIK) paHHUX CTaAWin. DTO NO3BONAET OUEHUTb IPPEKTUBHOCTb IeYeHUs in Vivo,
Y 4acTn 60/1bHbIX YMEHbWMNTb 06 beM NNOKaZIbHOTO SIe4eH WA, @ TaKKe OL@HUTb NPOrHO3 U MPU Ha/JIMYMMN pe3nayanbHON Onyxonu
Ha3Ha4YMTb a4 bIOBAHTHYIO IEKAPCTBEHHYIO Tepanuio. B nccnegosaHnm nsydanach NPOrHOCTAYECKanA 3HAYMMOCTb OLLEeHKM OTBeTa
onyxonu Ha nedyenue no cucteMe RCB (Residual Cancer Burden), a Take oLeHeHbl ypoBeHb Ki-67 1 cogepiaHne HPUALTPUPYIO-
wux onyxonb AMMmouuntos (MOJ) B pe3nayanbHoi onyxonun y 601bHbIX NePBUYHO onepabesbHbiM PMXK € TPOWHBIM HEraTUBHBIM
deHoTmnom (TH PMX), nonyyaswmx HA naaTuHocogepxawyo xumuotepanuio (XT). MokasaHo, 4TO KOMM/IEKCHaA OLEHKa No-
kasaTenei RCB, Ki-67 n NOJl no3BosiseT nony4YnTb 601ee TOYHYIO MPOrHOCTUYECKY MHPOPMaL Mo, YeM NpoCTan KOHCTaTaumsa
Ha/NN4YMA UNN OTCYTCTBUA Pe3nAyanbHON ONYXOK, Y BbIAENNTL FPYNMbl 60/1bHbLIX A8 3CKaNaLMUM 1 Je-3CKanalmn afbloBaHTHON

CUCTEMHON Tepanuu.

KntoueBble cnoBa: pak MONIOYHOM esie3bl, TPOMHON HeraTUBHbLIN GeHoTHM, pe3nayanbHas onyxonb, RCB, Ki-67, MO/

HeoagbloBaHTHas (HA) cucTeMHas Tepanus nepBoHayvasib-
HO CTasia NPUMEeHATLCA NPU MeCTHOPACNpOCTPaHeHHOM nep-
BMYHO He onepabenbHoM PMX n nossonsna B cayvae ycnexa
CMCTEMHOW Tepanuu nepeBecTy onNyxonb B onepabenbHoe
COCTOAHME U BLINMONHUTbL XMPYPruyecKkoe BMellaTeNbCTBO.

HekoTopoe BpeMa Ha3ag cTann npegnpuHMMaThbCA No-
NbITKM NpeaonepaLMOHHOr0 Ha3HauYeHNA CUCTEMHON Tepanum
W npu nepeBu4Ho onepabenbHoM PMXK. Mpegnonaranocek, 4To
3To 6yaeT cnocobcTBOBaTb paHHeWH 3AMMUHALNN MUKPOMe-
TacTasoB U Aa/ibHellleMy yAy4lIEHNIO pe3y/bTaToB aeye-
HuA. Buccnepgosannn NSABP B-18 c yyactnem 1523 60a1bHbIX
nepeuyHo onepabenbHbiM PMX npoBesgeHo cpaBHeHue oOT-
AaNeHHbIX pPe3y/IbTaToB JIeYeHNA Npu NpoBeAeHnn 4 KypcoB
xumuoTtepanuu no cxeme AC (foKcopy6bULMH + LUKAOPOC-
dammng) 4o Man nocsie xUpypruyeckoro BMewwarenscrea [1].
He 6b1710 BbIABNEHO Pa3NMyMil B HacTOTe NOKOPErMoHapHbIX
peunanBsos, 6espeumnauneroii (BPB) n o6wei BbiKUBaeMoCTH
(OB). OpraHocoxpaHsaLL Y0 ONepaLuio Y4anoch BbIMOJHUTb
B 60/1blleM NpoLeHTe CAy4YaeB B rpynne 60/1bHbIX, NOAYy4aB-
wux HA Tepanuio, B CpPaBHEHUN C TPYNMoii 60/IbHbIX, KOTOpPbIe
noay4ann afbloBaHTHYIO Tepanuio, pasHuua coctasmna 12%.
KpaliHe Ba)KHbIM Hay4HbIM BbIBOJOM 3TOFO MCC/eA0BaHUA bbIn
TOT QaKT, YTO AOCTMIKEHNE NOJHOW NaToOMOpP$ONOrMyecKom
perpeccuv (nMP) accounnposanocs c yseandexviem 6PB (OP
0,47, p=0,0001) n OB (OP 0,32, p=0,0001).
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TakuM 06pa3oM, BO3MOXHOCTb OLeHKN 3¢ PeKTUBHOCTH
HA cuctemHow Tepanuu in vivo (no cTeneHnn natoMopdosa)
ABJIAETCA CEPbE3HbIM MPEVNMYLLECTBOM B CPaBHEHUUN C aAblo-
BaHTHOM Tepanuen, KOTOpaA NPOBOANTCA «BCAGMYIO», T. €.
B OTCYTCTBUE K/IMHUYECKN ONpejenaeMoi ONyXou, 4TO He
Nno3BO/AfAeT BbICKa3aTbCA O TOM, NpUHecaa I aAblOBaHTHas
Tepanus OXXugaeMyo Nnosb3y KOHKpeTHoI naymeHTKe. OLeHKa
nepcoHaNbHOro NPOrHo3a B 3aBUCUMOCTU OT Ha/IUYUA UK
oTcyTcTBUA NP no3BosiseT ceroAHA UHAUBUAYANN3UPOBATb
a/blOBaHTHYIO NeKapCcTBeHHYto Tepanuio. LlenecoobpasHocTb
HasHayeHus aagboBaHTHOW XT 60/IbHBIM C pe3nayanbHOM
onyxo/bto usyyvanack B uccnegosaHmn CREATE-X, B koTopoM
6b1710 MOKa3aHo, YTo y 60/bHbIX Her2-HeraTnusHbiM PMXK ¢ pe-
3uayanbHon onyxosbto nocne HAXT ¢ BKAOYEHMEM aHTpaLm-
K/IMHOB M TaKCaHOB NpoBejeHne 6-8 KypcoB aAblOBaHTHOM
XT kaneynTabuHOM NO3BONN/O CYWECTBEHHO YBE/IUYNTD
BEPB (OP 0,70, p=0,01) u OB (OP 0,59, p=0,01) [2]. Hanb6onee
3HaYMMbIY BbINTPbILW B BPB 6b171 0TMeveH y 601bHbIX TH PMXK
(OP 0.58 no cpaBHeHuio ¢ 0.81 Npu NlOMUHANBHOM NOATHMNE).

B cBAsnc OTCYyTCTBMUEM MULlLleHeN ANA U3BECTHbIX TapreT-
HblIX NpenapaTtoB € 4UHCTBEHHbIM CTAHAAPTHbLIM NOAX0A0M
K neveHuto TH PMX noka ocrtaertca xummnotepanua. Otamn-
YnTenbHbIMM ocobeHHocTAMU TH PMXK apaswTca c ogHoM
CTOPOHbI BbICOKaA XMMUOYYBCTBUTENbHOCTb, C A4PYroii — 6bl-
CTpOe pa3BMTME XUMNOPE3UCTEHTHOCTH, a TaKXe KpalHe ar-
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peccuBHOe TeYeHne C paHHMM pa3BUTHEM peLnaAnBOB 60/1e3HN.
Yawe TH PMX cTpagatoT xeHLWMHbl MOOAOr0 BO3pacTa, 3ToT
noATUN coctaBaseT Hanbosbwyto Yactb BRCAT-accoynunpo-
BaHHbIX onyxoneit. C yyueToM BbICOKOW arpeccuBHocTu TH
PMX apgbloBaHTHaA xMMMoOTepanua nokasaHa BceM 60/1bHbIM,
HaumHasa c TIbNOMO (1. e. npu onyxonsax pasmepamu =5mm).

ByAyum BbICOKO XuMMouyBcTBUTENbHbIM, TH PMXK xapak-
TepusyeTca BblCOKOW YacToTol NP npu npoeeseHun HA xu-
MuoTepanuu. B uccnegosanunm Liedtke c coaBT. 6b1710 NOKasaHo,
yTo npu gocTmxkeHun nlMP 6oabHbie TH PMX nMetoT BbiCOKKE
noKasaTe M BbKMBAEMOCTH, CONOCTaBUMbIe C aHaNOTNYHbIMU
nokasaTenamu Npu A4pyrux nogrunax. Og4HaKo Npu HaANYUK
pe3nayanbHOM ONYXOAU BbiXXMBaeMocTb 60abHbIX TH PMXK
3HaYMTENbHO HMXKe, YeM NPU APYTUX MOATMNAX C HAIUYNEM
pesugyasnbHoii onyxonu [3].

Mpun 3TOM He y BCex 60/1bHbIX C pe3ugyanbHO OMYyX0/blo
B Ja/ibHeleM BO3HMKaeT NporpeccmpoBaHmne 601e3Hu, 4To
AenaeT aKkTya/ibHbIM MOVCK AOMOHUTENbHBIX XapaKTePUCTUK
OMnyxo/u, oTBeYaoWmnx 3a NporHo3. OAHONM 13 JONONHUTE Nb-
HbIX BO3MOXHOCTeN pa3jesieHna onyxo/n Ha NpOrHocTuye-
ckue rpynnbl nocae HAXT aBaseTca oueHKa oTBeTa ONyxo-
M Ha neveHne no cucteMe RCB (Residual Cancer Burden),
KoTopas BK/AOYaeT B Ce6f KOMMNEKCHYIO XapaKTepUCTUKY
N0X<a NepBUYHOM ONYXON, KN€TOYHOCTH, KONMYecTBa MeTa-
CcTaTU4eCKnX IMMdaTUYeCcKnx y3noBs, pasMepa Hanbosblero
MeTacTas3a B IMMGATUYECKOM y3/1e. ITU AaHHble BHOCATCA
B creyunanbHyto $opMyny, C MOMOLLbIO KOTOPOM BbIYNCAA-
toTcs nHgekc RCB (kak HempepbiBHaA MepeMeHHas) v Kaacc
RCB [http://www3.mdanderson.org/app/medcalc/index.
cfm?pagename=jsconvert3]. [pu oueHKe oTBETa ONYyX0AU
Ha fe4yeHune no cucteme RCB BoigensatoT 4 knacca: 0, 1, 11, 1V,
rae 0 cootrseTcTByeT nllP.

Llesnbto Hawel paboTbl 6611 aHAIN3 BAVUAHUA HAZIMYMA U Xa-
PaKTepUCTUK pe3nayasibHON ONYX0AMU Ha MPOrHO3 60/IbHBIX
paHHum TH PMXK, nony4daswmnx HAXT c BKAlOYeHMeM aHTpa-
LUMKNMHOB, TAKCAaHOB M NAATWHBbI.

NALUEHTbBI U METO/AbI

B uccnepoBaHnm npuHanm yvactue 120 6onbHbix TH PMXK
T1-2NO-1MO0 cTaawmit, KoTopblie nonyyaau HA (npegonepa-
LMOHHYI0) AO30MHTeHCUBHYIO XT no cxeme: 4OKCOPYEULMH
25mr/m? B 1-14 geHb + nakautakcen 100 mMr/m? B 1-i4 aeHb +
uucnaatuH 30 Mr/m? B 1-i4 AeHb BHY TPMBEHHO KamnesibHO exe-
HeaenbHO, 8 LMKA0B ¢ noaaepkoin M-KCP (duarpactum 5
MK /Kr noAKoXHo 1 pa3 B AeHb, CO 2-ro N0 4-11 iHN KaXKAO0ro
umkna).

Moao6Hoe onucaHue npoLeAyp Uccae0BaHNA NPUBEAEHO
B cTaTbe Mrnatosoi E.O. ¢ coasT. [4], noaToMy Mbl He 6yaem
Ha HUX oCTaHaB/aMBaTbCA. B Tabn. 1 npuBeseHa KAMHUKO-
aHaMHeCcTUYecKan XxapakTepUcTUKa 60bHbIX.

MepnaHa Bo3pacTa cocTaBuia 47 net, 60/blue NONOBUHbI
60/1bHbIX (55%) MMenu onyxoau 3-i CTENEHW 3/I0KaYeCTBEH-
HocTu (Taba. 1). Megumara Ki-67 coctasuna 85%. Y 42 60/1bHbIX
BbIfIB/NIEHbl FepMUHabHble MyTauum B redHax BRCA1/2,y 2
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60bHbIX —BreHe CHEK2. Y 97 60/1bHbIX ONpejeneH ypoBeHb
MNOJ1 B nepBuyHOM onyxonu, y 17,5% 60nbHbIX AaHHbIA NOKa-
3artesb 6bi21 pacLeHeH Kak Bbicokuii (>40%), MegnaHa ypoBHs
MO coctasuna 10% (gnanason 5-70%).

Mocne okoH4yaHna HAXT 601bHbIM BbINOAHANNCL XUPYP-
rmyeckue BMelaTeNbCTBa PasIMYHOro obbema.

OueHKa oTBeTa ONYX0/M Ha Ne4eHne NpoBoANIach No
cucteme RCB. Mpn Hannumm pesnayanbHOM ONyXoaun nNpo-
Boauaochk onpegeneHne MOJ1 cornacHo peKoMeHAaunaMm
MeXAyHapoaHol paboyeii rpynnel no onpegeneruio NOJ
B pe3unayasnbHoi onyxonw [5], a Take uHgekca npoandepaum
Ki-67 (npu RCB Il-11l knacca).

PE3Y/IbTATDI

YacToTa goctuxenunsa nfP (RCBO) coctasuna 57%. Y 51
6o0s1bHOM He 6bina gocTurHyTta nlP. ucTonornyeckune npe-
napaTtbl C pe3snayanbHON onyxonbto 6binn gocTynHbl y 50
60nbHbIX. B 3TMX NpenapaTax npoBejeHa OLeHKa pe3njyanb-
HoW onyxosin no cucteme RCB, a Takxe onpegeneHbl ypoBHU
MO/ n Ki67. Yactota RCBI coctaBuna 16 %, RCBIl — 23,6 %,
RCBIII —2,5%.

B aaHHOW cTaTbe Mbl CGOKYCUPYEMCA Ha OLleHKe HEKOTOPbIX
610oN0rNYeCKNX XapaKTepUCTUK pe3nayasbHON ONYXONN U nX
MPOrHOCTUYECKOM 3HA4YEHUMN.

Ta6auua 1. KAMHMKO-aHaMHecTUYecKas
XapaKTepucTuka 60/bHbIX

MpusHak n=120" (%)
BospacT, MeanaHa (AnanasoH), roasl 47 (23-72)
Kputepuin T

.M 30 (25%)
.2 90 (75%)
Kputepuit N

< NO 77 (64,2%)
© NI 43 (35,8%)
CTeneHb 3/10Ka4eCTBEHHOCTH

.2 54 (45%)
.3 66 (55%)
Ki-67, MeaunaHa (ananason), % 85 (12-100)
NOJ, % n=97

. <40 80 (82,5%)
.« 40 17 (17,5%)
rePMI/IHaI'Ibele MyTaU'VIVI

© Her 75 (62,5%)
+ BRCA1/2 42 (35%)

.+ CHEK2 2 (1,7%)

+  HeoueHusanacs 1(0,8%)

*Onepayus esinosHeHa 119 60a6HbIM
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AvHaMuka nHaekca npoandepauum Ki-67

MHpekc nponngepauyun Ki-67 6bin onpeseneH B pesun-
AyanbHol onyxonu 25 6onbHbiX. MegnaHa coctaBuna 20%
(ananazoH 5-75). Mpn nonapHoM cpaBHeHUU 3Ha4eHUii Ki-67
A0 M Noc/ie NeYeHNA UMesI0 MeCTO 3HaYNMOe CHUXKEHNE UH-
AeKca npoaudepanuu Ha GoHe nposegenma HAXT (p<0,001)
(puc. 1). Y 6osbHbix ¢ RCBII-III HU3KMit yposeHb Ki67 (<20)
nmenca s 43,5% cnyvaes.

AvHamukun yposHa MO

YpoBeHb NOJ1 B pesngyanbHoit onyxoau onpegeneny 47
60/1bHbIX, MegMaHa cocTaBuna 50% (gmanason 5-90%). Y 42
60/1bHbIX U3BeCTeH ypoBeHb MOJI fo v noce neverus (puc.
2). MpunonapHoM cpaBHeHuu yposHa MOJ1 go n nocne HA xu-
MUOTepanuu BbIABNEHO CTaTUCTUYECKN 3HaYMMOe NOBbILIEHNE
MO (p<0,001). Y 47,4% (18 n3 38) 60/1bHbIX C HU3KUMU NOJ1
A0 neveHunn (<40%), B pe3anayasibHOM ONyXonu Onpeaensscs
BbICOKUI ypoBeHb MO/ (250%). Y 52,6 % (20 13 38) 60/1bHbIX
¢ Hn3knm yposHeM MOJI 0 nevyeHNA OH M OCTANCA HU3KUM.
Y 4 60nbHbIX C BbICOKMM ypoBHeM NOJ1 g0 feyeHns OH Tak
1 0CTasCcA BbICOKUM.

OquKa BbIXKUBAEMOCTHU

Mpu MegmnaHe BpemeHu HabaogeHns 39,7 mec. (4nanasoH
15,0-94,8 Mec.) nporpeccuposanue 3a¢pukcrposaroy 9 (7,5%)
60/1bHbIX. MegnaHa BpeMeHU 0 NporpeccupoBaHus cocTa-
Buna 15,9 mMec. (gnanasoH 4,6-35,3 mec.). Y 7 u3 9 (77,8%)
60/1bHbIX MPOrpeccUpoBaHmNe HACTYNU/IO B CPOKU A0 24 Mec.
noc/ie OKOHYaHWA NePBUYHOTO Jie4eHns. Bo Bcel rpynne 60/b-
HbiX 3-neTHAA BPB cocTtaBunna 91,1%, OB — 97,8 %.

Mpu aHanun3e 3HaYeHUA KAUHUKO-MOPPONOTrNYEeCKUX
XapaKTepUCTUK 6bIN0 BbIAABJEHO, 4TO Takune $paKTopbl, Kak
BO3pacT, pa3Mep NepBUYHON ONYXO0/IW, CTENEHb 3/10Ka4eCTBEH-
HOCTW, Ha/M4Yne repMmMHanbHOM MyTaumm B reHax BRCA1/2,
ypoBeHb Ki-67 B nepBuyHoi onyxonu, yposeHb MOJ1 B nep-
BMYHOI ONYXONU He ABAAIOTCA NPeAUKTOPaMU peunansa.
M3 xapaKTepuUCTUK NepBUYHOM ONYXO/IN TONIbKO NOpaxeHue
pernoHapHbIX IMMpaTUYECKNX Y3N10B NMOKa3ai0 TEHAEHL U0
K CTaTUCTUYECKOM 3HAYNMMOCTU B OTHOLLEHUW PUCKa pa3BUTUA
peumnausa (p=0,07). B 10 e BpeMs Hann4ve pe3ungyasnbHown
onyxoau, ctaguposaHue no RCB, xapakTepuCcTUKKM pesnay-
a/ibHOW ONyX0/IX NOKasa/in 3Ha4YMMoe BAUAHMNE Ha 4acToTy
peLunAnBOB.

B rpynne 6onbHbIX ¢ NP yacToTa peunamBoB 6biia cTa-
TUCTUYECKU 3HAYMMO HUKE, YEM MPU HANNYUUN pe3uayaib-
Hol onyxonu (2,9% npoTtue 13,7%, p=0,037); npu oueHKe no
cucteme RCB — 4,6% npotus 16,1% npu RCBO+| n RCBII+III
cooTBeTcTBeHHO (p=0,05). AHanN3 M3yyYeHHbIX 6UONOrNYECKUX
XapaKTepUCTUK pesngyasibHON Onyxonu nokasas, 4To npu
ypoBHe Ki-67 <20% yacToTa peunamnBoB 6bina B 3 pa3a MeHblue
no cpaBHeHuto ¢ yposHeM 220% (8,3% npotus 30,8%). He
6b1710 BbIAB/EHO CTAaTUCTUYECKU 3HAYUMbIX pa3nww||7| B4acCToTe
peunanBoB NPU HU3KOM U BbiCOKOM ypoBHe NOJ1 B pe3ngy-
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Ki67 no n nocne

150 -

100 -

%

50 -

KiG':' Ao Ki67 nocne

PucyHok 1. MonapHoe cpaBHeHue ypoBHA Ki-67 B nepBuM4HOIA
(Ao neuenus) n peaupyansHoii (nocne HAXT) onyxonu.

nMon go v nocne

100 +

80 -

60 -

%

40 -

20 -

WOon po WOJ nocne

PucyHok 2. MonapHoe cpaBHeHue ypoBHAa NOJ1 B nepBuYHOI
(Ao neuenus) n peaugyansHoii (nocne HAXT) onyxonu.

anbHOM onyxo/n. Mbl MpoaHanM3MpPOBanm Takxe AUHAMUKY
NOJT po nnocne HAXT. OKka3anoch, 4TO NOBbIWEHNE YPOBHA
MO c Huskoro (<40%) B NepBUYHOM OMYXO0/M A0 BbICOKOTO
(=50%) B pesnayanbHoi apnseTca GpakTopoM 61aronpuaTHOro
NpOrHo3a: HMYy oAHoM 13 18 601bHbIX C NOA06HOW AUHAMUKOM
MNOJI He 6b110 3aPpUKCUPOBAHO NPOrpecCcMpoBaHuA 6onesHu.
Y 60/1bHbIX CO CTabubHBIM ypoBHEM NOJ1 (T. . 6bl1 HU3KKUM
M OCTa/ICA HU3KMM MW 6bi1 BICOKUM M OCTaNCH BbICOKUM)
YacToTa peyuamnBoB coctasuna 26,1% (p=0,02).

Mbl 06BeANHMAN MHPOPMaLMIo No KnaccaM RCB, ypoBHAM
Ki-67 n NON, punamuke NOJ B pesngyanbHoli onyxonu. Oka-
3a/10Cb, YTO YacToTa peLmamnBa bbina Hanbonee BbICOKOM Npu
cnepyowmnx coyetaHnax sTux npusHaxkos: RCBII-IIl v yposHe
Ki-67220%, yposHe MNOJ/I<50% 1 oTCYyTCTBUM U3MeHeHUA
ypoBHa MOJ1. Npn MHOro¢pakTOpHOM aHanun3e TO/bKO NHTe-
rpauua gaHHbix no knaccam RCB n nsmeHeHuto yposHa NOJI
MMeIn NPOrHOCTUYECKYIO 3HAYMMOCTb B OTHOLWEHUN pUCKa
peuuausa (OLW 11,25, 95% AN 2,35-53,7, p=0,002).

TpexneTHsan BPB BbixkuBaeMocTb 60abHbIX ¢ NP cocTaBuna
96,5%, y 60/IbHbIX C pe3mayanbHoit onyxonbio — 83,5% (OP
0.18,95% AW 0,05-0,74; p=0,017) (puc. 3).
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PucyHok 3. Be3peynanBHas BbKMBAEMOCTb 601bHBIX
cnfP u pesnayancHoit onyxonbio.
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PucyHok 4. bespeynanBHasA BbIXKMBAEeMOCTb 60/1bHbIX
c RCBO, | u RCBII+III.
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PucyHok 5. bespeynauBHan BbIXKMBae@MOCTb B 3aBUCUMOCTM OT
knacca RCB n ypoBHsa Ki-67 B pesugyanbHoii onyxonu.
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CraguposaHue no cucteme RCB B coyeTaHum c AuHamMn-
kot Ki-67 n MOJ1 no3Bonnno nonyuntsb ewe 60nee BaxHyto
MHGOPMaLMIO B OTHOLWEHUMN BbIXKMBaeMOCTU. TpexaeTHAA
BPB gna 6onbHbix ¢ RCBO cocTtaBuna 96,5% c RCBI —93,3%
1 71,5% npu RCBII+III (p=0,0087) (puc. 4).

[ByxnetHsaa BPB 6onbHbix ¢ RCBO+I, RCBII+III 1 Ki-
67<20% coctaBuna 95,8% 1 88,9% npotus 64,2% y 60/1bHbIX
c RCBII+I1I n Ki-67220% (p=0,0001) (puc. 5).

TpexneTHsAsa BPB 60onbHbix ¢ RCBO+I, RCBII+III c noBbiwe-
HueMm NOJT nocne HAXT coctasuna 95,8% 1 100% npotus
66,5% y 60/1bHbIX ¢ RCBII+III M 0TCyTCTBMEM AMHAMUKMN YPOBHSA
MNON (p=0,0013) (puc. 6).

OBCYXAEHWUE U BbIBO/bl

B HalweM nccnefo0BaHUM UCXOAHbIE KNMHUKO-MOP$O0-
rmyeckme xapakTepuUCTUKN, TaKMe KaK pa3Mep NepBUYHOM
ONyXo0/u, CTeneHb 3/10Ka4eCTBEHHOCTU, UCXOAHbI YPOBEHb
Ki-67 u MO/, Hannyne BRCA1/2 MmyTauum, He nokasanu 3Ha-
YMMOTO BANAHMA Ha YaCTOTY peLMAnNBa U BbXKNBAEMOCTb.

Hanbonee nHtepecHbie gaHHble 6blM NOAYYeHbI TPU U3yYe-
HUWN GaKTOPOB, CBA3AHHbIX C HAIMYMEM U XapaKTepUCTUKaMU
pesunAayanbHo onyxonu. Npu HaAMumMm pesngyanbHom onyxoam
JyacToTa peumAnBoB 6bl1a CTaTUCTUYECKM 3HAYMMO BbILUE, YEM
npu goctmxennmn nlP, a 3-netHasa bPB coctaBnna 96,51 83,5%
npw nlP v pe3nayanbHOM onyxoau cooTseTcTeeHHo (p=0,017).

[Jlanee Mbl MpoaHann3nMpoBaaun BbIXKMBaeMOCTb 60/IbHbIX
B 3aBUCUMOCTM OT Knacca RCB. 3-neTHAs BPB cocTtaBnna 96,5%,
93,3% 1 71,5% npu RCBO, RCBI 1 RCBII+IIl cooTBeTcTBEHHO
(p=0,0087). Hawwu gaHHble cornacyTcs ¢ pe3yabTaTaMu uc-
cnegosanmsa MDACC LAB 98-240 [6], B KOTOPOM MMEHHO A5
TH PMXX 6b1/10 NOKa3aHo, 4TO BbXXKMBAeMOCTb 60/1bHbIX ¢ RCBO
1 RCBI He oT/IM4anach, HO 6bl/1a 3HAYUTE/ILHO BbILLE, YEM MPU
RCBII+IIl. Taknm 06pa3oM, Mbl NOATBEPAWNIV BaXHOCTb OLLeH-
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PucyHok 6. bespeunamBHan BbXKMBAaeMOCTb B 3aBUCMMOCTH
oT knacca RCB n gunamukun NOJI.
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K1 pe3unayanbHoli onyxonau no cucteme RCB, yto nossonser
nony4nTb 60/1€ee TOUHYIO MPOrHOCTUYECKYI0 MHPOPMaLMIO.

MockoabKy He y Bcex 60/bHbBIX ae C BblpaXeHHOW pe3u-
Aya/NbHOM OMYX0/1bi0 B a/IbHelLeM pa3BMBaeTCA NPOrpeccu-
poBaHue 6one3Hun, 6onblIO MHTepec NpeACcTaBAAeT U3yyeHune
XapaKTepUCTUK pe3nayasibHOM OMyX0au, KOTOpble MOTYT AaTb
AOMONHUTENbHYIO MPOrHOCTMYECKY0 MHPOPMaL MO, MTOMUMO
knacca RCB. Mbl nsyunam ponb nugekca nponndepauymm Ki-
67 n ypoeHa MOJ1 B pesupyanbHoin onyxonm. Okasanocs,
4TO HU3KKI ypoeeHb Ki-67 (<20%), a Takxe noBbiWeHMe
MO B pesynbtate HAXT (c <40% B nepBUYHOI ONYyX0aun 40
250% B pe3nayasibHOM OMyX0/M) CTaTUCTUYECKU 3HAYUMO
KoppespytoT c 60siee BbICOKMMM NokaszaTensamu 6PB. anee
Mbl 06 beANHUAM AaHHble No ypoBHio Ki-67, gnHamMuke MO
M knaccam RCB. 3T1o no3Boaunno ewe 60aee YeTKO BbIAe/INTb
pe3nayanbHble onyxonun 61aronpusaTHOro U HebaronpuATHO-
ro nporHosa. Tak, 2-neTHas bPB 60nbHbIXx c RCBO+I 1 RCBII+II
B coyeTaHum ¢ Ki-67<20% coctaBuna 95,8% 1 88,9% npoTtus
64,2% y 60nbHbIX ¢ RCBII+III M Ki-67220% (p=0,0001). Hawwn
pesy/nbTaTbl cornacyTca ¢ gaHHbiMu A. Sheri [7], koTopbie
y6eAnTeNbHO MOKa3asm, YTo coveTaHne MHGOpMaL MK No Kaac-
caM RCB n ypoBHto Ki-67 uMeeT 66/1bluy0 MPOrHOCTMYECKYIO
TOYHOCTb, YeM KaXAbll MOKa3aTe b B OTAE/NBbHOCTMU.

Mpun nosbiweHnn yposHa NOJ1 B npouecce HAXT Bbhu-
BaeMoCTb 6bl/la CTaTUCTUYECKM 3HAYMMO BblLLE, YeM MPU OT-
CYTCTBMM AWHAMUKK CO CTOPOHbI MOJ1 (HU3KMe —> HU3KMe,
BbICOKME —> BbICOKME). B HalweM nccies0BaHnm NoBbilWweHWe
MO oTMeyeHO y 18 60/1bHBIX, CpeAn KOTOPbIX HU Y OAHOMN
He OTMeyYyeHO NMporpeccMpoBaHue npouecca, npuyem y 4 ns
HUX 6bI1 BbICOKMI1 ypoBeHb Ki-67 B pe3nayanbHON onyXou,
ay 5 — XU3HecnocobHble KNeTKU B IMMPaTUYECKUX Y3aaX.
MoXHO npeAnosoXunTb, 4To AnHammka NOJ1 umeet pgaxe
6osibliee NPOrHoCTUYeCKoe 3HaYeHue, 4eM ypoBeHb Ki-67.
Mpu 06beANHEHNN AaHHbBIX MO YPOBHIO U AnHaMuke NOJ
c knaccaMu RCB 6b121n MonyyeHbl Caefytoline pesynbTaTthl:
BbICOKMI ypoBeHb MOJl1 n ocobeHHO noBbiweHue ypoBHA MO
B Pe3MAyanbHON Onyxo/u (B CPaBHEHUW C NEPBUYHOI) nme-
NN CTaTUCTUYECKN 3HAYMMOE MONOXKNTENbHOE BANAHMNE Ha
BbIXXMBaeMOCTb: 3-1eTHAA BPB 60/1bHbIXx ¢ RCBO+1 1 RCBII+I
B coyeTaHum c nosbiweHneM NOJT cocTtasmna 95,8% n100%
npoTtue 66,5% y 6osbHbIX ¢ RCBII+Ill, y KOTOpbIX YpOBEHb
MO He nameHunca (p=0,0013). TakumM 06pas3oM, UMEHHO
60bHble ¢ RCBII-IIl B coyeTaHuu ¢ BbicOKkUM ypoBHeM Ki-67
nnnotcytcTenem gnHammnkm NOJT aaatoTca KaHanaaTamMum 4Nna
npoeejeHus agbloBaHTHOW XT KaneunTabuHoM, B To BpeMs
kak npu RCBO-1 n RCBII-IIl B coyeTaHnn € HU3KUM YpOBHEM
Ki67 nnu noseiweHnem NOJI MOXHO AyMaTb 06 OTKase oT
AOMONIHNUTENBHOrO aAbIOBAHTHOrO NieyeHunA. To ecTb Takue
npocTble nokasaTtenu, kak RCB, Ki-67 n MOJ1, onpeaeneHune
KOTOpPbIX HE TPEGyET AONONHUTENbHbIX JOPOrOCTOALWNX METO-
AWK U 3aTpaT BpeMeH, N03Boa1AeT 60/1ee TOYHO OUE€HUTb PUCK
peunanBa n, BO3SMOXHO, UHAUBUAYA/IN3UPOBATb aABIOBAHT-
Hyto XTy 60/1bHbIX C pe3ugyanbHOM ONYX0bio.

B gocTynHoOM AnTepaType Mbl HaLL/M INLLIb HECKOJIbKO MC-
CNeloBaHNIA, B KOTOPbIX M3y4anocb posb MOJI B pe3ngyanbHoi
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onyxonu npu TH PMXX nocne aHTpauymnKknuH/TakcaHcoaepxa-
wern xummoTepanuu. MonyyeHHble JaHHbIe B Lie/1IOM CBUjE-
TeNIbCTBYIOT O MO/NIOXMNTENIbHOM NPOrHOCTUYECKOM BANAHUN
Ha BbI)KMBaeMOCTb Bbicokoro yposHa NOJ1 B pesngyanbHoi
onyxonu. Tak, B uccnegoBaHuu Dieci c coaBT. 60/1bHble C Bbl-
coknM yposHeM NOJT (>60%) uMenu 3HaumMo 6on1ee BbICOKME
nokasatenu 5-neTHeli 6e3MeTacTaTU4eCKOW BbDKMBAEMOCTH MO
cpaBHeHMIo ¢ 60/1bHBIMK, y KOTOPbIX cogepxanme NOJI B ony-
X0nu 66110 HU3KMM: 81,5 1 46% cooTBeTCTBEHHO [8]. KpoMe
TOro, aBTopbl Nnposenu aHanns gnHamunkm NOJ1 B 19 cayvanx
M 0TMeTnAK, 4To B 4 caydaax ypoeHb MOJ1 6bin BbICOKUM
AO 1 NOC/e e4eHUs, a B 0CTa/lbHbIX CAyHanaX OH U3MeHuACA
C HMU3KOrO Ha BbICOKMIA. He6obloe KonnyecTBo HabatogeHn
He N03BO/INN0 aBTOPaM OLEHUTb BAMAHME gAuHaMukn NOJ1 Ha
BbKMBaeMocCTb. B Hawei pabote poct MOJ1 oTMmeyeH B 47%
cnyyvaes. B HegaBHO ony61MKoBaHHOM paboTe TeX e aBTOPOB,
n3yyanacb JonosHuTenbHas K Knaccam RCB nporHocTnyeckas
ponb MOJ1 B pesnayanbHoii onyxonun. ABTOpbI MOKasaau, 4To
yposeHb NOJl cTaTUCTUYECKN 3HAYUMO KOPpenpyeT C Bbl-
*uBaeMmocTblo. Hanbonblee nonoxuntenbLHoe NporHocTu-
Yyeckoe 3Ha4YeHue BbICOKOro ypoBHa MOJl oTMeyanoch npu
RCBII B otanume ot RCBIII: 3-netHaa BPB npu RCBII n yposHe
MO <20% coctaBuna 57% B cpaBHeHnn ¢ 83 % npu yposHe
NON >20% [9].

B pa6oTe Miyashita c coasrt., 2015 [9] usy4anocs BamaHue
MO n nx cybnonynaunii B peangyanbHoi onyxoin Ha BbXKK-
BaeMoCTb 60abHbIX TH PMX. Kak 1 B HalleM nccieaoBaHuu,
ypoBeHb MOJ1 B LenoM He oKa3biBas 3HaYMMOrO BANAHUA Ha
BbI)KMBaeMOCTb. B T ke BpeMa Bbicokunit ypoBeHb CD8+ MO/
1 BbicOKOoe oTHoweHne CD8/FOXP3 koppennposanu c 6onee
BbICOKMMM NoKa3aTenamn bPB. Kpome Toro, aBTopbl nokasanu,
4yTo nosbilweHune cogepxanma CD8+ NOJT TakKe MMeN0 NON0XKMN-
Te/IbHOe NPOrHOCTMYecKoe 3HaveHune: 5-netHana bPB coctasmna
74% npv 3HaunTeNbHOM nosbieHnn yposHa CD8+ NOJ1n scero
20% — npu He3HaYMTe/IbHOM MOBbLILIEHNM 3TOr0 NOKasaTe .

Ewje ogMH acneKkT, 0 KOTOPOM HEO6XOAUMO YNOMAHYTb,
KacaeTcs BONpOCOB cTagnpoBaHua. Cpeagn «HeA0CTaTKOB»
HA noaxoaa B nepByto o4epe/b yNoM/MHaAeTCA HEBO3MOXHOCTb
TOYHOrO K/IMHNYECKOro CTaZAMPOBaHNA, YTO MOXET MPUBECTH
K HeajeKBaTHOMY (He0CTaTOYHOMY UM, HAO60POT, U36bITOY-
HOMY) neveHuto. Hawe nccaegoBaHve nokasasno, 4To uHdopma-
LA, KOTOPYIo Mbl NONy4YaeM B pe3ysnbTaTe npoeegeHna HAXT
HeceT ropaszo 60/bLlYyI0 NPOrHOCTMYECKYI0 3HaYMMOCTh, YeM
TOYHOe onpe/esieHne CTaAnN ONyXxoneBoro npouecca. Hanpum-
Mep, AaXke ONyXO/IN C U3HAYaNbHON KNANHNYECKON CTaanen
TINO mMoryT umMeThb B pesynbtaTe nposegeHnsa HAXT pesungy-
anbHyto onyxonb knacca RCBII ¢ Bbicoknm yposHeM Ki-67 n/nam
oTcyTcTBMEM guHaMukn MOJ1, 4yTo 6yaeT roBOpUTb O MeHee
6naronpuATHOM NPOrHO3e B CpaBHEHMM C ONMYXO0/1bto 60NbLIel
pPacrnpocTpaHeHHOCTH, AaXe C NopaXeHneM IMMPpaTNYeCKnX
y3no08, Ho ¢ nlP. [pn BbINOAHEHUM Ha NepBOM 3Tane Xupyp-
FMYeCKOro nevyeHns Mbl, pasyMeeTcs, 6yseM UMeTb TOUHYIO
naToMop¢OIOrM4ecKyto CTajuio, HO MOTEpAEM KpaliHe BaXKHYI0
MPOrHOCTMYECKYI0 MHPOPMALMIO, KOTOPas MOXeT NOMOYb HaM
NPV NNaHWPOBaHMM A BIOBAHTHOM N€KapCTBEHHON Tepanuu.
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Takum obpasoM, B HalleM UCCAeA0BaHUMN YbeaNTeNbHO cucteme RCB, a Takxe onpegeneHune 4ONOJHUTENbHbIX 6UO-
MoKasaHO 3HayYeHWe HeoaAbIOBAHTHOIO NOAX0/AA B IeYeHUM NOTNYECKUX XapaKTepUCTUK pe3ngyasbHON ONyXou, TaKux
60/1bHbIX PAHHUM PaKOM MOJIOYHOM KeNe3bl C TPOMHBIM He- kak ypoBeHb Ki-67 1 NOJl nosponset 60/ee TO4HO OLEHUTD
raTMBHbIM peHoTnnoM. OLeHKa pe3ngyanbHol ONyXoaun no NPOrHO3 U UHAUBUAYANN3UPOBATb aA bIOBAHTHYIO Tepanuio.
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THE PREDICTIVE VALUE OF BIOLOGICAL CHARACTERISTICS OF
RESIDUAL TUMORS AFTER NEOADJUVANT CHEMOTHERAPY IN
EARLY TRIPLE-NEGATIVE BREAST CANCER

M. A. Frolova, M. B. Stenina, E. V. Glazkova, E.O. Ignatova, S. F. Menshikova, A. V. Petrovsky, O.V. Krokhina,
Y.V. Vishnevskaya, S. A. Tjulandin

N. N. Blokhin National Medical Research Center of Oncology, Moscow, Russia

Abstract: Neoadjuv:mt chemotherapy is a Widely used approach in patients with ear]y trip]e—negative and Her2-positive
breast cancer (BC). This allows in vivo evaluation of treatment efficacy and reduction of the local treatment extent in
some patients, as well as prognosis assessment and the prescription of adjuvant chemotherapy in patients with residual
tumors. The study evaluated the predictive value of estimating tumor response to treatment using the RCB (Residual
Cancer Burden) staging system and assessed Ki-67 levels and cumor-infilerating lymphocyte (TIL) concentrations in residual
tumors in patients with primary operable BC with triple—negative phenotype (TN BC) receiving neoadjuvant platinum—
based chemotherapy. The study revealed that complex assessment of the RCB, Ki-67, and TILs parameters provides more
accurate predictive information compared to simp]y asserting the presence or absence of a residual tumor, and allows
assignment of patients to escalation or de-escalation of adjuvant systemic therapy.

Key words: breast cancer, trip]e—negative phenotype, residual tcumor, RCB, Ki-67, T1Ls.
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