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lMoBbILEeHWe A03bl aHAaCTPO30J1a 419 ONTUMaJIbHOro NoAaB/IeHUsA YPOBHSA 3CTPOreHoB npu
paHHeM PM)X B nocTMeHoMay3e: NpoCneKTUBHOEe NccsefoBaHmue
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NMNoBbiLLeHUe A03bl aHACTPO30Jia ANA
ONTUMAaJIbHOIo NoaaBJZIeHUA YPOBHSA
3CTPOreHoB npu paHHem PM)X B
nocTMeHonayse: NpocneKTuBHoe
MccnepoBaHue

Pe3ioMme

e HepocTaToO4YHOE CHUXXEHME YPOBHSA 3CcTporeHa (3ctpoH (E1) =1,3 nr/mMn n/nnn
acTpaguon (E2) =0,5 nr/mn) cBA3aHO C TpexKpaTHbLIM YBEJINYEHNEM PUCKA
nporpeccmpoBaHmnsa paHHero PMXX?.

e Y 30% nauneHTOoK, MPUHNMaBLINX CTaHOAPTHYO 003y aHacTpo3ona (1 Mr/aeHs),
YPOBHU 3CTPOreHOB OKa3aJINCb Bbille MOporoBbixX 3HavyeHnn (E1 =1,3 nr/mn n/vunn E2
=>0,5 nr/mn)°.

e BbicOKMe f03bl aHacTpo3oaa (10 mr/oeHb) npusenn K nogasneHnio E1 v E2 Huxe
MOPOroBbIX 3HAYEHMIN Y BONbLIMHCTBA (76%) NAaLMEHTOK, MPUBEPXEHHbIX Tepanui’,

e AnekBaTHOE noaaBJieHNE 3CTPOreHOB COXPAHANIOChL UK gocturanocb y 91,3%
nayMeHToK Npu nepexone ¢ BbICOKOM A03bl aHacTpo3osaa (10 Mr/oeHb) Ha
CTaHOapTHYIO 003y feTpo3ona (2,5 Mr/oeHb)’.

BBepeHue

NHrnbuTopbl apomaTasbl (MMA) aHaCTPO30/, 3K3eMeCTaH 1 IeTPO30J1 UrpatoT BaXkHYO poJib
B JIEYEHUNMN XKEHLMNH B MOCTMEHOoMNay3e C paHHMM FrOPMOHO3aBUCMMbIM PAKOM MOJIOYHOW
xenesbl (ER+ PMX), nHrnbupys apomaTtasy — pepMeHT, KOTOpbIN npeobpasyeT
aHOpOreHHble NpenLlecTBEHHNKN B 3CTPOreHbl (3CTpoH (E1) n actpaauvon (E2)).

HecmoTpsa Ha TO, 4TO BCe TpU A LeMOHCTPUPYIOT CXOOHYIO0 KJIMHNYECKYIO

3P PEKTNBHOCTb, OKa3asioCb, 4TO HEAOCTAaTOYHOE MoAaBJsieHne sKcnpeccum sctporeHos (E1
=1,3 nr/mn u/vnn E2 =0,5 nr/mn) y nayneHToK B MOCTMeHonay3e, NpMHUMaBLUNX
AHaCTpPO30J1, CBA3AHO CO CTAaTUCTUYECKUN 3HAYUMbIM TPEXKPATHbLIM YBEJINYEeHNEM pUCKa
nporpeccupoBaHus PMXX'. Takas cBs3b He Bblna 0bHapy>XeHa [/18 NaLUUeHTOK,



NMPUHNMaBLLUNX 3K3eMeCTaH WUJn NIETPO30J1.

B 2024 r. B Journal of Clinical Cancer Research onyb6nnkoBaHbl pe3ynbTaThbl
NMPOCNEKTUBHOIro hpapMakoANHAMMUYECKOro nccnenoBaHns, OCHOBHOM Liefibio KOTOPOro
Obl710 oNpenennTb OO0 XEHLWH, Y KOTOPbIX HabnogaeTcs HegoCcTaToYHoe NnogaBneHune
npoAyKLUMKM 3CcTporeHos nocne 8-10 Hepesb CTaHAAPTHOM a4 bOBAHTHON Tepanuun
aHaCTPO30JI0M, N OLEHUTb 3PPEKTUBHOCTb 1 6e30NacHOCTb BbICOKOM A03bl aHAaCTpPO30J1a
(10 Mr/oeHb) y Takux NaumMeHToK’. 3Ta paboTa MMeeT NMOTEHLMNASIbHO BaXKHOE
npakTnyeckoe 3HavyeHue ang npumeHeHuns A y 6onbHbIX PMXK.

MauueHTbl U MeToA bl UCCIeAOoBaHUA

KpuTepumn BKJIlOUEHUA

B nccnepoBaHme BKOYaNN XeEHLWMH B nocTMeHonay3e ¢ I-1ll ctraguen ER+ HER2- PMXK
nocsie 3aBepLlleHns XUPYPru4eckoro JevyeHuns, afbioBaHTHOM JIy4eBOM U XUMMoTepanuu.
XKeHWwmnHbl B BO3pacTe <60 neT, y KoTopbiX He 6b1/10 NpeallecTBYOWEeNn ABYCTOPOHHEN
OBapU3KTOMUU, BKJIKOYAINCb B NCCNefoBaHNe NMpu yCI0BUU HaJIMYNSA aMeHOopen B TeveHue
>12 MecsiueB 1 YPOBHSA PONIUKYIOCTUMYNUpYytoLwero ropmoHa (®Crl) B
nocTMeHornay3ajbHOM Auana3oHe (418 Tex, KTO Nojyynn (Heo)aabloBaHTHYIO
XMMMOTEpanuio, 3TOT KpUTepuin AosKeH 6bin 6biTe cobnogeH Ha MOMEHT NMOCTaHOBKN
anarHo3a). ER+ 3aboneBaHme Kak =1% KNETOK C NOJSIOXKNTENIbHLIM OKpaLLUBaHMEM afep.

OnpepneneHus

e [1pNBEPXKEHHOCTb JIEYEHUID: OOKYMEHTa/IbHO NOATBEPXKOEHHbIN (AHEBHUK NPUEMaA)
npmnem He MmeHee 80% 3anaaHUPOBAHHOW O03bl JIeKapCcTBa B Te4yeHne 45-84 gHewn.

e BbICOKMI ypoBeHb 3cTporeHos: E1 =1,3 nr/mn n/unn E2 =0,5 nr/mn.

e HM3kunimm ypoBeHb acTporeHos: E1 <1,3 nr/mn w/vwnn E2 <0,5 nr/mn.

IAu3anH uccnepnoBaHuna

B nccnenoBaHme BKAOYaANCh NAaUMEHTKKU, NPOXOAMNBLLUME SledeHne B mnananax KIMHUKM
Maio (CLUA) c 2020 no 2022 roabl.

MepBbln UMK neveHnsa (umkn 1: ANAL) npegnonaran noayvYeHne naymneHTKaMmm
aHacTpo30Ja, BBOAMMOIo rno 1 Mr nepopasibHO O4WNH pa3 B AeHb B TedyeHue 8-10 Hepenb.
Obpasubl KpoBM Bpannucb A0 Havana n nocne 3aBepweHnn umkna 1 (ANAL) gns
onpepneneHnsa yposHen E1 n E2 B nnasme. Ecnm E1 6610 <1,3 nr/mn u/wunu E2 <0,5 nr/mn
nocne ANA1, nauneHTKa npeKpaLliasa y4yacTme B NUCCefoBaHNN, NOCKOJIbKY AOCTUrasna
afleKBaATHOIr0 CHUXXEeHNs YPOBHSA 3CTPOreHoB. [lanbHenllee nevyeHne ocTaBanochb Ha
yCMOTpPEHME NauneHTa n nx nevalimx spayen.

MNauneHTKM C HeafeKBaTHbIM NodaBsieHUeM NPOoAYKLMN 3CTpOoreHoB nocne umkna 1 (ANA1L)
NMeNIn BO3MOXXHOCTb B0 BbINTU N3 nccnenoBaHns, nmbo nepenTn Ko BTOPOMY LIMKY
nedvennsa. Unkn 2 (ANA10O) npegnonaran nosy4yeHne aHacTtpososa B gose 10 mr
rnepopasibHO OAWNH pa3 B AeHb B TeyeHue ewé 8-10 Hegenb. Bo BTOPOM LMKIE OLeHNBaN,
rnpveeneT qv NoBbllUeHHAs A03a aHAaCTPO30J1a K aleKBAaTHOMY CHU>XXEHUIO YPOBHS
3CTPOreHos.

He3aBucmmo oT ypoBHen E1 n E2, OCTUMHYTbIX NOC/e 3aBepLUeHMs BTOPOro uukna



(ANA10), BCe NAUMEHTKN NepeBoanINCL Ha UMK 3 nedyeHuns: 8-10 Hegenb neTpo3osa no
2,5 Mr nepopasibHO 0guH pa3 B AeHb. [1locne 3aBeplueHns TpeTbero UnKaa onpenensnm
ypoBHU E1 n E2. 3aTeM naumeHTKN npekpaLllianam CBoe y4acTue B NCcseoBaHunmn, u
AanbHenwee nevyeHme oCcTaBasioCcb Ha YCMOTPEHME NaUMEHTOB N UX JSlevallumx Bpayen.

Pe3synbTaThl

NMpoxoXxaeHve NnauneHTKaMm Tpex LUKJI0B JiIe4eHUsA No NPOTOKOJy NCC/ief0BaHNSA
npencTaBsieHo Ha puc. 1. Bcero B nccnegosaHmnm bbina 3apernctpmposaHa 161 naymeHTKa,
M3 KOTOpPbIX 156 NnauneHTOK Havyanu nepsbin UMk nevyeHns (ANAL). 1o Havana neyeHus
NnPakKTU4YecKn y Bcex naymneHTok (97,4%, n=152) Habnogannceb BbiCOKMe ypoBHM E1 1 E2.
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0oCTnYb HU3KOro ypoBHS acTporeHoB nocsie ANA1 cmornm 65,4% (n=102) nauneHTOK, He
nocturnm 28,2% (n=44) nayneHTok, ny 6,4% (n=10) nauMeHTOK oueHKa He NpoBoaAnach.
B KoropTe nauneHToK, NpUBEPXXEHHbIX NevyeHnto (n=132), HU3KOro YPOBHSA 3CTPOreHoOB
nocturnm 68,9% (n=91), He gocTturam 30,3% (n=40); ny ogHon (0,8%) naumeHTKn
YPOBEHb 3CTPOreHa He oL eHUBasCA.
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ANA10

B umkn 2 (ANA10O) nepewnun 33 NnayMeHTKN C HeAOCTaTOYHO HU3KUM YPOBHEM 3CTPOreHa,
n3 KoTopbix 30 NaymneHToK bblin NpmMBEpPXEHbI NpegLecTByowemMy nedeHuto ANAL (puc.
1).

N3 33 nauneHToK, HavaBwunx unkna 2 (ANA1Q), TONbKO ABE OOCPOYHO NpeKpaTuIn npnem
NleKapCTBa M3-3a HexenaTtenbHblX asraeHun (HA). Taxénble HA (cTeneHun 3-5) B nepuop
npméma 10 Mr/aeHb aHaCTpPO30s1a 3aperncTpupoBaHbl He bbinn (Tabn. 2). AoekBaTHoe
CHMXXeHune ypoBHs acTporeHos nocae ANA1O 6bi10 gocTurHyTo y 59,4% (n=19)
nauneHTok, B To BpeMs 18,8% (n=6) He 4OCTUIr I HU3KOro YPOBHA. Y CEMU NALNEHTOK
(21,9%) ypoBeHb 3CTpOreHa He oueHUBasCcs. Takum obpa3om, 4YacToTa OOCTUXKEHUNS
HWU3KOro ypoBHs acTporeHos rnocne ANA1O coctaBuna 59,4% (90% OW, 43,4%-74,0%).

B KoropTe nauveHTokK, npusep>xeHHbIX NeveHnto ANA1O (n=25), HU3KOro ypoBHA
3cTporeHa gocturnm 19 yenosek (76,0%; 90% W, 58,1%-89,0%), un wecTb (24,0%)
nauneHTOoK He CMOrnm JOCTUYb HU3KOro YPOBHS.
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JleTpo3on, 2,5 Mr/peHb

Bce naumeHTbl, 3aBepwmsluve ANA1O, nMenn NpaBo NepenTn B TPETUN LUK Ha Tepanuio
netpo3onoM (2,5 mr/aeHb, 8-10 Hepenb). NMpném neTpo3ona Havyanm 24 NauneHTKn, n
HUKTO U3 HUX HEe NpeKpaTwu JiedyeHne LOCPOYHO. B KoropTe nauneHToK, NpuBepXeHHbIX
neveHuio (n=23), 91,3% (n=21) NnauMeHTOK COXPaHWUAN UIN SOCTUIIN HN3KUA YPOBEHb
3CcTporeHa (puc. 1).

3akKJiloueHue

B npeactaBneHHOM (hapMakKoAMHAaMUYeCKOM nccnenoBaHnm 6bi10 NpoaeMOHCTPMPOBAHO,
4TO NpMMepHO y 30% >XeHLNH B NoOCTMeHoMnay3e ¢ onepabensHbiMm ER+ HER2- PM)XK,
MPUHMMaBLUMX CTaHOapPTHYO 403y aHacTpo3ona (1 mMr/aeHs), Habnwpanoch
HeJo0CTaToO4YHOE noJassieHne nNpoaykKuum sctporeHos (E1 =1,3 nr/mn n E2 =0,5 nr/mn)’.
Cpefn Tex NaLMeHTOK, KOTOpble rnepeLusin Ha BbICOKY 003y aHacTpo3oa (10 mr/aeHs) u
6bIIV NPUBEPXKEHbI NeYeHNto, 76% OOCTUMN HU3KOrO YPOBHS 3CTPOreHos’.
Ncnonb3oBaHme nerkofgoCcTynHbix buomapkepos (E1 n E2) oTKpbiBaeT BO3MOXHOCTW AN15
MHAMBMAOyanbHoro nogbopa JO3MPOBKM aHACTPO30J1a U YAyHLWEHNSA pe3ybTaToB JIeYeHns
KeHLWWH B nocTMeHonay3e ¢ ER+ HER2-PM)>K. ABTOopbl CTaTbM OTMeYatloT, YTO HeoBXoANMbI
AanbHenLWwne nccnenoBaHnsa ona onpeaneneHnsa KInHU4eCckKom nob3bl OT Nepexona Ha
BbICOKYIO 03y aHacTpo3oaa (10 Mr/aeHb) nnu anbtepHaTuBHbIN NA (neTpos3on).

PucyHok 1. [lvarpamma npoxo>XaeHus nauneHTKaMmn Tpex LUUKJIoB JlIeYeHns Mo NpoToKoy
nccnenoBaHma’®
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Peructpauusa
(n=161)

WICKNIOYeHb! NO CNEeAYIOWUM NPUNUHAM:

(n=5)

- Cornacve oT03BaHO A0 Ha4ana nedyexus (3)

- Hecooteercteue kputepuam exknioveHus: ®CI
B NpeMeHonay3ansHoM AuanasoHe (2)

Anactposon 1 MrigeHb
(n=156)
I |
ApeksarHoe nogasneHune HeapekBaTHOe nogasneHue YpoBHu E1 n E2 He nony4eHb!
npoAyKUWHU aCTporeHoB npoAyKUMHU 3CTpOoreHoB (n=10)
(n=102) (n=44) - MpepbiBaHWe nevexus ns-3a HA (3),
COVID-19 (1) unu oTkasa (5)
- Mpusepxensl ANA1T' (91) - Mpusepxenst ANAT! (40) - Mpueepxen ANAT HO OTKazancs cnasarb
- Mpusepxensl ANA1 co cnoe? (1) - Mpveepxensl ANA1 co cnos? (4) kposb n3-3a HA (1)

| Koneu uccneposanus |

|KoHey nccneposanms |

He nepewnu Ha ANA10 3-3a:
(n=11)

- OTkaza (5)

- TokcH4HOCTH (6)

AnacTtpozon 10 mr/igeHn
(n=33)
- Mpusepxensl ANA1" (30)
- Mpusepxexst ANA1 co cnos? (3)

OT038aH NOCNE BO3BPAaTa HEOTKPLITBIX
¢nakoHoB ¢ nekapcteamu (n=1)

[

|

ApekBaTHoe nogaBneHue HeapekBaTHOe nogaBneHue Ypoeuu E1 n E2 He nonyyeHsl
NpoAyKUUKA 3CTPOreHoB NPoAYKUWM 3ICTPOTEHOB (n=7)
(n=19) (n=6)
- PaHHee npepbiBaH1e unu oTkasa caatb
- MNpusepxenbl ANA10' (19) - MpueepxeHnsl ANA10" (6) KpoBb (7)
He nepewén Ha [ Koney uccnegosanms |
] nerpo3son
(n=1)

- ®Crl’ B npemeHonay-
3anbHoMm avanasoue (1)

Nerpo3on 2,5 mr/gexHsb
(n=19)

- MpueepxeHsl netposony
1 nogaepxusatot AMN3 (16)

- MpuBepKeHbI NETPO30NY CO CNOB?
1 nopaepxusatotr AN (1)

- MpuBEPKEHBI NETPO30NY, HO HE
noaaepxuealot A3 (2)

Nerpozon 2,5 mr/igexs
(n=5)

- MpusepxeHbl neTposony
u gocturnu A3 (4)

- MpusepxeHbl NeTPO30NY, HO He
caany kposb (1)

CHoCKu:

'NPUBEPXXEHHOCTb JIEYEHUIO [IOKYMEHTAJIbHO MOATBEPXKAEHA 3aNUCAMUN B HEBHUKE
(npnem He meHee 80% 3ansiaHMpPOBaAaHHOW O03bl B TeveHne 45-84 gHen), npenocTasieH
obpasey KpoBu gnsa TectupoBaHusa E1 n E2;

’NPUBEPXKEHHOCTb JIEYEHUIO CO CJI0B NaLMeHTa, AOKYMEHTalbHO He NOATBEePXKAEHa, HO
npenocTaBsieH obpa3el KpoBu Ana TectupoBaHmsa E1 n E2.




Tab6bnuua 1. Bce HY, 3aperncrtpmpoBaHHbie B TedeHue nepmnona ANA1O (aHacTpo3on, 10
Mr/OeHb nepopasibHo B TedeHne 8-10 Hefenb), He3aBUCUMMO OT UX MPUYUHBI®
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HexxenatenbHoe ABNeHME CreneHb

Bonb B XXMBOTE 0 2(61%) 0
Annepruyeckas peakyus 1(3,0%) 0 0
Anoneuwvs 4(12.1%) o] 0
BecnokoiicTeo 0 1(3,0%) 0
ApTpanrus 15 (45,5%) 2(61%) 0
ApTpuT 0 1(3,0%) 0
Bonb B rpyau 1(3,0%) 1(3,0%) 0
MoBeblleHWe cepAeYHOro TpoNoHWHa 1 1(3.0%) 0 0
Anapen 1(3.0%) 1(3,0%) 0
Aunsypusa 1(3,0%) 0 0
Ycranocte 18 (54,5%) 1(3,0%) 0
FonoeHan 6onk 1(3,0%) Q 0
Mpunues 18 (54,5%) 0 0
BeccoHHULa 3(9,1%) 1(3,0%) 0
OTeK KOHEeYHOCTI 2(61%) 0 0
HepomoraHnune 2(61%) 0 0
TowHoTa 1(3.0%) Q 0
Cepguebuenne 1(3,0%) 0 0
WNH¢ekuma MoueBbIBOAALLNX NyTe 0 1(3,0%) 0
CyxocTb BRaranuwa 1(3,0%) (o] 0
BarvnHanbHoe KpoBoTeueHue 2(61%) 0 0
YBennueHue Beca 1(3.0%) 0 0
Moebiwenve ANT 4(121%) 0 0
MoekiweHne ACT 3(91%) 0 0
CHM>KeHWe KonnyecTea nMMpoLnToB 1(3,0%) 1(3,0%) 0

CHUKEHMe KONNYeCTBa NeiikoLMToB 1(3.0%) (0] 0



CnMcokK coKpalwieHUn

ANA1 - unkn 1: aHacTpo3on 1 Mr/aoeHs;
ANA1O - uunkn 2: aHacTpo3on 10 Mr/aeHsb;
DCrI - GoNANKYNOCTUMYANPYIOLLUA FOPMOH.
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