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Pesiome

Beenenue. Hannune repmmnHansHoit BRCA-MyTaumm BcTpeyaetcs y 3-4% Bcex 601bHbIX pakoM Mono4dHom xenesbl (PMXX) npu pa3anyHbix
B61ONOrMYECKMX MOATUMAX, HO 3HAYWUTENBHO C OOMbLIOW YACTOTOW Y MALMEHTOK C TPWKAbl HEraTMBHbIM OMONOMMYECKMM MOLTMMOM
(8 10-20% cnyyaeB). [ins neyenns 6onbHbIx HER2-HeraTuBHbIM MeTacTatnueckum PMXK, accoummpoBanHbiM ¢ gBRCA-MyTaumeid, foka-
3aHa 3 beKTUBHOCTb BUMONOTMYECKM HAaNPaBEHHbIX TAPreTHbIX NpenapaToB U3 rpynnbl PARP-uHrMbutopoB (onanapuba n Tanasonapuba).
Lenb. CpaBHeHMEe pe3ynsTaToB OTEYECTBEHHOMO OMbITa NMPUMeHeHMs Tanasonapuba y 6onbHbix HER2-gBRCA+ MPMXX ¢ paHHbIMK
perucTpaumoHHoro nccnegoBaHuns EMBRACA.

Martepuanbl 1 MeToabl. B pamMkax MHOroLeHTPOBOM NporpamMMmbl pacluMpPeHHOro A0CTyna Npu noaaepske komnanuu Pfizer 24 6onb-
Hble HER2-HeratmBHbiM MeTactatnyecknum PMX, accoummpoBanHbiM ¢ gBRCA-myTaumen (HER2-gBRCA1+ mMPMX), nonyumnu no
XXM3HEHHbIM MOKa3aHWaM TapreTHyto Tepanutio PARP-uHrMbutopom Tanasonapnbom B CTaHAapTHOM [03e BHYTpb 1 Mr/cyT. CpeaHuii
B0O3pacT 6onbHbIx coctaBun 50 net (29-90 neT).

Pe3ynbratbl. O6bekTHBHbIN 0TBET (O0) BblN 3aperncTpupoBaH B 29% cnyyaes, KOHTPOsb Hag 3aboneBannem (00 + ctabunmsaums) B
71% cny4aes. MeauaHa BbbkunBaemocT 6e3 nporpeccuposarmsg (MBBIT) coctaBuna 6,5 mec. (95% AN [3-10]). ObbekTUBHbIN OTBET,
KOHTpOnb Hag 3aboneBaHveM 1 MBBI Bbinn oLeHeHbl B 3aBUCUMOCTM OT BMONOrMYeCcKoro NoATUMNa, KONMYECTBA IMHWIA MPeaLlecTBy-
loLLeVt Tepanuu U HanMYMa NNATMHOCOAEPXKALLMX areHTOB B aHaMHese.

O6beKTHBHBIN OTBET, KOHTPO/b HaZ 3aboneBaHMeM OblIK OLEHEHbI B 3aBUCMMOCTH OT B1onoruyeckoro noatuna: y 6onbHbix ER+ HER2-
MPMX npotuB 6051bHbIX TpUXKAbI HeratmeHbIM noaTMnom OO coctaBun 33% vs 22%, KOHTPONb Haf 3abonesaHmemM — 83% vs 61% coor-
BETCTBEHHO. [1pn HannMunm < 3 NpoTUB = 3 IMHMI Tepanmu NO MOBOAY MeTactatyeckon bonesHn B aHamHese OO coctasmn 31% vs
12,5%, koHTponb Hap 3aboneBaHnem — 75% vs 50% cnyyaeB coOTBETCTBEHHO. [1p1 HanMyYMKM NPOTUB OTCYTCTBMS NAATUHOCOAEPXKALLMX
areHToB B aHaMHe3e OO 6bin oTMeyeH y 22% vs 33% cyyaeB, KOHTPONb Hag 3aboneBaHuem — 67% vs 67% COOTBETCTBEHHO.

Y 601bHbIX C TIOMUHANbHBLIM MOLTUMNOM NPOTUB GOMbHbBIX TPMXKAbI HEraTUBHBIM NoaTunoM MBBIT coctaBmna 9 mec. vs 5 Mec. cooT-
BeTcTBeHHO (OP = 0,705; 95% W [0,231-2,147]; p = 0,5208). Menunana BBIM npu Hanuumm < 3 NpoTuB 2 3 NMHMIA Tepanuu no
NoBOAY MeTacTaTuyeckorn bonesHun B aHaMHese coctaBuna 9 Mec. vs 4 mec. cootBetcTBeHHo (OP = 4,216; 95% OM [1,334-13,327];
p = 0,0056). Mpn HannuMm NPOTMUB OTCYTCTBMS NAATUHOCOAEPKALLMX areHTOB B NPeLblayWmnX IMHMIX Tepanmuun — 5 mec. vs 9,5 mec.
cooTBeTcTBeHHO (OP = 1,484; 95% 1M [0,48-4,582]; p = 0,4750).

Ha doHe neyenuns Tanasonapubom Obinn OTMEUEHbI HexxenaTenbHble SBneHns 3-4-i ¢ty 5 6onbHbix (20,8%). Cpean HUX aHeMuUS
CpefHen u Tskenon crenenu y 3 6onbHbix (12,5%), TpomboumTonenuns y 1 6onbHoro (4%) n Hewtponerus y 1 6onbHoro (4%).
BonblumnHCTBO NaumeHToB (79,5%), nonyumBLUMX Tanazonapumb, He TpeboBanu kKoppekuum fo3bl. HeobxoaMMOCTb B CHUXKEHUM [03bl A0
0,75 mr oTMeueHa y 3 6onbHbIx (12,5%), oo 0,5 Mr -y 2 6onbHbIX (8%). leMoTpaHcdy3mm Hbinm npoBeaeHbl 3 nauveHTaMm. [Ang sbdek-
TUBHOrO ynpaeneHuns 6e30MacHOCTbI0 TepPanuu HeOBXOAMM perynsipHbli MOHUTOPUHT NOKa3aTtenei KpoBu.

3akntouenue. Takum 06pa3oM, TapreTHas Tepanus Tanasonapubom ssnsetcs 3hdeKkTUBHOM onumeit nevenns bonbHbix HER2-gBRCA+
MPMX.
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Abstract

Introduction. The presence of a germinal BRCA mutation occurs in 3-4% of all breast cancer (BC) patients with various biological
subtypes, but significantly with a high frequency in patients with a triple negative biological subtype (in 10-20% of cases). For the
treatment of patients with HER2-negative metastatic breast cancer associated with gBRCA mutation, the effectiveness of biologi-
cally targeted drugs from the group of PARP inhibitors (olaparib and talazoparib) has been proven.

Purpose. Comparison of the results of our experience with the use of talazoparib in patients with HER2-gBRCA+ + mBC with the
data of the EMBRACA registration study.

Materials and methods. As part of the multicenter compassionate use program (CUP) with the support of Pfizer, 24 patients with
HER2-negative metastatic gBRCA-associated mutation metastatic breast cancer (HER2-gBRCA+ breast cancer) received biologi-
cally targeted therapy with the PARP inhibitor talazoparib at a standard oral dose of 1 mg per day for vital indications . The average
age of patients with HER2-gBRCAm+ breast cancer was 50 years (29-90 years).

Results. Objective response (OR) was registered in 29% of cases, disease control (OR+stabilization) — in 71% of cases. The median
progression-free survival (PFS) was 6.5 months (95% Cl [3-10]). Objective response, disease control, and median PFS were evalu-
ated depending on the biological subtype, the number of lines of previous therapy,and the presence of platinum-containing agents
in the anamnesis.

Objective response and disease control were evaluated depending on the biological subtype: in patients with ER+HER2-mBC
versus patients with triple negative subtype, OR was 33% vs 22%, and disease control was 83% vs 61%, respectively. In the pres-
ence of < 3 vs 2 3 lines of therapy for metastatic disease in the anamnesis, OR was 31% vs 12.5%, disease control - 75% vs 50%
of cases, respectively. In the presence or absence of platinum-containing agents in the anamnesis, OR was observed in 22% vs 33%
of cases, and disease control — 67% vs 67%, respectively.

In patients with the luminal subtype versus patients with the triple negative subtype, the PFS was 9 months vs 5 months, respec-
tively (HR =0.705;95% Cl [0.231-2.147]; p = 0.5208). Median PFS in the presence of <3 vs 23 lines of therapy for metastatic disease
in the anamnesis was 9 months vs 4 months, respectively (HR = 4,216; 95% Cl [1,334-13,327]; p = 0.0056). In the presence or
absence of platinum-containing agents in previous lines of therapy - 5 months vs 9.5 months, respectively (HR =1.484; 95% Cl
[0.48-4.582]; p = 0.4750).

During the treatment with talazoparib adverse events of the 3rd-4th grades were observed in 5 patients (20,8%). These include
moderate and severe anemia in 3 patients (12.5%), thrombocytopenia in 1 patient (4%), and neutropenia in 1 patient (4%). The
majority of patients (79,5%), which received talazoparib, did not require dose adjustment. The need to reduce the dose to 0.75 mg
was noted in 3 patients (12.5%),to 0.5 mg - in 2 patients (8%). Hemotransfusion was performed in 3 patients. For effective thera-
py safety management regular monitoring of blood parameters is necessary.

Conclusion. Thus, targeted therapy with talazoparib is an effective treatment option for HER2-gBRCA+ mBC.

Keywords: metastatic breast cancer, BRCA mutation, PARP inhibitors, talazoparib, objective response, disease control, progres-
sion-free survival, anemia, thrombocytopenia
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BBEAEHUME

Hannune repmuHanbHoi BRCA-MyTaumm BCTpevaetcs y
3-4% Bcex BONbHbIX pakoM MOSIOYHOW enesbl Npu pasnmy-
HbIX OMONOMMYECKMX MOATMNAX, HO 3HAYMTENBHO C OOMbLLOM
4acToTOM y NAUMEHTOK C TPWXKAbl HEraTMBHbIM Buonornye-
ckum noatunom (B 10-20% cnyyaes) [1, 2]. Ans 60nbHbIX
MeTactatmyeckum PMXX ¢ HanunumeM repmmHanbHon BRCA-
MyTaUMKM [0Ka3aHa IPPEKTUBHOCTb TApreTHbIX MpernapaTtoB
n3 rpynnsl PARP-1HrMbmnTOpoB, B 0CHOBE NPOTUMBOOMYXONEBO-
ro AEeNCTBUS KOTOPbIX NEXUT MEXaHW3M «CUHTETUYECKOM
NeTanbHOCTU», HanpasneHHbl Ha BRCA-neduumTHbIE ONyXO-
am [1, 3-9]. B Hactoqwee spemsa B Poccuiickoin Oepepatmm
3apernctpmpoBaHbl Aea PARP-uHrnbutopa (onanapub 1 Tana-
3onapwmb) ans neyvenms 6onbHbix HER2-HeraTuBHbIM MeTacTa-
Tmyeckum PMXK; accoummpoBarHbiM ¢ gBRCA-myTaumen [6-9].

Llenbto gaHHOro aHanM3a SBNSETCS CONOCTaBAEHME Pe3ynb-
TaToB OTEYECTBEHHOrO0 MHOMOLEHTPOBOIO OMbiTa MPUMEHEHMS
Tanasonapuba, Nosy4eHHOro B XO4e peanibHOM KIAMHWUYEeCKMI
npaktkn y 6onbHbix HER2- gBRCA+ MPMX, ¢ aaHHbIMK peru-
cTpaumoHHoro uccnepgosaHuns EMBRACA [7, 8].

MATEPWUAJIbl U METObI

C mapra 2018 r. no uioHb 2020 1. B paMKax Nporpammbl
PaCLUMPEHHOrO AOCTYNa B Pa3fIMYHbIX POCCUMMCKMX OHKOMO-
TMYECKUX YUPEXAEHWUSX MPUHANKM yyYacTue 24 nauueHTKu C
HER2-HeratmHbIM MeTacTtaTnyeckum PMXK, accoummnpoBaH-
HbiM ¢ gBRCA-myTaumein (HER2- gBRCAm+ MPMXX). lo Bknto-
YeHWs B NporpamMMmy Bce NaLMeHTbl NOANMUCHIBAAN UHOOPMU-
pOBaHHOE COornacKe Ha OCHOBe 03HakoMneHusd.Onpenenexune
BRCA-myTaumm npoBoannocb METOAOM annenb-cneunduye-
CKOM MONMMEepPa3HOW LeMHOM Peakunn B pexxmMe peanbHoro
Bpemeru [10]. Bce peakuum MLP nposoannmcs npu cobnto-
[leHUW CTaHAAPTHbIX YC/I0BUIA B COOTBETCTBUM C METOAMKOM,
OMMUCaHHOM B opuriHanbHon ctatbe 10]. CnekTp MyTaumii
BRCA1 y 6onbHbix HER2- MPMX: BRCA1 ¢.5382 myTtauus
obHapyxeHa y 16 (67%) 6onbHbix, BRCA1 4153delA -
y 2 (8,3%), BRCA1 c.5251 - y 1 (4,2%), BRCA1 C61G -
y1(4,2%),BRCA1 c.4154delA -y 1 (4,2%),BRCA1 2080delA -
y1(4,2%), BRCA1 c.1629delC -y 1 (4,2%), BRCA1 p.Cys61Gly -
y 1(4,2%).

CpenHwuit Bo3pacT naumeHTok coctasun 50 net (ot 29 go
90 neT), U3 HMX C BunatepanbHbIM MeTaxpoHHbIM PMX -
9 60nbHbIX (37,5%), C NEpBUYHO MHOXKECTBEHHBIMM OMYXONSAMU —
3 6onbHbIX (12,5%). Y Bcex 6onbHbIX MeTacTatTMyeckum PMX
66110 onpeneneHo U MOATBEPXKAEHO HANUUME HOCUTENbCTBA
gBRCA-myTaumm 1-ro tmna. bonbwmHctBo (N = 18) Gbinn C
TpwKAbl HeratuBHbIM MPMX (75%), Torga kak ¢ ER+HER2-
MPMX - 6 6onbHbIx (25%). BucuepanbHble MeTactasbl Obiiu
3apernctpmpoBaHbl Y 50%, MeTactasbl B rOfIOBHOM Mo3re -y
20,8% 6onbHbix. [MpoBeneHa 1 MMHUS CMCTEMHOM Tepanun y 8
(33,5%), 2 nuHum Tepanun —y 7 BonbHbix (29%), 3 n 6onee
mHnin -y 8 (33,5%) yenosek. He 6bi10 Tepanmu no nosoay
MeTacTaTMyeckoro 3aboneBanHus y oaHoM 60bHOM. [penapaTsl
nnaTMHbl paHee nonyyann 18 xeHwmH (75%). AobloBaHTHas
W/MNM HeoafbloBaHTHAs Tepanus nposoamnace y 19 (79%)
60nbHbIX HER2- gBRCAM+ MPMXX.

PE3YJIbTATbl U OBCY>KOEHUE

B pamkax aHanM3a MHOroOLEHTPOBOro OnbiTa MpuUMe-
HeHUs Tanasonapuba B YCNOBUSAX peanbHOM KIIMHUYECKOW
npakTMKyM ObiNa oueHeHa 3hOEKTUBHOCTb M MepeHo-
CMMOCTb BMONOrMYeckM HampaBNeHHOM TapreTHOW
Tepanun PARP-uHrmbutopom Tanazonapubom B CTaH-
[AapTHOW p[o3e BHYTpb 1 Mr/cyt y 24 nauMeHTOK
HER2- gBRCAm+ MPMX. O6beKTUBHbIN OTBET, KOHTPO/b
Hapg 3abonesaHuneM u MBBI1 6biiM OULEHEHbl B 3aBUCU-
MOCTM OT BMONOrMyeckoro MOATMNA, KONMYECTBA JUHMIA
npenwecTByloWen TepanMm M HannMuuMs NAaTMHOCOAEP-
XallWMX areHToB B aHaMHese.

B kauectBe Haumnyywero oTBeTa MOMHbIA perpecc 6bin
3apernctpmpoBaH y 1 (4%), yactuuHblii perpecc -y 6 (25%),
ctabunuzaums -y 10 (42%), nporpeccupoBaHue —y 7 60/b-
HbIX (29%). O6beKTMBHbIN OTBET OTMeYeH Yy 7 60bHbIX (29%)
npu MakCMManbHOM ANUTENBHOCTM OTBETA Ha Tepanuio A0
26+ mec. Torga kak B uccnegosaHim EMBRACA 06beKTUBHbIN
oTBET cocTaBun 62,6%, Npy 3TOM KAMHUYECKOE NpenMmylle-
cTBO y 68,6% 6bIN0 BbIIBNEHO HA 24-11 Hepl. neveHus. B 310
perucTpaLmMoHHOe WCCnefoBaHWe BKAOYAAUCh OOnbHble
HER2- gBRCAmM+ MPMXX, koTopble MOrnu nonyyaTtb: He bonee
3 IMHWI Tepanuu No NOBOAY METAaCTaTUYeCcKoro paka (tana-
3onapub nonyyanu B 3-M AMHUKM TONbKO 4,2% NauMeHTOB);
npenapatbl MAaTuHbl, HO 6e3 NpPorpeccMpoBaHMs Ha HUX B
TeyeHne 6 MecC. NOC/Ie OKOHYAHUS HEOAAbIOBAHTHOM W/MAK
aAbOBAHTHOM Tepanum unu 6e3 NnporpeccMpoBaHug Ha Tepa-
nuu MeTactatmyeckoro paka (16%). B wuccnepoBaHue
EMBRACA Mornu Takxke BKIKOYATbCA MAUMEHTbI C Lepe-
6panbHbiMKM MeTacTazamu (15%). MonyyeHHble paznunyus B
yactote OO B MHOrOUEHTPOBOM MporpamMme cocTpafaTenb-
HOro A0CTyna MoryT ObiTb 06bSCHEHbI 3HAYUTENBHON Mpes-
NeYeHHOCTbI YYaCTHUL, B YCNOBMS peanbHOW KAMHUYECKON
npakTukn (33,5% 6onbHbIX nonydanu 3 u 6Gonee NWMHUKA
Tepanum).

Y 6onbHbix ER+HER2- MPMX (n = 18) npoTnB 601bHbIX
TPWXAbl HEraTUBHBIM MOATUMNOM (N = 6) 0ObEKTUBHBIV OTBET
coctaBun 33% vs 22%, KOHTponb Hag, 3aboneBaHmem — 83%
vs 61% cooTBeTCcTBEHHO (puc. 1).

PucyHok 1. O6bekTnBHbIN oTBeT (OO) 1 KOHTpONb Haf 3abone-
BaHueM (OO + ctabunusaums) Ha oHe npuema Tanasonapuba y
60nbHbIX HER2- gBRCAmM+ MPMXX B 3aBMcumMocTn ot buonoru-
4eckoro noaT1na

Figure 1.0Objective response (OR) and disease control (RO +
stable disease) during therapy with thalazoparib in patients with
HER2- gBRCAm + mBC depending on biological subtype
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Mpu Hannuum < 3 (n = 16) NpoTMB = 3 NMHMI Tepanuu
(n = 8) no noBoAy MeTacTaTMyeckoi 6one3Hn B aHamMHese
00 3apernctpupoBaH B 31% vs 12,5%, KoHTponb Hag 3a60-
neBaHuneM - 75% vs 50% cnyvaeB COOTBETCTBEHHO (puc. 2).

PucyHok 2. O6bekTnBHbIN oTBeT (OO) 1 KOHTpONb Haf 3abone-
BaHueM (OO + ctabunusaums) Ha oHe npuemMa Tanasonapuba y
60nbHbIX HER2- gBRCAmM+ MPMXX B 3aBMCHMOCTM OT uncna
JIMHWIA NpefLLecTBYOLLEN XMMUOTEPANMU B aHaMHe3e

Figure 2. Objective response (OR) and disease control (OR + sta-
ble disease) during therapy with thalazoparib in patients with HER2-
gBRCAm + mBC depending on the number of prior chemotherapy
lines in past medical history
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Mpu Hannumm (n = 18) NpOTMB OTCYTCTBMUSA NNATUHOCOAEP-
aLMx areHToB B aHaMHe3e (n = 6) OO 6bin 3aperucTpupoBaH
y 22% vs 33% cnyvaes, a KOHTpOAb Hapn 3aboneBaHnem -
67% vs 67% COOTBETCTBEHHO (puc. 3).

B pamkax aHanu3a OTe4eCcTBEHHOrO MHOrOLLEHTPOBOrO
onbiTa NPUMeHeHMs Tanasonapuba B YCNOBWSX peanbHOW
KNMHUYeckon npaktukm (puc. 4) y 24 6onbHbix HER2-
gBRCAm+ MPMX MenuaHa BbixmBaemMocTu 6e3 nporpeccu-
poBaHus coctasuna 6,5 mec. (95% AW [3-10]), Toraa Kak B
perncTpaumMoHHoM uccnegosaHum MBBIT 6bina Bbiwe M oka-
3anacb paBHa 8,6 mec.

Y 60onbHbix ER+HER2- MPMXX npotuB 601bHbIX TpUXKAbI
HeraTusHbIM noatunom (TH MPMXX) MBBIT cocrasuna 9 mec.
vs 5 mec. (HR = 0,705 95% M [0,231-2,147]; p = 0,5208
COOTBETCTBEHHO (puc. 5).

PucyHok 3. O6bekTnBHbIN oTBeT (O0) 1 KOHTpO/b Haf 3abone-
BaHueM (OO + cTabunusaums) Ha GoHe npuemMa Tanasonapuba y
60nbHbIX HER2- gBRCAmM+ MPMXX B 3aBUCMMOCTM OT Hanmuus
npenapaToB NNaTUHbI B aHaMHe3e

Figure 3. Objective response (OR) and disease control (OR +
stable disease) during therapy with thalazoparib in patients
with HER2- gBRCAm + mBC depending on the presence of
platinum drugs in past medical history
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PucyHok 4. MepmnaHa BBl Ha ¢doHe npuema Tanasonapmba y
60nbHbIX HER2- gBRCAM+ MPMX

Figure 4. Median progression free survival (PFS) during therapy
with thalazoparib in patients with HER2- gBRCAm + mBC
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PucyHok 5. Menmnana BBl Ha doHe nprema Tanasonapuba y
60nbHbIX HER2- gBRCAM+ MPMX B 3aBMcMMocTH oT Buonoru-
4yeckoro noaTMna

Figure 5.Median PFS during therapy with thalazoparib in pati-
ents with HER2- gBRCAm + mBC depending on biological subtype
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Megnuana BBl (puc. 6) npu Hannuum < 3 NpoTms 2 3 AMHKN
Tepanuu No NoBOLY MeTacTaTU4eckoi 6onesHu B aHamHese
pocturna 9 mec. vs 4 mec. coorsetctBeHHo (OP = 4,216 95%
O [1,334-13,327]; p = 0,0056).

Mepnmana BBl okazanacb HuXe (puc. 7) B rpynne nauneH-
TOB, Y KOTOPbIX MPOBOAMNACH TEPANUs NNAaTUHOCOLEPXKALLM-
MW areHTaMu No CPaBHEHMI0 C MaLMeHTaMK, y KOTO paHee
NAAaTMHOCOAEPYKALLME AreHTbl HE MPUMEHSIUCD.

Ha doHe neuyeHus Tanazonapubom OblIM OTMEYEHBI
HexenaTtenbHble aBReHWUS 3-4-i cT. y 5 60nbHbIX (20,8%).
Cpefi HUX aHEMUS CpefHEN W TSKeNoM cTeneHn 3adukcu-
poBaHa y 3 (12,5%), TpomboumTOonenus y 1 (4%) n HelTpone-
Hus y 1 6onbHoM (4%). bonbwmHCTBO naumeHTos (79,5%),
noNy4nBLIMX Tanaszonapub, He TpeboBanu KOpPpeKLMM L03bl.
HeobxoamMocTb B CHMXKeHUM no3bl go 0,75 mr notpebosa-
nacb 3 6onbHbIM (12,5%), 80 0,5 Mr = 2 (8%). [emoTpaHcdy3un
6bi1v NpoBeAeHbl 3 y4acTHMKAM NPOrpaMMmbl.

Mo gaHHbIM perncrpaumoHHoro uccnepoBaHns EMBRACA,
Hanbonee YacTbiMu NOBOYHBIMK SBNEHMSAMM B Fpynne Tanaso-
napuba 6binn aHemus (52,8%), NOBbILEHHAs YTOMASEMOCTb



PucyHok 6. MepmaHa BBl Ha ¢doHe npuema Tanasonapmba y
60nbHbIX HER2- gBRCAmM+ MPMXX B 3aBMCHMOCTM OT KOonnye-
CTBa IMHWIA NPeLLLEeCcTBYIOLLErO eYeHUs

Figure 6. Median PFS during therapy with thalazoparib in
patients with HER2- gBRCAm + mBC depending on the number
of prior chemotherapy lines
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PucyHok 7.MepnaHa BBl Ha ¢doHe npuema Tanasonapuba y
60nbHbIX HER2- gBRCAmM+ MPMXX B 3aBMCHMOCTM OT Hannuus
NNaTMHOCOAEPXKALLMX PEXMMOB B aHaMHe3se

Figure 7.Median PFS during therapy with thalazoparib in
patients with HER2- gBRCAm + mBC depending on the pres-
ence of platinum-containing regimens in past medical history
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3aBMCUMOCTb OT NPOBEAEHHbIX PAHEe MMHW Tepanuu | <3 MHUIA | 23 InHW 3aBUCUMOCTb OT HANWYMS TNIATUHOBBIX PEXYUMOB B aHaMHE3e JIE Het
Mepauana BBI, mec.| 9 mec. 4 mec. Meguana BbM, mec. | 5 mec. 9,5 mec.
HR (95% M) | 4,216 (1,334-13,327) HR (95% M) | 1,484 (0,48-4,582)
p 0,0056 p 0,4750

(50,3%), TowHoTa (48,6%), HenTponeHus (34,6%) 1 TpomMbOLM-
ToneHms (26,9%), NO6OYHBIMU ABAEHWUAMM 3—-4-11 CT. — aHEMMS
(39,2%), nentponenus (21,0%), tpomboumTonenns (14,7%).
Penykums no3bl Tanasonapmba B CBS3M C TOKCMYHOCTbIO NOTpe-
6oBanacb 66% 60MbHbIX, OTMEHA NpenapaTa - 5,9%.

3AKNIOYEHME

Tepanus PARP-uHrnbutopoM tanasonapubom BHYTpb B
no3e 1 Mr/cyT B yCN0BUSAX PeanbHOM KIUHUYECKON NPaKTUKM
3pdektmBHa y 6onbHbix gBRCA-accoumMmpoBaHHbIM
HER2-HeratvBHbIM MeTacTatuyeckum PMXX HesaBucumo ot
6MoN0orMyeckoro MoOATMNA, KOMMYECTBA NIMHWIA NpeaLecT-
BYHOLLEM Tepanumn 1 HaNMuMs NNATMHOCOAEPXKALLMX AareHTOB
B aHaMHe3e, YTO COMOCTaBMMO C pe3ynbTaTaMu perucrpa-
LMoHHOro nccnegosaHma EMBRACA.

Obpaulaer Ha cebs BHMMaHue 6Gonee HM3Kag YacToTa
06beKTMBHOIrO OTBETa, MOJYYeHHOro Ha Tanasonapube, y
60MbHbIX B paMKax aHanM3a 0Te4eCTBEHHOr0 MHOTOLEHTPO-
BOrO OMbITa NpMMeHeHMs Tanasonapuba (29%) no cpasHe-
HUO C 62,6% 0ObEKTMBHOIO OTBETA B PErMCTPALMOHHOM
nccnepnoaHun EMBRACA. TMonyyeHHble pe3ynbtaTbl MOryT
6bITb 0ObSCHEHBI BKIKOYEHWMEM B peaNbHOM KIMHUYECKOWM
npaktnke 6onee npenneyveHHbix 60nbHbIX HER2- gBRCAmM+
MPMX (33,5% BonbHbix nonyyanu 3 1 bonee NMHUIM Tepanmn),

— Cnucok nutepatypbl / References

Torga kak B mccneposanmn EMBRACA Tanasonapub nony-
Yyanu B 3-i IUHMK ToNbKo 4,2% naumeHToB.

Hanbonee BbicokMe nokaszatenn 06bLEKTMBHOrO OTBETA,
KOHTpons Hapn 3aboneBaHWeM U BbBKMBaeMoCTH 6e3
nporpeccupoBanus 6biin oTMedeHbl Yy 6onbHbix HER2-
gBRCAm+ MPMX, nonyyaBwwux Tanasonapub B 6onee
PaHHUX NUHUAX nevyeHuns. Meanana BBl npu Hannuum < 3
NpOTMB 2 3 NIMHUI Tepanuu NO NOBOAY MeTacTaTU4yeckoro
3aboneBanuns coctaBuna 9 mec. NnpotuB 4 Mec. COOTBETCT-
BeHHO (p = 0,0056) (puc. 7).

Tepanus TanasonapmMbom MOXET CONMPOBOXAATLCS Pa3-
BUTMEM TreMATONOMMYECKOM TOKCMYHOCTU (aHEMUEN, TPOM-
6ounToneHuert). Mo nonyYeHHbIM AaHHbIM, A0 79,5% nauwm-
eHTOB He TpeboBanu Koppekuuu [03bl Tanasonapuba B
npouecce neyvyeHus. BaxHO MNOMHUTb, 4To AONng 3ddek-
TUBHOrO ynpasneHns 6e30nacHOCTbi0 Tepanuu obsg3aTteneH
perynsipHbli MOHUTOPUHT reMaToN0rMYeCcKmMxX nokasaTeneu.

Taknum o6pasom, TapretHas Tepanus PARP-unHrnbutopom
Tanasonapubom BHYTPb B Ao3e 1 Mr/cyT saensetcs 3dhdekTmBs-
HOM OMuMei neyeHus C ynpaBaseMbiM NpoduaeM TOKCKUY-
Hoctn ang BonbHbix gBRCA-accoummpoBaHHbiM HER2-Hera-
TWBHbIM METACTaTUYECKMM PAaKOM MOMIOYHOM XKene3bl.
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