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AHHOTaUMA

O6ocHoBaHue. lpuMeHeHUe MHTMBUTOPOB LIMKNMH3ABUCUMBIX KMHa3 4 u 6 (CDK4/6) B coyeTaHnm ¢ 3HAOKPUHHONM Tepanuen — KNloyeBoii cnocob
MHULMANBHOTO NIeYeHUs pacnpocTpaHeHHoro NtoMuHanbHoro HER2-weratmeHoro (HR+/HER2-) paka MonoyHoli enessl. B LuKkne perucTpaumoHHbIX
uccnenosaHuin MONALEESA-2 n 7 npogeMoHcTpupoBaHa 3 deKTMBHOCTbL U be30nacHOCTb NpMMeHeHUs pubouuknnba B coueTaHnm ¢ UHrMbuTopamMu
apoMatasbl B KauecTBe NepBoi JIMHWM NleyeHUs Y MaLMeHTOK B NocT- U npeMeHonay3e. B uccneposanuu lilb dasel CompLEEment-1 ToT e pexum
NeYeHNs OLLeHWBANM B PacLUMPEHHON NONYAALMM NALMEHTOB C TOUKM 3peHns Kak be3onacHocTy, Tak n addeKTuBHOCTU. B cTaTbe NpeacTaBneH aHa-
113 AaHHBIX NOATPYNNbI NaLMeHToB U3 Poccum.

Matepuansl u MeTozbl. B uccnenoBannm npuHsnu yyactve 129 naumentos u3 Poccuu, COOTBETCTBOBABLUMX KPUTEPUAM BKITIOUYEHNSA B UCCNIeA0BaHNE
CompLEEment-1. NepBuyHOI KOHEYHOI TOUKOI bbiNa OLEHKA YaCTOThl pa3BUTUSA HeXenaTenbHbIX ABneHuii (HA) npu Megnane Habnoaexus 25,4 Mec.
BTOPMYHLIMM KOHEYHBIMU TOYKaMM ABNANNCH OLIEHKU MeAMaHbl BbIXKMBaeMoCTH 6e3 nporpeccupoBaHns, 4acToTbl 06 bEKTUBHOIO 0TBETa M KOHTPONA
Ha[, 3abonieBaHuEM.

Pesynbtatel. Peynstatbl 3 peKTMBHOCTHM 1 Be3omacHoCTH Tepanuu B NOArpynne nauneHToB u3 Poccun cooteeTcTBOBaNM 06LLeil nonynauum na-
LMeHTOB, BKNtoueHHbIx B CompLEEment-1. YacToTa Hfl, noTpe6oBaBLuMX KoppeKLMM A03bl UNIM NPUOCTAHOBKM Tepanuu, cocTaBuna 58,1%, a nonHon
oTMeHbl npenapata — 15,5%. Hanbonee yacteiMu HAA G=3, cBA3aHHBIMM C NeyeHneM, Bbinn HeMTPONEHUS W NOBLILLEHWE YPOBHS TPAHCAMUHa3.
3aksnoyeHue. [laHHble, noyyeHHbIe B NOArpynne nauveHTos u3 Poccuiickoit ®efepaunu, NoATBEpPXAAOT 6e30MacHOCTb U NEPeHOCMMOCTb PUBOLIMKIN-
6a B pacLumpeHHoii nonynsummu naumentos ¢ HR+/HER2- pakoM MonoyHoiA xenesbl B yCNOBUSX, MPUBIMKEHHBIX K peanbHO KITMHUYECKON NPaKTUKe.
Peructpaums: ngentudukarop ClinicalTrials.gov: NCT02941926.

KnioueBble cnoa: unrubutopsl CDK4/6, pubounknub, HR+/HER2-, pacnpocTpaHeHHbI pak MonoyHoM xenessl, uccnepoanve CompLEEment-1,
Poccuitckan ®epepauus
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ORIGINAL ARTICLE

Safety and efficacy of ribociclib in combination with
letrozole in an extended population of patients with
HR+/HER2- advanced breast cancer: analysis of data
from a subgroup of patients from Russia in the phase lllb

CompLEEment-1 study
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BeepeHue

VI3BecTHO, 4TO pak Mono4HO xxene3sl (PMJK) sanumaet muanpy-
IOLIIYIO TIO3MIIIO CPeiU BCeX 370KaueCTBEHHBIX HOBOOOPa3oBaHMIT
y J)KeHIIMH B Poccuim: 10714 BBLABIEHHBIX CTy4aeB 3a00/IeBaHMA CO-
craBuna 18,3% (1, 2]. B 2022 r. B Poccun PMJK amarsHocTupoBaH
¥ 66990 >xeHIINH, Ipu 9ToM B 20,2% CrydaeB 3ab0/meBaHMe BBIAB-
neno Ha III cragun, a B 7,5% - Ha IV [1]. OgHako, HecMOTps Ha Ka-
Xyleecss HeOONBIUIMM OTHOCHTEIBHOE KOMMYECTBO 3a0O0NeBIINX

nepBuuHO MetacTaTndeckum PMOK (MPMIK), crout momMHuTB, 4TO
y 4acTy MalyeHTOK, paHee MOMY4MBIINX PafiuKaNbHOE TedeHe II0
TIOBOJY PAaHHUX CTa/INIL, BIIOC/IEICTBUM PAa3BUBAETCS IPOTPecCUpo-
BaHMe 3aboneBanus. Takum o6pasoM, HEOOXOAMMOCTD OITUMM3A-
1y crpareruit nedennsa MPMJK He ocTaBnseT coMHeHMIL.

PMX - rereporeHHoe 3aboneBaHue, y KOTOPOTO BBIAEISIOT
HECKO/IBKO CypporarHbix nogrunos. Hanbosee pacrpoctpanen
nmoMyuHanbHbli HER2-HeraTuBHBIN NOATUI, KOTOPBIN ABIAETCA
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Abstract

Background. The use of cyclin-dependent kinase 4 and 6 (CDK4/6) inhibitors in combination with endocrine therapy is a key initial treatment for
advanced luminal HER2-negative (HR+/HER2-) breast cancer. The approval studies MONALEESA-2 and 7 demonstrated the efficacy and safety of
ribociclib in combination with aromatase inhibitors as a first-line treatment in post- and premenopausal patients. In the Phase Illb CompLEEment-1
study, the same treatment regimen was evaluated in an extended patient population in terms of both safety and efficacy. The article presents an
analysis of data from a subgroup of patients from Russia.

Materials and methods. The study included 129 patients from Russia who met the inclusion criteria for the CompLEEment-1 study. The primary end-
point was the incidence of adverse events (AEs) at a median follow-up of 25.4 months. Secondary endpoints were median progression-free survival,
objective response rate, and disease control.

Results. The efficacy and safety results of the therapy in the subgroup of patients from Russia were consistent with the general population of patients
included in CompLEEment-1. The incidence of AEs requiring dose adjustment or treatment interruption was 58.1%, and the permanent discontinua-
tion rate was 15.5%. The most frequently reported treatment-related AEs grade 3 or higher were neutropenia and transaminase increased.
Conclusion. Data obtained in a subgroup of patients from the Russian Federation confirm the safety and tolerability of ribociclib in an extended
population of patients with HR+/HER2- breast cancer in settings close to the real world.
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Hanbosee MPOrHOCTUYECKY O/IaTONPUATHBIM MIOATUIIOM — OTPY-
LIATE/IBHBIIL CTATYC PelleNTopa SNMAepManbHOro Gakropa pocra
yenoseka2-rotuna(HER2-),ropMoH-penenTop HoM0XUTeTbHbII
(HR+) -HR+/HER2- [3]. TopMOHO3aBUCUMBIil XapaKTep Oy X0/IU
IpeJIoIaraeT BO3MOKHOCTb IPUMEHEHUA 3HIOKPUHOTEpAINy,
HaIlpyMep MHIMOMTOpOB apomarasbl — VIA (aHacTpo3071, 1eTpo-
3071 M 9K3eMeCTaH) Ui QpyaBecTpaHTa, KOTOPBIN OTHOCUTCSA K Ce-
JIEKTVBHBIM MHTUOUTOpaM perentopoB sctporeHa — SERD [4-8].

Kak y>ke 0TMe4anoch, y HeKOTOPBIX NMAI[MeHTOK IMAarHOCTUPY-
I0T IPOrpeccrpoBaHye 3a60/1eBaHNA Ha GOHe MM TIOCIIe Pafi-
KaJIbHOTO JIeYeHNs (B TOM YMCTIe SHAOKPUHOTepalnu), B TAKMX
cyYasax MOXKHO TOBOPUTb O PasBUTUMU 3HJOKPUMHOPE3UCTEHT-
HocTH. I10 OIy6/IMKOBaHHBIM JAHHBIM K/TI0UYeBbIMM MeXaHU3Ma-
MU, OTBETCTBEHHBIMU 32 Pa3BUTHE SHIOKPUHOPE3UCTEHTHOCTH
apnaorca aktupanua PI3K/AKT/mTOR curnanpHOrO myTH,
MAP-xnHa3sl unu xomiekca nuknand D1/CDK, xotopslit pe-
TyIMpYyeT KJIeTOUHbII LUK ¥ TPUBOZUT K pocopunupoBanuio
6enka pernHo6macTomsl (Rb), 4TO He aeT eMy BBIIOTHUTH CBOIO
ponb oHKOcympeccopa [9-12]. Pesynbrarel MccrepfoBaHuii in
Vitro mokasany, 4TO TMIEPIKCIPECCUs LMKINH3ABUCUMON KM-
Hasbl (CDK) 4 urpaer Ba>XHY pO/b B Pa3BUTUM SHTOKPUHO-
PE3UCTEHTHOCTH, YTO IIOCTY>KI/IO KaTaa13aToOpoM K pa3pabor-
Ke IpenapaTos, 6nokupyoumux CDK4/6/Rb [12-16].

B nacrodAmee BpeMs «30/10THIM CTaHAAPTOM» nedeHna HR+/
HER2- MPMJX sBrisieTcss KOMOMHAUMs 3SHAOKPMHOTEPAIINN
¢ unru6uropamyu CDK4/6, 4To HallIO CBOe OTpaXkeHMe B KIINU-
HUYECKNX PEeKOMEHJALMAX PaslIMYHBIX NPOdeCcCUOHATbHBIX
COO6IEeCTB, B TOM YUC/Ie ¥ poccuiickoro [17-19]. BayTpu rpyn-
bl MHru6uTopos CDK4/6 BBIENAOT TpU IpemapaTa: pubo-
ka6 (LEE011), abemanukan6 (LY-2835219) n nan6ouuxan6
(PD-0332991). OHU TpPOREMOHCTPUPOBAIN [OCTOBEPHOE yBe-
NMMYeHMe MefVAHBl BBDKMBAEMOCTM 63 MpOrpeccupoBaHMsA
(MBBIT). OmHaKO TOMTBKO MEPBBIit IIO3BOJIN/I CTATUCTUIECKY 3HA-
YMMO CHU3UTDH PUCK CMEPTH OT 3a00/NeBaHMs, T.e. yBEIUUUTD
MepimaHy ob1eit BbpKuBaemocTy - MOB [6, 7, 20-26].

Pubouuknmb npepcrasnseT co60it 6MOTOCTYIHBII CEIEKTUB-
HbIJ1 HU3KOMOJIEKY APHBI nHIr1o6uTop CDK4/6, mpenHasHaueH-
HBII IJ14 IpueMa BHYTpPb, KOTOPBII JIeVICTByeT IyTeM IpHcoe-
IOVHeHuA K ageHosuHTpudocdar-ceasyromeir obmactu CDK4/6
(12, 27]. 9¢ddexTUBHOCTD U 6€30IIaCHOCTD PUOOLUKINOA B KOM-
OuHanum ¢ SHEOKpMHOTepanuein npu medeHun HR+/HER2-
MPMJK n3ydensl B paMKax KIMHIYECKUX VCCTIETOBAHNI I[K/IA
MONALEESA [28-31]. B uccnegosanuu MONALEESA-2 npope-
MOHCTpPUPOBaHO 3HaYMMoe yBenndeHne MBBIT u MOB npu go6as-
ey pubouukmba K VIA B 1epBoil TMHUY IeYeHNA Y XKEHIH
B IIocTMeHomays3e [28, 29, 31]. B MONALEESA-3 rakyke mokasa-

HO IPeMMYIIECTBO IpK fobaBlIeHnM pubOLUKINOa K Tepamun
(ynBeCTpaHTOM B IIE€PBOIT ¥ BTOPOIT MMHMAX nedeHus [21, 30].

BrepBeie m3ydeHo mpumeHeHme uHruéburopos CDK4/6
y Ipe- U TIepUMEHOIAay3aTbHBIX IAallIEHTOK B MCCIEOBaHNUNI
MONALEESA-7, B KOTOpOM HaLlY€HTKY IOy 9aiy prubonuKino
B codyeTaHuu ¢ VIA Ha doHe MeAMKaMEHTO3HOI OBapHManIbHOI
Cympeccum aHAJAOTaMM  TOHAJOTPONMH-PUIN3VHT-TOPMOHA
(aT'HPT). B pe3ynbrare okasaHo, 4To JoOaBIeHMe PUOOLMKIN-
6a mosBossieT 3Ha4MMO yBenuuuTb MBBII u MOB y usyuaemoit
HONY/IALVY NMAaLMEeHTOK: 3a nepuoy Habmofenns 53,5 mec MOB
cocraBuia 48,0 Mec 6e3 nmpuMeHeHusA prbonuknba u 58,7 Mec
IpyU ero foOaBIeHNUM, TP STOM OTHOCUTEIbHBIN PUCK CMEPTH
cHpKanca Ha 24% - paseH 0,76, 95% [oBepUTeNIbHbBIN MHTEP-
Ban - IV 0,61-0,95 [22, 32, 33].

Ha ocHoBanum pesynpratoB nukna MONALEESA pu6o-
uk/an6 ogobpen as nedenusa HR+/HER2- MPMIK kax B CIITA
n EBpomnerickoM cowse, Tak U Ha Tepputopun Poccuiickoit Pe-
mepauunu [28, 34-36].

ITocne nomyyenus nepBbIX BIIEYAT/IAIOIMX PE3Y/NIbTATOB YIIO-
MAHYTBHIX MccnefoBaHmit nukaa MONALEESA uaunumuposa-
JIM MICCTIefiOBaHNe peaTbHOI KInHu4eckolt mpaktuku I1Ib daser
oy, HasBaHMeM CompLEEment-1, KxoTopoe NpoOgoO/mKMIO 13-
ydeHue 6e30macHOCTM U 3PPEKTUBHOCTY NpUMeHeHUs pubo-
LUK/IN6a B COYETAHNY C IETPO30/IOM B KadeCTBe IePBOIL IMHUK
nedennss HR+/HER2- pacnpoctpanenHoro PMJK (pPMIX) y 60-
Jiee UIMPOKOI nonynsauuy nanueHTos [37]. B CompLEEment-1
BKJIIOYa/IMCh KaK XEHIMHBI (BHE 3aBUCMMOCTHU OT UX MEHOIIAY-
3aJIPHOTO CTATYyCa), TaK ¥ My>KYMHbL. bojiee mMMpoKue KpuTepun
BK/IIOYEHMA TPENIIONaraay y4acTyue Hall¥eHTOB C MeTacTaTy-
YeCKMM TIOpakeHIeM IieHTpanbHol HepBHOIL cuctemsl (LTHC),
[AIlVIEHTOB C HeM3MEepPUMBIMM HPOABIEHUAMY OOIe3HMU, TUTU-
YeCKMMI O4araMy B KOCTAX wum 2 crarycoMm mo mxkane ECOG
(Eastern Cooperative Oncology Group - Bocrounas o6bvenn-
HeHHasg OHKOJIOTMYecKas TpyINa), JOIYCKaJoCh IIpOBeleHMe
opnoit muuHuu xummotepanuu (XT) mo nosogy pPMIK. Bcero
B MCCIeoBaHMe ObI/IM BKIOYEHBI 3246 mamueHToB U3 508 mc-
crepioBaTenbCKMX 1eHTpoB B CeBepHoli u I0xHo0I AMepuke, EB-
pone, Asumn, IOro-Boctouynoit Asun, Vspaune, Poccuiickoit ®e-
mepauuu u Ha bamskaem Bocroke.

ITocTMeHOMNay3aIbHbIE ITALMEeH TKY IOy Ya IV TOJIbKO TePAIINIO
pubonukanbom n VA (kak B uccnegoBanuu MONALEESA-2),
a MAIlMEeHTKY B TpeMeHOoIay3e, a TaK)Ke MY>KIVHBI TOMUMO 3TO-
ro fononHuTenbHo nonyydanu alHPT. Bo Beeit nonynstuum (ITT)
MefjuaHa BpeMeHN fo mporpeccuposanusa (MBIII) cocraBumma
27,1 Mmec, a yactoTa o6bexTuBHOro orsera (HYOO) - 70,7% [37].
Emme oHOJ KOHEYHON TOYKOI MICCTIEJOBAHNA CTa/Ia OljeHKa Ka-
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Puc. 1. uzaitH uccneposanus CompLEEment-1.
Fig. 1. Design of the CompLEEment-1 study.

Kputepuu BkntoueHus

* MYXUMHBI W KEHLLMHBI (HE3aBMCMMO OT UX CTaTyca
MeHonay3bl) ¢ HR+/HER2- pPMX

- be3 npefLecTBYIOLLEe IHAOKPUHHON Tepanum
no nosofy pPMX

« <1 kypca XT no noogy pPMX

« (QyHKUMOHaNbHbIN cTaTyc no Wwiane ECOG<2
BrxnitoueHo 129 naumenTos (n=129)

Puboumkane 600 Mr 1 pa3 B cyTKM p.o.
1-21 neHb (UMKN Kaxable 4 Hepenn)
+
JleTpo30n 2,5 Mr/cyT p.o. exxeiHeBHO
+

alHPI o151 )KeHLLMH B npeMeHonay3e v ans
MYX4WH: rozepenuH 3,6 Mr 1 pa3 B 28 aHew
1y neinpopenuH 7,5 Mr 1 pas B 28 fHeit

JleyeHue nposoAannocb A0
nporpeccupoBaHunsa 3abonesaHus,
HeI'IEpEHOCI/IMOVI TOKCMYHOCTK
Wnnu cMepTesibHoro ncxoaa

I'IepBMqHan KOHeYHasd To4Ka:
6e30nacHoCTb 1 NnepeHoCMMocCTb
BTOPVI'-IHI:IG KOHEeYHbIe TOYKK:

BpeMsl 40 NPOrpeccupoBaHus
400

lpoaHanu3aupoBaHbl AaHHble 129 naumenTos (n=129)

+ YK3
MCX0/bl, CO0bLaEMblE NaLeHTaMm1

9YecTBa JKM3HU, KOTOPOE aHa/JIM3MPOBAIN IO pe3y/lIbTaTaM 3a-
nonHsAeMbix onpocHuKoB HR-QoL. OtmedeHo, 4To ob11iee Kade-
CTBO >KVM3HM TOJJIeP>KMBA/IOCh HA IPOTKEHNM BCEro Nepuopa
nedenns. Pesynprarel, nomyyenssie B ITT nmonynauunm nanues-
TOB, BKMo4eHHBbIX B CompLEEment-1, mogTBepanan panee omy-
61mukoBaHHbIe faHHbIe B uKkiae MONALEESA-2 u 7 n fokasanu,
4TO M3ydaeMas Tepanus s dexTuBHA 1 6e30IacHa B TOM UHC-
JIe M 'y IMPOKOIT MO Y/IALMMA TAI[MeHTOB (6/IM3KOI K «peasbHO
KIMHUYeCKol mpakTuke») ¢ HR+/HER2- pPMK. BaskHo oTMe-
TUTH, YTO NPOPUIb 6€30IACHOCTY TEPANNM TIOTHOCTHIO COOT-
BETCTBOBAJ TakoBoMy B mccnefgoBaHuax MONALEESA, a Ho-
BBIX CUTHAJIOB 110 6€3011aCHOCTH Oy 4eHO He 6b1y10 [37].

B cTaTbe mpe/icTaBIeHbl Pe3y/IbTaThl TEPAIINU HALMEHTOB 13
Poccniickoit @epepanun, KOTOpble IPUHUMANNA y4acTUe B JIC-
cnefosanuy CompLEEment-1.

MaTepMaﬂbI n MeToAbl

CompLEEment-1 (NCT02941926) siBisieTCsl OTKPBITBIM MHO-
roueHTpoBaIM uccnefosanueM I1Ib ¢assr. CxemaTudaHo fu3aitH
UCCTIeJOBaHMA IPeJICTaB/IeH Ha puc. 1.

KniogeBbIM KpuTepueM BK/IIOUEHUsA B MCCIEfOBaHME CTana
N/IaHMpYyeMas Tepanus MMEHHO B NePBON NMHUM, T.e. KeHITN-
HBI B IIpe- U TIOCTMeHOoMay3e, a Takke My»xunabl ¢ HR+/HER2-
pPMIK paHee He [OKHBI OBIIU NIONYYaTh SHAOKPUHOTEPAIINIO
110 IOBOAY PacIpoOCTpaHeHHOro 3aboneBanus. Bakxo, 4To mo-
mycKanoch nposefeHne XT B KadecTBe NMepBOM NMHUM jede-
HUA, a TAKXXE B KauyeCTBe paHee NPOBEJEHHOTO HeO- UM afl’b-
I0BaHTHOrO pexkuma. Eciu B HeOo- mam ayblOBAaHTHONM Tepanuu
npuMeHsinuck VIA, To mepuop 6e3 MpuM3HAKOB PELMANBA LOJ-
XKeH ObI/T COCTAB/IATh He MeHee 12 Mec ¢ MOMEHTa 3aBeplIeHM
mpuema Tepanuu VIA. IlpenurecTByromas Tepanus MHIMOUTO-
pamy CDK4/6 n/unu cucreMHas SHZOKPMHOTEPAIN IO IIOBO-
oy pPMIK He nonmyckanach.

B nccnenosanme MOIIy BK/IIOYUTH MAIJMEHTOB C MeTacTaTuye-
cxum nopaxenuem LIHC, Ho ipy ycrmoBum OTCyTCTBUA KIMHIYE-
CKMX HEBPOJIOTMYECKMX MPOSBICHNIT 00/Ie3HN B TeUeHNe KaK MU-
HuUMYM 4 Hepl. [TanueHThl JO/DKHBI UMETh COMAaTUYECKUIA CTaTyC
0-2 no mxane ECOG, takxe Tpe6oBamach coxpaHHas QyHKIUA
BIICIIEPa/IbHBIX OPraHOB ¥ KOCTHOro mosra. Vurepsan Q-T mo
dbopmyne Openepuka (Q-TcF) gomxkeH cocTaBnsaTh MeHee 450 Mc,
a9aCcTOTa CepAeYHBIX COKpaIleHNiT — He MeHee 50 y//MUH BO Bpe-
MA cKpyHMHTA. Cpeiyt MPOuMX KPUTEpUeB UCKTIOUEH A IIepeyc-
JIeHbI K/IMHIYEeCKY 3Ha4MMble 3a00/IeBaHNA CepALia MM Hapylle-
HMA QYHKIUM JKeTyJOYHO-KUIIEYHOTO TPAaKTa, KOTOPbIe MOITIN
OBl IIOBNUATH Ha papMaKOKMHETHUKY MCCIE[YEMOTO Ipelapara.

K xputepuaM NCKIIOYEHNA OTHECIN Y CMHXPOHHbBIE NN Me-
TaXpOHHBIE 37I0KaUeCTBEHHbIe HOBOOOPA30BaHNA, B TOM YNCIIe
BbIsAAB/IEHHDbIE B TeYeHMe 3 JIeT 10 Hadyajia IpueMa MCCresyeMo-
ro mpemnapara (KpoMe HeMeTaHOLMTaPHBIX OITyXOJIeil KOXXU MU
Paka Leiiky MaTKy, 10 IIOBOAY KOTOPBIX IIPOBEN Hajl/ieXKaliee
paaMKanIbHOE JIeYeHe).

ITanueHTKM B MOCTMEHONAY3€ IOTYYaay TEPANNIO B CIEAYIO-
WeM pexxume: pubonukaubé 600 Mr/cyT p.o. (mepopaibHO, Nar.
per os, oris) 1-21 neHb, KaXKzble 4 Hefl + 1€TPO307I 2,5 MI/CYT p.o.
eXe[[HeBHO. My>XUMHBI ¥ NpeMeHOIay3aTbHble MAI[MeHTKN JI0-
HOJTHUTENIBHO NOoTyJasny o601t us al'uPT. JledyeHue maIeHToB
IPORO/KANIOCh IO IPOTPeCCHPOBAHMS 3a00IeBAHUA WY Pa3-
BUTHSA HENpUeMIeMoil TOKCMYHOCTU. CrefyeT OTMETUTD, 4TO
npotokon uccneposanusa CompLEEment-1 mpemycmaTpumpan

pacupeHHyo ¢asy, OfHAKO HUM OfVH M3 ManyueHToB PP Tyma
He ObII BKITIOYEH.

IlepBuYHOIT KOHEYHOI TOYKOJ B MCC/IeJlOBAaHUM CTa/Ia OLleHKa
JaCcTOTHI PasBUTHUAX HeXXelmaTenbHbIX Anennit (HA) npu cpep-
HeM cpoke HabmoneHns 18 mec. [TanreHThI FOMKHBI ObLIN HAXO-
ANUTDCA TIOJ Hab TIoIeHeM 0 MOMEHTA ITpeKpalljeH A IpYMeHe-
HIA puOOLMKINGa, BHE 3aBUCHMOCT OT IPUYMHBL. BropudHbie
KOHEYHbIe TOYKM BK/II0Ya/IM OLIeHKY MeJMaHbl BpEMEHH JI0 IIPO-
rpeccuposanua (MBJIIT), YOO u yacToTy KOHTpPO/IA Haf, 3abore-
BaHueM (UK3). Takxe B ITT momynsanuy oLeHNBaIN pe3ybra-
ThI, COOOI[aeMble MAI[eHTaMy, OFHAKO IPOaHATU3UPOBATh UX
y MOAIPyNIIb MalueHToB u3 PO, k coxxanenunio, He yanoch u3-
33 HEJJOCTYIIHOCTH JJaHHbIX.

OtTmedensl Tak HasbiBaeMble HSI ocoboro muTepeca, cpe-
IV KOTOPBIX BBIJIEIM/IM TeaTOTOKCMYHOCTD [HOBBIIIEHME aK-
TUBHOCTM IEYEeHOYHBIX (hepMEHTOB aJlaHMHAMUHOTpaHChepa-
3pl (AJIT), acmapraramunorpascdepassl (ACT), 6unupy6busa
U Y-ITTyTaMWITPaHCIENTU/A3bl], HEITPONEHUIO U y[/IMHEHNUe
nnrepBana Q-TcF.

Pesynbrathl
XapaKTepVICTVIKVI nauueHToB

B nepuop, ¢ 3 mions 2017 no 27 centsa6psa 2019 r. B uccieno-
Banue CompLEEment-1 Bkmodensl 129 nmauuentos ns Poccun.
JlaHHBIe BKIIOYEHHBIX TMAI[MEHTOB JOCTYIHBI [ IOCHERYIo-
mrero a”anusa. Ilo pesynpTaTtaM uccnefoBaHNA 0Ka3anmoCh, 9TO
42 manyeHTa 3aBepLIM/IN IOJHBIN KypcC 1eyeHns, 87 MaliMeHToB
MPEKPaTU/IN TePaNuio B CBA3M CO CAEAYIOUMMU MPUYMHAMU:
nporpeccupoBaHue 3aboneBanus (n=42), passutue H (n=24),
peurenue Bpaya (n=15), cMepTeIbHbLT UCXOT, (n=4), pelieHne ma-
nuenTa (n=2). MeanaHa MpogO/KUTETIbHOCTY IPUMEHEHUS PU-
6onuxnnba cocraBmia 18,5 Mec, MeAMaHa IMeproAa MOCIEYI0-
1iero Habmoxenus — 28,5 mMec, Kak u B ITT nmonyasanun.

XapaKTepUCTUKY MALMEHTOB B POCCUIICKON IOMyNALUM He
OT/IMYAJIUCD OT TAKOBBIX B OOIIeil MOMYIALUY U IPefiCTaBIeHbI
B Ta6/1. 1. CpeHMII BO3pACT IaLlMEeHTOB COCTaBIUI 55,9 rofja, mpu
9ToM 81,4% manmeHTOB — Maiie 65 net. 98% manueHTOB UMENN
¢dyukunonanbHblit craryc ECOG 0-1. ITogarsiomniee 60/IbIINH-
CTBO BKJ/IIOUEHHBIX HAL[MEHTOB — XeHIuHbI (127 u3 129), 69,8%
13 HUX HAaXO[M/IUCh B IOCTMEHOIIAy3e.

Knmundeckas xapaKTepuCTUKA MAalMEHTOB, BKIIOYAKOMaA pa-
Hee IIOTy4YeHHOe JiedeHe 1 CTafuIo 3a60/IeBaHMs, IPeCTaBIeHa
B Ta0I. 2. Y BceX BK/IIOYEHHBIX ITAI[VIEHTOB OIYXO/Ib OIIpefie/A/Iach
kak HER2-. V 6onmpumHcTBa (58,2%) MalyeHTOB ONYX0Mb 06/a-
fajia IpU3HAKaMM BBICOKOIL MM YMepeHHOI A1 depeHIPOBKIL.
V 40,3% nanueHToB Hepuop 6e3 IPU3HAKOB pelyu/iBa 3a60reBa-
HusA gauicsa 6onee 24 Mec. Y 53% MalleHTOB BBISIBIEHO HE MeHee
3 04aroB MeTAaCTaTUIECKOrO IOPa’keHMsI, IIPU 3TOM y 62% ObLIO
BHCILiepanbHOe mopakeHre. Kax mokasaHo B Tabm. 2, 6omee 2/3
(69,0%) maleHTOB paHee MOMyYaau Tepamuio 1o nosoxy PMIK.
Ilpu stoM 61,2% (n=79) HAILMEHTOB MpPOBENIM ALBIOBAHTHYIO
u 51,9% - HeoagbOBaHTHYI0 X1, MojaBAmwLiee OONBIINHCTBO
manueHToB (91,5%) IepeHecIn XMPypruyeckoe BMeIIaTeNbCTBO,
npuOMM3NTENBbHO 1/3 marueHTos (36,4%) — My4eByI0 TepaIuio.

besonacHocTb

B Ta6:. 3 mpepcraBien Kpatkuit 063op H, B ToMm uncre ce-
ppes3nbix HA, cBa3aHHBIX ¢ nedyeHueM, u H cnenmanpHOro
nnrepeca. Ormedyensl HSI, kotopele mpuBenu 1160 K nmpexpa-
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Tabnuua 1. XapakTepuctuka noarpynnbl nauueHToB U3 Poccuiickon ®epepauuu Tabnuua 2. AHaMHe3 noarpynnbl naumeHToB U3 Poccuiickon ®epepauuu,
B uccnegoaiuu CompLEEment-1 BKJIHOYEHHBIX B UccnepaoBaHue CompLEEment-1
Table 1. Characteristics of a subgroup of patients from the Russian Federation in Table 2. Medical history of a subgroup of patients from the Russian Federation
the CompLEEment-1 study included in the CompLEEment-1 study.
lNepeMenHas Aéc. (%) MNokasartenb Aéc. (%)
Bospacr, net CreneHb AudbepeHLUpOBKY
Cpennee 3Hayenme (CO) 55,9 (10,66) BbicokoanddepeHLvpoBaHHas 21(16,3)
MenuaHa (nuanasoH) 58,0 (27-82) YMepeHHo AngdepeHLMpoBaHHas 54 (41,9)
BospacTHas KaTeropusi, net HuskoauddepeHumMpoBaHHas 17 (13,2)
<5 105 61.4) CreneHb anddepeHLMPOBKY He MOXET BbiTb OLieHeHa 2(1,6)
HemssecTHo 35(271)
07650070 12(93)
Crapus 3a6051eBaHMA Ha MOMEHT NOCTAHOBKY AWarHosa
0170 po 75 6(,7) | 10(7,8)
>75 6(4,7) 1 33(25,6)
Mon Il 29 (22,5)
WeHiLmibl 127 98,4) v 56 (63.4)
[laHHble oTcyTCTBYHOT 1(0,8)
My>*umHbI 2(1,6)
Crapvs 3a6051eBaHUA Ha MOMEHT BIJTIOYEHUS B UCCIe0BaHUe
Paca 1l 4(3,1)
Esponeonpnas 127 (98,4) v 125 (96,9)
MoHronouaHas 2(1.6) BpeMs ¢ MOMeHTa BbisiB/IeHUsi EPBUYHOTO 04ara, Mec
CpeaHee 3HaveHve (CO) 390 (56,74)
3THUYeCKas NPUHAANENHOCTD
MepuaHa (ouana3oH) 14,8 (0,2-334,6)
Pyccrue 124 36.1) BpeMs C MOMEHTa BbISIBNEHUs! IEPBUYHOTD 0Yara, Mec
MpeacTasuteny 3anagHoii Asum 4(3,1) <3 38(295)
HeussecTHo 1(0,8) >3n<12 24 (18,6)
WHpexc Maccel Tena, Kr/m? >12 67 619)
c ) 2767 6.30) BespeuuauBHbIi nepuop
PEAHEE SHajeHme ! ! BnepBble BbisBNEHHOe 3aboneBaHue 54 (41,9)
MeHonay3ankHbii cTatyc Vmetowieecs 3aboneanue 75 (58,1)
lpeMeHonay3a 23(178) <12 Mec 18,5
MocTMetonay3a 90 (698) >12 1o <24 mec 12093)
Becnnoaue (B AeTopoaHOM Bo3pacTe) 14(10,9) >2h mec — 52 (40,3)
Tunbl nopaXxeHui Ha UCXOAHOM YpOBHe
Orcyreryer 2(16) TapreTHble o4aru 14(10,9)
Comatunyeckuii ctatyc no wkane ECOG HeTapreTHbie oyaru 24 (18,6)
0 49 (38,0 TapreTHble 1 HeTapreTHble o4Yaru 90 (69,8)
1 77 597) HeussecTHo 1(0,8)
" 323) Jlokanu3sauus MeTacTa3os
! Koctn 87 (67.4)
3wm 4 0 TonbKO KOCTHblE MeTacTasbl 18 (14,0)
MpuMeyanme. ECrv He yKa3aHo UHOE, AiaHHbIe NPeacTaBnAioT coboii cpeaHee [pyaHas KneTka 13 (10,1)
3Ha4eHue, MeauaHy (AnanasoH) unn Konnyectso, n (%). CO — cTaHAapTHOE OTKIOHEeHHe. BucliepanbHoe nopaxenie 80 (62,0)
MeyeHb 38(295)
UIeHNIO JiedeHus, b0 BbI3BANM HEOOXOMMMOCTb penyKumu | Jlerkve 62 (48,1)
IO3bl, BpEMEHHOTO IIpPepBhIBaHMS JIeYeHNUs WMIM HasHadeHus | [pyroe 10 (78)
TOIO/THUTENbHON TePaNNN. Hoxa 8(6,2)
B o6wienn cioxxHOCTI y 117 (90,7%) manueHTOB 3apernucTpmupo- JIumdatyeckue y3nbl 67 (51,9)
Baubl HfI, npu atom HSI23-it crenenn Tsxectu (G=3) ormeue- Lpyroe 9(70)
HbI y 84 (65,1%) maunentos. Cepbesnble Hf, cBssaHHbIe ¢ ede- Tepanus
0,
HreM (G23), Hab/IIOAMNCh Y 6 TALVEHTOB (4,7 %). Kax TOKA3aHO MIpeALeCTByloLaA Tepanis (To6oro TAna) 89 690)
B Tabn. 3, Hambornee yacteiMy HS ObUIM HeNTpOIIEHNS, JIeIIKO-
Mpenawectaytowas XT 79 (61,2)
I[IeHs], TIOBBIIIEHYE aKTUBHOCTHY Ie4eHOUHbIX (epmentoB AJIT A 41618
u ACT, actenns u TomHoTa. [ToBbllIeHM e AKTUBHOCTY II€Y€HOY- AbI0BaHTHAA Tepanita (31.8)
HbIX TpancamnHas (AJIT u/umn ACT) - Haubonee gactoe HA co HeoaawiosanTHas Teparns 26(202)
CTOPOHDI IeYeH U XKEMYeBbIBONALLMX Iy Teit. Y 98 IarneHToB Ha- | J1edebHas Tepanus 12(93)
6mropanace HelirponeHus (76,0%), mpu atom dactota G23 y 47,3%, MNannuaTtmeHas Tepanua 43,1
KoTOpas y 71,3% manueHToB CBA3aHa C IPOBOZIMMBIM JIEYEHUEM. Opyroe 10 (78)
Y He6ONMbIIOro KoMu4ecTBa ManyuenTos (3,9%, n=5) Ha6/I0manoch XupypriyecKoe BMeLLIaTesNbCTBO B aHaMHe3e 118 (91,5)
yanuHeHne nHTepBana Q-IcF, mpy aToMm y 3 mManueHTOB JaHHOE MpeaLIeCTByloLLas nyJeBas Tepanvs 17 (36,4)
HI pacueneno xak G3. BayXHO OTMETUTD, UTO YA/IMHEHME MHTEP- T D LB CERE
Basa Q-TcF Bo Bcex 1y 4asix 6bII0 6eCCHMIITOMHBIM. 1 26202
Pepykijua mo3bl WK NpepbIBaHMe T€paluyu IOTPe6OBaIoCh :
0 0 2 35(27,1)
58,1% manueHTOB, Ipyu 3TOM y 15,5% TepanusA mpeKpalieHa us-
3a passutus HSI (daie Bcero remarorokcnynoctn). Cregyer ot- 3 B @D
METUTD, YTO CPe[IHAS OTHOCUTEIbHASI MHTEHCUBHOCTD O3Bl CO- 4 16 (12.4)
craBuna >90%. >5 2 (18,6)
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OPUTMHAJIbHAS CTATbA

Tabnuua 3. 0630p HA, HabnioaaeMbix B noarpynne naumeHtos (n=129) us
Poccuiickon ®epepauum B paMmkax uccnepoBaius CompLEEment-1. Boibopka ans
OLeHKM 6e30nacHOCTV B OCHOBHOIA dase

Table 3. Overview of AEs observed in a subgroup of patients (n=129) from the

Puc. 2. MBIl B noarpynne nauueHToB u3 Poccuiickon ®epepauuu, n=129.
Fig. 2. Progression-free survival in a subgroup of patients from the Russian
Federation, n=129.

Russian Federation in the CompLEEment-1 study. Main phase safety population 100
Bce ctenenu CreneHb 80-
Napametp TAXKECTH, TAXKECTH 23, =
abe. (%) abe. (%) % 0.
TNioboe HAl 117.90,7) 84 (65,1) g
CBfA3aHHbIE C JIeYeHneM 110 (85,3) 75(58,1) E 40
Cepbestble Hl 20 (15,5) 19 (14,7) E 20
CBfA3aHHbIE C JIeYeHNeM 6 (4,7) 6(4,7)
Cepbeafble HSl, KoTopble npuBesn K cMepTenbHOMY 647) 647) 0 "I"Bﬂ-” 22v|1 Mec (9?% a 2[]I,8 —he ﬂlocw'r”YTl) . . . .
uexony 0 3 6 9 12 15 18 21 24 27
HfA, KoTopble NpUBENM K NPEKPALLEHUI0 EYEHUS 25 (19,4) 16 (12,4) Uneno naupteTos Mecsup
CBA3aHHbIE C SleYeHreM 20 (15,5) 13(10,1) n=129 0799 8 85 79 64 36 1 0
HS1, KoTopble NpUBENM K M3MEHEHHI0 A03bI 88 (68.2) 70 (54.3)
Ll b Tabnuua 4. 400 B noarpynne naumexTos U3 Poccuiickon ®epepauum,
CBA3AHHLIE C NeyeHueM 75 (58,1) 66 (51,2) BKJTIOYEHHbIX B UccnefoBakne CompLEEment-1
HS1, KoTopble npytBesnM K HasHauenvio 69 (53.5) 8017 Tahle_b. The freq_uen_cy of objgctive response in a subgroup of patients from the
[DONONHUTENbHOI Tepanum Russian Federation included in the CompLEEment-1 study
CBA3aHHbIE C JIeYeHneM 46 (35,7) 23 (178) MauvenTsl
HS, 3apeructpupoBaHHble y 6onee 5% nauueHTos Bce nauueHTb € U3MepUMbIMU
Heiponewus woso | oo | [ N
CBf3aHHas C fleyeHneM 92 (N,3) 60 (46,5) . (n=104), a6c. (%)
Teikoneruns 37(28,7) 12(93) no 32,3) 3(2,9)
CBfA3aHHas C fleyeHneM 35(271) 12(93) 90 45 349) 45(33)
MosbiweHue ypoBHs ACT 28(21,7) 18,5
CBAI3aHHOE C SleYeHMeM 23(178) 970 HenonHblii oTBeT/6e3 NporpeccupoBaHust 23(178) -
MoBbiLweHue yposHs AJTT 27 (20,9) 18,5 Crabunuzaums 46 (35,7) 46 (b4,2)
CBA3AHHOE C NeteHUeM 2(171) 10 78) MporpeccupoBaue 3abonesaxus 5@3.,9) 4(3,8)
Acrehus 2 (18,6) 108) Hewssecrio 7(5.4) 6(5.8)
CBA3aHHas C NeyeHneM 15(11,6) 0
Towrora 18 (14.0) 0 400 (M0 + 40) 48 (37,2)! 48 (46,2)°
CBA3aHHasA C NeyeHneM 14(10,9) 0 HK3 100 (775) 79 (76,08
Aemust 16 (12,4) 5@39) MpumMeuanme. M0 — nonHbIA oTBeT, Y0 — YacTUUHBIN OTBET.
CBSA3aHHas C JleyeHneMm 16 (12,4) 4(3,1) 95% 1IN '(28,9-46,2),%(69,3-84,4),%(36,3-56,2),(66,6-83,8).
Anoneups 14(10,9) 0
CBfA3aHHas C fleyeHneM 12(93) 0
Toombowoner 1203 323 V 6onprmucTBa nanymeHToB (n=104, 80,6%) Ha MOMEHT BKIIIO-
YeHUs B UCCIENOBaHME UMENCh U3MEPUMbIE METaCTaTU4eCKe
CBA3AHHAA C NeweHmem 900 2(18) ovary 3aboneBanns, y 19,4% (n=25) - neusmepumsoie. YOO co-
E‘:(;‘:;ﬁﬂ”e 3KTHBHOCTH LLeN04HOR ocdaTassl 10(78) 3(2,3) craBuna 37,2 n 46,2% [1s1 BCeX MALVEHTOB U AJIsl IIOATPYIIIIbL
C M3MEPUMBIMHU O4YaraMy COOTBETCTBEHHO (Tabi. 4). [Ipu aTom
Hawens 8(6.2) 0 YK3 cocraBuia 77,5% s BceX MALMeHTOB u 76,0% [Ist maim-
Avapes 8(6.2) 108 €HTOB C M3MEPUMbIMIU IIPOSIB/ICHUAMY 3a00/IeBaHNA.
Mepudepnyeckuii otek 8(6,2) 0
*Mo MHeHuI0 uccnenoBateneid, y 2 U3 6 NaLMEHTOB CMepTENbHbINA UCXOZ MOT ObITb BbI3- OGCV)KAEHME
BaH 1ccsienyeMbIM iedeHneM. OuH NauveHT, CTpafaBLUNiA Aenpeccuei, CoBepLun B nacroamee spema CompLEEment-1 saBnserca ogHuM U3
camoybuiicTBo. Y Apyroro naumeHTa Habnopanock obLuee yxyALLeHe hU3N4ECKoro Haubonee KPYIHBIX MCCTEJOBAHMI peaNbHON KIMHUIECKOI
*Eglfzz:::é;f?;zialﬁr:;": nzar:s;?bm”y nexony. NIPaKTMKM, IPOBOAVBIINXCS cpey nmanyueHToB ¢ PMIK, a Takxe
. Haubosee MacIITAOHBIM 110 OLileHKe 6e3omacHoCcTy U 9 ek TuB-

B xofne nccmeoBaHMA B MOATPYIINe MalyeHToB n3 Poccun
3aperuCTPUPOBAHO 6 CMEPTENbHBIX MCXONOB. lleHTpanbHbIi
UCCTIENIOBATENNbCKUII KOMUTET He MCK/IIYas, 4To y 2 u3 6 ma-
LIMEHTOB CMePTENbHBIN MCXO/, MOTTIO BBI3BATD MCCIIEfyeMoe fe-
YeHMue.

IddekTnBHOCTDL

ITo pesynbraram Bceit ITT monynsanun (n=3246), nu3y4eHHO
B pamkax uccnefgosanus CompLEEment-1, meanana BpemMeHn
HabIoOfleHN s cocTaBma 25,4 Mec, MeiMiaHa BpeMeHU ITpyieMa pu-
6oumuknmmnba — 17,5 mec, MBJIII - 27,1 mec, YOO - 43,6% (95% O
41,5-45,8), YK3 - 69,1% (95% O 67,1-71,1) 114 maLieHTOB C U3-
MepUMBIMM IposiBIeHustMY 6omesHu 1 70,7% (95% 011 69,1-72,2)
T BCEX MAIVIEHTOB.

B moarpynmne manmeHToB 1M3 Poccum MefmaHa NpOROMIXKM-
TeJIbHOCTU Tepanumu coctaBuna 18,5 mec, a MBIII - 22,1 mec
(95% IV 20,8 - He FOCTUTHYTA), YTO OTPA>KEHO Ha pIC. 2.

HocTy Tepanuy vHrnburopamu CDK4/6. ITogobHble mccneno-
BaHNA MO3BOJIAIOT M3MEHUTD IIOAXOABI K edernio pPMIK 6ra-
rogaps JAHHBIM, IONYYEHHBIM HAa DPacIIMPEHHON NOMY/IAIN
IIaIl¥eHTOB, MHOTYE 13 KOTOPBIX, KaK IIPAaBIJIO, He BK/TIOYAI0TCA
B PaHJOMMU3MPOBaHHbIE KIMHIYECKIE MICCTIeJOBaHN A ¥ KOTOpbIe
Hanboree IPUOIMIKEHDI K peabHOI KIMHIYEeCKOI IPaKTHKe.

Ananus nonynAauum nanyeHTos us Poccmitckoit Pepepanun
IIPOJIEMOHCTPUPOBAT 6€30I1aCHOCTD, IEPEHOCUMOCTD U 3 dek-
TUBHOCTb Tepalmyy PUOOIVMKINOOM B KOMOMHAIMM C JIETPO-
30/I0M B KayecTBe HepBON NMHUM IHAOKpuHOoTepamuu HR+/
HER2- pPMJK, a Takxe NMOATBEpAMI Pe3ynbTaThl, MOMTydeH-
Hble B 00IIelT MOMy/IALMY TAlMEeHTOB B paMKaX MCCIeOBaHNUA
CompLEEment-1.

XapaKTepucTuka MalleHTOB B HAllleM aHajIu3e abCOMOTHO
pelpe3eHTaTHBHA B OTHOLIEHUY OOIeil IOMY/IALNN, HECMOTPA
Ha TO, 4TO B IIOATPYIIIIe MalieHToB 13 Poccunm MeHblle maIieH-
TOB B Bo3pacTe 265 neT (18,6% 1o cpaBHeHMIO € 33,1%) myiu XeH-
IIMH B mocTMeHomnay3e (69,8% 1o cpaBHEHMIO ¢ 76,6%).
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Ionynanuu nanuentoB B uccnefopanuax CompLEEment-1
1 MONALEESA-2 u 7 cx0Xu, 3a UCK/IIOYeHMeM 6OIbIIeN JOMu
ManueHToB ¢ 6ompmyM pacnpocTpaHeHueM 6ome3nn (=3 ova-
rOB) B NOATPYIIe HMallMeHTOB u3 Poccum: 52,7% 1o cpaBHe-
HKwo c 34,1% B MONALEESA-2 u 35,3% B MONALEESA-7.
CompLEEment-1 mpepmonaran BKIOYeHNMEe MYXYMH B 4MCIO
MalLMeHTOB, YTO He NIPelyCMOTPEHO HU B OJHOM U3 MCCIEN0Ba-
Huit MONALEESA. [TanueHTsl, IpMHUMAaBIINeE y4acTue B JC-
cnepoBanny MONALEESA-2, HeMHOTO cTapiie, 4eM ManueHThl
B nccrnefosannyu CompLEEment-1: meguana Bospacra 62 ropa
110 CpaBHEHMIO ¢ 58 rogamu, a B BO3pacTe =65 yeT 6111 38,7%
110 cpaBHeHUIO ¢ 18,6% manneHToB.

Pe3ynbTaTbl OLIeHKM 6€30IaCHOCTY COOTBETCTBYIOT IOy YeH-
HbIM B nukiae MONALEESA, HecMOoTps Ha TO, 4TO KpUTepUu
BK/MOUeHNA B nccnenosanne CompLEEment-1 sHaummo mmpe,
YeM B PeTMCTPalMOHHBIX MICCIEOBAaHMUAX: Pa3pellaoch BKIIO-
YeHMe MalMeHToB ¢ comatndeckuM crarycom ECOG 2, ¢ mera-
crazamu B ITHC [28, 31]. Hanomuum, urto y 98,5% manmeHToB
B nccnegoBanny MONALEESA-2 oTMedeHO pasBUTHE MIOOBIX
H4, a B uccnegopanuum MONALEESA-7 -y 98,2%. B poccuii-
ckoit monynanumu uccnegoanus CompLEEment-1 yacToTa pas-
Burtus HA cocraBuna 90,7%. Yacrora passutust HSI 3-it u 6onee
cTelneHy TsKecTu orMedeHa B 70,7% B MONALEESA-2, 76,7%
B MONALEESA-7 n 65,1% crydaeB B HalleM aHanuse. BaskHo
OTMETUTD, YTO HOBBIX CUTHAJIOB 10 6€30MaCHOCT He IOy 4YeHO.

Kax rosopmnoch Bbime, cpegu HS ocoboro mHTepeca BbI-
HeIANM HeMTPOIEHMIO, TeNaTOOM/INAPHYI0 TOKCUYHOCTD M YJ-
nmuHeHue uHTepBana Q-TcF. B HameM mccnefoBaHUY TIpY IIpH-
MeHeHMN puOOLMKInbGa TaK)Ke PpasBUBAIOCH IIOBBIIIEHNE
aKTMBHOCTY IEYEHOYHBIX (PepPMEHTOB, KOTOpOE pa3pelanoch
NPy PeAYKIMY 103bl IIpeIapaTa, 4TO COIIACyeTcs C JaHHbIMU VIC-
cnepoBanuit MONALEESA [38-40]. Anamorn4asiM 06pa3om va-
CTOTa PasBUTHUA HEJTPOIIeHMN, HabofaeMas B IOATPYIIIE IIa-
nueHToB u3 Poccuny, a takxke B ITT momynaunm uccnemoBanms
CompLEEment-1 u B nccnegosanmsix MONALEESA a6comotHO
COMNOCTAB)MA, @ CaMa HEMTPOIeHN — BIIOJTHE yIpaBiseMa. Yf-
nuHeHne nHTepBana Q-TcF Habmonanoch MeHee 4yeM y 5% Bcex
nanueHToB B uccnefgosanuu CompLEEment-1, mpu 5ToM Bo Bcex
C/Iy4asgX OHO IIPOTEKano 6eCCUMIITOMHO M MMENO TeHAEHLIMIO
K CaMOCTOSITe/IbHOI HOPMaJIM3alLi Ny C TeYeHMeM BpeMeH! 6es Ha-
3HAYeHM A OTIONMHNUTENIbHOM Tepanuu. Ba)kHO OTMETHTB, UTO A1
cBOeBpeMeHHOro BolABneHns HA cnemyer mpoBoanTb MIaHOBbIN
MOHMTOPMHT B COOTBETCTBUM C peKOMEH Al AMY, IPUBeIeHHbI-
MM B MHCTPYKIUM [0 IpMMeHeHno pubonuknnba [34, 35].

B 11e710M MO>XXHO CKa3atb, 4TO 9P PeKTUBHOCTb Tepanuy y mna-
L[MeHTOB 13 Poccyy aHamornyHa TakoBoit B 0611ieit KOropTe 1c-
cneposannsg CompLEEment-1, xora YK3 y nauueHTos ¢ usme-
PUMBIMU O4YaraMy B IOATPYIINE IanyeHToB n3 Poccyum BbIme
(76,0% 1o cpaBHeHMIO C 69,1%).

Kak y>xe oTmeuanocs, B uccnefopanuax MONALEESA-2 u 7
noynAnyy nanueHTos cxoxu ¢ CompLEEment-1. ¥ manuentos
¢ n3MepuMbIMM MetactaTudeckumy odaramu B ITT nomynsamumn
CompLEEment-1 4900 cocrabuia 43,6%, YK3 - 69,1%, B poccnit-
CKOJI TONYIALMM — 46,2 11 76,0% COOTBETCTBEHHO. DTI LIUPHI CO-
MOCTaBUMBI C MoKa3aTenssMu B uccnemoBaumsax MONALEESA-2
(40,7 1 79,6% coorBeTcTBenHO) 1 MONALEESA-7 (50,9 1 79,9%),
YTO MO3BOJIAET MPEIIONIOKUATh CXOKYI0 9D (PeKTUBHOCTD Tepa-
MM KaK B PeTMCTPALVIOHHBIX UCCIEN0BaHUAX, TaK U B UCCIIe-
ToBaHVM peanbHON KnmHM4Yeckoir mpakTuku CompLEEment-1,
B TOM YMCTIe B POCCUIICKON nonynAuuu (28, 31].

Wccneposanne CompLEEment-1 uMeeT psAj IpeMMyILecTB:
BK/TIOYa/IO OOJIBIIOE YMCIO MALMEHTOB M3 Pa3HBIX CTPaH U IIO-
MyNALUIA, MMENO IIMPOKME KPUTEpUM BKIIOYEHU:, KOTOpbIe
obecreynn y4acTue Kak >KEHIVH B PasHOM MEHCTPYalTbHOM
CTaTyce, TaK ¥ MY>K4IH, IIpeiycCMaTpyBaIu BO3MOKHOCTb ITpOBe-
menusa XT B kadecTBe IepBOIi IMHNY JledeHNA 110 moBoxy pPMIK

OPUTMHAJIbHAS CTATbA

U BK/IIOYEHNE MALMEHTOB ¢ Gonee HUMBKUM (PYHKIIVOHATBHBIM
crarycoM (ECOG 1-2), 4T0 n03BomumIo usy4ntb 3pdexTnBHOCTD
1 6€30IaCHOCTD TePAIUI CPELY PA3HOOOPasHbIX KOTOPT MallyeH-
TOB, IPMOIVKEHHBIX K PeaIbHON K/IMHIIeCKOIT TPAKTIKE.

K orpaHmyeHMsM Halllero aHaaM3a CIefyeT OTHECTH TO, UTO
4yycao manueHToB n3 Poccuiickoit Pemepauny He CTONb Beln-
Ko (n=129) o cpaBHenmio ¢ o6mert koroproit CompLEEment-1.
Kpome TOr0, B HACTOSIINIT MOMEHT He IPEeNCTaB/IACTCA BO3MOXK-
HOJT OlleHKa BIMAHMA prOOIuKINba Ha KadeCTBO SKU3HM Mali-
eHTOB 13 Poccu, Kak ¥ BIusHIe KOMOPOMIHOCTY, IIePEKPECTHO-
TO B3aJMMOIe/ICTBIS TPUMEHAEMBIX ITPENIapaToB U UX BIUAHNA Ha
K/IMHUYECKUIT UCXOJ M 9acTOTy pasButus HAL.

3aksnioyenue

Pe3ynbraThl, [ONydeHHble B paMKax aHaau3a cyOIoOmyss-
UM manmeHToB U3 Poccmitckoit ®epepaliuy, y4acTBOBaBUINX
B MeXAyHapogHoM uccrefgoanuu I1Ib dasst CompLEEment-1,
HOIIO/THNTEIBHO IOATBEPXKAAIOT 6€30IIaCHOCTD, KOHTPOMUPY-
eMyI0 epeHOCUMOCTD U 3¢ GeKTUBHOCTD pubonukInbda B pac-
IIMPEHHOI HOMY/IALNY TAIIeHTOB, Hanbomee IpUOIIKeHHO!
K peasibHOM KJAMHUYECKOI TPAaKTUKE.

PackpbiTie MHTepecOB. ABTOPbI AEK/IapUPYIOT OTCYTCTBHUE
SIBHBIX U IIOTE€HI[MAIBHBIX KOH(INKTOB VHTEPECOB, CBSI3aHHBIX
¢ y6/nMKaleit HacTosALIEeN CTaThu.
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