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COMBI-d/v: 5-neTHAa BbKMBAaeMOCTb naumeHToB ¢ BRAF+ MeTacTtaTnyeckom menaHoMom
Ha hoHe Tepanun npenapatamMmu gabpageHnd n TpameTnHNG
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COMBI-d/v: 5-neTHAA BbI)KMBAaeMOCTb
nauveHToB ¢ BRAF+ MeTacTtaTuyeckom
MeJlaHOMOM Ha (poHe Tepanum
npenapartamu pabpadpeHud un
TpaMeTUuHuo

Pe3ynbTaTbl 06begnHEHHOro aHanusa nccnegosaHmn COMBI-d 1 COMBI-v, Bktoyatowero
563 naumeHTa (My>X4uHbI N XXeHWMWHbI B Bo3pacTe oT 18 neT no 91 rona), npeactasnaoT
cobon cambii 60bLLION MAaCCUB OaHHbIX C MPOAO/IKNTENbHBIM NEPUOAOM HabnwaeHus
nauneHToB C HeonepabenbHOM AN MeTacTaTUYeCKON MEeNaHOMOM KOXN C MyTaLuMen reHa
BRAF V600E/K, nony4aBLlInx KOMOMHMPOBaHHYIO Tepanuio npenapatamum gabpageHnbd

N TpaMeTuHn6. 3TN AaHHble BbINM NpeacTaB/eHbl HA €)XXerogHoOM KOHrpecce
AMepunKaHCcKoro obuectBa KaMHNM4YecKkom oHkonorum (2019), a Takxe onybankoBaHbl

B New England Journal of Medicine [1,2].

Ovu3anH n paHaoMusauus

e COMBI-d — peructpaunoHHoe paHAOMU3MPOBaHHOE ABOMHOE c/enoe nccaenoBaHmne
[l hpa3bl (NCT01584648), cpaBHUBawLwee koMbuHauunio nHrmbntopa BRAF, npenapaTa
nabpagerHnb, n nHrMbnuTopa MNTOreH-akKTUBMPYEMON NPOTENHKMHA3bI, MpenapaTa
TpamMeTuHmnb, 1 MoHOTepanuio NnpenapaTom gabpadeHnd + nnauebo B KayecTBe
Tepanun NepBON MNHUN Y NauMeHTOoB C HeonepabenbHon (ctagusa IIC) nnn
MeTacTaTuyeckon (ctaaus IV) BRAF V600OE/K-nonoXXnTtenbHON MenaHOMOW KOXXu. 211
naumeHToB BbIIN paHAOMU3NPOBaHbI. [TepBUYHON KOHEYHOM TOYKOW NCCeoBaHuns
6bia BbKMBaeMoCTb 6e3 nporpeccupoBaHums.

e COMBI-v — oTKpbITOE ABYXrpynnoBoe nccienosaHue lll pasbl, cpaBHMBaKwLLlee
KoMmbuHauuto npenapaTtoB AabpadeHnbd + TpameTuHMb N MOHOTEPaNMIO
BeMypadeHnboM y nayneHToB C HeornepabenbHOM nnn metactatnyeckon BRAF
V600E/K-nonoXxuTenbHoM MesiaHOMON KOXW. 352 naumeHTa bbiim paHLOMU3NPOBaHbI.
NepBNYHON KOHEYHOW TOYKOW nccrienoBaHus bbina obuwasn BbIXKMBAEMOCTb.



KpuTepumn BKJIIOUYEHMUA:

Hanun4ne mytauum reHa BRAF V600E/K;

Hepe3ekTabenbHasg onyxonb IC/IV cTaguu;

* OTCYTCTBME NpefLlecTBylowWen nekapcteeHHon Tepanmm — ECOG 0-1;
OTCYTCTBME MeTacCTa30B B NOJIOBHOW MO3r (KpoMe Csly4aeB, Korga MmetacTasbl
B FOJIOBHOM MO3r 6bIIM U3ne4eHbl NN CTabuibHbl B TE€4EHNE KaK MUHUMYM
nocnegHux 12 Hepenb).

Jlo3mpoBaHue uccnenpyembix npenapaTtoB M pasMmep
BbiIOOpPKM

MauwneHTbl NnonydYann nHrnomutop BRAF gabpadenHnb B nose 150 mr gBa pa3a B AE€Hb,
MHrnbutop MEK TpameTnHmnb B fo3e 2 Mr 0OAWH pa3 B AeHb. MeanaHa NpoAo/IKNTENLHOCTM

HabntooeHnsa coctaBuna 22 Mmecsita (ot 0 go 76). Bcero B xone nccnegosaHmnm COMBI-d
n COMBI-v pabpaceHnd n TpameTnHnb nony4mnm 563 naumeHTa (puc. 1).
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563 MNALMEHTA (MYX4YWHbI U XXEHLLIMHBI B BO3PACTE OT 18 10 91 rO4A)

HEOMEPABENBEHAA WTKM METACTATUYECKAA MENAHOMA
KOXW C BRAF V600E/K MYTALIMEN

PAHOOMW3ALIMA

v v

COMBI-v COMBI-d
OTKpbITOR ABYXIPYNNOBOE PerucrpauMoHHoe ABORHOE Cnenoe

wceneposanie |l dazbi, weccnefosandie |l dasb,
352 naymeHTa 211 naumeHTOR
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B geyx uccnenoBaHHAX NAUMeHTsl GbINW CTPATHHWUMPOBAHEI B COOTBETCTEMM C reHoTUNoM BRAF W 6a30BEIM
YPOBHEM NaKTATASrMAPOreHasbl W GblnW NponeYeHs 00 NORBNEHHWA NPOrPecCHpoBaHMS 3a60NEBAHMA MKW
NOABNEHHA HENpHeMNeMElx TOKCHYeCKHX addekTos (NonHan oTMeHa v 99 (18%) ua 559 naumeHToR)
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19% — 5-NETHAA BbI)XMBAEMOCTb BE3 NPOrPECCUPOBAHWUA
34% — 5-NETHAA OBLLASA BbIXKMBAEMOCTb
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KOMEHHALI,H”FI OABPADEHMUBA C TPAMETUHWBEOM Y NALUMEHTOB C METACTATUYECKOW
MEMAHOMOW NO3BONAET AOCTHUYb:

« NONrOCPOYHOI0 KOHTPONA HAL 3ABONEBAHWEM B TEMEHME 5 NET
Y 1/5 BOJIbHbIX (TEMEHWE BE3 NPOrPECCUPOBAHMUA);
* 5-IETHEN BbIXXMBAEMOCTMW ¥ 1/3 BOJSIbHbIX

5-NETHAA BbIXMBAEMOCTbL BE3 NPOrPECCUPOBAHWA W OBLLAA BbIXXMBAEMOCTb
COCTABWUIA 49% U 71% COOTBETCTBEHHO ¥ NALWEHTORB C NOJIHBIM OTBETOM

~




PucyHok 1. O6beanHeHHbIn ansanH nccnepgosaHmm COMBI-d n COMBI-v

OCHOBHbIe pe3yibTaTbl N0 KOHEe4YHbIM TOYKaM

B MHOrotakToOpHOM aHann3e HECKOJIbKO UCXOAHbIX PaKToOpoB (HanpuMep obuiee
COCTOsIHME, BO3PACT, NoJ1, KOJIMYECTBO 30H MeTacTa3npoBaHUA N YPOBEHb
NaKTaTAernaporeHasbl) UMesn 3Ha4YNMYIO CBA3b C BbKMBAEMOCTbIO 6e3
nporpeccnpoBaHmnsa 1 obLLEN BbIXKMBAEMOCTbIO.

Obwasn BbknBaemMocTb cocTaBunia 37% (AN 95%: 33-42) vyepe3 4 roga n 34% (AN 95%:
30-38) 4yepe3 5 neT. MeamaHa obLien BbIXXMBaeMoOCTU cocTaBunia 25,9 mecqaua (AN 95%:
22,6-31,5). bonee nonosuHbl NauneHToB ¢ BRAF+ MeTacTaTU4eCcKon MeNaHOMOW KOXWU,
BKJIIOYEHHbIX B UCC/IeA0BaHMEe, C KJIMHUYECKUMM XapaKTepuctukammn 6naronpmaTHOro
nporHo3a (ncxoaHbin yposeHb JIOIN B npegenax HoOPMbl; YAC0 30H, MOPa>KeHHbIX
MeTacTa3aMu, MeHee TpexX) 0OCTaBaJInCb XUBbI B Te4eHne 5 neT Tepanunu npenapatamMm
nabpadeHnd + TpameTnHMO, Ha3HaYeHHbIMK B 1 nnHUM Tepanun. Kpueasa oblien
BbI)KMBAEMOCTU BbIXOAUT Ha NaaTo Yyepe3 ~48 mecsaues (puc. 2).
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DO I I L I | 1 I ] I I ] | 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Mecnu,es C MOMEHTa paHAOMKW3aLUMK
216 200 189 169 152 138 111 122 112 107 103 68 11 0

KonuyecTBo nauneHToB B rpynne p1cka

PucyHok 2. [InHamunka obLen Bb>xmnsaeMoctu (nccnegosaHmna COMBI-d n COMBI-v,
YY4aCTHUKN C KJIMHNYECKUMUN XapaKTepuctukamm 61aronpmaTHOro NporHo3a)

MegawnaHa Bb>XuBaeMocTun 6e3 nporpeccmpoBaHumsa coctasmna 11,1 mecaua (ON 95%:
9,5-12,8), BbIXXKMBaeMoCTb 6e3 nporpeccmpoBaHmns Yepe3 4 roga — 21% (OWN 95%: 17-24),
a vyepe3 5 net — 19% (OWN 95%: 15-22). MNpn 3TOM y Ka)KAOro TpeTbero rnaumeHTa

He Habnganocb NPM3HAKOB NMporpeccnpoBaHns 3aboneBaHnsa B TedeHne 5 neT, a KpmBas
BbIXKMBaeMocTn 6e3 nporpeccmpoBaHnsa TakXXe BbIXOAUT Ha nJaTo Yepes ~ 48 mecsues
(puc. 3).
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DD | I I | 1 | I I 1 | 1 | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Mecques C MOMEHTA paHaoMmn3aunmn
216 179 137 110 88 75 68 60 52 45 40 23 2 0

KonuuecTtso nayneHToB B rpynne pucka

PucyHok 3. lnHamumka BbXnBaemMocTun 6e3 nporpeccupoBaHuns (nccnepgosaHus COMBI-d
n COMBI-v, YY4aCTHUKMN C KIMHNYECKUMUN XapaKTepucTukamm 61aronpnsTHOro nporHo3a)

OTBeT Ha Tepanuio

MonHbIn oTBET 6bIN AOCTUrHYT Y 109 nauneHToB (19%) (puc. 4); oH 6bin cBA3aH

C yny4yweHneM oTAasIeHHbIX UCXOA0B NMpu YacToTe 5-neTHen obuwen Bb>kmBaemMoctn 71%
(AN 95%: 62-79). Mo4TK y Kak4oro rnAToro naumeHTa oTMme4asica NoJsiHbin OTBET Mpu
nCnoab30BaHNM KOMbUHauUWM npenapaToB AabpadeHnd + TpameTnHnG B 1 NMHUN
Tepanun. ObbeKTUBHbLIN OTBET Ha siedeHmne gabpacdeHnbom B KOMOBMHaLMM

Cc TpameTnHnbom 6bin 3apernctpupoBaH y 383 n3 563 naumeHToB (68%).
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49% 40

6% N3 + 3% HINO

914

KOHTPO/b
3aboneBaHuna 19% NO

Cpean nauWeHToB C NOJIHbIM OTBETOM .

e 5-neTHAA OB /1% * 5-netHaa Bbl1 499
23% C3

NpumevaHune.

MO — monHbIK oTBeT, YO — YacTu4HbIN oTBeT, C3 — cTabunnsauusa 3abonesaHuns, N3 —
nporpeccmpoBaHune 3abonesaHuns, HMNO — He nogpaeTcs ouyeHke, BBl — BbIXXMBAaeMOCTb
6e3 nporpeccupoBaHus.

PucyHok 4. OTBeT Ha Tepanuto B nccnegosaHmax COMBI-d n COMBI-v (gabpadeHunbd +
TpamMeTuHmnob B 1 nnHuUKM)

KnioyesBblie BbIBOAbI

B obwen Bbibopke nccneposaHnm COMBI-d 1 COMBI-v BbiXXnBaemocThb 6e3
nporpeccnpoBaHus 4Yepes 4 roga coctasnsana 21% (AW 95%: 17-24), 4epe3 5 net 19%
(OWN 95%: 15-22). ObLwian BbIXXMBaeMoCTb cocTaBuna 37% (AN 95%: 33-42) 3a 4 rona
n 34% (AN 95%: 30-38) 4yepes 5 ner.

Y nauneHToB, AOCTUrLIMX MOJIHOrO OTBETa Ha KoOMbnHauum npenapaToB fgabpadeHnd
n TpameTnHnb, — 19% cny4daeB (n = 109) — 5-neTHAS BbKMBaeMoCTb 6e3
nporpeccnpoBaHns n obulasa Bb>XMBAEMOCTb cocTaBunv 49% n 71% COOTBETCTBEHHO,
no cpaBHeHuto € 19% n 34% B obwen nonynauun. Cpeam NaUNEHTOB C HYaCTUYHbIM
OTBETOM 5-neTHAS BbKMBaeMoCTb 6e3 nporpeccupoBaHuns 1 obuias BbKMBAEMOCTb
cocTtaBuin 16% v 32% cooTBEeTCTBEHHO.

Y naymeHToB ¢ BRAF+ mMeTacTaTnyeckomn MenaHoMON KOXKN C KITMHUYECKNMN
XapakTepucTukamm 6naronpmaTHOro NporHo3a (McxoOHbIn yposeHb JIAI B npeaenax
HOPMbI; YACJIO 30H, MOPaXKEHHbIX MeTacTa3zaMu, MeHee 3) kKoMbnHaumna nabpageHnd +
TpamMeTuHNO geMoHCcTpupoBana (puc. 5):
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YOO** 5-JIETHAA OB 5-JIETHAA BBN

MpumedaHue.

YOO — YacTunyHbIn onyxonesbin oTBeT, OB — obuwas Bb>XnBaeMocTb, BBIMT —
Bb>KMBaeMoOCTb 6e3 nporpeccnpoBaHuns.

** B obwen sbibopke.

PucyHok 5. OnyxosieBbin OTBET N BbIXXKMBAEMOCTb NaumeHToB ¢ BRAF+ MeTacTaTmnyeckon
MeJsTaHOMOWN KOXXWN, Mo AaHHbIM nccneposaHnmn COMBI-d n COMBI-v

Cnucok nuTtepaTtypbl
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