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DESCRIBE II: 3¢} eKTUBHOCTDb
naopacgpenndba n TpameTuHnba B
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KJITHOYEBbBIE PE3YJIbTATbI DESCRIBE Il

MELOWAHA BEIl  MEQWAHA OB YACTOTA MNMUPEKCII

PetpocnexTHeHoe PeanbHan
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[AGPAGEHME + TPAMETUHUB Ll e

Yxe 6onee 7 neT TapretHasa Tepanma nHrnbutopamm BRAF (cepuH-TpeoHnHoBas
npoTenHknHasa B-raf) n MEK (KnHa3a MUTOreH-akTUBMPyeMon NpoTENHKUHA3bI) ABNSEeTCA
CTaHOapPTOM JleYeHUS MauneHTOB C MeTacTaTUYeCKON MeTaHOMOW KOXKK U MyTaunen B
reHe BRAF v BXoOWUT BO BCe HauMNOHaJIbHble N MeXXAYHapOoAHble KJIIMHNYeCcKne
pekoMeHpauunn.

DPPEKTUBHOCTb KOMOUHMPOBAHHON TapreTHon Tepanun bbina NpoaeMoOHCTPUPOBaHa B
KPYMHbIX KIVHUYEeCKnX nccnenosaHusx |l gpasel™’. B o6beanHeHHOM aHanmse
nccnepgosaHnin COMBI-d/v 5-neTHsa obwasn BeknBaeMocTh (OB) cpean mauneHToB,



nosy4asLimnx Tepanuio gabpadeHmnbom n TpameTnHnboM, coctaBuna 34%, c MegnaHonm —
26 mecsues’.

Mpwn 3TOM NevyeHVe NnauneHToB C MeTacTa3aMu MeslaHOMbl B r010BHOW Mo3r (M) Bce elue
OCTaeTCs BbI30BOM A1 BpavebHoro coobuiecTsa. B nccnegosannm COMBI-MB cpeau
nauneHToB ¢ BRAF+ mMenaHoOMOW KOXXW U MeTacTa3amu B M, KoTopble NoJsiyyHanm Tepanumto
nabpadeHnbom n TpametTnHnbom, megnaHa OB cocTasuna 10-24 mec., a HacToTa OTBETa
— 44-65% B 3aBMCMMOCTW OT KOropThl NaLUneHToB".

B HacTosWee BpeMs CyLLLeCTBEHHOE 3HAYeHMe ONA NPUHATUS peLlleHnin o Bbibope Tepanun
N OUEHKWN 3PPEKTMBHOCTM/6E30NaCHOCTY IeYEHUSA UMEET aHaIN3 AaHHbIX, MOJyYEHHbIX B
yCNnoBuax pyTuHHOM nNpakTukun. Atkinson et al. (2020) onybnnkosanu pe3sysibTaTbl OLLEHKN
3thhekTMBHOCTU NpuMeHeHmnsa gabpageHnda n TpameTnHmnba B NporpamMmme paclLUMPEHHOro
0OCTYyMa Yy pas3nYHbIX NOMNyAALUA NaLMEeHTOB C METAaCTaTUYECKON MeNaHOMON KOXW .
Ocoboro BHMMaHUA B paMKaXx 3TOro NCCNefoBaHNS 3acNy>XMBaeT rpynna naumeHToB C
MeTacTasamu B M.

Oun3anH uccnepoBaHus’

DESCRIBE Il — MmexxayHapo4HOe MHOIMoOLEHTPOBOE PETPOCMNEKTUBHOE NCCnenoBaHmne
MeaNUVMHCKNX KapT naymeHToB ¢ BRAF V600-N03MTUBHOM MeTacTaTU4YeCKON MeNaHOMOWN
KOXXWN, KOTOpble rnosiy4anu gabpageHub n tpametnHnb B paMmkax nporpamMmmel
pacwWmMpeHHoro Jocryna.
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OT60p NnauueHTOB

B nccneposaHme 6b1710 BKAOYEHO 21 MEANLIMHCKOE yYpexaeHne n3 6 ctpaH. Ons
OCHOBHOW OUEeHKM 3h(PeKTUBHOCTN 0TOMpPann MmegmumnHCKMe KapTbl B3POC/bIX MauneHTOoB,
KOoTopble He nosly4ann NHrnbmntopsl BRAF (3a nckaio4YeHneM nauneHToB, KOTOPbIM
Ha3Ha4YMNM MoHoTepanuio fabpadeHnbom B TeyeHMe MecsLa 00 BKJIKOYEHUSA B NPOrpamMmy)
N0 Ha3HaveHuUs pabpadeHndba n TpameTnHnba. B aHanM3 BKJOYAIN TakXe NnauueHToBs,
KoTopble Oblnn npepnedyeHbl CTaHAAPTHLIMU MeTo4aMu Tepanuu.

Image
KoHe4yHble TOYKM UuccnepnoBaHun

ABTOpbI oL eHMBaNn npodunb 6esonacHocTn, YOO (YacToTa 06 BEKTMBHOIO OTBETA

[monHoro n 4yactmnyHoro o6bLekTMBHOro oTBeTal no kputepuam RECIST), OB (obwas
BbI>KMBaeMoCTb), BBl (Bb>xnBaemocTb 6€3 nporpeccupoBaHuns), B TOM Yncie cpeaun
rnauneHToB C MeTacTa3aMun B FrOJIOBHOW MO3r.

PesynbTathbl’

Monynauusa uccnepoBaHuna

Ona aHanusa O6blnn AOCTYMNHbI AaHHble 271 nauuneHTa (55,4% My»X4nH, MegnaHa Bo3pacTa
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56 [22-87] neT), cpean koTopblix 162 naumeHTa (55,6% My>X4uH, megmnaHa Bo3pacTa 55,5
[22-87] neT) paHee He npuHUMann nHrnbuTopsl BRAF. B rpynne iBRAF-HanBHbIX
naymeHToB y 6onblinHCTBa 6051bHbIX (91,4%) 6bblna gnarHocTnpoBsaHa IV cTagmsa
3aboneBaHus, B TOM Yyucne y 62 naymneHtoB (38%) Habnwoganncb MeTacTasbl B FOJIOBHOWN
MO3r.

9dPeKTUBHOCTb TEpanuM y NauMeHTOB C MeTacTa3aMm MeJIaHOMbI B
rM

YacToTa 06bekTmBHOro otTBeTa cpean iBRAF-HanBHbIX NauMeHTOB C MeTacTa3aMun B
roJIOBHOW MO3r cocTaBwuia 61,3%, 4To gaxke Bbiwe YOO, NnpoaeMOHCTPUPOBAHHOW B
nccneposaHum COMBI-MB, roe oHa cocTtasunia oT 44% 0o 65% B 3aBUCMMOCTU OT KOFropThbl
nauveHTos (Tabn. 1) *.

Y naumeHToB c MeTacTa3zamum B 'M meagmnaHa BBl coctaBuna 6,2 mec. (95% W 5,4-9,5).
Mpn 3ToM meanaHa OB B 3Ton rpynne nauneHToB cocTasuia 15,5 mec. (95% OW
10,8—HN). 3Tn pe3ynbTaTbl CONOCTaBUMbI C pe3yibTaTaMu, NoJly4eHHbIMU B
nccnegosaHum COMBI-MB, roe menunaHa BBl cocTtasuna 4,2-7,2 mec., a megunaHa OB —
10,1-24,3 mec. (Tabn. 1)*.

Taknm obpa3om, B YCNOBUAX peasibHOM KJIMHNYECKOWN NPaKTUKN NOKa3aTenun
ahpekTnBHoCTM nabpaderHmnba n TpametTnHmnba npu neveHnm BRAF+ MenaHoMbl KOXN C
MeTacTa3aMuy B M conocTaBMMbl C NOKa3aTeNsaMn B KJIMHNYecKoM nccnegosaHnm COMBI-
MB.

Tabnuua 1. Henpsmoe cpaBHeHMe pe3ynbTaToB nccnenosanma PKIM DESCRIBE Il n PKU
COMBI-MB
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MpumMmeyuaHmue.

PKI1T — peasnibHasa kKIMHnYecKas npaktmnka, PKWU — paHAoOMU3MpoOBaHHOE KJIMHNYEeCKoe



nccnepgosaHune; iIBRAF — nHrnbutopsl BRAF; AN — pnoBeputesibHbiVi nHTEpBasa;, H — He
AocturHyTta; BBl — BbixxuBaemMocTb be3 nporpeccupoBaHus; OB — obLyas BbIXXUBaeMOCTb;
YOO — 4yactoTa obbekTuBHoro oteeTa; N0 — noaHeivi oTBET, YO — YyacTuyHbIi oTBET, C3
— cTabununzaums 3abonesaHus; 13 — nporpeccupoBaHune 3abosneBaHus.

* UccnepoBaHne COMBI-MB Bkito4asio B cebs 4 rpynnbl NaumeHTOB C pa3/InyYHOM NCTOPUEN
MeTacTa3oB B M. lNpeacraBsieHbl 3HaAY€HWA CaMOro BbICOKOIro 1 caMoro HU3Koro
pe3ysibTaTta U3 BCeX rpyrnir.

be3onacHOCTb Tepanuu

B nccnepoBaHum 3apernctpmposanu 415 HA y 58,7% naymneHTOB, BKJIKOYEHHbLIX B @aHaAn3 (n
= 271). CaMbIM 4aCTbIM HEXeNlaTeNbHbIM SBJIEHUEM CTasla NMpeKcus, kotopas bbina
oTMe4eHa y 41% nauneHToB, 4TO ropas3fo HMXe, 4eM B nccnegosaHnm COMBI-d/v, roe
BCTPEYaeMOoCTb NMUPEKCUM cocTasmna 58%>.

Bcero 10,3% nauymeHTOB NpekpaTuan Tepanuto gabpageHndom n TpametTnHmnbom ns-3a HA,
4YTO TaK)Xe ropa3ao HuUxe, 4yeM B uccnegosaHmm COMBI-d/v, roe 3TOoT napaMeTp COCTaBU
18%”.

3aKn4vyeHue

B peanbHOM KNMHNUYECKON NpakTuke Tepanma gabpageHndbom n TpameTnHmMbom B nepBon
JIMHUW Nle4eHnsa MeTacTaTUYeCKoN MeslaHOMbI KOXKU XapaKTepu3oBasacb BbICOKUMU
rnokKasaTesiaMN BbXKMBaAaeMoCTU. Mpn 3ToM Tepanus bbina apheKTUBHON B TOM YuUcie y
naumeHToB ¢ MeTacTa3zamu B LUHC.

YTo HeManoBa)kHO, KOMbHauna gabpacdeHnba n TpametTnHmnba obnagaet GRaronpUATHbLIM
npodgunem 6esonacHocTn. Hanbonee 4acteiMm HA Bblna nupekcmnsa, 4To cornacyeTcs
pe3ynbTaTaMun ApYyrux nccnegosaHun. Npm 3ToM BCTpeYanacCb OHa pexe, 4eM B
PEerncTpaunoHHbIX nccnenoBaHnax gabpageHnba n TpameTnHmba.
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