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Tepanuna CM nHrnbntopamm NnpoTEeNHKMHA3
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Tepanua CM nHruomntopamm
NPOTEMHKMHa3

MupoctaypuH — nepsbi 3aperucTpMpoBaHHbIA NpenapaT rpynrbl UHIMONTOPOB
NPOTENHKWUHA3 415 JIeYeHUs NPOoABUHYThIX (hOpM MacToumTosa. MngoctaypuH
pekoMeHOOoBaH B Ka4ecTBe MOHOTepanumn ansa sedyeHna arpeccmsHoro CM, CM,
aCcCoLUMMNPOBAHHOIO C reMaTosIoOrMYeCcKUM HeornJacTu4yecknm 3abosnesaHneMm, nau
TYYHOKJIETOYHOI O JIenKo3a Yy B3POC/IbIX NALNEHTOB.

Tepanua MnoocTaypmHOM MNO3BOJIAET OOCTUYb BbIPa)XE€HHOI0 KJIMHUYEeCKOro oTeeTa:
YMEHbLUEeHUS YNCsa TY4YHbIX KNeTok B KM, CHU>XXeHNs ypoBHen TpunTasbl B CbIBOPOTKE,
yMeHbLeHusa cumntToMmaTukmn CM, onocpenosaHHoOM Meauatopamn. MngoctaypuH
6nokupyeT nepepadvy cmrHana, onocpenoBaHHy MyTaHTHbIM (D816V) KIT, Takum obpasom
MHrMbnpysa nponndgepaunto n poct TK. Takxe MnagocTtaypuH nogasnsaeT IgE-
onocpenoBaHHY cekpeuunto rmctammHa TK n 6aszodurnamm, ymeHbLLaa BbIpa>KEHHOCTb
CUMNTOMATUKUN U NOBPEXAEHNE BHYTPEHHUX OpraHos' ™,

IPPEKTUBHOCTb U 6€30NaCHOCTb MNUAOCTaypuHa NPOAEMOHCTPUPOBAHLI B X04e
KJIMHUYeCcKnx nccnenosaHuii Il passl D2201 n A22134 (tabn. 1)>°.
Tabnuua 1. KnuHnyeckme nccnenoBaHna MuaoctaypuHa npm pCM
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MccnepgoBanna

D2201 + A2213

MNauwneHTsl Bspocnsie ¢ ACM, CM-ATH Bspocnsie ¢ ACM, CM- Bspocnelie ¢ ACM, CM-
wnm TKJ AH wam TKN ATH wnn TKN
* > 1 C-npusHakos ¢ > 1 C-npusHakos * > 1 C-npusHakos
* OC 0-3 no ECOG ¢ ®C0-3 no ECOG * |3BecTHaA gata
o Peunavs / NOCTaHOBKMW
nporpeccupoBaHue Avarrosza CM
nocne 0-2
npe/LwecTByOLWMUX
pexxumos Tepanum CM
Auzainn Il pasbl, oTKpLITOE, Il dasbl, oTKpEITOE, Ananus eguHoro nyna
UcCNeaoBaHua B e/JMHCTBEHHOW rpynne B €/IMHCTBEHHOW rpynne AaHHbIX UCCNEA0BaHNIA

D2201 + A2213

MepenuHble
KOHEYHbIe TOYKK

Haunyuwve obuime
oteeTkl, YOO (bonswwne +
YacTUYHbIE OTBETHI) B
nepsble 6 UMKNOB

YOO (5O + 4O) B
nepeble 12 uuknos

OB, no cpaBHeHUO
C UCTOpPUYECKUMMI
KOHTPONBHBIMK
AaHHBIMK

Ob6zop
pesynbTaToB

* Y00 60% (95% A1 49—
70) BHEe 3aBUCHUMOCTH
oT noaTuna
3abonesaHus,
MYTaLMOHHOTO cTaTyca
KIT B816V nnn panee
npoBoAuBLLelics

Tepanun.

* MeanaHa obuieii
BbDKMBaeMocTH
coctaBuna 28,7
mecAua (95% AN 18,1-
H/O).

* MugocraypuH
ymeHbLwan 4ymcno TK
B KM, cnaeHomeranuo
1 YPOBHM TpWUNTa3bl B
CblBOPOTKE
y 6oNbLIMHCTBA
nauWeHToB.

* Mwupocraypun
NpoAeMOHCTPUpOBan
6naronpuATHbIA
npojunb
6ezonacHocTh,
Haubonee yacTbie HA —
TOLWHOTa, PBOTa
W Anapes Nerkon
cTeneHw.

* Y00 69% (95% AW
50-88), ¢
ynyulleHvem
(YHKLMUM OpraHos
BHE 3aBMCUMOCTY
OT NoATMNa
3abonesaHua,
MYTaLWOHHOTO
cratyca KIT D816V
unn paHee
NpoBOAMBLLIENCA
Tepanuu.

¢ MeguaHa obueii
BbDKMBAeMOCTH B
obueii Koroprte
nalueHToB
cocraBuna 40
mecAues (95% AN
27,3-52,7).

* MwngocraypvH
yMeHbLian yncno TK
B8 KM 1 yposH#M
TpWNTasbl B
CbIBOPOTKE
y bonblunHcTBa

nauuMeHToB.

* MugoctaypuH
yny4llan Kkayectso
KN3HW
W CUMMTOMATHKY,
obycnosneHHyo
Bblibpocom
MeanaTopos 13 TK.

* MugocraypuH
rokasan XxopoLuyro
nepeHoCMMOCTb
y nauueHToB ¢ pCM.

* MwnpgocTtaypwH
CHWXXan pUCK
cmeptu Ha 50%
Mo CpaBHEHUID
€ NCTOPUUECKUMUN
KOHTPO/IBHBIMW
AaHHBIMM:
OTHOLLIEHWE PUCKOB
(OP) 0,50 (95% AW
0,33-0,76, p = 0,0007
B OJAHOCTOPOHHEM
Tecre).




UccnepoBanue D2201°

NccneposaHue npoBoannoCh € y4acTmem 116 naumeHToB B Bo3pacTe oT 18 net ¢ ACM, CM-
AH vnn TKJ1. NauneHTbl noay4Yanm mmagoctaypuH no 100 mr 2 pa3a B CyTKU 28-AHEBHbLIMU
HenpepbIBHbIMN LUKNAaMN 00 NporpeccupoBaHusa 3aboneBaHnsa nam Henpmemaemon
TOKCMYHOCTU. B KayecTBe NEpPBUYHbIX KOHEYHbIX TOo4YeK bblsin BbiOpaHbl Hanyywmne obuine
otBeThbl, HOO (6onbline + YaCTUYHbIE OTBETHI) B NMepBble 6 LNKI0B; BTOPUYHbLIMU
KOHEeYHbIMN ToYKaMn Bblnm 6e30nacHOCTb, ANNTENbHOCTL OTBETA, BBDKMBAEMOCTbL 6e3
nporpeccmnpoBaHuna (BbIM), obwas BbixxnsaemocTb (OB); NONCKOBbIMM KOHEYHBLIMW TOYKaMM
bl cumMnTOMaTUKa 3aboneBaHNS U Ka4eCTBO XU3HU YH4aCTHUKOB UCCen0BaHUA.

60% nayneHTOB OOCTUM I OTBETA Ha Tepanuio MNOOCTaypuUHOM, NPU 3TOM OTBETHI
Habnwganncb BoO BCex nogrpynnax BHe 3aBUCMMOCTKU oT noaTtuna pCM, MyTauMOHHOIro
ctaTyca KIT D816V nnn paHee npoBoanMon Tepanmu. MegnaHa oaMTesNIbHOCTU OTBETa
pocturna 24,1 mecsua (95% AW 10,8-H/O), a megnaHa OB — 28,7 mecsua (95% AN
18,1-H/0O). CnenyeT OTMETUTb, 4TO MeAnaHa OJIMTENbHOCTN OTBETa He Bblfla AOCTUIHYTa Y
naymeHToB ¢ ACM nnu TKJ1, a y nauneHToB ¢ CM-Al'H coctaBuna 12,7 mecsiua (puc. 1).

Kpome Toro, y 57% naumeHToB ObIJ10 3aperncTpmMpoBaHO CHMXeHMne 4yucna TK B KM = 50%,
a cpefHee Hauy4yllee NpoLueHTHOe U3MeHeHne ypPoBHSA TpunTasbl Obis10 paBHO -58%. Y
77% NaymneHTOoB C UCXOAHON CrsieHoOMerananen 6110 NoKasaHo yMeHbleHne obbvema
ceneseHkun. Kpome Ttoro, Ha ooHe Tepannm MUAOCTaypMHOM ObISI0 MOKa3aHO 3Ha4YMmoe
yny4uweHue co CTOpOHbl 30 n3 32 oueHMBaeMbIX CUMIMTOMOB.
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PUCyHOK 1. 1N1TeNbHOCTL OTBETa B 3aBUCUMOCTW OT MOArpynn B nccaenosaHum D2201°

UccnepoBaHme A2213’

B nccneposaHmm yyacTtesoBaau naumeHTbl cTapwe 18 net ¢ ACM, CM-ATI'H nnn TKJ (B
nonysaauUnUmM CornacHo HasHa4YeHHoMY neveHuto (ITT), n = 26), KOTopble Noay4ann
MugoctaypuH no 100 mMr 2 pasa B CyTKN 28-AHEBHbIMU LUuKaMu, < 12 umknos. MNpu
COXpaHeHMN OTBEeTa Ha Tepanuio U NpPMemMseMon TOKCU4YHOCTN A0MNYCKaloCb NpoaieHne
nevyeHuns bonee 4em Ha 12 mecsueB. NepBMYHON KOHEYHON To4kon 6bina YOO (bonbline +



YacCTU4YHblE OTBETHI) B nepsBble 12 umknos.

69% nayneHToB OOCTUM/IN OTBETA Ha Tepanuto, MPM 3TOM yayylleHNE CUMMTOMATUKN
oTMeYasn BO BCeX Noarpynnax BHe 3aBUCMMOCTKU OoT noaTuna pCM, paHee npoBoauBLLENCSA
Tepanum nan MyTauMoHHOro ctatyca no KIT D816V. MenvaHa BpemMeHun

[0 NepBoHa4Ya/lIbHOro oTBeTa coctaBuna 25,5 aHa (95% AN 4-56), a megnaHa BpeMeHn 4o
Haunnydwero oteeta — 56 gHen (95% [N 25-229). MeanaHa oANTeNnbHOCTU OTBETA He
OblNa A4OCTUIrHYTa NONHOCTbLIO K 37,8 Mecsiua, a MmeanaHa OB gna obuien KoropThbl
nauneHToB cocTasuia 40 mecsaues (puc. 2).

Y 68% nauneHToB Habnganocb cHMXeHne Yyncna TK B KM Ha = 50%, a y 46% nauneHTOB
MNUOOCTaypPUH NPUBOOUNI K CHUXKEHUNIO YPOBHS TPUNTa3bl. TakXe cnenyet OTMETUTb, H4TO
HEeOXXMOaHHbIX HeXXenaTeNlbHbIX ABJIEHUN B X04e nccnenoBaHmsa He Habntoaanocb. Takum
obpa3oM, fonrocpo4Hoe HabnwaeHe NoKasasno yCTOMYMBYIO aKTUBHOCTb NMpernapaTta 1 ero
nepeHoCMMOCTb B nonynsaunn naumeHTos ¢ pCM.
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PucyHok 2. O6Lu1as BbDKMBAEMOCTb B UccaenoBaHum A22137

Ob6beauHeHHbIW aHaNU3 uccnepgoBaHun D2201 u A2213°

B pamkax obbeaAnHEHHOro aHann3a 6b110 NMoKa3aHo, YTO MUAOCTAYPUH CHUXXaN PUCK
cMepTu Ha 50% no cpaBHEHUID C UICTOPUYECKUMU KOHTPOJIbHBIMU OAaHHbIMUN
(oTHoCcuTenbHbIM puck (OP) 0,50, 95% LW 0,33-0,76). Monb3a npenapaTa bbina cpaBHUMa
BO BCEX KJIIOYEBbLIX Noarpynnax.
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