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OcoO0eHHOCTU ANarHOCTUKMU U Nle4YeHUn
BRAF + HMP

MyTauusa B reHe BRAF

BRAF sBnsieTcsa HMXeCToAWMM meanatopom nepenaym curHanos KRAS, kotopbin
aKTUBUPYET NYTb MUTOrEH-aKTUBUPYEMOU NMpoTenHknHasbl (MAPK). AKTuBupyoLLme
MyTauun BRAF Habnoganuce B 1-2% cnyy4aeB HMPJ1 n 06b14HO CBSi3aHbl C KypeHMeM
B aHamHe3e'™ (puc. 1).
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PucyHok 1. YacToTa BbigB/ieHUA myTauum B reHe BRAF B 3aBNCMMOCTH
OT FMCTOJIOrnYyecKkoro sapmaHta HMPJI

OHM MOryT BO3HUKaTb b0 B nonoxxeHun V600 3k30Ha 15, kak B MeniaHoMe, 1nbo BHe
3TOro gomMeHa, n 0bbI4HO BbiABNAOTCS ¢ noMoLbto MLP nnm metopnos NGS. Ons nauneHToB
¢ HMPJ1 ¢ myTaunamum BRAF V600E, y KOTOPbIX BbISABJIEH NPOrpecc onyxoam

Ha XMMUOTEPaNMK, a TakKXe Npu OTCYTCTBUM NpeaLwecTBYOWEN Tepanun, MoXXeT BbITb
Ha3Ha4veHa KoMbunHauna gnabpadeHnba n TpameTnHMba, NnonyymseLas ogobpeHne

ONSA KIIMHUYECKOro npuMeHeHus.



NHrnbuposaHne BRAF ¢ NOMOLLBIO OAUHOYHbIX NepopasibHbIX HU3KOMOJIEKYTAPHbIX
TUPO3NHKNHA3HbIX nHrMbutopos TKI (Hanpumep, BemypadeHunb, nabpadeHnb) okazanocb
MeHee 3 heKTUBHOW CTpaTernen nevyeHmsa nporpeccmpytowero HMPJ1 ¢ Hann4mem
MyTaumm reHa BRAF V600, No cpaBHeHMIo ¢ KOMBUHauuen nabpadeHnba n TpameTnHU6a’.

* B uccneposaHunm semypadeHunba dasbl Il otBeT 6611 NoayyveH y 8 3 19 naumeHToOB
(42 npoueHTa) c HMPJ1 c nonoxutensHon mytaumnen BRAF V600. MeanaHa BBl
cocTtaBuna 7,3 mecsaua (OW 3,5-10,8), a MmegnaHa obLuien Bb>KMBAaEeMOCTU He bblna
JLOCTUrHYTa Ha MOMeHT ny6ankauun®,

e B gpyrom nccnepnosaHuu gpassbl Il ¢ y4actuem 78 paHee Jie4eHHbIX MauneHTos,
nony4aswunx nabpadgeHnb, oTBeTbl Habnwgannce y 26 13 78 nauymeHToB (33
rnpowueHTa), npm 3ToMm MmeanaHa BBl coctasuna 5,5 mecsaues (AW 3,4-7,3), a meanaHa
obuwen BbxmMBaeMoct — 12,7 mecaua (AW 7,3-16,9)°. pyrue cTpaTernum BKIOYaoT
NCMOJiIb30BaHME TUPO3UHKMHA3HbIX MEK- nHrMbuTOpOB B Ka4eCcTBE MOHOTEpPanun, 4To
npeacTaBnseT nHTepec ans HeKoTopblX BRAF-MyTaHTHbIX onyXxosewn,

He oTHocAwmxcsa K V60OOE, koTopble 00bIYHO OKa3bIBAlOTCA HEYYBCTBUTENIbHBIMU K
nHrnbmutopam BRAF.

MNocnepyoLime NCNbITaHUA MOKa3anan, 4TO KOMBbMHMpPOBaHHaA Tepanus, COCToALAaN U3
nHrnbmutopos BRAF n MEK, aBnaeTca npeAno4TUTENIbHOW CTpaTernen ne4yeHus, a
kombuHauma nabpadgeHnba n TpameTuHnba bbina ogobpeHa AN KIMHUYECKOro
npuMeHeHnsa y naumeHTos ¢ BRAF-no3nTuBHbIM MeTacTaTnyeckum HMPJI.

e B nccneposaHum gassbl Il ¢ y4actnem 57 naymeHToB C paHee JieHeHHbIM
pacnpocTpaHeHHbIM HMPJ1 ¢ myTaunen BRAF V600E kombuHauunsa nabpadeHnbdba n
TpameTuHmba bbina cBsA3aHa C ypoBHEM 0OBbEKTUMBHOIo oTBeTa 63 npoueHTa y
nauMeHTOoB, NoAJIeXallMX OLEeHKe, a MoKa3aTeslb KOHTPosis 3aboneBaHnsa COCTaBU
80 npoueHTOB’ (Tabn. 1).

Tabnuua 1 — NokasaTenu 4acToThbl OTBETa B UCC/le,0BaHUM KOMOMHUPOBAHHOIO
pexuma pabpacdeHuba n TpameTnHmnba y 6onbHbix HMPJ1 ¢ myTauuen B reHe BRAF

YacTtoTa oTtBeTta no MHeHuto uccneposartens (RECIST sepcuu 1,1)

OoTBeT, n (%)

MporpeccmnposaHue 4O 36(5()63) 31(6(;8)
Crabunusauns 7 (12) 4 (11)
MporpeccuposaHue NE 7 (12) 4 (7) 5(14) 4 (11)
40O, n (%)

(MO + 40), n (%) 39 (68,4) 23 (63,9)
95% AW, % (54,8-80,1) (46,2-79,2)
MpuMmeuyaHue.

OWN — pnosepuTenbHbin MHTepBasa, YOO — vyacToTa 06bekTMBHOro oTBeTa, MO — NOAHLIN



oteBeT, NE — He oueHeHOo, HO — 4YacTu4Hbln oTBeT, RECIST — KpuTepumn oLeHKN oTBeTa
npu CONIMAHOW NaTONI0rnn.

MegwnaHa BbXuBaeMocTun 6e3 nporpeccmpoBaHuma (BbBI) B rpynne npepieyeHHbIX
nauneHToB cocTasuia 10,2 mecsua. MNMpodunb NOOOYHLIX 3PPEKTOB COOTBETCTBOBA
TakoBOMY, KOTOPbIN HabNofanca B KIMHNYECKUX UCNbITaHUAX gabpadeHunba n
TpameTnHmnba y NnauneHToB C MeSIaHOMOMN.

e B Apyron KoropTe TOro e nccrienosaHnsa gasbl |l 36 paHee He NeYeHHbIX NaLMNEHTOB
C pacnpocTpaHeHHbIM HMPJT n myTaunenn BRAF V60OE Tak>xe nosyy4ann kombrnHaumio
nabpadeHnbom n TpameTnH6oM®. OBLLUI NPOLLEHT OTBETa COCTaBW 64 npoLueHTa u
BKJIIOYa ABYX MaLMEHTOB C MOJIHbIM OTBETOM M 21-ro naymeHTa € YaCTUYHbIM
oTBeTOM. 10 oLeHKe uccnenoBsaTens, B JaHHOW KoropTe nauneHToB MeavaHa BBI
nocturana 10,8 mecsua. KpoMme Toro, NpoLeHT XMBbIX NaLMeHTOB Yyepes 5 net
Tepanun pabpageHndom n TpameTnHnbom coctasun 19 n 22% B KoropTax
npenieyeHHbIX N Hesle4eHHbIX NaLneHTOB COOTBETCTBEHHO® (puc. 2).

Image

A 1.0
09
0.8
07
0.6
05
04
0.3

0.2

0.1

MpoueHT *uebix naumeHToB (%)

0.0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75

Bpems ¢ npuema nepeoi Aosbl (Mec.)
Yucno P P P (

nauneHToB B pUCKe 57 45 35 30 23 19 17 12 12 12 10 7 6 6 6 5] 9 9 2

&
£
=
b
&
[p]
o

Mo oueHke nccnegoeaTens

Image



09 " LL':
08 =

< L
o 1]
~ 07 - -
2 : "lL
£ 06 1'-. L
[} - .,
S o :
g b
x 0.4 - _'LI :
2 :
2 03 -
¥ .- I e e M aeeeeasssseesmsessseesmssesssssssesessssesssssessssssssssssssns
E 0.2 e
[5) " Ll_l
L 1 [
3 0.1 . 1 1 !
a tesmaaaaa '
cC 0K oo

T T T T T T T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81

Y | .
Yncno Bpewms ¢ npuema nepeol o3kl (Mec.)
nauneHTOB B pUCKe 36 27 22 19 13 10 7 5 4 4 3 3 3 2 2 1 1 1 1 1 1 1 1 1 1 1 1 0

[Mo oueHke uccneqosatens
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