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0630p nccneposaHmna RESPONSE
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O0630p uccneposaHma RESPONSE

PaHOooOMM3nMpoBaHHOE OTKPbLITOE MHOIoLEeHTpoBOe nccnegosaHue lll asbl No oueHke
3thbhekTMBHOCTU KU BesonacHOCTU nHrnbmutTopa JAK2 pykconntmnHuba (INC424) B cpaBHEHUN
C Hauny4wen JOCTYNHOW Tepanuen y nauneHToB C UCTUHHOM nonnumTemunen (UM) c
PE3UCTEHTHOCTbIO /WM HEMEPEHOCUMOCTbIO FrMapoKcukapbamuaa®™.

KniouyeBblie BbIBOAbI UCClieAOBaHUA

Tepanuns pykConuTuHnbom:

e obecneynBaeT 3(pPEKTUBHLIN N ANUTESbHbLIA KOHTPOJIb FEMATOKPUTA M COKpaLLEeHne
pa3MepoB Cesie3eHKU;
* N03BONIAET 3IPPEKTUBHO KOHTPOSIMPOBATHL CUMMATOMbI OMYX0JIEBOM UHTOKCUKaLMK' ™,

Ponb myTauun JAK2'?

e [1pn myTaumax JAK2 runepaktmBauma curdasbHoro nytn JAK/STAT B CTBO10BbIX
KPOBETBOPHbLIX KJIeTKaxX NPUBOANT K UX HEKOHTPOJIMpPYyeMon nposngepaymum n
onddepeHUNpoBKe.

e HeKOHTpoONMpyemoe genieHne — npuymHa n3bbITo4HOro pa3BuTUSA BCEX POCTKOB
KpoBeTBOpeHUs (MaHMuenosa).

e /13BeCTHbI ceMenHble cnyd4au MM3, npn KOTOPbIX PUCK Pa3BUTUSA NOANLUTEMUN
noBbllLaeTcsa B 5-7 pas.

e PyKCONMUTUHUG — nHrnbuntop JAK2, ero TepaneBTnYeCcKuUin spheKkT AOCTUraeTCs 3a
cYyeT nodassieHMsa Npoanudepaunn ornyxoaeBblX KNeTOK N CHUXXEHNA NPoaYyKLUN
pa3sINYHbIX LUTOKNHOB.

Image

JAK2 — aHyc-kuHa3a Il Tuna; STAT — curHanbHbln 6€510K 1 aKTUBATOP TPAaHCKPUNLUN.



PYyKCOJIMTUHUO — TepaneBTUYecKas onuusa anas
00JIbHbIX C PE3UCTEHTHOCTbIO/HENEPEHOCUMOCTLIO
rMOopPOKCUMOYEBUHBI "

e PekoMeHAyeMas CTapToBasa A03a 3aBUCUT OT ypoBHA TpomboumnTtos: 10 Mr oBa pa3a B
CYTKMW.
e MakcmmanbHasa gosa: 25 Mr gBa pa3a B CYyTKMW.

Koppekuusa no3bl no pe3ysabTaTaM OUEHKU aHaNn30B KpOBM4
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RESPONSE: oTKpbiTOE paHAOMU3UpPOBaHHOE
uccneposaHume lll pasnbi’
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MauueHTel ¢ UM ¢ pe3sucTEHTHOCTLIO/
HenepeHocUMocTs K MM

MoTpe6HocTs Bo hneGoToMum MNpe-paHpomusaums
(c -28-ro no -1-i1 gHK)

PykconutnHué 10 mr
nga pasa B cyTku (n = 110)
naT (n=112)

MaywenTel U3 rpynnel 10T nony4anu
M (58,9%), NDH-a (11,6%)
anarpenug (7,1%), nunobpomat (1,8%)

CINIEHOMETANWA lemaTokput 40-45%
Bes npegwecTeylowen Tepanun
JAK-uHrmbutopamu

PaHaomu3auma

WMMYyHOMOOYNATOpLI (4,5%)
MpuMmeuyaHue.

JNAT — nyywasa ooCcTynHaa Tepanuvs.

KniouyeBble KpUTEPUU BKIIOYEHUR>

e [logTBEPXAEHHbLIN AnarHo3 UrI.

e Hanny4dwmnim acppekT pneboTommnm gocturaeTcsa cpenm naumeHToB HU3KOro pncka Ha
paHHUX cTagmnax 6onesHu:
- = 2 pneboToMUN C MHTEPBAJIOM = 4 HefdeNb B TedyeHne 24 Hepenb 00 CKPUHUHIA;
- = 1 doneboTomMumsa B Te4eHne 16 CKPUHUHIa, €C/IN YPOBEHb FreMaTOKPUTa Ha MOMEHT
CKPUHWUHIra > 45%;
- CnneHomeranua = 450 cm’ no aaHHbIM MPT nnum KT.



KnioueBble KpUTepuu ucknoyenuns’

o HapyLueHune gyHKUUY nevyeHmn’.

e 3HaYMMan UHpeKUMs, TpebytoLasn neveHmns’.

e AKTMBHOe 3/10Ka4yecTBeHHoe 3abosieBaHune B npejluecTByowne 5 net (ncknoyas
HEeKOTOopble BUbl paka KoXwu)®.

o KNMHMYeCcku 3Ha4Ynmasn 6onesHb cepaua’.

nepBH"I Hasi KOHeYHasa To4YKa’

KOHTpOJ'Ib reMaToKpunTa U OTBET CO CTOPOHLbI CEJIE3EHKUN Ha 32-n Hepene.

e KOHTPOJIb remaTokpuTa: oTcyTcTBme chnebotomnin ¢ 8-n no 32-1o Hepento, = 1
dneboTomua oo 8-n Hepenu.

e OTBET CeNe3eHKN Ha sieyeHme: yMeHblleHne obbemMa ceneseHkn = 35% no faHHbIM
MPT Ha 32-n Hepene.

XapakTepucTUKM uccnepyemom nonynsaumm (n = 222)
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KoMOUHMpoOBaHHaA NepBMYHas KOHeYHas ToyKa’®

77% nauMmeHToB, Nosy4vYaBLUNX PYKCOMUTUHMND, AOCTUIrAM = 1 KOMMNOHEHTa NePBUYHON
KOHEYHOW TOYKMW.

Image
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B PykconuTtnHmnb W nart

FlemaTonornyeckum oreer’?

3Ha4yumo bonbLiee YNCA0 NauNeHTOB, MoayYaBLWMX PYKCONUTUHNG, [OCTUII0 NOSTHOMO
remMaTo/I0rM4yeckoro oTBeTaa B CpaBHEHUN C nauneHTamu ns rpynns JIOT .

Y 88,5% nauneHToB, OOCTUTILLMX MOJIHOFO reMaToJIoONM4YeCcKoro oTeeTa Ha 32-1 Hepene,
OTBET coxpaHsncs no 48-n Hegenn®.

a. MonHbIN reMaToNorn4ecKnm OTBET: OTCYTCTBME NOTPEOBHOCTM B NpoBEeAEHUN
pneboToMum ¢ 8-n no 32-t0 Hepgeno nccaenosaHns, He bonee ogHon haeboTomum c
MOMEHTa paHAoMU3aLUN A0 8- Hedenu; Yncso TpombounTos < 400 X 10°/n Ha 32-i
Henene; nemkounTsl < 10 x 10°/n Ha 32-1 Hepene.
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OTBeT No YpPOBHIO reMaToKpUTa

Image



RUX: MAUMEHTBI, AOCTUINLUWE OTBETA NO FrEMATOKPUTY
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Bpems (Hegenu)

NMpuMmeuaHue.

RUX — pykconnTtmnHmnb; NA — HeoCTyrnHO.

OTBET N0 YPOBHIO reMaTOKpUTA: OTCYTCTBME NMOoTpebHOCTM B NpoBeaeHun ieboTomMmmm C
8- no 32-10 Hepenw nccnenosaHns, He 6onee ogHom neboTomMmnm C MOMEHTa

paHooMu3auum 0o 8-n Hepenu.

Cpeau nauneHToB rpynnbl RUX, 0OCTUr X oTBETa B OTHOLLEHUW reMaToKpuTa, MegnaHa

noTpebHocTn BoO hieboTOMUM HE AOCTUMHYTA.

YpoBeHb nenkountos (p = 0,0198), HavanbHasa annenbHasa Harpyska JAK2V617F (p =
0,0159) v rpynna Tepanuu (RUX vs JIAT; p < 0,0001) cTann npegnkTopamMn oTeeTa no

reMaToKpuTy.
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(A) Obbem ceneseHKMU
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Yneno nauMeHTos B Kamaom nepuoge BuauTel (Hepenw)

OTBET QOCTUTHYT 44 36 32 28 31 30 3 29 28 27 24
OTBeT He JOCTUIHYT 66 64 64 61 60 61 58 51 50 45 46
(B) AnnensHoe Gpemsa

£ 80 L
=
Z —
2 60 el —— —
=] T 1
o =
° = 4
I
2 a0 |
]
g B
=] i I —
= 20
T T I T T I I 1 I
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YUCNO NALMEHTOB B KAXAOM NEPHOAE BuauTbl (Heaenn)

OTBET QOCTHUIHYT 41 29 28 29 27 27 27 26 24
OT8eeT He JOCTUIHYT 63 63 61 55 56 51 47 43 42
MpumMmeyuaHmue.

OTBET N0 YPOHIO reMaTOKpUTa: OTCYTCTBME NOoTpebHOCTM B NnpoBeaeHun gpnebotomumm ¢ 8-
N no 32-10 Hepenw nccnenoBaHus, He 6bonee ogHonm haeboToMUM C MOMEHTA
paHooMu3auum 0o 8-n Hegenu.

Ob6beM ceneseHku 1 annenbHas Harpyska JAK2*Y" cHm»xanuck He3aBMCUMMo OT OTBETa Mo

reMaToKpuTy.

Ha ¢oHe Tepanum pyKConMTUHMOOM 71,8% naumeHTOB AOCTUIJIN
YMeHbLUEHUs pa3MepoB ceneseHKn™®
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YMeHbLUeHue annenbHon Harpyskm JAK2"'"

Okono 30% nauueHToB ¢ UMM MOryT foCcTtudb CHUXKEHUA YPOBHS asiyiesibHOM
Harpy3ku JAK2V617F Ha c¢poHe Tepanum PyKCOJIMTUHUOOM, B HEKOTOPbIX CAyYanaXx
CHU)XKeHue coxpaHseTca o 208-n Hepenum.

Y 22% naumeHTOoB rpynrbl KPOCCOBEP TakKXe OTMETUIIN CHUXXEHWE aJlsie/ibHOMN Harpys3Kkun
JAK2V617F
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M3meHeHue ypoBHA annenbHon
Harpysku JAK2 V617F

MaywenTsl, nt Hepenu

RUX 102 92 89 84 83 74 48 20
RUX kpoccosep 94 89 72 79 71 41 21

naT 8s 80

CHM)XeHMe Bblpa>keHHOCTU cuMnToMmoB™**

CHU>XeHMe BbipaXKeHHOCTU cumnTomos™

Y 49% nauuMeHTOoB, NPNHUMABLUNX PYKCONTUHNG, oTMeTunmnm = 50% cHuxeHne obuiero
6asifia Nno LKasie OLEeHKN CUMNTOMOB ONpPOCHUKa MPN-SAF'*,
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YXYOWEHWE YNYYWEHWE

HNAT (n=112)
B PykconuTuHWG (n = 110)

1
ll|wl

LIMTOKMHOBBIE CUMNTOMbI
[lHeBHasa NOTNMBOCTL
Ho4Has noTnueocTb 3,9 -99 5
3ya -2,1 -94 9
Mwanrus 0,4 -61.1
YeTanocTe -4,2 49 6
CUMNTOMbI, CBR3AHHbBIE C NOBLILEHWEM BA3KOCTU KPOBK
onoBokpyxeHue 7,9 -80.2
MneTtopa 5,0 -64 1
"onosHas Gonb 11,1 -51.5
PaccTpoicTBo BHUMaHUA 16,7 -44 .0
HapylweHue speHus 10,9 -4 1.8
Wym B ywax 1q:2
OHemeHuWe/noKanbiBaHWe B pykax u cTonax 15,7 -37 .1
CumnTOMBI CnNeHoMeranum
PaHHee HacbllLeHue -93 .9
[UcKoMpopT B KMBOTE 14 -65

40 20 -0 -20 -40 -60 -80 -100

CpepnHee uamexenue ot basosoro Ha 32-1 Heaene (%)

* [NHeBHUK MPN-SAF aBnseTcs 3/1IeKTPOHHbLIM ONPOCHUKOM M3 14 BONPOCOB.



e OueHMBaeT TaXKecTb cuMmnTomos UMM 3a npowenwmne 24 Yaca.
e llkana oT 0 (oTcyTcTBYeT) 00 10 (Camblin TSXKeNbIN)™,

Oons naumeHToB € = 50% ynyyweHnem 6anna MPN-SAF Ha Hepene 32%°
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Ka4yecTBO )XXM3HM NaUUEHTOB

Ha oHe Tepanun pyKCONMTUHMOOM yy4dLlanocb Ka4ecTso XunsHu (KXK) no gaHHbIM
(DYHKLMOHaNbHbIX 6/10KOB onpocHuka EORTC QLQ-C30**,

MpogeccrmoHanbHasa NpPon3BOAUTEIbHOCTD.
dunsmnyeckasa Npon3BOANTENIbBHOCTD.
OMOUMOHasIbHas MOJIHOLEHHOCTb.
KOrHUTUBHbIE PYHKLNN.

e CouunasnbHble PYHKLNN.

O6Lwias oueHka 3a0poBbA / WKana KXX onpocHuka EORTC QLQ-C301°

Image

N3MeHeHUA reMmaTtoJsiormyeckux nokasartenen*

Image
Pyxkconutuumb (n = 110) nAaT (n = 111)
HoBble naun xygume sHaueHUs
o e e Bce Il wam IV Bce 1 wam IV
CTEMEHM CTeneHb CTEMEHM CTENeHb
lemornobuH (HU3KWIA ypoBeHh) 43,6 1,8 30,6 0,0
TpomMBoUuUTkl (CHUXeHKe) 24,5 55 18,9 3,6
Helitpoduael (CHrKeHne) 1,8 09 8,1 0,9

Image
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Bpemsn (Hegenu)

KoHTpOnb reMaToKpuTa

KOHTpona Hapg ypoBHEM reMaToKpUTa Ha 32-1 Hegene yaanocb AOCTUYb y 6osbluero
yucna rnauMeHToB, NOJyYaBLUNX PYKCONNTUHNG, B cpaBHeHUM ¢ rpynnon JIAT BHe
3aBMCUMOCTU OT Ha4aJIbHOro pasMepa Cesie3eHKM.

Image

FemaToKpUT cpean 6oNbLLINMHCTBA NauneHToB rpynnbl RUX gocturan yposHa < 45% BHe
3aBUCUMOCTHU OT Ha4YaJZIbHOIo 3HAYE€HMA N 0CTaBaJICA TaKOBbIM B Te4eHne AJINTEeNbHOro
BPEMEHMW.

Cpeaun 6onbHbIX rpynnbl JIOT B cpeAHEM OTMEYEHO yXyALleHNe KOHTPOsIA Haf
reMaTOKPUTOM.

Image
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Hepenwu

MyHKTUPHaA NNHUA Ha 32- Hegene NokKasbliBaeT CaMoe paHHee BpeMs, korga 6osbHble
MOran NepenTun Ha nevyeHne RUX. [laHHble NaUMEHTOB NOCAEe CMEHbI Tepanuu B rpynne
NAOT nckn4YeHs.sl.

HeremaTtonornyeckas TOKCUYHOCTL

Herematonornyeckue Hfl Ha 32-h Hepene

Image

NMpuMmeuyaHue.

BkntoyeHbl HA, pa3susinecsa y = 10% nauneHToB B nobon n3 rpynn.

OAuH NaumeHT 3 rpynnsl JIAT oTo3Ban cornacve Ha yyacTve B UCCIef0BaHUN N HE
nosly4an Tepanuio.

OTBeT Ha Tepanuio Yepes 5 net Habniopenns™' "

Image
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[OnuTenbHocTb oTBETA (Hefenw)

e Cpeau naumeHToB, OOCTUMLLUMX NEepBUYHOro OTBETa, OTBET coxpaHanca 'y 74%
DonbHbLIX Ha Hegene 224-n. MegnaHa ONNTENBLHOCTM NEPBUYHOI0 OTBETa He bblna
OOCTUrHYyTa.

e OK0M10 65%, NonyyYaBLINX PYKCONUTUHMND, 3aBEpLLINAN YHaCTMe B UCCNenoBaHuUn B
COOTBETCTBUM C MPOTOKOJIOM, nuilb 15% 6osibHbIX BbIOLINIM N3 NCCNen0oBaHNA B
cBA3u C HA.

FeMaToOJ/IOrMYecKas TOKCUYHOCTb NMPU OJIUTESILHOM
HaOnwpeHun’*"

e TpomboamMboNnn B aHaMHe3e:
- PykconuTtnHmb: 35,5%.
- NAT: 29,5%.

e CaMbIM pacnpocTpaHeHHbIM remMaTosiorn4eckmum HY ctana aHemus, AnnTenbHOCTb HA
C y4eTOM OJINTEJIbHOCTU NlIeYeHns cocTaBuia:
- AHemus: 8,9 vs 8,8 vs 5,4 Ha 100 maumeHTo-NeT B rpynne pykConmTuHmnba,
KpoccoBepa u JIAT cooTBeTCTBEHHO. BONLLWMHCTBO CNy4YaeB aHEMUN
XapaKTepn3oBaJINCb JIEFrKON U CpefHen TSXKeCTblo.
- TpombouunTtoneHus: 4,4 vs 1,2 vs 16,3 Ha 100 naymeHTO-NeT B rpynnax
pykconntmnHuba, kpoccosepa, JIAT.

e B rpynne pykKCconmTuHmnbGa oTMe4yeHo MeHbLlee YNcsao TpoMb6os3mMbonnin B CpaBHEHUN C
rpynnown JIAT.

Image

HeremaTtonornyeckas TOKCMYHOCTb MPU AJINTENILHOM
HaOnwpeHun’*"

e Obwasna vyactota CHA Ha 100 naumeHTOo-NeT nevyeHnsa coctasmna 10,3 B rpynne
pykconntmnHuba vs 13,6 B rpynne JIAT vs 13,0 B rpynne Kpoccosepa.



e YacToTa HeremaTonornyeckmux HA npu anntensHom HabnwoaeHnn boina HUXKe B
rpynne pykconmtuHmnba B cpaBHeHuu ¢ rpynnon JIAT.

e YacTtoTa TpaHchopmaunn UM B noct-NNMM® n OMJ1 Ha 100 naumneHTO-NeT nevyeHns
cocTtaBwuna 2,1 n 0,2, 1,8, n 0,6 cpegn naumeHTOB rpynnel Kpoccosepa, 1,4 1 0,0
cpean 6onbHbIX rpynnel JIAT.

Bonee HU3KanA YacTtoTa MH(EKLUUU B rpynne pykKCconuTuHmba

Image

BbiBoabi®'%*!

3¢ PeKTUBHOCTDL

Cpegon nauneHToB C UM, y KOTOpbIX pa3Buiacb Pe3nCTEHTHOCTb UM HEMEPEHOCUMOCTb
M, pyKCONMTUHNG NpPOAEMOHCTPUPOBaAN Npenmyllectsa nepea JIOT B cnenytowemMm:

e KOHTpO/Ib remaTokpuTa 6e3 gpnebotommun.

e NHOYKUMA NOJSIHOM reMaTONOrMYeCKOn peMnccun.
e YMeHblueHne obbeMa ceneseHku.

¢ YMeHbLUEHME BbIPa>KEHHOCTN CMMMNTOMOB.

OTBeT Ha PYKCONMMTUHNG BblN1 4NNTEsNTbHBIM NPU HU3KOW YacToTe TpoMboambonun.

MporHo3npyemMasn natunetTHas OB cocTtaBuna 91,9% B rpynne pykconntuHmnba B
cpaBHeHun ¢ 91,0% B rpynne 14T (OP 0,95, 95% AW 0,38-2,41).

e O6bbennHeHo c 86% (98/112) rpynnbl KpOCCOBepa Ha 32-1 Hepene uam nosgHee.
Bbe3onacHoOCTb
Tepanus pyKCONNTUHMOOM XOPOLLO NEPEeHOoCUTCS:

e Mpn [ANTENBHOM NIeYEHUN PYKCONMNTUHNOOM YacToTa HA He yBennymnnace.
B cpaBHeHUW C NoNy4YeHHbIMN paHee faHHbIMU N3 nccnegosaHnsg COMFORT (MM®).

e Cpegun naumeHToB c UM oTMETNAN MEHbLUYIO YHaCTOTY LUTOMEHUN.

Cnucok nurepaTtypbl
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