U, NOVARTIS

NccneposaHne ASCEMBL: aHanm3 apekTUBHOCTU 1 6€30NacHOCTM NPUMEHEHNS
acunmuHmba y nauneHToB ¢ XMJI-X®P, nonyyaBlunx paHee Kak MUHUMYM 2 UTK
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UccnepoBaHue ASCEMBL: aHanus

3t dheKTUBHOCTU U Be3onacHOCTH
NPUMEeHeHUA aCLMMMHUOA Y NaLMEeHTOB
c XMJ1-X®P, nosiyyaBLLUX paHee

Kak MUHUMYM 2 UTK

BBepeHue

B nccneposarHum lll pasel ASCEMBL npoBoaniock cpaBHeHUE 3P PEeKTUBHOCTU

n 6e3o0nacHOCTM ABYX peXMMOB Tepanuu (acummmnHmb, B o3nposke 40 Mr ABa pasa

B CYTKU 1 603yTnHMG, B A03nposke 500 Mr oanH pa3 B CyTKW), B NONYyASUUN MaLNEHTOB

C XPOHUYECKNM MUESNIOSIENKO30M B XpOHMYecKkon gpase (XMJ1-XD), nonyyaBlnX paHee =

2 AT®-KOHKYPEHTHBIX MHIMBUTOPOB TUPO3UHKMHA3 (UTK)'. Ba>kHO 0TMeTuTb, 4To ASCEMBL
ABNANIOCb NEPBbIM KOHTPOJIMPYEMbIM UCC/IeA0BaHNEM MO CPAaBHEHUIO Pa3JInYHbIX
npenapaTtoB NTK npu XMJ1y nauneHTOB C pe3NCTEHTHOCTbI/HENEepPeHOCUMOCTbIO

B aHamHe3e. B naHHOM aHanu3e npeacTaBsieHbl OOHOBJ/IEHHbIE AAaHHbIE MO NTOraM

4 neT nocneayoLLero HabaoaeHNs’.

B nccnepgoBaHmm y4acteosasnun 233 nauneHTa ¢ XMJI-X® B Bo3pacTe = 18 neT, nosyyaswive
paHee He MeHee 2 UTK, n npun ycnoBmm HENEPEHOCMMOCTUN NN OTCYTCTBUA OTBETA

Ha (poHe OaHHON Tepanun (B COOTBETCTBUN C KPUTEPUAMU OTCYTCTBUSA OTBETA COracHO
pekoMeHpaunaMm EBponenckon opraHnsaumnm no JevyeHuo 1enkKo3os

2013 roga)'”’. NauuneHTbl b PaHAOMU3NPOBaAHbLI B COOTHOWEHUN 2:1 B rpynny Tepanuu
acumMmunHmnbom B nosmposke 40 Mr aBa pa3a B CyTKKU (n=157) n B rpynny Tepanuu
603yTnHNG0OM B no3mpoBke 500 Mr oauH pa3 B CyTKM (N=76).

PucyHok 1. lnsanH nccneposaHmns ASCEMBL.
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nonyyaeiuve 2 n 6onee UTK

+ OTcyTcTBYE OTBETA Panpomu3sauus J[laTa okoH4YaHus c6opa
Ha nevyeHne” nocnegHum B COOTHOLUEeHun 2:1 Mepexop, Ha acuMMnHUG A AaHHBIX ANA HacToAWwero
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NPU CKPUHUHTE Y NaLMeHTOB 03yTUHUOOM : NPOROMKHMTENBHOCTY
C HenepeHoCMMOCTbIO Ha NCXOAHOM Habniogenus: 3,7 ropa.
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nnn V299L 5
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MpuMmeyaHusn:

* Heob6x04MMO COOTBETCTBUE KPUTEPUAM OTCYTCTBMA OTBETA Ha SlIe4eHne CorsiacHo
pekoMeHpaunaMm EBponenckon opraHmsaumm no nevyeHuto nenkosos 2013 roaa.

a. HeremaTtonornyeckue ToKkCcu4yeckune ABJeHNA 3-l N 4-in CTENEHN TAXKECTU Ha (poHe
NleyeHus, CTOMKNE TOKCUYeCKMe ABNEHUSA 2-1 CTerneHn TsSHKeCcTn, He nogaanLimecs
KynupoBaHUO CTaHAapTHbIMW MepaMu, B TOM YuCe NMocCpeacTBOM KOppeKLunn Ao3bl,
NN remMaTosIornyeckme ToKCMYeckue aBsieHnsa 3-n AN 4-n CTeneHn TAXKeCTU Ha (poHe
Jle4yeHns, coxpaHaoLwwmrecs nocse nepexona Ha HauMeHbLUYIO peKoOMeHAyeMYIo O03Y.

b. NayneHTbl NpoAO/IHKAT MoJsyYaTb UCCNeayemMbin NpenapaT 40 96 Hedenb

rnocsie BBeAeHNs NepBor A03bl, NOJly4eHHON NOoCAeAHNM NMauneHToMm, nnn 48 Hepenb

[0 nepexona rnocsiegHero nauneHTa Ha acCUMMUHNG (B 3aBUCUMOCTU OT TOr0, YTO C/Yy4YUTCSA
nosgHee).

BLLO — 60/bLUOM LNTOreHETUYECKNI OTBET.

Pe3synbTaThl

3¢ PeKTUBHOCTDL

CornacHo noJsly4eHHbIM pe3ynbTaTaM, Tepanmsa acumMmmHnbom npoaemMoHCTpupoBania
6onee BbICOKYIO 3h(PEKTUBHOCTb B CpaBHEHUM C Tepanuen 603yTuHnbom. OueHka
NepBUYHON KOHEYHOW TOYKW NMOKa3ana, 4To 6onbLon MmonekynspHoii oteeT (BMO)
nocTturasnca bobicTpee n ocTaBanCa HEM3MEHHO BbIWeE NPU NPUMEHEeHUN acumMnHnba Ha 24-
n, 96-n n 156-n Hepgenax nccnenoBaHnA. YacTtoTa 4OCTUXKEHMSA 60NbLLIOr0 MOJIEKYNAPHOIO
oTBeTa Ha poHe acummmnHuba bbina NpUMepHO B 2 pa3a Bbille M0 CPAaBHEHUIO C
603yTNMHMOOM Ha paHHUX CpokKax HabnoeHUs 1 B 3 pa3a Bbllle HAa MOMEHTE OKOHYaHUS
nccnepoBaHusa. K 156-n Hepgene npenmyLecTBo acuMMmnHmnba ysennymnocb: bBMO gocturnm
33,8% naumeHToB (N = 53) no cpaBHeHuto ¢ 10,5% (n = 8) Ha 6o3yTuHMbe.

PucyHOK 2. [1poueHT nauneHTos, gocturwmnx bMO B rpynnax Tepanun Ha 24-1, 96-n n
156-1 Hepene nccnepoBaHns
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lNepBuYHasn KnioueBana BTOpU4Han OkoH4yaHue
KOHeYHan TouyKa KOHeYyHas ToukKa uccnenoBaHus

YacToTa rnybokoro monekynspHoro oteeta (FMO) Ha acumMmunHmnbe nocnenoBaTebHO
BOo3pacTasa co BpemeHeMm — ¢ 10,8% Ha 24-n Hepene 00 17,2% Ha 96-n n 19,1% Ha 156-1
Hepene. Ha coHe 603yTUHMOA Noka3zaTenn 6bINn HUXKE N HE 4EMOHCTPUPOBAIN
ycTonymeoro pocta: 5,3%, 10,5% un 6,6% cooTBeTCTBEHHO. ACUMMUHND NoKa3an Kak 6onee
BLICOKWI, TaK 1 6osee cTabuibHbIN ypoBeHb JO0CTMKeHMS TMO npu ASIMTEeNLHOM fedYeHn’.

PucyHok 3. YacToTa OOCTMXKeHUs ryboKoro MoJsIeKynsapHOro oTBeTa
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YacToTa AOCTMXKEHUS rNy6O0KOro MONEKyNsIpHOro oTBeTa
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Fny6okun monekynsipHbin oteeT — BCR::ABL1 = 0,01% (IS).

PUCYHOK 4. Y1CN0 NaLMEeHTOB, OCTaBLUMXCA Ha Tepanuym Ha MOMEHT OKOHYaHUS
nccnenoBaHus’.
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Yucno nawuueHTOB, OCTaBLUUXCA Ha Tepanuu
Ha MOMEHT OKOHYaHuA uccnepoBaHun?
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ACLUMUHKNG Bl Bo3yTuHu6

be3onacHOCTbL/NepPeHoOCUMOCTb

AcumMnHnG femMmoHCcTpmpoBan 6raronpuaTHbIn Npodusab 6€30NacHOCTU N NePEHOCUMOCTH
Ha NMPOTsXXeHNN BCcero nccnenosaHma. C MOMeHTa nposBefeHna npeabiayumx aHaam3on
HOBbIX UM YXYALLAOLWMNXCA aHHbIX N0 6€30MacHOCTN He BbISiB/IEHO. KONM4ecTBO
HeXxenaTesibHbIX ABNeHns (HA), npueeplunx K npekpalleHuto neyeHus, 6bio B =

3 pa3 Bbile Ha oHe Tepanuun 603yTnHMb0OM (27,6%), B CpaBHEHUN C acuMMUHNBOM (8,3%)



(pnc.6).

PucyHok 6. HA nobon cteneHun TAXecTu B obenx rpynnax Tepanuun.
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TpombounToneHns 6oina Hanbonee YacTbiM HA, KOTOPOE NPUBENO K NMPEKPALLEHUIO
nlevyeHns Ha PoHe Tepanumu acummMmnHmnbom. Hanbonee yacteiMn HA Ha oHe Tepanumn
603yTUHMOOM, KOTOpPbIE NPMBENN K MPEKPALLEHUIO TevYeHns, bblan HenTponeHuns,
nosbllweHue ypoBHA AJIT, anapes v nneBpasbHbIA BbINOT (Tabn.l).

Tabnuua 1. HY, npuBeawmne K oTMeHe Tepanuu.
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BoayTuHu6 500 mr 1p/cyTku (n = 76)

fiBnenHue, n (%)

TMo6oii cTenenn 3-ii n 6onee BbICOKOI
TAXKECTU CTeNneHU TAXeCTH

;{:Tcﬂngbrlla“lu::;;iz}:ﬁ::ctw:sneme 16 e2)) (i) Al )
Tpom6éouuUTOneHus 5(3,2) 5(3,2) 1(1,3) 1(1,3)
Heitponenus 4(2,6) 4(2,6) 3(3,9) 3(39)
MoBblLleHWe YPOBHS NUNasbl 3(1,9) 3(1,9 0 0
MoBblLleHWEe YPOBHS amMunasbl 1(0,6) 1(0,6) 0 0
MoparkeHwe rofloBHOro Moara 1(0,6) 1(0,6) 0 0
CHUXXeHUWe dpakumnu Bbi6poca 1(0,6) 1(0,6) 0 0
NiwemMuyecknin uHcynoT 1(0,6) 1(0,6) 0 0
BepemeHHOCTb 1(0,6) 0 0 0
MNoBbliweHue ypoBHs AT 0 0 4(5,3) 3(39)
MoBblweHWe ypoBHS ACT 0 0 2(2,6) 1(1,3)
Eiz?;elme YPOBHS KpeaTUHWHa 0 0 1(13) 0
Ouapes 0 0 3(39) 1(1,3)
ﬁ:ggz;gaﬂ B-KpynHokneToyHas 0 0 101,3) 1(13)
JlekapcTBeHHas Cbinb 0 0 1(1,3) 0
MneBpanbHbIfA BbINOT 0 0 4(5,3) 3(39)
TMnepTepmus 0 0 1(1.3) 1(13)
Cbinb 0 0 1(1,3) 1(1,3)
MnockoKNeToYHan KapuuHoMa 0 0 1(1,3) 1(1,3)

HA nobon cteneHun TsxecTun 6binm 3apernctpupoBanbl y 91,0% n 97,4% naumeHTOB,
nosly4aBLUNX acUMMUHNG 1 603yTHNG CcoOTBETCTBEHHO. BoNbLWINHCTBO HA BO3HUKaNn

B T€YeHMe nepBbiX 6 MecsueB Tepannm acCUMMUHNOOM 1 Bbinn pegkuMm nocne 6 Mecsues
nevenuns (puc.8).

PucyHok 8. [InHaMunKa nokasaTenemn HexxenaTesbHbIX ABJIEHUA.
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Ha poHe npuMeHeHunsa acummmHnba (Tabn.2). NMpu aTom, N3 8 NALMNEHTOB C ABJIEHNAMU
AO B rpynne npuMeHeHunsa acummmnHuba, 7 paHee nonyyvananm HUNOTUHKUG, 6-aa3aTnHKG, 3-
MoHaTUHMG. MNMpakKTNUyYeckn BCe NauneHTbl HA MOMEHT CKPUHMHIa nMesn DaKTopbl pUCKa
passnTtua CC3.

Tabnuua 2. AHaN3 YacTOTbl ABNEHUNN apTepPUasibHON OKKITHO3UMN.

Image

flenenns AO, n (%) Bo3syTuHu6 500 mr

1 pa3 B cyTku (n = 76)

MayueHTbI ¢ ABNeHuaMu A0, n (%) 8(5,1) 1(1,3)

MauueHTbI ¢ HeXKenaTeNbHbIMU ABNIEHUAMU Ha MOMEHT OKOHYaHWA c60pa AaHHbIX 419 NepBUYHOrO aHaNu3a
(Hepens 24)

Nwemunsa mrokapaa 2(1,3) 0
OCTpbIit KOPOHAPHbIA CUHAPOM 0 1(1,3)
Nwemmyeckasi 6onesHb cepaua 1(0,6) 0
Nwemnyeckuini MHCYNbT 1(0,6) 0
3AMbonua 1 TpoMB03 GpblXKeeYHo apTepun 1(0,6) 0

[ononHuTenbHble NaLMEeHTbI C He)XXenaTe/lbHbIMU ABNEHNUSAMU K MOMEHTY OKOHUYaHus c60pa AaHHbIX
ANdA aHanu3a Ha 96-i Hefene c MOMEHTa OKOHYaHUA c6opa JaHHbIX ANA aHanu3sa Ha 24-i Hefene

WHdapKT ronoBHOro Mosra 1(0,6) 0
NHbapkT Muokapaa 1(0,6) 0
MoBbIlEHWE YPOBHSA TPOMOHMHA 1(0,6) 0

YacTtoTa AO, CKOppeKTUpPOBaHHAas Ha NPOROMKUTENBHOCTb NPUMEHEHUA NpenapaTa (Ha 100 nayueHTo-NeT)

OcHoBHoI aHanus (24-a Hepens) 33 2,0
AHanuns Ha Hepene 96 3,0 1,4
ou 2,2 1,2

N3 28 nauneHTOB, NpekpaTuBLWNX NnpuemMm 603yTnHMbBa No NpuUYnHE OTCYTCTBMUSA

3 PEKTNBHOCTN, 25 NaumnmeHToB Bblsin NepekItoYeHbl Ha Tepanuio acuMMUHNOOM.
BonbWMHCTBO N3 HUX paHee nony4anun 4 n 6onee NTK, n BCe, 3a NCKNOYEHNEM

1 naumeHTa, Menn NCcxoaHbln yposeHb BCR:ABL1IS > 10% [0 cMeHbl Tepanun. HUKTO

M3 NauMeHTOB 3TON KoropTbl He gocTtur bBMO K 48 Hepene nocne nepekntodeHns. OgHako,
y 24% naumeHTOB K 48 Hepene 6bia 3acdmkcnposaH yposeHb BCR:ABLLIS =10%, a 8%
nocturnm yposHs BCR: ABL1IS =1%. NMpodunb 6e3onacHOCTM acumMmnHmnba B KoropTe
naunmeHToB NOCJie NepeksitnyYeHns CoOoTBEeTCTBOBa Npoduito 6e3onacHOCTM B OCHOBHOWN
nccnepgyemon nonynaumn. Hanbonee 4actoeiMum (=210%) HA =3 cteneHu 6b11m HeNTponeHus
(32,0%) n TpombouunToneHus (24,0%). HA, npnBoasaLime K NpeKpaLweHuio Tepanuu, 6biam
3aperucTtpupoBaHbl y 8,0% nayneHTOB.



BoiBO A LI

B TeyeHue 4 neT HabnwogeHUs acUMMUHNG NpoaosIKaa AEMOHCTPUPOBATL YCTOMYUBYIO
6onee BbICOKY 3p(PEeKTUBHOCTL B CpaBHeHUN ¢ 603yTUHNOOM y nauneHToB ¢ XMJ1-XO,
noJly4daBLUMX paHee KakK MUHUmMym 2 UTK.

ACUMMMHNG NpoaeMOoHCTpUpoBan BnaronpuAaTHbIN Npodusib 6e30MacHOCTKN, MPU 3TOM
C MOMeHTa NPOoBeAEHNS MEPBUYHOI0 aHaIM3a HOBbIX CMIrHa10B 6€30MaCcHOCTW BbISIBJIEHO
He bbl10.

Puck passutus apneHmnn AO ocTaBancsa CTabunbHbIM npm npnMeHeHnn acumMMmnHmnba
n He BO3pacCTas npu bonee gAnTenbLHOM npnMmeHeHMn.

B KoropTe nauMeHTOB, CMEHMBLLUUX Tepanuio, 0TBET Bbl1 HeYyOBNETBOPUTESIbHbBIM, YTO,
BO3MO>XHO, CBSA3aHO C NO34HMM Ha3HavYyeHMeM acummunHmnba, cepbe3HOn Npeasie4eHHOCTbIO
rnauneHTos n/unn BeicokuM yposHeM BCR:ABL1IS Ha cTapTe uccrienoBaHus.

OTOT pe3ynbTaT NnogkpernsiseT pekoMeHaaumnm no HasHavYyeHuo acummMmmnHnba

y>XXe Ha paHHUX 3Tanax Tepannn XMJI-XO.

Pe3synbTaTbl uccnenosaHusa ASCEMBL ybeantenbHO AEMOHCTPUPYIOT Lienecoobpa3HoCTb
N 3(pPEeKTUBHOCTb NpUMeHeHUs acumMmnHmnba B KayecTBe Tepanum Bbibopa Mo cpaBHEHUIO
¢ 603yTMHMOOM y MauMeHTOB C HEONTUMaJIbHbIM OTBETOM U/UN HENEPEHOCMMOCTbIO

KaK MMHUMYM [OBYX paHee Ucrnosib3oBaHHbIX UTK, 4To no3sonseT 6onbLliemMy 4ymcny
nauMeHTOB JOCTUYbL Lenen Tepanuu 6e3 HeobxoaMMOCTU CMeHbl NpenapaTa.

PucyHok 5. 3pdekTnBHOCTbL 1 6e3onacHocTb B nuccnegosanum Il pasel ASCEMBL Ha
MOMEHT OKOHYaHMA NCCNefoBaHNSA: pe3oMe.
Image

Bo3yTuHu6 500 mr
1 pa3 B cyTku (n = 76)?

)
MauueHTbl, ocTaBLIMECs Ha Tepanlnw" . 1 0|5 %

YacTtota BMO Ha MomeHT OU . 10,5%

MO* Ha MOMeHT OU . 6,6%
MO*> Ha MoMeHT OU . 5,3%
MNLO Ha 144-it Hepene 16.5%

YpoeeHb BCR::ABL1S< 1%
Ha MOMeHT ON 19,4%

OMN - OKOHYaHMe nccnenoBaHuUS.

a. MegmaHa Npoaoo/IKNTENBLHOCTU Nepuoaa nocneaywuwero HabnogeHmna coctasmna 2,3
roga.

b. Ha MoMeHT okOH4YaHUA cbopa AaHHbIX (6 okTabps 2021 r.).
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