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[laHHble Mo npUMeHeHmIo aM1LM3yMaba y fieTeit ¢ UHrmbutopHoil dhopmoit remocpmnm A (UITA) B peanbHoi
KIIMHUYECKON NPaKTUKE Ha TEPPUTOPUM HaLLIeH CTPaHbl HEMHOMOUUCIIEHHbI 1 MPELCTaBIEHbI OMUCaHNEM
€[UHNYHBIX cryyaes. Llenb nccnenosanus: oLeHuTb 3dhdeKTMBHOCTL M 6e30nacHOCTb NPOCMIIaKTUYECKOT O
npMMeHeHns amuum3yMaba y aeten ¢ TswenbiM TedeHnem UIMA. MpoBeaeH peTpoCneKTUBHbIN aHanm3
AaHHbIX MEOMLIMHCKON JOKyMeHTauumn geteit ¢ UITA, nonyyaBLumx amuumsymab B ycnoeusx 11 LeHTpoB
Ha TeppuTopun Poccwiickoin Pepepaumnn. [laHHoe nccneposaHne He TpeboBano ogobpernst aTMYeCkuM
KOMWUTETOM, TaK Kak B HEM UCMONb30BaIMCh 0606LLEHHbIE PETPOCNEKTUBHBIE AENEPCOHNULIMPOBaHHbIE
AaHHble, MOMyYeHHbIe B XOAE PYTUHHON KNWHUYECKOV NpakTukK. OLeHnBany cpesHerofoBble nokasaTenm
uacToTbl KpoBoTeueHuit (MUK), cnoHTanHbix (TUYCK), cyctasHbix (TYKC) u kpoBoTeueHwit, Tpebyiowmx
LOMOMHUTENbHOTrO BBEEHMS KOHLEHTpaTa daktopa VIII nnu Tepanuv npenapaTtamu LWYHTUPYIOLLErO
pevcTaus (TYKT) £o v nocne HasHaueHUs 3MULM3yMaba, a TakKe HanMume U TAECTb HeMmenaTesbHbIX
ABIIEHWI BO BpeMA Tepanuu. MeanaHa Bo3pacTa NauMeHTOB Ha MOMEHT Hayana fevyeHns aMmumu3ymMmabom
coctaensna 65 (11-170) mecsaues. [lo Hayana nevenus amuumsymabom MYK coctasnsna 19,9 (95%
posepuTesibHbIn uHTepsan (OW) 15,4-26,1) snusopa, MYCK — 13,6 (95% OM 10,6-17,8) anusoaa,
ITYKC — 6,6 (95% 0N 4,7-9,7) snusopa v TUKT — 16,6 (95% AN 12,4-22,7) anusoga. Mocne Havana
fieyeHmns aMULM3YMaboM YacToTa KPOBOTEUEHMIt pesko cHuamnnack: YK Ha 98,6% (95% O 96,7-99,4),
IYKC Ha 99,4% (95% 0N 95,3-99,9) 1 TUKT Ha 98,8% (95% N 96,8-99,6) 6e3 Kaknx-1MBOo CroHTaHHbIX
KpoBoTeueHuit B TeueHne 10 (1-32) Mec neuenuns. HewenaTernbHbiX BEHUA, KOTOpble npusenu Gbl K
MpepbIBaHMIO UMW MPeKPaLLEeHUIO NeYeHns IMULUM3ymMaboM, 3aperncTpupoBaHo He bbino. B peanbHoin
KIMMHUYECKON MPaKTUKe MpuvMeHeHne amuumnsymaba y peteit ¢ UTA npuBOOMT K BbIPasKEHHOMY U
Be30MacHOMY CHUKEHMIO BCEX 3MM30A0B KpoBOTeUeHU Bonee yeM Ha 98% npv abConIoTHOM OTCYTCTBUM
CMOHTaHHbIX KPOBOTEYEHWA.
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Bleeding rate reduction in children with hemophilia A and inhibitors
treated with emicizumab in the real-world clinical setting
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There are only limited data coming from isolated case reports regarding the real-world use of emicizumab for the treatment
of children with hemophilia A and inhibitors (HAI) in Russia. The aim of the study was to evaluate the efficacy and safety
of emicizumab prophylaxis in children with severe HAI. Ethical approval was not required since the study only involved the
use of anonymized and generalized retrospective data obtained during routine clinical practice. We retrospectively analyzed
medical records of children with HAI who had been treated with emicizumab at 11 institutions located in Russia, taking into
consideration such parameters as annualized bleeding rates (ABR), annualized spontaneous bleeding rates (ASBR), annualized
joint bleeding rates (AJBR) and annualized bleeding rates for bleeds requiring additional therapy (ABRRT), as well as the
presence and severity of adverse events during the treatment. The median age of patients at the time of initiation of emicizumab
prophylaxis was 65 (11-170) months. Before the treatment, ABR was 19.9 (95% confidence interval (Cl), 15.4-26.1), ASBR - 13.6
(95% Cl, 10.6-17.8), AJBR — 6.6 (95% Cl, 4.7-9.7), ABRRT — 16.6 (95% Cl, 12.4-22.7). After the initiation of the treatment,
bleeding rates changed dramatically: ABR decreased by 98.6% (95% Cl, 96.7-99.4), AJBR — by 99.4% (95% CI, 95.3-99.9),
ABRRT - by 98.8% (95% Cl, 96.8-99.6); and there were no signs of spontaneous bleeding during 10 (1-32) months of treatment.
No adverse events leading to the interruption or discontinuation of the treatment with emicizumab were reported. The use of
emicizumab in children with HAI in the real-world clinical setting results in a significant (> 98%) and safe reduction in bleeding
episodes without any signs of spontaneous bleeding.
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a nocrniefHue roabl 3PPEKTUBHOCTb NTEYEHNSA FreMO-

counmm A (FA) y neteit naMeHMnach KapaMHasbHbIM

0bpasoM. OcobeHHO 3TO KacaeTcs Tepanuu UHIK-
ButopHon chopMbl A (UICA), KoTopas 40 HacToALLEro
BPEMEHW OCTaBanacb HeonTUMasibHOM U COMPOBOKLA-
nacb MOBbLILIEHHBIM PUCKOM Pa3BUTUSI KU3HEYPOXa-
IOLLIMX KPOBOTEUEHWUI U OPYrUX CEPbe3HbIX OCMOXKHEHMN
[1]. HecMoTps Ha BCe ycunusa eyallmx Bpayeil, B HalLei
CTpaHe Npu3Haku reModpunnyeckon aptTponatum MoryT
BbITb BbIsBNEHDI Y 64% aeTeit ¢ UTA [2].

Takoro poga nporpecc BoO MHOrom obssaH moss-
NEeHMI0 KauyeCTBEHHO HOBbIX MpenapaToB, OAHUM W3
KOTOpbIX ABRAeTcA aMuumsymab. 3mMuumnsymab npen-
cTaBnsieT coboit pekoMBUHaAHTHOE ryMaHU3MpPOBaHHOe
Bucneumndonyeckoe MOHOKIIOHaMbHOE aHTUTENO, KOTOPOe
CBSI3bIBaeT aKTMBMPOBaHHbI dhakTop IX 1 dhakTop X Ans
BOCCTaHOBMEHMS DYHKLMN CBEPTbIBAHWUSA B OTCYTCTBUE
chaktopa VI (FVIN) [3]. NaHHbIA npenapaT BBOAMTCA
MOOKOXHO C MHTepBanom oT 1 pasa B 1 Hep po 1 pasa B
4 Hep [4]. PesynbTaTbl NpOBEAEHHbIX KIMHUYECKMX
“ccrnenoBaHUi AEMOHCTPUPYIOT 3HAUMMOE CHUMKEHWE
YacToTbl KPOBOTEYEHMI Kak y peTen ¢ A, Tak n y
B3pocnbix ¢ WA [6-8] Ha choHe BnaronpusTHoro
npocduna 6esonacHoCTW, YTO AenaeT MpUMEHeHune
OaHHOr0 BMAA JIeYEHUs NPUBMEKATENbHOW anbTepHa-
TUBOW CyLLEeCcTBYIOLMM MeTofnaM Tepanuu. B 2018 r.
LaHHbIA NpenapaT 3aperncTpupoBaH K NMPUMEHEHWIO B
HaLLewn cTpaHe, BKMNIOYeH B HaunoHanbHble KIMHUYeckmne
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PEKOMEHAALMM NO ANArHOCTUKE U fieYeHnio reModdnnmnm
M MOKa3aH K NMPUMEHEHMIO Yy MaLMeHTOB C Tsxkenon A
n UIA, Bxogut B lNepeueHb 14 BbiCOKO3aTpaTHbLIX HO30-
noruit [9]. OgHako gaHHble MO MPUMEHEHMIO SMULIN3Y-
Maba y aeten ¢ IMA B peanbHON KIMHUYECKOW MPaKTUKe,
0COBEHHO Ha TEPPUTOPWM HALLIEN CTpaHbl, HEMHOIOYMC-
NEHHbI ¥ MPEACTaBeHbl ONMUCAHNEM EAMHUYHBIX CllyYaeB
[10-14]. KpoMe TOro, BO3HWKAET BOMPOC: HACKOMbKO
3bdheKTUBEH JaHHbIN NpenapaT Npu ero NPUMEHEeHUN y
OeTel C TAKeNbIMU NPOSIBIIEHNAMU reMopparm4yeckoro
CUMHOpOMa Ha OOHEe HEKOHTpoNMpyeMoro TeveHust UFA?

Llenb paHHOro uccnepoBaHUA: NMPOBECTH aHanM3
adhdpekTnBHOCTH 1 BesonacHOCTU NPOdIUNAKTUYECKOTO
NpUMeHeHns aMuumsymaba y geTtein ¢ TAXenbiM Teve-
HueM VA B pearnibHOM KITMHUYECKOM MPaKTUKeE.

MATEPWAIbI U METO[1bl UCCIIE,OBAHUA

PeTpocnekTuBHoe uccneposaHue npeacTaBnset
cob0oW MHOrOLIEHTPOBBIN aHanM3 JaHHbIX MeOULMHCKOM
LOKyMeHTauum fetent ¢ UIA, koTopbiM Bbina HasHaueHa
npodpmnakTuyeckas Tepanusa npenapaToM 3aMuLmn3ymab
(Femnubpa, ®. XodbcpmarH-JIs Pow JTa., LLseiuapus).
[aHHoe nccnenosaHue He TpeboBaso onobpeHns aTuye-
CKMM KOMUTETOM, TaK Kak B HEM MCMOMb30Banmch 0606-
LLEHHble PETPOCMEKTUBHbIE AENepPCOHNULIMPOBAHHbIE
LaHHble, NMOJyYEHHblE B XO4E€ PYTUHHOW KITMHUYECKOW
MPaKTUKK. bbin cobpaHbl M NpoaHanMaMpoBaHbl fJaHHbIe
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0 Bo3pacTe febioTa 3aboneBaHuns, NPOABMIEHNSAX KPOBO-
TOUMBOCTW, BPEMEHU BbISIBIEHUsI U TUTPe MHrnbutopa
K FVIIl Ha MOMeHT Havyana Tepanuu amMuumnsymabom, a
Takxe [aHHble 0 BUAe npenLlecTByioLlei Tepanuun. [ns
OLEeHKN 3pPeKTUBHOCTM BbINM MCNONb30BaHbl Cpefn-
HErofoBble MoKasaTeny 4acToTbl KposoTeueHuit (MYK),
cnoHTaHHbIx (MYCK), cyctasHbix (TYKC) u kposoTe-
YeHui, TpebyloLLmX [ONONTHUTENBHOrO BBEAEHMWS KOHLIEH-
Tpata FVIII unu Tepanun npenapatamu LLYHTUPYIOLLErO
neiicTaua (TYKT), koTopble BbinM paccumTaHbl 3a 1 rog
L0 1 ocre Havyana npodhmakTMUYeCKrx BBeLEHW npena-
paTta. Hanuune n TAXeCTb HekenaTemnbHbIX ABMEHUA BO
BPeMs Tepanuv OLeHMBanM Ha OCHOBaHUW 3anucen B
MeAMUMHCKON pokyMeHTauuu. lNokasaTtenu YK Bbinu
paccuuTaHbl C UCMOMb30BaHMEM OTpuLaTeNnbHON BuHo-
MUanbHOM perpeccun co cMelleHneM, uTobel yyecTb
pa3nuuHoe BpeMsi Habniogexnus. [Jo Tepanumn aMuLmn3sy-
MaboM KONMYEeCTBO KPOBOTEYEHWUI OLEHMBANOChb 3a
npegLecTsyowme 12 mec. [loBepuTesnibHble MHTEpBanbl
(OW) pns NponopumMit pacCcunTbLIBANUCH C UCMOJb30Ba-
HWeM WHTepBanoB BunbcoHa. AHanus npoBofuncsa c
ncnonb3oBaHneM nporpammHoro obecnevennsa R 4.0.2
(R Foundation for Statistical Computing, Bena, AscTpus).

PE3YJIbTATbl UCCJTIENOBAHUA

B nccnepnoBaHve BKIIOYeHb! faHHble 29 MasibyMKoB
¢ UIFA (MHrvbutop = 11 BE (MeskkBapTUmbHbIN pa3bpoc
(MKP) 4-22 BE), koTopbIM npoBoannach npodomnakTm-
yeckas Tepanusi aMuMuu3ymaboM B 11 pervoHanbHbIx
LeHTpax Ha TeppuTtopum Poccuiickon ®Pepepaumu.
MepomaHa Bo3pacTa NaUMEHTOB Ha MOMEHT BKIOYEHUS
B vccrnegosaHue cocTaeuna 5 net 5 mecaues (MKP
11 mecsaues — 14 net 2 MecsAua). Ha MOMeHT anarHo-
CTUKM y Bcex BorbHbIx Oblna 3aperncTpupoBaHa Tsiskenas
remodounusa (FVII < 1%), npu 3ToM y BOnbLIMHCTBA
(n=26; 90%) anarHos BbiN YCTAHOBMEH Ha NMEPBOM rofy
U3HW. MelnaHa BPEMEHM OT MOMEHTa inarHoCTukmM A
[0 BbifIBNIeHNsA MHrMbuTopa cocTtasuna 11 (MKP 5-14)
Mec, npu aToM Yy 4 (14%) naumeHToB MHrMbutop K FVIII
BbIn AMarHoCcTMpPOBaH B NepBble 3 Mec OT BbisiBeHUs [A.
Lo nepesona Ha amuumsymab y 10 (34%) n3 29 nauu-
€HTOB bbinNK HeyaayHble MOMbITKM Tepanun MHAYKLMUK
UMMYHHOWN TOfiepaHTHOCTU, nub y 1 6onbHOro Bbin
[OCTUTHYT YaCTUYHbINA OTBET (CHUMEHUE TUTPa UHMMOK-
Topa A0 1 BE), no3sonuBLLMiA NepeBecTy ero Ha npodun-
nakTuyeckoe BeefeHue KoHueHTpaTa FVII, y 19 yenosek
WHOYKLUMS UMMYHHON TONIePaHTHOCTU HE MPOBOAMNACH.
Y 10 (34%) n3 29 nauueHToB oTMeyarncsa XoTs Obl
1 3n1300 KU3HEYTPOMKAIOLLMX KPOBOTEYUEHWM, TaKMNX Kak
chopMupoBaHme 3abpioLLMHHbIX reMaToM (n = 4), BHyTpu-
yepenHble KpoBoTeueHus (n = 2), pasnuTas napasepTe-
BpanbHas rematoMa (n = 1), pasnuTas remaToma Lieu
(n = 1), noyeuHble KpoBoTeueHus (n = 2), KPOBOTEUEHMS
13 sKeMy[OoUHO-KMLLeuHoro TpakTa (n = 2), KoTopble

notpeboBanu rocnuTanusaumm, NPoBeLeHNS MaCCUBHOM
remMocTaTMyecKon u reMoTpaHCcy3MOHHON Tepanuu.
Mopasnsiowee 6onbwWHCTBO nauneHToB (86,2%
(95% OM 69,4-94,5)) TpeboBanu NOBTOPHbIX rOCMMTANN-
3aLMi NS KYNMPOBaHWA reMopparmyeckvx nposiBNeHuni,
MefonaHa obLiero KonuyecTsa AHEW, NPOBEAEHHbIX B
CTauuoHape B TeYeHWe rofa [0 HasHauyeHus Tepanum
aMuumaymabom, coctasuna 21 (MKP 16-51) geHb. U3
Hux 20 (80%) meTeit mposenu B cTauuoHape Gornee
14 pHeit, a 4 (16%) naumeHTa — bonee 90 gHel.

BornblimnHcTBO NauneHToB (n = 22; 76%) nonyyanm
npochunakTUYeckylo Tepanuio npenapaTtamu WyHTUPY-
joLLero gencteus He MeHee 1 roga, npu aToM 7 (24%)
YefloBEK — KOMBMHMPOBAHHYID Tepanuio aHTUMHIMbK-
TOPHbBIM KOAryfsiHTHbIM KOMIMSIEKCOM U aKTUBMPOBAHHbIM
3MTakorom anbda B CBA3M C He[OCTaTOUHON APHEKTUB-
HOCTblO MOHOTepanuu. ecatn (34%) nauvenTaM Bbina
YCTaHOBJIEHA CUCTEMA LIeHTPaIbHOr0 BEHO3HOr0 JOCTYnNa,
npu 37oM B 3 (30%) cryyasx Ha dpoHe MCrMonb3oBaHUs
pasBUIIUCb OCIOKHEHUS, NOTPeboBaBLUME ee yAaneHus.

Mpu pacueTe aHHyanM3MpPOBaHHbIX NOKasaTenen
4acCTOTbl KPOBOTEYEHMIA BbINO BbIABMEHO, YTO 0 Havana
npodunakTuyeckonm Tepanum smuumzymabom MYK
coctasuna 19,9 (95% W 15,4-26,1) snusopa, npu 3ToM
BONbLUIMHCTBO M3 HUX HOCUIN CMOHTaHHbIA XapaKTep
(TYCK 13,6 (95% OM 10,6-17,8) anusona) u Tpebo-
BafM LOMNOSTHUTENBHOMO BBEAEHUSA NPENAPaTOB LUYHTU-
pylowero peicteua (FTYKT 16,6 (95% ON 12,4-22,7)
anusopa). [locTaTouHo YacTo Habsioaanuch reMapTpo3b:
YKC cocTasuna 6,6 (95% O 4,7-9,7) snusopa. Bonee
MonoBuHbl naumeHTos (62,1% (95% OV 44,0-77,3))
MMESN CyCTaBbl-MULLIEHU, NpU 3ToM Y 34,5% (95% O
19,9-52,7) 13 Hux bbino nopameHo 2 cycTtasa u boree.

Takum obpasom, BONbLUMHCTBO MaUMEHTOB nepen
HayanoM npuMeHeHus aMuumsymaba mmenu KpanHe
Takenoe TeueHue A, Tpebyiollee He TOMbKO pery-
NAPHOW NpoduUNaKTUYeCKONW Tepanuu, HO U [OoMon-
HWTENbHOIrO BBEAEHUS MpenapaToB LUYHTMPYIOLLEro
LEeNCTBUA B Cllydyasix KPOBOTEUEHUS, B TOM uuclie B
ycnosusax cTaunoHapa. Mpu atom 10 (34%) n3 aTux
MaLMeHTOB MMENU B aHaMHEe3e XU3HeyrposawLme
KpoBOTEYeHUs1, a y He MeHee 28% peTei bbinm npobnemsl
C BEHO3HbIM AOCTYMOM WM OTCYTCTBOBasa BO3MOX-
HOCTb He3aMenMTeNbHO 0bpaTuTbCS K Bpauy. Heyameu-
TenbHO, YTo Haubonee yacTto (27 us 29 cnyvaes; 93%)
CPemu BedyLLMX OCHOBaHUIM N4 NepeBofa nauueHTa Ha
Tepanuio 3MuLM3yMaboM nevalune BpauM ykasblBanu
Heah(PeKTMBHOCTb MPOBOAUMON TEpanuu.

Mocne 4 HarpysouHbix [03 nopasnswwee 6onb-
LUMHCTBO NauueHToB (27 u3 29; 93%) nonyyanu exeHe-
LeNbHOE MOJOKOXHOE BBEefEeHWEe npernapaTa B A03e
1,5 Mr/kr, 2 Manbunka — B pexuMe 3 Mr/kr 1 pas B
2 Hep. Mepunana prutenbHOCTM HabropgeHnsa cocTaBmna
11 (MKP 7-13) mec, 1 nauueHT Habniopancs 1 Mec,
ocTalbHble — OT 4 Mec.
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Ha dhoHe Tepanuu amuumsymabom y Bcex b6es
WCKIIOYEHNA NauueHToB Habnioganocb 3HauuMMmoe
CHWKEHME uncna KpoBoTeueHuit (pucyHok 1, Tabnmua).

Mocne Havana nedyexnus aMuuUnsymabomM yactoTa
KpOBOTEUeHWt pesko cHusunack: YK Ha 98,9% (95%
N 97,4-99,6), TUKC Ha 99,4% (95% OW 95,8-99.9)
n TYKT Ha 98,9% (95% AWV 97,1-99,6) Be3 Kakux-
nMBo CNOHTaHHbIX KPOBOTEYEHUI B TeyeHune Habsio-
neHus (Megmana 11 (MKP 7-13) mec). HexkenaTenbHbIx
SBMEHUWA, KOTOpble NpuBENM Bbl K NpepbiBaHUIO UK
NpekpaLleHnio neyeHns amMuumnsymabom, sapernctpu-
poBaHo He bbino. OTMeueHo 4 (13,8%) anusopna npexo-
OALLe MOCTUHBEKLIMOHHON NTOKANbHOW MMNEPEMUM KOXM,
He NoTpeboBaBLLUMX NEYeHws.

[ononHuTenbHO BbINo NpoaHanuavpoBaHo BpeMS [0
NMepBOr0 KPOBOTEUEHUA Y MaLMEHTOB Ha dhoHe npodn-
NaKTUYeCKol Tepanuu aMuumnsyMabom (pucyHok 2).

Ha npoTtsikeHun 1 roga HabnoneHus BepoATHOCTb
MOSIHOr0 OTCYTCTBUA KakMx-Nnbo KpoBOTEUEHMI Ha
doHe npodhmnakTnuyeckoro nevenust coctaesuna 73,6%
(95% OW 57,1-94,8), npu 3TOM HanbosbLUMA adpdIeKT
HabniogaeTcs OTHOCUTENbHO PUCKa PasBUTUA remap-
Tpo3os (94,7% (95% [OW 85,2-100)). Tak, 3a nepuon
HabniogeHns NOCTTpaBMaTUYECKUIA FeMapTPO3 CIyYnncs
Bcero y 1 naumeHTa.

OBCYXAEHUE PE3YJIbTATOB UCCJIENOBAHUSA

PesynbTaTbl NpoBefeHHOr0 aHanu3a ABMAAITCA
NepBbIM MPeLCTaBfIEHNEM [aHHbIX N0 3PEKTUBHOCTU
1 Be3onacHoCTU NpUMeHeHUst aMULUM3yMaba y feten ¢
WI"A B peanbHo KIIMHUYECKOW NPaKTUKe Ha TeppUTOpUm
Poccuinickon ®epepaumnn. Tekyuwiaa pabota cuctema-
TU3MpoBana v LONOMHWNa B TOM unicne paHee onybnun-

PucyHok 1

Tabnuua

Pasnuuns B YacToTe KPOBOTEYEHUI Y NALIMEHTOB A0 M
nocne NpodmnakTMYeckomn Tepanum aMmLmM3yMabom

Table

Differences in bleeding rates between patients before and

after emicizumab prophylaxis

Lo Ha chone

npohunakTUKU  NPOhUNIaKTUKK
Mokaszarenb 3MuumsymaboM 3muuuaymabom
Parameter Before During

emicizumab emicizumab
prophylaxis prophylaxis

CpenHss MUK (95% ON) 19.9 .
Mgan ABR (95% Cl) ’ (15,4-26,1) 0.21 (0.08-0,42)
Menuana MUK (MKP) _ HI (0)
Median ABR (IQR) 18 (10-30) N/A (0)
% 0 KpoBoTEYEHWit (95% [IN) HM (0) .
°/: of prleeds (95% ClI) ’ N/A 79.3(61,6-90,2)
% 0-3 kposoTeueHus (95% A1) - _
“/: of 0—3pbleeds (95% Cl) ’ 6.9 (1.9-22.0) 100 (88,3-100)
Cpennsis MUYCK (95% OUN) 13,6 HIM (0)
Mean ASBR (95% Cl) (10,6-17,8) N/A (0)
Menwana MUCK (MKP) v HI (0)
Median ASBR (IQR) 10 (6,8-20) N/A (0)
% 0 kposoTeueHnit (95% AN) _ _
°/: of Opbleeds (95% Cl) ’ 3.6 (02-17.7) 100 (88,3-100)
% 0-3 kposoTeueHus (95% A1) W _
"/: of 0—3pbleeds (95% CI) ’ 7.1(2,0-22,6) 100 (88,3-100)
CpepnHss TYKT (95% OW) 16,6 HM (0,06-0,37)
Mean ABRRT (95% Cl) (12,4-22,7) N/A (0)
Menuana MYKT (MKP) » HIM (0)
Median ABRRT (IQR) 14 (7-24) N/A (0)
% 0 kposoTeueHnit (95% AN) - »
°/: of Opbleeds (95% Cl) ’ 5.4(02-17.2) 828 (655-92.4)
% 0-3 kposoTeueHns (95% W) _ _
% of 0-5 bleeds (95% CI) 10.3 (3.6-264) 100 (88,5-100)
Cpennsas MYKC (95% ON) » 0,034
Mgan AJBR (95% CI) ’ 6.6 (4.7-9.7) (0,002-0,15)
Mepuana MYKC (MKP) 5 (3-6) HI (0)
Median AJBR (IGR) N/A (0)
% 0 kposoTeueHnit (95% AN) _ w
°/: of Opbleeds (95% CI) ’ 10,3 (3.6-26.4)  96.6 (82.8-99.8)
% 0-3 kposoTeueHus (95% AN) 37,9 .
% of O—Spbleeds (95% Cl) ’ (22,7-56,0) 100 (88,3-100)

lMpumeyanwme. HIT— He npumeHnmo.

Notes. IQR - interquartile range; N/A — not applicable.

AHHyanuavpoBaHHble YacTOTbl KPOBOTEUEHUI Y MALMEHTOB O U Nocne NPohMNakTUYecKomn TepanMm aMnunsymabom

**—p < 0,001 o515 rMnNoTesbl O CHUKEHMM YaCTOTbl KPOBOTEUEHMI (MCMONb30BaH Z-KpuUTepuil ns Ko3ddouUmMeHTa oTpuLaTeSbHOM

BrHoMManbHoM perpeccuu); T — oLeHUTb He yaanoch 13-3a OTCYTCTBUS CMIOHTAHHbIX KPOBOTEUYEHUI Ha (hOHE Tepanuu aMULM3Y-

Mabom
Figure 1

Annualized bleeding rates before and after emicizumab prophylaxis
ABR - annualized bleeding rate; ASBR — annualized spontaneous bleeding rate; AJBR — annualized joint bleeding rate; ABRRT — annualized
bleeding rate for bleeds requiring additional therapy; Cl — confidence interval; *** — p < 0,001 for the hypothesis of a decrease in the frequency
of bleeding (using the Z-test for negative binomial regression coefficient); T — could not be assessed due to the absence of spontaneous

bleeds during therapy with emicizumab
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OPUTUHANbHBIE CTATbU

PucyHok 2

KyMynsaTuBHast BepOATHOCTb OTCYTCTBUSA KPOBOTEUYEHUN
y naumenToB ¢ VA, nonyyvatoLumx npodhunakTmyeckoe
ne4yeHune 3MVILI.VI3YM860M

Figure 2

Cumulative probability of no bleeding in patients with
hemophilia A and inhibitors treated with emicizumab
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KOBaHHble Clyyau MpWMeHeHWs JaHHOro npenapara
[10-14]. besycnoBHbIM OrpaHMYEHNEM UCCIEN0BaHNS
SIBNAETCS ero peTPOCMEKTMBHbIN XapakTep. Kpome Toro,
HENb3s1 He YUUTbIBATb BIUSHUA CIIOKMBLUENCS 3NMAEMUO-
NOTMYECKOW CUTYaLMW C NOTEHLMANbHBIM OrpaHUYeHNEM
MOBUNBHOCTW NaLMEHTOB U BO3MOKHbBIMU OrPaHUYEHUAMM
B NOnyyYeHMn ambynaTopHOM NOMOLLM Mnu obpaLLeHns K
Bpauy, UTO MO0 CKa3aTbCsl Ha OLIEHKe reMopparnyeckux
MPOSIBNEHNN y AeTei, KOTOPbIM MPOBOAMIACH Tepanus
aMuum3yMaboM. OpHako npu npoBefeHun ayauta 6onb-
LUMHCTBO Bpayei-pecrnoHOeHTOB yKasanu, YTto nauu-
EHTbl MENM BO3MOXHOCTb KaK O4HOr0, Tak MU 3a04HOro
(no TenedpoHy) obpalleHns 3a MEAULIMHCKOW MOMOLLbIO
(naHHble He nokasaHbl). PesynbTaTbl NMpoBEOEeHHOro
aHanu3a yKasblBaloT Ha BbICOKYI0 3pdeKTVBHOCTb Mpena-
paTa Ans NPodMIIaKTUKN KPOBOTEUYEHMUI, COMOCTaBUMYIO C
pesyrnbTatamMu KNuHUYeckux nccnenosanuit |l dhasbi [5-8]
1 coobLueHnaMu 3apybesHbix konner [15-22]. Mpu aTom
HeobXxoaMMo OTMETWTb, YTO UCCresyeMas KoropTa naum-
eHTOB bblifnla NpeacTaBneHa LeTbMU C TSKEMbIM U KpaiHe
TAXENbIM TeYeHNeM 3abonieBaHus, AN KOTOPbIX Npenapat
b1 Ha3HayeH B CBSI3W C HEKOHTPONMPYEMbIM FremMopparu-
YeckuM cuHLPOMoM. [lo Hayana Tepanuu aMMLUM3yMabom
24% nauneHTOB NOflyyanu KOMBUHUPOBaHHYIO Tepanuio
AHTUMHMMBUTOPHBIM KOArymnsHTHBIM KOMMIIEKCOM U aKTu-
BYPOBaHHbIM 3MTaKOroM asbdha B CBA3M C HeLOCTAaTOYHON
30h(PEKTVBHOCTLIO MOHOTEPANWUM MPENapaToM LUYHTUPY-
loLero gencTsus, 34% AeTei UMeNU B aHaMHe3e XKU3He-
YrposKaloLLie KpoBOTeUeHUs 1 He MeHee 28% — npobrembl
C BEHO3HbIM LOCTYMOM WM Y HAX OTCYTCTBOBara BO3MOMK-
HOCTb He3aMepnuTenbHO obpaTuTbeA K Bpauy. [opa-
Brisiiolee 6OMbLUMHCTBO NauneHToB (86,2% (95% OMU
69,4-94,5)) TpeboBanu NoBTOPHbIX rOCMUTaNM3aLNIA Ans

Mponopuus nauneHToB 6e3 KPOBOTEUEHMI
Proportion of patients without bleeding

MoTpeboBaBLuve neyeHns
Treated bleeds

"eMapTpo3bl
Hemarthroses

Kyn“pOBaHUsA reMopparnyeckux NposieneHnin. MiHtepecHo,
yTo B HaweWn koropTe YK Bbina HWKe, YeM B HefaBHO
onybnmkosaHHoM uccneposaHun J. Oldenburg n coasr.
[23], uTO, BEPOATHO, MOSKHO OBBSCHUTL PETPOCMEKTUBHBIM
XapakTepoM Hawero aHnanusa. [lo-BuanMoMy, 4acTtb
KpOBOTeuYeHnn, ocobeHHO He TpeboBaBLUMX Tepanuu, He
Bbinu yuTeHbl. HeCMOTPSA Ha MHMLMAnbHbIe NMokasaTenu
TSKECTM KPOBOTEUEHWUI, NMPOBEAeHWe npodhunakTuye-
CKOr0 J1IEYEHMSA 3MULIM3YMaboM NMO3BOSIUIIO PE3KO CHU3UTH
KOMMYECTBO KpoBoTeueHwin (pucyHok 1) Ha 98,9% (95%
N 97,4-99,6) n [obUTbCA NOMHOMO OTCYTCTBUS CMOH-
TaHHbIX KPOBOTEUEHU 3a Nepwof HabniopeHusi. Takum
0bpa3oM, MOXHO CKasaTb, YTO Ha3HauyeHHas Tepanus
npueBena K OOCTUKEHWIO BeCbMa aMBULMO3HON Lenu,
nocTtaefeHHon BcemupHol opranu3auuein remocunmm
[24], pake y neTeit ¢ TAMENbIM U KpaiHe TAXesbIM Teue-
Huem UMA. Ocoboro BHMMaHWS 3aCMy1BalOT pe3ynbTaThl
aHanusa KyMynaTMBHOM BEPOSITHOCTU Pa3BUTUSA KPOBO-
TeYEeHWI: HeYAMBUTESIBHO, YTO C TEYEHWEM BPEMEHMU LLIAHC
BCTPETUTb MaumeHTa XoTs bbl ¢ 1 ann3040M KPOBOTEUEHMSA
BO3pacTaeT, OHaKO MosyyYeHHble AaHHbIE MOLTBEPXKOAIOT,
4yTO nopasnsioLLee BOMbLUMHCTBO BOMbHBLIX BOOBLLE He
UMeloT KpoBoTeUeHwi. C yueToM onybIMKOBaHHbIX faHHbIX
HEemnb3f He pacCcUUTbIBaTb HA MOCTEMEHHOE YMEHbLLIEeHNe
KONMMYecTBa KPOBOTEYEHMWI, yny4ylleHune yHKLMO-
HanbHOrO COCTOSIHWSI MALMEHTOB, KOTOPbIM NPOBOAMTCS
Tepanusa aMuUM3yMaboM, ¢ TeueHneM BpeMenu [25], uto
KOCBEHHO MOLATBEPXAAETCH U HALLMMKU pe3ynbTaTaMu: Ha
MOMEHT Hauana Tepanuu amuumsymabom MYCK cocta-
Buna 6,6 anusoga (95% N 4,7-9,7) v 62,1% (95% O
44,0-77,3) »Menu cycTaBbl-MULLIEHW, Npy 3TOM Y 34,5%
(95% 0N 19,9-52,7) 3 Hux Bbinio nopaseHo 2 cycTasa
n 6onee (86,2% (95% OV 69,4-94,5)), B To BpeMs Kak
3a Becb nepuop, HabnogeHus Ha dhoHe Tepanumn AMULU3Y-
MaboM MYKC cHuamunack Ha 99,4% (95% 0N 95,8-99,9), a
remMapTpo3bl OTCYTCTBOBaNM y 96,6% (82,8-99,8) meteit.

B xope Bcero nepviona HabnogeHyst HexenartesnbHble
ABfIeHWs, KOTOpble NpuBenu Bbl K NpepbiBaHMIO UK
NPeKpPaLLEHMIO NeYeHNs 3MMLM3YyMaboM, 3aperncTpupo-
BaHbl He Bbink, YTO cornmacyeTcs ¢ AaHHLIMKU HEAABHO Npef-
CTaBMEHHbIX Pe3yNbTaToB aHanmsa uccnenosanns STASEY
[26], B KOoTOpOE BbinK BKITlOYeHbl 193 nauventa ¢ VA B
BO3pacTe cTapLue 12 neT, KOTOpbIM NPOBOAMIIach Npodhm-
naKTUJyeckas Tepanusi aMuuusyMabom B peskume 1 pas B
1 Hep. B paHHOM paboTe yacToTa HeskenaTenbHbIX ABMEHWH,
MOBJIEKLLNX OTMEHY UM MOAMDUKALIMIO Tepanum, a TaKske
BbIXO, 13 UCCrefoBaHus He npe.bituana 3,1%.

3AKJTIOYEHUE

MonyyeHHble HaMU pesynbTaTbl MOATBEPXKAAIOT, UTO
B YCIOBWSX pearnbHON KIIMHUYECKON MPaKTVKK Tepanus
aMuumnsymabom siensetcst bonee adppexTuBHLIM 1 Be3o-
NacHbIM METOAOM fleyeHUs y LETEN C TSKeNbIM U KpaitHe
TSKEeMbIM TeveHreM VA, no3BOMSIOLLMM KayeCTBEHHO
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M3MEHUTb UX XKNU3Hb 3a CYET BbIPaXEHHOIo0 CHUXEeHUA

KonnyecTBa KpOBOTeHeHMI;I.

UCTOYHUK ®UHAHCUPOBAHUSA
He ykasaH.

KOH®MUKT UHTEPECOB
ABTOPbI CTaTb¥ NMOLTBEPANMN OTCYTCTBME KOH(PIMKTA UHTEPECOB, O KO-
TOPOM Heobxo[nMO COOBLLMT.
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