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dapMaKkokuMHeTUYECKUE NnapaMeTpbl
NPMMeHeHns CUMOKTOKora anbcga

y Aeteun ¢ remochunuen A

6e3 MHrMbuTopoB B peanbHOM
KINMTMHMYECKOU NpPaKTUKe

M.A. XKapkog?, [.5. ®nopuHckuitl, E.3. LLnnnep?

1QIrbY «HaumoHanbHbIf MEeAUUMHCKWI MCCIeR0BATENbCKUI LIEHTP AETCKOM reMaTosiorum, OHKOorn
n ummyHonorum uM. [imutpua Porayesa» Munagpasa Poccun, Mocksa
2['6Y3 MO «[logonbckas netckas 6onbHuLa», [lononbek

OnbIT NPUMEHEHNSI CUMOKTOKOra anbda y aeTeit ¢ remocbunveit A 6e3 uHrnbutopos (I"A) B pearbHoi
KIIMHUYECKOW NPaKTUKe Ha TEePPUTOPUK HaLLEe CTPaHbl HEMHOTOUUCIIEH W NPEACTABIEH ONUCAHWEM
eAMHNYHBIX crnyvyaeB 6e3 oueHKM dpapMakokMHeTnYeckux napameTtpos. Llenb uccneposanns —
OLEHNTb hapMaKOKMHETUYECKME NapaMeTpbl NPU UCMONb30BaHUM CUMOKTOKOra anbda y aeten ¢
["A B peanbHON KIIMHNYECKOW NpakTuke. MpoBEeAEH PETPOCMNEKTUBHBIA aHanmn3 AaHHbIX MEOULIMHCKON
AOKyMeHTaumu geter ¢ ['A, nonyyasLUMX CUMOKTOKOT afnibcha B YCnoBusx oaHoro LleHTpa Ha Tepputopum
Poccwiickon ®epepaumn. Takxe oueHMBanucCh crepyiolime hapMakoOKMHETUYECKME NapaMeTpbl Ha
choHe BBEAeHMs CUMOKTOKOra anba (Sysmex 2000): aktusHoCTb dhakTopa VIl Lo MOMeHTa BBeaeHus
npenaparta, yepes 4 u u 24 u 0T MOMEHTa BBEAEHUS KOHLEeHTpaTa (OLHOCTAAMMHBIN KNOTTUHIOBBIN
MeTop onpenenexuns ¢ Pathromtin SL). Bce nonyyeHHble napameTpbl 6biniv BBEAEHbI B N1aThopMy asis
pacueta thapMakokuHeTuyeckux napametpos WAPPS-Hemo, koTopble B AanbHelLLeM UCnonb30Banmchb
ANSA onpefeneHns 0KMaaeEMON aKTUBHOCTM BBOAMMOro dpakTopa. [laHHoe nccneposaHve He Tpebosano
0A00peHNs 3TUYECKUM KOMUTETOM, Tak Kak Obifin MCrnonb3oBaHbl 0600LLEHHbIE PETPOCNEKTUBHbIE
AenepcoHnmUMpoBaHHble AaHHble, MOSyYEHHble B XOAe PYTUHHOW KIIMHWYECKOW MpaKTuku. B
nccnenoBaHue BOWM 8 NaUMEHTOB C TSKENON U cpepnHeTskenon MA. MegmaHa Bo3pacTa Ha MOMEHT
npoBefeHVs hapMaKOKMHETHKM cocTasuna 9 net 6 Mecaues. Y bonblunHcTBa naumeHTos 1 ME/kr
CMMOKTOKOra anbda npmMBOAWI K NOBbILLEHWIO aKTUBHOCTY dhakTopa bonee yeM Ha 1%, MakcMarnbHble
3HaueHus coctasuim 1,7%, MuHMManbHble — 0,82%. YeTbipe nauneHTa nonyyanu ageksaTHYO 403y
KoHUeHTpaTa dakTopa (43-50 ME/kr), npu aTom 1 pebeHok — HepocTaTouHyio fo3y (22 ME/kr) n 3 —
Bbicokue 103bl (60 ME/kr, 71 ME/Kr n 95 ME/Kr) cumokToKora anbga. MeamaHa cbanaHcMpoBaHHOMO
pacuyeTHOro nepuopa nonysbiBefeHus gpaktopa coctaeuna 11,75 u. MepnuaHa cbanaHcupoBaHHOro
pacueTa BpeMeHu 10 [OCTVMEHUS NaLumMeHToM akTneHocTn 5% (0,05 ME/mn) — 53,5 4, 2% (0,02 ME/mn;
n=5)-71,54, 1% (0,01 ME/mn1; n = 3) — 82,5 u. icxops 3 npeacTaBfieHHbIX Pe3ysibTaToB, MoslyYeHHbIX
B pearnbHOW KIIMHUYECKON NpaKTUKe, CUMOKTOKOT anba MoskeT 3h(PeKTUBHO NPUMEHATLCS Y AeTEN C
["A B kayecTBe NPohMNaKTUYECKoro npenapaTa B pexuMe yepes fieHb B LieSIaX AOCTUKEHUS BbICOKON
OCTaTOuUHON akTUBHOCTU (He MeHee 5%) Un Yepes ABa [HS Ha TPETUIM ANA CHUKEHMUS KONMUecTsa
MHBEKUMI Ha hoHe ocTaTouHow akTuBHOCTU dhakTopa VIl He MeHee 1%.

KnioueBble cnoBa: CMMOKTOKOr anbgha, remochunms A, KpoBoTeyeHus, 6€30nNacHOCTb, AeTH,
npochunaxkTuka
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Pharmacokinetic parameters of simoctocog alfa in children
with hemophilia A without inhibitors in real clinical practice

P.A. Zharkov?, D.B. Florinskiy?, E.E. Shiller?

1The Dmitry Rogachev National Medical Research Center of Pediatric Hematology, Oncology and Immunology of Ministry of Healthcare of the
Russian Federation, Moscow
?Podolsk Children Hospital, Podolsk

In our country, experience in using simoctocog alfa in children with hemophilia A (HA) without inhibitors in real clinical practice is
scarce and limited to few case reports without pharmacokinetic analysis. Aim of the study: to investigate the pharmacokinetics of
simoctocog alfa in children with HA in real clinical practice. We carried out a retrospective analysis of data from medical records
of children with HA treated with simoctocog alfa at a single healthcare center in the Russian Federation. For pharmacokinetic
characterization of simoctocog alfa, we also measured the following parameters using the Sysmex 2000 Hematology System:
factor VIII activity before the administration of simoctocog alfa, and then 4 hours and 24 hours after the infusion (one-stage
clotting assay performed with Pathromtin SL reagent). All measured values were entered into the WAPPS-Hemo platform for
the estimation of pharmacokinetic parameters, which were then used to calculate the expected activity of the deficient factor.
Ethics committee approval was not required for this study because it involved the use of aggregated retrospective data from
routine clinical practice that were fully anonymized. The study included 8 patients with severe and moderate HA. The median
age at the time of pharmacokinetic study was 9 years 6 months. In most patients, 1 IU/kg of simoctocog alfa led to an increase
in factor VI activity of more than 1%; the maximum and the minimum values were 1.7% and 0.82%, respectively. Four patients
received adequate doses of factor concentrate (43-50 IU/Kg), 1 patient received factor concentrate at an insufficient dose
(22 1U/kg), and 3 patients received high doses of simoctocog alfa (60 1U/kg, 71 IU/kg and 95 IU/kg). The median ‘balanced’ half-
life estimate for FVIIl was 11.75 hours. The median ‘balanced’ estimates of time to reach 5% FVIII activity (0.05 IU/mL), 2%
activity (0.02 IU/mL) (n = 5) and 1% activity (0.01 IU/mL) (n = 3) were 53.5 hours, 71.5 hours and 82.5 hours, respectively. Our
results obtained in clinical settings demonstrate that simoctocog alfa can be effectively used for prophylaxis in children with
HA without inhibitors. It can be administered every other day to achieve high residual activity (at least 5%) or every third day in
patients with FVIIl residual activity of at least 1% in order to reduce the number of injections.
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FfematTonorwus

nocrnegHee BPeMsi MOXKHO Habriogatb CTpeMu-

TeNbHbIA POCT ONUMIA Tepanun NaLMeHTOB C remMo-

counmeir A (IA) [1, 2]. BoaMoskeH BbiBop Mexay
nnasMaTUYeCKUMU U PEKOMBMHAHTHBIMU KOHLEeHTpa-
Tamu haKTopa, MeXay KOHLEHTpaTaMun C YANTMHEHHbIM
nepvoLoM MNOMyBbIBEAEHNUA U HEDAKTOPHOW Tepanuen
aMuumaymabom [3]. Paseutue reqHoin u pebanaHcupy-
IOLLIEN Tepanuu TaksKe NpeacTaBnseT 6onbLIo NpopbIB
B 06/1aCTU LOCTUXEHNS KOHTPOMSA 38 KPOBOTOUMBOCTbIO
[4, 5].

CumokToKor anbda (Hyewk, Oktacbapma, LLseuws)
ABnAeTca pekoMbuHaHTHbIM chaktopom VI (FVIII) 4-ro
MOKOJIEHNA, NPOAYLUMPYEMBIM Ha KIETOYHbIX JUHUAX
aMbBpuoHarnbHOM MoYkK yerioBeka (KneTkn HEK293F).
HyBuWK sABNsieTCS MOMHOCTbIO Cy/bd)aTUPOBaHHBIM, YTO
obecneynBaeT BLICOKOE CPOACTBO K LIMPRYNUPYIOLLEMY
chakTopy BunnebpaHpa, copepskut TOMbKO YenoBeve-
CKME [NIVKaHbl, B CBA3N C YEM JIMLIEH MOTEHLMANbHO
aHTWUIeHHbIX 3MNWUTOMOB, MPUCYTCTBYIOLLMX B pEKOMOU-
HaHTHbIX KOHLUEHTpaTax, MOSyYEHHbIX Ha KNETOYHON
NuUHKMM xoMsaKka. CMMOKTOKOr anbda nokasan CBo
3addpekTMBHOCTL M BesonacHOCTb B kauecTBe npenapaTta
A5 NPOodNNaKTUYECKOrO IEYEHNS B LIENSX KYMMPOBaHNS
KPOBOTEYEHWI U MPW XMPYPrMYECKMX BMeLLaTeNbCTBax
y neTeit v B3pocnbix [6]. NaHHbIM npenapat 3aperu-
CTPUPOBaH Ha TeppuTOpuM Halueln cTpaHbl B 2016 1. u
BHELPEH B KMMHWUYECKyIo NpakTuky B 2018 r. [7]. Ha
AaHHbIA MOMEHT npenapaT PeKOMEHA0BaH ANS neYeHns
M NPOOMNaKTUKM KPOBOTEYEHMIN Yy naumeHToB ¢ A
niobbix Bo3pacTHbIx rpynn [8]. TeM He MeHee maHHbIX
Mo peanbHbiM (DapMaKOKMHETUYECKMM MapaMeTpaMm u
3P PeKTUBHOCTM AAHHOIO KOHLIEHTPaTa KpaitHe Mano [9,
10], Ha TeppuTopumn Poccuiickoit denepaumm oHM BOBCE
He NpeacTaBlieHbl.

Llenb paHHoro uccnepoBaHusa — ouleHka cdapma-
KOKMHETUYECKUX MNapaMeTpoB npodunakTunye-
CKOrO MPMMEHEeHUs CUMOKTOKOra anbda y Aeten
C TAXenbIM U cpefHeTsaenbiM TeyenuneM A 6Bes
MHrMBUTOPOB.

MATEPUAIbI N METO[bl NCCNEOBAHUA

WccnepoBaHWe HOCUO PETPOCTNEKTMBHbBIN XapaKTep
¥ NpencTaBnsano cobol MOHOLEHTPOBBIN aHaNW3 aHHbIX
MEOMLMHCKON [OKYMEHTaLUWW OEeTEN C TSKENON U Cpea-
HeTsxenon A, KoTopbiM Bbina HasHaueHa npodunak-
TUUYecKasi Tepanus npenapaToM CUMOKTOKOr anbga
(Hysuk, Oktacpapma, LlBeums). Bbinum cobpaHbl u
MpoaHanu3npoBaHbl AaHHble 0 BO3pacTe M Bece nmauu-
€HTa, 403e MpenapaTa, KoNMyecTBe KPOBOTEUYEHUI Ha
Tepanuu CUMOKTOKOroM anbdpa. [Ina oueHKn napame-
TPOB (hapMaKOKMHETUKMN UCMOMb30Ban1Ch CrepyoLme
TOYKM: akTuBHOCTL FVIII B0 MOMeHTa BBeLEHNSA KOHLIEH-
Tpata, nanee yepes 4 u (pasbpoc ot 3:55 10 4:45) n 24 y
(pa3bpoc ot 24:05 mo 25:20) oT MOMeHTa BBeaeHus
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npenaparta. [lanee Bce NonyyeHHble NapameTpbl bbinn
npoaHanuaupoBaHbl Ha nnatgopme WAPPS-Hemo.
OueHuBancsa pacueT BpemMeHu o foctuskenunsa 0,05 ME/mn,
0,02 ME/mn v 0,01 ME/Mn, a Takske nepuop nosysbi-
BeaeHusi (0CTOPOMHbINA, cBanaHCUpPOBaHHbIA U ONTUMMU-
CTMYHbIN cueHapwit). OToenbHo Bbin NOCTPoeH rpadhunk
pacueTa hapMaKOKUHETUKY.

NarHoe nccneposanune He Tpebosano opobpeHus
3TUYECKMM KOMUTETOM, TaK Kak Bblnn MCMonb3oBaHbl
0606LLeHHbIe peTPOCNEKTUBHbIE AenepcoHMdULnpo-
BaHHble JaHHble, MOMYyYeHHble B XOA4e PYTUHHOM KIUHU-
YECKOW MPaKTUKM.

PE3YJIbTATbI UCCITIELOBAHUA

B TekyLlee nccnenosaHne Bbiny BKIIOYEHb! JaHHbIE
8 ManbuukoB ¢ HacnefncTBeHHoW ITA, KOTOpbIM NPOBO-
ounacbk npodmnakTuyeckas Tepanvs CUMOKTOKOrOM
anbda. MegnaHa Bo3pacTa Ha MOMEHT NPOBEAEHUS
hapMaKOKMHETMYECKOr0 UCCef0BaHNa CoCTaBuma
9 net 6 Mecsaues (pasbpoc ot 8 no 17 nert). Y Bcex
nauMeHToB Obln BbICTABNEH AMArHO3 TAXEN0N Wn
cpenHeTskenon A. Bce mauueHTbl HaxoouMnuch
Bonee roga Ha TepanuMu CMMOKTOKOIroM anbda 1 Ha
MOMEHT NpOBefeHUsA UCCNefoBaHUA UMENWU OTpu-
LuaTenbHble 3HauyeHusa uHrubutopa K FVIII (MeHee
0,6 eannuubl betespna). M3 HMx 4 naumeHTa nony-
Yyanu KOHLEHTPaT B peuMe yepes [Ba [AHA Ha TpeTun
n 4 — B peskuMe 2 pasa/Heq. 3a nocneaHwid rof y nauu-
eHTa Nel Habniopanoce bonee 3 remMapTpo3oB, y nauu-
eHToB Ne3 un Ned4 — no 1 reMapTposy, y oCTanbHbIX
OeTeln 3HauMMbIX KpoBOTeYeHWN He bbino. lMapa-
MeTpbl, UCCIefoBaHHble Y NaUWEHTOB, NPEACTaBMEHbI
B Tabrmue 1.

Ha ocHOBaHWMM MOMyYEHHbIX AAHHLIX Yy BCEX Mauu-
€HTOB OTMeuaeTcs nosblleHne akTusHocTn FVIII yepes
4 4y oT MOMeHTa BBefeHus npenapaTta. Y BonbLUMH-
cTBa getent 1 ME/Kr cMOKTOKOra anbdpa npusoams K
MOBBILLIEHMIO aKTUBHOCTK dhakTopa bonee uem Ha 1%,
MaKCcUMarnbHble 3HayeHus coctasunu 1,7%, MuHK-
ManbHble — 0,82%. YeTbipe naumeHTa nonyvyanu agek-
BaTHYI0 003y KOHLUeHTpaTa dpaktopa (43-50 ME/Kr),
npu 3toM 1 pebeHOK — HepoCTaTOYHYlO AO3Y
(22 ME/kr) n 3 — Bbicokue posbl (60 ME/kr, 71 ME/kr u
95 ME/Kr) cuMokToKora anbda. Yepes 24 4 oT MoMeHTa
BBEJEHNS KOHLIEHTPATa TakXe MoYTH y BCeX NauneHTOoB
Habniopanack Bbicokas aktueHocTb FVII, B 6 cnyyasx —
bonee 25% (Tabrmua 1). PesynbTaTbl, NOMyyeHHble Ans
KaKOOro maumeHTa npu NoMOLUM pacyeTHOM dhapMako-
KnHeTWKM npunoxenns WAPPS-HEMO, npefcTaBneHsl
Ha pUCYHKE.

MenunaHa cbanaHCMpOBaHHOIrO pacyeTHOro
nepuopa nonysbiBefeHns dpaktopa coctasuna 11,75
(rabnuua 2). MegmaHa cbanaHcMpoBaHHOrO pacueTa
BPEMEHN [0 [LOCTUMKEHWUA MaLMEHTOM aKTUBHOCTM
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Tabnuua 1
MapaMeTpbl hapMaKOKUHETUKM
Table 1
Pharmacokinetic parameters
AKTUBHOCTb AKTMBHOCTb
MoBbiweHne
Nauvent (6asoBass  Bos- I‘:A\;(ﬂrsgt’:ag’_ FVllluepes 4y FVllluepes 244 ooy cyyok-  flosa cumok-  FVII nocne ese-
aKTUBHOCTb pacr, A OIRoRcHT OT MOMEHTA r4u0ra anbtha,  TOKOra anbda, AeHus
FVIII, %) rombl i e T A R e e ME ME/kr 1 ME/kr, %
Patient (baseline Age, P\ﬂﬁg?t)i\a/-il;s’beo- :ﬁﬁa;?;v i{‘; Facli.:l:rp\:/:‘l.lrlaa,cfi’vity Dose of simocto- Dose of simocoto-  FVIIl recovery
RVilliactiiity. %) years fore infusion, % 4 hours post 24 hours post in- cog alfa, IU cog alfa, IU/kg afiﬁzzii;U‘{/rg
infusion, % fusion, % !
Nel (< 1) 8 0,5 20,1 9,6 500 22 0,89
Ne2 (< 1) 15 0.8 55,6 13,2 3000 47 1,16
No3 (< 1) 8 2,4 80,4 26,9 2000 95 0,82
Nod (< 1) 8 1,3 96,8 32,9 2000 71 1,34
No5 (< 1) 10 0,5 75 30,7 3000 60 1,16
No6 (< 1) 17 1 74,5 30,5 4000 50 1,47
Ne7 (4,5) 16 9 60,9 30,7 3000 43 1,2
Ne8 (4,8) 9 20 94 47,6 2000 43 1,7
5% (0,05 ME/mMn) — 53,5 u. Y 2 nocrneaHunx naumeHToB Tabnuua 2
(Ne7 1 Ne8) oHa He Bbinia paccunTaHa, Tak Kak UX akTUB- PacueTHbIit nepuop nonysbiBeaeHns draktopa (u)
Table 2
HOCTb 0 BBEAEHWA KOHLIEHTPaTa (hakTopa cocTasuna Estimated half-life of factor VIl concentrate (h)
bonee 5% (rabrmuya 3). MegunaHa cbanaHcUpoBaHHOMO CHanaHcH-
pacueta BPEMEHM [0 AOCTUMKEHWUSA MaLUWEHTOM aKTUB- gj‘t‘i‘:net“ %%L‘;g?j';ﬂt‘e" praHHbIFI O"Tg;?,f]m}‘c“”“
o . _ alanced
HocTn 2% (0,02 ME/mMn; n = 5) coctasuna 71,5 u Nol 108 3 m
0 . — _ = 2
(naHHble He npencTasnexbl), 1% (0,01 ME/mn; n = 3) No2 8.5 10 12
82,5 u (maHHble He NpencTaBneHsbl). No3 8.5 10.25 12.25
No4 9,25 10,75 12,5
OBCYXXOEHUE PE3YJIbTATOB UCCJIEAOBAHUA Ne5 10 11,75 13,5
Nob 10 11,75 13,75
MpencTaBneHHble pe3ynbTaTbl ABMAIOTCA NEPBbIM e oo Lot L
nccrefoBaHMeM (PapMaKOKMHETMYECKUX napame- Ne8 10 14.25 20,75
TPOB CMMOKTOKOra anba B LETCKOW KOropTe nauu- Tabnuua 3

eHTOB C ['A 6e3 MHIMBUTOPOB B peanbHOM KIMHUYECKOM
npakTuke Ha TeppuTopuu Poccuitickon ®Pepepaumnu.
[MonyyeHHble QaHHble LEMOHCTPUPYIOT afAeKBaTHbIN
NpoLeHT nosblleHns aktusHocT FVIII nocne BBepeHus
1 ME/Kr KoHueHTpaTa. ¥ 6 n3 8 uenosek 1 ME/kr
NpWUBOAWMIT K NOBbILLEHMIO akTuBHOCTHM FVIII Bonee ueM Ha
1%. lNo paHHbIM NUTepaTypbl N3BECTHO, UTO CTaHAAPTHas
[o3a KoHueHTtpata FVIIl 1 ME/Kr nonskHa npusoauTb K
nosbllleHnio aktusHocTn FVIII npubnuantensHo Ha 2%,
OfHaKO 3TOT NapaMeTp PacCyMTaH Ha B3POCIION KoropTe
nauvenTos [10]. Y peTeit HabniogaloTcs MeHee BbICOKME
3HaueHus NoBblLLeHKs akTuBHocTU FVIII nocne nHdpysum
KoHueHTpaTa [11, 12]. B Haweit KoropTe MeamaHa
BO3pacTa cocTaBusa 9 neT u 6 MecsLeB, TakuM 0bpa3oM,
nosbieHne akTuHocTU FVIII Ha 1% nocne BBeneHuA
1 ME/Kr KOHLEHTpaTa MOMHO NMpU3HaTb YAOBMNETBOPU-
TenbHbIM. [1py CPaBHEHUW OaHHbIX, MOSTYYEHHbIX B XOA€
Hallero UCCreaoBaHusi, C AaHHbIMW MO hapMaKOKMHe-
Tuke HyBuka B GENA-13, Takke Ha 0ETCKOW nonynsumu,
HabniogaeTcs cnefyiollas kaptuHa: B GENA-13 otMeueH
Boree BbICOKWIt NPoLEHT BoccTaHoBmneHus (1,37-1,78%)
[13].

MenunaHa cbanaHCMpPOBAHHOINO pacyeTHOro
nepuopga nonyebiBefeHUsa akTopa cocTtaBuna 11,75
4, UTO TaKKe ABMSAETCA OXMAAEMbIM Y MaLMEeHTOB Ha

PacueTHbIit Nepuo NOCTUKEHMA NaLIMEHTOM aKTUBHO-
c™ 5% (0,05 ME/mn)

Table 3
Estimated time to 5% FVIIl activity (0.05 IU/mL) (h)
MaumeHT  OCTOPOMHBIN CGanchu'— ONTUMUCTUYHBIN
Patient Conservative pé)BaHHbIM Optimistic
alanced

Nol 29,5 34,25 39,5

No2 34,25 39 44,5

Ne3 48,5 55,75 64

No4 48,25 54 60,25

No5 47,5 5% 59,25

Neb 48,25 54 60,5
Mpumeyanue. Mo nauneHTam Ne7 u No8 naHHbIe He MosydYeHbl N0 TEXHUYECKUM
npuynHam.

Note. Data for patients 7 and 8 are not available due to technical reasons.

Tepanuu pakTopoM CO CTaHOapTHbIM MEPUOLOM Mony-
BbiBEeHWs oT 8 1o 12 y ana s3pocroi nonynsaumm [4].
Y petei Habniogaetcsa Bonee BbICOKMIA KIIMPEHC BBOAMW-
MOro KoHLeHTpaTa [11], B CBA3M C YeM 3HaUeHWe OKOSI0
12 4 aBnsieTcsa [OCTOWHbIM pesynbTaToM. [lpu cpas-
HeHWUK coBCTBEHHbIX faHHbIX ¢ GENA-03 (Takwe peTckas
nonynauusa, HyBuK) pesynbTaTbl MOYTU MAEHTUUHBI —
9,73 + 2,69 u [13]. OgHako y B3POCIbIX MaLMEHTOB
Ha Tepanuu CUMMOKTOKOroM anbca Habniopaetcs
Bonee pnuTenbHbIN Nepwog nonysbiBefeHus — 17,1 y
(GENA-01) [13], uTo CpaBHMMO C MPOSOHTMPOBAHHbLIMM
KOHLieHTpaTaMu hakTopa [14].
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PucyHok

CDapMaKOKVIHeTVIKa naunMeHTOoB, BKIOYEHHbIX B UCCllefoBaHne

IV — poBepuTenbHbI MHTEpBan
Figure

The pharmacokinetics of the patients included in the study

Cl - confidence interval
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OPUTUHAJNIbHBIE CTATbU

MepnuaHa cbanaHcHpoBaHHOMO pacyeTa BPEMEHU A0
[OCTUKEeHUs NaumeHToM akTueHocT 5% (0,05 ME/Mn)
cocTasuna 53,5 4, N03TOMY Mbl C YBEPEHHOCTbIO MOXKEM
rOBOPUTb, YTO Y AeTel Ha Tepanuu AaHHbIM KOHLEH-
TPaTOM NpuU pexuMe NpodnIakTUUECKOr0 BBELEHUS
uepes fieHb Bcerfa byneTt noaaepXmMBaTbCs aKTUBHOCTb
FVIIl e meHee 5%, 1 TakuM 0bpa3oM NaumeHT nepe-
X0AMT B rpynny DonbHbIX C fIerkoi reModomnueit, ons
KOTOPbIX HeXapaKTepHa CMOHTaHHas KpOBOTOYMBOCTb
[15]. Mpu aToM MeamaHa cbanaHcMpoBaHHOTO pacueTa
BPEMEHU [0 LOCTUMKEHUA MALUMEHTOM aKTUBHOCTM
2% (0,02 ME/Mn; n="5) cocTasuna 71,54, 1% (0,01 ME/Mn;
n = 3) — 82,5 u, TaknM 06pa3oM, YTOObI NoOAAEPsKN-
BaTb aKTUBHOCTb AedpmunTHOro dpaktopa bonee 1-2%
BO3MOXHO BBEe[leHMe KOHLEeHTpaTa uyepe3 ABa AHA
Ha TpeTui, OfHAKO B JaHHOM clyyae nauueHT bygeT
HaxoauTbCca He MeHee 18 u c aKTUBHOCTbIO pedu-
uuTHoro dakTopa MeHee 5%, uTo He no3BonseT
[obUTbCA NOTHOFO OTCYTCTBUSA CMOHTAHHOM KPOBO-
ToumsocTn [15]. ¥ B3pOCnON KOropThl MauUMEHTOB Ha
Tepanuu CUMOKTOKOroMm anbda ypanocb [OCTUYb
3HAUMMOrO COKPALLEHUs KONMMYeCcTBa UHbekumit (y
57% nauneHTOB BBefeHME KOHLUEHTpaTa He valle
2 pas/Hen) [13].

Mpy 3TOM CTOWT OTAENBHO CKas3aTb, YTO BCE Mauu-
€HTbl, MPeACTaBfEHHbIE B JaHHOM aHanuse, BBOAWUIIM
thakTop Nnbo B pexuMe 2 pasa/Hed, nubo yepes aga
OHS Ha TPeTW:, U, HECMOTPSA Ha MNOSyYeHHble pe3yrib-
TaTbl PapMaKOKMHETUKHU, 3HAUMMblE KPOBOTEYEHUS
Habmopanuce nuwb y 1 naumeHTa Ha npodhmnakTuye-
CKOM Tepanuu B HeOCTaTOYHOW fo3e. Bce ocTanbHble
NauMeHTbl He pa3BMBanM 3HAYMMOW KPOBOTOUMBOCTH U
BbInW yOOBNETBOPEHbI PEXXUMOM Tepanuu.

lMpy conocTaBneHUM NOMYyYEHHbIX JaHHbIX C pe3yrb-
TaTaMu MPUMEHEHUss PeKOMBUHAHTHOrO KOHLEH-
Tpata CO CTaHLapPTHbIM MEpPUOAOM MOJyBbIBEAEHUS
AngeiiT (nepvoa nonyebiBefeHWs B rpynmne nauuMeHTOB
2-12 net cocTaBun 9,95 4, B rpynne nauvMeHTOB
12-16 net — 12,27 u) HyBuk neMoHcTpupyeT bonee
ONUTenbHbIN Nepuon nonyBbiBeAeHUA dakTopa
(11,75 y) [16].

Mpu cpaBHeHUN hapMaKOKMHETUYECKUX Napame-
TPOB NaLUMEHTOB, BKIMIOYEHHbIX B Hallle MCCIefoBaHue,
C OaHHbIMW OETCKOW MonynsumMn Ha Tepanum 3¢oMopoK-

TOKOroM anbga (MPoSIOHrMPOBaHHbIA KoHLeHTpaT FVIII)
OTMeueHo crepyollee: nepuof nonyesbisegeHuns FVIII
Ha 3chMOpoKTOKOore anbda y aeten Ao 6 net cocTaBun
12,3 v, 6-11 net — 13,5 u, 12-17 net — 16 4 1 BO
B3pocnon rpynne ctapwe 15 net — 19 u. Takum obpasom,
B Fpymnne MauneHToB, KOTOPas MakCUManbHO npubnu-
)KEHa K Hallel No MefuaHe Bo3pacTa, Nepuog nosyBbi-
BefeHus coctasun 13,5 u, UTo CONOCTaABMMO C TaKOBbIM
y CMMOKTOKOra anbda [14, 17].

B Hawel rpynne naumMeHToB Ha Tepanuu CUMOK-
TOKOroM anbda He O0TMEevyanocCb HeXenaTenbHbIX
ABNEHUNA, aHahUNaKTUYECKMX peaKLUUii U NPOPbIBHbIX
KPOBOTEYEHUI.

3AKJIOYEHUE

CuMoKTOKOr anba NpooeMOHCTPUPOBan XopoLuve
pe3ynbTaTbl hapMakoKMHETUKM Y fneTel. BBeneHue
CTaHOapTHbIX 003 KOHLeHTpaTa no3BosifeT Jobutbcs
nepvoga nonyBbiBefeHusi, HBIM3KOr0 K TaKOBOMY Mpu
MCMNOMb30BaHUM MPOSTIOHTMPOBAHHbLIX KOHLEHTPATOB.
HyBMK pekoMeHayeTCs K UCMOMb30BaHMIO Y NaLMEHTOB
c A 6e3 nHrnbuTopoB B KauyecTBe NpodunakTnue-
CKOro MpenapaTta B pesvMe Yepes AeHb B LieNsax AoCTu-
EHUS BbICOKOW OCTATOUHOM aKTUBHOCTM (He MeHee
5%) wnn yepes fBa AHA Ha TPeTW ANA CHUKEHMUS
KONMUYecTBa MHbEKUMUA Ha DOHEe OCTaTOYHOW aKTWB-
HocTu FVIII He MeHee 1%. lMpumeHeHne nnaTdopMmsl
WAPPS-Hemo B peanbHoOW KIMHWMYECKON MpaKTuke
Mo3BOSIAET MHAMBMAYaNM3NPOBaTb MOAXOA K 3aMecTu-
TenbHoW npodonnakTvke y geten ¢ A v BbISBUTb maum-
EHTOB, KOTOPbIE MOrYT CHU3UTb KOIMYECTBO MHADY3UN
Ha ¢ OHe [OCTaTOYHOM OCTATOYHOW aKTUBHOCTHU
FVIIL.

MCTOYHUK ®UHAHCUPOBAHUSA
He yka3saH.

KOH®JIUKT UHTEPECOB
ABTOpbI CTaTbW MOATBEPAUNN OTCYTCTBME KOHC(DNIMKTA WHTEPECOB, O
KOTOPOM HeobxoamMMo CoobLLUNTb.
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