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COOTBETC TEnET SKCTNEPTHOMY OTYETY

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEIIAPATA
PUBAPOKCABAH ABEKCHUMA, 15 mr, TaGIeTKH, TOKPHITHIC INICHOYHOW 000T0YKOM.
PUBAPOKCABAH ABEKCHUMA, 20 mr, TaGJIETKH, TOKPHITHIC TNICHOYHOW 000TOYKOM.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB
JlelicTBylOIIIE€E BEIIECTBO: PUBAPOKCAOaH.

PUBAPOKCAFAH ABEKCHMA. 15 mr, Ta0JeTKH, IOKPBITHIE INIEHOYHON 000JIOYKOH

Kaxxngast TabnmeTka, MOKpBITas IUICHOYHOW 000JI0OUKOW, comepkHuT 15 Mr puBapokcabaHa
MHUKPOHH3UPOBAHHOTO.

BcnoMorarenbHbie BElIECTBa, HAJTMYUE KOTOPBIX HAJ0 YYUTHIBATH B COCTABE JICKAPCTBEHHOTO
npemnapara: Jaktosa (cm. pasuaen 4.4).

PUBAPOKCAFAH ABEKCHUMA, 20 Mr, TaOJIETKH, HOKPBITHIE INIEHOYHON 000JI0UYKON

Kaxxmgast TabnmeTka, MOKpBITas IUICHOYHOW o00Oo0oukon, coxepxkutr 20 Mr puBapokcabaHa
MUKPOHH3UPOBAHHOTO.

BcnoMorarenbHbie BElIECTBa, HAJMYUE KOTOPBIX HAIO YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: jlaktosa (cMm. paszuen 4.4).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEJICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
PUBAPOKCAFAH ABEKCHUMA, 15 Mr, TaOJIETKH, TOKPBITHIE TNIEHOYHON 000JI0YKOU

Kpyrible 1BOSIKOBBINMYKJIbIE TaOJIETKH, MOKPHITHIE IJIEHOUYHOM 000s104KO0i po3oBoro 1sera. Ha
HOIEPEUHOM pa3pese sApo 0T OeI0ro 10 6EI0ro co Clerka )KelIToBaThIM OTTEHKOM IIBETA.

PUBAPOKCAFAH ABEKCHMA. 20 mr, Ta0JEeTKH, IIOKPBITHIE INIEHOYHON 000JIOYKOM

Kpyrible qBOSIKOBBINTYKIIbIE TA0JIETKH, TOKPHITHIE TNIEHOYHOM 000J104KOM KOpUUHEBOTO 1iBeTa. Ha

MONEPECUYHOM pa3pe3cC Aapo OT Oesoro 10 0€JIoro co cjerka »eJaToBaThIM OTTEHKOM IIBETA.

4. KIMHUYECKUE JAHHBIE
4.1. Iloxka3aHusl K NPUMEHEHHIO
ITpenapatr PUBAPOKCABAH ABEKCHUMA noka3aH K IpUMEHEHUIO KaK Yy I€TeW U OJPOCTKOB
B Bo3pacte 70 18 net ¢ maccoii tena ot 30 Kr, Tak ¥ y B3pOCIbIX.
Bspocibie
* NpoQuIaKTHKA UHCYJIbTAa U CUCTEMHOW TPOMOO3MOOIUY y NAlMEeHTOB ¢ pUOpMIsueit

MpeacepInii HEKJIAMTAHHOTO MTPOUCX 0K IACHUS;
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* JsedyeHue TpoMOo3a rimyookux BeH (TI'B)ju TDOMG&Q&OEQE&SJ%%?&);&' (‘i’éﬁA) u

npodmiaktuka peuuansoB TI'B u TOJIA.

Jletn 1 moapocTku 0 18 ner ¢ maccoii tena ot 30 kr

* JIedyeHHe BeHO3HOU TpoMOoaMmboauu (BTD) u npodunakruka penuauBoB BTD mocie He

MEHee 5 THEeW HaYaJIbHOM NMapeHTepaaIbHOM aHTUKOATYJISTHTHON TEepaIui.

4.2. PexxuMm 103MpoOBaHNs U C1IOCO0 NPUMEHEeHUs!

PexxuM 1o3upoBaHus

IIpogunaxmuxka uncynoma u cucmemHou mpomooIMO01UU Y 83POCIbIX

PexomennoBannast no3a cocraBiasier 20 Mr oauH pa3 B J€Hb, 4YTO TaKXKe SBIETCA
PEKOMEHIOBAHHON MaKCUMAJIbHOW CYTOYHOH J030M.

Tepanuss npenapatom PHUBAPOKCABAH ABEKCHUMA nomkHa paccMaTpuBarbCs Kak
JIOJITOBPEMEHHOE JICYCHHE NPU YCIOBHUHU, YTO I0JIb3a OT NPO(UIAKTUKY UHCYJIbTa U CUCTEMHOM
TPOMOOIMOOIINH MPEBHIIIAET PUCK KPOBOTEUEHUS (CM. paszaen 4.4.).

ﬂeﬁcmeuﬂ npu nponycke npuema npenapama

Ecnu mpueM 1036l mpomyileH, NaueHT AODKeH HEMEIJICHHO MPUHSATh TaOJIeTKy Mpemnapara
PUBAPOKCABAH ABEKCHUMA wu Ha ciaeayroluidl JeHb NPOAOKAaTh IPUEM MpernapaTa OJuH
pa3 B JIcHb KaK PEKOMEHAOBAHO. B 3TOT ke eHb He ClleyeT IPUHUMATh JBOWHYIO A03Yy AJIA
KOMIIEHCAIIUH MPOITYIIEHHOM 103bI.

Jleuenue TI'B u TOJIA u npoghunakmuxa peyuousos TI'B u TIJIA y e3pocuvix

PexomennoBaHHas HadyanpHas A03a npH JedeHnn ocTpelx TI'B ninu TOJIA cocrasnser 15 mr asa
paza B JIeHb B TEUEHHE MEPBBIX 3 HEJEINb C MMOCIEAYIONUM NEPEX010M Ha 103y 20 Mr oJuH pa3 B
J€Hb 715 JajbHeero jgeueHus 1 npogmiaktuku penuansos TI'B u TOJIA.

KopoTkast mpoIomKUTENbHOCTh Kypca JedeHHs (Kak MUHMMyM 3 Mecsila) JOJDKHa OBITh
paccmotpena s nanueHToB ¢ TI'B unu TOJIA, cripoBoIMPOBaHHBIX CEPbE3HBIMU 0OPAaTUMBIMU
¢dakTopaMu pucka (T.e. HeZJaBHEE CEPbE3HOE XUPYPTUUECKOE BMEIIATENLCTBO WK TpaBMa). bosee
JUTUTENIBHBIA TIEPUOJT JICYCHUS TOJDKEH OBITh paccMOTpeH Jutst nanueHToB ¢ TI'B unu TOJIA, He
CBSI3aHHBIMU C CEPbE3HBIMU 00PATUMBIMU (PAaKTOpaMU pHCKa, ¢ HeclipoBouMpoBaHHbIMU TI'B mnn
TOJIA, nnu ¢ TI'B unu TOJIA B anamHue3e.

Korma nokazana npoernas npodumiraktuka peuunnBoB TT'B wmm TOJIA (mocne 3aBeprieHus
KaKk MUHUMYM 6 MecsieB JedeHus: TI'B wmm TOJIA), pekoMmeHnmoBanHas fgo03a coctasisieT 10 mr
OJIMH pa3 B JeHb. [lanmentaMm ¢ BeicokuM puckoM peuuausupyromero TI'B o TOJIA, Takum
KaK TalUeHTBhl C THKENBIMU CONMYTCTBYIOIIMMM 3a00JIE€BaHUSIMH WM Y KOTOPBIX pPa3BHIICS
peruauBupyomuid  TI'B  wim  TOJIA npu mnpoaieHHONM npoduiIakTHKE MpernapaToM

PUBAPOKCABAH ABEKCHUMA B po3upoBke 10 Mr omuH pa3 B J€Hb, HE0OXOAUMO
2
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paccMOTpETh Ha3HAYCHHME Mperapara PI/IBAPOLCABAHU%‘BEM‘I\E‘K E%HQEJ)(—JBKE 508t

pa3 B JI€Hb.
[Ipo10KUTENBHOCTD JICUEHHST U BBIOOP J03bI JIOJDKHBI OMPENETSAThCS MHAMBUAYAIbHO TOCIE
THIATENTLHOM OLEHKHU MOJIB3bI JICYCHHS MPOTUB PHUCKAa BOSHUKHOBEHMSI KPOBOTEUEHUS (CM. pa3zen

4.4.).

CymmapHnas
Ilepuoa Bpemenun Cxema npuema
CYTOYHAas1 1032

Jleuenue n Henp 1 —21 15 Mr 1Ba pasa B icHb 30 mr
npodrIakTuKa C 22 nus 20 Mr oaMH pa3 B 20 mr
peunanBoB TI'B min ICHD
TOJIA
[Tpodunaktuka [Tocne 3aBepureHus

10 Mr oguH pa3 B IeHb 10 mr
peunauBoB TI'B n KaKk MUHUMYM 6

W W
TOJIA MECSIICB JICUCHUS

20 Mr ouH pa3 B ICHb 20 mr

TI'B nnu TOJIA

eticmeus npu nponycke npuema npenapama
Ecnu nipuem 1036l MPOMYIIECH MPH PEKUME J03UpoBaHus 15 Mr jaBa pasa B jaeHb (neHb 1-21),
MalueHT J0JbkeH HemeieHHo npuHAth npenapatr PUBAPOKCABAH ABEKCHUMA mius
noctkenus: cyrounor no3el 30 mr nmpenapara PUBAPOKCABAH ABEKCHUMA. B nanHom
ciydae nBe TabjaeTku 15 Mr MoryT ObITh IPUHATHI B OAUH npueM. Ha crnenyromuii 1eHb malueHT
JIOJKEH TTPOJIOJKATh PErYJISPHBIN MpUEM npenapara 15 Mr aBa pasza B I€Hb KaK PEKOMEHJOBAHO.
Ecin npueM 10361 NPOMNYILEH NPU PEXUME NO3UPOBAHUSA OJUH pa3 B JIEHb, MMALIUEHT JOJIKEH
HeMmeuIeHHo npuHATh TabneTky npenapata PUBAPOKCABAH ABEKCHUMA u Ha crnemyromuii
JIeHb MPOJI0JKATh MPUEM IIpernapaTa OAWH pa3 B JI€Hb KaK PeKOMEHJ0BaHO. B 3TOT ke AeHb He
clenyeT NPpUHUMATh JBOMHYIO 103y AJI1 KOMIIEHCAIUH MPOITYIIEHHOM 103bI.
Ilepexoo ¢ anmazonucmog sumamuna K (ABK) na npenapam PUBAPOKCABAH ABEKCUMA
* IIpodunakTuka MHCYJIbTa U CUCTEMHON TPOMOOIMOOIHH:
cienyet npekpaTuth jeuenne ABK u Hauaths neuenue npenapatom PUBAPOKCABAH
ABEKCHUMA npu 3HaYeHUH MEXAYHapOAHOr0 HopManu3oBaHHOro otHomeHus (MHO)
<3,0.
» Jleuenue TI'B, TOJIA u npoduiakTuka peuanBOB Y B3pOCIBIX:
cienyet npekpaTuth jeuenne ABK u Hauaths neuenue npenapatom PUBAPOKCABAH

ABEKCHUMA npu 3nauennn MHO < 2,5.
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IIpu nmepexone mamuentoB ¢ ABK Ha mpenapar PHBA@éK&%‘%A%rX%%WE 3|H[3|':i1'elHI/IH

MHO Oyayr ommbouyHO 3aBbIIeHHBIMH 1ocie mpuema npenapata PUBAPOKCABAH
ABEKCHUMA. MHO He noaxoAuT JJ1st ONpeIeeHUs] aHTUKOAryJISTHTHOM aKTUBHOCTH TIpenapara
PUBAPOKCABAH ABEKCHMA u 1mo3ToMy HE JIOJDKHO HCIIOJIB30BaThCS C ATOM IEIBI0 (CM.
pasznen 4.5.).

Ilepexoo ¢ npenapama PUBAPOKCABAH ABEKCHUMA na anmazonucmor sumamuna K
CymiecTByeT BEpOSTHOCTh BOSHUKHOBEHHSI HEJOCTATOYHOTO aHTHUKOATYJISHTHOTO 3¢ deKTa npu
nepexone ¢ npenapata PUBAPOKCABAH ABEKCHMA na ABK. Heobxoaumo obecrieunThb
HENpEepbIBHBI  JIOCTaTOYHBI  AHTUKOAryJIsHTHbIM 3¢Q¢dexkT BOo Bpems Iepexoga Ha
albTepHATUBHBIA aHTUKOAryiasHT. Crenyer ormetuth, urto mnpenapar PUBAPOKCABAH
ABEKCHMA moxet cnioco6cTBoBaTh nmoBsimennto MHO.

[Tanuentam, nepexonsumm ¢ npenapara PUBAPOKCABAH ABEKCHUMA na ABK, cinenyer
onHoBpeMeHHO puHuMaTh ABK, noka MHO He nocturner > 2,0. B TeyeHue nepBbix ABYyX JHEH
IIEPEXOIHOTO IIEPHO/1A TOJKHA IPUMEHATHCA CTaHAapTHas HadanbHas 103a ABK ¢ mocnenyromein
no3oit ABK, onpenensemoii B 3aBucumoctu ot BenuuuHsl MHO. Bo Bpemsi o1HOBpeMEHHOIO
npumeHenus npenapara PUBAPOKCABAH ABEKCHUMA u ABK 3nauenne MHO nomxsHO
ONpeNeNATbC He paHee, yeM uepe3 24 yaca IOcie MNpeAblIyLIero NnpueMa, HO A0 NpHeMa
cnenyromerd  g036l  npemapata PUBAPOKCABAH ABEKCHUMA. Ilocne mnpekparieHus
npumenenus npenapata PUBAPOKCABAH ABEKCHUMA 3nauenue MHO wMoxer ObITh
JIOCTOBEPHO ONpezeIeHo yepe3 24 yaca rocie npuema nocieHeit 103sl (cM. pazaenst 4.5. 1 5.2.).
Ilepexoo ¢ napenmepanvrvix anmuxoacyranmos na npenapam PUBAPOKCABAH ABEKCHMA
VY B3pOCIHBIX, MMOJYYaOUIUX MapeHTEpaIbHbIe aHTUKOATYJISHTHI, CIEAYeT MPEKPaTUTh BBEACHUE
MapeHTEepaIbHOTO AaHTHKOAryJasHTa W HadaTh mnpumeHeHue mnpenapata PMBAPOKCABAH
ABEKCHMA 3a 0-2 yaca 10 BpeMEHH CIEIYyIOIEro MJIaHOBOTO BBEJCHMS MapeHTEpalbHOTO
npenapara (HampuMep, HHU3KOMOJIEKYISPHOIO TemapuHa) WM B MOMEHT IpeKpalleHus
HENPEPBHIBHOIO BBEJIEHUSI MApEeHTEpaIbHOTO Mpernapara (HanmpuMep, BHYTPUBEHHOI'O BBEIEHUS
He(paKIMOHUPOBAHHOIO T€TIAPUHA).

Ilepexoo ¢ npenapama PUBAPOKCABAH ABEKCHMA na napenmepanvhvie anmukoazyaisiHmsl
Cnenyer ormenuts npenapar PUBAPOKCABAH ABEKCHMA u BBecTH HEpPBYIO A03Y
MapeHTepaIbHOTO aHTUKOAryJISIHTA B TOT MOMEHT, KOTJJa HY>KHO ObLIO MPUHSATH CIIEIYIOIIYIO 103y
npenapata PUBAPOKCABAH ABEKCHUMA.

Oco0bIe I'pynnbl DaMCHTOB

Tayuenmoi ¢ napywenuem ¢hyHKkyuu novex
Nmerommecs: orpaHnYeHHbIE KIMHUYECKUE JaHHBIE JEMOHCTPUPYIOT 3HAYUTEIIFHOE TTOBBIIICHHUE

KOHIICHTpaIluii puBapokcabaHa B TUIa3Me KPOBH Y MAIIMEHTOB C TSHKEJION CTETICHBIO HApYIICHUS
4
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kareropun naunueHtoB mnpenapat PUBAPOKCABAH ABEKCHUMA cnepyeT NpUMEHATH C

ocTopoxkHOCTRIO. [IpuMeHeHne He pekomeHayercs y mnamueHTtoB ¢ KnKp <15 mu/muna (cm.

paznensi 4.4. 1 5.2.).

VY nanuenTtoB co cpenneit (KnKp 30—49 mu/mun) ninu tsoxenoi (KnKp 15-29 mu/mun) crenensio

HapymeHus (QYHKIMHA OYeK HEOOXOJMMO CIIEI0OBAaTh PEKOMEHIANAM HIDKE:

* Ilpu mnpodwmiakTuke HMHCYJIbTa M CUCTEMHOM TPOMOOOMOOJIMH y TMALUEHTOB C

bubpwUIAIUeld TpeAcepanid HEKJIANaHHOTO IPOUCXOXKICHUS PEKOMEHIOBaHHAs J03a

cocTaBisieT 15 Mr oguH pa3 B AeHb (cM. pasnen 5.2.).

* IIpu neyenun TI'B u TOJIA u nmpodunakruke peuumauBoB TI'B u TOJIA: manuentam

H€O6XOI[I/IMO IMPUHHUMATDb 15 mr ABa pa3a B ACHb HaA MNPOTAKCHUHN IICPBBIX TPEX HCEACIIb.

Broocnencreun,  Koraa

PEKOMEHAYCMas1

noza npenapata PUBAPOKCABAH

ABEKCHMA coctaBut 20 MI 0uH pa3 B JI€Hb, CIEAYET IPELYCMOTPETh CHUIKEHHE J103bI

¢ 20 mr 10 15 Mr oJuH pa3 B JIeHb, €CJIU PUCK BOSHUKHOBEHMSI KPOBOTEUEHUS y MAllUEHTa

Bbllle pucka penuausos TI'B u TOJIA.

PekoMenpauus no npuMeHeHUIO 103bI 15 mr

OCHOBAaHa Ha (I)apMaKOKI/IHeTI/I‘IeCKOM MOJCIIMPOBAHUN U HC HU3y4daJlaChb B KIIMHHYCCKUX

ucciaenoBanusx (cM. pasaens 4.4.,5.1. u 5.2.).

Korna pekomennoBannas no3a cocrapiser 10 Mr ouH pa3 B JIeHb, KOPPEKIIUHU 1036 110

CPaBHEHHIO C PEKOMEHIOBaHHOI He TpeOyeTcsl.

Y manueHToB ¢ Jierkoii crenensto HapymeHus Gpynkmuu noyek (KnKp 50-80 mn/mun) koppekuus

103bI HE Tpebyercs (cM. pazaen 5.2.).

Ilayuenmul ¢ napywenuem ynkyuu nevenu

[Tpenapar PUBAPOKCABAH ABEKCHUMA mnpoTuBonoka3aH TalueHTaM C 3a00JIEBaHHSIMU

INCYCHU, COIIPOBOKAAOIITUMHUCA

KoaryJionaTuen

U PUCKOM  KIIMHUYCCKU  3HAYHUMOTI'O

KpPOBOTCYCHUS, B TOM YUCIIC MAIUCHTAM C HUPPO30OM IIECUYCHHU KJIacCa Bu Cno I(J'IaCCI/I(I)I/IKaI_[I/II/I

Yaitnn-ITeto (cm. paznensr 4.3. u 5.2.).
Tayuenmol noscunozo 6o3pacma
Koppekuust 10361 He TpebyeTcs (cM. pazaen 5.2.).

Macca mena

Koppekius 10361 y B3pocibix He TpeOyeTcs (cM. pazaen 5.2.).

Llon
Koppekuust 10361 He TpeOyeTcs (cM. pazaen 5.2.).

Tayuenmsi, noosepearowuecs Kapouosepcuu

Jleuenne mpenapatom PUBAPOKCABAH ABEKCHUMA MoXeT ObITh HAYaTO WX MPOJOIIKEHO

y MalUEeHTOB, KOTOPBIM MOXET MOTPeOOBaTHCS KapIMOBEPCHS.
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[Ipu kapauoBepcHM IMOA KOHTPOJIEM ‘IpeCHI/]IHGBOHH‘(.JEII:I%EEQEEE&“EWI:%:{il-l—lg)go:-%) y

NAIMEeHTOB, KOTOPHIE paHee HE NOJy4ajdd AaHTUKOATryJASHTHOH Tepamuu, Ais OOecCledYeHHUs
azekBaTHOW aHTukoarynauuu jneuenue npenaparom PUBAPOKCABAH ABEKCHUMA nonxHO
HAaYMHATHLCS 10 MEHBIIEH Mepe 3a 4 Jaca 10 kapauoBepcuu (cM. pazaensl 5.1. u 5.2.). s Bcex
MAIMEHTOB Iepel KapJUOBEPCUEH TOIKHO OBITh MOTYYEHO MOATBEPKACHUE O TOM, YTO MAIlUEHT
npussu npenapat PHUBAPOKCABAH ABEKCHMA B cooTBeTCTBUM C Ha3HaueHUEM Bpaua. [Ipu
MPUHATUHN PEIICHUNA 0 HaYaJle U IPOJOJDKUTEILHOCTH JICUSHUS CIIEyeT IPUHUMATh BO BHUMAaHUE
NEHCTBYIONIME PYKOBOJCTBA M PEKOMEHJALMU [0 AHTUKOATYJISHTHON Tepanuu y MalueHTOB,
MOJIBEPTalOIIUMCS KapAUOBEPCHH.
Hayuenmol ¢ udpuriayueil npedcepoull HeKIANAHHO20 NPOUCXodcoeHus:, neperecuiue YKB
(upecKodiCHOe KOPOHAPHOE BMEUamenbCmen) co CMEeHmMupo8anuem
Nmeerca orpannueHHblil onblT npuMmenenus: npenapata PUBAPOKCABAH ABEKCHMA B
yMeHbIleHHOH no3e 15 mr 1 pa3 B nenb (wmu 10 mr 1 pas B JeHb ISl MAlIMEHTOB CO CPEAHEU
creneHplo Hapymenus GyHkiun nodek (KnKp 30-49 mn/muH)) B KOMOMHAIMK ¢ HHTHOUTOPOM
peuenrtopa P2Y 12 B Teuenne makcumyMm 12 mMecsiieB y NalMeHToB ¢ GUOPHILIALNEH peacepIuii
HEKJIAIIaHHOT'O MTPOUCXO0XKICHUS, KOTOPBIM HEOOXOIUM MPHUEM MEePOPAIbHBIX aHTUKOATYJISIHTOB U
nepeHecmmx YKB co crenTupoBanuem (cm. paznens 4.4. u 5.1.).

eTH
Jlewenue BTO u npoghunakmura peyuousos BTD y demeii u noopocmrog
Jleuenne npenapatrom PUBAPOKCABAH ABEKCHUMA vy aereil u noJIpocTKOB B Bo3pacte 110 18
JeT JOJMKHO OBITh HAYaTO T[OCIE€ HEe MeHee 5 JHel HavalbHOW mMmapeHTepatbHON
AHTUKOATYJIIHTHOU Tepanuu (cM. pazzaen 5.1.).
Jlo3a 111 neTeit ¥ MOAPOCTKOB PACCUUTHIBAETCS B 3aBUCMMOCTH OT MAaccChl TeJa:

* wmacca tena ot 30 xr g0 50 Kkr:
pEeKOMeH/IOBaHHas J03a 15 Mr puBapokcabaHa OIMH pa3 B JEHb, YTO SIBISETCS
MAaKCHMaJIbHON CyTOYHOU JT0301;

* Macca tena 50 xr unu 6oee:
pexoMmeHoBaHHas jgo03a 20 Mr puBapokcabaHa OAMH pa3 B JE€Hb, 4YTO SIBISETCS
MAaKCHUMaJIbHOM CyTOYHOU J10301;

e JUIS MAMEHTOB ¢ Maccoil Tena meHee 30 Kr HEOOXOOMMO NMPUMEHSATh pUBapokcabaH
JIpYTUX Mpou3BojuTeNel B popMe IpaHyil JUisl MPUTOTOBIEHUS CYCIIEH3UHU Ul MpuemMa
BHYTDb.

Ha perymnsipHoii ocHOBE HEOOXOMMO MOHUTOPUPOBATH BeC peOeHKa U MepecMaTpuBaTh 103y. ITO
HE00X0uMO, 4TOOBI 00ecneunTh MojJIep:KaHue TepaneBTuYeckoil 103bl. KoppekTupoBka 10361

JOJIXKHA BBIITOJIHATHCA TOJIBKO HAa OCHOBAaHMH U3MCHCHHUA MaCChI TEJIa.
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Tepanus y neteil 1 moJAPOCTKOB JAOJKHA MPOI0ILKATHCA 'Egj{c-na-ligﬂ% ll%{etl_gpjféﬂ[éﬂn-g 3 'Ilvrelsé 1IEB.

JliirenbHOCTh JleUeHUs MOKET ObITh yBEIMYEeHa 10 12 MecdAleB B cllydyae KIMHUYECKOU
HeoOxoauMocTu. J[aHHbIE B MOAJIEPKKY CHMXKEHMs 03Bl y JIeTeil mocie 6 MecsleB Tepanuu
oTCcyTCTBYIOT. COOTHOIIECHHE IIOJB3a-PUCK INPU IIUTECIBHOCTH TEPAIIMU CBBILE 3 MECSLECB
JIOJDKHO OLIEHMBAThCSl MHIMBHUAYaJIbHO, NPUHMMas BO BHMMaHHE PHUCK peluanBa TpoMmOo3a u
MIOTEHIUAIBHBIM PUCK KPOBOTECYCHUS.

ﬂeﬁcmeuﬂ npu nponyckKe npuema npenapama

Ecnu npueM 1036l IpoMyIleH, H00X0AUMO MPUHAThH MPONYLUIEHHYIO 03y KaK MO>KHO ObICTpee
II0CJIE TOTO, KaK 3TO 3aMETHJIM, HO TOJBKO B 3TOT XK€ JeHb. ECiM 3TO HEBO3MOXHO, ITALIUECHT
JIOJKEH IPOIYCTUTH 3Ty 03y U NMPOJOJDKUTH MPUEM CO CIEAYIOIIEH /103bI B COOTBETCTBUU C
Ha3HaueHueM Bpaya. [lanMeHT He JODKEH INpUHUMAaTh JBOMHYIO /103y AJIs KOMIIEHCALuU
IIPOIYILEHHON JO3BI.

besonacnocts u sddexruBHocTs mpenapata PUBAPOKCABAH ABEKCHUMA y nereii B
Bo3pacte ot 0 10 <18 et o mokazaHuto NPopUITAKTHKA HHCYJIBTA B CUCTEMHON TPOMO0IMOO0IHN
y TanueHTOB ¢ GUOpHWUIANNEH TpeacepAnid HEKIIAMaHHOTO TPOUCXOXKICHHUS HE YCTaHOBJICHBI.
Hannsle orcyrctByror. B cBsasu atum, npenapar PUBAPOKCABAH ABEKCHUMA =e
PEKOMEHIyeTCsl K IPUMEHEHMIO y IeTEN B BO3pacTe 0 18 J1eT 110 oKa3aHusM HHBIM, YEM JICUEHHE
BTD u npodunaxrrka peruausos BTO.

[Ipenapar  PUBAPOKCABAH ABEKCHUMA, 15 wr, TabneTku, NOKPHITHIE ILJIEHOYHOU
000JI04KOii, HE cle/lyeT Ha3Ha4yaTh (IPUMEHATH) y neTeil B Bo3pacte ot 0 go <18 ner ¢ maccoit
Tesia MeHee 30 Kr JUIsl JaHHOW JIEKapCTBEHHOW (POPMBI B CBSI3M C HEBO3MOXHOCTBIO 00€CIEUUTh
pexuM Jo3upoBaHus. s ynOBIETBOpPEHMsI MOTPeOHOCTEN yKa3aHHOW TpyMIbl MAlMEHTOB
Heooxoaumo mnpumensaTh npenapar PUBAPOKCABAH ABEKCHUMA B ¢opme rpanyn mmis
IIPUTOTOBJIEHUS CYCIIEH3UU AJIs IPUEMa BHYTPD AJIs JETEH.

[Tpenapar  PUBAPOKCABAH ABEKCHUMA, 20 w™r, Ta0ieTku, NOKPBIThIE IUIEHOYHOU
000J10YKOM, HE cleyeT Ha3HavaTh (MPUMEHSTH) Y AeTei B Bo3pacte ot 0 mo <18 mer ¢ maccou
tena meHee 50 Kr 1J1si JTaHHOU JIEKapCTBEHHON (POPMBI B CBSI3U C HEBO3MOXKHOCTHIO 00ECTICUUTD
PEXKUM JO3UPOBAHUS.

Ilepexoo ¢ anmazonucmog sumamuna K (ABK) na npenapam PUBAPOKCABAH ABEKCUMA
[Tpu neuenun BTO u npodunakTike penuuauBoOB y AeTel cieayeT npekpaTuTh JedeHue ABK u
HauaTh JedeHue npernapatom PUBAPOKCABAH ABEKCHUMA nipu 3ravennn MHO < 2,5.

[Tpu nepexone mauuentoB ¢ ABK na nmpenapar PUBAPOKCABAH ABEKCUMA 3nauenus
MHO Oynyr omubo4yHO 3aBbllIeHHBIMH Tocne mpuema npenapata PUBAPOKCABAH

ABEKCHUMA. MHO He noaxoAuT sl ONpeeieHUs] aHTUKOAryJIsSsHTHOM aKTUBHOCTH IIpenapara
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PUBAPOKCABAH ABEKCHUMA u mostoMy ke 0menb icioibsosatecs & 510i Heibio (om,

paznen 4.5.).

Ilepexoo ¢ npenapama PUBAPOKCABAH ABEKCHUMA na anmazonucmor sumamuna K

Hetram, xoropeie nepeBoaarcs c¢ npenapata PUBAPOKCABAH ABEKCHUMA na ABK,
HeoOxoaumo mponosnkark npueM npenapara PUBAPOKCABAH ABEKCHUMA B teuenue 48
yacoB nocie npuema nepsoit 10o3el ABK. Ilocne aByx nHEl cOBMECTHOrO MPUMEHEHHUS CIIETYET
u3meputh MHO 10 npuema cienyromeii 3annanupoBanHoi 1o3el npenapata PUBAPOKCABAH
ABEKCHUMA. CoBmectHoe npumenenue npenapata PUBAPOKCABAH ABEKCHMA u ABK
peKoMeHayeTcs poaoxkaTh, moka MHO ne gocturner > 2,0. [Tocie npexkpanieHusi npuMeHEHUs
npenapata  PUBAPOKCABAH ABEKCHUMA 3nauenne MHO wMoxer OBITH 1OCTOBEpHO
ornpezeneHo yepe3 24 yaca 1ocie npruema MmocjeHei 10361 (CM. Bbllle U pa3zaein 4.5.).

Ilepexoo ¢ napenmepanvhvix anmuxoaynanmos na npenapam PUBAPOKCAFAH ABEKCHUMA

VY nereil, monyyaromMX MapeHTepaibHble AHTHKOATYJISHTHI, CIENyeT NPEKpPaTUTh BBEJECHHUE
[ApEHTEpaIbHOTO AaHTHKOAryjasHTa W HadaTh npumeHeHue mnpenapata PMBAPOKCABAH
ABEKCHUMA 3a 0-2 yaca A0 BpEMEHH CIEAYIOIIEr0 IUIAHOBOTO BBEJCHUS IMapEHTEPAIBHOIO
npenapara (HampuMep, HHU3KOMOJIEKYISPHOIO TelapuHa) WM B MOMEHT IpeKpalleHus
HENPEpbIBHOIO BBEACHUS NapeHTEepabHOrO IpenapaTta (HanmpuMmep, BHYTPUBEHHOI'O BBEICHUS
He(paKIMOHUPOBAHHOIO T'eTIApUHA).

Ilepexoo ¢ npenapama PUBAPOKCABAH ABEKCHUMA na napenmepanvuvie anmuxoayisanmsl
Cnenyer ormenuts npenapar PUBAPOKCABAH ABEKCHMMA u BBecTM NEpBYIO A03Y
HapeHTEePaIbHOTO AHTUKOATYJISTHTA B TOT MOMEHT, KOT/1a HY>KHO ObUIO IPUHSATH CIIEAYIOIIYIO 103y
npenapara PUBAPOKCABAH ABEKCHUMA.

THayuenmol ¢ napywenuem @yHKYyuu nouex

* JleTu W TOAPOCTKU C JIETKOM CTENEHbIO HapyIIeHUs (QYHKIMU TOYeK (CKOpOCTh
KTy60ukoBoii (umbTparmu 50-80 mu/Mun/1,73 M?): Koppekuus 103bl He TpebyeTcss Ha
OCHOBaHUU JITAaHHBIX BO B3POCJION MOMYJSIUU U OIPAaHUYEHHOT'O KOJMYECTBA JAHHBIX B
JETCKOW MonmyJisiiuu (cM. pazaen 5.2.).

* JleTu M MOAPOCTKU CO CPeAHEH WM TSDKENOM CTENeHbI0 HapylleHHs (YHKIUH MOYeK
(ckopocTh  KmyOoukoBoit  GuisTpamuu <50  ma/mue/1,73  m2):  mpemapart
PUBAPOKCABAH ABEKCHUMA He pekoMeHOyeTcs B CBA3M C OTCYTCTBHEM
KJIIMHUYECKHUX JaHHBIX (CM. pazzaen 4.4.).

Iayuenmer ¢ napywienuem @yHKyuy nevenu
s nereit ¢ HapymeHreM (YHKIUU MEYSHU KIIMHUYECKHE JaHHbIE OTCYTCTBYIOT.
Macca mena

Ho3a y nereli onpenensiercss B 3aBUCUMOCTH OT MaccChl TeJa.
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Cnooco0 nnpuMeHeHus

Bspocnvie
BryTpb, BO Bpems nprema nuiu (cM. pasaen 5.2.).

Hsmenvuenue mabaemox

Ecin manueHT He cmocoOeH MpOrNIOTHTH TaOJeTKy IeNuKOoM, TablieTka Mpernapara
PUBAPOKCABAH ABEKCHMA MoeT ObITh U3MeEJIbUEHA U CMEIIIaHa ¢ BOION WX I0JI0OYHBIM
MIOpE HEMOCPEACTBEHHO Iiepell NpUMEHEHHUEM U MepopanbHbiM mnpuemoM. [locie mnpuema
n3menpueHHor Tabnerku mpenapara PUBAPOKCABAH ABEKCHUMA 15 mr wim 20 mr
HEO0OXOAMMO HE3aMEUIUTENIbHO OCYIIECTBUTh ITPUEM TTHUIIIH.

H3menpueHHas TabIETKA TaK)Ke MOXKET OBITh BBEICHA Yepe3 JKeTYA0YHBINA 30H]T (CM. pa3aesl 5.2.
u6.6.).

Ilemu ¢ maccoii mena ne menee 30 ke

Buytpsb, Bo Bpemst npuema nuiy (cM. paszaen 5.2.).

[TaniueHTy HY>KHO PEKOMEHIOBATh MPOIJIATHIBATH TAOJETKY C KUIKOCThIO. TalneTKu ciemyer
MPUHUMATH C HHTEpPBAJIOM IpuMepHo 24 yaca.

Ecnu narnuenT cppiruBaeT NpUHATYIO 103y HEMEAJIEHHO WM Y HETO HAYMHAETCS PBOTA B TEUCHUE
30 MUHYT 1IOCJIE TIpUEMa J103bl, HEOOXOIUM ITPUEM HOBOM J03bl. OTHAKO €CIIM MAIMEHTa BBIPBAJIO
no3aree 30 MEUHYT TOCTIe IpUeMa JI03bI, IOBTOPHOTO MpHeMa J03bl He TPeOyeTCs, U CIeIyroIast
71032 JI0JKHA OBITh MOJY4Y€Ha M0 PACIHCAHHUIO.

Henb3s genuTh Ta0NETKY C b0 MOTYYSHHS YaCTH JI03bI OT TAOJIETKH.

Hsmenvuenue mabaemox

Ecnn nmauueHT He crnocoOeH MpOrjaoTHTh TaOJETKy LEINKOM, CIeNyeT UCIOIb30BaTh Mpernapar
PUBAPOKCABAH ABEKCHMA B ¢opme rpaHyibl A1l IPUTOTOBICHHSI CYCIIEH3UH [T TpHeMa
BHYTPb.

Ecnu cycnensust 1 mpuema BHYTPh HE JIOCTyIIHA cpa3y, KOrja Ha3HadeH pHUBapoKcabaH B
no3upoBke 15 mr miam 20 Mr, 3TH JTO3UPOBKH MOTYT OBITh IOJYYEHBI IYyTEM H3MEJIbUeHUs
tabnetku 15 mMr uian 20 Mr U cMEIIMBaHUS €€ C BOJOM WK sI0JOYHBIM MIOpPE HEMOCPEACTBEHHO
nepe] IPUMEHEHUEM U IEPOPAJIBHBIM IIPUEMOM.

W3menpueHHas TabiaeTka MOXKET ObITh BBEJIEHA Yepe3 Ha30TacTPajIbHbIA WU KEITYA0YHBINA 30H]

(cm. pazmen 5.2.).

4.3. IlpoTuBONOKA3aHNUS
* TUNEPYYBCTBUTEIBLHOCTH K pUBAPOKCA0aHy WIIU K JTF0OOMY M3 BCIIOMOTaTEJIbHBIX BEIIECTB,

NIEPEYNCIICHHBIX B paszjaene 6.1;
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¢ AKTUBHOC KJIIMHHYCCKH 3HAYUMOC KPOBOTCUYCHME,

* TMOBPEXKJCHUE WM COCTOSHUE, CBS3aHHOE C TIOBBIIICHHBIM PHCKOM OOJBIIOTO
KPOBOTCUCHUS, HaTnpuMep, UMEIOIIAsCS W HEJaBHO NepeHEeCeHHas
KEITyTOYHOKHIIICUHAs 53Ba, HAJMYME 3JI0KaYECTBEHHBIX HOBOOOPA30BAaHUU C BBICOKHM
PHCKOM KPOBOTEYCHUS, HEJIaBHUE TPABMBI T'OJOBHOTO WJIM CIIMHHOTO MO3Ta, HEAaBHHE
orepanuy Ha TOJIOBHOM, CIIMHHOM MO3T€ WJIHM TJla3ax, HeJaBHEE BHYTPUYEPEITHOE
KPOBOMBJIMSIHUE, TUATHOCTHPOBAHHBIA MIIU TPEAIOJIaracMblii BapUKO3 BEH IHUIIECBO/IA,
apTEpPUOBEHO3HbIC Mallb(hOpMAIlK, AHEBPU3MBI COCYIIOB HJIM CEPHE3HBIC MATOJIOTHH
COCYJIOB T'OJIOBHOT'O MJIM CTUHHOTO MO3T'a;

* CONYTCTBYIOIIAsl Tepamusi KaKUMHU-THOO JPYTMMH aHTUKOAryJISIHTaMH, HampuMmep,
He(PAKIIMOHUPOBAHHBIM FeMIAPUHOM, HU3KOMOJICKYJISIPHBIME TellapuHaMU (YHOKCAIapyH,
JANITEIIAPUH | TIP.), IPOU3BOAHBIMY renapuHa ((hoHIanapuHyKe U Ap.), NepopaTbHBIMU
aHTUKoOArynsHtamu (BapgapuH, naburaTpaHa STEKCWiIaT, anukcabaH W 1p.), Kpome
ClIy4yaeB mepexojia ¢ WiIM Ha puBapokcaban (cm. pasnen 4.2.) Wik OpU MPUMEHEHUHU
HEe(PAKIIMOHUPOBAHHOTO TEMaprWHa B J03aX, HEOOXOJAMMBIX Ui OOecredYeHUs
(GYHKIIMOHUPOBAHUS IIEHTPAIBHOTO BEHO3HOTO WJIM apTEPUATBHOTO KaTteTepa (CM. paszel
4.5));

* 3a00eBaHMsI IEYCHH, TIPOTCKAIOIIHIE C KOATYJIOMATHEH U PUCKOM KIIMHUYCCKU 3HAYUMOTO
KPOBOTEUCHWSI, BKITIOYAsI MAIICHTOB ¢ IUPPO30M TieueHu kitacca B u C o kinaccudukanum
Yaitna-ITero (cMm. pasaen 5.2.);

* OepeMEeHHOCTb U MEPHOJ IPYIHOTO BCKapMiIUBaHUs (cM. pazjen 4.6.).

4.4. OcoOble ykazaHMsl 1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH
B Teuenue Bcero nepuoja geueHUst pEKOMEHIYeTCsl KIIMHUYECKOe HabI0AeHuE B COOTBETCTBUH C
KJIMHUYECKON MPAaKTUKOM MPUMEHEHHs aHTUKOATYJISIHTOB.

Puck xpoBoTeueHus

Kak u npu npueme Ipyrux aHTUKOAryJIstHTOB, HEOOXOAMMO TIIATEJILHO HA0JI0/1aTh MAllUEHTOB,
npuauMaromux npenapat PUBAPOKCABAH ABEKCHMA, nns BbIABICHHS IPU3HAKOB
KpoBoTeueHMs. [Ipenapar pexomeHayeTcs NPUHMMATB C OCTOPOXKHOCTBIO IIPH COCTOSIHUAX C
MOBBIIICHHBIM PUCKOM KpOBOTEUEHHS. B ciydae Tskenoro KpoBOTEUEHHUs MpUEM Ipernapara
PUBAPOKCABAH ABEKCHUMA nomxken ObITh IpeKpaiieH (cM. pazaen 4.9.).

B kIuMHMUYECKHX HCCIENOBAaHMUAX KpPOBOTEUEHHUS M3 CIM3UCTBIX 000J04YeK (a MMEHHO:
KpPOBOTEUYEHHE U3 HOCA, IECEH, KEITYA0YHO-KUILIEYHOTO TPAKTa, MOYEII0JIOBOM CUCTEMBI, BKJIIOUas
AQHOMAJIbHOE€ BarMHAJbHOE WJIM YCUJICHHOE MEHCTPyaJbHOE KpPOBOTEUEHHME) U aHEeMUs

H36J'IIO,ZIaJ'II/ICI) qame IMnmpu JIHUTCIbHOM JICHCHUU pI/IBapOKca6aHOM M0 CpaBHCHHUIO C JICHCHHUEM
10
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7a0opaTOpHOE HCCIIEOBAaHHE T'€MOIIOOMHA/TEMAaTOKpUTa MOXKET OBITh 3HAYUMBIM IS
BBISIBJIEHUSI CKPBITBIX KPOBOTEUEHHH M KOJIMUYECTBEHHOW OLEHKHM KIMHUYECKOM 3HAYMMOCTHU
SBHBIX KPOBOTE€UEHUH B CIIy4asiX, KOI/1a IPUMEHHUMO.

Heckonbpko moArpymni nalueHToB, YKa3aHHbIX HU)KE, UMEIOT IMOBBIIIEHHbBIN PUCK KPOBOTEUEHHS.
Heo6xoanMo TmiatenbHO HAONMIOJATh TAaKWX MAIMEHTOB IOCIE HAayasa JICYEHUs Ha MPHU3HAKH U
CHUMIITOMBI OCJIO’)KHEHHI B BUJIE KPOBOTEUEHUN 1 aHeMuH (cM. pazzaen 4.8.).

[Tpu 1:060M HEOOBSICHUMOM CHMXKEHUH T'eMOIJIO0NHA WK apTepUATIbHOIO AABJICHHS HEOOXO0IMMO
UCKaTh UCTOYHUK KPOBOTEUEHHUS.

[Tpu Tepanuu puBapokcabaHOM He TpeOyeTcsi pyTUHHBI MOHUTOPUHT €r0 SKCIO3UIMU. TeM He
MEHee, M3MEepeHHe KOHIEHTpAaIlMd pHUBAapOKcadaHa € IMOMOIIBI0 KadMOpPOBAaHHOTO TecTa s
KOJINYECTBEHHOT'O  ONpeAETeHUs AaHTU-Xa AaKTHUBHOCTH MOXKET OKa3aThCsl II0JE€3HBIM B
UCKJIFOUUTENIBHBIX CiIydasix, Korjna uHdopMmaius o0 3KCIO3ULUHN pUBapoKkcabaHa MOXET ObITh
UCIOJIb30BaHA IMPU NPUHATUM KIMHUYECKHM 3HAYUMBIX pELIEHUM, HalpuMep, B cCiydae
Nepe03UPOBKH UM 3KCTPEHHOTO0 XUPYPruuecKoro BMenarenbcTBa (cM. paszaeinst 5.1. u 5.2.).

Hapymenue d)VHKHI/II/I IIO4YCK

VY nauueHToB C TspkenpM HapymieHueM ¢yHkuuu nodek (KnKp <30 mu/mMuH) KOHUEHTpauus
puBapokcabaHa B IJIa3Me MOXET OBITh 3HAYUTEIIHO MOBBIMICHHOH (B 1,6 pa3a B cpeHEM), 4TO
MOKET IPUBECTH K IMOBBILIEHHOMY pHCKy KpoBoTeueHui. IIpemapar PMBAPOKCABAH
ABEKCHUMA nomkeH NPUMEHSTHCS ¢ OCTOPOKHOCTBIO Yy manueHtoB ¢ KnKp 15-29 mn/muH.
[Tpumenenue npenapata y nanueHToB ¢ KnKp <15 mi/mun He pekomenayetcs (cM. paszzaens! 4.2.
us.2.).

[Tpemapar PUBAPOKCABAH ABEKCHUMA cneayeT HpPUMEHSTb C OCTOPOXXHOCTBIO Y
NaIMEeHTOB C HapylIeHHeM (DYHKIMH OYeK, MOTY4atoLIX COMYTCTBYIOIINE ITPenapaThl, KOTOpbIe
YBEJIMYMBAIOT KOHIIEHTPALMIO puBapokcabaHa B miaa3me (cM. paszzen 4.5.).

BSaI/IMO)leI\/’ICTBl/Ie C APpYIUMH JICKAPCTBECHHBIMHU ITpCIiapaTaMu

[Tpumenenue npenapata PUBAPOKCABAH ABEKCHUMA He pekoMeHIyeTcs y MHalleHTOB,
NOJYYalOIMX CONYTCTBYIOLIEE CHCTEMHOE JIieueHHe MPOTUBOTPHOKOBBIMU IpenapaTaMu
a30JI0BOM TpyNINbl (TAKUMHU KaK KETOKOHA30J1, UTPAKOHA30J, BOPMKOHA30J M [103aKOHA30J1) WU
uHruoutopamu BU-nporeas (Hampumep, puTOHABUPOM). DTH IpenapaThl ABISIOTCS MOUTHBIMU
uaruouTopamu kak CYP3A4, tak u P-rnmukonpotenHa. Takum oOpa3oM, 3TH mpernapaTbl MOTYT
MOBBIIIATH KOHIIEHTPAIIMIO PUBApOKcabaHa B IIa3Me KPOBH J0 KIMHUYECKU 3HAUMMBIX 3HAYCHUN
(B 2,6 pa3a B cpeiHEM), UTO MOXKET MPUBECTH K MOBBIIIEHHOMY PUCKY KPOBOTEUECHUH.

Cnenyet co0roaTh OCTOPOKHOCTh, €CIU MAllMeHT OJHOBPEMEHHO IMOJy4aeT JeKapCTBEHHbIE

npemnaparbl, BJIUAKOIIKAC Ha TI'€MOCTa3, TAaKHUEC KaK HECTCPOUAHBIC IMPOTHBOBOCIAIMNTCIBHBIC
11
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CEJICKTUBHBIE HMHTHOUTOpPHl oOpaTHOro 3axBara ceporoHMHa (CHO3C) wu cenexkTuBHBIC
UHTUOUTOpPHI OoOpaTHOro 3axBara ceporoHnHa M HopamuHeppuna (CMO3CH). Ilauuentam c
PUCKOM  513BOOOPA30BaHMUS B JKEIYJOYHO-KMIIEYHOM TPAKTE MOXKET OBbIThb HAa3HAYEHO
COOTBETCTBYIOIIECE MPOopUIaKTHIECKOE JiedeHue (cM. pasnen 4.5.).

I[DVTI/IG d)aKTODBI PHUCKaA KDOBOTG‘-IGHI/II;’I

PuBapoxcabaH, Kak ¥ Jpyrue aHTUTPOMOOTHYECKUE CPEICTBA, HE PEKOMEHTyeTCsl K PUMEHEHUIO
NalMeHTaM, UMEIOIIUM ITOBBIIICHHBIA PUCK KPOBOTCUCHHI, B TOM YHUCIIE:

*  BpOXJICHHAs WK IPHOOPETEHHAs CKIIOHHOCTh K KPOBOTCUCHHUSIM;

° HCKOHTPOJIMpYCMad TAXKEIad apTCpUualibHasd TUICPTCH3USA,

e JIpyrue 3a00JeBaHUS KEIyI0YHO-KUIIIEYHOTO TPaKTa 0€3 aKTHBHOTO U3bSI3BIICHHUS, KOTOPHIE
MOTEHIIMAJIBHO MOTYT TPHUBECTH K OCIOXXHCHHUSM B BHJIE KpPOBOTEYCHHIl (Hampumep,
BOCIIAJIUTEIBHOE 3a00JICBAHUE KHINECYHUKA, 330(arut, racTpUT W ractpoldsodareaibHas
pedmtokcHas 60J1e3HB);

*  COCYIHMCTasi pETUHOIIATHS;

*  OpOHXO03KTa3bl WM JIETOYHOE KPOBOTCUCHUE B aHAMHE3E.

ITarMeHTEI ¢ pakoM

[TareHTHI €O 3JI0KAYECTBEHHBIM 3a00JIEBaHMEM MOTYT OJHOBPEMEHHO IOJBEprarbcsi Ooee
BBICOKOMY PUCKY M KPOBOTEUEHHUs, U TpoMOo3a. IHIuBHya bHas M0JIb3a aHTUTPOMOOTHYECKON
Tepanuy J0JKHA ObITh COIOCTABJIEHA C PUCKOM KPOBOTEUEHUS Y MALIUEHTOB C aKTUBHBIM PaKOM
B 3aBUCHMOCTH OT JIOKQJIN3ALUHU OMYXOJIH, IPOTUBOONYXOJIEBOM TEPANuU U CTa UM 3a00JIeBaHMUS.
Onyxonu, pacHoJIOKEHHbIE B JKEIYJOYHO-KUIIEYHOM WM  MOYENOJIOBOM  TPAaKTe,
aCCOLIMHPOBAIIUCH C MOBBIIIEHHBIM PUCKOM KPOBOTEUEHUS BO BpeMs TepaIllii pUBapoOKCaOaHOM.
VY NanueHToB €O 3J0KaYeCTBEHHBIMH HOBOOOPA30BAHUSAMHU U BBICOKMM PUCKOM KPOBOTECUCHHS
IpUMEHEeHHEe pUBapoKcabaHa MPOTUBOMOKA3aHO (CM. paszen 4.3.).

HaHI/IeHTI)I C UCKYCCTBCHHBIMH KJIallTaHaAMU Cepalia

PuBapoxcabaH He cienyeT IpUMEHATh 1715 TPOPUIAKTUKHA TPOMOO30B Y NMallMEHTOB, NEPEHECIINX
HE/IaBHIOI0 TPAHCKATETEPHYIO 3aMEHY aopTajbHOro KiamaHa. bezomacHocTh U 3((hEeKTUBHOCTh
npenapata PUBAPOKCABAH ABEKCHMA He u3ydanace y MallMEHTOB C UCKYCCTBEHHBIMU
KJIaaHaM#  CepAlla, CJel0oBaTelIbHO, HET JaHHbBIX, MOATBEPXKAAIONINX, YTO MPUMEHEHUE
npenapata PUBAPOKCABAH ABEKCHUMA oGecrieunBaeT 1OCTATOYHBINH aHTUKOATYJISHTHBIN
apdexT y maHHOW kareropuum mnanueHToB. Ilpumenenune mpenapata PHUBAPOKCABAH
ABEKCHMA He pekoMeHAyeTCS Y JAHHON KaTErOpUM MallMEHTOB.

INarmenTs!l ¢ aHTH(OCHOIUINIHLIM CHHIPOMOM
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PEKOMEH/IyeTCsl Y MalMeHTOB, UMEIOIUX TPOMOO3bl B aHAMHE3€, Y KOTOPBIX JMAarHOCTHPOBAH
aHTU(OCHOMUNUIHBI CUHAPOM. B YacTHOCTH, y NAalMEHTOB C TPOWHBIM TO3UTUBHBIM
aHTU(HOCPOIUMHUIHBIM CUHAPOMOM (HAJU4YME BOJYAHOYHOIO AaHTHKOAryJsSHTA, AHTUTEN K
KapAMOJIUIMHY M aHTUTeN K OeTa-2-TnukonpoTrenHy [) Tepamust mepopaibHBIMU
AQHTUKOATYJISHTAMHM IIPSIMOTO  JCHCTBUS MOKET COINPOBOXKIATHCS IIOBBIIICHHOM YacTOTOM
PELUINBOB TPOMOOTHYECKHX COOBITHIA B CPaBHEHHUH C Tepanuel anraronucramMu suramuna K.

[larueHTs! ¢ GUOPHMIUIANKEN IIPEACEPANN HEKIAaHHOro IIporcxoxaeHus, neperecmue YKB co

CTCHTHUPOBAHUEM

HmeroTcs AaHHBIE WHTEPBEHIIMOHHOTO KJIMHUYECKOTO HCCIIEOBAHUS, TEPBUYHON IEINBIO
KOTOPOTO SIBJISLIACH OIEHKa Mpoduiis 6€30MacHOCTH Y MaMEHTOB ¢ GUOpHILIALKEH peacepanit
HEKJIAlaHHOTO TMpoucxoxaeHus, mnepenecmmx YKB co crentupoBanuem. JlaHHbIE 110
3¢ peKTUBHOCTH y JaHHOW MOMYJIALUU OTpaHrueHbI (cM. pasaensl 4.2. u 5.1.). JlanHble O TaKUM
MAIUEHTaM C HHCYJITOM/ TPaH3UTOpHOU uieMudeckoi arakoii (TUA) B anHaMHE3€ OTCYTCTBYIOT.

[TarmmeHTsl ¢ TEMOAMHAMUYECKA HECTAOWIBHONM TpoMO0odIMOomuelt neroynoi aprepuun (TDJIA)

HWIn IIannrCHTHI, KOTOPBIM TDe6VCTCH ITPOBCACHHUC TDOM6OJ’II/ISI/Ica HJIM SMOOJIDKTOMHMH U3 JIETOYHOMN

aprepuu
[Tpemapar PUBAPOKCABAH ABEKCHUMA He pekoMeHAyeTcsi B KadeCTBE allbTEPHATHUBBI

He(paKIMOHUPOBAHHOMY I'€llapuHYy y NAIIUEHTOB TPOMOOIMOOIIMEN JIETOUYHOM apTepuH, KOTOPhIE
reéMOIMHAMUYECKH HECTaOMJIbHBl WJIM MOTYT HYXAAThCS B IPOBEAECHUU TPOMOOIM3UCA WM
HMOOJIPKTOMUU U3 JIETOYHOW apTepHH, MOCKOJIbKY 0€30MacHOCTh U 3(PPEKTUBHOCTH Mpernapara
PUBAPOKCABAH ABEKCUMA npu Takux KIMHHYECKHUX CUTYalUsIX HE YCTaHOBJICHA.

CHI/IHaHI)Haﬂ/SHI/II[VDaIII)Haﬂ AHCCTC3UA MJIU ITYHKITUA

[Tpu BbIMOJIHEHNM HeHpoaKcHaIbHON aHECTEe3MM (CIMHAIBHOM/3MUAYpaJbHONW aHECTE3UH) WU
CHMHAJIBHON/AMUAYPAaTbHON IMYHKIUH Yy MAIUEHTOB, MOJYyYaroIluX aHTUTPOMOOTHYECKUE
npenaparsl ¢ LeIbl0 TPOQUIAKTHKA TPOMOOIMOOIUYECKUX OCJIOKHEHHUM, CYIIECTBYET PHUCK
Pa3BUTHS STUAYPATBLHON UM CIIMHAJIBHOW F€MaTOMBbI, KOTOpasi MOXKET MPUBECTHU K JJIUTEIBHOMY
WIM NTIOCTOSIHHOMY Iapajuyy.

Puck 3TuX COOBITHI MOKET MOBBIIATHCS MPHU MOCIEONEPAlMOHHOM MPUMEHEHUH MOCTOSIHHBIX
SNUAYPATBHBIX KaTETEepOB WM COIMYTCTBYIOIEH Tepanmuu JIEKapCTBEHHBIMU IIperapaTamu,
BIMSIOUIMMH Ha remMocra3. TpaBMaTHYHas WM TOBTOpHAs SMUAypalibHas WM CHUHAJbHas
INYHKIUS TaKKe MOTYT MOBBIIIATh pUCK. [TaliMeHTh! JOIKHBI HAXOIUTHCS MO HAOII0IEHUEM IS
BBISIBJICHHSI TIPU3HAKOB U CUMIITOMOB HEBPOJIOIMYECKHX HapyIIEHUH (HampuMep, OHEMEHUe WU
cnabocTh HOr, AWC(YHKIMSA KHUIIEYHHKA WM ModeBoro my3sips). Ilpu oOHapykeHuu

HEBPOJIOTUYECKUX PACCTPOMCTB HEOOXOAMMa CpOYHas AMArHOCTHKA W JiedeHue. Bpau nomkeH
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

BMCIIATCJILCTBA MAaUCHTAM, IOJYYalOIIUM AHTUKOAryJIsIHTbI, HJIIM KOTOPBIM INIAHHUPYCTCA
Ha3HAUYEHUE AHTHUKOATYJISIHTOB C WENbI0 NPOPHIAKTHKK TPoMO030B. OMBIT KIMHHUYECKOTO
NpUMEHEHHS pUBapoKcadaHa B J03UPOBKax 15 Mr u 20 MI B ONMCAaHHBIX CHTYaIlUsSX OTCYTCTBYET.
C menpi0 CHIDKEHHSI TOTCHIMAIBHOTO PUCKAa KPOBOTCUCHHSI, ACCOLMUPOBAHHOTO C
OJIHOBPEMEHHBIM  IIPUMEHEHUEM pUBApoKcabaHa W  BBIIOJHEHUEM  HEHpoakcuanbHON
(AUIUAYpaNbHOM/CIMHANBHOM) aHECTe3MH WM CHHHAJIBHOM MYHKLIWHU, CIEAYeT Y4YUTHIBAThH
(dapMakoKuHeTHYeCKH MPOGWIb puBapokcabaHa. YCTAaHOBKY WIH YAAJICHHE SIUAYPATBHOTO
KaTeTepa WM JIIOMOATBHYI MYHKIHUIO JIYYIEe MPOBOAMTH TOT/A, KOT/Ia aHTHKOATYJISTHTHBIN
s ekt puBapokcabaHa oleHHWBAaeTCS Kak cla0biid. OHAKO TOYHOE BpeMs UISl JOCTHIKCHUS
A0CTAaTOYHO HU3KOT'O aHTUKOATr'YJIIHTHOI'O 3(1)(1)CKTa Y KaXI0ro nmanuceHTa HEM3BCCTHO U JOJIDKHO
OILICHUBATHCS B CPABHEHUH CO CPOUYHOCTBHIO JUATHOCTHUECKOW MPOIICTYPHI.

OCHOBBIBasiCh Ha OOMIUX (apMAKOKMHETUYCCKHX XapaKTEPUCTUKAX, SMUAYPAIbHBIA KaTeTep
H3BJICKAIOT 11O UCTCUYCHUN KaK MUHHMYM JBYKPATHOTI'O IIEpHOAA IMOJJYBBIBCACHUS, T.C. HC PAHCC
yeM 4epe3 18 wyacoB mocne MOCIETHEro mpuemMa puBapokcadaHa Jisi MOJOJIBIX B3POCIBIX
NAIMEHTOB U HE PaHee ueM Yepe3 26 4acoB IS MOXKHIIBIX MalueHToB (cM. paszaen 5.2.). [Tocne
U3BJICUCHHS SMUAYPAIBHOTO KaTeTepa IOJDKHO TPOWTH Kak MUHUMYM 6 4acoB JI0 INpHeMa
CJIEAYIONICH 1036l puBapoKcabaHa.

B cnyuae TpaBMaTH9YHON MYHKIIMH ITPHEM pUBapoOKcadaHa clieayeT OTIOXKUTh Ha 24 Jaca.

PexoMeHganMyu 10 JO3UPOBAHMIO A0 M TMOCJE€ WHBA3WBHBIX MPOLUCAYP M XHUPYPIUYSCKHUX

BMEIIATEIbCTB
Ecnu HEeoOXoauMo npoBeieHne UHBa3UBHOM MPOLEAYpbl UM XUPYPrUYECKOr0 BMENIATENbCTBA,
Ha OCHOBaHWU 3akitoueHus Bpaya npuem npenapara PUBAPOKCABAH ABEKCHUMA 15 mr u
20 Mr ciieyeT nIpeKpaTuTh 10 KpaiHel Mepe 3a 24 yaca 10 BMEIIATENIbCTBA, €CIIU 3TO BO3MOXKHO.
Ecin nponenypy Henb3sl OTIIOKUTH, MOBBIIIEHHBIM PUCK KPOBOTEUEHUS CIEAYET OLECHUBATh B
CPaBHEHHMHU C HEOOXOJUMOCTBIO CPOYHOTO BMEIIATENIbCTBA.

[Tpuem npenapata PUBAPOKCABAH ABEKCHMA cnenyetr BO300HOBUThH KaK MOYKHO CKOpee
1I0CJIE MHBA3UBHOW NPOLENYPhl WIM XUPYPIHUECKOIO BMEIIATENIBCTBA, €CIU JIEYallMM BpauoM
YCTAHOBJIEHO, YTO 3TO MO3BOJISIET KIIMHUUECKAs CUTyallusl U JOCTUTHYT aJIeKBaTHbII reMocTas (CM.
pazmen 5.2.).

IToxxuion Bo3pact

Puck KPOBOTCUYCHUSA MOKCET YBCIIMUUBATHCS C ITOBBIICHUCM BO3pacTa (CM. pasacit 52)

JlepMaToI0ruYeCKre peaKIuy

[Ipu mpoBeneHUH MOCTMAPKETUHTOBBIX HAOMIONEHUN COOOINAIOCh O CiIydasX BO3HUKHOBEHUS

CEPBhE3HBIX KOXXKHBIX peakuui, BKmovas cuHapoMm CrtuBeHca-/[KOHCOHA / TOKCHYECKUU
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cuctemabiMu cumntomamu (DRESS cunapom), Ha ¢one mpumenenust puBapokcabaHa (cwm.
pasnen 4.8.). IlanuenTsl, MO-BUAMMOMY, IOJBEPralOTCsl HAUOOJIBLUIEMY PUCKY BO3HUKHOBEHUS
9THX PEAKIMH Ha paHHUX HTallax JICYEHUs: Ha4ajI0 peakiK B OOJIbIIMHCTBE CIy4aeB MIPOUCXOJUT
B T€UCHHUE NIEPBBIX Heslelnb JieueHus. [Ipyu nepBoM NOsSBICHUHN TSAXKENION KOKHON ChIIM (HarIpuMep,
IpU €€ pacrpoCTPaHEHUH, HHTEHCU(PHUKALUY W/WIH 00pa30BaHUM BOJIABIPEH) MM MIPU HAJTMYUHU
KaKUX-TTHOO0 IPYTUX CUMIITOMOB THIIEPYYBCTBUTEILHOCTH, CBI3aHHBIX C TOPAKEHUEM CIIM3UCTON
000JI0YKH, CIeyeT IPEKPATUTh TEPAIHIO PUBAPOKCAOAHOM.

eTu
HmeroTcs orpaHMyYeHHBIE JaHHBIE O TPUMEHEHUH Y JIeTeil ¢ TpoMOO30M BEH T'OJIOBHOTO MO3Tra U
BEHO3HBIX CHHYCOB, Y KOTOPBIX €CTh MH(eKIus neHTpanbHoi HepBHOH cuctembl (ITHC) (cm.
paszznen 5.1.). Heo6xoaumo TiiatenbHO OLEHUBATh PUCK KPOBOTEUEHHUS IIepel Ha3HAYEHHUEM U BO
BpeMs Tepaliy pUBapoKcabaHOM.
[Tpenapar PUBAPOKCABFAH ABEKCHUMA He pexkomeHayeTcsi K NPUMEHEHUIO y JAETed U
MOJIPOCTKOB CO CPEIHEW WM TSDKEIOW CTEICHBIO HApYyIMIeHUS (QYHKIUH TOYEeK (CKOPOCTh
KITy60uKoBO# umbTparmu <50 Min/mMun/1,73 M?) B CBSI3H ¢ OTCYTCTBHEM KIMHHYECKUX JIAHHBIX.
KnuHuyeckue qaHHbIE O COMYTCTBYIOIIEM CUCTEMHOM JICUEHUH JIeTe MOLHBIMU HHTMOUTOPaMuU
onnoBpeMeHHO CYP3A4 u P-rmukonporenHa oTcyTcTBYIOT (CM. pasnen 4.5.).
JlanHble MO BpPEMEHM YCTAHOBKM WJIM yJaJ€HHs HEHpoakCHUalbHOIO KaTerepa y JeTeH,
npuaumMaromux npenapat PUBAPOKCABAH ABEKCHUMA, orcyrcTByroT. B Takux ciydasx
cilefyeT IpeKpaTUTh MpHUEM puBapokcabaHa M pPAaCCMOTPETh BO3MOXKHOCTb MPUMEHEHHUs
NapeHTEepaIbHOTO AaHTUKOATYJISIHTa KOPOTKOTO JEHCTBUSL.
BcnomorarenbHble BemecTsa

IIpemapar PUBAPOKCABAH ABEKCHUMA conepxutr usakro3y. [lanmeHtam ¢ penko

BCTpC‘l&IOH.IGfICH HacJIeICTBEHHOM HCIICPECHOCUMOCTBIO I'aJIAKTO3BbI, IIC(I)I/II_[I/ITOM JIaKTa3bl nonapeﬁ

WIN TIIIOKO30TaJIakTO3HOM MaibaOcopOLuel He clleAyeT IPUHUMATh 3TOT Ipenapar.

4.5. B3amMmopeiicTBHMe ¢ JPYrHMH JICKAPCTBEHHBIMHM MpenaparaMH W JApyrue BHIbI
B3aMMO/JEHCTBHUA

Marnouropsl CYP3A4 u P-rimkomnporenHa

CoBMecTHOE MpuMeHeHe puBapokcadbaHa u keTokoHasoza (400 mr 1 pa3 B ieHb) WM pUTOHABHpA
(600 mr 2 pasza B JeHb) MPHUBOAMIO K MOBBIIMICHUIO CpPeJHEH KOHIEHTpaluu puBapokcabaHa B
iasme kposH (AUC) B 2,6 pa3za/2,5 pa3a u yBeTHUEHHUIO CpeJHEH MaKCHUMAIbHOM KOHIIEHTpaluei
(Cmax) puBapokcabana B 1,7 pa3a/l,6 pa3za co 3HAYUTCIBHBIM  YCUJIICHHUEM

dapmakoguHaMU4eCcKUX 3((HEKTOB, YTO MOKET MIPUBOJUTH K YBEJIIMYEHUIO PUCKA KPOBOTEUEHUSI.
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nanueHTam, M0JIy4aoIUM COITYTCTBYIOILIEE CUCTEMHOE JeueHue a30JI0BBIMU
IPOTHBOTPUOKOBBIMU IperapaTaMy, TaKUMH KaK KETOKOHA30JI, HTPAKOHA30JI, BOPUKOHA30J U
M03aKOHA30J1, WK UHruOuTOpamu npoteassl BUY. DT akTHBHBIE BEIlIeCTBA SABIISAIOTCS MOLUTHBIMU
uaruoutopamu 1 CYP3A4, u P-rimukonporenna (cm. paszuen 4.4.).

Oskujaercs, YTo aKTUBHBIE BEIIECTBA, CUIIbHO HHTHOMPYIOIIIE TOIBKO OWH U3 ITyTeH BHIBEICHUS
puBapokcabana, uwiu CYP3A4, win P-rimkonporenH, B MEHBbUIEH CTENEHU YBEJIWYUBAIOT
KOHIICHTpAIlMI0 puBapokcabaHa B mazme. Hampumep, knaputpomunud (500 mr 2 pas3a B JIeHb),
KOTOpBIA cuuTaercs MoOIHbIM uHrHOUTOpoM CYP3A4 u yMepeHHBIM HMHTHOUTOPOM
Primkonporenna, Bei3biBan yBenuueHnue cpeaueit AUC puapokcabana B 1,5 pa3a u yBenudeHue
Cmax B 1,4 pa3a. BzaumoaelictBue ¢ KJIapUTPOMULIMHOM CUUTAETCS KIMHUYECKH HE3HAUUMbIM
JUIst OOJIBIIMHCTBA MAlMEHTOB, HO MOXET OBbITh MOTEHUUATbHO 3HAYMMBIM JJIsl TAIlMEHTOB U3
TPYIIBI BEICOKOTO pHCKa (IS MAllMEHTOB ¢ HapylleHneM (yHKIUU mouek cM. pasnen 4.4.).
Opurpomunye (500 mr 3 pasa B aenb), ymepeHusiii uaruoutop CYP3A4 u P-rmukonporenna,
BbI3bIBA)I yBenmueHue 3HadeHwmid cpemned AUC m Cmax puBapokcabanma B 1,3 pasa.
BzaumopeiicTBie ¢ 3pUTPOMUIIMHOM CUUTAETCS KIMHUYECKHM HE3HAYMMBIM JUIsl OOJBIIMHCTBA
MAIMEHTOB, HO MOET OBbITh MOTEHIMAIBFHO 3HAYUMBIM JI MAI[MEHTOB U3 TPYIIBI BHICOKOTO
pucka.

VY mauuMeHToB C JIETKOM CTENEHbI0 HapylleHus (GyHKUuu nodek sputpomunivd (500 mr 3 pasza B
JIeHb) BBI3bIBAN yBenuueHue 3HaueHui cpeaneit AUC puBapokcabana B 1,8 pasa u Cmax B 1,6
pasa o CpaBHEHUIO C MAallMEHTaMM ¢ HOPMaJIbHOM (yHKIMEH Mmovek. Y MalMeHTOB CO CpeaHen
CTENEHbIO HapYIIeHHs (YHKIUU [MOYEK IPUTPOMULIMH BbI3bIBAJ YBEIMUEHHE 3HAUEHUN CpeHei
AUC puBapokcabana B 2,0 paza u Cmax B 1,6 paza mo cpaBHEHUIO C TAIUEHTAMU C HOPMaJIbHON
bynkuueit nouek. I exT 3pUTPOMUIIHA SABIISETCS aATUTUBHBIM K HApYIIEHUIO (DYHKIIMH OYEeK
(cM. paznen 4.4.).

®nykona3zoi (400 Mr oiMH pa3 B JIeHb), KOTOPBIN cuuTaercs yMepeHHbIM HHruouropom CYP3A4,
BbI3bIBall yBenuueHue cpenneil AUC puBapokcabana B 1,4 pasa u yBennuenue cpeqieit Cmax B
1,3 pa3za. BzaumopeiictBue ¢ (pIyKOHA30J0M CUUTAETCS KIMHUYECKH HE3HAYMMbIM IS
OOJIBIIMHCTBA NAIIUEHTOB, HO MOXET OBITh MOTEHLUAIBHO 3HAYMMBIM JUISI TAIUEHTOB U3 TPYIIIbI
BBICOKOI'O pHCKa (ISl MallMEHTOB C HapylIeHneM (QyHKIUU ToYeK cM. pa3aen 4.4.).

Ha ocHOBaHMM HMEIOIIMXCS OrPAaHUYECHHBIX KIMHUYECKUX JaHHBIX HEOO0XOAUMO H30eraTh
COBMECTHOI'O IIPUMEHEHUS puBapoKcadaHa ¢ APOHETAPOHOM.

AHTHKOAryISHTHI

[Tocne oOIHOBpPEMEHHOTO NPUMEHEHHs SHOKcamapuHa (ogHOKpatHas po3a 40 wmr) u

puBapokcabana (ogHoKpaTHas n03a 10 Mr) HaOGI0gaICsT CYMMAIIMOHHBINA 3((EKT B OTHOIICHUH
16
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

npo0 Ha CBEPTHIBAEMOCTh KpoBHU (mpoTpoMOuHOBOE Bpemsi (I1B), akTuBupoBaHHOE YacTHYHOE
tpombomiactTuHoBoe Bpems (AYUTB)). OHokcamapun He BIusuI Ha (APMAKOKUHETHKY
puBapokcabaHa.

B cBsI3u ¢ NMOBBIIEHHBIM PUCKOM KPOBOTEUEHMs HEOOXOIUMO COOJIOAATh OCTOPOXKHOCTH IPU
COBMECTHOM NMPUMEHEHUH C JTIOOBIMU APYTUMH aHTHKOATYJITHTaMH (CM. paszzaensl 4.3. u 4.4.).

HIIBII / uHrubutopsl arperau TpoMOOIIUTOB

ITocne coBMecTHOro mpuUMEHEHHs puBapokcabana (15 mr) m HampokceHa B go3e 500 wmr
KJIMHUYECKH 3HAYMMOTI'0 YBEJIMUEHUs] BPEMEHHU KPOBOTEUEHUS He HabIroaanock. TeM He MeHee, Yy
OTJENBHBIX JIUI] BO3MOKEH 00Jiee BEIPAXKEHHBIN (hapMaKOANHAMHUYECKUI OTBET.

He naGmronanoch KIMHUYECKH 3HAYMMBIX (PapMaKOKMHETUYECKHX WX (hapMaKOJAWHAMHYECKUX
B3aUMOJICHCTBUI NPU COBMECTHOM IPUMEHEHHH puBapokcadbana u 500 Mr aneTuacaauimuiIoBoi
KHCJIOTHI.

He obnapyxeHO (papMaKOKHHETHYECKOTO B3aMMOJACHCTBHS MEXKIy puBapokcabanom (15 mr) u
KJIOMUJI0rpesioM (Harpy3ouHas go3a 300 Mr ¢ mociaeayrounuM Ha3HAueHHEM I0/JIep KUBaOIIen
7036l 75 Mr), HO B MOATpYIIE MalMEHTOB HAOIIOAAIOCh 3HAYUMOE YBEJIMYEHUE BPEMEHU
KPOBOTEUCHHMSI, HE KOPPEIUPOBABILEE CO CTENEHbIO arperaluu TPOMOOLMTOB M COJCpKAHUEM
Pcenextuna wim GPIIb/Illa-penenitopa.

Heo6xomnMo co0mronaTh OCTOPOKHOCTh MpU coBMecTHOM npuMmeHenunn ¢ HIIBII (Bkmrouas
alleTUWICAIUIMIOBYIO KHUCJIOTY) M MHIMOMTOpaMH arperamuy TPOMOOLUMTOB, IOCKOJIBKY
NPUMEHEHHE 3TUX MPENapaToB 0ObIYHO MOBBIIIAET PUCK KPOBOTeUeHHUS (cM. pazaen 4.4.).

CHO3C / CUO3CH

Kak m B ciiyuae npuUMEHEHHUS JPYTWX AaHTUKOATYJSIHTOB, BO3MOXKHO YBEIMYCHHE pPHCKa
KPOBOTEUEHHsI Y MAIIMEHTOB MPU OJTHOBPEMEHHOM MPUMEHEHUH C CEIEKTUBHBIMU HHTHOUTOpAMU
obOpatHoro 3axBara ceporoHuMHa (CHMO3C) wiM ceneKTUBHBIMH HHTHOMTOpPaMH OOPAaTHOTO
3axBaTa ceporoHuHa U HopanuHeppuHa (CMO3CH) BciencTBue BIMSHUS STUX MpeNapaToB Ha
TPOMOOIHTEI. Pe3ynbTaThl KIMHUYECKUX HCCIENOBAaHUN pUBapoKcabaHa MpPOIEeMOHCTPUPOBAIH
YHCIEHHOE MOBBIIIEHNE OONBIINX U HEOOIBITNX KIMHUYECKH 3HAUMMBIX KPOBOTEUEHUIN BO BCEX
rpynmnax jJeuyeHus: Ipu COBMECTHOM MPUMEHEHUH 3TUX MPEnaparos.

Bapdapun

[lepexon manmentoB ¢ anTaronucra BuTtamumHa K Bapdapuna (MHO ot 2,0 mo 3,0) Ha
puBapokcaban (20 mr) wnu ¢ puBapokcadana (20 mr) Ha Bapdapun (MHO ot 2,0 go 3,0)
yBenuuuBai nporpomounosoe BpeMsi/MHO (Neoplastin) B Oosblieii cTenenu, 4eM npHu NpocToM

cymmupoBanuu 3¢dexroB (otaenbupie 3HaueHnss MHO moryt mocturats 12), B TO BpeMs Kak
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

(OI1T) ObLIM anIUTUBHBIMH.

B ciiydae HeoOxoauMocTH ucciieoBanus GapmakouHaMudeckux 3 pekToB puBapokcabaHa BO
BpeMsl IEPEXOJHOr0 EPUOa, B Ka4eCTBE TECTOB, HA KOTOPhIE HE OKa3bIBACT BIUSAHUE BappapuH,
MO>KHO HCIIOJIB30BaTh omnpezeiieHne antu-Xa aktuBHoctH, PICT u HepTest. Hauunas ¢ 4-ro nus
nocJie mpueMa MocleHe| 1036l BapdapuHa Bce JlabopaTopHbIe mokaszarenu (B ToMm umcie [1B,
AYTB, wunrubupoBanue aktuBHOCTH (akropa Xa u DIIT) orTpaxkanu TOJBKO BIUSHHE
puBapokcabaHa.

B cnydyae HeoOxomammoctu wuccienoBaHus (papmakomuHamudeckux 3¢ @dekToB BapdapuHa BO
BpeMs TIEPEXOJIHOTO TMEPHOAa, MOXKET OBITh HCIOIB30BaHO M3MepeHue Benudnasl MHO mpu
Cupovexyr. pUBapokcabana (cmycTst 24 daca mocie MpeAblayliero mnpueMa puBapokcabaHa),
MOCKOJIbKY pHBapoKcadaH OKa3bIBaeT MUHUMAIBHBIN 3(Q¢deKT Ha 3TOT MoKa3aTellb B JaHHBIN
MOMEHT BPEMEHH.

DapMaKOKHHETUYECKOTO B3aMMOJICHCTBUS MEXAy BapdapuHOM U puBapokcabaHOM HeE
Ha0J110/1a710Ch.

Hunykropsr CYP3A4

CoBmecTHOE TNpUMEHEHHE puBapokcabaHa M pU(AMIUIMHA, SBIAIOLIETOCS MOLIHBIM
unaykropom CYP3 A4, npuBoauio k canxenuto cpenneit AUC puBapokcabaHa npuOIU3UTEIbHO
Ha 50 % W OJHOBPEMEHHOMY YMEHBIIICHHIO eT0 papMakoguHamMuaeckux 3QdexroB. CoBMeCTHOE
OpUMEHEeHHe pHBapokcabaHa ¢ JApyrMMu MomHbIMU uHAykTOpamu CYP3A4 (Hanpumep,
¢denuronHom,  kapOamazenuHoMm,  (eHoOapOMTaIOM  MJIM  TpemapatamMd  3Bepobost
nponsipsiBierHoro  (Hypericum perforatum)) Ttakxke MOXET TPUBECTH K CHHIKCHHIO
KOHIIGHTpalluii puBapokcabaHa B Iuia3Me KpoBH. CrenoBaTesNbHO, HEOOXOIUMO H30erarthb
OJTHOBPEMEHHOT'0 IPUMEHEHUsI MOIHBIX MHIYKTOpoB CYP3A4, kpoMe ciaydaeB, KOrjaa maleHT
HaXOJUTCs 1O/ TIIATeJbHBIM HAOIIOJACHUEM Ha MpPEAMET Pa3BUTHUSA MPU3HAKOB U CUMIITOMOB
TpoMOo3a.

IIpouas conyTCcTBYIOIIAA TEPAIUI

Knuanyeckn 3HaYUMBIX (PapMaKOKMHETHUECKUX MM (papMaKoJMHAMUUYECKHX B3aWMOJIeHCTBUIA
OpU COBMECTHOM MPUMEHEHMHM pHBapokcabaHa c¢ MugazoigamoMm (cyOctpatr CYP3A4),
TUTOKCHMHOM  (cyOctpar P-rmmkomportenna), aropBactatuHoMm (cyOctpar CYP3A4 wu
PriukomnporenHa) win omenpa3ojoM (MHTHOWTOpP MPOTOHHOW TIOMIIBI) HE HaOII0AaNoCh.
PuBapokcaban He nnrubupyer u He unayuupyer CYP3A4.

Baushnue Ha Ha60DaTODHBIC napaMcTphl

PuBapokcabaH oka3plBaeT BIMSHHE Ha IOKa3arenu cBepThiBaeMocTH kpou (I1B, AUTB,

HepTest) B cBsI31 O CBOMM MEXaHU3MOM ACHCTBUA (CM. pazzaen 5.1.).
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€TH

HccnenoBanust B3aMMOICUCTBHS MPOBEJACHBI TOJIBKO Y B3pOCiibiX. CTeNeHb MEXKIIEKapCTBEHHBIX
B3aMMO/JICUCTBUN y I€TEN HE U3BeCTHA. [[puBeIeHHBIE JaHHbBIE O B3aMMOJICHCTBHUH, ITOTYyYECHHbBIC
y B3pOCJIbIX AIIUEHTOB, U IPEIyNpexXAeHus B pa3zeie 4.4. 10JKHbI ObITh MPUHATH BO BHUMaHUE
JUISL IEANATPUYECKON MTOMYJIISLNH.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JAKTALMSA

bepemenHoOCTD

bezonacHocth u 3 dextuBHOCTh NMpenapata PUBAPOKCABAH ABEKCHMA y GepeMeHHBIX
JKEHIIUH HE YCTaHOBJEHBI. /|aHHbIE, MOJyYEHHbIE B MCCIEIOBAHUAX HA KUBOTHBIX, MTOKa3aJIx
PENPOLYKTUBHYIO TOKCUYHOCTb. BeencTBue BO3MOXKHOM peNPOAYKTUBHOM TOKCUYHOCTH, PUCKA
pa3BUTHS KPOBOTEUYCHUS U JJAHHBIX O CIIOCOOHOCTH pUBApOKCabaHa MPOHUKATH Yepe3 IUIAIEHTY
npernapatr PUBAPOKCABAH ABEKCHMA mnpoTuBomoka3aH BO BpeMsi O€peMEHHOCTH (CM.
paznmen 4.3.).

JKeHmuHbl JeTOPOAHOrO0 BO3pacTa JODKHBI HM30eratb OEpEMEHHOCTH BO BpeMs Teparuu
puBapokcabaHOM.

JlakTanuys

bezonacunocts u sddexruBHocts npenapata PUBAPOKCABAH ABEKCHUMA y >xeHIMH B
MepUoJi TPYAHOTO BCKApMJIMBAHUS HE YCTAHOBJICHBI. JlaHHBIC, TOJNYyYEHHBIE Y KUBOTHBIX,
MOKAa3bIBAIOT, YTO pUBApOKcadaH BBIJIEISAETCS C TpyaHbBIM MosiokoM. [losromy mpemapar
PUBAPOKCABAH ABEKCHMA npoTHBOINOKa3aH B MEPHOJ IPYAHOTO BCKapMIIMBAHHS (CM.
paznen 4.3.). HeobxoauMo TpHHSATH pelieHne 00 OTMEHE TPYIHOTO BCKAPMIIMBAHHS WU
MpEKPaICHUH/TPUOCTAHOBIICHUN TEPAITUH.

DdepTUabHOCTD

CHGHI/IEUILHHX HUCCJIeIOBAHUM I10 OIICHKE BIIMSHUSI pHBapOKca6aHa Ha (l)epTI/IJ'ILHOCTB Y 4CJIOBCKA
HC IMPOBOAUIIOCH. HccnegoBanus IIoKa3ajau, 4TO pI/IBapOKC8.6aH HC BJIMACT HAa MYXCKYIO U

KEHCKYI0 (epTUIIBHOCTD y KPBIC.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJAATH TPAHCHOPTHBIMH CpeaCTBaMH M padorarh ¢
MeXaHHU3MaMH

IIpenapatr PMBAPOKCAGLAH ABEKCHMA oka3plBa€T HECYIIECTBEHHOE BIIMSHUE Ha
CIIOCOOHOCTh YIPABJIATH TPAHCIOPTHBIMHU CpPEACTBAMU M paboTaTh C MeXaHU3MaMu. belu
3apErUCTPUPOBAHBl TaKHe HeXeNnaTeJIbHble peaklIuud Kak OOMOpOK (4acToTa: HEYacTo) H
rOJIOBOKpYKeHHe (uactoTa: 4dacto) (cMm. pazmen 4.8.). IlamueHTBl, y KOTOPHIX BO3HHKAIOT
10/1I00HbIE HEXKeNaTelbHble PEeaKIMK, He JO0JDKHBI YIPABIATh TPAHCIOPTHBIMU CPEICTBAMU WU

JPYTUMU MEXaHU3MaMHU.
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(MOCNEODBATENBEHOCTE 0004)

4.8. HexenarejbHbIC peaKuuu

Pesrome npoduiist 6e3onacHocT

be3onacHocTs puBapokcabaHa OleHMBaIach B TPUHAALATA OCHOBHBIX MccnenoBanusx 11 dazbr
(cm. Tabmuy 1).

Cymmapno 69608 B3pocibIX MAMEHTOB B AeBsITHAaAIATH uccnenoBanusx 111 ¢as3er u 488 nereit B
nByx uccnenosanusix Il ¢haser u aByx nccnenosanusix 11 gassl npuauManu puBapokcadas.
Tabmuma 1. Yucnao nanueHToB, y4acTBOBABIIUX B HCCIICAOBAHUAX, CyMMapHasi CyTOYHast 103a 1
MaKCHMaJIbHas IPOAOJDKUTENIBHOCTh JIeYeHUs] B KiMHHMYeckux wuccinenoanusx I ¢aser c

Y4aCTUEM B3POCIIbIX U NICAUATPUUCCKUX MAITUCHTOB

Ilokazanne Yucino CymmapHas MaxkcumanbHast
NAIMEeHTOB™ | cyTouHas /1032 HPOJOJIKUTEIb-

HOCTB JICYCHHA

[IpodunakTruka BEHO3HOM 6097 10 mr 39 nueit
TpoMO03MOonuu (BTD) y B3pocibix
MAIMEHTOB, IEPEHECIINX TUIAHOBYIO
OTIEPALIMIO TI0 3aMEeHE Ta300eAPEHHOTO

HJIM KOJICHHOT'O CyCTaBa

[Ipodunakrtuka BTD y manuenros, 3997 10 mr 39 nHel
TOCIUTAIM3UPOBAHHBIX C OCTPHIM

MEAUIIMHCKHUM COCTOSHHUEM

Jleuenue Tpomb0o3a rirydokux BeH (TI'B), | 6790 Henpb 1-21: 30 Mmr | 21 mecsnn
TpOoMO0IMOOIUH JIETOYHON apTepuu Hauunas ¢ 22 nus:
(TOJIA) m npodunakTHKa peuIMBOB 20 mr

[Tocnie MuUHUMYM 6
MECSILIEB:

10 Mr wim 20 mr

Jleuenne BTO u nmpodunaktuka 329 [Ho3a, 12 mecsues
petanBoB BTO y noHomeHHbIX CKOPpPEKTUPOBAaHHAs
HOBOPOXKJICHHBIX U JIETEH B BO3PACTE 110 B 3aBUCUMOCTH OT
<18 seT mocie HaYaIbHOW CTaHIAPTHOU Macchl Tena, s
AHTHUKOATYJITHTHOM Tepanuu JOCTHKEHUS

HKCTIO3HIINH,

HaOIroIaBIIeHCS Y
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c
alEeTUICAINIIUIIOBON

KHUCJIOTOH

ot 27.01.2026 N= 1285
okazanue Ee T L o7 s o Wbl L A i Y
MaIMeHToB™ | cyTouHas 1032 MPOAOIDKUTENb-
HOCTb JICUCHUS

B3pOCJIBIX,

nosy4aBmux 20 mr

puBapokcabaHa

OJIMH pa3 B JICHb IS

neyenus TI'B
[Ipodunaktuka uHCYNIbTA U cUCTeMHOM | 7750 20 mr 41 mecsan
TPOMO03MOOIIHNH Y TAIIEHTOB C
bubpuUIALIHeH peacepanii
HEKJIAIaHHOTO MPOUCXOXKACHUS
[IpodmnakTrka aTepOTPOMOOTHYECKIX 10225 5 mrumu 10 mr 31 mecsn
COOBITHH y MAIMEHTOB ITOCIIE OCTPOTO COOTBETCTBEHHO, B
koponapsoro cugapoma (OKC) KOMOHMHAIIUHU C

ale TUJICATUIIUIIOBON

KUCJIOTOM WIIN

ALETUIICATALIMIIOBOH

KHCJIOTOM C

KIIOTIHIOTPEJIOM HIIN

TUKJIOTTUANHOM
[IpodunakTuka aTepoTPOMOOTHYECKHX 18244 5 mMr B koMOuHanmu | 47 mecsies
COOBITHH y MAIMEHTOB C UIIEMUYECKOMH c
6one3nsto cepaua (MbC) wu aleTUJICATUITUIIOBOM
3a0o0seBaHreM MepudepruIecKux kucioToi wim 10 mr
aprepuii (311A) B MOHOTEpANUU

3256** 5 Mr B koMOuHaImu | 42 Mecsia

* IIamueHTrl, MONIYYMBIIKE 110 MEHBIIIEH MEpE OJHY 103 WBapoKcabaHa.
3

** N3 uccaemoBanuss VOYAGER PAD.

Haub6onee gacto PETUCTPUPYEMBIMH HEKEIATCIbHBIMU PCAKIUAMU Y MAIIMCHTOB, IMOJY4YaBIINUX

puBapokcalaH,

ObuUIM  KpOBOTEYEHHUs (CM.

HUXKE

oJIpas e

«Onucau

nc OTACIbHBIX

HEeXKeNaTeNbHBIX peakiuity, cM. pasznen 4.4.) (Tabmuna 2). Haubonee yacTo perucTpupoBalinuch
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 27.01.2026 Ne 1285

Ry, [ R FaE Ll E O

reuerne (45 A B T oo initiedoe

Tabmuua 2. YacToTa BO3HMKHOBEHHSI KPOBOTCUCHMH™ M aHEMHMH y MAIMEHTOB, MOJYyYaBIIMX

JICUCHHUC pI/IBapOKCEl6aHOM B 3aBCPIICHHBIX KIMHHUYCCKUX HCCIICAOBAHUAX III (1)8351 C ydyaCcTuem

B3POCJIBIX U NIEAUATPHUYCCKUX IMAIITUCHTOB

ITokazanue Jlro60e AHnemus
KPOBOTEUYECHHE

[Ipodunaktrka BeHO3HOI TpoMOOIMOOIUU 6,8 % manueHToB 5,9 % nanueHToB

(BTD) y B3poCibIX NAMEHTOB, IEPEHECIINX

IUIAHOBYIO OIEpAlUIO 110 3aMEHE

Ta300eIpEeHHOr0 UM KOJICHHOI'O CyCcTaBa

[Ipodunaktrka BeHO3HOI TpoMOOIMOOINY Y 12,6 % nanueHToB 2,1 % nauueHToB

MalUEeHTOB, TOCTIUTAIM3UPOBAHHBIX C OCTPHIM

MEIUIIUHCKUM COCTOSTHHEM

Jleuenne TI'B, TOJIA u npodunakTuka 23 % manueHToB 1,6 % manmeHToB

PELUINBOB

Jleuenue BTD u npodunakTtrka peuuausoB BT | 39,5 % manueHToB 4,6 % manureHToB

y TOHOIICHHBIX HOBOPOXK/ICHHBIX U JIeTeH B

Bo3pacte <18 jieT nociie Ha4aIbHOMI

CTaHJAPTHON aHTUKOAryJIIHTHOM TEparuu

[IpodunakTrka HHCYIBTA U CUCTEMHOU 28 na 100 2,5 na 100

TpOMOOIMOOINY y TAITUEHTOB ¢ GUOPUILIALIMEH | MAlUEeHTO-TIET NalUEHTO-JIET

NpeAcepaAnid HEKJIAMTAHHOTO MPOUCXOXKACHUS

[Ipodunaktuka areporpomboTHyeckux coobiTiii | 22 Ha 100 1,4 na 100

y narmenToB nociie OKC [MaIMEeHTO-JIET [MAI[HEHTO-JIET

ITpodunaktuka areporpoMOOTHUECKUX cOOBITHI | 6,7 Ha 100 0,15 Ha 100

y nareHToB ¢ MbC nnu 3I1TA HanueHTo-JIeT MarueHTo-ner**
8,38 na 100 0,74 na 100
MalHUEHTO-JIEeTH NalUEeHTO-

neT*F*#

* Bo Bcex KIMHUYECKHMX HCCIEIOBAaHUIX pHUBapokcabaHa Bce Clay4yad KpOBOTEUEHUS

coOuparoTCsi, pETUCTPUPYIOTCS U OLIEHUBAIOTCSL.

** B wuccnenoBanun COMPASS wuyactoTa BCTpeuaeMOCTH aHEMUM HHU3Kasg, IOCKOJIbKY

MMPUMCHSJICA BLI60pO‘{HBII>'I oaxoa K C60py JaHHBIX ITO HCXKCJIATCIbHBIM SABJICHUSAM.
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*** [Ipu cOope TaHHBIX O HEXKETATSIBHBIX SBIGHUIX npiﬂﬁgﬁﬁﬁgﬂ]ﬁ;ﬁﬁﬁg%ﬁcﬂo x_"o'/;lx; 04

# U3 uccnemosanna VOYAGER PAD.

Tabauunoe PE3IOME HEXKENATCIbHBIX PEaKIIUI

YacroTa BCTpEUaeMOCTH HEKeJIaTeNbHBIX Peakiyil, 3aperuCTPUPOBAHHBIX Y JIeTEH U B3POCIBIX
npu npumeHeHun npemnapata PUBAPOKCABAH ABEKCHUMA, npuBenena B Tabauiie 3 HIKE ©
paszesieHueM o CUCTEMHO-opranHbIM KinaccaM (MedDRA) u o wacrote.

YacroTa BCTpEYaeMOCTH OIPEesIeTCs KaK:

o4deHpb yacto (>1/10),

gacto (o1 >1/100, Ho <1/10),

Hevacto (ot >1/1 000, HO <1/100),

penko (ot >1/10 000, HO <1/1 000),

o4deHb peako (<1/10 000),

94acTOTa HEU3BECTHA (HA OCHOBAaHUH MMEIOIIMXCS IaHHBIX OLIEHUTh HEBO3MOKHO).

Tabmuna 3. Bce HexkenarenbHBIC PEAKIUH, 3apErHCTPUPOBAHHBIC Y B3POCIBIX TMAIMEHTOB B
KIuHUIecknx uccienoBanmsx 111 ¢a3pl Wi B X0lle MOCTPETUCTPANMOHHOTO MPUMEHEHHS*, a

TakKe y MeJuaTpUuYecKuX MalueHToB B ABYX uccienoBanusx Il ¢assl u aByx uccnegopanusx 11

dazbl
Yacto Heugacto Penxo Ouens penko Yacrora
HEU3BECTHA
Hapyuenusi co CTOpOHBI KPOBH U JIUM(aTHYECKOH CHCTEMbI
AHemus TpomOoruTO3
(BKITIOUAst (BKITIOUAst
COOTBETCTBYIOIII | MOBBIIIEHUE
ue KOJIMYECTBA
nabopaTopHble | TPOMOOIMTOB)™,
MTOKAa3aTeH) TPOMOOLIMTONIEHUS

Hapyumenus co cTopoHbl HMMYHHOM CHCTEMBbI

Annepruueckas AHaduakTuieck
peaxus, 1€ peaKiyi,
aJUIeprudecKui BKJIFOYast
JEpMaTuT, aHa(UIaKTHYECKU
AHTHOHEBPOTUYECK i 10K

WU OTEK U
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 27.01.2026 N2 1285
Yacro Heuacto Penx (ot _iégegig' ’S&E@b HOG 1%5%6"["5'
HEU3BECTHA
aJuIeprudecKui
OTEK

Hapymenusi co cTOpoHbI HEPBHOM CHCTEMbI

['onoBokpyxkeHu | BHyTpuMo3roBoe u

e, TOJIOBHAs BHYTPHYCPEITHOE
6011b KPOBOU3JIHSIHUE,
00MOpOK

Hapyuienusi co cTOpoHbI OpraHa 3peHus

KpoBouznusinue
B J1a3 (BKJItOUas
KPOBOUBIIUSHUE

B KOHBIOHKTHUBY)

Hapymenusi co cTOpoHbI cepana

Taxukapaus

Hapyuenusi co cTOpOHBI COCY10B

CHmxenue
apTepUaIbHOTO
JaBJICHUS,

rémaromMa

Hapymeﬂnﬂ CO CTOPOHBI JbIXaTeJIbHOM CUCTEMbI, OPraHoB pr}IHOﬁ KJICTKHM U

cpeaocTeHHUst
Hocosoe Do03uHO(pUIbHAS
KpPOBOTEUEHHE, MTHEBMOHUS
KpPOBOXapKaHbe

)IceﬂleO‘IHO-KI/IIHe‘{HLIe HapyuieHust

KposorounBoct | CyxocTs BO pTY
b JIECEH,
KEITyT0YHO-
KHILIEYHOE
KpOBOTEUYEHHE
(BKITIOUAs

peKTaibHOe
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oT 27012026 Nz 1285
Yacro Heuacrto Penx T 64enE pémo- - Yacrora
HENU3BECTHA

KPOBOTEYCHHE),
0o B o0JacTu
KEITYT0IHO-
KHUIIICYHOTO
TpaKkTa v B
JKUBOTE,
JIACIIETICHS,
TOIIHOTA,
3amop”, auapes,

psota’

Hapymemm CO CTOPOHBI ITICYCHHU U KETYCBLIBOASAIIINX nyTeﬁ

IToBbiIEHNE Hapymenne Kenryxa,

aKTUBHOCTH (GyHKLIMU TIEYeHH, |TOBBILLICHHUE

TpaHCaMMHa3 MIOBBIIIICHUE KOHILIEHTPaLu1
KOHIICHTPALUU KOHBIOTUPOBAHHOT
ounnpyOunHa, 0 OmnmpyOuHa (pu
MIOBBIIIICHUE COITYTCTBYIOILIEM
aKTUBHOCTH HOBBIIIEHUT
LIEJIOYHOU aktTuBHOCTH AJIT
dhocdarass uiau 6e3 Hero),
KpoBH®, XoJjecTa3, renaTuT
MIOBBIIIIEHUE (BKITIOUAs

aktuBHocTH ITTA  |remaTonenmonsapHo

€ TIOBPEK/ICHUE)

HapyueHnus co CTOPOHBI KOKHM M MOAKOKHBIX TKaHeHl

KoxHb111 3y11 Kpanusauna Cungpom
(BKITIOUAst CruBeHca—
HEYacThbIe Jl>xoHcoHa /
ciyyau TOKCHYECKHH
reHepanu3o- SMUEPMATBHBINA
BAaHHOTO 3y/1a), HEKPOJIH3,
KO>KHas ChIIb, DRESS-cunapom
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ot 27.01.2026 N= 1285
Yacro Heuacro Penx LSS _iégegig' ’f)‘g}:lng og 1%5%6"["5'
HEU3BECTHA
3KXHUMO3,
KOKHBIE U
IIO/IKOKHBIE
KpOBOM3JIUSAHUSA
Hapymenusi co CTOPOHBI MbIIIEYHOM, CKEJIETHOH M COeTUHUTEIbHON TKAHU
bons B I'emaptpo3 Kposousnusnue B Kommaprt-
KOHEYHOCTAX" MBIIIIY MEHT
CUHJPOM
KaK
CIIEJICTBUE
KpOBOTEYE
-HUS
Hapyuenusi co CTOPOHBI 04K U MOYEBbIBOASIIIUX IyTel
KpoBoreuenue u3 [Toyeunas
YPOT€HUTAJIbHOTO HEeJ0CTaTo-
TpakTa (BKJIHOYast HOCTB/
reMaTypuro 1 ocTpas
MeHopparuio®), oYeyHast
HapylleHHue HEeJ0CTaTou-
INGINIGIBIOES N HOCTb KaK
(BKITIOYAst CIIEICTBUE
MOBBILICHHUE KpOBO-
KOHLEHTpaluu TEUYEHUS,
KpeaTHuHHHA J0CTaTOu-
KpOBH, HOTO JUIst
MOBBILICHHE TOT0, YTOOBI
KOHLEHTpaluu BbI3BATh
MOYEBUHBI KPOBH) TUIIO-
nepdy3uro;
Hedpomnarusi,
accoLUUpPO-
BaHHAs C
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 27.071.2026 N= 1285

[ | yp

Yacto Heuacto Penx LSS '5*1%13&5' ﬁéﬂdn MG L‘fbc':jf‘d"ﬁé]

HECHU3BCCTHA

IpUEMOM
aHTH-

KOaryJisiHTOB

Oﬁmne HApYUICHUA 1 P€aKIIUU B ME€CTE BBCACHUSA

HonpanKaA, VYxyauienue JlokansHbIH oTeK

nepudepuyecku | 0o1ero

U OTEK, CaMO4yBCTBUS
CHMIKCHHE (BKirOUast
o0men HEJIOMOTaHHe)
¢buzngeckoi

CWJIBI ¥ SHEPTUH
(BKITIOUAst
cJ1aboCTh U

ACTEHHUIO)

JlabopaTopHble H HHCTPYMEHTAJIbHbIE JAHHbIE

IToBrIilICHUE
aKTUBHOCTH JII[FA,
TOBBIIIICHHE
aKTUBHOCTH
JAMma3er’,
MOBBIIIICHUE
aKTUBHOCTH

aMmIaser

TpaBMbl, HHTOKCHKAIIUH W OCJI0KHEHUS POLEAYP

KpoBoreuenune Cocynucras
MoCJIe MPOLEAYP IICEBIO-
(BKITIOUAS aneBpu3Ma“
rocJyeornepanu-

OHHYIO aHEMUIO
1 KpOBOTEUEHHE
U3 paHbl), ymuo,

BBIACIICHUC
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 27.01.2026 N= 1285
Yacto Heuacto Penx LSS TEQ&[E- %*&EE-H og Eféé'fd"fﬁ'
HEU3BECTHA
CEeKpeTa U3
panbr®
A: Habmroaanuch npu npodunaktuke BT y B3pOCIbIX MAMEHTOB, MEPEHECIINX TIAHOBYIO
OIlepalUIo 110 3aMEHE Ta300€IPEHHOT0 WIIM KOJIEHHOI'O CYCTaBa;
B: HaOmonanuck npu Jiedenun TI'B, TOJIA u npodunakTuke peluaIuBOB KaK OUY€Hb YaCThIC
y JKEHIIUH MOJIOXKE 55 JIeT;
C: HaOJII0AATNCh KaK HEYacThIe B paMKaxX MPO(UIAKTUKHA aTePOTPOMOOTHIECKUX COOBITUH Yy

nauuenToB nocie OKC (mocie 4ypeckoKHOT0 KOPOHAPHOTO BMEIIATEILCTBA).
[TpumeHsuicss TIpeBapUTENILHO 3aaHHBI BBIOOPOYHBIA MOIXOA K COOPY JaHHBIX II0
HEXKEJIAaTeIbHBIM SIBJICHUSAM B OTHENbHBIX wuccienoBanusx Il ¢as3el. Ha ocHoBaHum
aHaJIn3a JaHHBIX 3THUX I/ICCJIGZ[OBaHI/Iﬁ qacTOTa HEXKCIATCIbHbBIX peaKLII/Iﬁ HEC IIOBBICHUJIACH,
1 HOBBIX HECKCJIATCIIbHBIX JICKAPCTBCHHBIX peaKHI/Iﬁ I/IIIGHTI/I(bI/IHI/IpOBaHO He OBUIO.

Onwncanue OTACIBHBIX HEKEJIATSABHBIX PeaKIIUM

VYuuteiBas ~ (apmMakonoruueckuid  MeXaHW3M  JCWCTBHs, ~ NpPUMEHEHHe  Ipemnapara
PUBAPOKCABAH ABEKCHUMA MOXeT CONMpOBOXIATHCS MOBBIIIEHHBIM PUCKOM CKPBITOTO
WIA SIBHOTO KPOBOTCUCHHSI W3 JIOOBIX TKaHEW W OpraHoB, KOTOPOE MOXKET NPHUBOJUTH K
noctreMopparuieckoi anemu. [Ipu3Haky, CUMIITOMBI U CTETIEHB TSDKECTH (BKIIIOYAs JIETaIbHBIN
ucxon) OyayT BapbUpOBaTh B 3aBUCHMOCTH OT JIOKaJIM3alMM, HWHTEHCUBHOCTH WU
MPOJIOJDKUTEIIEHOCTH KPOBOTEUYCHHS W/WIIM aHeMHH (CM. mojpazzaen «JledeHne KpoBOTCUCHUI
pazzgena 4.9.). B KIMHHUYECKUX HCCIEIOBAaHMIX KPOBOTEUEHMsI U3 CIM3HUCTBIX 00OJIoueK (a
MMEHHO: KPOBOTEUEHUE U3 HOCA, JIECEH, KEIYAOYHOKHUIIEYHOTO TPAKTa, MOUEIIOJIOBONH CUCTEMBI,
BKJIIOUYasi aHOMAJIbHOE BarMHAJbHOE WM YCHIIEHHOE MEHCTpyallbHOE KPOBOTEUEHHE) U aHEMUs
HAOJII0JAIMCh Yallle NP JUITUTEbHOM JIEYeHUH PUBApOKCA0AHOM IO CPAaBHEHUIO C JICUEHHEM
ABK. Takum o00pa3om, B JOMOJHEHHWE K HaJUICKaIIEMy KIMHHYECKOMY HaOJI0ICHUIO,
nabopaTopHOE HCCIEIOBaHUE TEeMOTJIO0MHA/TeMATOKPUTa MOXKET OBITh 3HAYMMBIM IS
BBISIBJICHUS CKPBITBIX KPOBOTE€YEHHH M KOJIMYECTBEHHOW OLICHKM KIMHUYECKON 3HAYMMOCTHU
SIBHBIX KPOBOTEUYECHHM B CITydasiX, KOT/ia MPUMEHUMO. PHUCK pa3BUTHS KPOBOTECUEHHI MOXKET OBITh
MOBBIIICHHBIM y OMNPENENIEHHBIX TPYII TMalWeHTOB, HAmpUMeEp, y TMalUeHTOB C TSKEION
HEKOHTPOJIUPYEMOI apTepUaNbHON TUNEPTEH3UeW W/WIKM TMPU COBMECTHOM NPUMEHEHUH C
npernapaTaMu, BIUSIONIMMHU Ha TeMocTa3 (cM. moapasaen «Puck kpoBoTedueHus» pazjaena 4.4.).
MeHcTpyanbHOE KPOBOTEUCHHE MOXKET OBITh 00Jiee OOMIIBHBIM W/HUITH TTPOIOJKUTETHHBIM.

['emopparuueckve OCIOKHEHHS MOTYT TpOSIBISTBCS B BUOE ciabocTd, OJieHOCTH,

TOJIOBOKPY>XKCHUS, T OJIOBHOM 0O0JIM WIIM HEOOBSICHUMBIX OTCKOB, OABIIIKKW WA HEOOBSICHHUMOTO
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

TaKkue Kak 00JIb B TPY/IH WM CTCHOKAP IS
ITpu npumenenun npenapara PUBAPOKCABAH ABEKCHUMA peructpupoBaiuch Takue
U3BECTHBIE OCJIOKHEHUS, BTOPUYHBIE TIO OTHOLLIEHUIO K TSKEIBIM KPOBOTEUEHUSIM, KaK CHHIIPOM
MOBBILIICHHOTO cybdacuaibHOro JaBJICHUS (KOoMIapTMEHT-CUHIPOM), roveyHast
HEJOCTAaTOYHOCTh BCIEACTBHE TUronepdy3nn wiu HedporaTus, aCCOIUUPOBAHHAS C TIPUEMOM
AHTUKOAryJIssHTOB. Takum o0pa3om, clelyeT Y4YUTHhIBaTh BO3MOXHOCTh KPOBOTCUCHHS TIPU
OILICHKE COCTOSIHUSI JIIOOOTO MalMeHTa, MOJIy4arolero aHTUKOAr yJIsHThL.

eTH
Jleuenue BTO u npoghunakmuxa peyuousos BTO
Orenka 6€30MacHOCTH Y JIeTeH U MOJPOCTKOB OCHOBaHA HA JJAHHBIX 10 OE30MMACHOCTH OTKPBITHIX
UCCJIEIOBAaHUM C aKTHBHBIM KOHTpojeMm (nByx uccienoBanuil Il ¢as3sl u omnoro III ¢assl) c
y4acTueM JeTel B Bo3pacTe OT poxkaeHus 1o <18 ner. [lanHble mo 6e30macHOCTH OBbLIH B LIEIOM
COITOCTAaBUMBIMH JIJISl pUBapOKcadaHa v Mmpernapara CpaBHEHUS B Pa3JIMIHBIX BO3PACTHBIX TPYIIIAX
netei. B menom npoduins 6e3omacHocTr y 412 nereid 1 OJpOCTKOB, MOJIYYaBITUX PUBAPOKCAOAH,
Obl1 aHamoruyeH npoduiIro Oe30MacHOCTH, HAOMIAAEMOMY BO B3pPOCION TMOMYNALUU, U
COXpAHSIICS B Pa3HBIX BO3PACTHBIX IPYIINAX, XOTA OLIEHKA OrpaHruYeHa HEOOIbITUM KOJTMYECTBOM
MAIUCHTOB.
["onoBHas 601k (04eHb YacTo, 16,7 %), muxopaska (oueHs 9acto, 11,7 %), HocoOBOoe KpOBOTEUEHHUE
(ouensn vacro, 11,2 %), pBota (ouenn yacro, 10,7 %), Taxukapaus (uacto, 1,5 %), moBsIeHNE
KOHIIEHTpaluu OunupyouHa (dacto, 1,5 %) u moBbIlIeHHE KOHIIEHTPAIIMH KOHBIOTHPOBAHHOTO
omwmpyouna (penko, 0,7 %) perucTpupoBaIuCh y MEAUATPUUECKUX MAIIMEHTOB Yalle, 4eM Yy
B3pocibix. Kak 1 BO B3pocCioii monyisiui, MeHopparus Haooganacs y 6,6 % (4acto) neBoyek-
MOJAPOCTKOB nocine MEHapxe. TpombouuTonenus, HabmogaemMast B paMmkax
MOCTPETUCTPAIIMOHHOTO MOHUTOPUHTA BO B3POCIION MOMYIALNH, B KTUHUYECKUX HUCCIEAOBAHUIX
cpenu TeAMaTpUyuecKod momynsanuu  HaOmomanack yacto (4,6 %). HexenatenbHbie

JIEKapCTBEHHBIC PEAKIIUU Y JIeTeH ObIM B OCHOBHOM OT JIETKOM /0 YMEPEHHOM CTETICHH TSHKECTH.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coo01maTh 0 M0103pEeBAaEMbIX HEXKENATENIBHBIX PEaKIUAX I10C)Ie PETUCTPaLK IIpenapaTa ¢
LENIbI0  O0EClEeYeHUsT HENPEPhIBHOITO MOHUTOPHHIA COOTHOUIEHUS «IIOJb3a — PHCK»
JIEKapCTBEHHOTO Mpernapara. MeIuIMHCKUM pa0OTHUKAM PEKOMEHAyeTcs COOOIIaTh O JIHOOBIX
MIOI03PEBACMBIX HEXENATENBHBIX PEaKLUAX JIEKApCTBEHHOI'O IIpernapara 4epe3 HalMOHAJIbHbIC
CUCTEMBl COOOILEHUS O HEXKeJaTeNbHbIX pEaKIUsIX TrocydapcTB — ujieHOB EBpasuiickoro

KOHOMHYECKOTO COI03a.
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@DenepanbHas ciry:x0a 1o Haa30py B cdepe 3ApaBOOXpaHEHHUS

Anpec: 109012, r. Mocksa, CiiaBsiHCKasl IIIomaap, 1. 4, ctp. 1
Tenedon: +7 800 550 99 03

DnekTponHas moyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHUKALMOHHOM ceTn «MHTepHeT»:

https://www.roszdravnadzor.gov.ru/

4.9. [lepeno3upoBka

CumMnTOMBI

VY B3pocibIX ObUIM 3aperuCTPUPOBAHBI PEIIKKE CIydau nepeno3upoBku A0 1960 mr. B ciydae
HEepe03UPOBKY HEOOXOIMMO TINATENbHO HAOJI0AaTh MalMeHTa Ha HpeaMeT pa3BUTUSA
KPOBOTEUCHM WM APYIHX HEXKeJIaTeNbHBIX peakiuil (cM. noapasen «JleueHne KpoBoTeueHH»
pasgena 4.9.). B cBsi3M C OrpaHUYEHHBIM BCACHIBAHWEM OXXHUJAEeTCsS (OPMHPOBAHUE ILIATO
KOHIICHTPAlH IpenapaTa 0e3 NalbHEHIIero YBEIMYCHHUS €0 CPETHEH KOHIIEHTPAIIMH B TUIa3Me
KPOBHU NP MPUMEHEHHUH /103, IIPEBBIIAIOLINX TeparleBTHUECKue, paBHbIX 50 Mr puBapokcabaHa
WIN BBILIE Y B3POCIIBIX.

Jiss B3pOCHBIX CYIIECTBYET CHEIU(PUUECKUI aHTHIOT (aHICKCaHeT aibda), OIOKHUPYIOMIHN
dapmakonmHamMuuecKuii 3¢ ekt puBapokcadbaHa.

B cnyuae nepeno3upoBku puBapokcaOaHa Uil CHMXKEHMsI BCACBIBAHMSI MOXKET NPUMEHSATHCS
AKTUBUPOBAHHBIN yroJb.

JleueHnune KPOBOTEUEHU

Ecny y nanueHnTa, noiydaroniero puBapokcadaH, BOZHUKIIO OCJIOKHEHHE B BUJE KPOBOTECUCHHUS,
CIIEAYIOIIMHA MpHUeM pHUBapoKcabaHa clielyeT OTJIOKUTh WM, NP HEOOXOAMMOCTH, OTMEHHUTH
neuenue. [lepruon nonyBbiBeieHNsI pUBapoKkcabaHa y B3pOCIBIX COCTABISAET NPUOIUZUTENBHO S5—
13 gacoB. JleueHue 10KHO OBITH MHIMBUYaJIbHBIM B 3aBUCUMOCTH OT TSDKECTH U JIOKAJIM3ALUU
KpoBoTeueHus. 1Ipu HE0OX0IMMOCTH MOYKHO MPUMEHSATh COOTBETCTBYIOIIEE CUMITOMAaTUYECKOE
JeYeHHe, TaKoe KaK MeXaHHuYecKas KOMIIpeccus (Hampumep, MNpH  TKEIbIX HOCOBBIX
KPOBOTEUCHMSIX), XMPYPrHUYEeCKUH TeMocTa3 C MpoLeAypaMH KOHTpPOJII KPOBOTECUCHMS,
MH(QY3UOHHAS Tepanus U TeMOJMHaMUYecKas MOJIepKKa, MPUMEHEHHE MpernapaToB KpOBU
(3pUTPOLUTAPHON MacChl UM CBEXKE3aMOPOKEHHOM I1a3Mbl, B 3aBUCUMOCTH OT TOTO, BO3HUKJIIA
aHEeMHs WIN KOaryJjaonaTHs) Wik TPOMOOLIUTOB.

Ecin nepeuncieHHble BbIIE MEPONPUATUS HE NPUBOJAT K YCTPAaHEHUIO KPOBOTEUEHUS, MOKET
OBITh Ha3HAUYEH CHEIUPUUECKUI aHTUIOT UHTHOUTOPA PpakTopa Xa (aHAeKcaHeT anb(a), KOTOPbII

omokupyer  dapmakoguHamMuueckuii  3¢dekT  puBapokcabaHa, WM  crenupuUecKue
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KOHIIGHTPAT aKTUBUPOBAHHOTO MPOTPOMOMHOBOTO KOMILJIEKCA WJIM PEKOMOMHAHTHBIN (hakTop
Vila (r-FVIla). OnHako B HacTosIee BpPeMsl OIBIT NMPUMEHEHHUS JaHHBIX JICKAPCTBEHHBIX
IpenapaToB y B3pOCHbIX, I[OJYyYalOUIMX pHUBAapoKcabaH, BecbMa oOrpaHuyeH. JlaHHble
PEKOMEH/IAlMU TaKXXe€ OCHOBAHbI Ha OTPAHWYEHHBIX HEKIMHMYECKUX JaHHBIX. BO3MOXKHOCTBH
MOBTOPHOTO BBEIEHUS peKoMOuWHaHTHOTO ¢aktopa VIla m THUTpOBaHHME 03Bl CJEIyeT
paccMaTpuBaTh B 3aBHCHUMOCTH OT CHIDKEHHSI aKTUBHOCTH KPOBOTEYEHHs. B 3aBucHMoOCTH OT
MECTHOM JOCTYMHOCTH, B Cilydae OOJIbIIOr0 KPOBOTEUEHMSI CIIEAYET PACCMOTPETh BO3MOXKHOCTb
KOHCYJIBTAllMM CO CHELMATUCTOM IO Koarysuu (cM. pasznen 5.1.).
[Ipenmonaraercsi, 4ro mpoTamMuHa cyiabpaT W BUTaMHMH K He OKasbIBalOT BIMSHUS Ha
AQHTUKOATYJISTHTHYIO aKTUBHOCTh puBapokcabaHa. VMeeTcs orpaHUYeHHBIH ONBIT MPUMEHEHUS
TPaHEKCAMOBOM KHCIIOTBI M OTCYTCTBYET ONBIT IPHUMEHEHHS aMUHOKAIPOHOBON KHUCIOTHI U
anpoTHHUHA Yy  B3pOCIBIX, HOJy4aloLMX puBapokcabaH. HayuHoe  oOocHoBaHue
1e1eCO00pPa3sHOCTH WJIM OMNBIT IMPUMEHEHHUS CUCTEMHOIO TE€MOCTaTMYECKOIo Ipemnapara
JIECMOTIPECCHH Y TAIMEeHTOB, TMOJy4alOIIUX pPUBApPOKCA0aH, OTCYTCTBYET. YUHTHIBAs
UHTCHCUBHOE CBf3bIBAaHME C OelKaMM IIIa3Mbl, OKHAAETCs, YTO pUBapokcabaH He Oyxer
BBIBOAMTHCS P MPOBEACHUN AUATH3A.

eTu
JlanHble y nereil orpaHuyveHsbl. JJaHHBIE O J103aX, MPEBBIIAKIINX TEPANEBTHUUYECKUE, Y JETEH
OTCYTCTBYIOT.
Crieruduueckuii aHTUAOT (aHAEKcaHeT anbga), OoKupyroImuil papMakouHaMuueckuil ahdexrt
puBapokcabaHa, He pa3pelleH K IPUMEHEHUIO y JeTei.
Jleuenue kposomeuenuui
[lepuon monyBbIBeEHUS Yy Je€TeH, CHPOTHO3UPOBAHHBIM C TOMOUIBIO MOMYJISIIMOHHOTO
(apMaKOKMHETHYECKOT0 MOJIETIMPOBAHNUS, KOPOUE, YEM Y B3pOCIbIX (CM. pa3zaen 5.2.).
OnpIT MpUMEHEHHs CHenu(UIECKUX MPOKOATYISHTHBIX IPErapaTroB (HampuMep, KOHIIEHTPAT
IPOTPOMOMHOBOIO KOMILIEKCA, KOHIIEHTPAT aKTHBHPOBAHHOI'O MPOTPOMOMHOBOTO KOMILIEKCA
win pekomMOuHaHTHBIA (aktop Vlla (r-FVIla)) y nereid, momyyaromux puBapokcabaH, BecbMa
OTpaHUYEH.
OTCyTCTBYET OIBIT IPUMEHEHHUS POTaMUHa Cyib(ara, BuTamMmiuHa K, TpaHekcaMOBOH KHCIIOTHI,

aMHUHOKAIPOHOBOM KUCJIOTHI M alIPOTUHUHA Y IETEH, TTOTYJArOIUX pUBapOKCca0aH.

5. PAPMAKOJIOTHYECKUE CBOHUCTBA

5.1. ®apmakoaMHaMHYeCKHe CBOMCTBA
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dakropa Xa.
Kox ATX: BOIAFOI.

MexaHu3M IeHCTBUS

PuBapokcabaH — BEICOKOCEIICKTUBHBIN MPsMON HHTHOUTOp dakTopa Xa, 001aaaronuil BBICOKOK
OMOOCTYHOCTBIO TIPU MTpHeMe BHYTPh. MIHrnOupoBanue ¢axtopa Xa HapyliaeT BHYTPEHHHNA U
BHEITHUH MyTH KOATYJISIIMOHHOTO KacKaia, MHrUOupys o0pa3oBanue TpoMOrHa U GOPMUPOBAHUE
Tpomba. PuBapokcaban He mHrHOUpyeT TpoMOWH (akTMBUpOBaHHBIM ¢aktop II), a Takxke He
MPOJEMOHCTPUPOBAII BIUSHUS HA TPOMOOIIUTHI.

dapmakoauaamuyeckue d3QPeKTol

Y dyenoBeka HaOmOgaeTcs 0303aBHCMMOE WHTHOMpPOBaHHME aKTUBHOCTH (hakTopa Xa.
PuBapokcabaHn oka3bIBaeT 10303aBUCHUMOE BIMSHUE HA IPOTPOMOMHOBOE BPEMs, KOTOPOE XOPOIIO
KOppeIupyeT ¢ KOHLEHTpalUsIMU puBapokcabaHa B miasme kposu (r = 0,98), eciu 11 aHanusa
ucnonb3yercst Habop Neoplastin. IIpu ucmonp30BaHUM JPYTrUX PEaKTHBOB PE3YNbTaThl OYAyT
ornuyarbed. [IporpoMOuHOBOE Bpemsi ciieyeT H3MepATh B CeKyHAaX, Hockoiabky MHO
(MeX1lyHapOoJJHOE HOPMAJIM30BaHHOE OTHOIIEHUE) OTKATMOPOBAHO U BAIMAMPOBAHO TOJBKO JJIS
IPOM3BOJIHBIX KyMapuHa U HE MOXKET IPUMEHSThCS AJIS IPYTUX aHTUKOAryJIsTHTOB.

VY nanueHToB, MOJyYarolIuX pUBapokcabaH uid JedeHust ¥ npoduimakTiuku penuansoB TI'B u
TBJIA, 5/95 npouentunu st poTpoMOuHOBOTO BpeMmenu (Neoplastin) epe3 2—4 gaca mocie
npuema TabieTku (T.e. Ha MakcuMyMme 3 dekTa) BapbupyroT oT 17 10 32 cexkyHa npu npueme 15
MTI' puBapoKcabaHa JBa pas3a B JieHb, U OT 15 10 30 cexynn npu npueme 20 Mr puBapokcabaHa
OJIMH pa3 B JeHb. B mpomexyTtke yepe3 8—16 yacos mocine npuemMa TadiaeTku 5/95 mpoueHTHIn
BapbUPYIOT 0T 14 110 24 cexyHn npu npueme 15 Mr iBa pasa B JieHb, U uepe3 18—30 yacoB nocie
npuema TabneTku — ot 13 1o 20 cexyna npu npueme 20 Mr OJIMH pa3 B JI€Hb.

VY nauueHToB ¢ GUOpHIUIALKEH NMpeacepIuil HEKJIAMaHHOTO MPOUCXOXKICHHS, MPUHUMAIOIIUX
puBapokcalaH i NpOoPUIAKTUKY MHCYJIbTA U CUCTEMHON TpoMOoaMOosuu, 5/95 npouneHTuan
it miporpoMOuHOBOro BpemeHu (Neoplastin) uepe3 1—4 uvaca nocie npuema TabneTku (T.e. Ha
Makcumyme 3¢ dekra) BappupytoT oT 14 10 40 cekyH1 y NAMEeHTOB, pUHUMaromux 20 Mr o1uH
pas3 B ieHb, 1 oT 10 10 50 cexyH[ y MalMeHTOoB ¢ HapylleHueM (yHKIMH OYeK CpeHeN CTeneHH,
NpUHUMAaromuX 15 Mr oguH pa3 B JeHb. B mpomexytke depe3 16—36 yacoB mociie mpuema
TabneTKu 5/95 MponeHTHIIN BapbUPYIOT OT 12 10 26 CEeKyHA Y MallUeHTOB, MPUHUMAOIIHNX 20 MT
OJIUH pa3 B JIeHb, U OT 12 10 26 ceKyHJ y MallMeHTOB C HapylIeHHEeM (YHKIMH MOYeK CpeaHe
CTENEHM, IPUHUMAIOIINX 15 M OJIMH pa3 B JI€Hb.

B xinHHYeckoM  (apMakoJIOrM4eCKOM HCCIEIOBAaHUM HM3MEHEHHS  (apMaKoJUHAMHUKU

puBapokcabaHa y 370pPOBBIX B3pOCIBIX J00poBONbLEB (n = 22) ObUIO W3Y4YEHO BIIMSHUE
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komruiekca: 3-¢pakropHoro (paxtops! 11, IX u X) u 4-pakropuoro (¢pakropst II, VIL, IX u X). 3-
(GakTOpHBI  KOHLEHTpPAT MNPOTPOMOMHOBOTO KOMIUIEKCA CHHU3MJ CpEIHUE  3HAYCHUS
nporpomoOuHOoBOoro BpeMenu (Neoplastin), mpumeprno Ha 1,0 cekyHny B TeueHue 30 MHHYT IO
CPaBHEHHIO CO CHIDKEHHMEM IPHMEpPHO Ha 3,5 ceKyHabl, HaOI0qaeMbIM TIPU UCIIOIb30BaHNH 4-
(akTOPHOrO  KOHIIEHTpaTa MPOTPOMOMHOBOrO  KomIulekca. HamportuB,  3-¢hakTopHbIit
KOHIIEHTPATIPOTPOMOMHOBOTO KOMIUIEKCA OKa3ai 0oJiee BRIpAKEHHOE U ObICTpoe o0111ee BIUSIHNE
Ha OOpaTHMMOCTh H3MEHEHHH B TEHEpAllMH OSHJOTeHHOro TpoMOMHA, YeM 4-(paKTOpHBIN
KOHILIEHTPAT MPOTPOMOMHOBOTO KOMILIEKca (cM. paszzen 4.9.).

Taxoke puBapokcaban no3o3aBucumo yBennmuuBaer AUTB u pesynbratr HepTest; omnako stu
napamMeTpsl He PEKOMEHJIYETCSl MCIOJIb30BaTh JJIS OLEHKH (hapmakogumHaMuueckoro 3¢ddexra
puBapokcabana. B mepuox neueHuss puBapokcabaHOM IPOBOJUTH MOHUTOPUHI HapaMeTpOB
CBEpTHIBaHUS KPOBH B PyTHHHOW KIMHUYECKOH MTpakTUKe He TpeOyercs. OQHaKo0, €CH s TOTo
€CTh KIMHUYECKOEe OOOCHOBaHME, KOHIICHTpAlUsi puBapokcabaHa MOKET ObITh M3MEpeHa Ipu
MOMOIIX KAJIMOPOBAHHOTO KOJIMYECTBEHHOTO TECTa aHTHU-Xa aKTUBHOCTH (CM. paznen 5.2.).

Kinnanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

Ilpogpunaxmuxa uncyrbma u CUCMEMHOU MPOMOOIMOOIUU Y NaAyueHmos ¢ @uopuiiayuel
npeocepouti HeKIanaHHo20 NPOUCXOHCOEHUS.

[TporpaMmMa KJIMHUYECKUX MCCIICAOBAHUN puBapokcabaHa Oblia pa3paboTaHa IJIs TOTO, YTOOBI
noka3ath 3 (HEeKTHBHOCTh pUBapoOKcabaHa B OTHOIICHUH MPOQPHIAKTUKH UHCYIbTa U CHCTEMHOM
TPOMOOSMOONNH Y TAIIUEHTOB ¢ GUOPUILIALIMEH TIpecep Uil HEKIIAaHHOTO MPOUCXOKICHUS.

B 0asoBom gBoiiHoM cienom wucciaemoBanun ROCKET AF 14264 mnamwenta Obuin
paHIOMU3MpPOBaHbI Ha npueM 20 MT puBapokcabaHa OJMH pa3 B JieHb (15 Mr oauH pa3 B I€Hb I
MAIMEHTOB ¢ KJIIMpeHcoM KpeaTuHHHA 30—49 Mi/MuH) uin Ha mpueM BapdapHuHa, 103y KOTOPOTO
TUTPOBAJIH JI0 JOCTHXKEHUS 1eneBoro 3Hauenus MHO 2,5 (TepaneBtudeckuit nuamnasoH ot 2,0 10
3,0). Menuana nIuTEIBLHOCTH JICYEHHS cOCTaBuiia 19 mecsien, a o0mas mpoI0DKUTEEHOCTh
jeyeHus — 1o 41 mecsna.

34,9 % mnanueHTOB MOJIydalld TEpalvio alueTUJICAIULIMIOBOM kucinoroi, 11,4 % — momydanu
TEepanuio aHTUAPUTMUUYECKUMHU MpenapaTtaMu kiacca I, Bkirodass ammuonapoH.

PuBapokcaban He ycTynan BapdapuHy MO NEPBUYHOW KOMOMHUPOBAHHOM KOHEYHOM TOYKE
MHCYJbTa U CHUCTEMHOH TpOMOO3MOOSMHU, HE CBSI3aHHOW C LIEHTPaJbHOM HEpPBHOW CHCTEMOM
(ITHC). B momynsiiuu, mony4yaBIled JIe4eHWe COTJIacHO MPOTOKONY, WHCYIbT WM CUCTEMHAs
TpoMO03MOOIHs pou3onuy y 188 manneHToB, noiay4yaBmux puBapokcadas, (1,71 % B rox) u 'y
241 nanuenTa, npuHUMaBiIero Bapdapus, (2,16 % B ron) (otHomenue puckos (OP) 0,79; 95 %

AU, 0,66-0,96; P<0,001 mns rumorte3sl «He ycrymaer»). Cpenu BceX paHIOMH3UPOBAHHBIX
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MAIMEHTOB, MPOAHATU3UPOBAHHBIX B COOTBETOTBUHU C II—I[-Q’;-I;I';I&&;[ 'HJ%@&IBJTEU}\A I:I(*}':TT),

CEPTHOMY OTUETY

MIEPBUYHBIC COOBITHUS TIPOU3ONLIH Y 269 MalMeHTOB, MOTYYaBIIUX puBapokcadan, (2,12 % B rox)
u y 306 manuentoB, nony4yaBmux Bapdapus, (2,42 % B rox) (OP 0,88; 95 % AU, 0,74-1,03;
P<0,001 mns runoressl «He yerynaer»; P=0,117 ajist runoTe3sl «mpeBocxoauT). Pe3ynbrarsl ajs
BTOPUYHBIX KOHEUHBIX TOYEK, IPOBEPEHHBIE B MEPAPXUUYECKOM IMOPSJIKE B aHAIU3E B
COOTBETCTBUU C Ha3HAUYCHHBIM BMEIIATEIILCTBOM, ITOKa3aHbI B TAOIHIIC 4.

Cpenu marmeHtoB B rpymme Bapdapuna 3naueHus MHO Haxogunmmch B TEparneBTHYECKOM
muanazone (ot 2,0 1o 3,0) B cpenneM 55 % Bpemenu (Meauana 58 %; MeKKBapTHIIbHBIN AHana3oH
ot 43 o 71). DddekT puBapokcabana He pazinyaicsa Ha ypoBHe 1eHTpasbHOro TTR (Bpems B
nuanaszone meinesoro MHO ot 2,0 no 3,0) B kBapTuisix onunakoBoro pasmepa (P=0,74 nns
B3aMMOJICHCTBHS). B mpeienax caMoro BBICOKOTO KBAPTUIIS 10 OTHOIICHHIO K IIEHTPY OTHOIICHUE
puckoB (OP) puBapokcabana o cpaBHeHuto ¢ Bappapunom cocrtasisuio 0,74 (95 % AU, 0,49—
1,12).

YacTtoTa BOSHMKHOBCHHSI OCHOBHON KOHEYHOW TOYKH 0O€30MAcCHOCTH (OOJBINHE W KIMHHYECKU
3HAYMMbIe HEOOJBIINE KPOBOTEUEHMs) ObLIa COMOCTaBMMA B O0EHMX TpyIIax JiedyeHUs (CM.
Tabmuny 5).

Ta6muma 4. Jlanaple mo npodmiro 3PpPeKTUBHOCTH B KIMHHYEeCKOM ucciaeaoBanuu III ¢assl

ROCKET AF

Hccaenyemas ITT ananu3 3¢(peKTUBHOCTH y NALUEHTOB ¢ PuOpUIALUEH

NonyJsius npeacepanii HeKJIANAHHOTO MPOUCXOKIEHHSI

Bapdapun B no3e,
PuBapokcadan 20 mr
TUTPOBAHHOM 110

OIMH pa3 B aeHb (15 OTHomeHune
11eJIEBOMY YPOBHIO
MI OJHH pPa3 B I€Hb PHUCKOB
MHO 2,5
TepaneBrnyeckas JJISl IALUEHTOB ¢ 95 % AN)
(TepaneBTHYECKUI
ao03a YMEPEeHHOI MoYeYHOH p-3HaueHue,
auanasoH ot 2,0 1o
HEI0CTATOYHOCTHIO) 2.0) TEeCT Ha
H
Yacrora coObITHH NPEeBOCX0ACTBO

YacToTa coOBITHIA
(100 nanueHnTo-J1ET)
(100 manueHTO-J1€T)

WHcynsT W cucTeMHas 269 306 0,88
TpOMO0OIMOOTHS, HE (2,12) (2,42) (0,74-1,03)
cBsa3anHas ¢ [ITHC 0,117
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WHcynpT,  cUCTEMHas 572 LIS ':'_B%'g OBATEMBHOC T('_)'. 9'4 bl
TPOMOO3MOOJTHS, HE (4,51) (4,81) (0,84-1,05)
ceszagHas ¢ ILHC, wu 0,265
CMEpTh BCJICJICTBHE
CepACYHO-COCYTUCTOTO
3a0oJeBaHus
WHucynbT, CUCTEMHAsA 659 709 0,93
TPOMOOIMOOITHS, HE (5,24) (5,65) (0,83-1,03)
cesBanHas ¢ IIHC, 0,158
CMEpTh BCJIC/ICTBHE
CepACYHO-COCYTUCTOTO
3a00JieBaHUA u
nHpapKT MHOKapaa
253 281 0,90
WHcynbT (1,99) (2,22) (0,76-1,07)
0,221
Cucremuas 20 27 0,74
TpOMO0IMOOITHS, (0,16) (0,21) (0,42-1,32)
HE CBsA3aHHAs C 0,308
[HHC
130 142 0,91
WNudapkt muokapaa (1,02) (1,11) (0,72-1,16)
0,464

Tabmuma 5. JlanHble 1o mpoduiIr0 0e30MacHOCTH B KiIWHWYecKOM ucciefaoBanuu Il ¢azsl

ROCKET AF
Hccaenyemas IHanuenTsl ¢ puOpHIIAIME NpeacepaAnii HEKIANIAaHHOTO
NOIYJIA LS npoucxoxienns?

TepaneBTnuyeckas 103a

PuBapokcadan 20 mr
OMH pa3 B aeHb (15
MTI O/IH pa3 B JIeHb

AJISl IALMEHTOB ¢

YMEpPEeHHOM MoYeYHOI

HEI0CTATOYHOCTHIO)

Bapdapun B no3e,
TUTPOBAHHOM 1O
1eJIeBOMY YPOBHIO
MHO 2,5
(TepaneBTHYECKM

auanasoH ot 2,0 10

OTHouIeHHE
PHCKOB
(95 % JIN)

p-3Havyenue
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UYacrora codnrrmii | |- - =30y TEI BT TR UULE
(100 mamueHTO-J1€T) Yacrora coObITHI
(100 maueHTO-J1€T)
Bosplie ¥ KIMHUYECKU 1475 1449 1,03
3HAaYMMbIe HeboubIIMe (14,91) (14,52) (0,96-1,11)
KpOBOTEUYEHUS 0,442
395 386 1,04
Boutblirie KpOBOTEUCHMS (3,60) (3,45) (0,90-1,20)
0,576
27 55 0,50
Cwmepth BCJICICTBHE
(0,24) (0,48) (0,31-0,79)
KpOBOTEUYCHUS ™
0,003
KpoBoteuenus u3 91 133 0,69
KU3HEHHO Ba)KHBIX (0,82) (1,18) (0,53-0,91)
opraHoB* 0,007
B 55 84 0,67
HYTPUYEPEITHOE
YIPIHEP (0,49) (0,74) (0.47-0.93)
KpOBOU3IIUSHHE **
0,019
305 254 1,22
ITanenne YPOBHSA
(2,77) (2,26) (1,03-1,44)
remorjgoOuna*
0,019
[lepenuBanue JBYX 183 149 1,25
w  0ojee  eIUHHIT (1,65) (1,32) (1,01-1,55)
PUTPOIIUTAPHOU 0,044
MacChl WM IIeNBbHOH
KpoBH™
1185 1151 1,04
Kimnangaeckun 3HAYNMBIC
(11,80) (11,37) (0,96-1,13)
HeOOJIbIINE KPOBOTEUCHUS
0,345
208 250 0,85
CMepTh OT BCeX IPUIHH (1,87) (2,21) (0,70-1,02)
0,073

a) MOMmyJiAuurA JJIsd U3YyYCHUA 6630HaCHOCTI/I, B ICpUOMI JICUCHUA

* HOMMHAJIbLHO 3HAYMMOC
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B nomonmnenue k uccnenoanuto ¢azer [II ROCKET 'W%E%'%Bﬂ_%(ﬁib&ﬁeﬁﬁ%hoe

COOTBETCTBYET ZKCNEPTHOMY OTUETY

HEKOHTPOJIUPYEMOE  MOCTPErUCTPALIMOHHOE  HEWHTEPBEHIIMOHHOE  OTKPBITOE  KOTOPTHOE
ucciaenopanre (XANTUS) ¢ ueHTpaibHOM  OLEHKOM KOHEUHBIX TOYEK, BKJIIOYas
TpoMOOIMOOIMUECKHE COOBITHS M OOJbIIMe KpoBoTeueHUs. 6704 mamueHTta ¢ GuOpMILIALHACH
npecepaInii HEeKJIANaHHOTO MPOUCXOXKACHUS ObUTH BKIIIOYEHBI B HMCCIEIOBAHUE KIMHUYECKON
MPAKTUKH, B KOTOPOM U3yUYaIUCh 110 TPOGUIAKTUKE UHCYIhTA U CUCTEMHON TPOMOOIMOOINH, HE
ces3anHoi ¢ IIHC. Cpennue nokazarenu CHADS2 u HAS-BLED B uccinenoBanuun XANTUS
cocramwii 1,9 u 2,0 mo cpaBHeHuto co cpeanumu nokasarensmu CHADS2 u HAS-BLED,
paBabiMu 3,5 u 2,8 B uccinegoanun ROCKET AF, coorBercTBeHHO. Bosbiioe KpoBOTeUeHHE
npomzonuio B 2,1 cimygaee Ha 100 mnamuenrto-nmer. CMeprenbHOE KpPOBOTEUYEHHE OBLIO
3apeructpupoBaso B 0,2 ciydaeB Ha 100 nanueHTo-JeT, a BHYTPUUYEPEIIHOE KPOBOU3IIUSHUE — B
0,4 cinydaeB Ha 100 maruenTo-ner. MHCYnbT win cucteMHas TpoMOOIMOOIMS, HE CBsI3aHHAS C
I[THC, 6b111 3apeructpuposansl B 0,8 cinydaeB Ha 100 nmarueHTo-er.

Ot HAOMIOJEHUS B KIMHUYECKOW MPAKTUKE COTJIACYIOTCS C YCTAHOBJICHHBIM MPOQUIEM
0€30MacHOCTH 10 3TOMY MTOKa3aHUIO.

B mocTperucrpalinoHHOM HEHWHTEPBEHIIMOHHOM HccienoBanuu Oojiee 162000 mammeHToB ¢
bubpusuianuei mpencepauii HEKJIANaHHOTO IPOUCXOXKICHHSI M3 YEThIpeX CTpaH MOJydald
puBapokcabaH s TPOPUIAKTHKH HMHCYJAbTa M CHUCTEMHOW TpomOo3MOoimu. YactoTa
umemMudeckoro uHcynpta cocraBmwia 0,70 (95 % AU 0,44-1,13) wa 100 manueHTO-JET.
KPOBOTEUEHHMsI, MPUBE/IINE K TOCHUTAIN3AlMK, BO3HUKAIU CO cleayromeil yacrotod Ha 100
naruenTo-net: 0,43 (95 % AU 0,31-0,59) nns BHyTpruepenHbix kpoBousnusinui, 1,04 (95 % AU
0,65-1,66) mis >kemygOYHO-KHIIEYHBIX KpoBoTeueHud, 0,41 (95 % AW 0,31-0,53) mus
yporeHuTtanbHbIx kpoBoTeueHuit u 0,40 (95 % AU 0,25-0,65) nns npyrux KpoBOTEUEHUH.

HCZMMEHmbl, nOdB@DZClIOIMMECﬂ Kapduogepcuu

bbu10 IIpOBEAEHO MPOCNEKTUBHOE PAaHIOMU3UPOBAHHOE OTKPBITOE MHOTOLIEHTPOBOE MOMCKOBOE
WCCJIEIOBAaHUE C 3aclieIUIeHHON oleHkoi koHeuHbiXx Todek (X-VERT) c ywactmem 1504
NAlUEHTOB (KaK TeX, KOMY J€UYeHHE NEepOPaJbHBIMU AHTUKOATYJISIHTAMU OBLIO HAa3HAYEHO
BIIEpBbIE, TaK W YK€ INOJY4YaBIIMX paHee) C (uOpwUIAMed mpeacepauil HekIanaHHOro
IPOMCXOXKAEHUS, KOTOPBIM IOKa3aHa KapAHOBEpCHUs, C IENbI0 CpPAaBHEHMs pHBapokcabaHa U
antaronucroB BuTamuHa K (ABK) B noze, momobpannoit mo MHO (panmomuzauus B
COOTHOWIEHUH 2:1), TNpUMEHSEMBIX ISl TPOPUIAKTHKU CEPIEYHO-COCYAMCTHIX SIBICHMM.
[TpuMeHsUIUCH CleayIONUe CTpaTeTHH: YPECIUIIEBOAHAsA 3XoKapauorpadus mocine 1-5 nHei
IIPEIBAPUTEIBHOIN aHTUKOATYJISHTHOM Tepanyuy WIKA TPaJULMOHHBIN TOAX0/ K KapAuOBEPCUU (HE
MeHee TpeX Hellesb MpeaABapuTeNbHOro Jiedenus ). [lepBuynas koHedHast Touka 3pGEeKTUBHOCTU

(Bce cimyyau MHCY/bTA, TPAH3UTOPHOW HIIEMHUYECKON aTaku, CUCTEMHOM TpoMOo3MOoiuu, He
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ces3annoi ¢ [IIHC, nadapkTa Mruokapaa u cCMepTH Bcné)gg';lﬁ'-f/rg %@WJ@&%@ECIL&'H}B%&HH)

npousonuia y 5 (0,5 %) manueHtoB B rpyrie puBapokcadana (n=978) uy 5 (1,0 %) manueHToB B
rpynne ABK (n=492; OP 0,50; 95 % 1AW 0,15-1,73; momudummpoannas nomymsius [TT).
OcHoBHast KOHeUHasi Touka OezonacHocTH (Oosbioe kpoBoTeueHue) npousonwia y 6 (0,6 %) u 4
(0,8 %) mauuenToB B rpymnmnax puapokcadbana (n=988) u ABK (n=499) cootBerctBenno (OP 0,76;
95 % AU 0,21-2,67; monynsmus 6e30macHOCTH). B JaHHOM MOMCKOBOM HCCIIECIOBAaHUH OBLIH
IPOIEMOHCTPUPOBAHBI COMOCTaBUMBIE A(PPEKTUBHOCTh M OE€30MaCHOCTh B TPYMINAX JICYCHUS
puBapokcabana u ABK npu npoBeneHnn KapIuoBEpCHH.

Tayuenmui ¢ pubpunriayuel npedcepouti HeKIANAHHO20 NPOUCX0dicOeHuUs1, neperecuiue YKB co
cmeHmuposanuem

beiio mpoBeneHO paHIOMU3UPOBAHHOE OTKpPbITOe MHOroueHTpoBoe uccienoBanue (PIONEER
AF-PCI) nns cpaBHeHHS O€30MacHOCTH JBYX pEXHMOB JO3MPOBaHHsS pHBapokcabaHa B
CpaBHEHMHU C OTHUM pekuMoM no3upoBanus ABK ¢ yyactuem 2124 nauuentoB ¢ Gubpuiuisiiuen
IIpeACEepAni HEKJIAIIAHHOTO IPOUCX 0K IeHNs, nepeHecinx YKB co cTeHTHpoBaHuEM 110 TOBOLY
aTepocKIepoTHyecKoro 3adoneBanus. [lanueHTs! ObUTH paHAOMU3UPOBAHBI B cOOTHOMIEHHH 1:1:1
it 12-mecsiyHoi Tepanuu. [lanMenTsl ¢ HHCYJIBTOM WIIM TPAH3UTOPHOM HIIEMHUYECKON aTakou
(TUA) B anamHe3€ HE BKJIIOYAIKNCh B HCCIIEIOBAHUE.

I'pynna 1 nomyyana 15 mr puBapokcabana onuH pa3 B ieHb (10 Mr oiuH pa3 B JIeHb Yy MALIUEHTOB
¢ xmpencom kpeatrnnuHa KinKp 30-49 mu/mun) m uaruburtop peuenrtopa P2Y12. I'pymma 2
nonyyana 2,5 Mr puBapokcabaHa JiBa paza B J€Hb U JBOMHYIO aHTUTPOMOOIIMTAPHYIO TEPAIHIO
(re. 75 wmr xinonuporpena (WM anbTEepHATUBHBIA MHruOutop penentopa P2Y12) u
AIlETUJICATMITMIIOBYIO KUCIOTY B HU3KOM J03€) B TeueHue 1, 6 uinm 12 mecsies ¢ mocieyronmm
nepexoiom Ha 15 mr puBapokcabana (10 mr ouH pa3 B nenb y nanuenToB ¢ KnKp 30—49 mn/Mun)
OJIMH Pa3 B JIEHb C alleTUJICAIMIMIOBON KUCIOTONW B HU3KOW no3e. I'pynna 3 nomyvana ABK B
CKOPPEKTUPOBAHHON J103€ U JIBONHHYIO aHTUTPOMOOIMTAPHYIO Tepanuio B TeueHue 1, 6 wim 12
MecsIeB ¢ nocuenyrommm nepexogoM Ha ABK B CKOppEKTMpPOBAHHOW  1103€, C
ALETUJICAUIMIIWIIOBON KHCIIOTOW B HU3KOM J03€.

[lepBuyHas kKoHeyHas TOYKa OE30MACHOCTH, CIy4yal KIMHUYECKH 3HAUYMMOIO KPOBOTEUECHMS,
3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) nanuentos B rpymrme 1, rpymnmne
2 u rpynne 3, cootBeTcTBeHHO (oTHOmEeHue puckos [OP] 0,59; 95 % nosepuTenbHBIN HHTEpBAI
[A] 0,47-0,76; p<0,001, u OP 0,63; 95 % AN 0,50-0,80; p<0,001, cooTBeTcTBEHHO). BTOpHuHas
KOHEeYHasi Touka (CyMMapHasi 4acToTa CEepeYyHO-COCYAUCTBIX COOBITHH: CMEpPTh BCIEJCTBHE
CEep/ICYHO-COCYUCTHIX MPUYHH, HHPAPKT MUOKapaa Wi HHCYIbT) pa3Buiack y 41 (5,9 %), 36
(5,1 %) u 36 (5,2 %) nanmenToB B rpynne 1, rpynmne 2 u rpymime 3, cooTBeTcTBeHHO. KaxapIil u3

PEKXKUMOB pHBapOKca6aHa MmoKasajl 3Ha4YuMO€ CHWMKXCHHE 4YaCTOTBHI CJIy4acB KIMHHUYCCKU
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bubpuusnueit npencepaui, neperecmux UKB co crenTupoBanuem.
[TepBuunoii nensto uccnenoanusi PIONEER AF-PCI sBnsinacek onenka 6e3onacHoctu. JlanHbie
110 3G HEeKTUBHOCTH (BKJIIOUYAsT TPOMOOIMOOINYECKUE COOBITHSI) B 3TOM MOITYJISIIUN OTPAHUYCHBI.

Jleuenue TI'B, TDJIA u npocpunraxmuxa peuuousos TI'B u TOJIA

[TporpaMMa KITMHUYECKHX UCCIICOBAHMI pUBapoKcabaHa Oblia pa3padoTaHa st AEMOHCTPALUN
s heKkTUBHOCTH puBapokcabana B Hauwane JjedeHus octporo TI'B u TOJIA, mpomomkeHun
Tepanuu 1 npoduiaktuke peruaneoB TI'B u TOJIA.

bonee 12800 manueHTOB NPUHSIIM y4aCTUE B YETHIPEX PAHIOMU3UPOBAHHBIX KOHTPOJIUPYEMBIX
knanyecknx uccnenoBanusx 11 ¢gaser (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension
u EINSTEIN Choice); kpome TOro, OBLI MPOBENCH JOMOJHUTEIBHBIA TMPEIBAPUTEIHHO
CIUIaHUPOBaHHBIM oOBbeauHeHHbIN aHanu3 uccienoBanuii EINSTEIN DVT u EINSTEIN PE.
MaxkcuManbHast JUTUTENTbHOCTD JICUEHHUSI BO BCEX UCCIEAOBAHUSIX cocTaBuia 21 mecs.
Uccnenoanue EINSTEIN DVT nposoauiocs ¢ yuactuem 3449 nmauuentoB ¢ octpbiM TI'B ¢
LeJIbI0 U3YyUYEHUs! IPUMEHEHUsl puBapokcabana ais jeueHuss TI'B u npopunakTuku penuuBoB
TI'B u TOJIA (nmamuentsl, y KOTopbeix Obia cumnromHas TOJIA, uckitouanuch U3 JaHHOTO
uccienoBanus). JIUTeNbHOCTD JeueHus: cocTaBisuia 3, 6 win 12 MecsieB B 3aBUCUMOCTH OT
KJIIMHUYECKON OLIEHKH UCCIIe10BaTENs.

B teuenue nepBbIx Tpex Henenb JiedeHus: octporo TI'B npumensiics puBapokcaban 15 mr nsa
pasa B JIeHb, C MOCJEIYIOIINM IIePEX00M Ha puBapokcadaH 20 Mr oJIMH pa3 B JICHb.
HccnenoBanne EINSTEIN PE nposomunocs ¢ ydactuem 4832 nanuenTtos ¢ octpoit TOJIA ¢
nenbto n3ydenus sedenuss TOJIA u npodunaktuku peunausos TI'B u TOJIA. [{nuTtenbHOCTD
JedyeHuss coctaBimsuia 3, 6 unum 12 MmecsneB B 3aBUCHUMOCTH OT KIMHHUYECKOW OLEHKU
HCCIIE0BATEIIS.

B Teuenue nepBbIX Tpex HeleNb HauyallbHOTO JeueHus ocTpoit TOJIA mpumensuics puBapokcabaH
15 Mr 1Ba pasa B JieHb, C MOCJIEAYIONIUM MEPEX0I0M Ha puBapokcadan 20 Mr oAuH pa3 B JICHb.

B o6oux uccnenosanuax EINSTEIN DVT u EINSTEIN PE cxema neuenus B rpymmne npenapara
CPaBHEHHMs BKJIIOYAJIa BBEJCHHE JHOKCANIapUHA B TEUEHHE 10 KpaliHEN Mepe 5 THEH B COYeTaHUU
C Tepanyvel aHTarOHKWCTOM BUTaMHHa K 10 TOCTHKEHUS TepaneBTUYECKOIO YPOBHS NOKA3aTels
[IB/MHO (>2,0). lanee nedyeHue mpoaosKaioch aHTaroHMCTOM BHUTaMmuHa K, 103a KoTOporo
OblTa CKOPpPEKTHpPOBaHA TakuM oO0Opa3oM, 4YTOOBl momnaepkuBaTh 3HaueHus [IB/MHO B
TepaneBTUYecKoM auanasone ot 2,0 1o 3,0.

HccnenoBanne EINSTEIN Extension mpoBoamioch ¢ yyactueMm 1197 manuento ¢ TI'B unum
TOJIA c uenbro n3yuenus npoduinaktuku peruauBoB TI'B u TOJIA. JInutensHOCTD JTeYeHUS s

MaIlMEeHTOB, 3aBEPIIUBIIUX OT 6 10 12 MecsAIeB Je4eHUs] BEHO3HON TPoMOOIMOOIINH, COCTaBUIIA
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[TpoBoamiiock cpaBHeHUE puBapokcabana 20 Mr oJIMH pa3 B IeHb U 1U1a1e0o0.

B wuccaenmoBanusx EINSTEIN DVT, PE u EINSTEIN wucnonn3oBaiuch OJWHAKOBLIC
IPEBApUTENILHO OIpE/IeIEHHbIE NEPBUYHBIE M BTOPUYHBIE KOHEUHBIE TOUYKH IPPEKTUBHOCTH.
[TepBuuHOil KOHEYHOHW TOYKOHW APGHEKTUBHOCTH OBUT CUMNTOMHBIN peuumuB BTO,
OTIpeNIeNABIIUIICS Kak COBOKYMHOCTh penuauBa TI'B unu dartanshoii nnm Hedaransaoit TOJIA.
BropuuHas kKoHEWYHass TOYKa OINpeaeNsiach Kak COBOKYMHOCTH peuuauBa TI'B, nedaranpHOU
TOJIA u cMepTH OT BCEX NMPUUHUH.

B nccnenoBanun EINSTEIN Choice 3396 manueHTOB ¢ MOATBEP K ACHHBIMUA cUMIITOMHBIMU TI'B
u/wm TOJIA, 3aBepmmBIIHX 6—12 MecAIEB JeUeHUS aHTUKOATYJITHTaMH, U3y4aJIMCh Ha MPEAMET
npodmiaktuku paranbHoil TOJIA nnn HedaTanbHbBIX cUMOTOMHBIX petuanBoB TI'B wmu TOJIA.
[TanMeHThl, KOTOpPBIM OBUIO IOKa3aHO MPOJOKEHHE AaHTUKOAryJsHTHOH Tepanuu B
TEpaneBTUUECKUX J103aX, HCKIIYaIMCh W3 HccienoBaHus. [IpogoKUTENbHOCTh JIeYeHHUs
cocrapisia 10 12 mMecs1eB B 3aBUCUMOCTH OT UHIUBUAYAIbHON JaThl paHI0MHU3aluy (MeIrnaHa:
351 nens). PuBapokcaOan B 103e 20 Mr oJiuH pa3 B CyTKH U puBapokcadaH B 103e 10 Mr onuH pas3
B CYTKU CPaBHUBAJIU C alleTHJICAIUIMIIOBOM KUCIIOTOM B 1o3e 100 Mr oiMH pa3 B CyTKH.
[lepBuuHOil KOHEYHOM TOUKOW dSPQPEKTUBHOCTH ObUT CUMOTOMHBIM penuauB BTO,
OTIpeNIeNISABIIUICS KaK COBOKYIHOCTH peruauBa TI'B unn daranbroii nim Hedaransaoit TOJIA.
B wuccnenoBanun EINSTEIN DVT (cm. Tabmuimy 6) Obuto HpOJEMOHCTPUPOBAHO, YTO
puBapokcabaH He ycTymnaeT 3HokcanapuHy/ABK no nepBuuHo KOHE4HOM Touke 3 PeKTUBHOCTH
(p<0,0001 (tect Ha He MeHbIIyIO 3 dexkTuBHOCTB); OP: 0,680 (0,443—1,042), p=0,076 (TecT Ha
peBocxocTBO)). [IpenBapuTenbHO ompenenaeHHas 4ucTas KIMHUYECKas BbIroa (MepBUYHAs
KOHEYHas To4ka 3((HEKTUBHOCTHU U CIIydau OOJBIIIOT0 KPOBOTEUEHHUS) OblJIa 3apEerUCTPUPOBAHA C
OP 0,67 ((95 % AU: 0,47-0,95), nHomunansHOe 3HaueHue p = 0,027) B mons3y puBapokcabaHa.
3nauenuss MHO Haxoauiuce B TepaneBTHUECKOM Juana3oHe B cpeaHeM 60,3 % BpeMeHH Uit
CpeIHeH MpoIoKUTENbHOCTH JieueHus 189 mueit u 55,4 %, 60,1 % u 62,8 % BpeMeHu B rpymnmax,
IpOJUIEHHOTO Ha 3, 6 1 12 mecs1eB JgedeHus, COoOTBETCTBEHHO. B rpynmne sHokcanapun/ABK ne
ObLIO YETKOH CBSA3M MEX/1y YpOBHEM cpenHero reHTpansHoro TTR (BpeMs B Auana3zoHe 1eJIeBOro
MHO 2,0-3,0) B TepTHIsiX OJMHAKOBOI0 pa3Mepa u yactotoil peuuausos BTO (P = 0,932 nns
B3auMoOJieiicTBusl). B mpenenax caMoro BBICOKOTO TEPTHJIE OTHOCHTENbHO UeHTpa OP s
puBapokcabaHa 1Mo cpaBHEHHIO ¢ BapdapuHoM cocTasisuio 0,69 (95 % JIU: 0,35-1,35).

YacToTa BOZHUKHOBEHMs NEPBUYHON KOHEYHOH TOUYKM Oe30macHOCTH (ciaydau OOJNBLIOTO WU
KJIMHUYECKH 3HAYMMOTO0 HEOOJIBIIOr0 KPOBOTEUEHHs), a TaKKe BTOPHUYHOW KOHEYHOH TOUYKU

0e30macHOCTH (CiTy4an OOJBIIOr0 KPOBOTEUEHHS ) OblIa CX0Kel A 00euX rpymi JISYeHHUsL.
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Tabmuma 6. lanusie mo npoduiio 3P dekTuBH

EINSTEIN DVT

COOTBETC TEnET SKCTIEPTHOMY

o= F-| I.-.-IJ-I "J 12 IFIF

/ OTUETY

cTH 1 6&&5&%@% et leiohimdit "t Gase:

Hccaenyemasi nomyasiuust

3449 nanmMeHTOB ¢ CHMITOMHBIM OCTPBIM TPOMO030M

rJiy0OKuX BeH

TepaneBaneCRaﬂ ao3a M

PuBapokcaéan

Jnokcanapun/ABK P

MPOJOJIKUTENTbHOCTD 3, 6 uiu 12 mecsinieB 3, 6 uiu 12 mecsinieB
JIeYeHust N=1731 N=1718
CUMIOTOMHBINA PEIUINB 36 51
BTO* (2,1 %) (3,0 %)
CUMIOTOMHBIN PEIUIUB 20 18
TOJIA (1,2 %) (1,0 %)
CUMIOTOMHBIN PEIUINB 14 28
TI'B (0,8 %) (1,6 %)
Cumnromusie TOJIA u 1
TI'B (0,1 %) °
@daranpHas TOJIA/
CMEpTb, IPU KOTOPOii 4 6
HEJIb3SI HCKIIFOYUTh (0,2 %) (0,3 %)
TOJIA
BoJibiioe Wi KIMHUYECKU
3HaYMMOe HeOOoJIbIIoe 139 138
(8,1 %) (8,1 %)
KpOBOTEUYCHHE
Cmydan G0JIBIIIOTO 14 20
KPOBOTCUCHHS (0,8 %) (1,2 %)

a) PuBapokcaban 15 mr aBa pasa B IeHb B T€U€HUE 3 HEelb, C MOCIEIYIOIINM IepexoqoM Ha 20

MI' O/IUH pa3 B ACHb

b) DHOKcamapyH B T€YEHHME MO MEHbIIEH Mepe 5 THEeH, ¢ OJJHOBPEMEHHBIM U IOCIEIYIOINUM

npuemom ABK

* p<0,0001 (me menbmas 3¢dexTuBHOCTD I 3apaHee omnpeaenenHoro OP 2,0); OP: 0,680

(0,443-1,042), p=0,076 (IpeBOCXOACTBO).

B uccnenoanuu EINSTEIN PE (cm. Tabnuiry 7) 66110 TPOJIEMOHCTPHPOBAHO, YTO pUBapOKcadaH

He ycrynaer sHokcanapuny/ABK mo mepBuuHoil koHeuHOH Touke 3ddexruBHoctu (p=0,0026

(rect Ha He MeHbIIYIO 3(deKTUBHOCTB); OP:
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

o1 27.01.2026 N2 1285

ompeNesieHHas YuCTass KIMHWYECKass BhIToJa (| epBqu{'&l:llgU;llgﬁﬂf;;'?g@tﬁae{ﬁﬂﬁégﬂn 5

cirydau 00JIBIIIOTO KPOBOTEUCHHUsT) ObLiTa 3apeructpuponana ¢ OP 0,849 ((95 % JIU: 0,633-1,139),
HOMMHaNbHOE 3HaueHue p=0,275). 3nauenuss MHO Haxoquiinch B TEpaneBTUYECKOM JIMANIa30HE
B cpeliHeM 63 % BpeMeHU IS CpelHe MpOoI0KUTEILHOCTY JieueHus 215 nueit u 57 %, 62 % u
65 % BpeMeHU B rpynnax, IpoJyIeHHOro Ha 3, 6 1 12 mecsues JieueHus: COOTBETCTBEHHO. B rpynme
sHokcanaput/ABK He ObL10 4eTKOM CBS3M MeX 1y ypoBHEM cpenHero neHrpanbaoro TTR (Bpems
B nuanasone nenesoro MHO 2,0-3,0) B TepTUIIsiX OJJMHAKOBOTO pa3Mepa U YaCTOTOU PELUIMBOB
BTD (p = 0,082 nns B3aumomaeicTBus). B mpenenax camoro BBICOKOTO TEPTUJISE OTHOCHTEIIBHO
uentpa OP s puBapokcabaHa 1o cpaBHeHHIO ¢ BapdapuHoMm coctasisuio 0,642 (95 % AU:
0,277-1,484).

YacToTra BOSHMKHOBEHHS MEPBUYHON KOHEYHOM TOUKHM 0€30MacCHOCTH (Cilydyau OOJBIIOTO WIIH
KIIMHUYECKH 3HAYUMOT0 HEOONBIIOTO KPOBOTEUEHUS) ObljIa HECKOJIBKO HIKE B TPYIIIE JeUeHUs
puBapokcabanom (10,3 % (249/2412)), yuem B rpymnne jeuenus sHokcanapunom/ABK (11,4 %
(274/2405)). Yactora BTOPHYHOM KOHEYHOW TOYKM Oe3omacHoCTH (ciiydanm OOJIBIIOTO
KpOBOTEUCHHs) ObUla HIDKE B Tpymnne puBapokcabana (1,1 % (26/2412)), ywem B rpymme
sHokcanapuna/ABK (2,2 % (52/2405)) ¢ OP 0,493 (95 % AU: 0,308-0,789).

Ta6muma 7. Janubie mo npoduito 3GpGeKTUBHOCTH U Oe3omacHOCTH B uccienoBanuu III ¢assr

EINSTEIN PE

Hccaexyemasi momyasiuus 4832 naumueHTa ¢ ocTpoii cumnToMHoi TIJIA

TepanesTnueckass 1032 u | PuBapokcadan® Jnoxcanapun/ABKY
MPOIOJIKHUTETbHOCTD 3, 6 uiu 12 mecsinieB 3, 6 uiu 12 mecsinieB
JieyeHust N=2419 N=2413
CumnTomHbIN peuuaus BTO* >0 44
(2,1 %) (1,8 %)

CumnToMHBIH  peruaus | 23 20

TOJIA (1,0 %) (0,8 %)

Cumnromusli  peruaus | 18 17

TI'B (0,7 %) (0,7 %)

Cumvrromasie TOJIA wu | 0 2

TI'B (<0,1 %)

®dartanbHas TOJIA/ | 11 7

cmepth, npu  kortopoii | (0,5 %) (0,3 %)

HEJb3s UCKITIOYHTH

TOJIA
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 27.01.2026 N2 1285

Bonpmoe wiam kauHMYecku | 249 (MOCEGEEATENSHOC TE G004)
3HAYUMOE ueoosbioe | (10,3 %) (11,4 %)

KPOBOTCUCHHE

Cnydan Oosbiioro | 26 52

KPOBOTCUCHHS (1,1 %) (2,2 %)

a) PuBapokcaban 15 mr aBa pasa B IeHb B T€UCHHUE 3 HElleNb, C MOCIEAYIOINM nepexoaoM Ha 20
MT OJIH pa3 B JCHb

b) DHoKcamapuH B TE€YEHHE MO MEHbIIEH Mepe S5 AHEH, ¢ OJHOBPEMEHHBIM W IOCICAYIOIINUM
npuemoM ABK

* p <0,0026 (me menbinas 3pdexTuBHOCTD I 3apaHee omnpeneneranoro OP 2.0); OP: 1,123
(0,749-1,684)

BeuT TIpoBeNeH TpeaBapHUTENHHO CIUIAHMPOBAHHBIA OOBCIMHEHHBIM aHAIM3 KOHEYHBIX TOYCK
uccaenoBanuiit EINSTEIN DVT u PE (cm. Tabnumy 8).
Ta6muma 8. Jlanabie o podutro 3GpGHEeKTUBHOCTH B 0€30MMaCHOCTH 00BETUHEHHOTO aHAIN3a B

uccaenoBanusax Il gaser EINSTEIN DVT u EINSTEIN PE

Hccaexyemasi momyJasiuus 8281 nauuent ¢ ocTpbiMu cumMnToMHbIMH TT'B niiu TIJIA
TepaneBTnueckass 1032 u | PuBapokcadan® Jnoxcanapun/ABKY
NMPOJXOJIKHTETBbHOCTD 3, 6 mam 12 mecsiueB 3, 6 muam 12 mecsiueB
JieyeHust N=4150 N=4131
Cumnromusiii peuuaus BTO* % %
(2,1 %) (2,3 %)

CumnromHbli  peuuaus | 43 38

TOJIA (1,0 %) (0,9 %)

CumnTomMHBIH  peruaus | 32 45

TI'B (0,8 %) (1,1 %)

Cumnromasie TOJIA u |1 2

TT'B (<0,1 %) (<0,1 %)

@aranpHas TOJIA/ 15 13

CMEpTh, IPU KOTOPOI (0,4 %) (0,3 %)

HEJIB35 UCKIIIOUYNUTh

TOJIA
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 27.01.2026 N2 1285
BoJb110e Wit KIMHAYECKH 388 (MOCEPPATENBHOC TS 0004)
3HaYMMOE HEOOJIBIIIOE (9,4 %) (10,0 %)
KpPOBOTEUCHHE
Cirydan G0JIBIIIOTO 40 72
KPOBOTCUCHHS (1,0 %) (1,7 %)

a) PuBapokcaban 15 mr aBa pasa B IeHb B T€UCHHUE 3 Hellelb, C TOCIEAYIOUINM repexoaoM Ha 20
MT OJIH pa3 B JCHb

b) DHoKcamapuH B TE€YEHHE MO MEHbIIEH Mepe S5 AHEH, ¢ OJHOBPEMEHHBIM W IOCICAYIOIINUM
npuemom ABK

* p <0,0001 (me menbmas 3pPeKTUBHOCTD A 3apaHee onpenenennoro OP 1,75); OP: 0,886

(0,661-1,186)

[IpenBapuTensHO OIpeneNeHHass YHCTas KIMHUYECKas BBITOJAa IMEpBUYHAs KOHEYHas TOYKa
3¢ (}EKTHBHOCTH TUTIOC CITydad OOJBIIOrO KpPOBOTCUYCHHS) OOBECIMHEHHOTO aHauu3a Oblia
3apeructpupoBana ¢ OP 0,771 ((95 % AU: 0,614-0,967), nomunanbHoe 3HaueHue p=0,0244).

B uccnenosanuu EINSTEIN Extension (cm. Tabnuity 9) puBapokcabaH mpeBOCX0IuII TU1aedo mno
NEPBUYHBIM M BTOPUYHBIM KOHEYHBIM TOYKaM 3¢ ¢ekTuBHOCTH. YacToTa BCTpEUaEeMOCTH
NEPBUYHON KOHEYHOH TOUKM 0€30MacHOCTH (Ciiydad OOJIBIIMX KPOBOTEUCHHUI) YMCICHHO ObLIa
HE3HAYUTENIbHO BBIIIE Y MAIMEHTOB, MOJyYaBIINX TEPANUI0 puBapokcabaHoM B fo03e 20 Mr oiuH
pa3 B JIeHb, 110 CPaBHEHHUIO ¢ T1ane0o0. Bropuunas koHeuHas Touka 6e3omacHocTH (00IbIINe WK
KJIMHUYECKH 3HAUYMMBbIe HEOONBIINE KPOBOTEYEHHS) TIOKa3aja Ooyiee BBICOKYIO YacTOTy Y
NAIMEHTOB, MOJYyYaBIIUX TEpanuio puBapokcabaHoM B no3e 20 Mr oauH pa3 B J€Hb, IO
CpaBHEHHMIO C IU1aleoo.

Tabmuua 9. lanusle no npoduio 3¢dexruBHocT N 6e30nacHocT B uccienoanuu 11l ¢a3zel

EINSTEIN Extension

1197 nanueHToOB, NPOAOIKUBIIMX JIeYeHUE U
Hccaenyemas nomyisuus .
NpopNIAKTHKY PelIMBOB BEHO3HOI TPOMO0IMO0 1M

TepaneBTudeckass 103a u | PuBapokcadan® IInane6o
MPOIOJIKUTETbHOCTD 6 niau 12 Mecsnes 6 nau 12 Mecsnes
JieYeHust N=602 N=594
8 42
CumnTomHbIN peuuaus BTO*
(1,3 %) (7,1 %)
CUMOTOMHBIA ~ penuauB | 2 13
TOJIA (0,3 %) (2,2 %)
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CHMITOMHET  perumes | 5 (ot E%.i:l BATENBHIC T o UUiE)
TT'B (0,8 %) (5,2 %)
@aranpHas TOJIA/ 1 1
CMEPTh, IIPHU KOTOPOii (0,2 %) (0,2 %)
HEJTb3s1 HCKITFOUNTh
TOJIA
Cnydan Oombiioro | 4 0
KPOBOTCUCHHS (0,7 %) (0,0 %)
Kinuanueckn 3Haunumoe | 32 7
HEOOJIBIIIOE KPOBOTEYEHUE (5,4 %) (1,2 %)

a) PuBapokcaban 20 Mr oJiuH pa3 B JIcHb

*p <0,0001 (npesocxoactso), OP: 0,185 (0,087 — 0,393)

B uccnenoBanuu EINSTEIN Choice (cm. Tabnuny 10) puBapokcaban B go3zax 20 mr u 10 mr
npeBocxoaui anerwicaauimioByo kucioTy (ACK) B goze 100 mr mo mepBUYHON KOHEUHOM
touke HPdexTuBHOCTH. OCHOBHAs KOHEYHas Toyka Oe3omacHOCTH (ciaydaw OOJBIIOTO
KPOBOTEUCHHSI) OblJIa CXOXKEH y MallMeHTOB, MOMYYaBIIUX puBapokcadan B no3ax 20 mr u 10 mr
OJMH pa3 B JIEHb, 110 cpaBHEHUIO cO 100 M alleTHIICATUITUIOBON KUCIIOTHI.

Ta6muma 10. laaasie o npoduiaro 3GGHEeKTUBHOCTH u Oe30nacHOCTH B uccieaoBanuu 111 ¢ass

EINSTEIN Choice

3396 NAalMeHTOB, NPOAOJKMBIIHX
Hccaenyemas nomyisuus NPOPUIAKTHKY

pennANBOB BEHO3HOI TPOMO0IMO0MHU

PuBapokcadan | PuBapoxkcadan | ACK 100

20 mr 1 pa3 B |10 mr 1 pa3 B | mr 1 pa3
TepaneBrnuyeckas 103a

JIeHb JAeHb B JIEHb
N=1107 N=1127 N=1131
Menuana upogopKuTeabHOCTH Jiewenus | 349 [189-362] | 353 [190-362] | 350 [186-—
[MEXKBapTHIIHHBIN THATIA30H | JTHEe JTHSI 362] nueit
CHUMNTOMHBIN pelUIuB 17 13 50
BTD (1,5 %)* (1,2 %)** (4,4 %)
CHMITTOMHBIN 6 6 19
permaus TOJIA (0,5 %) (0,5 %) (1,7 %)
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T PR P

CHMITOMHEI 9 (TOCEROEATENBHO] Ea A
permaus TI'B (0,8 %) (0,7 %) (2,7 %)
®daranpHas TOJIA/ cMepTs, ipH 2 0 2
KOTOPOM HEJIb3s UCKIIIOUnTh TOJIA (0,2 %) (0,0 %) (0,2 %)
Cumnromusii peuuguB BTD, wundapkr
19 18 56
MHUOKap/a, WHCYJIBT WJIH CHUCTCMHAs
(1,7 %) (1,6 %) (5,0 %)
TpomMO03IMO0IHsI, He cBsizanHas ¢ [THC
6 5 3
Cay4an 60J1bIIOTO KPOBOTEUCHHUS
(0,5 %) (0,4 %) (0,3 %)
Knunnyeckn ~ 3naummoe  HeOousbmioe | 30 22 20
KpPOBOTCUCHHE (2,7) (2,0 (1,8)
Cumnromusii peruaus BTD wim 6onbioe
23 17 53
KpOBOTECUCHHE  (WmMcTas  KIMHUYECKas
(2,1 %)* (1,5 %)* (4,7 %)
BBIT0J1a)

* p<0,001 (mpeBocxoactBo) PuBapokcaban 20 mr oguH pa3 B 1eHb 1o cpaBHenuio ¢ ACK 100 mr
oauH pa3 B aenb; OP=0,34 (0,20-0,59)

** p<0,001 (mpeBocxoacTBo) PuBapokcaban 10 mr oqun pa3 B neHb o cpapHermnio ¢ ACK 100
MT 0JuH pa3 B aenb; OP=0,26 (0,14-0,47)

+ PuBapokcaban 20 Mr ojuH pa3 B ieHb 1o cpaBHeHHIO ¢ ACK 100 Mr ogun pa3 B nenp; OP=0,44
(0,27-0,71), p=0,0009 (HoMuHaTBHOE)

++ Puapokcaban 10 mr oguH pa3 B 1eHb 1o cpaBHeHuto ¢ ACK 100 mr oauH pa3 B 1ens; OP=0,32

(0,18-0,55), p <0,0001 (HOMHHaTBHOE)

B nononnenne k mnporpamme wuccinepoanuid Il ¢assr EINSTEIN Obuto mpoBeneHo
IIPOCHEKTUBHOE HEUHTEPBEHIIMOHHOE OTKpBITOe KoropTHoe wuccienoBanue (XALIA) c
LEHTPaJIbHOW OLIEHKOM KOHEUYHBIX TOYEK, BKItoyass peuuauB BTDO, Gonbiioe kKpoBoTeueHHE U
cMepTh. B uccnenoBanue KIMHUYECKOW MPaKTUKK ObUIM BKIIIOUYEHBI 5142 manueHTa ¢ OCTphIM
TI'B st u3ydeHust JOATOCPOUHOM 0€30MacHOCTH pUBapoKcadaHa Mo CPaBHEHHUIO CO CTaHIAPTHON
AHTUKOATYJSIHTHOU Tepanueit. Yactora 60ibIIOr0 KpoBOTEeUeHUs, penuauBa BTD u cmeptu ot
BCEX MPHUYMH JUId puBapokcabana coctraBuina 0,7 %, 1,4 % u 0,5 % coorBercTBeHHO. bbuin
pa3iauuns B MCXOJHBIX XapaKTEpUCTHKAX IAllMEHTOB, BKJIOYas BO3pPACT, PaK M HapylIEHUE
byHKIMM moyeK. (s KOpPPEeKTUPOBKU HMCXOJHBIX MEXIPYIIOBBIX Pa3iMuuil HCHOJIb30BAICS
3apaHee CIIJIaHUPOBAHHBIN CTpaTU(PHUIIMPOBAHHBIN OO0 MO UHAEKCY cooTBeTCTBUs. HecMoTps
Ha 3TO, OCTaTOYHOE HMCKaXEHHE MOIJIO BIUATH Ha pe3ynbrarel. CkoppektupoBaHHble OP,

CpaBHHUBAOIINUC pI/IBap0K036aH U CTaHAapT JICHCHUA B OTHOILICHHUU 0O0JIBIIIOTO KpOBOTCYCHUA,
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Ry, [ R FaE Ll E O

peuuauea BTO u cmepTy OT BCcex MpUYMH, COCTABUIN Oﬁ'\_‘b:ﬁ-l’/%‘%ﬁ;lEO“J(gﬂ%Hj:bgf (@5“%' AU

0,54-1,54) u 0,51 (95 % AN 0,24-1,07) COOTBETCTBEHHO. DTH PE3YyIbTAThl KIMHUYCCKOU
MIPAKTUKE COTJIACYIOTCS C YCTAHOBICHHBIM ITpoduiieM 0€301macHOCTH ISl JAHHOTO TIOKa3aHUsI.
B mocTperucrpaiinoHHOM HEMHTEPBEHIIMOHHOM wuccienoBanun Oonee 40000 mamueHTOB H3
YeThIpex CTpaH 0e3 paka B aHaMHe3e IMOJIydaau pUBapoKcadaH s JeueHUs Wik IpodUIakTHKU
TI'B u TOJIA. Yacrora coObituii Ha 100 manmueHTO-JET Uil CHUMIITOMHBIX/KIMHHYECKU
BEIpaXeHHBIX BTD/TpoM003MOOIMYECKUX  COOBITUH, MPHBOIANIMX K TOCHUTAIU3AIINY,
BapbupoBaia ot 0,64 (95 % AU 0,40-0,97) B Benuko6puranuu 1o 2,30 (95 % AU 2,11-2,51) B
['epmanun. KpoBoTeueHus, NpUBOASAIIME K TOCHUTANIM3AIMHM, BO3HHKAIM CO CIEAYIOLIEH
gacrotod Ha 100 mnamuenro-ner: 0,31 (95 % AU 0,23-0,42) 111 BHYTpUYEpPENHBIX
kpoBousnusiauit, 0,89 (95 % AU 0,67-1,17) ais xeayno4HO-KHUIIEYHBIX KpoBoTeueHu, 0,44
(95% AN 0,26-0,74) nns yporeHuTanbHbix KpooTeuenuid u 0,41 (95 % AU 0,31-0,54) nns
JIPYTUX KPOBOTECUCHHIA.

eTH
Dapmaroounamuueckue d¢hghexkmol
[TporpomOuHOBOE Bpems (Neoplastin), AUTB n anTn-Xa akTHBHOCTb, U3MEPEHHAS C IIOMOIIBIO
KaTUOPOBAaHHOTO KOJMYECTBEHHOTO TECTa, TECHO KOPPEIUPYIOT C KOHLEHTPALUSIMU B IIa3Me
KkpoBu y gaeredl. Koppemsuus mexnay aHTH-Xa aKTHBHOCTBIO M IIJIa3MEHHOW KOHLIEHTpaluen
SIBIISICTCS JIMHEHHOW C TAaHTEHCOM YIJia HAaKJIOHA MpsMOH, Onm3kuM K 1. Moryt BO3HHKATh
WHAMBHUAYalIbHbIE DPACXOXKICHUS OoJjiee BBICOKMX WM Oojiee HHM3KUMX 3HAYCHHWH aHTHU-Xa
AKTUBHOCTH TI0 CPAaBHEHHIO C COOTBETCTBYIOIIMMHU KOHIIEHTPAIIMIMH B IJIa3Me KpoBU. B mepuog
JICYCHUs pUBAPOKCAO0AHOM HE TpeOyeTcs MPOBOIAUTH MOHHUTOPHHT TapaMETPOB CBEPTHIBAHUS
kpoBu. OTHAKO, €CITH JIJISl 9TOTO €CTh KIIMHUYECKOe 000CHOBaHKE, KOHIIEHTpAI[UU pUuBapokcadaHa
MOTYT OBITh U3MEPEHBI B MKI/JI TIPH MOMOIIM KaTHOPOBAHHBIX KOTUYECTBEHHBIX TECTOB aHTH-Xa
akTuBHOCTH (cMm. Tabnumy 6 B pasgene 5.2. nis auanma3oHOB HaOMIOJaeMbIX KOHIEHTpALUi
puBapokcabaHa B 1u1a3Me KpoBH y nerei). [Ipu ucnoiab3oBaHUM TeCTa aHTH-Xa aKTUBHOCTHU ISt
KOJIMYECTBEHHOW OIICHKH KOHIICHTpAIMH puBapokcabaHa B TUIa3Me KPOBH Y JIETeH HE0OXO0IUMO
VUUTHIBaTh HIDKHUU Tpenen KOJMMYECTBEHHOW OIeHKU. [loporoBeie 3HaueHUs UIisi KPUTEPUEB
53¢ (HeKTUBHOCTH MM OE€30MaCHOCTH HE YCTAHOBJICHBI.
Knunuuecxas saghpgpexmuenocme u 6ez3onacnocmeo

Jleuenue BTO u npodpunakmuxa peyuousos BT y nauuenmos 0emcko20 803pacma

Bbb110 npoBeieHo 6 OTKPBITBIX MHOTOLIEHTPOBBIX UCCIEIOBAHUN C Y4aCTUEM JETEH, B KOTOPHIE B
oOmiemM ObUTM BKJIIOYEHBI 727 neTell ¢ MOATBEPKIECHHOW OCTpON BEHO3HOUM TpomOo3IMOonuei
(BTD), u3 xotopbix 528 noxydanu puBapokcabaH. Jlo3a puBapokcadbaHna, KOTopas NpUMEHsIach

y netedt oT pokneHus Ao <I8 ner, Obuta CKOPPEKTHPOBaHA MO Macce Tella W MPHUBOJAMIA K
47



COOTBETCTBYET ZKCNEPTHOMY OTUETY

oT l:—. .-..I ‘|’-';-|':; A.J_- ';li:!l:

Ry, [ R FaE Ll E O
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JIeHb y B3pocibIx nanueHToB ¢ TI'B, uro noarBepxnaeHo B uccnenoBanuu 111 ¢aser (cm. pazgen
5.2.).

EINSTEIN Junior - paHIOMH3HPOBAaHHOE OTKPBITOE MHOIOIEHTPOBOE  KJIMHHYECKOE
uccienoBanue Il ¢aspl ¢ akTuBHBIM KOHTposieM ¢ ydactreMm 500 mamueHToB (B BO3pacTe OT
poxnenus 1o <18 ser) ¢ moaTBepkAeHHOM ocTpoit BT3, n3 xotopbix 276 nereii OblIN B BO3pacTe
ot 12 no <18 net, 101 pebenok — ot 6 g0 <12 net, 69 mereit — ot 2 g0 <6 ner u 54 pebeHka B
BO3pacTe 10 2 JieT.

BTD kmaccuduimpoBaiach kak karetep-accoruupoBanHas BTD (90/335 mauueHToB B rpyrie
puBapokcabana, 37/165 manmueHTOB B TpyIIe Mpernapara CpaBHEHHUs), TPOMOO3 BEH T'OJIOBHOTO
Mo3ra U CHUHYCOB (74/335 mammeHToB B Tpymnne puBapokcabana, 43/165 manueHTOB B rpyIine
mpemapata cpaBHeHus) unum  kak Apyrue BTDO, Bkmouwas TIB u TOJIA (me
karerepacconuupoBanHas BTD, 171/335 mnauumentoB B rpymme puBapokcabana, 85/165
MalMEeHTOB B IPYIIe npenapara cpaBHeHus). Haubonee pacripocrpanennoit BTD y nereit ot 12
no <18 et O6pu1a He KareTep-acconmupoBanHas BTD y 211 nereii (76,4 %); y nereit ot 6 1o <12
JeT ¥ oT 2 10 <6 jeT — TpoMOO03 BEH rOJIOBHOTO MO3ra U cuHycoB y 48 nereit (47,5 %) n'y 35
neteit (50,7 %) coOOTBETCTBEHHO; Y AeTel miuaiie 2 JeT — karerep-accoruupoBanHas BTD y 37
netert (68,5 %)). B rpynne puBapokcabana He ObUIO JeTel Miaaiie 6 MecsieB ¢ TPOMOO30M BEH
TOJIOBHOT'O MO3Ta ¥ CHUHYCOB. Y 22 MalMEeHTOB ¢ TPOMOO30M BEH I'OJIOBHOT'O MO3Ta M BEHO3HBIX
cunycoB Obu1a nuadexius [{THC (13 mauueHnToB B rpymnie puBapokcabaHna v 9 maiueHToB B rpymmne
npenapara CpaBHEHHUS ).

BTD Obuta copoBonpoBaHa MOCTOSIHHBIMU WJIM BPEMEHHBIMHM (PakTOpaMH pHUCKA WU HMX
COBOKYITHOCTBIO ¥ 438 (87,6 %) nereii.

[TanMeHTh! MOMydanu HayalbHOE JIEYEHHE TePareBTUYECKUMHU J103aMH He(ppaKIMOHUPOBAHHOTO
rernapuHa, HU3KOMOJIEKYJIIPHOTO TenaprHa Wiu GoHAanapuHyKca B T€UeHUE 0 KpaiiHel mepe 5
JTHEH, 1mociie yero ObUIM paHJOMHU3UPOBaHbl B COOTHOLIEHUH 2:1 WK B rpyny puBapokcabaHa B
J103€, CKOPPEKTUPOBAHHOM 110 Macce Tela, WK B Ipylily npenapara cpaBHeHus (renapunsl, ABK)
B Te€UEHHE OCHOBHOI'O IIepHo/ia JIeueHus1, coctaBuBiiero 3 mMecsma (1 mecsi uist gereid minasue 2
JeT ¢ Karerep-accouuupoBaHHoi BTD). B ciydyae kiIMHHYECKOH OCYIIECTBUMOCTH B KOHIIE
OCHOBHOTO IepHoJa JICYEeHUs MPOBOAMUIIACH IMOBTOpPHAS BHU3yalU3allds COCYNOB; MEpBUYHAsS
NpPOBOAMJIACH Ha JTale BKIIOYEHUS B HccienoBaHue. llocnme sToro mpuem wuccieayemMoro
npemnaparta Mor ObITh IPEKpAaIlleH UJIH, IO PELICHUIO UCCIIEI0BATENs, POAOIIKAICS CYMMapHO 10
12 mecsaueB (nas geteit muaauie 2 JeT ¢ katerep-accounnpoBannoi BT no 3 mecsiies).
[TepBruHO#l KOHEUHOM TOUKOW 3((EeKTUBHOCTH ObUIa YacToTa CUMITOMHOro peruausa BTO.

[lepBruHO#l KOHEUHOM TOUKOW Oe30macHOCTH Obula KOMOMHUPOBAaHHAs 4acToTa OONBLIMX U
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KJIMHUYECKH 3HAYMMBIX HEOOJIBIINX KpOBOTCY

CEPTHOMY OTUETY

0€30MacHOCTH IIEHTPAIM30BAHHO OIEHUBAINCH HE3aBUCHMBIM KOMHUTETOM, JJIsi KOTOPOTO OBLIO
3aCIIEIUICHO pachpe/eliCcHHe MAIeHTOB 10 TPyIaM jedeHus. Pe3ynbraTel 3 (HEeKTHBHOCTH U
0e30macHOCTH IpUBEACHBI B Ta0umax 11 u 12 Hioke.

Peunmue BTO mpomsomen y 4 u3 335 mamueHTOB B TIpymme puBapokcabana m y 5 uz 165
MAIMEHTOB B Trpymnne cpaBHeHUs. KoMOWMHHMpOBaHHAas dYacTOTa OOJBIIOTO0 KPOBOTCUCHUS U
KJIIMHUYECKH 3HAYMMOT0 HEOOIbIIOro KpoBoTeueHus: ormevanack y 10 u3 329 nauuentos (3 %),
MOJTy4aBLINX puBapokcadan, u'y 3 u3 162 nanuentos (1,9 %), nomyyaBuImx npenapar CpaBHEHUS.
Yucras KIMHUYECKas BbIroga (KOMOMHHMpOBaHHas 4acTOoTa CUMITOMHOro pernuauBa BTO u
00JIBIIIOr0 KPOBOTEUEHHUS) OTMEUeHa Y 4 u3 335 manueHToB B Tpymie puBapokcadbanauy 7 u3 165
NalMeHTOB B TpyNIe cpaBHeHUs. PekaHanuzanus BEHbl NIPH IOBTOPHOM BH3yalld3alluu
Habmoanack y 128 u3 335 manueHToB MpH JiedeHUH puBapokcabaHoM Uy 43 u3 165 manueHTos
B IPYIIIE Iperapara cpaBHEHUs. DTU PE3yIbTaThl ObLIN B IIEIOM COITOCTABUMBIMU Y IETEH Pa3HbIX
BO3pacTHBIX rpynn. B rpymme puBapokcabana Obuto 119 nmereit (36,2 %) ¢ oObIM
KPOBOTEUCHHEM, BO3HHKIIUM Ha (hOHE Teparuu, a B TPyIIe mpenapara cpaBHeHUS — 45 aerei
(27,8 %).

Ta6muma 11. Jlanuabie mo npoduiro 3¢GHEeKTUBHOCTH pUBapoKcabaHa | MpernapaTra CpaBHCHHUS B

KOHIIC OCHOBHOT'O II€PHOJa JICUCHUA

3¢ PexTUBHOCTH)

PuBapoxcaban IIpenapar cpaBHeHuUs
CoObITHE
N=335* N=165*
Peunnue BTD (mepBuyHas KOHEUHast TOUKa 4 5

(1,2 %, 95 % JI1
0,4 % — 3,0 %)

(3,0 %, 95 % TN
1,2 % — 6,6 %)

KomOnHupoBaHHas KOHeYHast TOUKa:
CUMNOTOMHBIN peruaus BTO +
0eccCHMIITOMHOE yXyIIIIEHUE NPU OBTOPHOM

BU3YyaJin3allun

5
(1,5 %, 95 % 11
0,6 % — 3,4 %)

6
(3,6 %, 95 % JI1
1,6 % — 7,6 %)

KomOnHupoBaHHas KOHeYHas TOUKa:
CUMNOTOMHBIN peruaus BTO +
0eCcCHMIITOMHOE yXY/IIeHHE + OTCYTCTBUE

W3MEHEHUI IIPU TOBTOPHOW BU3YyalIU3alluu

21
(6,3 %, 95 % JIN
4,0 % —9,2 %)

19
(11,5 %, 95 % JI1
73 % — 17,4 %)

Pexananu3aiiys BEHbI npu HOBTOpHOﬁ

BHU3yalin3allun

128
(38,2 %, 95 % JI1
33,0 % — 43,5 %)

43
(26,1 %, 95 % JIA
19,8 % — 33,0 %)
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KomOuHupoBaHHas KOHeYHast TOUKa:

(MCREOCH

-
I

B TEREHRO l:7T iG]

CUMITOMHBIN peunaus BTD + 6onbmioe

KpPOBOTCUCHHUC (LII/ICTaSI KIMHHUYECKas BI)IFO,Ha)

(1,2 %, 95 % JI1
0,4 % — 3,0 %)

(4,2 %, 95 % JIN
2,0 % — 8,4 %)

TpoM003MO0IHS TETOYHOM apTEPHH CO

CMCPTCJIIBbHBIM UM HCCMEPTCIIbHBIM UCXOO0M

1
(0,3 %, 95 % JTN
0,0 % — 1,6 %)

1
(0,6 %, 95 % JI1
0,0 % — 3,1 %)

* MoJIHas BBI60pKa IJId aHalin3a, T.€. BCC AC€TU, KOTOPBIC ObLIH PAaHAOMHU3UPOBAHDbI

JAW = noBepuTenbHbIA HHTEPBAI

Tabmuua 12. Jlanasle no npoduiaro 6e30macHOCTH puBapokcadaHa M Iperapara CpaBHEHHUS B

KOHIIC OCHOBHOI'O ICPpUOJAa JICUHCHHUA

0oJIBIIIOE KpPOBOTCUYCHUC + KIIMHUYCCKH

3HAa4YUMOC HEOOJIBIIIOE KpPpOBOTCUCHUC

(mepBu4Has KOHEYHAs! TOUKA 0€30MACHOCTH)

(3,0 %, 95 % JI1
1,6 % — 5,5 %)

PuBapokcadan | Ilpemapart cpaBHeHusi
CoObITHE
N=329* N=162*
KomOnuHupoBaHHas KOHeYHast TOUKA: 10 3

(1,9 %, 95 % JI1
0,5 % — 5,3 %)

bonbiioe KpOBOTCUYCHUC

0
(0,0 %, 95 % JI1
0,0 % — 1,1 %)

2
(1,2 %, 95 % JI1
0,2 % — 4,3 %)

JIroboe KpoBoTeUYeHHE, BO3HHKIIEEe Ha (hOHE

Tepanuu

119 (36,2 %)

45 (27,8 %)

* BLI60pKa JJId aHalikn3a 6C3OHaCHOCTI/I, T.C. BCC NCTHU, KOTOPLIC ObLIH pPaHAOMU3HUPOBAHBI U

TIOJTYYHIIH 110 KpaiftHell Mepe O/IHY 703y UCCIIeyeMOro JISKapCTBEHHOTO MpernapaTa.

[Tpoduns >dpdexkTuBHOCT U OGE30MACHOCTH pUBApOKcadaHa OBLI B IIEJIOM COMOCTABUMBIM Y
nenuaTpudeckoit nomyssiuu ¢ BT u B3pocnoit nonyssiimu ¢ TT'B/TDJIA, oqHako cooTHolIeHne
NAalMEeHTOB C JIIOOBIM KPOBOTEUYEHHEM OBLIO BBIIE B MeauaTpuyeckoil momymsuuu ¢ BTO mo
cpaBHEHHUIO co B3pociou nmomysiueit ¢ TTB/TOJIA.

[TarueHTHI ¢ TPOMHBIM MO3UTUBHBIM aHTU(POCHOIUTUIHBIM CHHAPOMOM BBICOKOIO PHCKa

B cnoncupyemoM uccienoBaTesieM  PaHIOMH3UPOBAHHOM  OTKPBITOM  MHOTOLIEHTPOBOM
UCCIIEIOBAaHHUH C 3aCIIETNIEHHON OLEHKOW KOHEYHBIX TOUEK pUBapOKCabaH U3yvalcsl B CpaBHEHUHU
¢ BapdapuHOM Yy TMaLKMEHTOB € TPOMOO30OM B aHaMHe3e, Yy KOTOPBIX JIUArHOCTHPOBAH
anTuocHoTUNMUIHBIA CHHIPOM C BBICOKUM PHUCKOM TPOMOOAMOOIUYECKUX COOBITHH
(TTOJIOKUTENBHBIN PE3yNIbTaT JUIsl BCEX TPEX TECTOB Ha aHTU(HOCHONUITUAHBIN CHHAPOM: HaTU4ne

BOJIYaHOYHOT'O AaHTUKOAryJIsIHTa, aHTUTECJI K KapJAUOJUIINHY U aHTUTCII K Oera-2-r JIMKOIIPOTCHUHY
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NOBBIIIEHHOW 4YacTOThl COOBITWH y TAaIMeHTOB B rpynmne puBapokcabana. CpenHss
MPOJODKUTEILHOCTh TIepruoa HAOMIOAeHUs cocTaBwia 569 nmHei. 59 manueHToB ObLTH
pPaHIOMU3HUPOBAHbI B TPYIIy puBapokcadana B o3¢ 20 mr (15 Mr ais nmauueHToB ¢ KIUPEHCOM
kpeatnHuHa <50 mu/muH) 1 61 — B rpynmy Bapdapuna (MHO 2,0-3,0). TpomOGoamboandeckue
coObITUs mpousonu y 12 % manueHToB, paHAOMH3UPOBAHHBIX B TPYIIy puBapokcabana (4
UIIEMUYECKUX MHCYIbTA U 3 nH(papKTa MUOKap/a). Y MarleHToB, paHI0MU3UPOBAHHBIX B TPYIITY
BapdapuHa, coObITHsI He ObUIM 3aperuCTPUPOBAHbI. boiblioe KpoBOTeueHHE MPOoU3ouuio y 4

naueHToB (7 %) u3 rpynmnsl puBapokcabana u 2 nanueHToB (3 %) u3 rpymnmnsl BapdapuHa.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AGcopbuus

[IpencraBnennas Huxe UWH(OpMalnMs OCHOBaHA Ha JaHHBIX, MOJIYYEHHBIX BO B3pPOCION
HOMYJISILIUH.

PuBapokcaban OBICTPO BCAchIBAaeTCs; MaKCUMaJIbHAsE KOHIeHTparus (Cmax) JocTUraercs aepes
2—4 4Jaca mocJie npuemMa TaOJIeTKH.

[Tpu npueme BHYTPh B BUJE TaOJIETOK B JO03UpoBKe 2,5 Mr u 10 Mr puBapokcabaH BcachIBaeTCs
NPaKTUYECKH TIOJHOCTBIO, TIPH 3TOM ero OmogoctynHocTh Bbicokast (80—100 %) HezaBucHMO OT
npuema nuiy. CoBMECTHBIN ¢ NUIIEeH pueM puBapokcadana B 1o03e 2,5 mr u 10 Mr He BiMsIeT Ha
AUC u Cmax puBapokcabaHa.

B cBs3u cO CHMXEHHOH CTeNeHbI0 BCachbIBaHMs, NpU NpUeMe TalOJeTOK I03UpoBKOM 20 mr
HaToIIaK Habmomanace OuomocTynmHocte 66 %. Ilpu npueme TtabneTok puBapokcabana
n03upoBKOM 20 M BO BpeMst e11bl oTMedanioch yBennuenue cpeaneit AUC Ha 39 % o cpaBHEHUIO
C IpueMOM TabJeTKH HATOIAK, MOKa3blBas MPAKTMYECKH IOJHOE BCACHIBAHME U BBICOKYIO
6uonocTynHocTh. PuBapokcaban B 1o3upoBkax 15 Mr u 20 Mr cieyeT NpuHUMATh BO BPEMS €/1bl
(cm. paznmen 4.2.).

dapmMaKOKMHETHKA pUBapoKkcabaHa MPaKTUYECKU JIMHEHA B 103aX /10 15 Mr oAuH pa3 B ICHb MIPU
npueMe HaTollak. B ycnoBusax mpuema puBapokcabana B Buje TalOneTok qo3uposkoit 10 mr, 15
Mr u 20 mMr Bo BpeMmsi enpl HaOirogaercst J0303aBHCHMOCTh. [Ipu Gosee BBICOKHMX J103aX
pUBapokcabaH JIeMOHCTpUpPYET aOCOpOINI0, OrpaHUYEHHYIO PACTBOPEHHEM, C YMEHBbUICHHON
OMOJOCTYITHOCTBIO U CHIXKEHHOM CKOPOCTHIO a0COPOIIMH MPH MOBBIIIEHUH 103bI.
dapMakOKMHETHKAa pHBapoKcabaHa XapaKTepU3yeTcs YMEPEHHOH MEXHUHIUBHyaIbHON
BapHabeIbHOCTHIO (BapHAallMOHHBIN Koa(duuneHT) B auanazone ot 30 1o 40 %.

BcacbiBanue puBapokcabaHa 3aBUCUT OT MECTA BBICBOOOKICHHUS B KEITYAOYHO-KUIIIEYHOM TPAKTe

(OKKT). Cuuxenne AUC u Cmax Ha 29 % u 56 % COOTBETCTBEHHO HaOIIOAAIOCh MPH
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CPaBHEHUH C NPHEMOM IIeJ0i TabiaeTku. DKCIO3ULUS IpenapaTa eme 0osiee CHIKACTCS NpH
BBEJICHUU PHUBApOKCcabaHa B JMCTAIBHBIA OT/ENT TOHKOW KHIIKH HJIM BOCXOJSIIYIO 000Z0YHYIO
kuiky. Takum oOpas3oM, cienyeT m30eraTb BBEJEHHsI pUBAapOKcabaHa IUCTAJIbHEE JKENyJKa,
IIOCKOJIBKY 3TO MOXKET IIOBJIeYb CHUIKCHHME BCACBIBAHMSI U, COOTBETCTBEHHO, OJKCIIO3ULIUU
puBapokcabaHa.

buonocrynnocts (AUC u Cmax) puBapokcabana 20 Mr mpu mnpueMe BHYTPb B BHJE
U3MEJIbYCHHOM TabJeTKU B CMECH C sI0JOYHBIM MIOpE WM CYCIIEHIUPOBAHHOM B BOJE, a TaKXe
IPU BBEACHUU uepe3 XKeNyJOUYHbIH 30H] C MOCIEIYIOUIMM MPUEMOM KHJIKOTO MUTaHUs Oblia
CpaBHUMa ¢ OMOJOCTYMHOCTBIO LIEJON TAaOJETKU. YUHUTHIBas MpeCKa3yeMblil 10303aBHUCUMBIN
dapmakokuHeTHdeckuid npoduiab puBapokcabaHa, pe3yNbTaThl JAHHOTO HCCIIEIOBaHUS
OMOOCTYIHOCTH IPUMEHUMBI TAKXKE U K 00Jiee HU3KUM J103aM puBapokcabaHa.

Pacupenenenue

Cas3bIBaHME ¢ O€ITKaMU IJIa3MbI Y B3POCIIBIX BBICOKOE M COCTaBISET MpHOIM3uTeibHo 92—95 %,
OCHOBHBIM  CBSI3BIBAIOIIMM KOMITOHGHTOM SIBJIICTCS CBIBOPOTOYHBIH —anbOymMuH. OObem
pacnpeiesieHusi — YMEPEeHHBIH, VSS COCTaBISIET MPHOIN3UTEIbHO 50 JI.

BI/IOTDaHCd)ODMaHI/IH H 3JIMMHUHAILINA

Y B3pOCIBIX MAlMEHTOB NIPH MpUeMe puBapokcabaHa MPUOIU3UTEIHHO 2/3 M03bI TOABEPTaIOTCS
MeTaboNM3My W B JTaTbHEHUIIEM BBIBOJIATCS PABHBIMH YAaCTSIMH TIOYKAMU W Yepe3 KHUIICYHUK.
OcraBmascs 1/3 mpuHATOM 10361 BEIBOJAMTCS TOCPEACTBOM HPSIMOM MMOYSYHOM SKCKPEIUU B BHJIC
HEU3MEHEHHOTO JCHCTBYIONIEr0 BEIIECTBA TJIABHBIM 00pa3oM 3a CUET aKTUBHOM MOYEHYHOMN
CEKpEIIUH.

PuBapokcaban merabonusupyercs nocpeactsom uzopepmentoB CYP3A4, CYP2J2, a Takxe npu
MOMOIIIM MEXaHU3MOB, HE3aBHUCHMBIX OT CHUCTEMbl LHMTOXPOMOB. OCHOBHBIMHM y4aCTKaMH
OroTpancopMaIiK SBISIFOTCS OKUCICHHE MOP(POTUHOBON IPYIIIBI U TUIPOJIU3 AMUIHBIX CBSI3EH.
CoryiacHO JaHHBIM, TIOJIy4CHHBIM IN VItro, puBapokcabaH sBISETCS CyOCTpaToM JUIs
oenkoBnepeHocunkoB P-gp (P-riuxonporenna) u Berp (Oenka ycTOWYHMBOCTH paka MOJOYHOU
Kene3bl). HewsMeHeHHBI puBapokcabaH SBISETCS CaMbIM Ba)XXHBIM COEIWHEHUEM B
Ye0BEUYeCKON IMIa3Me, OCHOBHBIE WJIM aKTHBHbBIE LUPKYIUPYIOIIUE METa0OIUTHI B TIa3Me HE
oOHapyxeHbl. PuBapokcabaH, CUCTEMHBIN KJIMPEHC KOTOPOTO COCTaBIJIAET MpuOmmu3uTensHo 10
7/9, MOXKET OBITh OTHECEH K JICKapCTBEHHBIM BEIIECTBAM C HH3KHM KiupeHcoM. [locrme
BHYTPUBEHHOTO BBeACHHUS | MTI puBapokcabaHa MepHoj MOTYBBIBEICHUS COCTABISET OKOJO 4,5
yacoB. [locine mnepopalbHOr0 mpHeMa BBIBEJICHHE CTAHOBHUTCS OrPAHUYEHHBIM CKOPOCTHIO
abcop6Omuu. [Ipu BwIBeneHMHM puBapokcabaHa W3 IUIa3Mbl KOHEYHBIA MEPUOJ TOJTYBBIBEIACHUS

COCTaBJISIET OT 5 10 9 4acoB y MOJIOABIX MAaMEHTOB 1 OT 11 10 13 4yacoB y MOKUIIBIX MAIUEHTOB.
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DdapMaKOKHMHETUUECCKHE JJAHHBIC YV ITAIIUCHTOB

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Y B3pOCIBIX MAIMEHTOB, MOTYYaOMUX puBapokcadan B qo3e 20 mr 1 pa3 B JI€Hb I JCUCHUS
octporo TI'B, reomerpuueckoe cpeanee koHueHtpauuit (90 % npeauKkTUBHBIA UHTEPBA) YEPE3
2-4 yaca u mpuMepHO uepe3 24 yaca mocie npuema J103bl (YTO IPUMEPHO COOTBETCTBYET
MaKCHMaJbHON U MUHHUMaJIbHON KOHIIEHTPAIMSAM B HHTEpPBAJIE JO3UPOBaHMUs) cocTaBmiio 215 (22—
535) mxr/n u 32 (6-239) MKI/11, COOTBETCTBEHHO.

(DaDMaKOKI/IHeTI/I‘-IeCKaSI-d)aDMaKOI[I/IHaMI/IquKaSI 3aBUCHUMOCTD

CootHomienrne (apMakKOKMHETUYECKUX MapaMeTpoB U  ¢apMakoguHAMUYECKUX 3(PQPEKTOB
(OK/D]J]) Mexny KOHLIEHTpalMel puBapokcabaHa B MjIa3Me KPOBU M HECKOJIBKUMH KOHEYHBIMU
dapMakoIMHAMUYECKUMH TOYKaMH (MHrHOMpoBaHue (akropa Xa, MPOTPOMOMHOBOE BpEMS,
AUTB, HepTest) ouiennBanock nocie npueMa mupokoro auamnaszona 03 (ot 5 1o 30 mr 18a pasza
B CyTKH). B3auMocCBsI3p MeX]ly KOHIIEHTpalleil puBapokcabaHa M aKTUBHOCTHIO ¢akTopa Xa
HAWIy4IIUM 0Opa3oM MpOJEMOHCTPUPOBAHA C HCHOJb30BaHueM wmojenu Emax. s
IPOTPOMOMHOBOTO BPEMEHHU MOJIENb JIMHEHHOW PErpecCHU B IEJIOM JIYUIII€ ONMUCHIBAET JaHHBIC.
YT10BO# KOAPPHUIHUEHT 3HAYUTEIHHO MEHSIICS B 3aBUCHMOCTH OT PEAKTHBOB, MCTIOIB3YEMBIX IS
omnpezeneHus nporpoMOuHoBOro Bpemenu. [Ipu ucnons3oBanuu Habopa Neoplastin PT ucxoanoe
3HaYeHHE MPOTPOMOMHOBOTO BPEMEHH COCTABUIIO OKOJIO 13 cek ¢ HaKJIOHOM JIMHHUH 0K0JIo 3-4 cek
(100 mkr/m). Pesympratel ananm3a coortHomeHuss OK/DJ] B uccnemoBanusx Il u I ¢assr
COOTBETCTBOBAJIM aHAJIOTMYHBIM ITOKA3aTENISIM Y 3/J0POBBIX AIIMEHTOB.

Ilon

Y B3poCiBIX HE OBLTO KITUHUYECKH 3HAYMMBIX Pa3nuuuil papMakOKUHETUKU U hapMaKOTUHAMUKA
CpeIy MY>XYIHMH W KCHIIHH.

Loorcunou eospacm

VY NOXWUIIBIX MalMEHTOB KOHIICHTPAIMK puBapokcabaHa B Tia3Me KPOBH BBIIIE, YEM Y MOJIOIBIX
nanueHToB; cpennee 3Hadenre AUC npubnusutensHo B 1,5 pa3a npeBbIlaeT COOTBETCTBYIOLTUE
3HAYeHHUs Yy MOJIOJIBIX TMAIMeHTOB, TJIABHBIM 00pa3oM, BCIEICTBHE CHUKEHHUS (BEPOSITHOTO)
o0111ero u nmovyevyHoro kimpeHca. Koppekius 10361 He TpeOyeTcsl.

Pasznuynas macca mena

VY B3pocibIx kpuTHieckast macca Tena (Menee 50 kr u 6osiee 120 Kr) UMb HE3HAYUTENHHO BIHSIIA
Ha KOHIICGHTpAIlMI0 pHBapoKkcabaHa B Tma3Mme KpoBu (MmeHee 25 %). Koppekmusi m03b1 He
TpeOyercs.

Meosicomuuueckue pasnuius

Knunaudeckn 3HAYMMBIX paznuyuii (apMakKOKHHETUKH U (apMaKOIWHAMUKUA Y B3POCIBIX
MalMeHTOB  €BPONEONIHON, adpoaMEepUKaHCKOW, JIATHHOAMEPUKAHCKOM, SITOHCKOW WK

KUTANCKON dTHUYECKOW MPUHAJIS)KHOCTH HE HAOIIOAAJIOCH.
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Hapywenue ¢ynkyuu neuenu

Y B3pOCIHBIX MAIMEHTOB C IIUPPO30M IMEUYEHU U HapylIeHUeM (YHKIHU TEYCHU JIETKOH CTENeHH
(xnmacc A mo Yaitna-I1et0) hapmakokuHeTHKa puBapokcabaHa JIMIIb HE3HAYUTEIHHO OTINYAIACh
OT COOTBETCTBYIOIMX IOKa3aTeneld B KOHTPOJIBHOM IPYyIIE 3/10pPOBBIX UCIBITYEMBIX (B CpeIHEM
ormevanioch yBenmmuenne AUC puBapokcabana B 1,2 paza).

VY manueHToB ¢ MUPPO30M MEYCHH M HapylieHneM (DYHKIMU MEeYeHU cpelnHel creneHu (kiacc B
no Yaiina-IIei0) cpeansii AUC puBapokcabana ObUTa 3HAUYMTENHHO MOBBINIEHA (B 2,3 pasa) mo
CpaBHEHHUIO CO 370poBbIMU no0poBosibiamu. HecBszannas AUC yBenmunuuBanacek B 2,6 paza. Y
9THX MALMEHTOB TaK)Xe ObUIO CHM)KEHO BBIBEIEHUE pUBapoKcabaHa MOYKaMHU, CXOXKee C TAKOBBIM
y TAIMEeHTOB C HapylIeHHeM (YHKIMHM TMOYeK cpenHeidl cremeHu. /laHHbIE MO MalMeHTaM ¢
TSDKEIIBIM HapyIIeHHeM (YHKIUU OTCYTCTBYIOT.

[TonaBnenue akTUBHOCTU (hakTopa Xa y MALMEHTOB ¢ HapylleHHeM (DYHKIMM [EeYE€HU cpeiHel
CTerneHu ObUIO BhIpAXXEHO B 2,6 pa3za CHJIbHEE, YEM Yy 3JI0POBBIX JOOPOBOJIBIIEB; YBEIMUYEHUE
IPOTPOMOMHOBOTO BPEMEHH B CXOKEH CTereHu Bo3pacTaio B 2,1 pa3za. [lanmenTs! ¢ HapyIeHnemM
(GyHKIMY [TEYeHU CpeJHEN cTeneHH ObliIu 0oJiee YyBCTBUTENbHBI K PUBAPOKCA0AHY, UTO SIBIISIETCS
cieAcTBueM ~ Oojee  TeCHOW  B3auMOCBA3M  (hapMakoAMHaMUYecKuX  3(G(eKToB u
(apMaKOKMHETUYECKUX MapaMEeTPOB MEXIY KOHLEHTpalueid U MpOTPOMOMHOBBIM BpPEMEHEM.
PuBapokcaban nNpoTHBONOKa3aH NAalMEHTaM C 3a00JI€BaHUSMU II€YEHH, NPOTEKAIOLUIUMHU C
KOaryJonaTHel M pUCKOM KIMHUYECKHM 3HAYMMOIO KpPOBOTEUEHHS, BKJIIOYAs HAILMEHTOB C
nuppo3om neyenu kinacca B u C no knaccudukanuu Yana-I1eto (cMm. paznen 4.3.).

Hapywenue ¢ynxyuu novex

Y  B3pocHBIX TAalMEHTOB  HAONIOAANOCh  YBEJIMYEHHE  OKCIO3MIMU  pUBapokcabaHa,
KOPpEIMPOBABIIEE CO CHIKEHHUEM IOYe4YHOM (YHKIUHU, KOTOpas OLEHHBAIACh HU3MEPEHHEM
KJIMpeHca kpeaTuHuHa. Y marnuenTtoB ¢ jerkoi (KnKp 50-80 mn/mun), cpenneit (KnKp 3049
mi/muH) u Tsokenod (KnKp 15-29 wmn/mMuH) creneHplo HapylmieHus (YHKIUU TOYEK
KOHIIEHTpaluu puBapokcadana B mia3me kpoBu (AUC) Obutn nossiiiens! B 1,4, 1,5 u 1,6 paza
cooTBeTCTBEHHO. (COOTBETCTBYIOIIEE YBEIMUEHUE (apMaKOJUHAMUUECKUX 3(P(PEKTOB ObLIO
Oosiee BBIp@XEHHBIM. Y MAIMEHTOB C JIETKOM, CpeIHEH M TsDKENOH CTENeHbI0 HapylleHUs
GyHKLIMY TOYeK olliee Mo1aBjIeHne akTUBHOCTH (hakTopa Xa yBenauuuBanocs B 1,5, 1,9 u 2,0 pasza
COOTBETCTBEHHO [0 CPaBHEHHUIO CO 3J0POBBIMU J10OPOBOJBIAMH; MPOTPOMOMHOBOE TaKkKe
yBenInuuBaioch B 1,3, 2,2 u 2,4 paza COOTBETCTBEHHO.

Jannsie o naruenTax ¢ KinKp <15 mi/MuH 0TCYTCTBYIOT.

[Ipenmnonaraercs, 4To puBapokcadaH He MOJIBEPraeTcs AUAIN3Y B CBA3U C BBICOKUM CBSA3BIBAHUEM

¢ OeJKaMH T1a3MBbl.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

OCTOpPOXKHOCTh IPU MPHUMEHEHHHU mpenapara y mauueHToB ¢ KnKp 15-29 mn/mun (cMm. paznen
4.4.)).

eTH
be3zonacHocTh 1 3 heKTUBHOCTH puBapokcabaHa y eTei U MoJIPOCTKOB B Bo3pacte A0 18 ser no
MOKA3aHUI0 TMPOQPHIAKTHKA WHCYIbTAa M CHCTEMHOH TpOMOOAIMOONMH Yy TMAlUEHTOB C
GubpruIsiIKeit npencepauil HeKJIananHOTo IPOUCXOXKACHUS HE YCTaHOBJICHBI.
Abcopdoyus
Jetu monydanu puBapokcabaH B BUAE TaOJETOK WM CYCHEH3UHU JJIS IpUeMa BHYTPh BO BpeMs
WIN cpa3y Mocje KOPMIJICHUS WM MpHeMa MUIIM, BMeCTe ¢ OOBIYHON MOPIUEH >KUAKOCTH IS
oOecrnieueHrs HaIJIeKaIEero J03upoBanus y aeteil. Kak y B3pocibix, Tak M y 1eTell puBapokcadaH
OBICTPO BCACHIBAETCS MOCIIE IEPOPATBHOTO MpUEMa IIpernapara B IeKapcTBEHHOU Gopme TableTKu
VI TPaHyJIbl JJ1 IPUTOTOBJICHHS CYCIIEH3UH JIsl TprieMa BHYTph. He oTMeuanoch pa3HUIIBI HU B
CKOpPOCTH, HU B CTENICHH BCACBHIBAHUS MEXKY JICKApPCTBEHHBIMH (popMamMH TaOJIETKU M TPaHYIIbI
JUTSL TIPUTOTOBJICHUS CYCIICH3UU [T TIpueMa BHYTpPb. JlaHHbBIE 0 (hapMaKOKWHETHKE Yy JIETe Tociie
BHYTPUBEHHOTO BBEACHHS OTCYTCTBYIOT, IO3TOMY a0COIIOTHASI OMOAOCTYIMHOCTh pUBapoKcabaHa
y JeTeil Heus3BecTHA. bbUIO OOHAPYKEHO CHUKEHHE OTHOCHUTENIBbHOM OMOJOCTYMHOCTH MpHU
YBEIMYCHUH /103 (B MI/KT MaccChl Tella), Ha OCHOBAaHHH YET0 MOXHO C/IEaTh MPEAIoIoKeHHEe 00
orpaHuyeHusIx abcopOumu 1151 60s1ee BHICOKUX 103, Taxe MpU Iprueme ¢ nuieid. PuBapokcadan B
BUJIE TaOJIETOK MO3UPOBKOM 15 mr unu 20 Mr crieAyeT NpUHUMATh BO BpeMsi KOPMIICHUSI U BO
BpeMms el (cM. pasznen 4.2.).
Pacnpeoenenue
CneunduyHble B OTHOILIEHUU JIeTEl JTaHHBIE O CBA3BIBAHUU pUBapoKcabaHa ¢ OelKaMU IJ1a3Mbl
OTCYTCTBYIOT. JlaHHBIE O (hapMakOKMHETHKEe Yy JeTed Imocje BHYTPUBEHHOI'O BBEAEHUS
puBapokcabaHa OTCYTCTBYIOT. Vss y nereil (BozpacTHoi nuama3oH oT 0 mo <18 mjer) mocie
NEepOpabHOTO IpHUeMa pUBapoKcadaHa, CHPOTHO3UPOBAHHBIN C MOMOUIbIO IMOMYJISIIMOHHOTO
(apMaKOKMHETHYECKOTO MOJEIUPOBAaHUs, 3aBUCUT OT MacChl Tela U MOXKET ObIThb OMNMCAH C
MOMOIIBIO ATJIOMETPUYECKON (YHKLMHU CO CpeaHUM 3HayeHueM 113 1 s cyObekTa ¢ Maccoit
Tena 82,8 Kr.
buompancpopmayus u snumunayus
Cnemuduynbie B OTHOIICHWW JETeH JaHHBIE O METab0oJM3Me OTCYTCTBYIOT. [laHHBIE O
(dapMakOKUHETHKE y JeTel Mocje BHYTPUBEHHOTO BBEIEHUS pHBApOKcabaHa OTCYTCTBYIOT.
Knupenc y nereit (Bo3pactHoit nmamasoH ot 0 mo <18 ier) mocie mepopantbHOTO NpHeMa
puBapokcabaHa, CIPOTHO3WPOBAHHBIN C MOMOUIbIO MOMYJISIIMOHHOTO (hapMaKOKUHETHUECKOTO

MOACIINPOBAHUA, 3aBUCUT OT MACChI TE€JIa U MOXKCET OBITH OMIHUCAH C IIOMOIIBIO aHHOMeTpH‘IeCKOﬁ
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FeOMETPUUYECKHE 3HAUEHUsI TepHoJia TMOJyBbIBeACHUsS (t12), pPAaCCUMTAHHBIE C TMOMOIIBIO
MOMYJISIIIHOHHOTO  (DAPMAKOKWHETUIECKOTO MOJISIUPOBAHMSI, YMEHBIIAIOTCS C YMEHBIICHUEM
BO3pacTa u BapbUPYIOTCs OT 4,2 yaca y MOAPOCTKOB JI0 MPUMEPHO 3 4acoB y JieTell B Bo3pacTe 2—
12 ner, o 1,9 u 1,6 yaca y aereit B Bo3pacre 0,5—<2 set u menee 0,5 roja, COOTBETCTBEHHO.
Dapmaxokunemuyeckue OanHwvle Y NAYUeHmos

['eomeTpuyeckoe cpennee kormeHTpanuii (90 % uHTEepBaI) B HHTEPBAIAX BPEeMEHU 0TOOpa mpoo,
MPUMEPHO COOTBETCTBYIOIIMX MAKCUMAJIbHOM M MHUHHMMAJIbHOW KOHUEHTPALMM B HMHTEpBAJIC
JIO3UPOBaHUs, y AeTelt ¢ octpoit BTD, monmydaroniux puBapokcadaH B 103€, 3aBUCAIICH OT MacChl
Tesa, U1 MOJy4eHUs SKCIO3ULHUU, COOTBETCTBYIOLICH TAKOBOM Yy B3pOCHbIX nanueHTos ¢ TI'B,

noiy4varomux 103y 20 mr 1 pa3 B 1eHb, npencTaBieHsl B Tadmuuie 13.

Tabmuna 13. CBogHas ctaructuka (reomerpuueckoe cpenuee (90 % wuHTEepBasl)) paBHOBECHBIX

KOHIICHTpaluii puBapokcadaHa B TIa3Me KPOBH (MKI/JI) B 3aBHCUMOCTH OT PEKMUMa JJO3UPOBAHUS

¥ BO3pacra
Bpemennbie
HHTEPBAJIbI
Omun pazB | N ot 12 no N |or 6 no
eHb <18 Jger <12 ger
2,5-4 gaca 171 | 2415 24 | 229,7
CIyCTs (105-484) (91,5-777)
20-24 qaca | 151 | 20,6 24 1 15,9
CITYCTSI (5,69-66,5) (3,42-45,5)
JBapazaB |N |o16 10 N |or2p0<6uaer | N | ot 0,510
JAeHb <12 ner <2 ger
2,5-4 yaca 36 |1454 38 (171,8 2 | HD.
CITYCTSI (46,0-343) (70,7-438)
10-16 waco | 33 | 26,0 371222 3 |10,7
CITYCTSI (7,99-94,9) (0,25-127) (H.p.-H.p.)
Tpupazas | N oT 2 10 N | or poxknenuss | N | ot 0,5 10 N | ot po:xxknenus
JeHb <6 Jert oo <2 Jjiet <2 jer 10 <0,5 ger
0,5-3 yaca 5 164,7 25| 111,2 13 | 1143 12 | 108,0
CIyCTs (108-283) (22,9-320) (22,9-346) (19,2-320)
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crycrs (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

H.p. — HE PaCCUUTHIBAIOCH
3HaveHMs HUKE HIDKHETO Tpeaena koaudectBeHHoro onpenenenus (HITKO) Op11m 3amMeHeHbI Ha
1/2 HITIKO muis pacuera cratuctuku (HITIKO = 0,5 mxr/m).
DapmarokuHemuueckas-QapmaKxoOUHAMUYecKasn 3a8UCUMOCmb

Llon

AHanu3 TONYyYEHHBIX JaHHBIX HE BBISABHI CYIIECTBEHHBIX pa3MYMil B OSKCIO3ULUU
puBapokcabaHa y eTell pa3Horo IoJia.

Paznuunas macca mena

V nereil 1o3a puBapokcabaHa 3aBUCUT OT MAcChl Tela. AHAJIN3 JIaHHBIX, TOIYYSHHBIX IS ICTEH,
HE BBISBIJI 3HAYUMOTO BJIMSHUS HEIOCTATOYHOW MAacChl Tella WIM OXHPEHHUS Ha SKCHO3UIHIO
puBapokcabaHa.

Meosicomuuueckue paziuyus

AHanu3 NOJyYeHHBIX JAHHBIX HE BBISBWJI 3HAUMMbBIX MEXITHUUYECKUX PA3IUYUNA B SKCIIO3ULIUU
puBapokcabaHa y JeTel AMOHCKOM, KUTaCKOM WM a3MaTCKON STHUYECKON MPUHAJJICKHOCTH 32
npenenamu Snonnu u Kutas o cpaBHEHUIO ¢ 0011l eIMaTpUIeCKOM MOMyIIsuei.

Hapywenue d)VHKZ/{Z/lu nevyeHu

Knnanueckue JaHHBIC 141 ,Z[eTefI C HAPYLICHUCM (bYHKI_II/II/I NEYCHU OTCYTCTBYIOT.

HapymeHue d)VHKl/ﬂ/ll/l no4ex

JlaHHbIe KIMHUYECKUX HMCCIEIOBAaHUN y JeTel B Bo3pacTe | roja u crapiiue co CpeaHe Wiu
TSDKETIOW CTETIEHBI0 HapyIICHUS (QYHKIUH IMOYEK (CKOPOCTh KIyOO4YKOBOW QuubTparmn <50

mi/mus/ 1,73 M%) OTCYTCTBYIOT.

6. DPAPMAIIEBTUUYECKHUE CBOMCTBA
6.1. Ilepeuenb BcoMoOraTe/ibHbIX BelIECTB

PUBAPOKCAFAH ABEKCHUMA, 15 Mr, TaOJIETKH, TOKPBITHIE INIEHOYHON 000JI0UYKON

[emtrono3a Mukpokpuctaunyeckas 101
Kpockapmennosa HaTpus

JlakTO3BI MOHOTHIPAT

I'mnpomennosa 6¢P

Marnus creapat

Hatpus naypuncynsgar

IInenounas obonouxa:

CrnupT MOTMBUHUIIOBBINA
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Twutana muokcug E171

Makporoi 3350
Tanpk

Keneza okcup kpacubiii E172

PUBAPOKCAFBAH ABEKCHMA., 20 mr, TabJIETKH, ITIOKPBITHIE INIEHOYHON 000J0YKOU

Hemmono3a mukpokpucrammuaeckas 101
Kpockapmemnnosa HaTpust
JlakTO3BI MOHOTHPAT
I'unpomenosa 6¢P

Maruus creapat

Hatpus naypuicynsdar
Inenounas obonouxa:

CrupT MOJIMBUHIIIOBBIHA
Tutana auokcua E171
Maxkporon 3350

Tanbk

Kenesa okcun xentoiii E172
Kenesza okcun kpacusiit E172

Kenesza okcup uepubiii E172

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok romHocTH (CPOK XpaHEeHHs)
3 roxa.
H3menpueHnble TaOJIETKU

N3menbuennas Ttabnerka mpenapata PUBAPOKCABAH ABEKCHUMA xpaHutcs B BOJe U B

s6J104HOM MTIOpe He OoJiee 4 yacos.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH PH XPAHEHUHU

XpaHuTb Npu TEMIiepatype He Boie 25 °C.

6.5. Xapakrep u coaepkaHue NEPBUYHON YIIAKOBKH
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ITo 10 TabneTok B KOHTYPHYIO STYEHKOBYIO YITaKQBKY U3 N e';-III;I/I E&%E‘H@ﬁ@&z‘ﬂ%ﬁ ';/ll:&;'&ﬁbrn

AJIOMUHHUEBOM NI€YaTHOM JTaKUPOBAHHOM.

ITo 3, 5 win 6 KOHTYPHBIX SYEUKOBBIX YIIAKOBOK C JIMCTKOM-BKJIAbIIIEM IOMELIAIOT B IAUKY U3
KapTOHa.

ITo 14 TabneTok B KOHTYPHYIO STYEHKOBYIO YIIAKOBKY U3 IJICHKH MOJIMBUHWIXJIOPUTHON U (HOJIBTH
AJTIOMUHHUEBOM NI€YaTHOM JTaKUPOBAHHOM.

ITo 2, 4 wiin 8 KOHTYPHBIX SYEUKOBBIX YIIAKOBOK C JIMCTKOM-BKJIAbIIIEM IOMELIAIOT B MIAUYKY U3

KapTOHa.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH MNPH  YHUYTOKEHUM  HMCIOJH30BAHHOIO
JIEKAPCTBEHHOr0 mpenapara WJIH OTXO0A0B, TMOJYYEHHBIX TIOCJde NPHMEHEHUs!
JIEKAPCTBEHHOT0 Mpenapara, u Ipyrue MAaHUMYJISIHH ¢ IPenapaToM

Het 0co0ObIX TpeOOBaHUil K YTHIH3AIMH.

N3menpueHue TabiaeToK

TabneTkn puBapokcadaHa MOTYT OBITh U3MEIBYCHBI, CYCIICHAUPOBAHBI B 5O MJI BOJIBI M BBEICHBI
Yyepe3 Ha30racTPaIbHBIN WM KEIYyJIOYHbIN 30H IOCIe MOJITBEPXKICHUS MOJOKEHHUS 30HIa B
xenyake. [locne 3Toro HEOOXOAUMO MPOMBITH 30HI BOJOW. B cBs3u ¢ Tem, uto abcopOrus
puBapokcabaHa 3aBHCUT OT MECTa BBICBOOOXIECHMS JIEHCTBYIOIIEIO BEILECTBA, HEOOXOIMMO
u30eratb BBEJIEHUS pUBapokcabaHa AMCTaJbHEE JKENIYAKAa, B IPOTUBHOM CIlydyae 3TO MOXKET
MPUBECTU K CHIKEHUIO a0COpOIIUU U, CIIEI0BATENBHO, K CHIDKEHUIO SKCIIO3ULINU AEHCTBYIOIIETO
BemiecTBa. llocie BBeneHHs M3MENbYEHHOM TabyeTku puBapokcabana 15 mr wim 20 wmr

H€06XOI[I/IMO HE3aMCAJIUTCIIBHO OCYIICCTBUTD ITPUCM DHTCPAJIbHOI'O ITMTAHUS.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA
Poccuiickas ®enepanus

OAO «ABekcuma

125284, Poccus, r. MockBa, JIenunrpaackuii mpocnekrt, 1. 31A, ctp. 1.
Ten. +7 (495) 258-45-28.

DnekrponHas mouta: info@avexima.ru

7.1. IlpeacraBuTe/Ib AepKATEN PETUCTPALMOHHOIO YA0CTOBEPECHUS

[Iperen3un HOTD66I/ITCJICI71 HalnpasJIATH 110 aApECyY.

Poccniickas @enepanvs
OAO «ABekcuma

125284, Poccus, r. MockBa, JIenuHrpaackuii npocnekT, 1. 31A, ctp. 1.
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Ten. +7 (495) 258-45-28. (NOCNEAOBATENBHOCTL 0004)

DnekTponHas noyra: info@avexima.ru

8. HOMEP PETUCTPAHIMOHHOI'O YAOCTOBEPEHUA

9. TATA NEPBUYHOM PETMCTPAIIMM (IIOATBEPXKJIEHHS PETUCTPAIIUMN,
INEPEPETUCTPALIMN)

Jlata nepBoii peructpanuu:
10. JATA HEPECMOTPA TEKCTA
Ob6mas xapakrepuctuka JnekapcrBeHHoro mpemnapata PHUBAPOKCABAH ABEKCHUMA

AOCTYIIHA Ha I/IH(1)OpMaI_II/IOHHOM ImopTajic EBpa3HﬁCKOFO 3KOHOMHYCCKOI'O COIO3a B

UH(POPMALMOHHO-KOMMYHUKaIMoHHOU cetn «HTepHeT» http://eec.eacunion.org/
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