OBILIAA XAPAKTEPUCTUKA JIE
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haes I

DAY A PaN 2 T EDIEAEE A D A A
roilipinnuUli U ilIriuitArAILA

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

PuBakcopen, 15 mr, TabeTKH, MOKPHITHIC MJIEHOYHONH 000710UKOM

Pusakcopen, 20 mr, TabIeTKH, TOKPHITHIE TNIEHOYHON 000JI0YKOM

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB

JleficTByOIIIEE BEIIECTBO: pHBAPOKCAOaH.

PuBakcopen, 15 mr, Ta6J'IeTKI/I, IMOKPBITHIC TNIEHOYHOM 000J10UKOH

Kaxxnas Tabnerka cogepxut 15 mr puBapokcabaHna.

BGH_IGCTBa, HaJIMYHUEC KOTOPLBIX HAAO YYUYUTBIBATH B COCTABC JICKAPCTBCHHOI'O IIpCIiapara: JIaKTO03a,

HaTpuii (cM. pazaen 4.4.).

Pusakcopen, 20 mr., TaOJIETKH, TOKPLITHIE INIEHOYHON 000JI0YKON

Kaxxnas rabnerka cogepxut 20 Mr puBapokcabaHa.

BGH_IGCTBa, HaJIMYHUEC KOTOPLIX HAAO YYUYUTBIBATH B COCTABC JICKAPCTBCHHOTO IIpCIIapaTa: JIaKTO03a4,

HaTpuii (cM. pazaen 4.4.).

ITomubrit IEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCIICCTB IIPUBCICH B PA3JCJIC 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaGnerku, MOKPHITHIE MJICHOYHOM 000JI0UKOIA.

Pusakcopen, 15 mr, TabJIETKH, MOKPLITHIE INIEHOYHON 000JI0YKON

Kpyrible ABOSIKOBBINYKJbIE TaOJETKW KpPAaCHOTO IIBETA, MOKPHITHIE IIEHOYHONW OOO0JIIOYKOM, C
rpaBUpPOBKOi «15» Ha 01HOM CTOpOHE U TaKkKe Ha Apyroi. Ha monepeynom cpese — sapo oT 6enoro

IO 1TouTH OEJIOro IBETA.

Puakcopen, 20 mr, Ta6J'IeTKI/I, MMOKPBITHIE TNIEHOYHOM 000J109KOM

Kpyribie ABOSIKOBBINTYKIIbIE TAOJETKH TEMHO-KPACHOTO IIBETA, MOKPBITHIE MJICHOYHOW 000JI0YKOM, ¢
rpaBUpoBKOif «20» Ha OHOM CTOpOHE U TIaiKKe Ha Apyroi. Ha monepeynom cpese — sapo oT 6enoro

IO TIoYTH OEJIOro IIBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. IToka3anus K NPUMEHEHHIO

HpenapaT PI/IBaKCOpCI[ IMMOKa3aH K IIPUMCHCHHUIO Y B3POCJIbIX, JeTen u MMOAPOCTKOB.

Bispocnsle crapuie 18 et

e npoduIaKTHKAa WHCYJAbTa M CUCTEMHOW TPOMOOSMOONHMH y TMAalMEHTOB C (GpuOpuiuisiueit
npeacepauii (OI1) HEKITaTaHHOTO TPOUCXOXKICHHUS
e JieueHue TpomOo3a riyookux BeH (TI'B) u TpomOGoamboauu nerounoit aprepuu (TOJIA) u

npodunakruka peruausoB TI'B u TOJIA.
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Jletn 1 mogpoctku 110 18 mer ¢ maccoii Tena ot 30 kr

e JlcueHHWE BEHO3HOW TpoMOo3Mboamu (BTD) m mpodmiraktuka penumuBoB BTD mocrne
HE MeHee 5 THel HauaabHOM MapeHTepaTIbHON aHTHUKOATYJSTHTHOM TepaIuu.

4.2. Pe:kxuM 103MPOBaHUS U CIOCO0 MPUMeEHEeHHU s

PexxuM mo3upoBanus

IIpoghunaxmuka uncynoma u cucmemHou mpomooIMOOIUU Y 83DOCTbIX

PexomeHnoBanHas 103a cocranisieT 20 Mr OMH pa3 B I€Hb, YTO TAKXKE SBJISAETCS pEKOMEHI0BaHHON
MAaKCUMaJIbHOW CYTOYHOM JO30M.

Tepanust puBapoKcabaHOM JIOJDKHA PACCMAaTPHUBATHCS KaK JOJITOBPEMEHHOE JICYCHUE TIPU YCIIOBHH,
9TO T0JIb3a OT NPOMUIAKTHKA HHCYJIbTA W CUCTEMHOW TPOMOOIMOOJIHH TIPEBBIIIACT PHCK
KpoBoTe4YeHHS (CM. pasnen 4.4.).

ﬂeﬁcmeuﬂ npu nponycke npuema npenapama

Ecnu mpuem 03Bl NpOIYIIEH, NAlMEHT JOJDKEH HEMEUIEHHO MpPUHATh TalJIeTKy Ipernapara
PuBakcopen m Ha creyromuil JeHb NPOAOJDKATh IPUEM Ipernapara OAWH pa3 B JCHb, Kak
PEKOMEHI0BAaHO. B 3TOT ke AeHb He cieayeT NpPUHUMAaTh [BOMHYKO 103y I KOMIICHCALMH
IIPOMYLIEHHOM J103BI.

Jlewenue TI'B u TOJIA u npogunaxmura peyuousos TI'B u TIJIA y e3pocivix

PekoMenoBaHHasg HavyanbHas J103a npu JedeHun ocTpeix TI'B mim TOJIA cocraBusier 15 mr nBa
pasa B IeHb B T€UEHHE MEPBBIX 3 HEAEIb C MOCIETYIOIINM Iepexoa0M Ha 103y 20 Mr oIuH pa3 B ICHb
11 JajbHenero geyeHus u npodunaktuku peunausos TI'B u TOJIA.

KopoTkast mpomoIKUTENBHOCTh Kypca JIedeHHs (KaKk MHHHMYM 3 Mecsilia) JOJDKHA OBITh
paccMotpena Juist nauueHToB ¢ TI'B unu TOJIA, cripoBOLMPOBAHHBIX CEPbe3HBIMU O0OpaTHUMBIMU
(dakTopaMu pucka (T. €. HeJlaBHEE CEphe3HOE XUPYPruueckoe BMEIIaTeIbCTBO WM TpaBMma). bosee
JUTUTENbHBINA TEepUOJT JIEYeHUs! JOJDKEH ObITh paccMoTpeH ais nainueHtoB ¢ TI'B umm TOJIA, He
CBSI3aHHBIMU C CEPhE3HBIMH OOpaTUMBIMM (paKTOpamMu pucka, ¢ HecrpoBouupoBaHHbIMU TI'B nmm
TOJIA, mmm ¢ TI'B niu TOJIA B aHamHese.

Korna nokazana npomiennas npoduinaktuka peruanBoB TI'B unu TOJIA (mocne 3aBepiiieHus Kak
MUHUMYM 6 Mecstes siedenus TI'B unu TOJIA), pekomenioBanHas 103a coctasiseT 10 Mr oauH pas
B JIeHb. [laninenTam ¢ BeICOKUM puckoM peruausupyromero TI'B win TOJIA, TakuM Kak MaiueHTsl
C TSDKEJIBIMU COMYTCTBYIOUIMMHU 3a00JI€BaHUSIMU WIIM Y KOTOPBIX pa3BWIICS peuuausupyrommii TI'B
i TOJIA nipu po UIeHHO# MpodMIIakTHKEe puBapokcabaHoM B go3upoBke 10 MT oauH pa3 B J1cHb,
HE00X0IMMO PacCMOTPETh Ha3HauUeHHe puBapokcabaHa B 03upoBke 20 MI OJIMH pa3 B JI€Hb.

HpO)IOJ'DKI/ITeJ'IBHOCTB JICUCHUSA H BBI60p JA03bI OOJIKHBI OHNPEACIATHCA HHAWBHAYAJIBHO IIOCIIC
TIIATEJIBHOM  OICHKH TMOJb3bI JICUCHHUS MPOTHB PHCKA BO3HHUKHOBCHHS KPOBOTCUCHHSI
(cm. pasmen 4.4.).

Tabnuma 1. PexxuMm mo3upoBanusi puBapokcadaHa Mpu JIe4eHUH U npodunaktruke peuuausos TI'B
ni TOJTA

Iepuon Bpemenn Cxema npuemMa CymmapHas
CYTO4YHAasi 1032
Jleuenue u mpoduIaKTHKa Henp 1-21 15 mr gBa paza B genp | 30 mMr
pemuausos TI'B u TOJIA C 22 nus 20 Mr onuH pa3 B aeHb |20 Mr
[IpodunakTrka peruauBoB [Mocne 3aBepuieHust kak | 10 mr oaus pa3 B aeHp | 10 Mr
TI'B u TOJIA MUHUMYM 6 MecsIeB WiIn 1501051
neuenus TI'B wim TOJIA | 20 mr ogus pa3 B nens | 20 mr

Meticmesus npu nponycke npuema npenapama
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Ecnu npuem 103l mpomylieH MpU pPEeKUME TO3MPOBAHUS 1'%{@%5%%%"?;‘&3 'i—'ﬂ},

MAIUEHT JOJHKCH HEMEIJICHHO MPUHATH mpernapar PuBakcopen Uit JOCTHIKCHHSI CYTOYHOU JTO3BI
30 mMr puBapokcabana. B manHom cirydae aBe TaObieTku 15 Mr MOTYT OBITh IPUHSATHI B OAWH IIPHEM.
Ha caenyromuii 1eHb maieHT A0HKEH NpooJKaTh PEryJISIpHBIN ITpUeM npenapara 15 mr 1Ba pasa
B JICHb, KaK PEKOMEH/IOBAHO.

Ecnn mpuem 103b1 mponyileH MpU peXKMME JO3WPOBAHUSL OJUH pa3 B JEHb, MAI[UEHT JOJKEH
HEMEJIEHHO MPUHSATH Ta0JNeTKy mpenapaTta PuBakcopen 1 Ha ciaeyrOMIMii IeHb TPOAOIKATh TPUEM
rpenapara oA1H pa3 B JIeHb, KaK pEKOMEHI0BaHO. B 3TOT ke JieHb He ciienyeT IPUHUMATh IBOMHYIO
7103y JJIs KOMIIEHCAIIMH MTPOITYILIEHHOM T03bI.

Ilepexoo ¢ anmaeonucmog sumamuna K (ABK) na npenapam Pusaxcopeo

— TIpoduiakTika HHCYIBTA U CUCTEMHON TPOMOOIMOOIUH: clleyeT NpekpaTuTh jJeuenne ABK mpu
3HaYeHUU MEKIYHApOTHOTO HopManu3oBaHHOTO oTHOIeHus: (MHO) < 3,0.

— Jleuenue TI'B, TOJIA u npodunakTUKa pelUIUBOB Y B3POCIBIX: CIEAYET MPEKPATUTh JICUCHUE
ABK u Hauatp neuenue puBapokcabanom npu 3Hadeann MHO < 2,5,

[lpu mnepexonme mnammentoB ¢ ABK Ha puBapokcaban 3nHauenns MHO Oynyr ommbOouHO
3aBBIIICHHBIMK TIOCJIC TpueMa puBapokcabana. MHO He mnoxxomuT i ONpeelieHUs
AHTHKOAryJITHTHOW aKTUBHOCTH pUBapokcabaHa M MOATOMY HE JOJDKHO HCIOJIB30BAThCs C ITOM
nensio (cM. paszaen 4.5.).

Ilepexoo ¢ npenapama Pusaxcoped na anmazonucmol eumamuna K (ABK)

CymiecTByeT BEpOSTHOCTh BO3HHKHOBEHHUS HEIOCTaTOYHOTO AaHTHUKOATYISIHTHOTO 3(dexra mpu
nepexone ¢ puBapokcabana Ha ABK. HeoGxomumo olecneunTh HENpephbIBHBIM JAOCTATOUHBIN
AHTUKOAryJISHTHBIA 3QQeKT BO BpeMs Mepexoja Ha ajlbTepHATHUBHBIM aHTHKOAryiasHT. Ciemyer
OTMETHTh, UTO PUBAPOKCAOAH MOXKET criocoOcTBOBaTh NoBbIeHHI0 MHO.

[TanmenTam, nepexoasuum ¢ puBapokcabana Ha ABK, ciengyer ognoBpemenHo npuHumats ABK,
noka MHO ne nocturner >2,0. B TedeHne mepBbIX ABYX JHEW MEPEXOAHOTO MepHoja TODKHA
MIPUMEHSThCS CTaHJapTHas HavanbHas 1o3a ABK ¢ mocnenyromeit no3oii ABK, onpenensemoii B
3aBucuMocTH oT BenmnunHbel MHO. Bo Bpemst ogHOBpeMeHHOro mpuMeHeHus puBapokcadbana u ABK
3Hauenrne MHO noKHO onpefenaThesl He paHee ueM depes 24 yaca rmocie npeablayIero mpruema,
HO JI0 TIpueMa Cleayroueil 10356l puBapokcadaHa.

[Tocne mpekpamienusi mpuMeHeHus: puBapokcabana 3Hauenne MHO MoxeT OBITH JTOCTOBEPHO
ompezeaeHo yepes 24 yaca mocie npremMa mnocjiaeaHei 103sl (cM. pasaenst 4.5. u 5.2.).

Ilepexoo ¢ napenmepanvHblx aHmukoa2yiAHmo8 Ha npenapam Pusakcopeo

VY B3pOCIBIX, NOJy4YaOIUX MAPEHTEPAIbHbIE AHTHKOATYJSHTHI, CIEAYET NPEKPaTUTh BBEICHHE
MapeHTEePATLHOTO aHTUKOATYJISIHTA U HAa4yaTh PUMEHEeHNHEe puBapokcadbana 3a 0—2 gaca 0 BpeMEHU
CJIEYIOIIETO TUIAaHOBOTO BBEICHUS MAPEHTEPATILHOT0O NpenapaTa (Hanpumep, HU3KOMOJIEKYIISIPHOTO
rerapuHa) WM B MOMEHT IpEKpallleHusi HEMPEephIBHOIO BBEACHMS MapeHTEpaIbHOro Mpernapara
(HanpuMep, BHYTPUBEHHOTO BBE/ICHHS HEPPAKIIHOHUPOBAHHOTO TeIIapUHa).

Ilepexoo ¢ npenapama Pueakcopeo Ha napeHmepabHble AHMUKOA2)IAHMbl

CrnenyeT OTMEHUTH pUBapoOKcadaH M BBECTH MEPBYIO 103y MAPEHTEPATHLHOTO AaHTUKOATYJISTHTA B TOT
MOMEHT, KOI'Jla Hy’KHO OBLJIO MPUHSATH CIEAYIOUIYIO 103y puBapokcadaHa.

Oco0nie T'PYIIIBI HATWMCHTOB

Ilayuenmul ¢ Hapywenuem ynKyuu novex

Hwmeromuecsi OorpaHudYeHHbIe KIMHUYECKHUE JaHHbIE JAEMOHCTPHPYIOT 3HAUUTENLHOE IOBBILIICHHUE
KOHIIEHTpaluii puBapokcabaHa B IUIa3Me KPOBH Y TMAIMEHTOB C TSDKEJIOW CTENEHBIO HApYIICHUS
¢ynkuun mouek (kiaupeHc kpeatuHuHa (KK) 15-29 mn/mun). BenencrBue storo mist maHHOU
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pexomenayercs y nanuentoB ¢ KK < 15 mu/mun (cm. pasgenst 4.4., 5.2.).

VY mnamuentoB co cpennedr (KK 30-49 mu/mun) wim Tsokenor (KK 15-29 mur/muH) creneHbro
HapyieHus QyHKIUK ToYeK HeoOXO0IUMO CIIeI0BATh PEKOMEHIAIHSIM HIDKE:

e [Ipu npodunakTUKe UHCYIHTA U CUCTEMHOM TPOMO03MOOIMH y TAIIMEHTOB ¢ (pubpUIIAIIeit
IIpeicepAnii HEKJIAIIAHHOTO IIPOMCX0K/IEHUSI pEKOMEHI0BaHHAs J103a COCTaBIsAET 15 Mr oluH
pas3 B neHb (cM. pasaens 5.1., 5.2.).

e Ilpu neuenun TI'B u TOJIA u nmpodunakruke peruauBoB TI'B m TOJIA: manueHntam
HeoOX0IMMO TpUHUMATH 15 Mr JBa pa3a B JIeHb Ha MPOTSHKEHUU TEPBBIX TPEX HEACIb.
BnocnenctBuu, xorga pekoMeHayeMasi Jo3a puBapokcabana coctaButr 20 Mr onuH pa3 B
JICHb, CJIETyeT MPEyCMOTPETh CHIDKEeHUE 103bI ¢ 20 Mr 10 15 MT 0JIMH pa3 B IeHb, €CITH PUCK
BO3HUKHOBEHMSI KPOBOTEUYEHHUsI y MalMeHTa Bbilie pucka peuuauBoB TI'B u TOJIA.
PexomeHmanmst 1Mo mNpUMEHEHWIO J03bI 15 Mr ocHoBaHa Ha (hapMaKOKHMHETHYECKOM
MOJICTMPOBAHNH M HE M3ydallaCh B KJIMHHYECKUX HCCIEMOBaHUSX (cM. pasmensl 4.4., 5.1.,
5.2.). Korna pexomenioBanHas 103a coctapisier 10 Mr ofuH pa3 B JIeHb, KOPPEKIIMHU JT03bI TI0
CPaBHEHHUIO C PEKOMEHIOBaHHON He TpedyeTcs.

VY mamueHToB C JIETKoi crenenpio Hapymenus GyHkunu Houek (KK 50-80 mu/mMuH) KOoppeKus 10351
He Tpebyercs (cM. pazmen 5.2.).

Iayuenmoi ¢ HapyweHuem hyHKyuu neyeHu

PuBapokcabaH NpPOTHUBOIOKA3aH MMAlMEHTaM ¢ 3a00JIEBAHUSMH IEYEHHU, COMPOBOKIAIOIIUMUCS
KOﬁFy.IIOHaTI/Ief/'I H PUCKOM KIIMHHUYCCKH 3HAYUMOI'O KPOBOTCUHCHHA, B TOM HYHUCIIC MMalMUCHTaAM C
[UPPO30M TICUCHU U HapylieHneM QpyHKImU neuenu kiacca B u C o knaccudukanun Yaitna-ITsio
(cm. pasgens 4.3., 5.2.).

Ilayuenmwl nodxxcunozo 6o3pacma

Koppexkuust 1031 He TpeOyetces (cM. paznen 5.2.).

Macca mena

Koppekuust 10361 y B3pocibix He TpeOyercs (cM. paznen 5.2.).
Ton

Koppexkuust 1031 He TpebyeTtces (cM. pasnen 5.2.).
Tayuenmuwi, noogepearowuecs kapouosepcuu

Jleuenne puBapokcabaHOM MOXKET OBITh HAYaTO WJIM MPOJOJDKEHO Y MAIllMeHTOB, KOTOPHIM MOXKET
noTpe0oBaThCsl KapIUOBEPCHS.

IIpn kapauoBepcHMM TOJI KOHTPOJEM uYpecnuuieBogHoN sxokapauorpaduu (YIIDOxo0-KI') y
NAIMEeHTOB, KOTOpblEe paHee He TMOJIyJyald AaHTUKOATryJISSHTHOW Tepamuu, Juid oOecredeHus
a/IeKBaTHOW aHTUKOATYJISILIMU JISYeHNE PUBAPOKCA0aHOM JIOJKHO HAYMHATHCS 10 MEHBIIeH Mepe 3a
4 gaca no kapauoBepcun (cM. paznmensl 5.1. u 5.2.). JIns Bcex MalMEeHTOB Mepe] KapauoBepcHei
JOJDKHO OBITh TOJY4YE€HO NOATBEpXKJIEHHE O TOM, YTO NAalMeHT MpPUHSI pHUBapokcabaH B
COOTBETCTBUM C Ha3HaueHueM Bpaya. [Ipu mpuHATHUM pelieHui 0 Hayalle U MPOAOKUTEIHHOCTH
JIEYEHUsl CIEeAyeT NPUHMMATh BO BHHMMAaHHE JEHCTBYIOIIME PYKOBOJCTBA M PEKOMEHJALMHU IIO
AHTUKOATyJISTHTHOM Tepanuy y MaluyueHTOoB, MOABEPraoIIuMcs KapAHOBEPCHH.

Hayuenmvl ¢ @ubpurnayuell npedcepouti HeKIanaHHo2o NpoucxoxcoeHus, neperecuiue YKB
(UpeckodHCHOe KOPOHAPHOE BMeUAMelbCme0) CO CMEeHMUPOSaHUeM

Hmeercst orpaHUYEHHBIH ONBIT IPUMEHEHHUs pUBapokcabaHa B yMEHBIIEHHOH n1o3e 15 mr 1 pa3 B
nenb (wm 10 Mr 1 pas B 1eHb U1 TAIMEHTOB CO CPEAHEN CTETICHBIO HApYIIeHUs (DYHKIIHMH IMOYEK
(KK 30-49 mn/mun)) B KOMOMHAUMU ¢ MHTHOUTOpoM perentopa P2Y12 B TeueHne MakcUMyMm
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HEOOXOMM IPUEM TEPOPATBHBIX AHTHKOAryasHTOB u mnepeHecimmx UYKB co cTeHTHpoBaHHEM
(cm. pasgensr 4.4.u 5.1.).

eTH
Jleuenue BTO u npoghunaxmuxa peyuousos BTD y demeiti u noopocmkos

Jleuenue npenapatom PuBakcopen y aeteii v moApOCTKOB B Bo3pacTte 10 18 et 1oymKHO OBITh Ha4aTo
IOCJIe HE MEHEE S JHEH HavaabHON MapeHTepaTbHON aHTUKOATYITHTHOM Teparuu (cM. pasaen S.1.).

Jlo3a 151 1eTei U OAPOCTKOB PACCUUTHIBACTCS B 3aBUCUMOCTH OT MACChl TeJia:
e wMacca tena ot 30 xr mo 50 xr:

peKoMeHIoBaHHas J03a 15 Mr puBapokcabaHa OAWH pa3 B JI€Hb, YTO SBISETCS MaKCUMAaTbHOU
CYTOYHOM J1030M;

e wmacca Teia 50 kr winu 6oJee:

pexomenoBanHas jo3a 20 Mr puBapokcabaHa OAWH pa3 B JIEHb, YTO SBISETCS MaKCUMaTbHOU
CYTOYHOM J1030M.

Ha perynsipHoil 0OCHOBE HEOOXOIMMO MOHHUTOPHUPOBATh BEC peOCHKA U MepecMaTpuBaTh 103y. ITO
Heo0XouMoO, 4YTOOBl O0ECHeunTh MOJJEp)KaHUE TepameBTHUecKoi 103bl. KoppekTupoBka m03b1I
JIOJIKHA BBITIOJIHATHCS TOJBKO Ha OCHOBAaHUM U3MEHEHHS MacChl TeJja.

Tepanus y nereil 1 MOAPOCTKOB JOJKHA MPOJOKATHCS MO KpailHel Mepe B TeueHHe 3 MeCSLEB.
JUTUTETbHOCTh JICUEHUS] MOKET OBITh yBenWuYeHa 10 12 mecsneB B ciaydae KIMHHYECKOU
HeoOXxoauMocTu. JlaHHBbIE B MOAJEPKKY CHUKEHHS J103bl y JeTeill mocie 6 MecsueB Tepanuu
OTCYTCTBYIOT. COOTHOIIICHHUE IT0JIb3a-PUCKY MPH [UTUTEIBHOCTH TEPATHH CBBIIIE 3 MECSIIEB JOJKHO
OLIEHUBATbCS UHMBHIyaIbHO, IPUHUMAsl BO BHUMaHKE PUCK PELUAMBa TPOMO03a U MOTEHIMATIbHBIN
PHCK KPOBOTEUECHUS.

ﬂeﬁcmeuﬂ npu nponycke npuema npenapama

Ecnu mpuem 11036l mpomyiieH, Heo0X0JuMO MPUHATh MPOMYIIEHHYIO 03y KaK MOXHO ObIcTpee
IIOCJIE TOT0, KaK 3TO 3aMETUIIU, HO TOJIBKO B OTOT K€ J€Hb. ECIIM 3TO HEBO3MOKHO, MALIUEHT JOJIKEH
MIPOMYCTUTH 3TY 03y U MPOAOKUTH IPUEM CO CIEAYIOIIEH 103l B COOTBETCTBUM C HA3HAYECHHUEM
Bpaya. [laniuenT He NOKEeH IPUHUMATH JBOMHYIO 103y U1 KOMIIEHCALIMK IIPOIYIIEHHOMN J03BI.

beszomacHocTh 1 3¢ dekTUBHOCTE Tpenapara PuBakcopen y nmeteit B Bo3pacte ot 0 g0 < 18 et mo
MOKAa3aHUIO MPO(PUIAKTHKA HHCYIBTA U CUCTEMHONM TPOMOOIMOOIUY Y TAIIMEHTOB ¢ PUOpHILISAIIEH
MpeACepAnid HEKITATAaHHOTO MPOUCXOKICHHUS HE YCTaHOBJIEHBI. JlaHHBIE OTCYTCTBYIOT. B CBsI3M 3 THM
npemapaT PuBakcopen He peKOMEHIyeTcs K NMPUMEHEHHI0 Yy JeTeil B Bo3pacte g0 18 met mo
MOKa3aHUsIM WHBIM, YeM JieueHne BT u npodunaktruka peuunuos BTO.

ITpenapat PuBakcopen, 15 mr, TabneTKu, MOKPHITHIE MIJICHOYHOM 000JI0UKOH, HE ClleyeT Ha3HAYaTh
(mpumensTh) y aereil B Bo3zpacte oT 0 mo < 18 mer ¢ maccoii Tema menee 30 kr s jgaHHOU
JIeKapCTBEHHOH (POPMBI B CBS3H C HEBO3ZMOKHOCTBIO O0ECTIEYUTDh PEKUM JJO3UPOBAHUS.

ITpenapat Puakcopen, 20 mr, TabneTKH, MOKPHITHIE MJICHOYHOH 000JI0UKOM, HE ClIeyeT Ha3HaYaTh
(mpumensATh) y Aereil B Bo3zpacte oT 0 mo < 18 mer ¢ maccoii Tema menee S50 Kr juiss JgaHHOU
JIeKapCTBEHHOM (POPMBI B CBS3H C HEBO3MOKHOCTBIO O0ECTIEUUTDh PEKUM JTO3UPOBAHUS.

Ilepexoo ¢ anmazonucmos eumamuna K (ABK) na npenapam Pusakcopeo

[Tpu neyenun BTD u mpodunakTuke penuanBOB y OeTel cieayer mpekpartuth jieuenue ABK u
HayaTh JieueHue npenaparoMm PuBakcopen npu 3Hauennn MHO < 2,5.

ITpu nepexoxe mamuentoB ¢ ABK Ha mpenapar PuBakcopen 3nauenuss MHO Oynyr ommOoyHO
3aBBINICHHBIMU TIOCJIE TNpuema mnpemnapara Puakcopen. MHO He moaxoauT uisi ONpenesieHus
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3TOM 1eIbio (cM. pasnen 4.5.).
Ilepexoo ¢ npenapama Pusaxcoped na anmazonucmol gumamuna K

Jetsim, KoTopblIe nepeBosATCs ¢ npenapara Puakcopen nHa ABK, HeoOxonumo npoaomkars mpuemM
npenapara PuBakcopesn B Teuenue 48 yacoB mocie npuema nepsoit 10361 ABK. Ilocie nByx nHei
COBMECTHOTO IpuUMeHeHus cienyeT mameput MHO 1o mpuema crnenyromied 3amiaHupOBaHHON
no3bl  mpenapata PuBakcopen. CoBmecTHOe TmpuMeHeHue npenapara PuBakcopen u ABK
pexomenayercs npoaoskats, noka MHO ne nocturner > 2,0. Ilocne npekpailieHusi IpUMEHEHUS
npenapara PuBakcopes 3nauenne MHO MokeT OBITh JOCTOBEPHO OIpECIICHO Yepe3 24 yaca mocie
npreMa MmocJieAHeH 1036l (CM. Bbiiie u pazaen 4.5.).

Ilepexoo ¢ napenmepanvHblX aHmuKoa2yAHmMo8 Ha npenapam Pusakcopeo

VY nerell, TONydYalONMX MApEHTEPATbHBIC AHTHKOATYJSHTBI, CIIEyeT IPEKPaTUTh BBEICHUE
MapeHTEPAILHOTO aHTHKOATYJISIHTA M HayaTh NMPUMEHEHHE npenapara PuBakcopen 3a 0—2 yaca 1o
BPEMECHHM  CIICAYIONIETO IUIAHOBOTO BBEJACHUS MApEHTEPAILHOTO mpemnapara (Hampumep,
HU3KOMOJICKYJISIDHOTO TelaprHa) WM B MOMEHT TIPEKPAlICHHS HEMPEPhIBHOIO BBEACHUS
MapeHTEePAILHOTO TIpernapara (HalpuMmep, BHYTPUBEHHOTO BBEICHUS HE(PAKIIMOHHUPOBAHHOTO
renapuHa).

Ilepexoo ¢ npenapama Pueakcopeo na napeHmepanivubie aHMuKoa2yisanmsl

Cnenyer oTmeHuTh Impenapar PuBakcopegq ¢ BBECTM NEPBYK 03y IapeHTEPAIbHOIO
AQHTUKOAryJsiHTa B TOT MOMEHT, KOTJla HY)XHO OBbUIO TPHUHATH CIEAYIONIYI0 103y Mpernapara
PuBakcopen.

Tayuenmul ¢ napywenuem Qynkyuu novex

e Jletn ¥ MOJIPOCTKU C JIETKOM CTENEHBbI0 HapylleHUs (YHKIMHU MOYeK (CKOPOCTh KIYOOUKOBOM
dumbTparuu 50-80 Mn/mun/1,73 M?): KOppeKIHs 0361 He TpebyeTcsl Ha OCHOBAHUHU JAHHBIX BO
B3pOCIIOW TIOMYJSIIMM W OTPaHUYEHHOTO KOJIMYECTBA JAHHBIX B JIETCKOW MOIMYJISIHH
(cm. pazmen 5.2.).

e JleTw ¥ MOJAPOCTKM CO CPEeHEN MU TSHKEION CTENEeHbI0 HapyIIeHus: QyHKIMH MOYeK (CKOPOCTh
KIy60oukoBoit uibTparuu < 50 mu/mun/1,73 M?): npemapar PuBakcopen He peKOMEHIyeTcs B
CBSI3U C OTCYTCTBHMEM KJIIMHMYECKUX JIaHHBIX (CM. pazfen 4.4.).

Iayuenmwl ¢ Hapywenuem QyuKyuu nevenu

Jlist nereii ¢ HapyieHneM (DYHKITUU TIEYCHH KIMHUYECKUE JaHHBIE OTCYTCTBYIOT.
Macca mena

Jo3a y gereit onpeaensieTcs B 3aBUCUMOCTH OT MacChl TeJa.

Cnoco0 mpuMeHeHus

Bspocnvie
BHyTpb, Bo Bpems npuema nuiu (cM. paszaen 5.2.).

Hsmenvuenue mabaremox

Ecnm manmeHT He cmocoOeH MpOoTJIOTHTH TaOJIETKY ILeTWKOM, TabjieTka mpemapara PuBakcopen
MOXKET OBITh HM3MeNbYeHa W CMeIaHa C BOJOW WM SOJOYHBIM MIOPE HETMOCPEICTBEHHO MeEpen
MPUMEHEHHEM W TIepopalibHbIM mpueMoM. [lociie mpuema w3MeNnbueHHOW TaOJIeTKH Ipernapara
Puakcopen 15 mr unu 20 Mr He00X0IUMO HE3aMEeUTUTEIHLHO OCYIIECTBUTD MTPUEM ITHIITH.

N3menpueHHas TablieTka TakyKe MOXKET ObITh BBEICHA Yepe3 KENYA0UHBINA 30H (CM. pa3nensl 5.2. u
6.6.).
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BHyTpb, BO BpeMs Iipuema nuiy (cM. paszaen 5.2.).

[TanmeHTy HYXHO PEKOMEHJOBaTh IPOIJIATHIBATh TAOJIETKY C JKHUIKOCTHIO. TalOieTku ciemyer
IIPUHUMATD C MHTEPBAJIOM IIpUMepHO 24 yaca.

Ecnu nmanueHT cppIruBaeT NPUHATYIO 103y HEMEUICHHO WM y HEro HauMHAeTCs PBOTA B TEUEHHUE
30 MUHYT TOCJIE MpUeMa J103bl, HEOOXOIUM MPUEM HOBOH 103bl. OJHAKO €CJIH MalUeHTa BBIPBAJIO
no3aHee 30 MUHYT MOCe MpHeMa J103bl, TIOBTOPHOTO IIpUEMa J103bI He TpeOyeTC s U ClIeAyIomas 103a
J0JDKHA OBITH TIOJTYYeHA 110 PaCIHCaHUIo.

Henp3sa JACJIIUTDb Ta6neT1<y C ICJIBIO IMOJTYYCHHA 4YaCTU O03bI OT TaOJIETKH.

Hzmenvuenue mabremox

Ecnu manueHT He cnocoOeH MpOrjoTUTh TaOJEeTKy LEIMKOM, OHAa MOXKET OBbITh M3MeJbueHa U
CMeIllaHa ¢ BOJAOM WM SIOJIOYHBIM IMIOPE HENOCPEACTBEHHO IEpe] MPUMEHEHUEM U MEPOpPaTbHBIM
IIPUEMOM.

W3menpueHHas TablieTKa MOXKET ObITh BBEJICHA Y€Pe3 HAa30raCTPAIbHBIN HIIH JKETYIOYHBIN 30H T
(cm. pasmen 5.2.).

4.3. [IporuBonoKa3zanusi

e [ 'UmepuyyBCTBUTENHHOCTh K PHBAPOKCA0aHy MM K JIOOOMY M3 BCIIOMOTATEIbHBIX BEIECTB,
[IEPEYUCIICHHBIX B pa3zene 6.1.

¢ AKTHMBHOE KJIMHUYECKH 3HAYMMOE KPOBOTEUCHHE.

e [loBpexxaeHne WM COCTOSIHHE, CBS3aHHOE C TIOBBIIMICHHBIM PHUCKOM  OOJBIIOTO
KpPOBOTEUEHHsI, HAIPUMEp, UMEIOLIasics UM HEJaBHO NEepEeHEeCeHHas! XKeyJ0YHO-KHUIIIeuHast
s3Ba, HAJIMYHME 3JI0KAYECTBEHHBIX HOBOOOPA30BaHHWH C BBICOKMM PHUCKOM KpPOBOTEUCHHUS,
HE/IaBHUE TPaBMbl T'OJIOBHOTO WJIM CIIMHHOTO MO3Ta, HEJAABHHE ONeEpalMd Ha TOJIOBHOM,
CIMHHOM  MO3T€ WJIM  TIJa3ax, HeJaBHee  BHYTPUUYEPENHOE  KPOBOMBIUSHHE,
JMAarHOCTUPOBAHHBIA MM TpearnojaracMblii BapUKO3 BEH IHUINEBOJA, apTEepPUOBEHO3HBIE
Mastb(hopMaIiu, aHEBPU3MBI COCYJIOB MIIM CEPhE3HBIE MATOJIOTUH COCY/IOB TOJIOBHOTO WIIH
CIMHHOTO MO3Ta.

e ConyrcTBylomas Tepanusl KakUMHU-THOO JAPYIrMMHM aHTHUKOATyJIsSHTaMM, HalpuMep,
He(pPaKIIMOHUPOBAHHBIM TENAapUHOM, HHU3KOMOJIEKYJSPHBIMH TemapuHaMH (dHOKCarmapuH,
JanTenapuH U Jip.), MPOU3BOAHBIMU TenapuHa ((oHTAmapuHYKC M Jp.), HepOpalbHBIMU
aHTHKOAryJasHTaMu (BapdapuH, nadurarpaHa 3TeKCHJIaT, anukcabaH u Jp.), KpOMe CiIydaeB
mepexoga ¢ WIM Ha puBapokcabaH (cM.pasmen 4.2.) wuWiIM TpU  TPUMECHEHHH
He(DpaKIMOHMPOBAHHOTO TeMapuHa B  JI03aX, HEOOXOAMMBIX [UJIsI  OOecIeueHus
(YHKIMOHMPOBAHUS ~ IEHTPAJBHOTO  BEHO3HOIO WM  apTepHalbHOIO  KareTepa
(cm. pa3men 4.5.).

e 3a0oJeBaHUs MEYCHU, MPOTEKAIONINE C KOATYJIOMAaTHEH W PUCKOM KIMHHYECKH 3HAYUMOTO
KpPOBOTEUEHHsI, BKJIIOYas MAIIMEHTOB C IIMPpo30oM nedyeHu kiacca B u C mo kinaccudpukanu
Yaiina-TTeto (cm. pazgen 5.2.).

e bepeMeHHOCTH U IEPUO IPYAHOTO BCKapMIIUBaHUsI (CM. pasnen 4.6.).

4.4. OcoOble yka3aHHusl 1 Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH
B Teuenue Bcero mepmona JeYeHUSI PEKOMEHTyeTCs KIMHUYECKOe HAONI0AEHNE B COOTBETCTBUH C

KJIMHUYECKOU NPAKTUKON IPUMEHEHNS aHTUKOAT'yJITHTOB.

Puck kpoBoTEUEHUA
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MPUHUMAIOIINX Tpenapar Puakcopen, Hns BBISBICHHS NPU3HAKOB KpoBoTeueHHs. [Ipemapar
PEKOMEHIYeTCS TPUHUMATh C OCTOPOXKHOCTBIO IPH COCTOSIHUSIX C TIOBBIIICHHBIM PHUCKOM
KpOBOTEUYCHHS. B ciydae TsHKemoro KpoBOTEUEHHUs MpHEM Ipernapara PuBakcopen MOMKEH OBITH
npekpaines (cMm. pasaen 4.9.).

B KJIMHUYECKUX MCCIIE0BAHUSIX KPOBOTEUCHHUS U3 CIIM3UCTBIX 000104eK (2 HUMEHHO: KPOBOTCUCHHE
U3 HOCA, JIECEH, JKeNyOYHO-KUIIEUYHOTO TPaKTa, MOYEIOJIOBOM CHCTEMBI, BKJIIOYas aHOMajbHOE
BarMHAJIbHOE WJIH YCWJICHHOE MEHCTPYAJIbHOE KPOBOTCUCHHE) M aHEMHsI HAOIIOJANINCh Yalle Mpu
JUINTEJIBHOM JIeUeHUU puBapokcabaHom mo cpaBHenuto c jeuenueM ABK. Takum obGpaszom, B
JOMOJTHEHHE K HaJUIeKalleMy KIMHUYECKOMY HaOJIOJCHHUIO, JIaDOpaTOpHOE HCCIeI0BaHNE
reMoryioOMHa/TeMaTOKpUTa MOXKET ObITh 3HAUHMMBIM ISl BBISIBJICHHSI CKPBITBIX KPOBOTEUEHUN H
KOJIMYECTBEHHON OILICHKM KIMHUYECKOW 3HAUYMMOCTH SIBHBIX KPOBOTEUEHHUU B CilydasiX, Korja
MIPUMEHHUMO.

Heckonbko moarpynn nanueHTOB, YKa3aHHBIX HUXKE, UMEIOT IOBBIIICHHBIA PUCK KPOBOTCYCHMS.
Heo6xoauMo TiiatenbHO HaOM0AATh TaKUX MAILMEHTOB IOCJIE Hayaja JICYEHUS Ha NPU3HAKU U
CHMIITOMBI OCJIOKHEHUI B BUJIC KPOBOTCUCHUH 1 aHeMuH (cM. paszzen 4.8.).

IIpu nro6oM HEOOBACHUMOM CHYDKEHHU TEMOTIIOOMHA WM apTepHaIbHOTO JABJICHUS HEOOXOAUMO UCKATh
HACTOYHUK KPOBOTCUCHUS.

[lpu Tepanum puBapokcabaHOM HE TpeOyeTcs PYTHHHBI MOHUTOPUHI €ro SKCIO3UIMU. Tem
HE MEHEe M3MEpEHHE KOHLEHTpPAalUM pUBapoKcabaHa C IMOMOIIbI0 KalIMOPOBAaHHOTO TECTa IS
KOJIMYECTBEHHOTO  ONpENEeNICHUsT aHTH-Xa aKTUBHOCTH MOXET OKa3aThCs IIOJIE3HBIM B
UCKJIFOUMTENIFHBIX CIIydasx, Korja uHpopManus 00 SKCHO3MIUH PHBAPOKCa0aHa MOXXET OBITh
MCMOJIb30BaHA IPU MIPUHATUH KJIMHUYECKH 3HAUMMBIX PEILIEHHH, HapruMep B cIydae nepe1o3upoBKU
WM 3KCTPEHHOTO XMPYPrHYECKOTr0 BMeIaTeabeTBa (cM. pasaenst 5.1, u 5.2.).

Hapyuienue (bVHKHI/II/I IIOYCK

VY mamueHtoB ¢ TspkenbiM HapymeHweM (yHkimun modek (KK < 30 mi/mMuH) KOHIEHTpanus
puBapokcabaHa B IJIa3Me MOXET ObITh 3HAYMTENbHO TOBbILICHHON (B 1,6 pa3a B cpemHem), 4To
MOJKET MPHUBECTH K MOBBIIIEHHOMY PUCKY KpOBOTe€UeHMH. PuBapokcabaH JOKEH MPUMEHSTHCS C
octopoxHocThI0 y manueHToB ¢ KK 15-29 mn/mun. Ilpumenenue npemnaparta y nauueHTtoB ¢ KK
< 15 mi/mMuH HE pekoMeHyeTcs (cM. paszaensl 4.2., 5.2.).

PuBapoxcabaH crneyer NpuMEHSITh C OCTOPOKHOCTBIO Y MAIMEHTOB C HApyIIeHHeM (yHKITUH MTOYeK,
MTOJTYYAIOIUX COMYTCTBYIOMNIKE MTPENapaThl, KOTOPHIEC YBEIUYHBAIOT KOHIICHTPAIIMIO pUBapokcabaHa
B T1a3Me (cM. pazzen 4.5.).

B3aI/IMO)IeI\/'ICTBI/Ie C IPYIUMH JICKaApCTBECHHBIMHU ITpCIiapaTaMu

[Ipumenenune puBapokcabaHa HE PEKOMEHIYETCS Yy MAIlMEHTOB, IMOJYYAIOIIUX COIMYTCTBYIOIIEE
CHUCTEMHOE JICYCHHE MPOTUBOTPHUOKOBHIMHM TIperapaTamM a30J0BOM TPyNmbl (TaKUMH Kak
KETOKOHA30JI, UTPAKOHA30JI, BOPHKOHA30J M TO3aKOHA307) uiu uHruomropamu BUY-mporeas
(HanmpuMep, pUTOHABUPOM ). DTH MpeTapaThl SBISIOTCS MOIIHBIMU HHTHONTOpamu kKak CYP3 A4, tak
u P-rmukonporenna. Takum oOpa3oM, 53TH mpenapatbl MOTYT TOBBIIIATh KOHIEHTPAIUIO
puBapokcabaHa B Ijia3Me KPOBH J0 KIIMHHYECKH 3HAYMMBIX 3HaueHHi (B 2,6 pa3a B cpeiHEM), UTO
MOYET MPUBECTU K NOBBIIIEHHOMY PUCKY KPOBOTEUECHUH.

Crnemyer coOmoAaTh OCTOPOXKHOCTh, €CITH MMAIMeHT OJHOBPEMEHHO TOIYyYaeT JIeKapCTBEHHBIE
mpemapaTsl, BIUSIONME HA TEeMOCTa3, TaKhe€ KaK HECTePOUTHBIC MPOTHBOBOCHAIUTEIHHBIC
npenapartsl (HIIBII), anerricanunuioByr0 KUCIOTY U UHTUOUTOPHI arperaruu TPOMOOITUTOB WIIH
CeJIEKTUBHBIE HHTHOUTOPBI 0OpaTHOTO 3axBara ceporoHuHa (CO3C) u ceneKTUBHBIE HHTUOUTOPHI
oOpatHoro 3axBata cepoToHnmHa u HopanuHedppuHa (CHUO3CH). IlammeHTam c puCKOM
SI3BOO0PA30BAHUS B JKETYJOYHO-KUIIEYHOM TPAKTE€ MOXKET OBITh HA3HAYEHO COOTBETCTBYIOIIEE
npodunakTnyeckoe geueHue (cm. pazaern 4.5.).
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PuBapokcabaH, Kak ¥ Jpyrue aHTUTPOMOOTHUYECKHE CPEJICTBA, HE PEKOMEHIYETCS] K IPUMEHEHUIO
HalMeHTaM, UMEIOIIUM MOBBIIIEHHBIH PUCK KPOBOTEUEHHI, B TOM YHUCIIE:

® BPOXJICHHAs WK IPUOOPETEHHAs CKIIOHHOCTh K KPOBOTCUCHHSIM;

® HEKOHTPOJMpYyeMasl TsKellas apTepralibHasi THIICPTCH3US,

e Jpyrue 3a00JICBaHUS JKEITYI0UHO-KHIIIEYHOTO TPAKTa 0€3 aKTUBHOTO U3bSI3BJICHHUS, KOTOPBIC
MOTEHIIMAJIbHO MOTYT MPHBECTH K OCIOXXHEHHSM B BHJIEC KpPOBOTCUCHHH (Hampumep,
BOCHIAJIUTEIHHOE 3a00JICBaHUE KHINCYHHWKA, 330(arut, TacTPUT MU TacTpodsodareanbHas
peditokcHas 00JIe3HB);

®  COCYIHUCTasi pCTUHOIIATHS,

e OpPOHXOAIKTa3bl WIIH JIETOYHOE KPOBOTCUCHUE B aHAMHE3E.

TlanueHTsl ¢ pakoM

[TaneHTBl CO 3J0KAYECTBEHHBIM 3a00JE€BaHHMEM MOTYT OJHOBPEMEHHO IIOJBeprarbcsi Ooiiee
BBICOKOMY PHUCKY M KpPOBOT€YEHHs, U TpomOo3a. HauBUyanbHas M0Jib3a aHTUTPOMOOTHYECKON
Tepanuy JOKHA OBITh COMOCTABICHA C PUCKOM KPOBOTEYEHUS y NAIlMEHTOB C aKTUBHBIM PAaKOM B
3aBUCUMOCTH OT JIOKAJIM3ALUK OIIyXOJIU, IPOTUBOOITYXOJIEBOM TE€palluU U CTaIUU 3a00JICBaHMSL.

OHYXOJ'II/I, PacCIIOJIOKECHHBIC B KCIYJOYHO-KUIICYHOM UJIX MOYCIIOJIOBOM TPAKTE, aCCONUUPOBAIIUCH
C MOBBIICHHBIM PUCKOM KPOBOTCUCHHM A BO BPCMA TCPAIIUU pI/IBapOKC36aHOM.

Y manmueHTOB CO 3JI0KAYECTBEHHBIMH HOBOOOPA30BAaHUSIMU U BBICOKMM PHUCKOM KpPOBOTECUCHHS
pUMEHEHHE PUBapOKcabaHa MPOTUBOIOKa3aHo (cM. paszaen 4.3.).

ITanueHTHl ¢ MCKYCCTBEHHBIMHM KJIanaHaMU cepAlia

PuBapoxcaban He cieqyeT NpUMEHSTh Uil NPOo(PUIAKTUKU TPOMOO30B Yy MAIlEHTOB, MEPEHECIINX
HE/IaBHIOI0 TPAHCKATETEPHYI0 3aMEHy aopTaJbHOro kiamaHa. be3omacHocTh M 3((EeKTUBHOCTH
puBapokcabaHa He N3ydasach y MallUEHTOB C UCKYCCTBEHHBIMU KJIAllaHAMU CEPJLA, CIEI0BATENBHO,
HET JaHHBIX, MOATBEPXKIAIOIINX, YTO NPHUMEHEHHE puBapokcabaHa oOecreyuBaeT J10CTaTOYHBIN
AHTUKOAryJIsSHTHBIM 3¢ (eKT y AaHHON KaTeropuu nauueHtoB. [IpumeHeHue puBapokcabaHa He
PEKOMEHIYEeTCsl y JaHHON KaTerOpUHU MallUEHTOB.

ITarmenTs!l ¢ aHTU(HOOCHOIUINIHBIM CHHIPOMOM

[TpuMeHeHHEe NepopaNbHBIX AHTUKOATYJISHTOB MpPSIMOIo JAEHCTBHs, BKIIIOYas puUBapokcaOaH, He
pPEKOMEHyeTCsl Yy MAlUeHTOB, MMEILUX TPoMOO3bl B aHAMHE3€, Y KOTOPBIX AMArHOCTUPOBAH
aHTudochonunuaHbll  cUHIpOM. B YacTHOCTH, y MalUMEHTOB C TPOWHBIM MO3UTHUBHBIM
aHTU(POCHOMUNUIHBIM CHHAPOMOM (HAJWYHEe BOJIYAHOYHOTO AaHTUKOATYJSIHTA, AaHTUTEN K
KapJWOJIUINHY U aHTUTEN K 6eTa-2-TIMKONpOoTenHy 1) Tepamnust nepopajbHbIMU aHTUKOATyJITHTaMU
MPSIMOTO JIEHCTBUS MOKET COMPOBOXKIATHCS MOBBIIIEHHONW YacCTOTOW PELUIUBOB TPOMOOTHUECKHUX
COOBITHI B CPaBHEHUH C Tepanuel aHTaroHucTaMu BuTamuHa K.

[TammmenTsl ¢ bubdpWLIANIMEN TIpEICEepaAni HEKIAMAHHOTO mpoucxoxaeunsd, nepeHecie YKB co
CTEHTUPOBAHUEM

NmeroTcst naHHBIE HHTEPBEHITMOHHOTO KIIMHMYECKOTO MCCIIEAOBAaHMS, IEPBUYHOM 1ETBI0 KOTOPOTO
SBIIANIACH OIEHKa mpoduiiss O€30MacHOCTH Yy TMalueHTOB ¢ GUOpWIIANUed mnpeacepauii
HEKJANlaHHOTO mpoucxoxaeHus, mnepeHecmux YKB co crentupoBanuem. [laHHble 10
3¢ (HEeKTUBHOCTH y JaHHOW MOMYJSIUU orpaHuyeHsbl (cM. paznensl 4.2. u 5.1.). JlaHHbIE IO TaKUM
MalUeHTaM ¢ UHCYJIBTOM/ TPaH3UTOPHOM uimemudeckoit arakoit (TMA) B anamHE3€ OTCYTCTBYIOT.

[ManmeHTHl ¢ reMOAMHAMUYECKN HecTaOWIbHON TpoMOoaIMOboauel eroudo aprepuu (TDJIA) wimn
MAIMEHTEI, KOTOPBIM TpeOyeTcsl MpoBeaeHre TpoMOonam3uca WiIM SMOOJIKTOMUM W3 JIETOYHOH

aApTCpUn
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MAIMEHTOB C TPOMOOIMOOINEH JTErOYHON apTepu, KOTOpble TeMOJUHAMUYECKH HECTAOMIbHBI WIIN
MOTYT HYXJaTbCsl B IPOBEACHUU TPOMOOJIM3UCA WIM TPOMOIKTOMHUH M3 JIETOYHOM apTepuy,
MOCKOJIbKY 0€30MacHOCTh 1 3PPEKTUBHOCTh PUBAPOKCcA0aHa MPH TAKUX KIMHUYECKUX CUTYAIHIX HE
YCTaHOBJICHA.

CHI/IHaJIbHaSI/E)HI/II[VDaJIBHaSI AHCCTC3U UJIU ITYHKITHUA

[Ipy BBITOTHEHUH HEWPOAKCHATBHON aHECTE3MH (CIMHAIBHOW/AMUAYPAIBHOW aHECTe3WH) WU
CHUHATBHOM/3MHTypaTbHON MTyHKIUH Y MAIIMEHTOB, MOTYYAOIINX aHTUTPOMOOTHYECKUE TTPETapaThl
C 1eNbl0 MNPOPUIAKTUKH TPOMOOIMOOIHUECKUX OCIOKHEHUH, CYIIECTBYET pHUCK PpPa3BUTHS
SNUAYPATbHON WIM CHUHAIBHOM TeMaTOMBbl, KOTOpas MOXET MPUBECTH K JIUTEIbHOMY WU
MIOCTOSIHHOMY Tapajinyy.

Puck aTux cOOBITHMII MOXET MOBBIIATHCS MPU IOCIECONEPALMIOHHOM INPUMEHEHUU MOCTOSIHHBIX
SMUIYpPAbHBIX KaTeTepOB MJIM COMYTCTBYIOIIEH Tepanmuu JIEKApCTBEHHBIMU IpenapaTamu,
BIIUSIIOLIUMH Ha reMocTa3. TpaBMaTH4Has WM TOBTOPHAS 3MUypasIbHAs WM CIIMHAIbHAS TYHKIUS
TaKXKe MOTYT MOBBIIIATh pUCK. [TallueHThI 1OKHBI HAXOUTHCA 1101 HAOJII0AEHUEM JUIsl BBISBICHUS
MIPU3HAKOB U CUMIITOMOB HEBPOJIOTHUECKUX HAPYIICHUH (HampuMep, OHEMEHHE WK ¢1abocTh HOT,
IUMCHYHKIMS KHIIEYHUKA WIM MOYeBOro mysbips). I[lpu oOHapyXeHUM HEBPOJIOIMYECKHX
paccTpoiicTB HeoOXOAMMa CpoOdYHas JAMAarHOCTMKA M JiedyeHue. Bpau JOoKEeH CONOCTaBUTh
NOTEHIMAJIbHYIO TI0JIb3y M PHUCK IIepel MPOBEJCHHEM HeHpOoaKCHaIbHOIO BMEIIATEIbCTBA
nagueHTaM, [OJYYalollMM  aHTUKOAryJIsiHTbl, WM KOTOPBIM IUJIAaHUPYETCAd Ha3HAuY€HUE
AHTUKOATyJIsSHTOB C LEJIbl0 MNPO(PUIAKTUKM TpomMO030B. ONBIT KIMHUYECKOTO INPUMEHEHHS
puBapokcabaHa B 03upoBKax 15 mr u 20 MI B ONTMCAHHBIX CHUTYalUsX OTCYTCTBYET.

C nenpro CHMKEHUS TOTEHIIMATIBHOTO PUCKA KPOBOTEUYEHHMSI, aCCOLIMMPOBAHHOTO C OJTHOBPEMEHHBIM
IIPUMEHEHUEM pHBapoKcabaHa M BBINOJIHEHHEM HeHpoakcHanbHOM (3MUAYpaIbHOU/CIMHAIBLHON)
aHEeCTe3UH WM CIHMHAIBHOM MyHKIHMH, CIEIyeT YYMTHIBaTh (PApMaKOKHMHETHUECKUH MpOPHUIIb
puBapokcabaHa. Y CTaHOBKY WM yAaJ€HHE SMUIYPaTbHOTO KaTeTepa WK JIIOMOAIbHYIO MYHKIUIO
Jqydiie NMPOBOAMUTH TOIJA, KOIJa aHTHKOAUYISHTHBIA >(QQeKkT puBapokcabaHa OLIEHUBAETCS Kak
ciabp1id. OJHAKO TOYHOE BpeMs JUIsl JOCTUKEHUSI JOCTATOYHO HU3KOTO aHTUKOAryJITHTHOTO 3 deKTa
y KaXJO0ro IAallUEHTAa HENW3BECTHO M JIOJDKHO OLIEHHUBATBCA B CPABHEHMHM CO CPOYHOCTHIO
JIMAarHOCTUYECKON POLIEAYPHI.

OcHoBbIBasicb Ha OOHMX (PAapMAKOKMHETUYECKHX XapaKTepUCTUKAX, OJMHUIYpaTbHBIA KaTeTep
H3BJICKAIOT IO UCTCUCHUU KaK MUHHUMYM ABYKPATHOTO NIEPUOJa MMOJTYBBIBECACHUA, T. €. HC paHCC UEM
yepes 18 yacoB mocie mocneaHero mprueMa puBapokcabaHa st MOJIOBIX B3POCIBIX MAIMEHTOB U HE
paHee 4YeM depe3 26 4acoB JUIS TOXWIBIX ManueHToB (cM. pazgen 5.2.). Ilocnme wu3BiIedeHHS
AMUAYPATBHOTO KaTeTepa JOJDKHO MPOWUTH KaK MUHUMYM 6 9acoB J0 NpHeMa CIEAYIOIIeH 03bI
puBapokcabaHa.

B cinydae TpaBMaTH4YHON MyHKIMH ITPUEM pUBapOKcabaHa cleyeT OTI0XKHUTh Ha 24 yaca.

PGKOMeHJIaHI/II/I IO  AO3MPOBAHHMIKD JO W TIOCJIC MHBA3WMBHBIX TIPOHIEAYP MW XHUPYPrHYCCKUX
BMCIIIATCJIbCTB

Ecnu Heo6xoauMo npoBeieHue HHBA3UBHOM MPOIeAypbl WIM XUPYPIHUECKOTO BMEIIATENIbCTBA, Ha
OCHOBaHUU 3aKJII0YCHHs Bpada npueM mpenapara Pusakcopen 15 mr u 20 Mr ciemyer mpekpaTtuTh
o KpaitHel Mepe 3a 24 gaca 10 BMEIIAaTeIbCTBA, €CIIH 3TO BO3MOXKHO.

Eciu nmpoucaypy HEJIb3d OTIOXKUTD, MMOBBIIICHHBIHN PUCK KPOBOTCUCHUA CICAYCT OLICHUBATH B
CpaBHCHHHU C HGO6XOI[I/IMOCTI)IO CpOYHOI'0 BMEIIATCILCTBA.

[Tpuem puBapokcabaHa cieayeT BO30OHOBUTH KaK MOXKHO CKOpee IOCe MHBA3HMBHOM MPOLETYPHI
WIM XUPYPrHYE€CKOr0 BMEUIATEIbCTBA, €CIM JICYAIUM BPAaYOM YCTAHOBJIEHO, YTO 3TO IO3BOJISET
KJIMHUYECKas CUTyalusl ¥ JOCTUTHYT aJIeKBaTHBIN reMocTa3 (cM. pasaen 5.2.).

Ilo)xnaoi Bo3pacT
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JlepMaToOI0rn4YeCcKre PeaKIumu

[Ipy mpoBeneHWH NOCTMAPKETHUHTOBBIX HAOMIOJEHUN COOOMIANIOCh O CIIy4asX BO3HHUKHOBEHHS
CephE3HBIX KOXHBIX peakiui, BKiaouas cuHapoM CruBeHca-/[koHcoHa /[ TOKCHYECKHI
SMUACPMANbHBIA HEKPOJIU3 U JIEKAPCTBEHHO-MHIYLIMPOBAHHYIO DPEAKIUI0 C HS03MHOPUINEH U
cucremMHbiMd  cumnTomamu  (DRESS-cunapom), Ha ¢oHe mnpuMeHEHHs puBapokcabaHa
(cm. paznen 4.8.). TlanueHTsl, MO-BUANMOMY, MOIBEPralOTCS HAHOOJbIIEMY PHCKY BO3HHKHOBCHHUS
ATUX PEaKINil Ha PAaHHMX JTallax JICYCHHS: HAYaJI0 PEaKIUU B OOJBIIMHCTBE CIIY4aeB MPOUCXOJIUT B
TE€YEHHE NEPBBIX HEJEINb JiedeHus. [Ipu mepBoM NOSBICHUH TSHKETION KOXKHOM ChIK (Hanmpumep, pu
€e pacrnpocTpaHCHUH, NHTCHCU(DHUKAIIMY W/ 00pa30BaHUK BOJIIBIPEN) WM TIPU HATMYAH KaKHX-
aub0 JpYrux CHUMITOMOB THUIIEPUYBCTBUTEIBHOCTH, CBSI3aHHBIX C TOPAKEHHEM CIM3UCTOU
000JI0YKH, CIEeyeT MPEKPATUTh TEPANUIO0 PHBAPOKCAOAHOM.

BcnomorarensHbIe BENIECTBA

[Ipenapar PuBakcopen conepxut jakto3y. [lanuentaM ¢ peako BCTpeyarouiencs HacleICTBEHHOM
HEMEPEHOCUMOCTBIO TallaKTO3bl, Ne(UIMTOM JaKTa3bl JIOMApPEHl WU TIIOKO030-TalaKTO3HOM
MababCcopOIUeit He cieyeT MPUHUMATh 3TOT Mperapar.

JlauHbI# mpenapat coaepkuT MeHee 1 MMoitb (23 Mr) HaTpus Ha OJHY TabJIETKY, TO €CTh, IO CYTH,
HE COJICPKUT HATpPHUSL.

CTH

Nmerorcss orpaHnyeHHbIE JaHHbIE O MPUMEHEHUU Y JieTell ¢ TpoMOO30M BEH I'OJIOBHOTO MO3Ia U
BEHO3HBIX CHHYCOB, Y KOTOPBIX €CTh HH(EKIUs LieHTpanbHOI HepBHOM cucteMmsl (LIHC) (cM. paznen
5.1.). Heobxoaumo TIIATENbHO OLIEHHWBATh PUCK KPOBOTEUEHHS IEpesl Ha3HAUEHHEM U BO BpeMs
Teparuy puBapoOKCabaHOM.

[Ipenapar PuBakcopen He peKOMEHAYETCS K MPUMEHEHHUIO Y AETEH U MOAPOCTKOB CO CPEAHEN WIU
TSOKEJIOW CTENEeHbI0 HapylleHHs (QYHKIMUM TOYeK (CKOpOCTh KIyOO4KOBOHM  (uiabTpanmu
< 50 mn/mun/1,73 M?) B CBSI3H ¢ OTCYTCTBHEM KIMHHYECKUX JAHHBIX.

Knunuyeckue gaHHBIE O COMYTCTBYIOIIEM CHCTEMHOM JICUEHUHU JIeTell MOIIHBIMH WHTHOUTOpaMuU
onnoBpeMeHHO CYP3A4 u P-rimukonporenHa oTCyTCTBYIOT (CM. pasnen 4.5.).

JlaHHBIE 1O BPEMEHM YCTAHOBKM WM YAAJICHUS HEHPOAKCHAIBHOIO Karerepa y JeTew,
MPUHUMAIOIINX PHUBApPOKCabaH, OTCYTCTBYIOT. B Takux ciydasx CleIyeT NPeKpaTUuTh MpPUEM
puBapokcabaHa U PacCMOTPETh BO3MOXKHOCTh MPUMEHEHHS MapeHTEepabHOTO AaHTUKOATYISHTA
KOPOTKOTO JE€HUCTBUA.

4.5. B3aumopeiicTBMe ¢ [JPYrHMH JIeKADCTBEHHbIMHM IIpenaparamMM M Jpyrue BHABI
B3aMMO/AeHCTBUA

Nuruduropst CYP3A4 u P-immkonporernsa

CoBMecTHOE MpUMeHeHHe prBapokcabaHa u kerokoHazona (400 mr 1 pa3 B 1eHb) WM pUTOHABUPA
(600 Mr 2 paza B JeHb) NPUBOAMIO K TMOBBIIICHUIO CpEIHEH pPAaBHOBECHOM IUIOMIATH IIOJ
(bapMaKOKHHETHYECKOW KPUBOM «ILIa3MeHHas KoHIeHTpaims — BpeMs» (AUC) puBapokcabaHa B
2,6 paza/2,5 paza M YBEIMYCHHUIO CPEIHEH MaKCUMaJIbHOW IUIa3MeHHOW KOHIEHTPAUU (Cmax)
puBapokcabana B 1,7 pa3a/l,6 paza cO 3HAYUTENBHBIM YCHICHHEM (apMaKOJIUHAMHUECKOTO
JeWCTBUS TMperapara, 4YTo MOXKET MPUBOIUTH K YBEIMUCHUIO PUCKA KPOBOTEUECHHUS. B CBsI3U ¢ 3THM
IPUMEHEHHE pHBAapOKca0aHa HE PEKOMEHIYeTCsl MalMeHTaM, IOJIYy4alollUM COIYTCTBYIOLIEE
CHCTEMHOE JICYCHHE a30JI0BBIMU IMPOTHUBOTPUOKOBBIMH TpernapaTaMu, TaKUMH KaK KETOKOHA30ll,
WTPaKOHA30J, BOPUKOHA30J1 M MMO3aKOHA30J, WKW MHTHOUTOpamu mpoteazbl BUY. O1tu akTuBHBIE
BEILIECTBA SABJIIOTCS MOUIHBIMU HHTHOMTOpamMu 1 CYP3 A4, u P-rnukonporenna (cm. paznen 4.4.).
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puBapokcabana — wiu CYP3A4, wnmu P-rimkonpoTrenH — B MEHBIIEH CTENEHU YBEIWYHMBAIOT
KOHIIEHTpALlMI0 puBapokcabaHa B mia3me. Hampumep, knapurpomunus (500 mr 2 pasa B A€HBb),
KOTOpBI  cuuTaercss MomHbIM  uHrHOuTopoM CYP3A4 w®  yMepeHHBIM HHTHOUTOPOM
P-rimukonporenHa, Bei3piBan yBenuuenue cpenneir AUC puBapokcabana B 1,5 pa3a u yBeaudueHue
Cmax B 1,4 paza. BzaumoeiicTBue ¢ KIApUTPOMUIIMHOM CUMTAETCS KIMHUYECKH HE3HAUUMBIM JUIS
OOJIBIIMHCTBA MAIlMEHTOB, HO MOXET ObITh NOTEHIMAIbHO 3HAYUMBIM JUIS MAlMEHTOB U3 IPYIIIbI
BBICOKOT'O PHCKa (JUIs TALIMEHTOB C HapyleHneM (QyHKIUH MOYeK cM. pazzaen 4.4.).

OputpomuniH (500 mr 3 paza B JeHb), ymMepeHHBIH uHruHOuTop uzodhepmenra CYP3A4 wu
P-rnmukonporenna, Bei3piBal yBenuueHue 3HaueHuil cpenneid AUC u Cmax puBapokcabana B 1,3 paza.
B3aumMoneiicTBre ¢ 3pUTPOMUIIMHOM CUUTACTCS KIMHUYSCKH HE3HAYMMBIM Il OOJIBIIMHCTBA
MAIMEHTOB, HO MOXKET OBITh TOTEHIIUAIBHO 3HAYMMBIM JIJIs1 TAITUEHTOB U3 TPYIIIBI BBICOKOTO PHUCKA.

VY NanueHToB ¢ JIETKO# CTEeNeHbI0 HapyIIeHus QyHKIMH mo4ek sputpomuiind (500 Mr 3 pa3a B JicHb)
BBI3BIBAMI yBenndeHue 3HaueHui cpenHeit AUC puapokcabana B 1,8 paza m Cmax B 1,6 paza mo
CPAaBHEHHIO C MAIUCHTaMU C HOPMaJIbHON (YHKIHMEH MOYEK. Y MAIMEHTOB CO CPEIHEH CTENEHBIO
HapymeHuss (YHKIMHM TIOYeK SPUTPOMHIIMH BBI3BIBAI yBeIWUYeHHWE 3HaueHWil cpemneit AUC
puBapokcabana B 2,0 pa3a u Cmax B 1,6 pasza 1o cpaBHEHHIO C MAIUCHTAMU ¢ HOPMaIbHOM (QDyHKIIHEH
noyek. D HeKT SpUTPOMHUIIMHA SBISIETCS aAIUTUBHBIM K HAPYIICHUIO (PYHKIIUH TOYEK (CM. pa3ien

4.4.).

@nykonazon (400 Mr oguH pa3 B JI€Hb), KOTOPBI CUUTAETCSI YMEPEHHBIM WHIHOUTOPOM
uzopepmenta CYP3A4, BemweBan yBenuuenue cpenneit AUC puBapokcabana B 1,4 paza u
yBenmmueHue cpeaHeil Cmax B 1,3 pa3a. B3aumoneiicTBre ¢ QUIyKOHA30JI0M CUHUTACTCS KIMHUYCCKH
HE3HAYUMBIM i1 OOJBIIMHCTBA MAIMEHTOB, HO MOXET ObITh MOTEHIHAIBHO 3HAYMMBIM JIJIS

MaIMEHTOB U3 TPYIIBI BEBICOKOTO prcKa (ISl MAllMeHTOB ¢ HApYIICHHEM (PYHKIIMU TTOYEK CM. pa3iel
44.).

Ha ocHOBanuu HUMCIONIUXCA OIrpaHUYCHHBIX KIMHHUYCCKHUX JaHHBIX HCO6XOI[I/IMO n30erathb
COBMECCTHOTI'O IPUMCHCHUSA pI/IBapOKCB.6aHa C ApOHCAAPOHOM.

AHTUKOArYIISTHTHI

ITocne oHOBpEMEHHOr0 MPUMEHEHMs YHOKcanapuHa (ogHoKpaTHas 1o3a 40 Mr) u puBapokcabaHa
(omHOokpatHass no3a 10 mr) HaOmomancss CyMMalMOHHBIM 3(@EKT B OTHOLIEHHMHM aHTH-Xa
aKTUBHOCTH, HE COMNPOBOXIABUIMHCSA JONOJHUTENbHBIMH 3¢ ¢deKTaMu B OTHOIIEHHM Mpod Ha
CBEPTHIBAEMOCTh KpoBU  (mpoTpomOuHOBoe Bpems (IIB), akTtuBupoBaHHOE 4YacTUYHOE
tpombomnacTuHoBoe Bpemsi (AUTB)). DHokcamapuH He BIHsI Ha  (apMaKOKMHETHKY
puBapokcabaHa.

B cBsi3u ¢ TOBBIIICHHBIM PHCKOM KPOBOTEUEHHUS HEOOXOIUMO COONIIONATh OCTOPOKHOCTH MPH
COBMECTHOM MPUMEHEHHUH C JIFOOBIMU APYTMMHU aHTHKOATyIIsHTaMu (CM. pasaens 4.3. u 4.4.).

HIIBII/uHruOuTOpsl arperaiuu TpoMOOIIUTOB

[Tocne coBMecTHOTO MpUMEHEHUs puBapokcabaHna (15 Mr) u HanpokceHa B 7103 500 MI KITMHUYECKH
3HaYMMOTO YBEJIMYECHHUSI BPEMEHHU KPOBOTEUEHUS HE HabIoAanock. TeM He MeHee Y OT/AEIbHbIX JIMIL
BO3MOXKEH 0oJiee BhIpaXKEHHBIN (papMaKOJUHAMHUYECKUI OTBET.

He naOmonanoch KIMHUYECKH 3HAYUMBIX (PApMAKOKMHETHYECKUX WM (papMakoIUHAMUYECKHX
B3aMMO/JICHCTBUI MPH COBMECTHOM INpPUMEHEHHH puBapokcadana u 500 Mr aneTuicaaIuinIoOBOM
KHCIIOTBHI.

He oGHnapyxkeHno (apMakOKWHETHUYECKOTO B3aMMOJICHCTBHS MEXIy puBapokcabanoMm (15 mr) m
KJIOMUIOTpesioM (Harpy3ouHas fo3a 300 Mr ¢ mociaeayonMM Ha3HaYeHUEM IO IIEPKUBAIOLIEN 03Bl
75 MTr), HO B TIOATPYIINE MAIMEHTOB HAOJII0IAIOCh 3HAYMMOE YBEIIMUEHNE BPEMEHU KPOBOTCUCHUS,
HE KOPPEIMPOBABIIEE CO CTEMEHBIO arperanuu TPOMOOIMTOB M COJEpKaHUEM P-cenexkThHa win
GPIIb/1lla-perenropa.
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Al TWICATMIIUIIOBYIO KUCIOTY) U MHTHOUTOPAMU arperaiuy TpOMOOIIUTOB, TOCKOJIBKY IPUMEHEHHUE
3TUX MPEnapaToB OOBIYHO MOBBIIIACT PUCK KpoBOTeUeHUs (cM. pasnen 4.4.).

CHUO3C/CUO3CH

Kak u B ciayyae mnpuUMEHEHHS JApPYTUX aHTHUKOAryJsHTOB, BO3MOXXHO YBEJIHUYEHUE pHUCKa
KPOBOTCUCHHS Yy MAIUECHTOB MPH OJHOBPEMEHHOM MPUMEHEHHU C CEJICKTHBHBIMH HHTHOMTOPAMH
oOparnoro 3axBata cepotonnHa (CMO3C) unu celeKTUBHBIMU MHTHOUTOpaMH 0OpaTHOTO 3axBara
cepotonnHa u HopanuHeppuna (CUO3CH) BciencTBre BIUSHAS ATHX MPENapaToB Ha TPOMOOIUTHI.
Pe3ynbraTthl KIMHUYECKMX HCCIEAOBAaHUN pUBapoKcabaHa MPOJEMOHCTPUPOBAIM UYHUCICHHOE
MOBBIIICHUE OOJNBIIUX W HEOONBIMX KIMHUYCCKH 3HAYMMBIX KPOBOTCUCHHH BO BCEX TIpPYIIIax
JICYEHUS IPU COBMECTHOM MPUMEHEHUHU ITHX IIPENapaToB.

Bapdapun

[Tepexon nanueHToB ¢ antaronucta Buramuna K Bapdapuna (MHO ot 2,0 1o 3,0) na puBapokcaban
(20 mr) wmm c¢ puBapokcabana (20 mr) Ha Bapdapun (MHO ot 2,0 mo 3,0) yBemuuuBan
nporpoMmbuHoBoe Bpemss/MHO (Neoplastin) B Gomnbliiei cTeneHu, 4eM Mpu NpocToM CYMMHUPOBAHUU
s dexToB (oTaenpuble 3HaueHnss MHO moryt mocturars 12), B To Bpems kak BiusiHue Ha AUTB,
MoJIaBlieHUEe aKTUBHOCTH (akTopa Xa W HHAOreHHbI mnoteHuuan TpomoOuna (OIIT) Obuin
aJITATUBHBIMH.

B cnyuae HeoOxomumocTu uccienoBaHusi papmMakoarnHaMuyecKux 3(Q¢eKToB puBapokcabaHa BO
BpeMs IIEPEXOHOTO MEPHO0/Ia B KAYeCTBE HEOOXOTUMBIX TECTOB, HA KOTOPBIE HE OKA3bIBACT BIIHSIHHAC
Bap(daprH, MOXKHO HCIIOIB30BaTh onpesencHue antu-Xa aktuHoctH, PiICT u HepTest. Haunnas ¢
4-ro JHS TIOCIIE IpUeMa MOCIeTHEeH 03kl BappapuHa Bce J1a00paTOpHbIC MMoKa3arenu (B TOM YHCie
[1B, AUTB, uarubupoBanue akTUBHOCTH (pakTopa Xa U 9HIOTeHHbIH noTeHnuan rpomouna (J11T))
OTpa)kaJii TOJIBKO BJIMSHUE pUBapoKcabaHa.

B cnydae HeoOxoaumocTH uccienoBanus hapmakoanHaMudeckux 3¢ ¢hekToB BaphaprHa BO BpeMs
MIEPEXO/THOTO TEpHOoJIa MOXKET ObITh Hcmoib3oBaHO u3MepeHue BenuuuHbl MHO npu Crpomexyr.
puBapokcabana (cmycTs 24 yaca mocie MNpeAblAyIIero mnpueMa puBapokcadaHa), MOCKOIBKY
puBapoKcadaH OKa3bIBa€T MUHUMAIBHBIN (PPEKT HA ATOT MOKA3aTENh B JAHHBI MOMEHT BPEMEHH.

DapMaKOKMHETUYECKOTO  B3aUMOJEHCTBUS MEXIy BappapuHOM U  pHBapoKcadaHOM He
Ha0JIIOJAJIOCh.

Nuanykropet CYP3A4

CoBMecTHOE NPUMEHEHHE pUBapokcadaHa v pupaMIIUIMHA, SBISIONIEr0Cs MOIIHBIM UHAYKTOPOM
CYP3A4, npuBoguno k cHmwkenuto cpeaneit AUC puapokcabana npubiausutensHo Ha S50 % u
OJIHOBPEMEHHOMY YMEHBIICHUIO ero ¢apmakoauHamMuueckux 3¢dextoB. COBMECTHOE MPUMEHEHNE
puBapokcabaHa ¢ JApyrumMu MouHbIMH uHAyKTOpamu CYP3A4 (nampumep, (GEHUTOMHOM,
kapbamaszenuHoM, (peHoOapOHuTaIOM WM IpernaparaMmu 3Bepo0osi mpoabipssieHHoro (Hypericum
perforatum)) Takyxe MOXeT IPUBECTH K CHIDKCHHIO KOHIICHTPAIM puBapoKcabaHa B IIa3Me KPOBH.
CrnenoBatenbHO, HEOOXOOUMO H30€raTh OJHOBPEMEHHOIO MPHUMEHEHUS MOIIHBIX HHAYKTOPOB
CYP3A4, xpome ciydaeB, KOT/Ia MAIIMEHT HAXOIUTCS MO/ THIATEIbHBIM HA0MI0JeHUEM Ha TpeaMET
pa3BUTHS MPU3HAKOB U CUMIITOMOB TpoMO003a.

IIpoyas cOmMyTCTBYIONIAS TEpAIIUs

Knunnyecku 3HauMMBbIX (hapMaKOKHHETHUECKUX WU (papMaKOJUHAMHUECKUX B3aUMOJECUCTBUN MpU
COBMECTHOM IMpPUMEHEHHH puBapokcabana c¢ mumazonamom (cyoctpatr CYP3A4), nuroxcuHom
(cyobctpar P-rimukomporenna), atopBactatuHoM (cyoctpatr CYP3A4 u P-rimmkonporenHa) wim
OMENpPa3oyIoM (MHTMOUTOP MPOTOHHOM ITOMIIBI) HE HaOJII01AI0Ch.
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MY OTUETY

PuBapokcaban He nuarn6upyer u He uaaynupyetr CYP

Baushaue Ha JIa6ODaTODHbIe napaMcETphbl

PuBapokcaban oka3bpIBacT BIMSIHUE HA MMOKa3aTenu cBepThiBaeMocTd kKpoBu (I1B, AUTB, HepTest) B
CBSI3U CO CBOMM MEXaHHM3MOM JieicTBHsI (M. pa3aen 5.1.).

C€TH

UccnepoBanusi B3aMMOJICHCTBUSI MPOBEACHBI TOJBKO Y B3pOCbIX. CTENEeHb MEXKJIECKapCTBEHHBIX
B3aUMOJICUCTBUM y neTeil Heu3BecTHA. [IprBeneHHbIC TaHHBIE O B3aUMOICHCTBUH, MTOJTYyYCHHBIC Y
B3pPOCJIBIX MAITUEHTOB, U MPEAYNPEKACHHS B pa3zeine 4.4. TOHKHBI ObITh MIPUHATHI BO BHUMAHUE IS
MeIUATPUICCKOMN TOIYIISIITUH.

4.6. ®epTUIBLHOCTH, 0€PEMEHHOCTDb U JAKTAUMS

bepemeHHOCTD

bezonacHocTh W 3 GEKTUBHOCTh NPHUMEHEHUS pUBapoKcabaHa y OCpeMEHHBIX JKCHIIUH He
YCTaHOBJICHBI. JlaHHBIE, TIOJyYEHHBIE B UCCIEAOBAHUSX HA JKUBOTHBIX, [I0KA3aJIM PEIPOAYKTUBHYIO
TOKCHUYHOCTb. BcneacrBue BO3MOXKHOM — PENPONYKTMBHOM TOKCHYHOCTH, PHUCKA Pa3BUTHS
KpPOBOTEUEHHsI U JAHHBIX O CIOCOOHOCTH pUBapokcabaHa NMPOHUKATh Yepe3 IUIALEHTYy Ipernapar
PuBakcopen npoTuBomokaszan Bo BpeMs 0epeMeHHOCTH (cM. paznen 4.3.).

JKeHIMHBI eTOPOJHOrO BO3pacTa JOJDKHBI H30erarh OEpPEeMEHHOCTH BO BpeMsl Teparuu
pHUBapoKcabaHOM.

JlakTanus

besonacHocTh 1 3eKTUBHOCTh pUBapOKcadaHa y KEHIIUH B IEPHOJ] TPYIHOTO BCKAPMIIMBAHUS HE
yCTaHOBJICHbI. J[aHHBIE, IOJTYUYEHHBIE Y )KUBOTHBIX, TIOKA3bIBAIOT, YTO PUBAPOKCAOaH BBIIEISIETCS C
rpyaHsIM  MoJiokoM. [loaTomy mnpemapatr PuBakcopen TpOTHBOIOKAa3aH B IEPHOJA TPYIHOTO
BckapMimBaHus (oM. pa3zen 4.3.). HeoOxoaumo MpHHATH pelieHHe o0 OTMEHE TPYAHOTo
BCKapMJTUBAHUSI WJIHM MTPEKPAIIEHUH/TIPUOCTAHOBICHUN TEPATTHH.

DepTHIbHOCTD

CrienambHBIX UCCIIEOBAHMI 1O OIICHKE BIUSHHS pHBapoKcabaHa Ha PepTHIILHOCTD y YeJIOBEKa HE
npoBoJMIIOCh. MccnenoBanus Moka3and, YTO pUBapoOKcabaH HE BIMSET HA MYKCKYIO U KEHCKYIO
(bepTUIBLHOCTD Y KpBIC.

4.7. BuusiHMe Ha CHOCOOHOCTH YNPABJATHL TPAHCHOPTHBIMH CpeacTBAaMH M padorarb ¢
MEXaHU3MaMH

PuBapokcabaH oka3bIBaeT HECYIIECTBEHHOE BIUSHUE HA CIIOCOOHOCTH YIPABIATH TPAHCIOPTHBIMU
cpencTBamMu U paboTaTh ¢ MeXaHW3MaMu. blTn 3aperucTpupoBaHbl TAKUE HEXKEIATEIbHBIE PEAKIINH,
KaK 0OMOpOK (4acToTa: HEYacTO) U FOJIOBOKpYKEeHHE (dacToTa: yacTo) (cm. pasaen 4.8.). [lanuenTsr,
y KOTOpPBIX BO3HUKAIOT TOJOOHBIC HEXENIATeNbHbIE pEaKIuH, HE JODKHBI  YIPaBIATH
TPAHCIIOPTHBIMU CPEJCTBAMH WU APYTUMHU MEXaHU3MaMH.
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4.8. HexxenaTesibHbIe peakuuu

Pesrome mpoduiist 0e300acHOCTH

BesomacHoCTh puBapokcabaHa OIIEHHBAIACh B TPUHAALATH OCHOBHBIX HccienoBanusx III ¢assr
(cm. Tabnuiy 2).

CymMmapHo 69 608 B3pOoCIIbIX MAIMEHTOB B JeBsITHaANATH uccienoBanusx I ¢aser u 488 nereii B
nByx uccienoBanusx Il ¢aser u aByx nccnenoBanusx I ¢as3sl npuauManu puBapokcabaH.

Ta6mz1ua 2. Yucno MaIMECHTOB, Y4aCTBOBABIIUMX B HCCICAOBAHHAX, CyMMapHas CyTOodHas a03a U
MaKCUuMaJibHas MpOAOJIKUTCIBHOCTD JICUCHUA B KIIMHUYCCKUX UCCIICAOBAHUAX 111 (1)213]31 C ydyaCTuem

B3POCJIBIX U IIEAUATPUUCCKUX IMAIIUCHTOB

IHoka3zanue Yuciao CymMmapHas cyTo4Has 1032 MaxkcumanbHas
NalueHToB* NPOI0LKUTENBHOCTD
JieyeHust
[IpodunakTrka BEeHO3HOM 6097 10 mr 39 nueit
TpoMOoaMboHIn (BTD) y
B3pOCIIBIX NAIMEHTOB,
MEePEeHECUINX TIAaHOBYIO
OTIEPALIUIO 110 3aMEHE
Ta300€IPCHHOTO WJIH KOJICHHOTO
cycTaBa
[Ipodunakruka BTO y 3997 10 mr 39 nueit
NaIHNEHTOB,
TOCTIUTAIM3UPOBAHHBIX C
OCTPBIM MEIUITUHCKAM
COCTOSIHUEM
Jleaenue Tpom0O03a riry0OKHUX 6790 Hens 1-21: 30 mr 21 mecsn
BeH (TI'B), TpoM0O03MO0IHHN Hauwunas ¢ 22 qust:
nerounoit aprepun (TIJIA) u 20 mr
npoduIaKTHKa PELUANBOB [Tocne muarMyM 6 MecsLeB
teparuu: 10 mr uim 20 mr
Jleuenne BTO u npodunakruka | 329 Jo3a, ckoppekTupoBaHHas B 12 mecsmes
peruanBoB BTD y 1OHOIIEHHBIX 3aBUCHUMOCTH OT MAacCChl TeJia,
HOBOPOJKICHHBIX U I€TEH B JUTSL JOCTHKEHUS 3KCIIO3HLINH,
Bo3pacTte a0 < 18 et mocne HaOJroIaBIICHCS y B3pOCIIBIX,
HayaJbHOW CTaHJIapTHOM nosyyaBimx 20 mr
AQHTHUKOAryJITHTHOW Teparnuu puBapokcabaHa OAMH pa3 B
JIeHb a1 Jedenus T1'B
[Ipodunaktika UHCYIbTA U 7750 20 mr 41 mecsn
CHUCTEMHOU TPOMO0IMOOIHH Y
NaIMEHTOB ¢ QUOPMILISILNEH
npeacepanii HeKIarnaHHOTo
TIPOVCXOXKJICHHS
[podwmnaktuka 10 225 5 mr wm 10 mr 31 mecsy
aTepoTPOMOOTHUECKUX COOBITHI COOTBETCTBEHHO, B
y MAIUEHTOB 0CJIE OCTPOrO KOMOWHALWH ¢
koporapaoro cuaapoma (OKC) aIeTUIICATAIIMIIOBON KUCIOTOM
WM alleTUIICAITUIMIIOBOM
KHCJIOTOH € KIOMHIOTPEIOM
WJIN TUKJIONUJAUHOM
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Toka3anue Yuciio CymMmapHas cyTounas 103a | ‘MaKkcuvaipnas
HEN (R0 NMPOI0KUTENBLHOCTh
JieuyeHust

[MpodunakTrka 18 244 5 Mr B koMOuHaImu ¢ 47 mecsmeB
aTepOTPOMOOTHUYCCKUX COOBITHIA AIeTHJICATHIMIOBON KHCIOTOM
y HallMEHTOB C UIIEMUYECKOMI win 10 Mr B MOHOTEpaTUK
6onesnpro cepaua (MbC) nim 3256** 5 Mr B KOMOMHAIIMH C 42 mecsana
3abosieBaHUEM TIepUPEPUUCCKUX aleTUWICAIALIIOBON KUCIOTON
aptepuii (311A)

* TlareHThl, TOJTyYHUBIIHE 10 MEHBIIIEH Mepe OJIHY 703y pUBapoKcabaHa.

** U3 nccnenosannss VOYAGER PAD.

HaI/I6OHCe JaCTO PETUCTPUPYCMBIMHU HCKCIIATCIIbHBIMHU PCAKIUAMU Yy MAOKWCHTOB, ITOJYYaBIIUX
puBapokcabaH, ObLUTH KPOBOTEUEHHUS (CM. HIKE Topa3aen «Onucanue OTAeIbHBIX HeXelaTeIbHbIX
peakiuiiy, cM. pa3aen 4.4.) (Tabnuna 3). Haunbosiee yacTo perucTpupoBaikch TaKUE KPOBOTEUCHUS,
Kak HOCOBO€ KpoBoTeueHue (4,5 %) u )enya0uHO-KuIleuHoe KpoBoTeueHue (3,8 %).

Tabnuma 3. YacToTa BOSHUKHOBEHMSI KDOBOTEUEHUIM ™ 1 aHEMMH y TAIIMEHTOB, [10JIy4aBIIUX JIEUECHUE
puBapokcabaHOM B 3aBEpILEHHBIX KIMHUYECKUX uccienoBanusx Il ¢a3el ¢ yuactuem B3poCbIX U

NEeANaTPUICCKUX MalCHTOB

IToxa3zanmue

JIr0oe KpoBoTEUEHUE

AHeMus

[MpodunakTrka BEHO3HOH TPOMOOIMOOTUH
(BTD) y B3pOCHBIX MAIMEHTOB, IEPEHECIITNX
IUTAaHOBYIO OTIEPALHIO IO 3aMEHe
Ta300€PEHHOT0 WX KOJIEHHOI'O CyCTaBa

6,8 % manuesToB

5,9 % manueHToB

[MpodunakTrka BEHO3HOH TPOMOOIMOOIUH
y HaIMEHTOB, FOCITUTATH3UPOBAHHBIX C
OCTPBIM MEAUIIMHCKUM COCTOSTHUEM

12,6 % manuesToB

2,1 % mauueHToB

Jleuenne TI'B, TOJIA u npodunakTuka
pELUANBOB

23 % mauueHToB

1,6 % manueHToB

Jleuenne BTD u npodunakTuka pequIuBoB
BT3 y 10HOLIEHHBIX HOBOPOXKIEHHBIX U
nereli B Bozpacre < 18 net nmocie
HayaJbHOW CTaHJIapTHOM
AHTHKOAryJSTHTHOW Tepanuu

39,5 % manuenToB

4.6 % manueHToB

[TpodunakTuka HHCYJIBTa U CHCTEMHOM
TPOMOOIMOOINH y TTAITUEHTOB C
buOpHILIIel TpeIcep il HeKJIATaHHOTO
TTPOUCXOXKICHUS

28 ua 100 maumeHTO-JIET

2,5 na 100 mamueHTO-1€eT

IIpodunakTuka aTepoTpOMOOTUIECKIX
coObITHil y naruentoB nocie OKC

22 na 100 mamueHTo-1eT

1,4 na 100 nanuenTo-ieT

[Ipodunaktika aTepoTpoMOOTHIECKUX
coObrtuii y narerToB ¢ UbC wmu 3[1A

6,7 na 100 maruenTo-I€eT

0,15 ma 100 marmenTo-mer™*

8,38 ma 100 manmenTo-
net”

0,74 ua 100 nanuenTo-net ****

* Bo Bcex KIMHMYECKHX HCCIEJOBAHUAX PUBapoOKcabaHa BCE CIydad KPOBOTEUEHHUS COOMPAIOTCS, PETUCTPUPYIOTCS U

OICHUBAKOTCA.

** B uccnemoBannun COMPASS gactoTa BcTpedaeMOCTH aHEMUH HU3Kas, MOCKOJIbKY TPUMEHSIICS BEIOOPOUIHBIHN IMTOIX0T

K C60py JAaHHBIX 110 HCXKCJIATCIIbHBIM SBJICHHUAM.

*** [Ipu cOOpe TaHHBIX O HEXENATEIbHBIX SBICHUAX MPUMEHSIICS BRIOOPOYHBIN TTOIXO.

# 13 nccaenosanns VOYAGER PAD.
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TabanyHOE pe3roMe HEKENATENbHbBIX PEAKIINAI

YacroTra BCTPEUaeMOCTH HEXKETATSIbHBIX PEAKIIHil, 3apETHCTPHPOBAHHBIX Y JACTEH U B3POCIIBIX [IPU
NpUMEHEHHH pHUBapokcabaHa, mpuBencHa B TaOnmuie 4 HUXKE C pasleieHHEM IO CHCTEMHO-
opranubM kinaccam (MedDRA) u mo yacrore. YacToTa BCTpeYaeMOCTH ONPENENIIeTCsl KaK: OYCHb
gacto (> 1/10), wacro (> 1/100, ro < 1/10), Hewacto (> 1/1000, ro < 1/100), peaxo (ot > 1/10 000 no
< 1/1000), ouens peako (< 1/10 000), gyacTora Hew3BecTHA (HAa OCHOBAHMU HMECIOIIUXCS JaHHBIX
OLICHUTh HEBO3MOXKHO).

Tabmuna 4. Bce HexenaTelbHblE pPEaklMM, 3apEerMCTPUPOBAHHBIE Yy B3pOCIBIX IALUEHTOB B
KIMHUYeckux uccnenoBanusx 111 ¢as3sl wim B Xoae NoCcTperucTpallioOHHOTO MPUMEHEHUS*, a TaKKe
y MeANaTPUUYECKUX NAlMeHTOB B ABYyX uccienoBanusx Il ¢as3sl u nByx uccnenoanusx 11 ¢azer

Yacro Heuacro Penxo Ouenb penko Yacrora
HEeH3BeCTHa

HapymeHnust co cTOpoHbI KPOBU M JIMM(PATHYECKOH CHCTEMbI

AHeMus (BKITIOYast TpombonuTo3 (BKIFOUAs
COOTBETCTBYIOIINE MOBBIIICHHE
nabopaTtopHbie KOJIMYECTBA
MOKa3aTesn) TpOMOOLUTOB)*,
TPOMOOIMTONICHUS
Hapyuienus co cTOpOHbBI HMMYHHOI CHCTEMBI

Annepruueckas AnadunakTHIecKue
peakuus, peakuuu, BKIKYast
aJuIepru4ecKui aHa(UIaKTHIECKUH
JIEPMATUT, LI0K
AHT'MOHEBPOTUYECKUI
OTEK U aJUIEPIUYECKUN
OTEK

Hapymemm CO CTOPOHBI HepB]—[Ofl CUCTEMBI

I'onoBokpyskeHnue, BryTtpumosrosoe u

roJioBHast 601b BHYTPUYEPEIIHOE
KPOBOM3JIUSHUE,
00MOpOK

HapyeHusi co CTOpOHBI Oprana 3peHusi

KpoBousnusuue B ria3
(BKITIOUAst KPOBOUBIIHMSTHHE
B KOHBIOHKTHBY)
HapymeHus co cTOpOHBI cepana

| Taxuxapaus

HapyuieHust co CTOPOHBI COCY/IOB

CHmkeHne
apTepUaNbHOTO JaBIICHUS,
reMaToMa

HapyueHust ¢o CTOPOHBI IBIXaTeJIbHOI CUCTEMbl, OPraHOB I'PYAHON KJIETKH U CPeI0CTEeHUsI

Hocosoe kpoBoTteuenue, Do3uHOpMIBHAS
KPOBOXAapKaHbLE ITHCBMOHMUA
HapyumeHus co CTOPOHBI eTyA0YHO-KHIIEYHOT0 TPaKTa

KposoTtounBocts necer, | CyxocTs Bo pTy
KETyJOYHO-KHUIIICUHOE
KpOBOTEUEeHHE (BKIIIOUAS
peKTaIbHOe
KpOBOTEUEHWME), O0IH B
00J1aCTH JKeIryJOUHO-
KUILEYHOTO TPAKTa U B
JKUBOTE, JUCIICTICHS,
TOLIHOTA, 3a10p?, uapes,
peota’
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 02.04 2026 N= 67t
e
Yacrto Heuacro Peaxo U -"-Orerspeko— | ~Yacrora -
HEH3BeCTHA
HapyueHusi co CTOPOHBI IeYeHHU U JKeT4eBbIBOASIINX MYyTeil
IToBrimenne aktuBHOCTH | Hapymenune pynkmmm | XKenryxa,
TpaHCaMHUHA3 TICYCHN, MTOBBIIICHUE MOBBIIICHHE
KOHIICHTPAIN KOHLICHTPAINH
OounmpyOuHa, KOHBIOTHPOBAHHOTO
MOBBILICHUE OounmpyOuna (mpu
AKTUBHOCTH IIEJIOYHON | CONMYTCTBYIOIIEM
¢docdarasbl kpoBu*, MOBBIIICHUH
MIOBLIIIEHUE akTuBHOCTH AJIT
aktuBHOCTH I TTA unu 6e3 Hero),
XOJIECTa3, TeTaTUT
(BKITIOUAs
TenaToNEIUTIOIIPHOE
TTOBPEIKIICHNE)
HapymeHust co cTOpOHBI KOKH U NOJAKOKHbIX TKaHel
KosxHsrit 3yx (BKiIFOUast KpanuBHuua Cungpom
HEYacThIe CITydau CruBeHca-
TeHEPAIN30BAHHOTO JxoHcona /
3yza), KOXHas CHIIb, TOKCHYECKHUH
9KXHMMO3, KOXKHBIC U SMHAECPMAaTbHBIN
MMOIKOKHBIE Hekponu3, DRESS-
KPOBOM3JIHSHUS CHHJIPOM
Hapyumenus co cTOpOHBI MbIIIEYHOM, KOCTHON U COeIMHUTEIBHON TKAHM
Boib B KOHEYHOCTAX" T'emaptpo3s KpoBouznusinue B Komnaprment-
MBILIILY CHUHJIPOM KaK
CIIeJICTBHE
KPOBOTECUYCHHUS
HapyumeHus co cTOpOHBI OYeK M MOYEeBbLIBOAAIIMX MyTeil
KpoBoTeuenne u3 Iloueunas
YPOTEHHUTAIBHOTO TPAKTa HEI0CTaTOYHOCTH/
(BKJTIOUAs reMaTypHIO U ocTpast moYeyHas
MeHopparuio®), HEJI0CTATOYHOCTh
HapyueHue GyHKIUN KAaK CJIEJICTBUE
MoYeK (BKJIFOYAs KpOBOTEUEHMUS,
TIOBBIICHHE JIOCTaTOYHOTO
KOHIEHTPAIIN JUISL TOTO, YTOOBI
KpeaTHHHHA B KPOBH, BBI3BATh
TIOBBIICHHE runonepdysuio;
KOHLEHTPAI[MA MOYEBUHEI Hedponarus,
KpOBH) ACCOLMUPOBAHHAS
C TIPHEMOM
AQHTHKOATYJISTHTOB
OO0mue HapyIIeHHUs M PeaKuM B MecTe BBeeHUsI
Jluxopajka®, Yxynmenue o01ero JlokanbHslii oTeK”
nepugepruIecKnii OTeK, CaMOYyBCTBHS
CHW)XEHHE 001Ieit (BKITIO9AsT
(hM3MIECKOi CHITBI B HEeIOMOTaHHe)
SHEPTUH (BKITIOYAs
C1ab0CTh U ACTEHHIO)
JlaGopaTopHble M MHCTPYMeHTAAbHbIE TaHHbIE
IToBblIEHNE
axtuBHOCTH JIJITA,
MOBBIIICHHE
AKTUBHOCTH JIMIIA36I?,
MOBBILICHHE
AKTMBHOCTH aMUJIA3bI"
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COOTBETCTEYET 3KCNEPTHOMY OTUETY
ot 02.04 2026 N2 6763
Yacro Heuacro Penxo s ":(_I)LFeh'L'_ . ""H%EKEEH H ':'I{Ia-i;fb:ljz:t: u7]

HCHU3BECCTHA

TpaBMbl, HHTOKCHKALIMH M OCJI0KHEHHUS MpoLeayp

KpoBoTteuenue mocine Cocynucras
nponenyp (BKIoUast TnceBoaneBpu3Ma’
HOCTICONIePAlHOHHY IO

AQHEMUIO U KPOBOTEUYEHHE
U3 paHsbl), yiuo,
BBIJICJICHUE CEKpeTa M3
panbr®

A: nabmonanuce npu npoduiaktuke BTD y B3pocnbIX MalMeHTOB, MEPEHECIINX IUIAHOBYIO ONEPALUI0 MO 3aMEHe
Ta300eJPEHHOTO WU KOJICHHOTO CYCTaBa;

B: nabmopnanuce npu neuennu TI'B, TOJIA n npodunakTike peliuANBOB Kak OYEHb YacThle Y KECHIINH MOJIoXe 55 Jer;

C: HaGIIOaMNCh KaK HeyacThle B paMKax MPOQUIAKTHKH aTepoTpOMOOTHUECKHX COOBITHI v manneHToB mocie OKC
(mocie UKB).

* HpI/IMeHﬂHCﬂ npeaABapruTCIILHO SaZ[aHHLIfI BLI60pO‘IHLII7[ IoaxoJ K C60py JAaHHBIX IIO0 HCXCJIATCIbHBIM SABJICHUSAM B
OTACIBHBIX HCCIICJOBAHHUAX 111 (1)2131)1. Ha ocHoBanuu anammnza JaHHBIX 3THX I/ICCJ'Ie,E[OBaHI/Iﬁ HaCToTa HCXKCIIAaTCIbHBIX
peaKHI/Iﬁ HC MMOBBICUJIACHh 1 HOBBIX HCIKCIATCIIbHBIX JICKAPCTBCHHBIX peaKHI/Iﬁ I/I,I[GHTI/I(bI/ILlI/IpOBaHO He OBLIO.

Onucanue OTACIBHBIX HCXCIIATCIbHBIX DCaKHI/Iﬁ

VYuurtbeiBas GpapMakoIOrHUeCKHii MEXaHU3M JeHCTBHs, TPUMEHEHUE npenapata PuBakcopen Moxer
COMPOBOXKIATHCS MOBBIIICHHBIM PUCKOM CKPBITOTO WJIM SBHOTO KPOBOTEUCHHMS U3 JIFOOBIX TKaHEH U
OpraHoB, KOTOPO€ MOET MPUBOIAUTH K MOCTreMopparnueckol aHeMuu. lIpu3Haku, CUMITOMBI U
CTCTICHb TSDKECTH (BKITFOUAs JICTAIBHBIN UCX0/) OyIyT BAphbHPOBATh B 3aBUCUMOCTH OT JIOKATU3AIIHH,
WHTEHCUBHOCTH WJIM MPOJODKUTEIFHOCTH KPOBOTEUEHUS W/UIM aHeMuu (cM. . «Jleyenue
KpoBoTeueHHit» pasaena 4.9.). B KIMHUYECKMX HMCCIACIOBAHUAX KPOBOTCUCHUS H3 CIM3UCTHIX
000J104eK (a IMEHHO: KPOBOTEUEHHE U3 HOCA, JIECEH, JKETYI0OYHO-KHIIICYHOTO TPAKTa, MOYEIIOIOBOM
CUCTEMBI, BKJIIOYAsi aHOMAJIbHOE BAarMHAJbHOE WJIM YCHWJICHHOE€ MEHCTPYaJIbHOE KPOBOTEUYCHHE) U
aHeMusl HaOJI0IaTKMCh Yallle MPH JUTUTETHHOM JISYeHUH pUBapOKcabaHOM MO CPaBHEHUIO C JICUEHUEM
ABK. TakuMm 06pa3om, B IOTIOJTHEHHUE K HAJIEKAIIEMY KIIMHUYECKOMY HaOJII0/IEHHUIO, JTa00OpaTopHOE
UCCIIEIOBAaHHE TEeMOTJIO00MHA/TEeMAaTOKPUTA MOXKET OBITh 3HAUYMMBIM JJISi BBISBICHHS CKPBITHIX
KPOBOTEUEHUN M KOJWYECTBEHHOM OLIEHKH KIMHUYECKOW 3HAYUMOCTH SIBHBIX KPOBOTECUEHHI B
cllydasx, KOrja NpuUMeHUMO. PHCK pa3BUTHS KpPOBOTEUEHHIH MOXET OBITh MOBBIINIEHHBIM Y
OTIpENICJICHHBIX TPYII TMAIMeHTOB, HAMpPUMEpP Yy TAIMEHTOB C TSDKEIONM HEKOHTPOJIUPYEeMOn
apTepHalbHOM rUNepTeH3uel 1/Iiu P COBMECTHOM MPUMEHEHHH C MpenapaTaMu, BIUSIOIUMHU Ha
remoctas (cMm. 1. «Puck kpoBoTeueHus» pazzaena 4.4.). MeHnctpyaabHOE KPOBOTECUCHHE MOXKET OBIThH
0os1ee OOUITBEHBIM U/WUITH TPOJIOJKUTEIBHBIM.

I'emopparnueckue OCIIOXKHEHHS MOTYT TpOSIBIATHCS B BUAe  cinabocTv,  OleIHOCTH,
TOJIOBOKPY’KEHUS, TOJIOBHON 0OJIM MIIM HEOOBSICHUMBIX OTEKOB, OJIBIIIKH UM HEOOBSICHUMOTO LIOKA.
B HeKoTOpBIX cilyyasix BCIEACTBUE aHEMHH HAOJI0JaINCh CUMIITOMBI HIIIEMUH MUOKap/ia, TaKKe Kak
00J1b B TPYIH UM CTEHOKAPIUSI.

[Ipn mpumeHeHnn puBapokcabaHa PErHCTPUPOBAIUCH TAKHE M3BECTHBIC OCIOKHEHUS, BTOPHUYHBIE
M0 OTHOIICHHIO K TSDKENBIM KPOBOTEUEHHUSM, KaK CHHAPOM TMOBBIIIEHHOTO CYyO(haciuaibHOro
JaBieHus (KOMIApPTMEHT-CUHIPOM) U MMOYEYHAs] HeJIOCTAaTOYHOCTh BCIICJCTBHUE THIONEPDY3UH UITH
HedpornaTus, aCCOIMUPOBAHHAS C TPUEMOM aHTUKOATYJISTHTOB. TakuM 00pa3oM, ciaelyeT yUuThIBaTh
BO3MOXXHOCTh KPOBOTEUEHHUSI MPH OIEHKE COCTOSHMS JIO0Oro MalueHTa, MOJIy4arollero
AHTHUKOATyJISTHTBI.

19



COOTBETCTBYET ZKCNEPTHOMY OTUETY
P

ot 02.04.2026 N= 6763

(MOCNEQOBATENEHOCTE 0007)

CTH

Jlewenue BTO u npoghunakmura peyuousog BTO

Onenka 0€30MacHOCTH y JeTei U MOAPOCTKOB OCHOBaHA Ha JaHHBIX MO 0€30MacHOCTU OTKPBITHIX
MCCIIEIOBAaHMH C aKTHBHBIM KOHTpoJieM (1Byx uccnenoBanuii I ¢hazer u onnoro 111 ¢assr) ¢ yuactuem
neTeil B Bo3pacte OT poxkaeHus 1m0 < 18 mer. JlanHple 1o Oe30macHOCTH OBUTM B IIEJIOM
COIOCTaBUMBIMU JJISI pPHUBapoOKcadaHa U MperapaTa CpaBHEHUS B Pa3IMYHBIX BO3PACTHBIX TPYIIIAX
neteit. B nienom npoduine 6e3omacHocTr y 412 AeTei U MOAPOCTKOB, MOJIYYaBIIMX PUBApOKCadaH,
ObLT aHATOTHYEH POdUITI0 6€30MacCHOCTH, HAOII0JAEMOMY BO B3POCIION TOIMYIISIIUU, U COXPAHSIIICS
B Pa3HBIX BO3PACTHBIX IPYINax, XOTs OLEHKA OrpaHUYeHa HEOOIbIINM KOJTMYECTBOM MMAIlMEHTOB.

I'onoBuas 6016 (oueHb yacto, 16,7 %), muxopaaka (oueHs yacto, 11,7 %), HOCOBOE KPOBOTECUCHHE
(ouenp uacro, 11,2 %), pBota (ouenb uacro, 10,7 %), Taxukapaus (gacto, 1,5 %), TOBBIINICHHE
KOHLEHTpauuu Ownnpybuna (yacto, 1,5 %) u moBblllIeHME KOHUEHTPALMU KOHBIOIMPOBAHHOIO
ounupyouna (penko, 0,7 %) perucTpupoBaIuCh y NEAMATPUUYECKUX MAIMEHTOB dYalle, 4eM Yy
B3pocabix. Kak 1 BO B3pocCiol momyssiiiuu, MeHopparusi Habmroaanace y 6,6 % (d4acto) aeBodek-
MMOAPOCTKOB ITOCIIe MeHapxe. TpomOonuToneHus, HabtoaemMasi B paMKax MOCTPETruCTPaIiOHHOTO
MOHHUTOPHHTA BO B3pPOCIION MOMYJISAINN, B KIMHUYCCKUX HCCICAOBAHUAX CPEIAM TEAHATPUICCKON
MOMyYJSIIUK HaOmo1anach 4acto (4,6 %). HexenarenpHble IeKapcTBEHHBIC peaKIMK y AeTel ObUIH B
OCHOBHOM OT JIETKOM O YMEPEHHOM CTEIEHU TAKECTH.

COO6H.I€HI/IG O ITOJ03PCBACMBIX HCKCIATCIbHBIX PCAKIINAX

BaxHo coo0maTs O NOJO3PEBAaCMbIX HEKEJIATEIBHBIX PEAKUMAX IOCIE€  PErucTpaluu
JIEKapCTBEHHOI'0 Ipernapara ¢ LeJbl0 00eCHeueHUs] HeNpPepbIBHOIO MOHMTOPUHIA COOTHOLIEHMS
«IoJb3a — PHUCK» JIEKQpCTBEHHOro Ipernapara. MeIUIUMHCKUM paOOTHUKAM pPEKOMEHIYETCs
co00MIaTh O JIOOBIX MM0I03PEBAEMBIX HEKENATENBbHBIX PEaKIMIX JEKapCTBEHHOTO IpenapaTa yepes
HalTMOHAJIbHBIE CHUCTEMBbI COO6HI€HI/I$I 0 HCXKCIIATCIIBHBIX pPEaKOHAX TOCYyHdapCTB — YJIICHOB
EBpasniickoro 5kOHOMHUYECKOr0 COI03a.

Poccuiickas @enepanus

®denepanpHas cayx0a o Haa3opy B cdepe 3apaBooxpaneHus (PoczapaBuaazop)
Anpec: 109012, r. MockBa, CnaBsiHcKast muionanis, 1. 4, ctp. 1.

Tenedon: +7 800 550-99-03

OnextpoHHas noura: pharm@roszdravnadzor.gov.ru

CaiitT B mHGOPMAIIMOHHO-TETIEKOMMYHUKAIIMOHHOM ceTH «HTepHeT»!
https://www.roszdravnadzor.gov.ru

PecnyOnuka bexapyce

VII «lleHTp 3KCnepTu3 U UCHBITAHUI B 3IpaBOOXPAHEHUN»

Anpec: 220037, r. Munck, ToBapumieckuii nep., 2a

Tenedon: +375 17-242-00-29

OnexkTpoHHas noyra: repl@rceth.by

Caiit B mH(OpPMAIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTn «HTepueT»: https://www.rceth.by

4.9. Ilepeno3upoBka

CHUMIITOMBI

VY B3pOCIBIX OBUIM 3apETUCTPUPOBAHBI PEIKKE CITydau TepeI03UPOBKU MIPU IpUeMe puBapokcabaHa
B 03¢ 10 1960 mr. B cnyuae mepemno3upoBKM HEOOXOAMMO TIIATENLHO HAOMIONAThH MAlMEHTa Ha
NpeaMeT pa3BUTHs KPOBOTCUCHHWH WIIM JPYTUX HEXKEJIaTelNbHBIX peakuuii (cM. m. «Jleuenue
KpOBOTeUeHHMI» pasnena 4.9.). B ¢Bs3u ¢ orpaHMYCHHBIM BCaChIBAHUEM OKUAaeTCsl (POPMHUPOBAHKE
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ma3Me KpPOBH TMPH TNPUMEHEHWH [103, TPEBBINIAIOIINX TeparneBTHUYecKne, paBHBIX S50 mMr
puBapokcabaHa UM BBIIIE Y B3POCIIBIX.

Jleuenue

JInst  B3pOCHBIX CYIIECTBYET CHEeNU(PUYSCKUNA aHTUAOT (aHACKcaHeT anbda), OIOKUPYIOIIHMA
dapmakonuHamuueckuii 3¢ ekt puBapokcadbaHa.

B cnyuae mepeno3upoBku puBapokcaOaHa Al CHMD)KEHUS BCAChIBAaHUS MOJXKET IPUMEHSThCA
AKTUBUPOBAHHBINA YT OJIb.

Jleuenue kposomeuenuti

Ecnu y manuenTa, moiy4aromero puBapokcadaH, BOHUKIO OCJIOXKHEHHE B BHJIE KPOBOTECUCHHS,
CIICAYIONIMNA TPUEM pPUBapOKcabaHa CIENyeT OTIOXKHUTh WM, TPU HEOOXOJAUMOCTH, OTMCHUTH
neuenue. Ilepuon momyBbIBeZIeHHS pUBAapOKca0aHa y B3POCIBIX COCTABISIET MPHOIM3UTENBHO S5—
13 yacoB. JledeHne NOKHO OBITh MHIWUBHIYAJIbHBIM B 3aBUCHMOCTU OT TSDKECTH M JIOKATU3AIUH
KpoBoTeueHHs. [Ipr HEOOXOAMMOCTH MOKHO MPUMEHSTh COOTBETCTBYIOIIEE CHMIITOMATHYECKOE
JIeUeHWe, TaKoe KakK MEXaHW4YecKas KoMIpeccus (HampuMmep, TMpH  TSDKEIBIX  HOCOBBIX
KPOBOTCUCHHSIX ), XUPYPTHUCSCKHIA TEMOCTA3 C MPOIEeypaMu KOHTPOJIS KPOBOTCUCHHSI, MH(PY3HOHHAS
Tepanusi ¥ TeMOJAMHAMUYECKasi TOJJICPKKA, MPUMEHEHUE IpernapaToB KPOBU (IPUTPOLUTAPHOU
MacChl HJIM CBEXKE3aMOPOKCHHOH IUTa3Mbl, B 3aBUCHMOCTH OT TOT'O, BO3HHKJIA QHEMHS WU
KOaryJjomnaTus) Uiy TpOMOOITUTOB.

Ecnu nepeuncienHbie BIIIE MEPOTIPUITHS HE IPUBOMAST K YCTPAHEHHUIO KPOBOTEUEHHU S, MOXKET OBIThH
Ha3HA4YeH CHeruUYSCKU aHTHAOT WHTHOMTOpa (dakTopa Xa (aHIaekcaHeT anbda), KOTOPBIHA
onokupyer  (papmakoamHamudeckuii  3¢pdext  puBapokcabana, WM  crnenupUUECKUE
MPOKOATYJISIHTHBIE TIpernapaThl, HAIPUMEDP KOHIIEHTPAT IPOTPOMOMHOBOTO KOMITJIEKCA, KOHIIEHTPAT
AKTHMBUPOBAHHOTO TPOTPOMOMHOBOIO KOMIUIEKCA WM pekoMOMHaHTHbIA ¢aktop VIla (r-FVI1a).
OpnHako B HacTosIIee BpeMs OIBIT MPUMEHEHHUS TaHHBIX JIEKAPCTBEHHBIX MPEMapaToB y B3POCIBIX,
MOJIyYarolluX pHUBapokcadaH, BecbMa orpaHuyeH. JlaHHbIE PEKOMEHJAlMK TaKKe OCHOBAaHbI Ha
OTPaHUYEHHBIX HEKIMHUYECKUX JaHHBIX. BO3MOXHOCTH MOBTOPHOTO BBEACHHS PEKOMOMHAHTHOTO
¢dakTopa Vlla u TuTpoBaHue 10361 CIEAYET pACCMAaTPUBATh B 3aBUCUMOCTHU OT CHIDKEHUSI aKTUBHOCTH
KpOBOTEeUeHHsI. B 3aBUCMMOCTM OT MECTHOM JOCTYIHOCTH B cllyyae OOJBIIOTO KPOBOTEUYEHHUS

CIIEIyeT PacCMOTPETh BO3MOKHOCTh KOHCYJBTAI[MHM CO CIELUAIMCTOM 10 KOAryJsiuu (CM. pa3zaen
5.1).

[Ipennonaraercs, 4ro mnporamuHa cynbpar u BuUTaMUH K He OKa3plBalOT BIMSHHUS Ha
AHTHUKOATyJSHTHYIO aKTUBHOCTh pHUBapokcabaHa. lmeercss orpaHMYeHHBIH OMNBIT NPUMEHEHUS
TPaHEKCaMOBOW KHCJIOTHI U OTCYTCTBYET OIIBIT NPUMEHEHHs] aMHUHOKAIPOHOBOW KHCIOTHI H
arnpoOTUHUHA Y B3POCIBIX, MOIyYaloUMX puBapokcaban. Hayunoe o6ocHOBaHUE 11€51€CO00pa3HOCTH
WIM ONBIT MPUMEHEHUs CUCTEMHOI'0 T€MOCTaTUYECKOro IMpenapara JAECMONPECCUH y MAaI[MeHTOB,
MOJTyYaloIUX pPUBApPOKCAbaH, OTCYTCTBYET. YUHTHIBasi MHTEHCUBHOE CBSA3BIBAaHHE C OelKaMu
IJIa3MBbl, O’KUJAETCS, YTO pUBapoKcabaH He OyAeT BHIBOJAUTHCS MIPH MIPOBEICHUH IHATHN3a.

CTH

JlaHHble y gerel orpaHuyeHbl. JlaHHBIE O J03aX, MPEBBIMIAIONIAX TEPANEBTHUUYECKUE, y IETEH
OTCYTCTBYIOT.

Creuunduyeckuit aHTUAOT (aHIeKkcaHeT anbda), Onokupyoomuid papmakoguHamMuueckui 3ddext
puBapokcalaHa, He pa3pelleH K IPUMEHEHHIO Y JIETEH.

Jleuenue kposomeuenuti

HCpI/IO,Z[ MOJIYBBIBCACHUA Y I[eTefI, CHpOI‘HO?)I/IpOBaHHBIﬁ C INOMOLIBIO MOMYJIAIHOHHOI'O
(bapMaKOKHHETHYECKOTO MOETHUPOBAHHUS, KOPOUE, YeEM Y B3pOCIBIX (CM. pa3zaen 5.2.).
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OmnbIT NpUMEHEHHS CHEIU(UUECKUX MPOKOATYISTHTHBIX nbgrrapajmi;L (Ha p, KOH'ueHTpaT

MPOTPOMOMHOBOTO KOMIUIEKCA, KOHIIEHTPAT aKTUBHPOBAHHOTO MPOTPOMOMHOBOTO KOMILIEKCA WIIH
pexomOuHanTHBIN (haktop VIla (r-FVIla)) y nereit, moyyarommx puBapokcadbaH, BeCbMa OrpaHHUCH.

OTcyTcTBYeT ONBIT NPUMEHEHHs NMpOTaMHHA cyib(aTa, BUTaMHUHa K, TpaHekcaMOBOH KHCIIOTHI,
aMMHOKAIIPOHOBOM KHMCJIOTHI M allpOTHHMHA Y JI€TEH, OJyyarolnuX puBapokcadaH.

®APMAKOJIOTTYECKHE CBOMCTBA

5.1. ®apmakoguHAMHYECKHE CBOIICTBA

dapMakoTepareBTUYeCcKas TPyIa: aHTUTPOMOOTHYECKHE CPEJICTBA; MPSIMbIE HHTUOUTOPHI (haKTopa
Xa.

Kox ATX: BO1AFO1.

MexaHu3M AelCTBUS

PuBapokcabaH — BBICOKOCEJICKTHBHBIA MPsAMOW MHTrHOUTOp (pakTopa Xa, 0OJagaroNIHii BBICOKOM
OMOJOCTYIHOCTBIO MpU TpueMe BHYTph. MHrubupoBanue dakropa Xa HapymiaeT BHYTPEHHUU U
BHEITHUH ITyTH KOATyJSIIMOHHOTO KacKaaa, MHTHOupys oOpa3oBaHue TPOMOWHA M (OPMUPOBAHUE
TpoMOa. PuBapokcaban He uHrHOUpyeT TpoMOuH (akTuBUpoBaHHBI dakrop II), a Takxke He
MIPOJIEMOHCTPHPOBAT BIUSHUS HA TPOMOOIIUTEI.

dapmarkonmaamuueckue 3O GEKTHI

VY yenoBeka HaOIIOAAETCS 10303aBUCUMOE HHTHOMPOBaHNE akTUBHOCTH (hakTopa Xa. PuBapokcaban
OKa3bIBaeT J/10303aBUCHMOE BIIMSHUE Ha MPOTPOMOMHOBOE BpEMsl M XOPOIIO KOPPETUpyeT ¢
KOHIIeHTpanusamMu B miaazme (r =0,98), ecau s aHamusa ucnonb3yercs Habop Neoplastin. [Tpu
UCMOJb30BAHUU JPYIMX PEAKTUBOB pe3ylbTaThl OyAyT omimyarbesd. IIpoTpomOuMHOBOE Bpems
ClIlelyeT HU3MepATh B ceKyHAaX, nockoibky MHO oTkanuOpoBaHO M BalMIMPOBAHO TOJBKO MJIS
MIPOU3BOIHBIX KyMaprHa U HE MOXKET MPUMEHSThCS AJIS IPYTUX aHTUKOATyJISTHTOB.

VY nanueHToB, noiay4aromux puBapokcadan st teueHust TI'B u TOJIA u npoguinakTuku penuinBoB
TI'B u TOJIA, 5/95-i npouenTwin s nporpoMObuHoBoro Bpemenu (Neoplastin) yepe3 2—4 gaca
rocJie npuemMa TabyneTk (T. €. Ha MakcuMyMme 3¢ ¢dekta) BapbupyroT oT 17 10 32 cekyHa pH pueme
15 mr puBapokcabaHa J1Ba pa3a B eHb 1 0T 15 10 30 cexyna npu npueme 20 Mr puBapokcabaHa 0JIuH
pa3 B 1eHb. B mpomexytke depe3 8—16 wacoB mocie mpuema TaOmeTKH 5/95-W MmpomeHTHIH
BapbUpYIOT OT 14 10 24 cexyna npu npueme 15 mr nBa pasa B JeHb U yepe3 18—30 wacoB mocie
nprema tadsietku — ot 13 1o 20 cexynn npu npueme 20 MT OMH pa3 B JICHb.

VY mnaumeHtoB ¢ QuOpwIAnMed mnpeAcepAnit HEKJIANaHHOTO IPOUCXOXKICHUS, MPUHHUMAOLINX
puBapokcabaH i NPOoPHUIAKTUKHN HHCYJIbTAa U CUCTEMHOM TpoMOoaMbonuu, 5/95-i mpoueHTHIN 11
nporpomOuHoBoro BpemeHu (Neoplastin) uepes 1-4 yaca mocie npuema TabineTku (T.e€. Ha
Makcumyme ¢ dexTta) BapbupyIoT oT 14 1o 40 cexyH[ y manueHToB, npuHuMaromux 20 Mr ofuH pas
B JieHb, U OT 10 mo 50 cekyHJ] y HalMEeHTOB C HapylleHHEeM (YHKLUHU MOYEK CpPEeIHEH CTEereHH,
npuHUMArOIUX 15 Mr ouH pa3 B eHb. B mpomexyTtke depe3 16—36 gacoB mocie npruema TadieTku
5/95-ii mpouieHTHIIN BapbUPYIOT OT 12 10 26 CeKyH] y MalMeHTOB, MpuHUMaromux 20 Mr ouH pa3 B
JeHb, 1 OoT 12 10 26 cekyHJ y MAallMEHTOB C HapylleHHeM (YHKIMM MOYEeK CpPEJAHEH CTeleHH,
NPUHUMAIOIIUX 15 MT OJTUH pa3 B JI€Hb.

B  ximHWYeckoM  (apMakoJIOTHYECKOM  HWCCIICAOBAaHWHM  HM3MEHEHUs  (papMaKoIMHAMUKA
puBapokcabaHa y 3J0pOBBIX B3POCIBIX J00poBoNbLEB (N =22) ObUIO H3YYEHO BIUSHHUE
OJTHOKpAaTHBIX 7103 (50 ME/KT) NByX pa3IUyHbIX TUIIOB KOHIIEHTpaTa MPOTPOMOMHOBOTO KOMILJIEKCA:
3-¢pakropHoro (¢pakrops! II, IX u X) u 4-pakropuoro (dakropsr I, VII, IX u X). 3-hakropusiii
KOHIIEHTPAT NPOTPOMOMHOBOTO KOMITJIEKCA CHU3WII CPEHHUE 3HAYEHHSI TPOTPOMONHOBOTO BPEMEHH
(Neoplastin), npumepno Ha 1,0 cekynny B TeueHne 30 MHHYT 1O CpPaBHEHHIO CO CHMKCHHEM

22




COOTBETCTBYET 3KCMEPTHOMY OTY

RN T
1

L -—|.-.J-.
T'_'_ -—d—'-"l—- (R

nmpuMepHO Ha 3,5 CeKyH[bI, HaOIIOJaeMbIM TIPH 1 ’ICHOJIBS(J_)EIEIHFII/I '4:|xba'f<Top'Ho T(OHLrEHTpaTa

npoTpOMOMHOBOTO  KoMIuiekca. HampotuB, 3-(akTOpHBI KOHLIEHTPAT MHPOTPOMOMHOBOTO
KOMIIEKca oKa3asl 0oJiee BBIpaKEHHOE M ObICTpoe o0Iee BIMSHUE HAa 00paTHMOCTh M3MEHEHUI B
TeHEpaLuU YHIOTEHHOT0 TPOMOUHA, 4eM 4-(paKTOPHBIM KOHLEHTPAT IPOTPOMOMHOBOTO KOMILIEKCA
(cm. pasmen 4.9.).

Taxke puBapokcaban mozozaBucumo yBenuuuBaeT AUTB wu pesynerar HepTest; omnako 3tu
napamMeTpsl He PEKOMEHIYETCsl MCIIOJb30BaTh Ul OLICHKHM (papmMakoguHaMudeckoro sddexra
puBapokcabana. B mepuon neyeHus puBapokcabaHOM NPOBOJUTH MOHHMTOPUHI MapaMETPOB
CBEpPTHIBAHUS KPOBU B PyTUHHON KIIMHUYECKOMN MTpaKkTUKe He TpeOyercs. OIHaKO eciH 1J1s 3TOT0 €CTh
KIMHUYECKOe 00OCHOBaHME, KOHIEHTpAIMsS puBapoKcabaHa MOXET ObITh M3MepeHa MpU MOMOIIU
KaJIMOPOBaHHOTO KOJMYECTBEHHOIO TECTa aHTH-Xa aKTUBHOCTH (cM. pazaen 5.2.).

Kimmanueckas 3bdhekTUBHOCTS U 0€30I1aCHOCTD

Ilpopunaxmuxka uncyroma u cucmemHou mpomboIMboIUU Yy nayuenmos c @uopuirayuel
npeocepouti HeKIanaHHo20 NPOUCXOHCOEHUS.

[IporpaMMa KIMHUYECKUX HCCIIENOBaHUI puBapokcabaHa Obuta paszpaboTaHa A TOTO, YTOOBI
mokasark 3P(EKTUBHOCTh pUBApOKCcabaHa B OTHOIICHWUH MPOGUIAKTHKU WHCYJIBTa U CHCTEMHOMN
TpOMOO03MOOINY y TAIIUEHTOB ¢ GUOPWILIALIMEH Tpeacep Uil HEKIAaHHOTO MPOUCX 0K ICHUSI.

B 6azoBom pgBoitHom cnenom wuccienqoBanuu ROCKET AF 14 264 namuenta ObUin
panaomusupoBanbl Ha pueM 20 Mr puBapokcabaHa oJuH pa3 B AeHb (15 Mr onuH pa3 B A€Hb i
MAIUEHTOB C KIUpeHcoM KpeatuHuHa 30—49 Mur/MUH) WM Ha mpueM BapdapuHa, 103y KOTOPOTO
TUTPOBAJU 10 JOCTIOKEHUs 1eneBoro 3HaueHuss MHO 2,5 (TepaneBtuyeckuil auanas3oH ot 2,0 10
3,0). Mennana AIMTENBHOCTH JiedueHUs cocTaBmia 19 mecsnes, a oOmmias NpoaODKUTEIBHOCTh
nedenus — 1o 41 mecsia.

34,9 % manWeHTOB IMONyYadd TEPAIHI0 aleTHICATHIIIOBOW kuciotond, 11,4 % — momydanu
Tepanuo aHTHAPUTMHUYECKUMU NpenapaTtaMu kiacca IIl, Bkirodyas amuonapos.

PuBapoxcabaH He ycTymnain BappapuHy 110 IEPBUYHON KOMOMHHUPOBAHHON KOHEUYHOM TOUKE MHCYJIbTA
U CHUCTEMHOH TpOMOOSMOONIMHU, HE CBSI3aHHOW ¢ IeHTpanpHOW HepBHOU cucremoit (LJHC).
B nmomynsiuy, TodydaBIIeld  JIeYEHHWE  COTVIACHO TPOTOKONY, WHCYJNBT WIM  CHUCTEMHAas
TpoMO0o3MOous mpousonud y 188 manueHTos, nomyyaBmux pusapokcadban (1,71 % B ron), u 'y
241 nanmenTa, npuHUMaBIHX BapdapuH (2,16 % B rox) (orHomenue puckos (OP) 0,79; 95 % U,
0,66-0,96; P < 0,001 myst runotessl «He ycrynaer»). Cpeau Bcex paHI0MU3UPOBAaHHBIX NAllMEHTOB,
MIPOAHATM3UPOBAHHBIX B COOTBETCTBHM C Ha3HaYeHHbIM BMemaTenbcTBOM (ITT), mepBuuHbIC
COOBITHSL TIPOM3OLLIM y 269 manueHToB, MOMydYaBHIMX puBapokcaban (2,12% B rom), u y
306 manmenToB, moydaBmmx Bapdapus (2,42 % B rox) (OP 0,88; 95 % /U, 0,74-1,03; P < 0,001
Ul TUMOTe3bl «He ycrynaer»; P =0,117 ang rumore3sl «IIpeBOCXOAMT»). Pe3ynbraTsl s
BTOPUYHBIX KOHEUHBIX TOYEK, POBEPEHHBIC B HEPAPXHUECKOM MOPSAKE B aHATN3€ B COOTBETCTBHU
C Ha3HAYEeHHBIM BMEIIAaTEIbCTBOM, TIOKa3aHbl B Tabmuie 5.

Cpenu nanueHnToB B rpynie Bapdapuna 3navenuss MHO HaxoIUIUCh B TEPANIEBTHISCKOM JHATIA30HE
(ot 2,0 o 3,0) B cpemHem 55 % Bpemenu (Meanana 58 %; MEKKBapTHIILHBIN quama3oH ot 43 mo 71).
Oddexr puBapokcabana He pasznuyaics Ha ypoBHe leHTpaidbHOro TTR (Bpems B amama3zoHe
nesnesoro MHO ot 2,0 1o 3,0) B kBapTuisix onuHakoBoro pasmepa (P = 0,74 st B3auMoaencTBus).
B mpenenax caMoro BBICOKOTO KBapTHJIA 10 OTHOIIEHHMIO K ILIEHTPY OTHouieHue puckoB (OP)
puBapokcabaHa 10 cpaBHEHUIO ¢ BapdapuHoM coctasisiio 0,74 (95 % 1AW, 0,491,12).

Yacrora BO3HMKHOBEHHS OCHOBHOW KOHEYHOM TOYKH 0€30MacHOCTH (OOJIBINHE W KIMHHYICCKH
3HaYMMble HeOONbIINEe KPOBOTEUEHHs) ObUIa CONOCTaBUMa B O0EMX Tpynmax JIeYCHHUs
(cm. Tabmury 6).

Tabmuua 5. Jlanusle mo mpodmito 3¢ddexruBHOCTH B KiIMHUYeCKOM ucciepoBanuu Il ¢dazbr
ROCKET AF
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Hccnenyeman ITT ananu3 3pPpekTUBHOCTIFYy HANHEHTOB CPUOpHILITHIe Ipeacepar
NOMyJIsILMA HEKJIAIAHHOTO NPOUCXO0KAeHUS
PuBapoxcadan 20 Mr oauH Bapdapun B 103e, OTHOLEH e
pa3 B Aensb (15 mr oqun pa3 THTPOBAHHOM MO HCKOB
B JIeHb VIl IALMEHTOB C nesqesomy ypopuro MHO (9% % JIN)
TepaneBTu4eckas 103a YMepeHHOI 0Ye4Hoil 2,5 (TepaneBTHYeCKHIA -3Haqe;ne recT
HeI0CTATOYHOCTHI0) auanasoH ot 2,0 g0 3,0) P na ’
YacToTa coObITHIA YacToTa coObITHIA IDEBOCXONCTEO
(100 mauuenTo-yeT) (100 mauuenTo-yeT) P "
WHcynbT 1 cucteMHast 269 306 0,88
TpoMO03MOOIHs, HE (0,74-1,03)
cBa3anHas ¢ [THC (2,12) (2,42) 0117
WHcynpt, cucteMHas
TpoMO03IMOOIHS, HE 57 509 0,94
ceszanHas ¢ [IHC, u (0,84-1,05)
CMEpTh BCIIEACTBHE (4,51) (4,81)
CepACYHO-COCYAUCTOTO 0,265
3a00JeBaHuUs
WHcynbT, cucteMHast 659 709 0,93
TPOMOOIMOOIIHISL, HE .
cpssammas ¢ LIHC, (5,24) (5,65) (0,83-1,03)
CMEPTh BCJICICTBUE 0,158
CepACYHO-COCYAUCTOTO
3a0oneBaHus M HHDAPKT
MHOKap/a
253 281 0,90
NHCcynbT (1,99) (2,22) (0,76-1,07)
0,221
CucremHuas 20 27 0,74
TPOMOOIMOOIHISL, HE .
cpssanmas ¢ LIHC (0,16) (0,21) (0,42-1,32)
0,308
130 142 0,91
Wudapkr Muokapaa (1,02) (1,1) (0,72-1,16)
0,464
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Ta6mmma 6. Jlanapie o npoduio 6€30MacCHOCTH B Kﬂ{HquCKM%;%%EﬁJPﬁﬁltﬂgﬁ R@éKET

AF

HMccaenyemas TanuenTsl ¢ GuOpUILIANKEN Npeacepanii HEKJIANIAHHOTO MPOUCXOKIEHUT®)
NonyJisiius
PuBapoxca6an 20 Mr oauH Bapdapun B 103e,
pa3 B 1eHb (15 Mr onquH pa3 B | THTPOBAHHOI 1O LEJIEBOMY OTHOMEHIE
JeHb JJIsl IAallUeHTOB C yposuaio MHO 2,5
TepaneBTnuyeckas . N . PHUCKOB
032 YMepeHHOii moYeqHOi (TepaneBTHYECKHIi (95 % JTH)
A HEeI0CTATOYHOCTHIO) auanasoH ot 2,0 g0 3,0)
. M p-3HaueHune
Yacrora codbITHIA YacroTa codbITHIl
(100 mauuenToO-J1€T) (100 mauuenToO-J1€T)
Bounbive U KIMHUYECKH 1475 1449 1,03
3HAYMMBbIC HEOOJbIINE (14,91) (14.52) (0,96-1,11)
KPOBOTEUYECHHUS ! ' 0,442
Bobiiimie 395 386 1,04
KpOBOTEUCHN (3,60) (3,45) (0,90-1,20)
0,576
CMepTh BCIIEACTBHE 27 55 (%,22—0 79)
% ’ ’
KPOBOTEUYCHHUS (0,24) (0,48) 0,003
KpoBoTeuenus u3 91 133 0,69
YKM3HEHHO BAYKHBIX (0,82) (1,18) (0,53-0,91)
oprasoB* ' ' 0,007
0,67
BryrprudepenHoe 55 84 (0,47-0,93)
kg 1 H
KPOBOM3ITUSTHHE (0,49) (0,74) 0,019
1,22
[lapenne ypoBHA 305 254 (1,03-1,44)
%k 1 )
reMorjao0uHa 2,77) (2,26) 0,019
[MepenuBanue ABYX WK 195
OoJee eTMHMIL 183 149 '
. (1,01-1,55)
spuTponuTapHoii maccsl | (1,65) (1,32) 0044
WJTH TIETbHON KPOBU ™ '
Knnanuecku 3Ha4nMble 1185 1151 1,04
HeOOoJIbIINe (11,80) (11.37) (0,96-1,13)
KPOBOTEUCHUS ! ' 0,345
CMepTh OT BCex 208 250 (%’i;%_l 02)
NPUIHH (1,87) (2,21) 0 (’)73 ’

a) HOHyJ'IS[L[I/IH AJI U3YyYCHUA 6€3OHaCHOCTI/I, B I[ICpUOM JICUCHUA.

* HoMHHAILHO 3HAYNMOE.

B nomonnenne k wuccnenoBanuio (azel III ROCKET AF 06bimo mpoBeneHO NPOCTIEKTHBHOE,
HEKOHTPOJIUPYEMOE  TIOCTPETUCTPAIMOHHOE  HEWHTEPBEHIIMOHHOE  OTKPHITOE  KOTOPTHOE
uccnenoBanne (XANTUS) ¢ neHTpaJibHOW  ONEHKOM  KOHEYHBIX  TOYEK, BKIIIOYAs
TpoMOo3MOoyeckue coObITHS W Oosbliue KpoBoTeueHus. 6704 mnamuenta ¢ GuOpwLISAIMeH
Mpeicepanii HEKJIAMaHHOTO TPOUCXOXKACHUS OBUIM BKJIIOYEHBI B HCCIEAOBAHHWE KIMHUYECKON
MPaKTUKH, B KOTOPOM U3YYAJIUCh N0 MPO(HUIAKTHKE WUHCYIhTAa U CUCTEMHOW TPOMOOIMOOINH, HE
ceazanHoil ¢ [ITHC. Cpennue mokazarenu CHADS2 u HAS-BLED B uccnegoBanun XANTUS
coctaBwi 1,9 u 2,0 mo cpaBHeHuto co cpeauumu nokazarensimu CHADS2 u HAS-BLED, paBubiMu
3,5 2,8 B uccnenoBanuu ROCKET AF cooTrBeTcTBEeHHO. bosbiioe kpoBoTeueHue npou3ouuio B 2,1
cirydaeB Ha 100 marueHTo-JeT.

CwMmeprenbHOe KpoBoTeueHue Obl1o 3apeructpupoBaHo B 0,2 cmyuaeB Ha 100 manmento-yer, a
BHyTpHuepenHoe kpopomsnusiaue — B 0,4 ciygaeB Ha 100 maruenTo-ner. UHCYmbT nin cucreMHas
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TpoMbGosMOous, He cBsazanHasa ¢ IIHC, 6bum 3apern :TpHpOBégr:sf :B'—(i):_S:Iéﬁﬁ"aeE’HI& 100 natmernto-

JICT.

OTH Ha6J'IIOI[eHI/I$I B KJIMHHYECKOM IMPAKTUKE COITIAaCYKOTCAd C YCTaHOBJICHHBIM HpO(bI/IJ'IeM
0€30IMaCHOCTH 110 OTOMY ITOKa3aHMUIO.

B moctperucTpaniioOHHOM HEMHTEPBEHIIMOHHOM HccaeaoBaHuu Oojsiee 162 000 mammeHToB ¢
bubpusIIUel Tpencepauii HEKIAmaHHOTO MPOUCXOXICHUS W3 YeThIpeX CTPaH MOJIydaan
puBapokcabaH Uil TPOPUIAKTAKK HWHCYJIbTa M CHCTEMHOM TpoMOoambOonauu. Yacrora
uiemMuueckoro uHcynpta cocraBuna 0,70 (95 % AW 0,44-1,13) mwa 100 manmeHTo-JeT.
KpoBoTeduenusi, mnpuBemme K TOCIHUTAIM3AIMN, BO3HHKAIM CO CJISAYIOIMIEH YacTOTOM Ha
100 nmauuenTo-net: 0,43 (95 % AU 0,31-0,59) nna BHyTpruepenHbix kpoBousnusauid, 1,04 (95 %
AN 0,65-1,66) st xedynodHO-KHIIEUHbIX KpoBoTeuenuit, 0,41 (95 % AU 0,31-0,53) s
yporenutaibHbix kpoBoTeueHuit u 0,40 (95 % AU 0,25-0,65) nns apyrux KpOBOTEUEHUH.

HauueHmbz, nodeepearomuec;z Kapduoeepcuu

BBUTO TIPOBENEHO MPOCIEKTHBHOE PAHIOMH3WPOBAHHOE OTKPHITOE MHOTOIICHTPOBOE IOMCKOBOE
UCCIIETIOBAHKE C 3aCieIIeHHOM oleHKol kKoHeuHbIX Touek (X-VERT) ¢ yuactuem 1504 nanueHToB
(kak Tex, KOMY JICUCHUE MEePOPATLHBIMI aHTHKOATYJITHTAMHU ObLIO HA3HAYCHO BIICPBHIC, TAK U YXKE
MOJIyYaBIIUX €ro paHee) ¢ GUOPHILIAIMEH npeacepaAnii HEKIamaHHOTO MPOUCXO0KACHUS, KOTOPHIM
MOKa3aHa KapIMOBEPCHs, C IIEIbI0 CPaBHEHMS puBapokcabana u antaronnctoB Buramraa K (ABK)
B go3e, nogoOpanHod mo MHO (pangommu3anuisi B COOTHOWIEHUH 2:1), NpUMEHSEMBIX s
NpOQUIAKTUKA ~ CEpACUYHO-COCYTUCTBIX  sBICHUH. [IpUMEHSIIUCh  CICNYIOIIME  CTPATETHU:
YpecnuIIeBoHas dxokapauorpadus mocie 1-5 nHell mnpeaBapUTENbHONW AHTHKOATYISTHTHOM
TEpaIruy WK TPAJAUIUOHHBIA MOAXO0I K KapAHOBepCUH (HE MEHEe TpeX HeAesb MPeIBapPUTEIILHOTO
neuenus). [lepBuyHas koHeuHas To4yka 3((EKTUBHOCTH (BCE CIy4aW WHCYIbTa, TPAH3UTOPHOU
WIIEMUYECKON aTaku, CUCTeMHOU TpombosMOonuu, He cBsizanHou ¢ [IHC, undapkra muokapna u
CMEpPTH BCIEJICTBUE CEPACUHO-COCYIUCTHIX MPUYKH) Tpousonuia y 5 (0,5 %) marueHToB B Tpyrie
puBapoxkcabana (N = 978) uy 5 (1,0 %) maumentos B rpynmne ABK (n =492; OP 0,50; 95 % AN 0,15—
1,73; monudunuponannas nonysius ITT). OcHoBHas koHeuHas Touka OezomacHocTd (OosblIOe
KpoBoTeueHwue) nmpousonuia y 6 (0,6 %) u 4 (0,8 %) maiueHToB B rpyImax puBapokcadana (N = 988)
u ABK (n=499) coorsercteenno (OP 0,76; 95 % W 0,21-2,67; momynsius 0e30MacHOCTH).
B maHHOM MTOMCKOBOM HCCIIEIOBAHUN OBLIH MPOJIEMOHCTPHUPOBAHBI COITOCTaBUMBIC Y((HEKTHBHOCTH
1 6€30MacHOCTh B rpymnmnax jeueHus: puBapokcadanoM u ABK nipu npoBeseHnn KapAHOBEPCHH.

THayuenmovl ¢ Quobpurrayueri npedcepouti HEKIANaAHHO20 NPoucxodicoenus, neperecuue YKB co
CMEHMUPOBanuem

bruto npoBeneHo paHIOMHU3UPOBAHHOE OTKpbITOe MHOTOIIeHTpoBoe HccienoBanue (PIONEER AF-
PCI) ans cpaBHeHUst 6€30MaCHOCTH ABYX PEXHMOB JO3MPOBAaHUS pUBapokcabaHa B CPaBHEHUU C
onHUM pexxuMoM jao3upoBanusi ABK ¢ yuactuem 2124 nmanuenTtoB ¢ puOpmsuueil npeacepauit
HEKJIalaHHOTO  MpoucxXoxaeHus, nepeHecux UYKB co creHTMpoBaHMeM 10 TOBOAY
aTepocKiIepoTUYecKoro 3adosieBanud. [lanneHTsl ObUIM paHIOMU3HPOBAHBI B cooTHomeHuu 1:1:1
g 12-mecsiunoil Tepanuu. [lanumenTtsl ¢ uHCynpToM win THA B aHaMHe3e HE BKIIIOYAINCH B
UCCIJIEIOBAHMUE.

I'pynna 1 momyyana 15 mr puBapokcabana oauH pa3 B AeHb (10 Mr ouH pa3 B IeHb Y HAIlUEHTOB C
KIpeHcoM kpeatnHuHa 30—49 mur/mMuH) 1 mHTHOUTOP penentopa P2Y 12. 'pynma 2 momyyana 2,5 mr
puBapokcabaHa JBa pa3a B J€Hb U JBOWHYIO AHTUTPOMOOIMTApHYIO Tepamuio (T.e. 75 Mr
Kjonuuorpena (WM aidbTepHATUBHBIA WMHrHOuUTOp peuentopa P2Y12) u anermicamuimioByro
KHUCJIOTY B HM3KOW J103¢) B TeueHue 1, 6 uimu 12 mecsueB ¢ mociueayromuM MepexoaoM Ha 15 mr
puBapokcabana (10 mr ogun pa3 B aenp y namueHToB ¢ KK 30—49 mu/muH) oguH pa3 B JIeHb C
aleTUJICAIMIIMIIOBON KUCIIOTOM B HU3KOW no3e. I'pynmna 3 nomywana ABK B ckoppexkTnpoBaHHOR
J103€ U TBOMHYIO aHTUTPOMOOITUTAPHYIO TEPANHKIO B TeueHue 1, 6 wim 12 mecsieB ¢ mocaeayronmm
nepexosnoM Ha ABK B cKkOppeKTHPOBaHHOI [103€, C alleTHIICAIUIIMIIOBOM KMCIOTON B HU3KOH /103€.
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3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) nauuenrtos B rpymnme 1, rpymrme 2 u
rpynne 3 coorBeTcTBeHHO (oTHomeHue puckoB [OP] 0,59; 95 % noseputenbublii untepsan /U]
0,47-0,76; p <0,001, m OP 0,63; 95 % AU 0,50-0,80; p< 0,001, coorBercTBeHHO). BTOpHuHas
KOHEYHasi TOoYkKa (CyMMapHas 4acToTa CEepJAeYHO-COCYAMCTBIX COOBITHH: CMEpPTh BCIEACTBHE
CepACYHO-COCYTUCThIX MPHYUH, MH(DAPKT MHOKapja WM WHCYIbT) pasBwiach y 41 (5,9 %), 36
(5,1 %) u 36 (5,2 %) mamenToB B rpymme 1, rpymme 2 U rpymne 3 cooTBEeTCTBeHHO. Kaxapiii u3
PEKHUMOB prBapokcabaHa MoKa3al 3HAYMMOE CHIDKEHUE YaCTOTHI CIy4aeB KIMHUYECKH 3HAYHMMOTO
KpOBOTEUYCHHUSI 0 cpaBHeHHIO ¢ Tepanueil ABK y manueHTOB ¢ HekyanaHHOW (GuOpHILIAIHMEH
npeacepaui, nepenecmmnx YKB co creHTUpoBaHueM.

[TepBuunoii nenwio uccnenoranus PIONEER AF-PCI sBnsnack ornieHka 6e3omacHocTd. [laHHbIE TIO
3¢ (HEeKTHBHOCTH (BKIIOYA TPOMOOIMOOIUIECKIE COOBITHS) B 3TOM MOMYISAIIUN OTPAHUYCHBI.

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

[Iporpamma KJIMHUYECKHX HCCIEIOBAHHMI puBapokcabaHa Oblia pa3paboTaHa Jjsi AEMOHCTpALUU
s dhexkTuBHOCTH puBapokcabana B Hauaie edenus octporo TI'B u TOJIA, npopomkeHuu Tepanuu
u npodunaktrke peruausos TI'B u TOJIA.

bonee 12 800 mauueHTOB NPHUHSUIM YyYacTHUE B YETHIPEX PaHIOMHU3UPOBAHHBIX KOHTPOJIUPYEMBIX
kmuanyecknx uccnenopanusx I ¢aser (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension u
EINSTEIN Choice); kpomMe Toro, ObT TpPOBEACH JOIMOJHUTEIbHBIA TMpPEBAPUTEIHHO
CIUTAaHUPOBaHHBIA 0O0benuHeHHb aHanu3 wuccienoBanuit EINSTEIN DVT u EINSTEIN PE.
MaxkcuManbHas IJIUTeNbHOCTD JICUEHUs BO BCEX MCCIIEOBAHMIX cocTaBuia 21 mecsil.

Uccnenopanue EINSTEIN DVT npoBoauiocs ¢ yuactueM 3449 nanuentos ¢ octpsiM TI'B ¢ nensio
U3yueHHs] NpUMEHEHUsl puBapokcabana ans sedenus TI'B um nmpodunakrtuku peunausoB TI'B u
TOJIA (mamueHTsl, y KOTOpbIX Obl1a cuMntoMHas TOJIA, uckiroganuch U3 JaHHOTO UCCIIEOBaHUS).
JUTUTENbHOCTD JIEYeHHs coCTaBisuIa 3, 6 mwin 12 mecsieB B 3aBUCUMOCTH OT KIMHUYECKOH OLIEHKU
HCCIIEA0BATEIA.

B Teuenue nepBbIX Tpex Hezenb jedeHus octporo TI'B npumensiics puBapokcaban 15 mr qBa pasa
B JICHB, C MTOCTIEIYIOIINM TIEPEX0I0M Ha puBapokcadban 20 Mr ofiH pa3 B JICHb.

Hccnenosanue EINSTEIN PE nposoguiiocs ¢ yaactuem 4832 nanuentos ¢ octpoit TOJIA ¢ nensro
nzyuenust nedenus TOJIA u npodunaktuku peruaroB TI'B u TOJIA. JInurensHoCTh neueHUs
cocTaBisiia 3, 6 wim 12 mecsieB B 3aBUCUMOCTH OT KIIMHUYECKOW OLIEHKU UCCIIe10BaTesl.

B TedeHnue mepBBIX Tpex HeNEIb HAYaJIbHOTO JieueHUs octpoir TOJIA mpumensuics puBapokcaban
15 mr aBa paza B JieHb, C TOCTEAYIONINM IepeXxo oM Ha puBapokcadban 20 Mr ofuH pa3 B JCHb.

B o0oux uccnegosanusx, EINSTEIN DVT u EINSTEIN PE, cxema nedenus B rpyie npenapara
CpaBHEHHMsI BKJIIOYaja BBEJICHUE YHOKCANIapMHa B TEUEHHUE MO KpaifHel Mepe 5 Hell B coueTaHuu ¢
Tepanuel aHTaroHMcToM BUTamMuHA K 10 AOCTHMKEHHs TEpaneBTUYECKOTO YPOBHS IOKA3aTENs
I[IB/MHO (> 2,0). lanee neyeHne npoaosnkanoch aHTaroHncToM ButamuHa K, nosa koroporo 6buia
CKOPPEKTHUPOBaHa TaKUM 00pa3oMm, 4ToOkI oanepxkuBath 3HaueHus [IB/MHO B TepaneBTrueckom
nuarmasone ot 2,0 go 3,0.

Uccnenosanune EINSTEIN Extension npoBoauiock ¢ yyactuem 1197 maunentos ¢ TI'B nnu TOJIA
C Lenblo u3ydeHus mpopuiaktuku peuuauBoB TI'B u TOJIA. JInUTENbHOCTH JICUEHUS IS
MAIMEeHTOB, 3aBEPIIMBIIAX OT 6 10 12 MecsIeB JiedeHUs BEHO3HOW TPOMOOIMOOIHMH, COCTaBHIIA
JOMOJTHUTENBHO OT 6 10 12 MecsleB B 3aBHCHMOCTH OT KJIMHUYECKOH OLIEHKU HCCIIEOoBaTeNsl.
[TpoBoausiock cpaBHeHUE puBapokcadbana 20 Mr ouH pa3 B JeHb U 1U1a1e0o0.

B wuccnemoBanmax EINSTEIN DVT, PE wu EINSTEIN wucnons3oBaiuchk OJUHAKOBBIE
MPEABAPUTEIIBHO OTIPEICTICHHBIC IIEPBUYHBIC U BTOPUYHBIC KOHEYHBIC TOUKH 3(PHEKTHBHOCTH.
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KaK COBOKYHMHOCTH perunuBa TI'B unu daransaoil ninn nedartansHoit TOJIA. BropuuHast KOHe4Hast
TOYKa OIpeesyiach Kak COBOKYImHOCTh penuauBa TI'B, nedaransnoit TOJIA u cmeptu ot Beex
MPUYMH.

B uccnenoBannu EINSTEIN Choice 3396 mamueHTOB ¢ OATBEPKIACHHBIMU cuMNTOMHBIMA TT'B
u/umm TDJIA, 3aBepmmBIIMX 6—12 MecsleB JeUeHUs] aHTUKOAryISHTaMHU, U3y4aJIUCh HAa TPEAMET
npodunaktuku daranpHoit TOJIA wimm HedaTaabHBIX CHMOTOMHBIX peruanBoB TI'B wm TOJIA.
[TanueHTsl, KOTOPHIM OBLJIO IIOKa3aHO NPOAODKEHHWE AHTUKOATYJSIHTHOM  Tepanmuu B
TEpaneBTHUECKUX J103aX, HCKIIYAIUCh U3 HucciaenoBaHus. [IpolOKUTENBHOCTh —JICUEHUs
cocTaBisiia 10 12 MecsieB B 3aBUCMMOCTH OT MHMBHIyaJIbHON JaThl paHgoMu3aiun (Meauana: 351
neHb). PuBapokcaban B mo3e 20 Mr ofuH pa3 B CyTKH U puBapokcabaH B 103¢ 10 Mr ouH pa3 B CyTKH
CpaBHUBAJIU C alETHIICATUIIMIIOBON KUCIOTOH B jo3e 100 Mr oauH pa3 B CyTKH.

[TepBu4HOI KOHEUHOI TOYKOH 3PPEKTUBHOCTU OBLT CUMIITOMHBIN peunauB BT, onpenenspimiics
Kak coBOKymHocTh peuuanBa TI'B wim dartanpnoit nmn Hedaransnoit TOJIA. B uccnenoBanuu
EINSTEIN DVT (cm. Tabawuiy 7) ObUIO HPOASMOHCTPUPOBAHO, YTO PHBApOKCabaH HE YCTyMaeT
sHokcanapuny/ABK mo mnepBuuHOii KoHeuHoW Touke 3¢p¢extuBHOocTH (p <0,0001 [rect Ha
HeMeHbInyo 3¢dexktusrocts]; OP: 0,680 [0,443-1,042], p=0,076 [TecT Ha MPEeBOCXOACTBO]).
[IpenBapuTensHO oOmNpeAeieHHAs 4YHMCTas KIMHWYECKas BbIroja (TMepBHYHAS KOHEYHAs TOYKa
3 PEKTUBHOCTH U CIIy4au OOJIBIIIOT0 KpOBOTEUCHH ) ObLia 3apeructpuposana ¢ OP 0,67 ([95 % JIU:
0,47-0,95], nomuHanbHOe 3Havyenue p = 0,027) B monn3y puBapokcabana. 3uadenuss MHO
HaXOJWJINCh B TepaleBTUYeCKOM Juama3oHe B cpeaHeM 60,3 % BpemeHH 1 cpedHei
npoaoIDKUTENbHOCTH Jsedenus 189 muerr m 55,4 %, 60,1% wu 62,8 % BpemeHu B rpymmax,
MIPOJUIEHHOTO Ha 3, 6 1 12 mecs1ieB nedeHus cooTBeTcTBeHHO. B rpynme snokcanapun/ABK He 65110
YEeTKOW CBSI3U MEXIY YpOoBHEM cpenHero neHtpainbsHoro TTR (Bpems B auanazone nenesoro MHO
2,0-3,0) B TepTWJIAX OIMHAKOBOTO pa3Mepa W uactoToil peruauBoB BTD (P = 0,932 nmns
B3auMoOJIeHCTBHs). B mpenmemax camMoro BBICOKOTO TEPTHIS OTHOCHTENbHO meHTpa OP s
puBapokcabaHa 1o cpaBHeHHO ¢ BaphaprHoM coctapisuio 0,69 (95 % JIU: 0,35-1,35).

YacToTa BO3HMKHOBEHHUs TEPBUYHOM KOHEUHON TOYKM Oe30macHOCTH (Ciiydau OOJIBIIOTO WIIH
KJIMHUYECKH 3HAYMMOTO HEOOJBIIOTr0 KPOBOTEUEHHS), a TakkKe BTOPUYHONW KOHEUHOW TOUKU
0e30MmacHOCTH (Ci1y4au OOJIBIIOr0 KPOBOTEUEHHMSI) Oblila CX0KeH i1l 00euX IpyIi JIEUESHHUS.

Tabmuua 7. Jlanasie nmo npodmmo 3¢dexkTnBHOCTH U Ge3omacHocTH B HccaenoBanuu III ¢ass
EINSTEIN DVT

3449 nauMeHTOB ¢ CAMITOMHBIM OCTPBIM TPOMO030M
Hccaenyemas nonyasinus
TJIYOOKHX BeH
TepaneBTHYeCKas 1032 U Pusapokcaban® Jnokcanapun/ABKY
NMPOIOJKUTEIBLHOCTD JIeUeHusl 3, 6 wam 12 mecsinen 3, 6 miu 12 mecsieB
N=1731 N=1718
CumritomHEIH perunus BTO* ?26, 1%) ?;' 0%)
CUMIOTOMHBIN PEIHINB 20 18
TOJIA (1,2 %) (1,0 %)
CUMIOTOMHBIN PELIUIUB 14 28
TI'B (0,8 %) (1,6 %)
Cumrromusie TOJIA u 1 0
TI'B (0,1 %)
@aransHas TOJIA / cmepTh, pu KOTOPOI | 4 6
HEIb3s UCKITFoUnTh TOJTA (0,2 %) (0,3 %)
Bonbiioe  wnmu  knMHWYECKW  3HauuMoe | 139 138
HeOO0JIbII0e KPOBOTEUCHUE (8,1 %) (8,1 %)
Cry4an 060JBIIOTO0 KPOBOTEUEHUS 14 20
(0,8 %) (1,2 %)
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a) PuBapokcaban 15 Mr nBa pasa B iIcHb B TCUCHUE 3 HEJICIb, C Hocneay}olﬂ.lmvll:ﬁ;plﬁﬂ; . 'ﬁEng;HI;)L:B IFAC'PI;II,—' )

b) DHOKcamapuH B TeYeHUE IO MEHBILEH Mepe 5 THel, ¢ OAHOBPEMEHHBIM | NociienyonuM npruemom ABK.

* p <0,0001 (nemenbmas 3¢ GheKTUBHOCTD i 3apaHee ompeneincunoro OP 2,0); OP: 0,680 (0,443-1,042), p=0,076
(IpeBOCXO/ICTBO).

B uccnenosannu EINSTEIN PE (cm. Tabmuiry 8) ObLI10 IpOAEMOHCTPUPOBAHO, YTO pUBAapOKcabaH
He ycrynaet sHokcanapuny/ABK mo nepBuuHoit koHeuHo# Touke apdexruHocTH (p = 0,0026 [Tect
Ha HeMmeHbmy 3(dexTuBHOCT]; OP: 1,123 [0,749-1,684]). IlpeaBapurenbHO OnpeieacHHAs
qucTas KIMHUYECKas BBITOAA (MEepBUYHAS KOHEYHAs TOYKa A(PPEKTHBHOCTH U CIy4au OOJIBIIOro
KpoBoTeueHust) Obuta 3apeructpupoana ¢ OP 0,849 ([95 % AU: 0,633-1,139], nHoMuHaibHOE
3Havyenue p = 0,275). 3nauenust MHO Haxoquimch B TEpareBTHUECKOM TUana3oHe B cpentem 63 %
BPEMEHHU ISl CPEAHEH MPOIOJDKUTEILHOCTH JiedeHust 215 nueit u 57 %, 62 % u 65 % BpemeHu B
rpyImmnax npoJyieHHoro Ha 3, 6 u 12 mecsiueB JieueHus: COOTBETCTBEHHO. B rpymie sHokcanapun/ABK
He OBLIO YETKOMU CBSI3U MEXKAY YPOBHEM cpeaHero neHTpaibHoro TTR (Bpems B anamnazoHe 1ejaeBoro
MHO 2,0-3,0) B TepTwisiX OJAMHAKOBOrO pa3Mepa W uactoroit peuuauBoB BT (p = 0,082 mis
B3auMOJIeiicTBUs). B mpenenax camMoro BBICOKOTO TEPTUJISi OTHOCHTENbHO IieHTpa OP mns
puBapokcabaHa 1Mo cpaBHEHHIO ¢ BapdapuHom coctarisiio 0,642 (95 % JIU: 0,277-1,484).

YacToTa BO3HUKHOBCHHUS IMEPBHUYHONW KOHEYHOW TOYKH O€30MACHOCTH (Ciay4au OOJBIIOTO WIIH
KIIMHUYECKH 3HAYUMOTO HEOOJBIIOTO KPOBOTEUEHHS) ObLIa HECKOJIBKO HWKE B TPYIIE JICUCHUS
puBapokcabarom (10,3 % [249/2412]), yem B rpymme JsedeHus sHokcamapuaom/ABK (11,4 %
[274/2405]). Yacrora BTOpPUYHOW KOHEYHOW TOUYKM O€30MacCHOCTH (Ciiydan OOJBIIOTO
KpoBOTeueHHs1) ObUta HWXKe B rpymmne puBapokcabana (1,1% [26/2412]), yem B rpymie
snokcanapuna/ABK (2,2 % [52/2405]) ¢ OP 0,493 (95 % JAU: 0,308-0,789).

Tabmuma 8. Jlanuple mo nmpoduiao 3¢GdeKTUBHOCTH W Oe3omacHocTH B ucciaeaoBanuu III ¢asbl
EINSTEIN PE

Hccaenyemas nonyasiuust 4832 maumenTa ¢ ocTpoii cumnromHoi TIJA
Pusapoxca6an® Jnokcanapun/ABK®
TepaneBTHnueckasi 103a 1
R — 3, 6 utu 12 mecsanen 3, 6 uiin 12 mecanes
N =2419 N = 2413
CumrrromHsIi peruaus BTO* (52 1%) ?f, 8 %)
Cumntomusiil peruaus TOJIA 23 20
(1,0 %) (0,8 %)
Cumnromusiil peuugus TI'B 18 17
(0,7 %) (0,7 %)
Cumnromusie TOJIA u 0 2
TI'B (<0,1 %)
@aranbhas TIJIA / cMepTsh, pu 11 7
KOTOPO#M HENb3s UCKITFOUNTh TOJIA (0,5 %) (0,3 %)
Bonbliiioe niu KIMHUYECKH 3HauuMoe | 249 274
He00JIpII0e KPOBOTEUCHUE (10,3 %) (11,4 %)
Cry4an 00JBIIOT0 KPOBOTEUEHUS 52
26 (1,1 %) (2,2 %)

a) PuBapokcaban 15 Mr 1Ba pasa B IeHb B TeUeHHE 3 HEAENb, C OCIELYIOMNM IepexooM Ha 20 Mr oIMH pa3 B JICHb.
6) DHOKcamapyH B TEYEHHUE 110 MEHBINEH Mepe 5 THEH, C OTHOBPEMEHHBIM U TocieaytomuM npuemom ABK.

* p < 0,0026 (Hemenbiras 3hHEKTHBHOCTD 11 3apanee onpenenaendoro OP 2,0); OP: 1,123 (0,749-1,684).

bbul mpoBeneH mnpeaBapUTENbHO CIUIAHUPOBAHHBIA OOBEIUHEHHBIM aHadM3 KOHEUHBIX TOYEK
uccnenoBanuit EINSTEIN DVT u PE (cm. Ta6nuiy 9).

Tabmuma 9. Jlanubie mo npodmitto 3PGEeKTUBHOCTH M 0€30MaCHOCTH OOBEAMHEHHOTO aHaIM3a B
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COOTBETCTBYET 2K
ot 02.04 2026 N2 6763

ncenenosanmsx 1 gazst EINSTEIN DVT u EINSTEIN pE__(OCTIEAOBATENBHOCTE 0007)

CEPTHOMY OTUETY

Hccaenyemasi nonyasinus 8281 mamuenT ¢ octpeiMu cuMnToMHbIME TI'B niau TIJIA
Pusapoxca6an® Jnokcanapun/ABK®
TepaneBTuueckas 103a u
N — 3, 6 utn 12 mecsanen 3, 6 uiim 12 mecsaneB
p N = 4150 N = 4131
CumnTomHsli penaus BTO* ?26, 1%) ?; 3 9%)
Cumnromuslit perunus TOJIA 43 38
(1,0 %) (0,9 %)
CumnroMusli peruaus TT'B 32 45
(0,8 %) (1,1 %)
Cumnromusie TOJIA u TT'B 1 2
(<0,1%) (<0,1 %)
®aranpHas TOJIA / cmepTh, ipu 15 13
KOTOPO#t HeNb3s UCKIMoUnTh TOJIA (0,4 %) (0,3 %)
Bonbiioe niy KIMHUYECKU 3HAYMMOE 388 412
HEOOJIBIIIOE KPOBOTCUCHHUE (9,4 %) (10,0 %)
Crny4an G0NBIIOTO KPOBOTEUSHHUS 40 72
(1,0 %) (1,7 %)

a) PuBapokcaban 15 Mr 1Ba pasa B IeHb B TeUeHHHU 3 HEZEJIb, C MOCIEAYIONMM TepexoaoM Ha 20 Mr oauH pa3 B JieHb.
0) DHOKCanapyuH B TeUeHHE 110 MEHbIIeH Mepe 5 HEi, ¢ OTHOBPEMEHHBIM U mocieayomum npuemom ABK.

* p < 0,0001 (wemenbiras 3¢ (heKTUBHOCTH A1 3apanee onpezaeiaenHoro OP 1,75); OP: 0,886 (0,661-1,186).

[penBapuTeibHO ONpENEICHHas YKMCTas KIMHUYECKas BBITOJAa IE€PBUYHAs KOHEYHAss TOYKa
3((HEKTHBHOCTH TUTIOC CIy4ad OOJBIIOTO KPOBOTEYCHHS) OOBEAMHEHHOTO aHanmm3a ObLia
3apeructpuposana ¢ OP 0,771 ([95 % OU: 0,614-0,967], HomunansHoe 3HaueHue p = 0,0244).

B uccnenosanuu EINSTEIN Extension (cm. Tabmuiry 10) puBapokcabaH mpeBOCXOIUIT IITAedo0 mo
MEPBUYHBIM U BTOPUYHBIM KOHEYHBIM TOUKaM 3((HeKTHBHOCTH. HacToTa BCTpPE4aeMOCTH MEPBUUHON
KOHEYHOM TOUYKH 0€30IMacHOCTH (Ciiy4au OONBIINX KPOBOTEUEHU) YUCIEHHO ObUla HE3HAUUTEIBHO
BBIIIIE y MAlMEHTOB, MOJIYYaBIIUX TEpanuio puBapokcabaHoM B o3¢ 20 M OAMH pa3 B JI€Hb, O
cpaBHeHHUIO C Tane6o. BropuuyHas koHeuHas Touka Oe3omacHOCTH (OONBIIME WM KIMHHUYECKH
3HaYMMble HeEOOJbIIME KPOBOTEUCHMs) IMOKa3aja O0ojee BBICOKYI0 4YacTOTy Yy IalUeHTOB,
MOJTyYaBIINX TEPANUIO puBapokcabanoM B 03¢ 20 Mr oJiH pa3 B JIeHb, IO CPaBHEHHIO C TUIaIeoo.

Tabmuua 10. {anusle no npoduito 3¢pdexkTuBHOCTH U O6e3omacHocTH B uccaenoBanuu 11 dassl
EINSTEIN Extension

1197 nanneHTOB, NPOAO/LKMBIINX JeYeHHE H
Hccaenyemast nonmyasiuust .
NpoUJIAKTHKY PellIMBOB BEHO3HOI TPOMO0IMOOTHUM
PuBapokcaéan® Inaunedo
TepaneBTHnueckasi 103a U
N —— 6 uim 12 mecsiues 6 um 12 mecsiues
N =602 N =594
CumritomHEIH perunus BTO* 8 42
(1,3 %) (7,1 %)
CumnromHsIi peruaus TOJIA 2 13
(0,3%) (2,2 %)
CUMIOTOMHBIN PEIHINB 5 31
TI'B (0,8 %) (5,2 %)
®aranphas TOJIA / cMepTs, 1 1
1pY KOTOPOH HeJb3sl HCKIounTh TOJIA (0,2 %) (0,2 %)
Cirygan 60JIBIITOTO KPOBOTEUCHIS 4 0
(0,7 %) (0,0 %)
Knunuueckn 3naunmoe 32 7
HeO0JIbIII0e KPOBOTEUCHUE (5,4 %) (1,2 %)

a) PuBapokcaban 20 Mr oiuH pa3 B JICHb.
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(MOCNEQOBATENEHOCTE 0007)

* p <0,0001 (mpeBocxoactso), OP: 0,185 (0,087-0,393).

B uccrnenoBanun EINSTEIN Choice (cm. Tabmumy 11) puBapokcaban B go3zax 20 mr m 10 mr
npeBocxoau areruicamnuuioByto kucioty (ACK) B mo3e 100 Mr mo nepBUYHON KOHEYHON TOUKE
s dextuBHOCTH. OCHOBHAS KOHEUHAs TOUKA 0€30MacCHOCTH (Cydan O0IBIIOr0 KPOBOTEUEHHUS ) ObLTa
CXOKEH y MaIMeHTOB, MOJYy4aBIIMX puBapokcadban B fo3ax 20 mr m 10 mMr oamH pa3 B JeHb, 1O
cpaBHeHuI0 co 100 Mr aneTuiICcanuuIOBOil KUCIOTHI.

Tabmuma 11. dannasie mo npodwio 3ddextuBHOCTH U Oe3omacHocTH B uccienoBanuu 11 ¢azbr

EINSTEIN Choice

Vccnenyemas nonysmus 3396 NalueHTOB, NPOL0KHBIINX NPo(QUIAKTUKY pelBOB

BEHO3HOH TPoM003IMO0JIMHU

Pusapokca6an 20 mr | Pusapoxcadan 10 mr | ACK 100 mr 1 pa3
TepaneBTnyeckas 103a OJMH pa3 B JIeHb 1 pa3 B AeHb B JeHb

N = 1107 N=1127 N=1131
Mennana
MPOJIOJKUTENILHOCTH
JICUCHMS 349 [189-362] mueit | 353 [190-362] nus 350 [186-362] nueit
[MeX)KBapTHIBEHBIN
JTAATIa30H |
CHMITTOMHBIN pEIUInB 17 13 50
BTD (1,5 %)* (1,2 %)** (4,4 %)
CHUMITTOMHBII 6 6 19
permaus TOJIA (0,5 %) (0,5 %) (1,7 %)
CHUMITTOMHBIT 9 8 30
peunnus TI'B (0,8 %) (0,7 %) (2,7 %)
®aranphas TOJIA / cMepTsh, ipu 2 0 2
KOTOPOM HEJb351 HCKITIOYHTh (0,2 %) (0,0 %) (0,2 %)
TOJIA
Cumnromusit penuaus BTO,
WHpAPKT MHOKap/a, HHCYIbT win | 19 18 56
CHUCTEMHas TPOMOOIMOOITHSI, He (1,7 %) (1,6 %) (5,0 %)
cesizanHas ¢ [THC
Ciy4an 005bIIOr0 KpoBOTEUEHUST | 6 5 3

(0,5 %) (0,4 %) (0,3 %)
Knunnuecky 3HaunMoe 30 22 20
HeOOIIbIIIOe KPOBOTEUCHUE (2,7 (2,0) (1,8)
CumnroMHsbi peuugus BTO wnn
OopII0e KPOBOTEUCHHE (YHCTast 23 L7 >3

(2,1 %)* (1,5 %)™ (4,7 %)
KIIMHAYECKasl BBITOIA)

* p <0,001 (mpeBocxomctBo) Puapokcaban 20 mr oxun pa3 B aeHb 1o cpaBHeHnio ¢ ACK 100 Mr oxuH pa3s B JcHb;
OP =0,34 (0,20-0,59).

** p < 0,001 (mpeBocxoacTBo) PuBapokcadan 10 mr oaus pa3 B aeHs mo cpaBHeHni0 ¢ ACK 100 Mr ogun pa3 B 1cHb,
OP = 0,26 (0,14-0,47).

* PuBapokca6an 20 mr ouH pas B aeHb 1o cpaBaernto ¢ ACK 100 mr oqun pa3 B nenb; OP = 0,44 (0,27-0,71), p = 0,0009
(HOMHHAIBHOE).

** PuBapokcaban 10 mr oauH pa3 B jaeHp no cpaBueHuto ¢ ACK 100 mr omun pa3 B aens; OP = 0,32 (0,18-0,55),
p <0,0001 (HOMHUHATBHOE).

B nononnenue x nporpamme uccienoBanuii I ¢passt EINSTEIN Gbuto npoBeeHO MPOCIEKTUBHOE
HEUHTEPBEHLIMOHHOE OTKpbITOE KoroptHoe uccienoBanue (XALIA) ¢ neHTpanbHON OLIEHKOMH
KOHEUHBIX TOYEK, BKJIouas penuauB BTD, Oonbloe kKpoBOTEUEHHE W CMEPTh. B mcciemnoBanme
KIMHUYECKOW MPAaKTUKU ObUIM BKIMIOUeHBbl 5142 mammenta ¢ octpeiM TI'B mia usydenus
J0JITOCPOYHOM 0€30IaCHOCTH pUBAapOKcabaHa MO CPABHEHUIO CO CTaHIAPTHOW aHTMKOATYJISHTHON
tepanueil. Yactota Oonblioro KpoBoTedeHus, penuauBa BTD u cMepTu OT Bcex MpUYMH IS
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XapaKTepUCTHKAaX TMAalMEeHTOB, BKJIIOYas BO3PaCT, paKk M HapymeHue ¢QyHKuuu modek. Jls
KOPPEKTUPOBKH MCXOTHBIX MEXIPYIIIOBBIX PA3IMYMi HCIIONB30BAJICA 3apaHee CIUIaHWPOBaHHBIN
cTpaTu(pUUMpPOBAaHHBII TOA00p MO WHAEKCY COOTBETCTBUSA. HecMoTpss Ha 3TO, OCTATOYHOE
HCKa)KeHHE MOTJIO BIMATH Ha pe3ynbTaTel. CkoppekTupoBanHbie OP, cpaBHuBatomue puBapokcadan
U CTaHJAapT JICYEHUS B OTHOLIEHWH OOJBIIOr0 KpoBoTeueHus, peunauBa BTD u cmeptu or Becex
npuunH, coctasum 0,77 (95 % AU 0,40-1,50), 0,91 (95 % AU 0,54—1,54) u 0,51 (95 % AU 0,24—
1,07) coOoTBETCTBEHHO. DTH PE3yIbTAaThl KIMHUYECKON MPAKTUKU COTJIACYIOTCS C YCTAaHOBJICHHBIM
npoduieM 6e30macHOCTH ISt JAHHOTO TTOKa3aHusl.

B noctpeructpaniioHHOM HEMHTEPBEHIITMOHHOM HccieoBanuu 0osee 40 000 maueHToB U3 YEThIpEX
cTpaH 0€3 paka B aHaMHe3€ MoTyJaJId puBapokcadan ayis sedeHus uiu npodunaktuku TI'B u TOJIA.
Yactora coObitnii Ha 100 mamueHTO-MeT Ui CHUMITOMHBIX / KJIMHUYECKH BBIPAKECHHBIX
BTD/Tpomboambonnueckux cOOBITHI, MPUBOASAIIMX K TOCIUTANIN3AIMH, BapbupoBaia ot 0,64 (95 %
I 0,40-0,97) B BenmukoOpuranuu mo 2,30 (95 % AU 2,11-2,51) B I'epmannn. KpoBoreueHus,
MPUBOJIAIINE K TOCIUTANIN3AIMH, BO3HUKAIHN cO cieaytomiei yacrotoil Ha 100 manumenTo-ner: 0,31
(95% AN 0,23-0,42) ans BHyTpuUYepenHbiX KpoBouziusuui, 0,89 (95 % AU 0,67-1,17) nns
KEIyIOYHO-KUIIeUHbIX KpoBoteueHuit, 0,44 (95% AU 0,26-0,74) nansa yporeHUTaNbHBIX
kpoBoteuenuit u 0,41 (95 % AN 0,31-0,54) i gpyrux KpoBOTEUEHUH.

Iayuenmol ¢ mpounbiM NOZUMUBHBIM AHMUDOCHOCHONUNUOHBIM CUHOPOMOM BbICOKO20 PUCKA

B cmoncupyemoM  mccienoBareneM — PaHIOMHU3HPOBAHHOM  OTKPBITOM — MHOTOLIEHTPOBOM
WCCIICIOBAaHHUH C 3aCJICIUICHHOW OIICHKON KOHEUHBIX TOYECK PUBAPOKCA0AH M3Yy4ajcsl B CPABHCHUU C
BappapMHOM y TAIMEHTOB ¢ TPOMOO30M B aHaMHE3e, Y KOTOPBIX JIHArHOCTHPOBAH
aHTU()OCHOTUNUAHBI  CHHIAPOM C  BBICOKHM PHUCKOM  TPOMOOIMOOJIMYECKHX  COOBITHIMA
(TTOJTOKUTENBHBIA PE3yabTAT JUISL BCEX TPEX TECTOB Ha aHTU(OCHOIUIMUIHBIA CHHIPOM: HAJTHMYNE
BOJTYAHOYHOTO aHTHKOATyJSHTA, aHTUTEN K KapJUOJUNUHY U aHTUTEN K OeTa-2-rimuKkonpotreuny I).
[Tocne Bxmouyenns 120 mamueHTOB HCCIEOBaHUE OBLIO TMPEKPAIIEHO JJOCPOYHO MO TPHUUYHHE
MOBBIIIEHHOW YacTOThl COOBITMH y TMalMeHTOB B rIpymne puBapokcabaHa. CpenHss
MPOJOJDKUTENIFHOCTh  TIEpHOAa HAONIOJeHUs cocraBuwia 569 gaeir. 59 mamueHToB  OBUIH
PaHIOMH3HPOBaHbl B Tpymy puBapokcabana B go3e 20 mr (15 Mr s manueHToB ¢ KIUPEHCOM
kpearnauHa < 50 mu/muH) U 61 — B rpynmy Bapdapuna (MHO 2,0-3,0). TpomGosmbonndeckue
coOpITUa Tpou3onuu y 12 % mnanueHToB, paHIOMHU3UPOBAHHBIX B TPYIIy puBapokcabaHa (4
WIIEMUYECKUX WHCYIbTA M 3 nHpapKTa MHOKapaa). Y MalueHToB, PAaHJOMU3UPOBAHHBIX B TPYIITY
Bap(apuHa, CcOOBITUS He OBLIM 3aperucTpUpOBaHbl. boibIIoe KpOBOTEUEHHE MPOM3OLUIO0 Y
4 marnenToB (7 %) U3 rpynisl puBapokcabana u 2 nmaueHToB (3 %) u3 rpynnsl BaphapuHa.

eTH
Dapmarxoounamuueckue 3¢hpexmot

ITporpomOuHoBOe Bpems (Neoplastin), AUTB u antu-Xa akTMBHOCTb, U3MEPEHHAs! C MOMOIIBIO
KaJTMOpOBaHHOTO KOJIMYECTBEHHOTO TECTA, TECHO KOPPEIUPYIOT C KOHIIEHTPALUSIMU B TIa3Me KPOBU
y nereid. Koppendauuss Mexny aHTU-Xa aKTMBHOCTBIO M IIA3MEHHOM KOHLIEHTPALMEH SIBISETCS
JUHEIHON C TAaHT'€HCOM yrja HakJIOHA MpsMOM, Onu3kuM K 1. MOryT BO3HMKaTh WHIUBUAYAIbHbIE
pacxoxaeHus: 6ojee BICOKMX UM 0oJiee HU3KUX 3HAUEHUH aHTH-Xa aKTUBHOCTH MO CPABHEHHUIO C
COOTBETCTBYIOIIMMHU KOHIIEHTpAIMsIMHU B IUIa3Me KpoBHU. B mepuon sneueHus puBapokcabaHoOM He
TpeOyeTcsi MPOBOAUTH MOHUTOPUHT TapaMETPOB CBEPTHIBAHMSI KpOBU. OJJHAKO €CIIU JJIsl ATOTO €CTh
KJIMHUYeCKoe 00OCHOBaHUE, KOHILIEHTPALMKM pUBapoKcabaHa MOTYT OBbITh M3MEPEHbl B MKI/J MpuU
MOMOIIH KaTMOPOBaHHBIX KOJMUYECTBEHHBIX TECTOB aHTU-Xa aKTUBHOCTHU (CcM. Tabmuily 14 B paznene
5.2. myis mUama3oHOB HAOJI0IaeMbIX KOHIIGHTpAIlMi puBapoKkcabaHa B Iia3mMe KpoBH y aeteit). [Ipu
UCIOJIb30BAaHUN TECTa AaHTU-Xa AaKTUBHOCTH MJI KOJWYECTBEHHOM OLICHKM KOHLEHTpaluu
puBapokcabaHa B IJ1a3Me KpPOBH y JeTell HEOOXOJMMO YUNUThIBATh HUXHHUM MPeesl KOJTMUECTBEHHOM
ouieHKU. [ToporoBrie 3HaueHus i KpuTepueB 3((HEeKTUBHOCTH WM 0€30ITaCHOCTH HE YCTAaHOBIICHBI.
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bbu10 mpoBeeHO 6 OTKPBITBIX MHOTOLIEHTPOBBIX MCCIEJOBAHUM C yyacTHEM JETeHd, B KOTOpbIE B
obmeM ObLTH BKIIOUEHBI 727 aereil ¢ moaTBepxaeHHON ocTpoil BTD, u3 xortopeix 528 moxydanu
puBapokcabaH. Jlo3a puBapokcabaHa, KOTopasi MpUMEHsAJach y neTel oT poxkaeHus no < 18 ner,
ObUIa CKOPPEKTUPOBaHA MO Macce Tejla U IMPUBOAWIA K JCHCTBUIO pUBapoKcabaHa, aHAJIOTHYHOMY
npu npueme 1036l 20 Mr puBapokcabaHa OIMH pa3 B JIeHb Y B3pociblx nauueHTtoB ¢ TI'B, uto
noaTBepxaeHo B uccaenoBanuu 111 daser (cMm. paszgen 5.2.).

EINSTEIN Junior — pangoMH3UpOBaHHOE OTKPHITOE MHOTOLIEHTPOBOE KIMHHUECKOE UCCIIEI0BAHUE
111 ¢a3sl ¢ akTuBHBIM KOHTpOJIeM ¢ yuactuem 500 marueHToB (B Bo3pacte oT poxaeHus 1o < 18 ser)
¢ moaTBepkaAeHHOU ocTpoit BT, u3 kotopeix 276 neteit Obun B Bo3pacte oT 12 mo < 18 mer, 101
pebenok — ot 6 1o < 12 nert, 69 nereit — ot 2 10 < 6 et u 54 pebeHka B Bo3pacte 110 2 JeT.

BTD xnaccudummpoBanack kak kareTep-accouuupoBanHas BTO (90/335 mauuentoB B rpymie
puBapokcabana, 37/165 manueHTOB B TpyIIIe mpenapara CpaBHEHUs ), TPOMOO3 BEH TOJIOBHOT'O MO3Ta
u cunycoB (74/335 manueHToB B rpyine puBapokcadbana, 43/165 nmauueHToB B Ipymie mpenapara
cpaBHenus) win kak apyrue BTD, Bximowyas TI'B u TOJIA (He katerep-accounupoBanHas BTD,
171/335 marieHToB B TpyIine puBapokcabana, 85/165 marieHToB B TpyIINe mpenapara CpaBHEHHU).
HauGonee pactipoctpanennoit BTD y gereii ot 12 mo < 18 nret Oblia He KaTeTep-aCCONUUPOBAHHAS
BTD y 211 nereit (76,4 %); y nereit ot 6 1o < 12 net u ot 2 10 < 6 €T — TPOMOO3 BEH TOJIOBHOTO
MO3ra ¥ CHHYCOB y 48 nereti (47,5 %) n'y 35 nereit (50,7 %) coOTBETCTBEHHO; Y AeTel Mutaiie 2 JieT
— Kkaretep-acconuupoBantas BTD y 37 nereii (68,5 %).

B rpynme puBapokcabana He ObUTO eTel Mitaame 6 MecseB ¢ TPoMO030M BEH TOJIOBHOTO MO3Ta U
CHUHYCOB. Y 22 ManueHTOB ¢ TPOMOO30M BEH FOJIOBHOTO MO3Ta M BEHO3HBIX CHHYCOB ObLiTa HH(PEKIIUS
ITHC (13 narueHToB B Tpymie puBapokcadaHa u 9 MalieHToB B TPYIINE MpermapaTa CpaBHEHU).

BTD Obiia CrnpoBOIMpOBaHA IOCTOSHHBIMH MM BPEMEHHBIMH (DaKTOpaMH pPHUCKAa WIH HX
COBOKYITHOCTHIO ¥ 438 (87,6 %) nereid.

[TareHTHl MOMyYaay HayajdbHOE JICUEHHE TEpareBTHUECKUMH J103aMH He(ppaKIHOHUPOBAHHOTO
rernapuHa, HU3KOMOJIEKYJISIPHOTO remapuHa Wiau (oHAanapuHykKca B TE€YEHHE MO KpalHel mepe
S aHel, mociue 4ero ObUTM paHJIOMU3MPOBAaHbl B COOTHOIIEHUH 2:1 WM B Ipymniy puBapokcabaHa B
7103€, CKOPPEKTUPOBAHHOM 10 Macce Teja, UM B IpyIy npenapara cpaBHeHus (renapunsl, ABK) B
TE€4YEeHHE OCHOBHOT'O TepHo/ia JIeUeHus1, cocTaBuBIero 3 Mecsna (1 mecsu i nereit minaie 2 netT
¢ karetep-accoruupoBanHoil BTD). B ciyyae kIMHUYECKO# OCYIIECTBUMOCTH B KOHIIE OCHOBHOTO
Iepuoja JeUYeHUsl MPOBOANIIACH ITOBTOPHAs BU3yallM3allMsl COCYAOB; NEPBUYHAs IPOBOAMIIACH HA
JTane BKJIIOYEHMs] B HccienoBaHue. llociae 3Toro mpueMm wuccienyemMoro mnpemnapara Mor ObITh
MPEeKpallleH WM, 110 PEHIeHUI0 UCCIIeI0BaTeIs, MPOAoJIKaNcsi CyMMapHo 10 12 mecsues (Juist netei
MIIaamie 2 JieT ¢ KaTeTep-acconuupoBanaoit BTD — no 3 mecsiies).

IlepBuyHOi KOHEUHOW TOUKOH 3((HeKTHBHOCTH ObLIa YacTOTa CHUMMTOMHOro pernuauBa BTD.
[lepBuuHOll KOHEYHOW TOYKOM Oe30macHOCTH OblJa KOMOMHUpPOBaHHAs YacToTa OOJBIIUX U
KJIMHUYECKH 3HAYMMBIX HEOOJBIINX KpOBOTeUeHHH. Bce KoHeuHble TOYKM S(PGHEKTUBHOCTH U
0€30MaCHOCTH LIEHTPAIU30BAaHHO OICHUBAINCHh HE3aBUCHMBIM KOMHTETOM, JUIsI KOTOPOTO ObLIO
3aCieIyIeHO0 pachpezesieHHe MalueHTOB Mo rpynmnaM JjedeHus. Pesynbrarel 3¢ (dekTuBHOCTH U
Oe3ormacHocTH npuBeeHbI B Tabnumax 12 u 13 Hmke.

Pernnus BT npowusomien y 4 u3 335 naueHToB B IpyIie puBapokcadbana 'y 5 u3 165 nannueHToB
B Tpymnmne cpaBHeHHs. KoMOWMHHMpOBaHHas 4acToTa OOJBIIOTO KPOBOTCUCHHS W KIMHUYECKU
3HAYUMOTO HEOOJBIIOT0 KpoBOTeueHUs: oTMedanach y 10 u3 329 manuentos (3 %), momydaBIImx
puBapokcabas, u y 3 u3 162 mauuentos (1,9 %), nonydyaBmux npenapar cpaBHEHHSL.

Uwncras KIWHUYECKas BbIroja (KOMOMHHpPOBAaHHAs 4YacTOTa CHMITOMHOro pernuauBa BTD u
OOJBIIIOTO KPOBOTEUCHHMsI) OTMEUeHa y 4 u3 335 marnueHToB B TpYyIIe puBapokcabaHa My 7 U3
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165 mamuedToB B TIpyImne cpaBHEHUA. PexaHanm3anus Beh@f:'ﬁ&?%ﬁ%ﬁgﬁ%%ﬁ&aﬁ%h
pyn p

Habmoxanace y 128 u3 335 manueHToB MpH JiedeHUH puBapokcabanoMm u 'y 43 u3 165 manueHToB B
rpyIIe IpenapaTa CpaBHEHUs. DTH Pe3yIbTaThl ObLIH B IIEJIOM COIMOCTAaBUMBIMHU Yy JCTEH pa3HBIX
BO3pacTHBIX rpymi. B rpymme puBapokcabana 66010 119 mereii (36,2 %) ¢ 1100bIM KPOBOTCUCHHEM,
BO3HHUKIIMM Ha (pOHE Tepaluu, a B IPpyIIe npenapara cpapHenus — 45 aereit (27,8 %).

Tabmuua 12. Jlanaeie mo npoduiaio 3GGEeKTUBHOCTH pUBapokcabaHa M Ipernapara CpaBHEHHS B
KOHIIE OCHOBHOT'O IT€pUO/a JCYCHUS

PuBapoxcaban IIpenapart cpaBHeHMs
CoobITHE N g 335% P ﬁ _ 125*
4 5
Perunue BTD (nepBuuHast KOHeUHast TOUKa (1,2 %, 95 % JIU (3,0 %, 95 % JT1
a¢hekTUBHOCTH) ’0,4_’3’0 %) ' 1,2—,6,6 %)
KomOuHMpoBaHHast KOHEYHAsE TOYKA: CUMIITOMHBIH 5 6
perauB BTD + 6eccUMIITOMHOE YXYAILIICHUE ITPH (1,5 %, 95 % O (3,6 %, 95 % U
MOBTOPHOU BH3yaJIH3aI[HH 0,6-3,4 %) 1,6-7,6 %)
KoMOuHMpOBaHHAs KOHEYHAs TOYKA: CUMITTOMHBIH 21 19
peunaus BTO + GeccuMnToMHOE yXyIIeHUe + (6,3 %, 95 % JIN (11,5 %, 95 % JIA
OTCYTCTBHE U3MEHEHHH IIPH MMOBTOPHON 4,0-9.2 %) 7.3-17.4%)
BU3YaIIN3aIAN
128 43
PexaHau3arys BEHBI PH TOBTOPHOMN BU3yaTH3AI[HH (38,2 %, 95 % (26,1 %, 95 % I
I 33,0-43,5 %) 19,8-33,0 %)
KomOuHMpoBaHHast KOHEYHAsI TOYKA: CUMIITOMHBIH 4 7
perauB BTD + Gonbiioe kpoBoTeYeHHE (YHUCTAs (1,2 %, 95 % Ou (4,2 %, 95 % OU
KIMHAYECKas BBITO/1a) 0,4-3,0 %) 2,0-8,4 %)
TpomMO0IMOO0IHS TETOYHOW apTEPHH CO CMEPTEIHHBIM L L
0 0 0 0
I HECMEPTENBHBIM HCXO0I0M (O’% é’_’fz 0//2)211/1 (01% 60_,3?51 0//2))11/1

* [TonmHast BEIOOpKa IS aHAIM34, T. €. BCE AETH, KOTOPBIE OBIIIM PaHJOMU3NPOBAHEI,

JW — noBepuTeNbHBII UHTEPBAI.
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Ta6mmna 13. Pe3ymbTaThl mpoduiIs 6e30MacHOCTH B KOHIIE ocﬁggﬁorlﬁ%bvﬁﬁ'ﬁ; EOLHOCTE 0007)
PuBapoxcaban IIpenapart cpaBHeHust
CobbITHE N = 320% N = 162*
KombuuupoBaHHast KOHeUHast TOYKa: OOJBIIOEe 10 3
KPOBOTCUCHHUE + KIIMHUYECKU 3HAYNMOE HEOOJIBIIIOE 0 0 0 o
KpOBOTeUYeHHE (TIEpBUYHAS KOHEYHAs TOYKA (3,?_ é:59 15'3 ()//(;)IIH (1,% gof59 g ()//‘;)I[H
0€301acHOCTH) T T
0 2
Bonbiiioe KpoBoTEUEHHE (0,0 %, 95 % O (1,2 %, 95 % O
0,0-1,1 %) 0,2-4,3 %)
JIroboe kpoBOTEUECHUE, BO3HHKIIEE HA (poHE Tepanuu 119 (36,2 %) 45 (27,8 %)

* BI)I60pKa JJIs1 aHaJIn3a 6e3OHaCHOCTI/I, T. €. BCC AI€TU, KOTOPLIC ObLIH PaHAOMU3UPOBAHBI U TOJTYYUJIN ITO Kpaﬁﬂeﬁ MEpe
OIHY A03Y UCCIICAYEMOTI'O JICKAPCTBCHHOTI'O MpeTiapara.

[Ipodunu >dpdexTuBHOCTH U Oe30macHOCTU puBapokcabaHa ObUTH B IEJIOM COIMOCTaBHUMBIMHU Y
neauatpudeckoi momymsinuu ¢ BTD u B3pocnoii monyssimuu ¢ TI'B/TDJIA, ogHako COOTHOIIECHHE
MAUMEHTOB C JIOOBIM KPOBOTEYEHHEM OBLIO BBINIE B Meauarpuueckod momymsauuu ¢ BTD mo
CpaBHEHHUIO co B3pocioii monyssiueit ¢ TTB/TOJIA.

5.2. ®DapmakoKHHEeTHYECKHE CBOMCTBA

AOGcopbrms

[IpencraBnennas HUxe HHGOpPMALUs OCHOBaHA HA IAHHBIX, ITOJYYEHHBIX BO B3POCIION MOIMYJISIINY.
PuBapoxcaban ObicTpo BcachiBaeTcs; Cmax JOCTHTAETCs depe3 2—4 yaca rocie npruema TabJeTKy.

[Ipu mpueme BHYTpPH B BHJE TabneTok ao3upoBkoit 2,5 Mr um 10 Mr puBapokcabaH BcachIBaeTCs
MPAKTUYECKH TMOJTHOCTBIO, TIPH 3TOM ero OmomoctymHocTh Bbicokas (80—100 %) wezaBHCHMO OT
npuema nuim. COBMECTHBIN ¢ TUIIEH MpueM puBapokcabaHa B qo3e 2,5 Mr u 10 Mr He BIUsET Ha
AUC 1 Cmax puBapokcabaHa.

B cBsI31 cO CHMKEHHOM CTENEeHbIO BCACBIBAHUS NPU MpHeMe TabJIeTOK 103UpoBKoH 20 MI HaToIIAK
Habmoanach OnoaocTynHocTh 66 %. IIpu npueme TabieTok puBapokcadana 103upoBkoi 20 Mr Bo
BpeMs ellbl oTMeuanochk yBennueHue cpeqaeit AUC Ha 39 % mo cpaBHEHHIO ¢ IPUEMOM HATOIIAK,
MOKa3bIBasi NMPAKTUYECKU IIOJHOE BCACBIBAHME M BBICOKYIO OMOJOCTYMHOCTh. PuBapokcaban B
no3upoBkax 15 mr u 20 Mr cieayeT NpUuHUMATh BO BpeMs e/ibl (cM. paznen 4.2.).

dapmakOKMHETHKA pUBapoKcabaHa MPaKTUYECKH JIMHEHHA B 103ax 10 15 Mr oamH pa3 B JIeHb NIpU
npueMe HaToulak. B ycinoBusax mpuema puBapokcabaHa B BUj€ Ta0neTok Jo3upoBkoi 10 mr, 15 Mr u
20 MT BO BpeMmsl ebl HaOIOaeTCs J10303aBUCUMOCTh. [Ipu OoJiee BBICOKHX J03aX pUBapoKcadaH
JEeMOHCTPHPYET aOCOPOIIHIO, OTPaHHUEHHYIO PACTBOPEHHEM, C YMEHBIIIEHHOW OMOOCTYITHOCTBIO U
CHI)KEHHOM CKOpPOCThIO aOCOPOLIMH MTPH MOBBIILIEHUHN J03bI.

dapMakOKMHETHKAa  pUBapoKca0aHa  XapakTepHU3yeTCs  yMEpPEHHOW  MEeXUHAMBHIYabHON
BaprabeNbHOCTHIO (BapualmoHHBINA Kodduiment) B auanazone ot 30 mo 40 %.

BcacreiBanue puBapokcabaHa 3aBHCHT OT MeCTa BBHICBOOOXKIEHUS B KEITYJOYHO-KUILIEYHOM TPAKTE
(KKT). Cumxenne AUC u Cumax Ha 29% u 56 % COOTBETCTBEHHO HAOMIOAATIOCH MPU
BBICBOOOKICHUH TPAHYIISITa pHBapoOKcadaHa B MPOKCUMAIBLHOM OT/IEIe TOHKOW KHUIIKU B CPaBHEHUU
C TpHEeMOM IeJIoN TabJeTKH. DKCIO3UIMS Tpernapara eme 0oJjiee CHUXKAETCS TPH BBEICHUU
puBapokcadaHa B AUCTATBHBIN OT/AET TOHKOW KHUIIKH UM BOCXOAIIYI0 000JOUHYIO KUIIKY. Takum
oOpa3zom, cienyer u3derath BBEACHUs puBapokcabaHa AMCTajIbHEe KeTyaKa, TOCKOJIbKY 3TO MOXKET
IIOBJICYb CHUXKXCHHUEC BCAChIBAHHUA U, COOTBCTCTBCHHO, 9KCIIO3UITUHN pI/IBapOKCEIGaHa.

buonoctymaocts (AUC 1 Cmax) puBapokcabana 20 MT mpu nmpueMe BHYTPh B BUC U3MEITbYCHHOU
TaGHeTKI/I B CMECHU C 516JIO‘-IHI>IM MMOPC U CYCHGHI[HpOBaHHOﬁ B BOJIC, a TAKKC ITPHU BBCACHUH YCPEC3
KEIMyJOYHBIH 30HJ C TIOCHEAYIOUIMM MPHEMOM JKHIKOTO TIUTaHHWA ObUIa CpaBHUMA C
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dbapMakokuHeTHUECKU  Npoduiib  puUBapokcabaHa, pe3yNbTaThl JAHHOTO  HCCIICTOBAHUS
OMOOCTYITHOCTH PUMEHUMBI TaK)Ke U K 00Jiee HU3KUM J103aM pUBapokcadaHa.

Pacopenenenne

Cas3biBaHUe ¢ OelKaMH IUIA3MbI Y B3POCIBIX BBICOKOE M COCTABJIsAeT MpuOiu3uTesnsHo 92-95 %,
OCHOBHBIM  CBSI3BIBAIOIIMM  KOMIIOHCHTOM  SIBJISIETCSI  CHIBOPOTOYHBIA  anbOymuH. OObem
pacmpenesieHUss — YMEpPEHHBIH, cranuoHapHbId 00beM pacmpexneneHus (Vss) cocraBisieT
npubmmsutensho S0 .

BI/IOTDaHCd)ODMaHI/IH W 3JIMMHHAaIsA

VY B3pOCIHBIX MAIUEHTOB MPH MpUEME puBapokcabaHa MPUONH3UTENBHO 2/3 103bI MOJIBEPTalOTCS
MeTaboaM3My M B JajbHEWIIEM BBIBOJIATCS PABHBIMM YacTSAMU IIOYKAMU U Yepe3 KHILICUHUK.
OcraBmasics 1/3 mpUHSATON 03Bl BEIBOJUTCS IOCPEICTBOM IMPSIMON MOYEUHOW SKCKPEIMU B BHJIE
HEM3MEHEHHOr0 JEHCTBYIOLIEr0 BEIIECTBA, IVIABHBIM OOpa3oM 3a CueT AaKTUBHOM MOYeYHOU
CEKpeLUN.

Puapoxcaban merabonusupyercs nocpenctsom uzopepmentoB CYP3A4, CYP2J2, a taxxke npu
MOMOIIM MEXaHHW3MOB, HE3aBHCHMBIX OT CHCTEMBI IUTOXPOMOB. OCHOBHBIMH y4acCTKaMU
ouoTpanchopmalvu SABISAIOTCS OKUCICHHE MOP(OIMHOBON TPYIIBI U THAPOIU3 aMUIHBIX CBSI3EH.
CoryiacHO JaHHBIM, IOJYYCHHBIM IN VItro, puBapokcabaH sBJISETCS CyOCTpaToM Jisi OCIIKOB-
nepenocunkoB P-gp (P-rnukomnporenna) u Berp (Oenka ycTOMYMBOCTH paka MOJOYHOW JKEJe3bl).
HewnsmeHeHHbIN prBapoKcabaH SIBISIETCS CAMBIM Ba)KHBIM COCIHMHEHHUEM B YEIOBEYECKOH IUIa3Me,
OCHOBHBIE WJIM aKTHBHBIE [IUPKYIUPYIOIINE METaOOIHUTHI B IJIa3Me He 0OHapykeHbl. PuBapokcaban,
CUCTEMHBIH KJIIMPEHC KOTOPOTO COCTaBIIICT MPUONMH3UTENLHO 10 J1/9, MOXKET OBITh OTHECEH K
JIEKapCTBEHHBIM BEI[ECTBAM C HHM3KUM KiupeHcoM. [locie BHyTpuBeHHOro BBeneHus 1 mr
puBapokcabaHa nepuo NOJyBBIBEICHHUS COCTaBIIsIET 0K0II0 4,5 yacoB. [Tociie nepopanbHOro npuema
BBIBEICHHE CTAHOBUTCS OTPAHUYEHHBIM CKOPOCThIO abcopOtmu. [1pu BeIBeieHnn puBapokcabaHa u3
TUTa3Mbl KOHEUHBIN TTEPHO/I TIOTYBBIBEICHHS COCTABIISIET OT 5 10 9 4aCOB Y MOJIO/IBIX ITAlIMEHTOB U
otT 11 10 13 4acoB y MOKHUIIBIX TAI[IEHTOB.

Oco0BIe TPVIIIHI TTAIMEHTOB

Ilon

VY B3pocnbIX HE OBLJIO KIMHUYECKH 3HAUMMBIX paziuduil (papMaKkOKMHETHKU CPeau MYXKUUH U
JKEHIIVH.

Toorcunou 6ospacm

VY MOXUIBIX MAalMEHTOB KOHIEHTpalMs puBapokcabaHa B IUIa3Me KPOBH BBINIE, YEM Y MOJIOJBIX
nanueHToB; cpenHee 3HaueHue AUC mpubnusurtensbHO B 1,5 pa3a MpeBbIIaeT COOTBETCTBYIOIIME
3HA4YEHHUsI Y MOJIOJbIX MAIlMEHTOB, IJIABHBIM 00pa30M BCIIEACTBUE CHUKEHUS (BEPOSITHOTO) OOIEro
U no4eyHoro knupenca. Koppekuus 103sl He TpeOyeTcs.

Paznuunas macca mena

VY B3pocabIx KpuTndeckas macca tena (MeHee 50 kr u 6onee 120 Kr) Mnis HE3HAUYUTENHFHO BIIUSIIA
Ha KOHIEHTPAIMIO pUBapokcabaHa B 1uiazMe KpoBu (MeHee 25 %). Koppekuus 10361 He TpeOyercs.

Mescomuuueckue paznuyus

KnuHudecky 3HaUMMBIX pa3nuduii (hapMaKOKUHETHKHU U (hapMaKOIUHAMUKH Y B3POCIIBIX TAIlIEHTOB
€BPOTICOUTHOM, adpoaMepUKaHCKOM, TATHHOAMEPUKAHCKOH, SITOHCKON MJIM KUTAHCKOW STHUYECKON
MPUHAIIICKHOCTH HE HAOII0AaJI0Ch.

Iayuenmsi ¢ Hapywenuem hyHKyuu neyeHu
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(xmacc A mo Yaiina-Ileto) papmakoknHeTnka puBapokcadaHa JIMITh HE3HAYUTEIFHO OTIIHYAIach OT
COOTBETCTBYIOIIMX TIOKa3aTeiel B KOHTPOJBHOW TPYIIE 3I0POBBIX HCIBITYEMbIX (B CpeaHEM
ormeuanoch yBenmnuenne AUC puBapokcabana B 1,2 pasa).

VY nmanueHTOoB ¢ HUPPO30M MEYSHH U HapylleHneM (QyHKUIUU MeYeHH cpeaHei crenenu (kiaacc B mo
Yaina-ITeto) cpennsisn AUC puBapokcabana ObUIa 3HAYUTENBHO NOBBIIICHA (B 2,3 paza) 1o
CpPaBHEHUIO CO 370pOBBIMH J00poBoabiiamMu. Hecsizannas AUC yBenuuuBaiiach B 2,6 paza. Y 3Tux
MAIMEHTOB TaKXe ObUIO CHIDKEHO BBIBEJCHHE pUBApoOKcabaHa IMOYKAMH, CXO0XKEe C TaKOBBIM Y
MAUEHTOB ¢ HapylleHHeM (DYHKIUU MMOYeK CpeJHEeN CTerneHu. JJaHHbIe o MaleHTaM C TAKEIbIM
HapylmeHneM (yHKIUU eUYeHH OTCYTCTBYIOT.

[TogaBnenne akTuBHOCTH (pakTopa Xa y MAIMEHTOB C HAapyIICHHEM (QYHKIHH IE€YEHH CpeIHen
CTENEeHU ObUIO BBIPAXEHO B 2,6 pa3a CHIIbHEE, YE€M Yy 3/0pPOBBIX I0OPOBOJIBLEB; YBEIHMUCHUE
IPOTPOMOMHOBOTO BPEMEHHU B CXOKEH cTeneHu Bo3pactaio B 2,1 pa3za. [lanneHTsl ¢ HapynieHuem
(GyHKIMU TIEUYeHH CpeaHel cTerneHu Obuth 0oJjiee YyBCTBUTENBHBI K PUBAPOKCAOAHY, UTO SIBIISCTCS
clencTBHEM  Oojee  TECHOH  B3auMOCBS3M  (DapMakOJMHAMHYECKHX  I(PQPEKTOB U
(hapMaKOKMHETUYECKHX ITaPaMETPOB MEKIY KOHIIEHTPAIIUEH U IPOTPOMOUHOBBIM BPEMEHEM.

PuBapokcabaH mNpOTHBOIOKA3aH TMAalMEHTaM C 3a00JeBaHUSIMH TICUYCHH, MPOTEKAOIIUMU C
KOaryJionaTued ¥ pucKoM KIMHHYECKH 3HAYMMOTO KPOBOTEUEHHUS, BKIIFOYAs! MAIIIEHTOB C IIUPPO30OM
nevyenu knacca B u C no knaccudukanuu Yaitna-Isio (cm. pazgen 4.3.).

Iayuenmsi ¢ Hapywenuem GyHKYuU nodex

Y B3pOCIBIX MalMEHTOB HAOI01a7I0Ch YBETUUECHHE IKCIIO3UINH pPUBapoKcadaHa, KOppeIupoBaBIlee
CO CHIDKEHHEM ITOYEYHOW (PYHKIMH, KOTOpas OIEHWBAIACh U3MEPEHUEM KIMPEHCAa KPEeaTHHHHA.
VY nanuentoB ¢ nerkoit (KK 50-80 mn/mun), cpennerr (KK 3049 mn/mun) u tsoxenoit (KK 15—
29 MJI/MUH) CTETIEHBIO HapyIIeHUs (YHKIIMU TIOYEK KOHIIEHTPAIMK pUBapOKcadaHa B IIa3Me KPOBH
(AUC) 6pun moBsimeHs! B 1,4, 1,5 u 1,6 paza coorBercTBeHHO. COOTBETCTBYIOIIEE YBEIMUCHUE
(dhapmakoguHaMuueckux 3 PexToB ObII0 00Jiee BHIpAXKEHHBIM. Y TAIIMEHTOB C JIETKOU, CPEIHEN U
TSDKEJON CTENeHbI0 HapylleHus (PYHKIMU ToYeK oOIlee MoJaBieHHe aKTUBHOCTH (akTopa Xa
yBenmmuuBaigock B 1,5, 1,9 m 2,0 paza COOTBETCTBEHHO IO CPaBHEHUIO CO 3JOPOBBIMH
I00pOBOJIBIIAMHU; TMPOTPOMOMHOBOE Bpems Takxke yBenuuuBanoch B 1,3, 22 u 2,4 pasa
COOTBETCTBEHHO.

Hannblie o namuenTax ¢ KK < 15 Ma/MuH OTCYyTCTBYIOT.

[Ipeanonaraercs, 4To puBapokcadaH HE MOABEPraeTCs IUATU3Y B CBSI3H C BHICOKHUM CBSI3bIBAHUEM C
OenKaMH TJIa3MBbl.

He pexomenayercs npumensaTs npenapat y nmauueHtoB ¢ KK < 15 mu/mun. Crnenyer cobmoaarsb
OCTOPOXHOCTH MPH NMPUMEHEHUH npenapata y nanueHToB ¢ KK 15-29 mu/muHn (cM. pasznen 4.4.).

(DaDMaKOKI/IHeTI/I‘IeCKaﬂ-d)aDMaKOJIHHaMquCKaSI 3aBUCUMOCTH

CooTHotieHne papMaKOKMHETHYECKUX MapaMeTpoB U papMakoanHamuueckux 3¢ pexron (OPK/D/I)
MEXIy KOHIIEHTpaluel puBapokcabaHa B IUTa3Me€ KPOBH M HECKOIBKUMH KOHEYHBIMU
(bapMakoIMHAMHYECKUMH TOUKaMu (MHTHOMpoBaHue dakTopa Xa, mporpomOuHoBoe Bpemsi, AUTB,
HepTest) ornennBanock mocie mpruemMa MmMpoKoro auamna3ona jo3 (ot 5 1o 30 mr aBa pas3a B CyTKH).
B3auMocBs3p MEXIy KOHIEHTpauueil puBapokcabaHa M aKTHBHOCTBIO (pakTopa Xa HaMIydIIuM
00pa3oM MPOAEMOHCTPUPOBAHA C MCIIOJIb30BaHUEM MOJAEIH Emax. 11 MpoTpoMONHOBOrO BpeMeHU
MOJIENb JINHEHHOW PETPECCUU B LIEJIOM JIY4ILIE€ ONUCHIBAET JAHHBIE.

YT110B0# KOA(GUIIMEHT 3HAYUTEIIEHO MEHSUICS B 3aBUCHMOCTH OT PEaKTHBOB, HCITOJIB3YEMbIX IS
orpeJiesieHUs] MPOTpOoMOMHOBOTO BpeMeHH. [Ipu ucnonp3oBanuu Habopa Neoplastin PT ucxogHoe
3HaYCHHE TPOTPOMOMHOBOTO BPEMEHHU COCTABHIIO OKOJIO 13 CeK ¢ HAKJIOHOM JIMHHH OKOJIO 3—4 cex
(100 mkr/m). Pesynbrarel aHamuza coortHomieHus DOK/DJ] B wuccnenoBanusx II u I ¢assr
COOTBETCTBOBAJIM aHAJIOTUYHBIM ITOKA3aTEIsIM Y 30POBBIX MalMEHTOB.
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(MOCNEQOBATENEHOCTE 0007)

DapMaKOKHHETUUCCKHE JIJAHHBIC YV ITAIIUCHTOB

VY B3pOCIHBIX MalMEHTOB, MOJyYaIMUX puBapokcaban B no3e 20 mr 1 pa3 B neHb IS JieUCHUS
octporo TI'B, reomerpuueckoe cpennee konueHTpauuit (90 % npeauKTUBHBIN UHTEpBAN) yepe3 2—
4yaca u npumepHo uepe3 24 yaca mocie npueMa J03bl (YTO IPUMEPHO COOTBETCTBYET
MaKCUMaJIbHOM ¥ MUHUMAJIbHOW KOHIIEHTPAIUsM B MHTEPBAJE JIO3MPOBAaHUS) cocTaBmio 215 (22—
535) mkr/n u 32 (6-239) MKI/1 COOTBETCTBEHHO.

I'eomeTpuueckoe cpeanee koHueHtpanuii (90 % uHTEpBaN) B MHTEpPBAIax BpeMEHH OTOOpa mpoo,
MPUMEPHO COOTBETCTBYIOIIUX MAKCUMAJIbHOM M MHUHHUMAJIbHOM KOHILIEHTPAllMd B HWHTEpBAJIC
J03UpOBaHUs, y neTel ¢ octpoit BTD, monyuaromux puBapokcabaH B J103€, 3aBUCAIICH OT MacChl
Tea, JJIA MOJYYEHHs 3KCIO3MIMM, COOTBETCTBYIOLIEH TAaKOBOM Yy B3pOCibIX mnanueHToB ¢ TI'B,
noyvaronux 103y 20 mr 1 pa3 B neHb, ipeactaBieHsl B Tabmwuie 14.

Tabmuua 14. CBomnas cratuctuka (reomerpuueckoe cpernsee [90 % wuHTepBas]) paBHOBECHBIX
KOHILIEHTpaluii puBapokcabaHa B I1a3Me KPOBH (MKI/JT) B 3aBUCUMOCTH OT PeXHUMa JI03UPOBaHHS U
BO3pacTra

BpeMeHHbIe HHTEPBAJIBI
Onun pa3 B N ot 12 no N oT 6 10
JAeHb <18 et <12 et
2,54 yaca 2415 229,7
CIyCTSI 171 (105-484) 24 (91,5-777)
20-24 gaca 20,6 15,9
cryers 11| 569665 | 24 | (342-455)
JBa pa3a B N ot 6 10 N oT 2 10 N ot 0,5 1o
AeHb <12 aer <6 Jer <2 et
2,5-4 gaca 1454 171,8
crycrs 36 | (460343) | 38 | (707-438) | 2 H.p.
10_013::; N E (7,9%&84,9) 37 (0,2252—?27) 3 10’17{.3[)'13'_
Tpu paza B N oT 2 10 N | OT PoieHust |\ ot 0,5 N | OT Pok1enus
neHb < 6 Jer 1o < 2 jer 1o < 2 jer 1o < 0,5 jer
0,5-3 gaca 5 164,7 25 111,2 13 114,3 12 108,0
CIyCTSI (108-283) (22,9-320) (22,9-346) (19,2-320)
7—-8 vacos 5 33,2 23 18,7 12 21,4 11 16,1
CITyCTSI (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

H.p. — HE PACCYUTBHIBAJIOCH.

3HavYeHUS HIDKE HIKHETO Tpeiena konndectBeHHoro onpeneneHus (HITKO) 6v1mu 3amenens! Ha 1/2
HITKO myst pacuera craructuku (HITKO = 0,5 mkr/m).

CTHU

beszomacHocTh 1 3¢ (heKTHBHOCTh pUBapoKcabaHa y JIeTe W MOJPOCTKOB B Bo3pacTe o0 18 yeT mo
MOKAa3aHUI0 MPO(UIAKTHKA HHCYIbTA U CUCTEMHOM TPOMOOIMOOIUY Y TAIIMEHTOB ¢ GUOpUILISAIIEH
Hpencepjmﬁ HEKJIaITaHHOI'O NPOUCXOXKICHUA HC YCTAaHOBJICHBI.

Abcopoyus

Jletu nonyvanu puBapokcabaH B BuJe TaOJETOK WM CYCIIEH3UH JJIs IpHUeMa BHYTPb BO BpeMs WU
cpa3y mocjie KOPMJIGHHS WIM TpHEeMa IHIIM, BMECTe C OOBIYHOM MOpIHMEN >KUAKOCTH JJIs
o0ecrnieueHns HaAJeXalero 103upoBanus y nereil. Kak y B3pocnbix, Tak U y JieTeil puBapokcadaH
OBICTPO BCaChIBACTCA MOCJE MEPOPATBHOTO MpHeMa Mpernapara B JIEKApCTBEHHOW (hopMe TablIeTKU
WM TPAHYJIbI ISl IPUTOTOBJICHUS CYCIIEH3UM Ul ITpueMa BHYTpb. He oTMeuaiocs pa3sHMIIBI HU B
CKOpPOCTH, HU B CTEIICHH BCACBIBAHUS MEXY JICKAPCTBEHHBIMHU (pOpMaMU TAOJIETKU U TPAHYIIBI IS
IIPUTOTOBJICHUSI CYCHEH3UM [UI NpueMa BHYTpb. JlaHHBIE O (papMakOKMHETHKE y AeTed Imocie
BHYTPUBEHHOT'O BBEICHHUS OTCYTCTBYIOT, TO3TOMY aOCOJIIOTHAS OMOJOCTYITHOCTh pHBapoKcabaHa y
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YBEIMYCHUHU 703 (B MI/KI' Macchl Tella), HA OCHOBAaHHM YErO MOYKHO C/IeJaTh MPEAINOJIOKECHUE 00
orpaHuYeHUsX abcopOuuu s 6ojee BBICOKUX 1103, Aaxke MpU npueme ¢ nuieil. PuBapokcadan B
Bujie TabneTok no3upoBKod 15 mr mmm 20 Mr crieayer mpUHUMAaTh BO BpeMs KOPMIICHHS WA BO
BpeMs efibl (cM. pasnen 4.2.).

Pacnpeoenenue

CrnenuduuHble B OTHOUICHUU JETEH JaHHBIC O CBS3bIBAHUW PUBapOKcabaHa C OeNKaMH IJIa3Mbl
oTcyTcTBYIOT. JlaHHBIE O (apMakOKMHETUKE Yy JeTeld Tocle BHYTPUBCHHOTO BBEICHHS
puBapokcabaHa OTCYTCTBYIOT. Vss y nered (Bo3pacTHoi muama3on oT 0 go < 18 yer) mocie
MEepPOPAILHOTO TpHeMa pUBAapOKcabaHa, CIPOTHO3UPOBAHHBIM C TIOMOMIBIO IMOMYJISIIHOHHOTO
(hapMaKOKHHETUYECKOTO MOJICITMPOBAHUS, 3aBHCUT OT MAacChl Tela M MOXXET OBITh OMHUCAH C

MOMOIIBIO AJNTIOMETPpUYECKON (DYHKIIMU cO cpeHuM 3HaueHueM 113 i1 it cyObekTa ¢ Maccoii Tena
82,8 kr.

buompancpopmayus u snumunayus

Crnenuduunble B OTHOILIEHMM JeTed JaHHble O MeTaboyiu3Me OTCYTCTBYIOT. JlaHHBIE O
(apMaKOKHHETHKE y JETEH MOCiIe BHYTPUBEHHOTO BBEJICHUS PUBAPOKCA0aHa OTCYTCTBYIOT.

Knupene y pereir (Bo3pactHoit nuamazon ot 0 mo < 18ier) mocnme mepopanbHOro Impuema
puBapokcabaHa, CIPOTHO3MPOBAHHBIA C IOMOIIBIO MOIMYJISIUOHHOTO (HhapMaKOKHHETHYECKOTO
MOJICIIMPOBaHMsI, 3aBHCUT OT MAacChl Tella U MOXET OBITh ONUCAH C MOMOIIBI0 aJNIOMETPUYCCKOI
GbyHKIMKM CcO cpemHUM 3HadeHWeM 8 /4 s cyObekta ¢ Maccod Tema 82,8 kr. Cpemnme
reOMETPUYCCKHE 3HAYCHHs [EpUOoAa MOJyBbIBeACHUS (t1/2), PACCYMTAHHBIE C [OMOIIBIO
MOMMyJIAIUOHHOT'O q)apMaKOKI/IHCTI/I‘-ICCKOFO MOACIIMPOBAHUA, YMCHBIIAIOTCA C YMCHBIICHUCM
BO3pacTa M BapbUpYIOTCS OT 4,2 9aca y MOJPOCTKOB JI0 NMPHMEPHO 3 4acoB y JIeTel B BO3pacTe
2—12 ner, no 1,9 u 1,6 yaca y nereii B Bo3pacte 0,5 — < 2 jiet u meree 0,5 roga COOTBETCTBEHHO.

Ilon

Anamus MOJIYYCHHBIX JAaHHBIX HE BbIABUJI CYIICCTBCHHBIX pastqHﬁ B OKCIIO3UIIUHN pI/IBapOKca6aHa
y IETE€N pa3HOro MoJia.

Pasznuunas macca mena

V neteii 1o3a puBapokcabaHa 3aBUCHT OT Macchl Telna. AHaJIN3 IaHHBIX, TOJTYYEHHBIX JUIS JeTel, He
BBISIBIJI 3HAQYMMOTO BJIMSIHMS HEIOCTaTOYHOW MacChl Tela WM OXUPEHHS Ha HKCIO3HIIUIO
pHuBapokcabaHa.

Mescomuuueckue paznuyus

AHanu3 MONYYEHHBIX JAHHBIX HE BBISIBIJI 3HAUMMbBIX MEXKITHUYECKUX Pa3IM4YMil B 3KCIO3HULIHN
puBapokcabaHa y JieTell SIMOHCKOM, KUTalCKOW WJIM a3MaTCKOM 3THUYECKOW MPHUHAJJIEKHOCTH 32
npenenamu SAnonun u Kutast mo cpaBHeHUIo ¢ o011el neanaTpuyeckoi Monysiue.

Hapywenue ¢pynkyuu neuenu
Knunuveckue nanubie i AeTei ¢ HapylieHneM (QYHKIIUHU MeYeHU OTCYTCTBYIOT.
Hapywenue ¢pynkyuu nouex

JlaHHbBIE KIMHUYECKUX UCCIIEAOBAHNMN Yy IeTel B Bo3pacTe 1 roaa u crapliie co CpeiHeN WIIH TSHKETIoU
CTETIeHbI0 HapyIIeHus (yHKINH ToUeK (CKOpOCTh KiTy60oukoBoi umsrpamuy < 50 mMu/mun/1,73 M)
OTCYTCTBYIOT.
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6. DAPMAIIEBTUYECKHUE CBONCTBA (MOCHELOBATENBHOCTEL 0007)

6.1. Ilepeuenb BcnoMoOraTe/ibHbIX BellIECTB

Pusaxkcopen, 15 mr., TaOJIETKH, TOKPLITHIE INIEHOYHON 000JI0YKOH

[emnr0s103a MUKPOKPUCTATUTMYECKAS
JlakT03BI MOHOTHIpAT
Kpockapmennosa Hatpust
['unpomennosa

Harpus naypuicynsdar
Marnus creapar
IInenounasn obonouxa
['unpomennosa 2910
Maxkporou 4000

Twurana nuokcun
JKenesa okcua KpacHbId

Pusakcopen, 20 MTI, Ta6J'IeTKI/I, IMOKPBITHIC TNIEHOYHOM 000J10UKOH

[emnron03a MUKPOKpUCTAIIINYECKAS
JlakTo361 MOHOTHAPAT
Kpockapmennosza Harpust
I'mnpomennosa

Hatpus naypuicynbdar
Marnus creapar
IInenounas obonouxa
I'mnpomennosa 2910
Keneza oxenn KpacHbIN
Turana guokcun
Maxkporoi 4000

Tanpk

6.2. HecoBmecTHMOCTDH

He nmpumenumo.

6.3. Cpok roaHocT (CpOK XpaHeHHsl)

3 rona.

H3MmennueHHBIE Ta0JETKH

W3menbueHHbIE TA0IETKU pUBapoKcabaHa cTaOUIIBLHBI B BOJE U B IOJIOYHOM MIOPE B TEUCHUE 4 YacoB.
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(MOCNEQOBATENEHOCTE 0007)

6.4. OcoObie MepbI MPEAOCTOPOKHOCTH NPU XPAHEHUH

XpaHuTh mpHu Temneparype Hike 25 °C B OpUTMHANBHOH ymakoBke (Oimcrepe) Ui 3aluThl OT
CBeTa.

6.5. Xapakrep M cofep:kaHue YIaKOBKHU

ITo 14 tabnerok B KOHTYPHYIO SAYEHKOBYIO YIaKOBKY u3 IUIEHKU
MOJTMBUHHWIIXJIOPH THOW/TIOTMBUHUIIN ICHXJIOPUIHON M (DOJIBIH aTFOMHUHUEBOM.

ITo 2 wnn 7 KOHTYpPHBIX SYEUKOBBIX YIAKOBOK BMECTE C JMCTKOM-BKJIAJBIIIEM M MaMATKOM 1is

ManueHTa NOMCHIAIOT B IMAYKY U3 KAPTOHA.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH NMPH YTUIM3ANMU MCIOJIb30BAHHOIO JIEKAPCTBEHHOI0
npenapara WIH OTXOA0B, IOJYYEHHBIX I0CJie NpPHMEHEHUs1 mnpenapara, M Jpyrue
MAHMIYJISIIUH € NpenapaToM

Het 0co0bIx TpeOoBaHUH K yTUIN3ALUY.

HsmenpueHune TabIeToK

Tabnerka mpemapata PuBakcopem MoxeT OBITh H3MeNbueHa, cycreHaupoBaHa B 50 Mu1 BOABI U
BBEJICHA Yepe3 Ha30racTPaJbHbIN MU JKEITYI0UHBIH 30H/ [TOCIe MOATBEPKACHUS MOJI0KEHUA 30H]1a
B xemyzake. Ilocie 3Toro HeoOXOAMMO MPOMBITH 30HA BOIOW. B cBsi3m ¢ Tem, uto abcopOums
puBapokcabaHa 3aBHCUT OT MecTa BBICBOOOXKIECHHS JEHCTBYIOLIETO BELIECTBA, HEOOXOAUMO
n30eraTh BBEICHUS pUBapOKcadaHa qucTalbHEe Kely/IKa, B IPOTHBHOM CITy4ae 3TO MOXKET IPHUBECTH
K CHM)KEHHUIO abcopOLMuU U, CIeloBaTeNbHO, K CHUKEHUIO SKCHO3MLIMU JeHCTBYIOIIETO BELECTBA.
[Tocne BBenmeHHMs W3MENBPYCHHOW TabneTku puBapokcabana 15wvr wmmm 20 Mr HeoOXoIUMO
He3aMeUTUTENbHO OCYIIECTBUTh MPUEM SHTEPAILHOTO TUTAHUS.

7. AEP)KATEJIb PETUCTPAIHIMOHHOI'O YIOCTOBEPEHUSA

Nunus

J-p Pennu’c Jlabopatopuc JIta. / Dr. Reddy’s Laboratories Ltd.

8-2-337, Poan Ne 3, bamxkapa Xumic, Xaitnepaban, Tenanrana-500034, Uuaus /
8-2-337, Road No. 3, Banjara Hills, Hyderabad, Telangana-500034, India
Tenedon: +91 40 4900 2900

®axc: +91 40 4900 2999

OnekrponHas nmouta: mail@drreddys.com

7.1. IlpeacraBuTeNb AepKaTe/Isi pETHCTPALMOHHOIO YA0CTOBEPEHUs!

IIpereH3un HOTDCGHTCJ’ICﬁ HamnpasJIATh 110 aApeCy:

Poccuiickas @enepanus

ITpencraButenscTBo hupmsl «J-p Pennn’c Jlabopatopuc JIta.»

115035, Poccuiickas denepanus, . MockBa, OBunHHUKOBCKas HaO., 1. 20, cTp. 1
Tenedon: +7 (495) 795-39-39

DnekTponHas nouta: adverse@drreddys.com

Pecnyonmka benapychb
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[IpencraButensctBo Komnanuu «Jl-p Penau’c Ha6cpaTopHd:m%ﬁﬂFéﬂ§; %FJC%‘%H;{; Eﬁ'{}:{llgtfltl)q :IB

Pecriy6mmke benapych

220035, Pecny6niuka benapycs, r. MuHck, yi. TumupsizeBa, a. 72, opuc 22, 53
Tenedon: +375 17 336-17-24, 26, 28

DnektponHas nmoura: adverse@drreddys.com

8. HOMEP (HOMEPA) PETUCTPAHMOHHOI'O YAOCTOBEPEHUA

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlekapcTBEeHHBIN ITpenapaT OTHOCUTCS K KATErOPUU OTITYCKA 110 PELEHTY.

OOwiast xapakTepucTHKa JEKapCTBEHHOTO Ipenapara PuBakcopen 10CTynHa Ha UH(OPMAIHIOHHOM
noprane EBpa3suilckoro SKOHOMHMYECKOTO COI03a B HMH(POPMAIMOHHO-KOMMYHUKALIMOHHOW CETH
«MuTepuer» https://eec.eaeunion.org/
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