COOTBETCTBYET 3KCMEPTHOMY OTYETY
0T 18112025 N2 28704
OFBILASI XAPAKTEPUCTUKA JIEKAPCTBEHHOTFO TIPEITAPATA "/04)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEIIAPATA
PuBapokcaban, 15 mr, TabJIeTKH, MOKPHITHIC IJIEHOYHONH 000JI0UKOM.

PuBapokcaban, 20 Mr, TabJIeTKH, ITOKPHITHIC IJIEHOYHONH 000JI0UKOM.

2. KAUECTBEHHBII M1 KOJIMYECTBEHHBIN COCTAB
JleiicTBytoliee BEIIECTBO: pUBAPOKCAOaH.

Pusapokcabad, 15 mr, TaOJIETKH, IIOKPLITHIE INIEHOYHON 000JI0YKOH

Kaxxgast TabnmeTka, MOKpBITas IUICHOYHOW 00O0JIOUKOW, comepkHuT 15 Mr puBapokcabaHa
MHUKPOHH3UPOBAHHOTO.

BcnoMoratenpHbie BElECTBa, HAJMYME KOTOPBIX HAJI0 YYUTHIBATH B COCTABE JICKAPCTBEHHOTO
npemnapara: jJaktosa (cm. paszaen 4.4).

PuBapokcadan, 20 Mr, TaOJIETKH, ITOKPBITHIE INIEHOYHON 000JI0OYKON

Kaxxmast TabnmeTka, IMOKpBITas IUICHOYHOW o00Oo0oukon, coxepxkutr 20 Mr puBapokcabaHa
MUKPOHH3UPOBAHHOTO.

BcnoMorarenbHbie BElIECTBa, HAJTMYME KOTOPBIX HAJ0 YYHUTHIBATH B COCTABE JICKAPCTBEHHOTO
npenapara: jlaktosa (cMm. paszuen 4.4).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEJICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

PuBapokcadan, 15 Mr, TabJIETKH, ITOKPBITHIE INIEHOYHON 000JI0OYKON

Kpyrible 1BOSKOBBINMYKJIbIE TaOJETKH, MOKPBITHIE IJIEHOUHOM 000s104KOl po3oBoro 1sera. Ha
HOIEPEUHOM pa3pese sApo 0T OeI0ro 10 6EI0ro Co Clerka )KelIToBaThIM OTTEHKOM IIBETA.

PI/IBaDOKca6aH, 20 mr, Ta6J'IeTKI/I, MOKPBITHIEC IJICHOYHOM 000JI0YKOM

Kpyrible nBOSIKOBBINTYKJIbIE TaOJIETKH, NOKPBITHIE MJIEHOYHOW O0O0JOYKONM KOPHUYHEBOIO IIBETA.

Ha nonepeqnoM paspese sapo oT 6enoro 10 6e1oro co cierka KeIToBaThiM OTTCHKOM IIBETA.

4. KIMHUYECKUE JAHHBIE
4.1. Iloxka3aHusl K NPUMEHEHHIO
[Tpenapat PuBapokcaban moka3aH K NPUMEHEHHUIO KaK y JieTel U MOJIPOCTKOB B Bo3pacTe A0 18
JeT ¢ Maccoi Tena oT 30 Kr, Tak U y B3pOCIbIX.
Bspocinble
* NpoQuIaKTUKa UHCYJIbTAa U CUCTEMHOW TPOMOO3MOOIUY y MAIlMEHTOB ¢ pUOpHIsAueit

MpeacepInii HEKJIAMTAHHOTO MTPOUCX 0K IACHUS;
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* JjeueHue Tpom6Oo3a riayookux BeH (TT'B) u TpOM&%lE%ﬁé‘f&%ﬂ)‘ﬁw&egﬁprl f’i‘léHA)

u npodunaxTuka peuuausos TI'B u TOJIA.

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

* JIedyeHHe BeHO3HOU TpoMOoaMmboauu (BTD) u npodunakrtuka pernuauBoB BTD mocie He

MEHee 5 THEeW HaYaJlbHOM NMapeHTepaaIbHOW aHTUKOAryJITHTHON TEepaIum.

4.2. PexxuMm 103MpoOBaHNs U C1IOCO0 NPUMEHEeHUs!

PexxuM no3upoBaHus

IIpogunaxmuka uncynoma u cucmemHou mpomooIMO01UU Y 83POCIbIX

PexomennoBannast no3a cocraBiaser 20 Mr oauH pa3 B J€Hb, 4YTO TaKXKe SIBIIAETCA
PEKOMEHI0BAaHHON MaKCUMAJIbHOW CYyTOYHOM J1030M.

Tepanus npenaparom Puapokca®aH J0JKHA pacCMaTpUBATHCS Kak JIOJTOBPEMEHHOE JIEUCHHE
OpU YCIOBHMM, 4YTO IHOJb3a OT MPOMUIAKTUKA HHCYIbTa W CUCTEMHOM TpoMOosIMOoInu
IPEBBILIAET PUCK KpOBOTeUEHHUs (cM. pazzen 4.4.).

ﬂeﬁcmeuﬂ npu nponyckKe npuema npenapama

Ecnn nmpueM 03Bl MpONyIIeH, MAalUeHT JOJDKEH HEMEUIEHHO MPHHATh TabJIeTKy Npernapara
PuBapokcaban u Ha ciexyrooluil eHb NPOJOJDKAaTh IpUEM IMpernapara OAWH pa3 B JIEHb Kak
pEKOMEH1I0BaHO. B 3TOT ke neHb He cienyeT NMpUHUMaTh ABOWHYIO J03Y Ul KOMIIEHCALUU
IIPOITYLICHHOW JTO3BI.

Jleuenue TI'B u TOJIA u npodhunakmuxa peyuousos TI'B u TIJIA y e3pocivix

PexoMennoBanHas HadyanpHas A103a npH JedeHnn ocTpelx TI'B ninm TOJIA cocrasnser 15 mr asa
pasa B JIeHb B TEUEHHE MEPBBIX 3 HEJEIb C MOCIEAYIOIUM Nepexo1oM Ha 103y 20 Mr oJiMH pa3 B
JIeHb 17151 JajbHelero geueHus u npopmiaktuku peuuansos TI'B u TOJIA.

KopoTkast mpoIoKUTENbHOCTh Kypca JedeHHs (Kak MUHMMyM 3 Mecsila) JOJDKHa OBITh
paccmotpena s nanueHToB ¢ TI'B unu TOJIA, cripoBoIMPOBaHHBIX CEPbE3HBIMU 0OPATUMBIMU
¢dakropamMu pucka (T.e. HEJaBHEE CEPbE3HOE XHPYPrHUYe€CKOe BMEIIATENbCTBO WM TpPaBMa).
bonee nnutenpHBIN MEepuoOJ JeueHUs: NOJKEH ObIThb paccMOTpeH A nauuveHToB ¢ TI'B umm
TOJIA, He CBS3aHHBIMM C  CEpbE3HBIMH  OOpaTUMbIMM  (aKTOpaMH  pHUCKa, C
HecpoBonrpoBadHeIMU TI'B niu TOJIA, nnu ¢ TI'B nnu TOJIA B anamuese.

Korma nokazana npoennas npodriraktuka penuanoB TT'B wm TOJIA (mocne 3aBeprieHus
KaKk MUHUMYM 6 MecsieB JedeHus: TI'B wnmu TOJIA), pekomeHnmoBanHas go03a coctasisieT 10 mr
OJIMH pa3 B JeHb. [lanmentaM ¢ BeicokuM puckoM peuuausupyromero TI'B nou TOJIA, Takum
KaK TalUeHTBhl C TSDKENbIMM COMYTCTBYIOIIMMH 3a00JI€BAHUSAMHU WIM Y KOTOPBIX pPa3BUIICS

peruauBupyomuid  TI'B  wim  TOJIA npu mnpoaieHHONM npoduiIakTHKE MpernapaToM
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npenapata PuBapokcaban B 1o3upoBke 20 MI 0JTUH pa3 B JI€Hb.
[TpoaOMmKUTENBHOCTD JIEUEHUSI U BBIOOP 03Bl JOJIKHBI ONPEAENSATHCS MHIMBUIYaIbHO IOCIIE
TIIATEIBHOM OLIEHKHU I10JIb3bI JICUEHHsI IPOTUB PUCKA BOSHUKHOBEHUS KPOBOTEUEHUS (CM. pasel

4.4.).

CymmapHnasi
Ilepuoa Bpemenu Cxema npuema
CyTOYHAasA /1032

Jleuenune n Henp 1 —21 15 Mr nBa pasa B ICHb 30 mr
npopUIaKTUKA
peunanBoB TI'B nin C 22 nus 20 Mr oJIMH pa3 B JICHb 20 mr
TOJIA
[Tpodunaktuka ITocne 3aBepiieHus

10 mMr oguH pa3 B ACHb 10 mr
peunauBoB TI'B n KaK MUHUMYM 6

WA 580071
TOJIA MECSILIEB JIEYEHUS

20 Mr OJIUH pa3 B JICHb 20 mMr

TI'B umu TOJIA

Heticmsus npu nponycke npuema npenapama
Ecnu nipuem 10361 MPOMYIIECH MPH PEKUME J03UpoBaHus 15 Mr jaBa pasa B jaeHb (neHb 1-21),
HAalMEHT J0JDKEH HEMEJUIEHHO NMPHHATh npenapaT PuBapokca®aH A AOCTHXKEHHS CYyTOYHOU
no3bl 30 mr mpenapara PuBapokcaban. B ganHoM ciydae nBe TaOneTtku 15 Mr mMoryT ObITh
IOPUHATHI B OAMH npueM. Ha crnenyrommil AeHb NMAUEHT JOJKEH NPOAOJIKATh PEryJIsipHBIN
nmpueM npenapara 15 Mr aBa pasa B J€Hb KaK peKOMEHI0BAHO.
Ecin npueM 103561 NPOIYIIEH NPU PEXUME NO3UPOBAHUS OJUH pa3 B JIEHb, MMALIUEHT JOJIKEH
HEMEJUIEHHO MPUHATH TabNeTKy npenapata PuBapokcabaH M Ha CIEQYIOUIMH JeHb MPOa0JIKaTh
IpUeM IpernapaTta OJUH pa3 B JIeHb KaK peKOMEHJ0BaHO. B 3TOT ke JieHb He ceyeT NpUHUMaTh
JIBOMHYIO 703y JUIsl KOMIIEHCALUH ITPOIYIIEHHOH J103Bl.
Ilepexoo ¢ anmaconucmos sumamuna K (ABK) na npenapam Pusapoxcaban
* IIpodunakTruka HHCYJIbTa U CUCTEMHONU TPOMOO3IMOOIHHU:
cienyer npekpatuth jJedeHne ABK u Hauath nedenue npenaparom PuBapokcab®aH npu
3HAYeHUHU MEXIYHApOTHOTO HopManu3oBaHHOTo oTHOmeHus: (MHO) < 3,0.
» Jleuenue TI'B, TOJIA u npoduiakTuka peuanBOB Y B3pOCIBIX:
cienyet npekpatuth Jeuenne ABK u Hauath nedeHue npenapatoM PuBapokcabaH mpu
sgauennn MHO < 2,5.
[Ipu mnepexoxe mnauumentoB ¢ ABK na mnpenapar Pusapokcaban 3nHauenus MHO Oyayr

OIIMOOYHO 3aBBIIICHHBIMU IIOCIIE InpruceMa Impcerapara PI/IBap0K036aH. MHO =ne noaAXoduT OJIsd
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OTIpEICTICHUSI AHTUKOATYJISTHTHON aKTUBHOCTH r[penapafy%a—%;gﬁ%ég Ea%%'ml/_ '_I'{'erl z[ltHﬂKHo

UCIIOJIb30BaThCA € ATOM 1enbio (cM. pasaen 4.5.).

Ilepexoo ¢ npenapama Pueapoxcaban na anmazonucmeol sumamura K

CymiecTByeT BEpOATHOCTh BO3HMKHOBEHUSI HEJOCTATOYHOTO aHTHKOATYJISHTHOrO 3¢ deKkra npu
nepexoqe ¢ mpernapata PuBapokcaban Ha ABK. HeoOGxomumo oOecneunTh HENpEpBHIBHBIN
JOCTAaTOYHBIM aHTUKOATYJISHTHBIM 3(dekr Bo Bpems mepexoga Ha albTepHATHBHBINA
aHTuKoaryiasHT. CiemyeT OTMETUTh, 4TO Ipenapar PuBapokcabaH MOET CHOcOOCTBOBATh
nosbienno MHO.

[Taniuentam, mepexonmsamuM ¢ Tpenapara PuBapokcaban Ha ABK, ciegyer ogHOBpeMEHHO
npunuMath ABK, noka MHO ne noctursaer > 2,0. B TeueHue nepBbIx IBYyX JHEH MEPEXOAHOTO
nepuoaa J0JKHA NPUMEHATHCS CTaHAapTHas HadainbHas no3a ABK ¢ nocnenyromein no3oi
ABK, omnpenensemoii B 3aBucumoctH oT BennunHsl MHO. Bo Bpemsi 01HOBpEeMEHHOIO
npuMeHeHus mnpenapara Puapokcaban u ABK 3nauenne MHO pomkHO ompenenstbcs He
paHee, yem dyepe3 24 yaca mocie MpeabAyIIero MmpuemMa, HO A0 MpueMa CIeAYIOLEH 103bl
npenapata PuBapokcaban. Ilocme mpekpamienusi mpuMeHeHHs mpernapara PuBapokcaban
3naueHne MHO MoskeT OBITh TOCTOBEPHO OIpeAeseHo uepe3 24 yaca mocie npuema nocjaeanen
110361 (cM. pasaensl 4.5. u 5.2.).

Ilepexoo ¢ napenmepanbHblX AHMUKOA2YIAHMO8 HA npenapam Pusapoxcaban

VY B3pOCIHBIX, MOJIYYAIOUX HapEeHTEPaIbHbIE AHTUKOATYIISIHTBI, CJIEAYET MPEKPATUTh BBEICHUE
MapeHTepaIbHOTO AaHTUKOATYJISTHTa U HayaTh IpUMEeHeHue npenaparta PuBapokcaban 3a 0-2 vaca
JI0 BPEMEHM CIEAYIOIIEro IJaHOBOTO BBEIEHUS MApEeHTEpalbHOIO NpenapaTta (Hampumep,
HU3KOMOJIEKYJISIPHOTO TelapuHa) WJIM B MOMEHT NPEKpalleHUs HENpPepbIBHOIO BBEJEHUS
NapeHTepalIbHOTO IpenapaTa (HampuMep, BHYTPUBEHHOTO BBEIEHUS HEPPAKIIMOHUPOBAHHOTO
rernapuHa).

Ilepexoo ¢ npenapama PusapokcabaH na napenmepanivhvlie AHMUKOA2YISAHNbL

Cnenyer oTMeHMTHb mpernapaT PuBapokcabaH U BBECTH MEpPBYIO 103y MapeHTEPAIbHOIO
AQHTUKOAryJssHTa B TOT MOMEHT, KOTJa HYXHO OBLJIO IPHUHSTH CIEAYIOIIYIO 103y IpernapaTa
PuBapoxkcabaH.

Oco0bIe I'pynnbl HJaMCHTOB

Iayuenmol ¢ napywenuem @yHKYuu nouex

Hmeronecs: orpaHMueHHbIE KIMHUYECKUE JJaHHBIE IEMOHCTPUPYIOT 3HAUUTEIHHOE MOBBIIIEHUE
KOHIIEHTpaluil puBapokcabaHa B IIa3Me KPOBHU Y MAIIMEHTOB C TSDKEJOM CTETEHBI0 HapyIIEHUsS
¢ynkuuu nouek (kiupenc kpearunuHa (KnKp) 15-29 mn/mun). Benencrue storo miis 1aHHOR
KaTeropuy ManueHToB mpenapar PuBapokcabaH clielyeT NPUMEHSATh C OCTOPOKHOCTBIO.

[Tpumenenue He pekoMenayetcs y nanueHToB ¢ KinKp <15 mu/mun (cm. pa3genst 4.4. u 5.2.).
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HapylmeHus QyHKIIMHA TOYeK HEOOXOIMMO ClIeI0BaTh PEKOMEHIALNAM HIDKE:

* Ilpu mnpodwiakTuke HMHCYIbTa M CHUCTEMHOM TpPOMOOAMOONMH y TMALUEHTOB C
bubpusuianuei mpeacepauil HEeKJIAMaHHOTO MPOUCXOXKACHUS PEKOMEHJOBAHHAsA J03a
cocTaBisieT 15 Mr oguH pa3 B AeHb (cM. pasuen 5.2.).

* IIpu newennu TI'B u TOJIA u nmpodunakruke peuuaunBoB TI'B u TDJIA: nmanmentam
HE00X0IMMO MPUHUMATH 15 MT JBa pasza B JCHb Ha MPOTSHKCHUU NEPBBIX TPEX HEAECHb.
BrniocnenctBum, korga pekomenayemas Ao3a mnpemnapara PuBapokcaban coctaBut 20 Mr
OJIMH pa3 B JIeHb, CIEAYET MPEyCMOTPETh CHUKeHUE 1036l ¢ 20 Mr 10 15 Mr onuH pa3 B
JIeHb, €CIIM PUCK BO3HMKHOBEHHUS KPOBOTEYCHHS y NAIMEHTA BBIIIE PHCKA PEIMIUBOB
TI'B u TOJIA. PexkomeHnjmanuss IO NPUMEHEHUIO [J03bl 15 Mr ocHOBaHa Ha
bapMakOKMHETMUECKOM  MOJECIUPOBAHMM U HE  H3ydalach B  KIMHHUYECKUX
uccienoBanusx (cMm. pasaens 4.4.,5.1. u 5.2.).

Korna pekomennoBannas n1o3a cocrapisier 10 Mr ouH pa3 B JIeHb, KOPPEKIIUU JO3BI TIO

CpaBHEHHIO C PEKOMEH/IOBAaHHOH HE TpeOyeTcsl.
VY mnanueHtoB ¢ Jerkod cremneHpto HapymeHus Qynkuuu mnouek (KnKp 50-80 mu/mun)
KOppeKLHUs 1036l He TpedyeTcs (cM. pazaen 5.2.).
THayuenmoi ¢ HapywieHuem yHKYuU neveHu
[Ipemapar PuBapokcabaH MNPOTHMBOINOKA3aH TMalUEHTaM C  3a00JCBaHUSAMHU  TICYCHU,
COTPOBOKAAOIIMMHUCS KOATYJIOMATHENH U PUCKOM KIMHUYECKH 3HAYMMOI0 KPOBOTEUEHUS, B TOM
yuclie ManueHTaMm ¢ 1uppo3oM neudeHu kinacca B u C mo knaccudpukanuu Yaitng-ITeto (cm.
paznmensr 4.3. 1 5.2.).
Tlayuenmul nodxxcunoco 6o3pacma
Koppekuust 10361 He TpebyeTcs (cM. pazaen 5.2.).
Macca mena
Koppekiius 10361 y B3pocibix He TpeOyeTcs (cM. pasznen 5.2.).
Llon
Koppekuust 10361 He TpebyeTcs (cM. pazaen 5.2.).
Tayuenmsi, noogepearowuecs kapouosepcuu
Jleuenne mpenaparom PuBapokcabaH MOXKET OBITh HA4aTO WJIM TMPOJODKEHO Y MAalMEeHTOB,
KOTOPBIM MOKET OTPeOOBATHCS KApAHUOBEPCHSL.
[Ipn xapauoBepcuu MO KOHTPOJIEM upecnuineBoaHoW sxokapauorpadpuu (YII9xo0-KT') y
MAIMEHTOB, KOTOphIE paHee He TNONy4Yald AaHTUKOATYJSIHTHOW Tepanuu, g oOecreueHUus
aJIeKBaTHOM aHTHKOAryJsiMU Jie4eHHe mnpenaparoM PuBapokcabaH MOIKHO HAaYMHATHCA IO

MeHbIIIeld Mepe 3a 4 yaca 10 kKapauoBepcuu (cM. paszens S.1. u 5.2.). Jlna Bcex manueHToB
5
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nepea KapJIuOBEPCUEH TOJDKHO OBITh TOJTY4EHO noz[TBégﬁ;E;éﬂﬁé]g: '61\]1_EJ{_JIIE)I_I1'T—aIIIIIe_}'IT| :ﬁ:ﬁ}Hﬂn

npenapat PuBapokca®aH B COOTBETCTBHHM C Ha3HaueHHWEM Bpava. [Ipu mpuHATHUM pemieHuil o
Hayaje M MPOJOJDKUTEIBbHOCTH JIEYEHMS CIEAyeT INpPUHUMaTb BO BHUMAaHHE JIEHCTBYIOLIUE
PYKOBOJICTBA M PEKOMEHJAINH 110 aHTUKOATYJIIHTHON TEpalvuy y MalleHTOB, M0IBEPTalOIIUMCS
KapJAHOBEPCHH.
Hayuenmor ¢ gubpunrayuell npedcepOuti HeKIANAHHO20 Npoucxoxcoenus, nepenecuue YKB
(4pecKodHCHOE KOPOHAPHOE BMEUlamenbCmen) co CMeHmMupo8anuem
Nmeercs orpaHUYEHHBIA OIBIT MPUMEHEHHUsI IIpenapara PuBapokcaban B yMEHBIIIEHHOM g03¢ 15
Mmr 1 pa3 B aenb (uau 10 mr 1 pa3 B AeHB I MAIIMEHTOB CO CPEIHEH CTETNCHBIO HapYIICHUS
¢ynkunu nouek (KnKp 30—49 mu/mun)) B komMOmHanmu ¢ uHruOuTopoM penentopa P2Y12 B
TEYEHUE MAKCUMyM 12 MecslleB y ManueHToB ¢ (GpuOpWUIAIued npeacepauii HEeKJIamaHHOTO
MIPOUCXOXKICHUS, KOTOPHIM HEOOXOAUM MPHUEM MEPOPATbHBIX AHTUKOATYISHTOB U MEPEHECIINX
YKB co crenTupoBanuem (cm. pazuensi 4.4. u 5.1.).

eTH
Jlewenue BTO u npoghunakmura peyuousos BTD y demeii u noopocmkog
Jleuenue npenapatoM PuBapokcabaH y aeteill U MOJAPOCTKOB B Bo3pacTe A0 18 jet 1omKHO OBITh
HAYaTo Mocje He MEeHee 5 JHel HavyalbHOW MapeHTepalbHOW aHTHUKOAryJISHTHOM Tepamuu (CM.
paszzmen 5.1.).
Jlo3a 111 ieTeit ¥ MoAPOCTKOB PAaCCUUTHIBAETCS B 3aBUCMMOCTH OT MAaccChl TeJa:

e Macca tena ot 30 kr go 50 kxr:
peKoMeH/I0BaHHasg Jo03a 15 Mr puBapokcabaHa OJWH pa3 B J€Hb, 4YTO SBISAETCA
MaKCUMaJIbHOW CYTOYHOH J030H;

* macca tena 50 xr unu 6oee:
pekoMeH0BaHHasg J1o03a 20 Mr puBapokcabaHa OJWMH pa3 B JI€Hb, 4YTO SBISAETCA
MAaKCHUMaJIbHOM CyTOYHOU J10301;

e JUIs MAUEHTOB ¢ Maccoi Tena meHee 30 Kr HEOOXOAMMO NPUMEHSTh pUBapokcadaH
JIpYTUX Mpou3BoJuTENeld B popMe IpaHysl JUlisl IPUTOTOBICHUS CYCIIEH3UU JUIsl IpUeMa
BHYTDb.

Ha perynsapHoil ocHOBe HE0OXOAMMO MOHUTOPHPOBATH BeC peOCHKA M MepecMaTpUBaTh J103Y.
D10 HEeobXxonuMo, YyToObl 00ecneunuTh MoJJIepKaHue TeparneBTHUecKoil 103bl. KoppekTtuposka
JI03bI JIOJKHA BBITIOJHATHCS TOJIBKO HA OCHOBAaHWU M3MEHEHUS! MacChl Tela.

Tepanus y nerell ¥ NOJPOCTKOB JOJDKHA MPOIOJIKATHCS 10 KpallHEN Mepe B TEUEHHUE 3 MECSLIEB.
JUTMTeNbHOCTh JIEYEHUS MOXKET OBbITh YyBelM4eHa a0 12 MecsleB B ciydae KIMHHYECKOU
HeoOxoauMocTu. J[aHHbIE B MOAJIEPKKY CHI)KEHMS O3Bl y JeTeil mocie 6 MecsieB Tepanuu

OTCYTCTBYIOT. COOTHOIIICHHE TMOJIb3a-PUCK TMPU JUIUTEIBHOCTH TEPANUHM CBBIINIE 3 MECSIEB
6
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JIOJIDKHO OILICHMBAThCA HMHIWBUIYAJIBHO, IIPUHHUMAS BO ﬂﬁﬁk}aﬁﬁ@’é kaEQ&ﬂﬂi;éanmeﬁééa 51
Y: p

MIOTCHIUAIBHBIA PUCK KPOBOTECYCHUS.

ﬂeﬁcmeuﬂ npu nponyckKe npuema npenapama

Ecnu npueM 1036l npomnyiieH, Heo0X0AUMO MPUHAThH MPOMYLUIEHHYIO 103y KaK MOXKHO ObICTpee
II0CJIE TOTO, KaK 3TO 3aMETHJIM, HO TOJBKO B 3TOT XK€ JeHb. ECiIM 3TO HEBO3MOXHO, ITALIUEHT
JOJDKEH IPOIYCTUTH 3Ty 03y M HMPOJOJDKUTH IIPUEM CO CIEAYIOLIEH 103bl B COOTBETCTBUM C
Ha3HayeHueM Bpaya. [lanMeHT He JOKEH NpPUHUMATh ABOWHYIO A03Y Ul KOMIIEHCalluu
IIPOIYILEHHON JO3BI.

be3onacHocTh U 3 dexTuBHOCTD Mpenapata PuBapokcaban y aeteit B Bozpacte oT 0 g0 <18 ner
[0 TOKAa3aHWI0 NPOPHIAKTHKA HMHCYJIbTa M CHUCTEMHOH TpPOMOOAMOOIMHM y MAIMEHTOB C
bubpriuAnueld Tpeacepauil HEKJIAaHHOTO IPOUCXOXKICHHS HE YCTAaHOBJICHHI. JlaHHBIE
OTCYTCTBYIOT. B cBsI3M 3TuM, npenapar PuBapokcaGaH HE pEeKOMEHIYeTCsl K MPUMEHEHHIO Y
nereil B Bo3pacte 10 18 ser mo mokasaHMsM HHBIM, yeM JjedeHue BTO u mpodunakruka
peuuauBoB BTD.

[Ipenapatr PuBapokcaban, 15 Mr, TaGneTKH, MOKPBIThIC TUICHOYHOH OOOJIOUKOH, HE CIeIyeT
Ha3HayaTh (MPUMEHTH) y Aereil B Bo3pacTte oT 0 mo <18 jer ¢ maccoil tena menee 30 Kr s
JTAaHHOH JIeKapCTBEHHOM (POPMBI B CBSI3U ¢ HEBO3MOXKHOCTBIO OOECIIEUUTh PEXHUM J03UPOBAHUSL.
Jlise ynoBIeTBOpEHUsT OTPEOHOCTEH yKa3aHHOHN T'PYMIIBI IMalMEHTOB HEOOXOAWMO MPUMEHSTH
npenapat PuBapokcaban B ¢opme rpaHys Ui IPUTOTOBJICHUS CYCIICH3UU ISl TIpUeMa BHYTPb
IS neTel.

[Tpenapat PuBapokcaban, 20 Mr, TaOJeTKH, MOKPBIThIE IJICHOYHOH 000JI0UKOH, HE ciexyer
Ha3HayaTh (MPUMEHSTH) y Aerel B Bo3pacTe oT 0 1o <18 net ¢ maccoil Tena meHee 50 kr ans
JTAHHOW JIEKapCTBEHHOM (POPMBI B CBSA3H C HEBO3MOXKHOCTBIO 00€CIIEUUTDh PEKUM J03UPOBAHUS.
Ilepexoo ¢ anmaeconucmos sumamuna K (ABK) na npenapam Pusapoxcaban

[Tpu neyenun BTD u npoduiiakTuke peruauBoB y eTel cieayeT npekpaTuth edenne ABK u
HauaTh JieueHue npenaparom Pusapokcaban npu 3Hauenun MHO < 2.5.

ITpu nepexone mnaumentoB ¢ ABK na mnpenapatr Puapokca®an 3Hauenuss MHO Oynyr
OIIMOOYHO 3aBBILIEHHBIMU IOCIE MpHema npenapata Puapokcaban. MHO He moaxoaut ans
olpezeNieHUs] aHTUKOAryJITHTHOW aKTUBHOCTHU Mpenapara PuBapokca®aH M Mo3TOMy HE JOJIKHO
HCIIONIE30BATRCS C 3TOM 1embio (cM. pa3zaen 4.5.).

Ilepexoo ¢ npenapama Pusapokcaban na anmazonucmol gumamuna K

Jetsim, koTopble TiepeBoAsTCs ¢ npenapara PuBapokcaban Ha ABK, Heo6xoaumo mpoaomkarthb
npueM npenapara PuBapokcaban B Teuenue 48 gacos nocie npuema nepsoit 10361 ABK. Tlocne
JBYX JIHEH COBMECTHOro NpHUMeHeHus cueayer usmepute MHO 1o npuema ciepyromiein

SaHHaHHpOBaHHOﬁ A03bI IIpCIiapara PI/IBapOKca6aH. CoBMecTHOE INPpUMCHCHUC IIpCIiapara
7



ot 18.11.2025 Nz 28704

PuBapokcaban u ABK pexkoMeHmyeTcsi Tpo0JDKaTh, ﬂ&é‘%\ﬂﬁé'@“p{o@%&'g?% Eﬂécne

COOTBETCTBYET ZKCNEPTHOMY OTUETY

npeKpalleHus IpuMeHeHus npemnapara PuBapokcaban 3nauenne MHO MosxeT ObITh 10CTOBEPHO
ornpezeneHo yepe3 24 yaca 1ocie npruema MmocjeHei 1036l (CM. Bbllle U pa3zaein 4.5.).

Ilepexoo ¢ napenmepanvbHbix aumukoa2yiaHmos na npenapam Pusapoxcaban

VY nerei, noyydarollMX IapeHTepalbHble AHTUKOATyJSHTBI, CIEAyeT IMPEKPaTUTh BBEJICHUE
[apeHTEepaIbHOTO aHTUKOAryJIsIHTa U HayaTh IpUMEHEHME npenapaTta PuBapokcaban 3a 0-2 yaca
JI0 BPEMEHM CIEAYIOIIEro IUIAHOBOTO BBEACHUS IMAapEeHTEPaIbHOTO Mpenapara (Hampumep,
HU3KOMOJIEKYJISIDHOIO TelapuHa) WJIM B MOMEHT IPEKpAIleHUs HENpepbIBHOTO BBEICHUS
[apeHTepalIbHOro Ipenapara (HanpuMmep, BHYTPUBEHHOI'O BBEICHMs HE(PPaKIMOHHPOBAHHOI'O
renapuHa).

Ilepexoo ¢ npenapama Pusapokcaban na napenmepanbHble AHMUKOA2YIAHMbL

Crnenyer oTMeHUTh Ipernapar PuBapokcaGaH M BBECTH MEPBYIO 103y IapeHTEpabHOIO
AHTUKOAryJIiHTa B TOT MOMEHT, KOTJJa HY)KHO OBUIO MPHUHATH CJIEIYIOLIYI0 103y Ipenapara
Puapoxcaban.

Tlayuenmol ¢ napywienuem @yHKYuu nouex

* JleTu M TNOAPOCTKU C JIETKOH CTENEHbI HapylleHus (QYHKIMHM TOYeK (CKOpOCTb
kiyooukoBoit unsrpanuu 50-80 mu/mun/1,73 M2)2 KOppeKLHUs J03bl HE TpeOyeTcs Ha
OCHOBAHMHU JTAaHHBIX BO B3POCIIOW MOMYJALWU W OTPAHUYCHHOTO KOJIMYECTBA JAHHBIX B
JIETCKOW MomyJisiiuu (CM. pazaen 5.2.).

* JleTu M MOAPOCTKU CO CpeAHEH WIN TSDKENOH CTEeNeHbI0 HapylleHUs (YHKIUHU MOoYeK
(ckopocTb Ki1yOoukoBoi puibTpanuu <50 mi/mun/1,73 M?): npenapat PuBapokcaban He
PEKOMEHAYETCSI B CBSI3U C OTCYTCTBUEM KIMHUYECKUX JaHHBIX (CM. pasnen 4.4.).

THayuenmol ¢ napywenuem yHKkyuu nevenu
s nereit ¢ HapymieHreM (YHKINHU MEYSHU KIMHUYECKHE JaHHbIE OTCYTCTBYIOT.
Macca mena

Ho3a y nereli onpenensiercss B 3aBUCUMOCTH OT MaccChl TeJa.

Cnooco0 nmpuMeHeHus

Bspocnvie
BHyTpb, BO BpeMs nmprema numuiu (cM. pasaen 5.2.).

Hsmenvuenue mabaemox

Ecin manmeHT He CII0co0eH MpOrJIOTUTH Ta6HCTKy OCIINKOM, TabJeTKa Inpemnapara
PI/IBapOKCB.6aH MOKET OBITh HU3MEIbYCHA M CMeEIIaHa ¢ BOJOM WM SIOJIOYHBIM Mmrope

HEIIOCPEICTBEHHO Iepe]l IPUMEHEHHEM M InepopanbHeiM npuemoM. [locne mpuema
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HE3aMEUINTEIbHO OCYIIECTBUTD ITPUEM IULIH.
M3menbueHHas TabJeTKa TaK)Xe MOXKET OBITh BBEJCHA Uepe3 JKEIYAOUHBIM 30H[ (CM. pa3aesbl
5.2.16.6.).

Ilemu ¢ maccoii mena ne menee 30 ke

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

[TaneHTy HYXHO PEKOMEHJOBATh MPOIJIATHIBATH TAOIETKY C JKUAKOCThIO. TabimeTku ciemyer
IPUHUMATh C MHTEPBAJIOM IPUMEPHO 24 yaca.

Ecnu nanMeHT CpbhIrMBaeT NPUHATYI 103y HEMEIUIEHHO WM y HEro HayMHaeTcsl pBOTa B
teueHue 30 MUHYT MOCie TIpuema J03bl, HEOOXOOUM IpHeM HOBOH 103bl. OjaHAKoO eciu
nanueHTa BbIpBaslo no3gHee 30 MUHYT Hoci€ MpHUeMa J103bl, MOBTOPHOIO IpHUEMa J03bl HE
TpebyeTcs, U cieayroas 103a J0KHA ObITh MOTy4eHa 110 paclUCaHUIo.

Henb3st nenuTh TabaETKy C LEbIO MOJIyYeHHsI YacTU J03bl OT TaOJIETKH.

Hsmenvuenue mabaemox

Ecnu nmanueHT He cocoOeH MpOrjioTUTh TabJIETKy LIETUKOM, CIEAYET HUCI0JIb30BaTh Ipenapar
PuBapokcaban B popme rpaHysibl sl IPUTOTOBJIEHUS CYCIIEH3UHU IS IPUEMa BHYTPb.

Ecnu cycnensus ans mpueMa BHYTpPb HE JOCTYIHA cpa3y, KOIJla Ha3HaueH puBapokcabaH B
no3upoBke 15 mr miam 20 Mr, 3TU JO3UPOBKM MOTYT OBITh MOJYYEHbI IYyTEM H3MEIbUEHUs
tabnetku 15 mr unu 20 Mr U CMeIMBaHUs €€ C BOJOW UK SIOJIOYHBIM IMIOPE HEMOCPEICTBEHHO
nepes NpUMEHEHUEM U NTEPOPaTIbHBIM IPHEMOM.

W3menbueHHas TabeTKa MOXKET ObITh BBE/IEHA Yepe3 HA30TraCTPasIbHbIM MIIH JKeTYAO0UYHbIH 30H]

(cm. paznmen 5.2.).

4.3. IlpoTuBONOKA3aHNUSA

* TUIEPUYYBCTBUTEIBHOCTh K pHUBApOKcabaHy WIM K JHOOOMY H3 BCHOMOTraTelbHBIX
BEIIECTB, IEPEUNCIICHHBIX B pa3zene 6.1;

° AKTUBHOC KIIMHUYECKH 3HAYMMOC KPOBOTCUYCHUC,

* TMOBPEXJEHHE MWIM COCTOSHUE, CBS3aHHOE C IMOBBIIIEHHBIM PHCKOM OOJIBIIOTO
KPOBOTEUCHMS, Harpumep, UMEIOIIAsCs WIH HE/IaBHO NepEeHECEeHHas
KCITYAOUYHOKHIICYHAA fA3Ba, HAJIUYUC 3JIOKAQYCCTBCHHBIX HOBOO6p330B3HHI71 C BBICOKUM
PHUCKOM KpPOBOTCUCHHA, HCAABHUEC TPaBMbI I'OJJOBHOI'O WJIM CIIMHHOI'O MO3ra, HEAABHUC
olepaldyd Ha TOJOBHOM, CIMHHOM MO3r€ WM TJla3aX, HEJAaBHEE BHYTPHUEPEITHOE
KPOBOM3JIMSAHUE, JAUArHOCTUPOBAHHBIA WM TpeNrnojiaraeMblii BapuKo3 BEH MHIIEBOJA,
apTepUOBEHO3HBIC Mallb(popMallii, aHEBPU3MBI COCYAOB WM CEPhE3HBIC IAaTOJIOTHUHU

COCYyHOB I'OJIOBHOT'O MJIM CITMHHOT'O MO3ra;
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He(PPaKLIHOHUPOBAHHBIM rernapuHoM, HU3KOMOJIEKYJISIPHBIMU rernapuHaMu
(9HOKCamapuH, JanTenapuH U Jp.), IPOU3BOIHBIMU remnapuHa ((poHmanapuHyke u Ap.),
nepopaJbHBIMU aHTUKOArYJISTHTaMH (BapdapuH, JaburarpaHa STEKCUiaT, alukcadaH U
Ip.), KpoMe cllydaeB Tepexojia ¢ WM Ha puBapokcaban (cM. pazgen 4.2.) Wik TNpu
NPUMEHEHUH HePpPaKUMOHMPOBAHHOTO TemapMHa B 033X, HEOOXOAWMBIX  JUIS
obecrieyeHns (QYHKIMOHUPOBAHUSA IEHTPAILHOIO BEHO3HOTO WM apTepHabHOTO
karetepa (cm. pazaen 4.5.);

* 3a0oieBaHMs] TEUYEHHU, MPOTEKAIOUIME C KOoaryjaomathued W PHUCKOM KJIMHUYECKU
3HaYMMOTO KPOBOTECUCHHMS, BKIIIOYAs MAllMEHTOB C LUPpPO30M medeHu kiacca B u C mno
knaccudukanun Yaina-I1sto (cm. pasaen 5.2.);

*  0epeMEeHHOCTH U MEePHO] TPYJHOTO BCKapMIMBaHUs (cM. pasnen 4.6.).

4.4. OcoOble ykazaHHMsl 1 Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH
B Teuenne Bcero nepropa JIe4eHUs] PEKOMEHAYETCs KIMHUYECKOe HAOII0IeHUE B COOTBETCTBUU
C KIIMHUYECKOM MPAaKTHKON MPUMEHEHUS] aHTHKOAryJISTHTOB.

Puck KkpoBoTE€UCHUS

Kak u npu npueme apyrux aHTUKOAryJIsSIHTOB, HEOOXOJAUMO TINATEILHO HAOIIOATh MAllMEHTOB,
NPUHUMAOIINX MpernapaT PuBapokcabaH, Ui BEISIBICHHS PU3HAKOB KpoBoTeueHus. [Ipenapar
PEKOMEHIyeTCsl TMPUHUMATh C OCTOPOXKHOCTBIO MHPHU COCTOSIHUSIX C TOBBIINIEHHBIM PHUCKOM
KpOBOTeUYeHHs. B ciydae Tspkenoro KpoBOTEUeHHUs MpHEM Tpernapara PuBapokcabaH AOKEH
OBITH MpekpaiteH (cM. pazaen 4.9.).

B xiuHWYecKMX HWCCIEAOBAaHUSX KPOBOTEUEHUS W3 CIU3UCTHIX O00JI0YEK (a HWMEHHO:
KpPOBOTEUYEHHE W3 HOCA, [JECEH, JKEIyJO0YHO-KUIIEYHOIO0 TPAaKTa, MOYENOJIOBOM CHCTEMBI,
BKIIIOUAsi aHOMAJIbHOE BarMHAJbHOE WM YCHIIEHHOE MEHCTPYyajlbHOE KPOBOTEUEHHUE) M aHEeMUs
HaOIIOJAINCh Yallle TIPU JUIUTETFHOM JICUCHUH PUBApOKCA0aHOM IO CPABHEHUIO C JIEYCHUEM
ABK. Takum o00pa3om, B JOMOJHEHHWE K HaJUIeKaIIEMy KIMHUYECKOMY HaOII0ICHUIO,
nabopaTopHOE HCCIEIOBaHWE TEeMOTTIO0MHA/TeMAaTOKPUTa MOXKET OBITh 3HAYUMBIM IS
BBISIBJICHUS CKPBITBIX KPOBOTE€UEHUH M KOJIMYECTBEHHOW OLICHKM KJIMHUYECKOW 3HAUYUMOCTH
SIBHBIX KPOBOTCUCHHH B CIIy4asiX, KOTa MPUMEHHUMO.

Heckonpko moarpynm manueHToB, YKa3aHHBIX HUKE, IMEIOT MMOBBIIIIEHHBIN PUCK KPOBOTECUCHHUSI.
HeobxonuMo TmiaTenbHO HAOMIOAATh TAKUX MAIMEHTOB MOCIE Hadana JICYeHUsS Ha MPU3HAKH U
CUMITOMBI OCJIOKHEHHH B BUJIe KDOBOTEUCHUI U aHeMuH (cM. pazaen 4.8.).

[Ipu m1000M HEOOBSICHUMOM CHHKEHMHM TE€MOIJIOOMHAa WIM apTepUAIbHOTIO JIaBJIEHUS

H606XOJII/IMO HNCKaTb UCTOYHUK KPOBOTCUCHUA.
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MeHee, M3MEepeHHe KOHIEHTpallMd pHBApOKcabaHa € IMOMOIIBI0 KadMOpPOBAaHHOTO TecTa st
KOJIMYCCTBCHHOI'O  OMPCACIICHUA anTH-Xa AaKTHBHOCTH MOJXET OKa3aThCd MOJE3HBIM B
UCKIIIOYHUTENFHBIX CIIy4asX, Korja uHpopMmanus o0 SKCHO3UIMH PUBApOKCabaHa MOKET ObITh
UCIIONIb30BaHA TPH TPHUHSATHM KIMHUYECKH 3HAYMMBIX pEIICHUH, HampuMmep, B cllydae
NePEI03UPOBKH UM 3KCTPEHHOTO XUPYPruuecKoro BMenareabcTBa (cM. pasaeinst 5.1. u 5.2.).

Hapvuienne ¢dyHKIMY TOYEK

VY manueHToB ¢ TshKeabiM Hapymienuem ¢yHkuuu modyek (KnKp <30 mi/MuH) KOHIEHTparus
puBapokcabaHa B IIa3Me MOXKET ObITh 3HAYMTENHHO MOBBIIEHHOH (B 1,6 pa3a B cpegHeM), 4To
MOYKET NPUBECTH K MOBBIIMIEHHOMY PHUCKY KpoBoreueHuil. [Ipemapar Puapokca®an nomxeH
OPUMEHATHCS C OCTOPOKHOCTHIO Y manueHToB ¢ KinKp 15-29 mu/mun. [Ipumenenne npenapara
y nmanuenToB ¢ KinKp <15 mn/mun He pexomennyercs (cm. pasaenst 4.2. u 5.2.).

[Ipenapat PuBapokcabaH cieayeT IPUMEHATH C OCTOPOKHOCTBIO Yy MAIlMEHTOB C HAPYIIEHUEM
(YHKIMM T0YEK, [OJIyYalolUX COMNYTCTBYIOIIME IMpernapaThl, KOTOPbIE YBEIMYHUBAIOT
KOHIICHTPAIIMIO puBapokcadaHa B ria3me (cM. pasnen 4.5.).

BzanmoeiicTBHE ¢ IPYTHMH JICKAPCTBEHHBIMHU IIpenapaTaMu

[Ipumenenue npenapara PuBapokcabaH He PpEKOMEHIYyeTCsl y MAalMEeHTOB, MOJIY4aroLIuX
COITYTCTBYIOILIEE CHUCTEMHOE JICUEHHE IMPOTUBOIPUOKOBBIMU IpenaparaMu a30JI0BOM TIPYIIIIbI
(TakMMHM KakK KETOKOHA30JI, UTPAaKOHA30JI, BOPUKOHA30J] W IMO3aKOHA30J) WJIM HMHIHOUTOpaMu
BUY-nporeas (Hanpumep, puTOHaBUPOM). DTU HpenapaThl SABISIOTCS MOIIHBIMU HHTMOUTOPaMuU
kak CYP3A4, tak u P-rmuxonporenna. Takum oOpazom, 3TH mpenapaTsl MOTYT MOBBIIIATh
KOHIICHTpAIlMI0 pUBapokcadaHa B Iia3Me KPOBU JO KIMHUYECKHM 3HAYMMBIX 3HaueHuu (B 2,6
paza B CpeIHEM), YTO MOKET IPUBECTHU K MOBBIILIEHHOMY PUCKY KPOBOTEUEHHUH.

Crnenyer cobmoaTh OCTOPOKHOCTh, €CIIM MAllMEHT OJAHOBPEMEHHO MOIydaeT JIEKapCTBEHHbIE
npenapathl, BIUSIOIMIME HAa TEeMOCTa3, Takhe KaK HEeCTepPOUIHbIE MPOTHBOBOCHAINUTENIbHbIE
npenapatsl (HIIBII), aneruncanuuuioByro KUCIOTY W MHTHOUTOPHI arperauud TPOMOOLIUTOB
WM CENEeKTUBHBIE WHTHOMTOPHI oOpaTHOro 3axBata cepoToHnHa (CHMO3C) u cenekTUBHBIC
UHTUOUTOpPHI OoOpaTHOro 3axBara ceporoHMHa M HopanuHeppuHa (CMO3CH). Ilauuentam c
PHCKOM  513BOOOPA30BaHUSl B JKEIYJAOYHO-KHIIEYHOM TPAKT€ MOXKET OBbIThb HAa3HAYEHO
COOTBETCTBYIOIIEE MPOdUIaKTHIECKOE JIeUeHue (cM. pa3aen 4.5.).

JIpyrue haxkTopsl pUCKa KPOBOTEUEHUN

PuBapokcabaH, Kak M Jpyrue aHTHUTPOMOOTHYECKHE CpEACTBA, HE PEKOMEHIyeTcs K
IIPUMEHEHUIO MalMeHTaM, UMEIOIIUM IOBBILIEHHBIA PUCK KPOBOTECYECHMI, B TOM YHCIIE:
*  BpOXKJIEHHAs WM IPUOOpETEeHHAas! CKIOHHOCTh K KPOBOTEUCHHUSIM;

® HCKOHTpOJUpYEMas TsXKEIad apTCpUualibHasd TUIICPTCH3USA,

11
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MOTEHIMATPHO MOTYT MPHUBECTH K OCIIOKHEHHSM B BHJIC KPOBOTCUYCHHUH (HaAmpumep,
BOCTIAJIUTENIBHOE 3a00JICBaHUE KHINCYHHKA, 330(aruT, TacTpUT U TacTpodsodarcanbHas
pedarokcHas 00JIe3Hb);

*  COCYIHUCTasi pETUHOIIATHS;

*  OpOHXO03KTa3bl MJIHU JIETOYHOEC KPOBOTECUCHHE B aHAMHE3E.

IlanMeHTsI ¢ paKkoM

[TanmeHTsl €O 370Ka4eCTBEHHBIM 3a00JICBAHMEM MOTYT OJHOBPEMEHHO MOABEprarbes Ooiee
BBICOKOMY PUCKY ¥ KPOBOTEUEHHS, U TpoMO03a. IHAMBUAYa IbHAS T0JIb3a aHTUTPOMOOTHYECKOH
TEpanuy J0JDKHA OBITH COMOCTABJICHA C PUCKOM KPOBOTEUCHHS Y MALIMEHTOB C aKTUBHBIM PaKOM
B 3aBHCHUMOCTH OT JIOKAJHM3allMd OITyXOJH, IMPOTUBOOITYXOJEBOH TEpalud W CTaJAud
3abosneBanus. OmyXoud, pacHoI0kKEeHHbIE B eIy JOYHO-KUIIEYHOM MJIM MOYEIOJIOBOM TPAKTe,
ACCOLIMUPOBAIHCH C MOBBIIICHHBIM PICKOM KPOBOTEUYEHHS BO BpeMs TEpPaIui pUBapOKcabaHOM.
Yy INaMUEHTOB CO 3JIOKAYC€CTBCHHBIMU HOB006pa3OBaHI/I$IMI/I U BBICOKMM PUCKOM KPOBOTCUCHUA
IPUMEHEHNE pUBapOKcabaHa MPOTUBOIIOKAa3aHO (cM. pasaen 4.3.).

ITameHThl ¢ MCKYCCTBEHHBIMHU KIaaHAMHU cepAlla

PuBapokcaban He cieayeT NpPUMEHATb [UId NPOPWIAKTUKA TPOMOO30B Yy MAalUEHTOB,
NIEPEHECHINX HEIAaBHIOK TPAHCKAaTETEPHYIO 3aMEHY aopTajbHOro KiamaHa. be3zomacHocTh u
3 peKTUBHOCTh TpemnapaTa PuBapokcabaH He wM3ydanach y MAlMEHTOB C HCKYCCTBEHHBIMHU
KJallaHaMu ceplla, CJlIeJ0BaTeJbHO, HET JaHHBIX, MOATBEPKIAIOIMX, YTO IpPUMEHEHHE
npenapata PuBapokcaban oOecrieunBaeT AOCTATOUHBIA aHTUKOAryJASHTHBIN 3¢ (deKT y naHHOU
Kareropu namnueHtoB. [Ipumenenue npenapata PuBapokcabaH He peKOMEHIYeTCs Yy JaHHOU
KaTerOpUH MaIUEHTOB.

ITamueHTsI ¢ aHTI/I(bOCd)OJ'II/IHI/IHHLIM CHHAPOMOM

[TpuMeHeHMEe nepopalbHBIX AaHTUKOATYJISIHTOB MPSIMOTO JEWCTBUS, BKJIOYas pUBapokcabaH, He
PEKOMEHAYETCSl y MalMeHTOB, UMEIOLIUX TPOMOO3bl B aHaMHE3€, Y KOTOPbIX AMArHOCTHPOBAH
aHTU(GOCPOIUNUIHBIN CUHAPOM. B 4YacTHOCTH, y MalUMEHTOB C TPOWHBIM MO3UTUBHBIM
aHTU()OCHOIUNUIHBIM CHHAPOMOM (HAJIWYME BOJYAHOYHOTO AHTHKOATYJISIHTA, AHTHUTEN K
KapIMOJUMMHY W aHTUTeN K Oera-2-rmukonporenHy ) Tepamus  mnepopanbHbIMU
AQHTUKOATYJIIHTAMHM TIPSIMOTO  JCHCTBUS MOYKET COIPOBOXKIATHCA IOBBIIIEHHON YacTOTOH
PEUINBOB TPOMOOTHYECKUX COOBITHI B CpaBHEHUH C Te€panuel aHTaroHucTaMu ButamuHa K.

[TanMeHTEI ¢ d)HGDHJIJIHHHeﬁ peacepaui HeKIaaHHOT0 IpoucxoxkacHus, nepeHecime YKB co

CTCHTHUPOBAHUEM

HNmerotcs JaHHBIC HWHTCPBCHIOHUOHHOTO KIIMHUYECKOI'0 MCCICIO0BAHMA, HepBH‘IHOfI OCIJIbIO

KOTOPOTO SIBJISIACh OLIEHKA MpoQuiIs 6€30MaCHOCTH y NMalMEHTOB ¢ GUOpHILIALKEH peacepanit
12
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3¢ (HEeKTUBHOCTH Y JAHHOU MOMYIISALUN OrpaHrueHbl (cM. pa3aensl 4.2. u 5.1.). JlaHHbIe 110 TaKUM
NalMeHTaM C HWHCYJIbTOM/ TpaH3UTOpHOH wumemuueckoir arakoii (THMA) B anamHese
OTCYTCTBYIOT.

[lanueHTsl ¢ TeMOAMHAMHYECKA HeCTaOWIbHOU TpomOo3MOommel seroudor aprepuu (TOJIA)

Wi TTalMCHTBI, KOTOPBIM TDC6V€TC$I IPOBECACHUC TDOM6OHI/I3I/IC3 WA OMOOJIKTOMHUU W3

JIESTOYHOM apTeEpUu

[penapar PuBapokcaban HE pPEKOMEHyeTCs B Ka4yecTBe aIbTEPHATHBBI
He(ppaKIIMOHUPOBAaHHOMY TeMapHHy Y NAalUWeHTOB TPOMOO3MOONNEH JIeroYyHoil apTepuy,
KOTOpPbIE TEMOJIMHAMUYECKH HECTAOMIBbHBI UM MOTYT HYX/IAThCSl B IPOBEJCHUH TPOMOOIHM3HCA
Wi 3MOOJIPKTOMUU M3 JIETOYHOM apTepuH, IOCKOJIbKY Oe3zomacHOCTh M 3((PEeKTUBHOCTH
npenapara PuBapokcabaH mpu TakuxX KIMHUYECKUX CUTYAIHIX HE YCTaHOBJICHA.

CHI/IHaHBHaH/BHI/IHVDaHBHaH AHCCTC3M MJIM ITYHKITUA

[Ipu BBIMONIHEHNH HEHPOAKCHATBHON aHECTE3MH (CIIMHAIBHOW/3MUAYPATbHON aHECTEe3MH) WU
CIMHAJIBHON/AMUAYPATbHON IMYHKIUH Yy MAIUEHTOB, MOJYYaroIUX aHTHTPOMOOTHYECKHE
npenaparbl ¢ LEJbl0 NPOPHUIAKTUKH TPOMOOIMOOINYECKUX OCIO0KHEHUH, CyLIECTBYET PHCK
pa3sBUTUSA DOUAYPAJIbHOM WM CIHMHAJIBHOM TIeMaTOMbl, KOTOpas MOJET IIPUBECTH K
JUTMTEIIBHOMY WJIM IIOCTOSSHHOMY Iapaindy.

Puck 3THX CcOOBITHII MOXET MOBBIIATHCA MPU MOCIEONEPAUOHHOM MPUMEHEHUHN MOCTOSHHBIX
SNUAYPAIBHBIX KaTETEPOB WM COINYTCTBYIOIIEH TEepanuu JIEKAPCTBEHHBIMU IIpelapaTaMy,
BIUAIOIIMMHU Ha TeMocTa3. TpaBMaTuyHas WJIM IIOBTOpHAas JMNUAYypalbHas WM CIUHAIbHAs
MYHKIIUS TaK)K€ MOTYT MOBBIIATh pUCK. [alieHThl JOMKHBI HAXOAUTHCS MO/ HAOJI0IEHUEM /ISt
BBISIBJICHUSI TIPU3HAKOB M CUMIITOMOB HEBPOJIOTUYECKUX HApYIICHUN (HalpuMep, OHEMEHUE WU
c1aboCTh HOT, JUC(QYHKUUS KHUIIEYHHKA WMIM MoueBoro my3bips). Ilpu oOHapyxkeHun
HEBPOJIOTHYECKUX PACCTPOICTB HEOOXOaMMa CpOuYHas JUArHOCTHKA W JieueHue. Bpau nosmkeH
CONOCTABUTh TNOTECHLIHMAIBHYIO IIOJIB3Yy W PHUCK IEpel IPOBEICHHEM HEUPOAKCHAIBHOIO
BMEIIATEIbCTBA MAllMEHTaM, IOJYYarOl[UM aHTUKOATyJISIHTBI, HWJIA KOTOPBIM IUIAHUPYETCS
Ha3Hau€HUE AaHTHUKOAryJSHTOB C LEJbI0 MNPOPUIAKTHUKH TpomMO0030B. OMBIT KIMHUYECKOTO
OpUMEHEeHHUs pHBapokcabaHa B J03MpoBKax 15 Mr u 20 Mr B OIMCaHHBIX CHUTYalMsIX
orcyrcTByeT. C IENbI0 CHUKEHUS MOTEHIUAIBHOIO PUCKA KPOBOTEUEHHUS, ACCOLIMMPOBAHHOIO C
OJIHOBPEMEHHBIM  TPUMEHEHUEM puBapokcabaHa U  BBIIOJHEHHUEM  HeWpoakCHaIbHON
(onUAYpaNbHOM/CIMHANBHOM) aHeCTe3MM WM CHUHAJIBHOM MYHKLWHU, CIEIyeT Y4YUTHIBATh
bapMakokuHeTHYeCKH MpoduiIb puBapokcabaHa. YCTAaHOBKY WIM YAAJCHHE SIUAYPATbHOTO
KaTeTepa WM JIOMOATbHYIO MYHKIMIO JIyYllle IPOBOAMTH TOTJA, KOTJa aHTUKOATYJISHTHBIN

abdexT puBapokcabana oreHUBaeTCA Kak ciadbiii. OgHAKO TOYHOE BpPEeMs ISl JTOCTHKEHUS
13



COOTEBETCTEYET 3KI(
ot 18.11.2025 N= 28

JIOCTAaTOYHO HU3KOTO aHTUKOATYJISHTHOTO 3 deKTa v Kd)gzlrgl:o—lga%;giﬁg%ﬁgﬁg@ ﬂ;l EllgjiikHo

MY OTUETY

OLICHUBATLCA B CPAaBHCHUU CO CPOYHOCTHIO HHaFHOCTHqCCKOﬁ npoucaypasl.

OcHOBBIBasgCch Ha OOIMIKX (apMaKOKMHETUYECKUX XapaKTEPHCTUKAX, SMHUIypalbHBIA KaTeTep
U3BJICKAIOT 110 UCTEYEHHH KaK MUHHMYM JIBYKPaTHOTO MEpHOJa MOIYBBIBEICHHS, T.C. HE paHee
yeM dyepe3 18 9acoB mocne MOCIEAHEro IpueMa puBapokcabaHa Ui MOJIOJBIX B3POCIHBIX
NAIMEHTOB U HE paHee yeM uepe3 26 4acoB s MOXKWIbIX NalMeHToB (cM. pasaen 5.2.). Ilocne
H3BJICUCHUS OSIUAYPAIBHOI'O KaTeTCpa HOJIKHO HpOfITPI Kak MHUHUMYM 6 4JacoB A0 mIpucma
CIIeIYIOIIEeH J03bI pUBapoKcadaHa.

B cnydae TpaBMaTHUHON IMyHKINMHU NIPHEM pUBapoKcabaHa CiIeayeT OTIOXKUTh Ha 24 Jaca.

PGKOMeHI[aI_[I/II/I IO AO3HUPOBAHHMIO JO MW TIIOCJIC HMHBA3MBHLIX TIPOLHCAYP H XHPYPIrUYCCKUX

BMCIIATCIILCTB

Ecnmu HeoOXoauMo npoBelieHHe MHBAa3UBHOM MPOIEAYPhI HIIM XUPYPIUYECKOTO BMEIIATEIbCTBA,
Ha OCHOBaHWM 3aKJIFOUCHHS Bpava mpueM npenapata Puapokcaban 15 mr u 20 mr ciemyer
NPEeKpaTHTh 1O KpaifHel Mepe 3a 24 Jaca 10 BMEIIATeIbCTBA, €CITH ATO BO3MOXKHO.

Ecmu npoucaypy HEIb3d OTIOXUTD, IMOBEIIIECHHBIN PUCK KPOBOTCUYCHHA CICAYCT OLICHUBATHL B
CpaBHEHHH C HEOOXOIUMOCTHIO CPOYHOT'O BMEIIATEIHCTBA.

[Tpuem npemnapara PuBapokcabaH cielyeT BO30OHOBUTh KaK MOKHO CKOpEe MOCiIe WHBA3UBHOU
MPOLEAYPHl WIH XUPYPTUYECKOTO0 BMEIIATENIbCTBA, €CIIM JICUAIIMM BPAadyOM YCTAHOBJICHO, YTO
9TO MO3BOJIAECT KIIMHUYECKAsi CUTYallus ¥ JIOCTUTHYT aJ€KBaTHBIN remocTas (cMm. paszzuen 5.2.).

I1oskmiio¥ Bo3pact

Puck KPOBOTCUYCHUA MOXKET YBCIIMYUBATLHCA C ITOBBINICHUEM BO3pacTa (CM. pasaci 52)

JlepMaTOJOrnYecKe peaknuu

[Ipu mpoBeneHWH MOCTMAPKETUHIOBBIX HAOMIOJEHUN COOOINAIOCh O CilydasX BO3HMKHOBEHUS
Cephe3HBIX KOXKHBIX peakuuid, BkiIo4as cuHApoM CrtuBeHca-J[DKOHCOHa / TOKCHYECKHH
AMUJIEPMANIbHBIM HEKPOJIN3 U JIEKapCTBEHHO-MHIYLIMPOBAHHYIO PEAKLHUI0 C 303MHOGWINEH U
cuctemMHbiMu cumntomamu (DRESS cunapom), Ha ¢one nmpumenenust pupapokcabaHa (cM.
paznen 4.8.). IlanueHTsl, MO-BUAUMOMY, MOJABEPTAIOTCS HAUOOJBIIEMY PUCKY BO3HUKHOBEHMS
THX peakluii Ha paHHMX OJTamax JIeUeHHUs: Hayalo peakluu B OOJBIIMHCTBE CIydaeB
IIPOUCXOIUT B TEUEHHE IEPBBIX HEAENb JiedueHMs. [Ipu mepBoM NMOSABIECHUM TSKEIONH KOXKHON
CBHIMIK (HAMpPUMeEp, TIPHU €€ PACTIPOCTPAHCHUH, MHTCHCU(UKAIIMN W/ 00pa30BaHUU BOJIJIBIPEH)
WIM TpU HAJTMYUM KaKUX-THOO JAPYTrUX CHUMITOMOB THIEPYYBCTBUTEIHHOCTH, CBSI3aHHBIX C
NOpa)kKeHUEM CIIU3UCTON 000JI0UKH, CIIEAyeT IPEKPaTUTh TePaliio pUBApOKCAOaHOM.
eTH
HmeroTcst orpaHUYeHHbIE JaHHbIE O IPUMEHEHUHU Y JeTei ¢ TpoMOO30M BEH TOJIOBHOTO MO3ra U

BEHO3HBIX CHHYCOB, Y KOTOpPBIX €cTh MH(eKIus 1neHtpaibHoi HepBHOH cuctemsl (LIHC) (cm.
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pasnen 5.1.). Heo6xonuMo TIaTenbHO OIEHUBATh PUCK %&&M“Je%&kﬁ&ﬁaﬁé‘ﬁre‘#ﬁ BO

BpEMsI Teparui puBapoKcabaHOM.

[Tpemapar PuBapokcaban He peKOMEHAYETCS K IPUMEHEHUIO Y JeTei M TIOJPOCTKOB CO CpeaHEi
WJIH TSDKEJIOW CTETICHBIO HapyIIeHHU (DYHKIIMHU MOYeK (CKOPOCTh KiIy0oukoBO# (uibTparuu <50
mu1/Mus/1,73 M?) B CBSI3M ¢ OTCYTCTBHEM KIMHHYCCKHX JaHHBIX.

Knuaudeckwe JaHHBIE O CONYTCTBYIOIIEM CHCTEMHOM JICYCHHHM JETeH  MOIIHBIMU
unruouTopamu ogHoBpeMeHHO CYP3A4 u P-rinukonporenHa oTCyTCTBYIOT (CM. pazaen 4.5.).
JlaHHBIE 1O BPEMEHH YCTAaHOBKM WJIHM YAaJCHHS HEWPOAKCHAILHOTO KareTepa y JeTei,
NPUHUMAKOIIUX Tpenapat PuBapokcabaH, OTCYTCTBYIOT. B Takux ciydasx clieyeT IpeKpaTuTh
npueM puBapokcabaHa ¥ PACCMOTPETh BO3MOXKHOCTh MPHUMEHEHUS IapeHTEPATBHOTO
AHTUKOAryJISTHTa KOPOTKOTO JICHCTBUSI.

BcnomorarenbHbIe BEIIECTBA

[Ipemapar PuBapokcaban conxepxut Jnakto3y. IlamumeHTam ¢ peako BcTpedaromencs
HACJIC/ICTBEHHONH HEMEPEHOCUMOCTBIO TaNaKTO3bl, JNE(UIMTOM JIAKTa3bl JIOMAaped wWin

TIIFOKO30TaTaKTO3HOM MalibaOCcopOIMed He cielyeT MPUHIUMATh 3TOT Mperapar.

4.5. B3amMojgelicTBMe C JAPYIrHMH JIEKAPCTBEHHbIMHM IIpenaparamMM W JApyrue BH/bI
B3auMOAelCTBUA

Nurubduropsl CYP3A4 u P-riukonporensna

CoBMecTHOE NpUMEHEHUE pHBapokcabaHa U KkerokoHazona (400 Mr 1 pa3 B [AeHb) WU
putoHaBupa (600 Mr 2 pa3a B JeHb) MPHUBOJIWIO K TOBBIIICHUIO CPEIHEH KOHIIEHTPAIUU
puBapokcabana B masme kpoBu (AUC) B 2,6 paza/2,5 paza U YBEJIMUCHUIO CPEIHEH
MakcuMabHOW KOoHIeHTpanueit (Cmax) puBapokcabana B 1,7 paza/l,6 paza co 3HAUUTETHbHBIM
ycuseHueM ¢papMakoJAnHaMUUecKuX 3((EeKToB, YTO MOXKET MPUBOAMTH K YBEJIWYECHUIO PHCKa
KpOBOTE€UeHMs. B cBs3M ¢ 3TUM mpuMeHeHMe npenapata PuBapokcabaH He peKOMeHAyeTcs
nanueHTam, MOJIy4aoIuM COITYTCTBYIOIIIEE CUCTEMHOE JeuyeHue a30JI0BBIMU
IPOTUBOTPUOKOBBIMU IIpeNapaTaMH, TAKUMHM KaK KETOKOHA30JI, HTPAKOHA30J, BOPUKOHA30J U
M03aKOHA30Jl, WM UHrHOUTOpamMu mporea3sl BUY. DTu akTuBHBIE BellecTBa SBISIOTCS
mouHbIMU uHTHOUTOpaMu 1 CYP3A4, u P-riukonporenna (cm. pasznen 4.4.).

Oxwunaercsi, 4To AaKTUBHbIE BEIIECTBA, CWJIBHO HWHIHOUpYIOLIME TOJBKO OJWH W3 TMyTel
BBIBeJIeHUs puBapokcabana, wiu CYP3A4, wam P-rnukonpoTewH, B MEHBIICH CTENEHU
YBEJIMYUBAIOT KOHIICHTPAIIMIO prBapokcadbana B miazme. Hanpumep, xkiaaputpomutiud (500 mr 2
pasa B JEHb), KOTOpBIH cuuTaercss MoOIHBIM HHruoutopom CYP3A4 u ymepeHHBIM
UHruOUTOpOM PrimkonpoTenHa, Bei3biBai ypenuuenue cpeaneit AUC puBapokcabana B 1,5 paza

u yBenuuenue Cmax B 1,4 paza. BzaumogeiicTBue ¢ KJIapUTPOMULIMHOM CUMTAETCS KIMHUYECKU
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HC3HAYMMBIM JIA OOJIBIIIMHCTBA MMannucHTOB, HO MO)KGLJ‘-| I@BET!%?&EI%WI%%A_&%B% :I,I[J'IH

NAIMEeHTOB M3 TPYIIbI BHICOKOTO PHCKa (JUIsl MAlMEHTOB C HApyIICHHEM (YHKIUHU MOYEK CM.
paznien 4.4.).

Oputpomuiud (500 mr 3 pasa B aeHb), ymepeHublii uarnourop CYP3A4 u P-rnukonporenHa,
BBI3BIBANl yBenuueHue 3HaueHui cpeaHer AUC um Cmax puBapokcabana B 1,3 pa3sa.
B3anmoneicTBie ¢ SPUTPOMHUIIMHOM CUYHTAETCS KIMHUYECKH HE3HAUYMMBIM Ui OOJBIIMHCTBA
MAIUEHTOB, HO MOXET OBITh MOTEHIIMAIHLHO 3HAYUMBIM JUIS TAIUEHTOB W3 TPYIIBI BRICOKOTO
pHCKa.

VY manueHTOB C JIETKOH CTENEeHbI0 HapyIeHUs: GyHKIHMH 1modek dputpomuiiud (500 mr 3 pasza B
JIeHb) BBI3bIBAJI yBenuueHue 3HaueHuil cpenneit AUC puBapokcabana B 1,8 paza u Cmax B 1,6
pasa 1o CpaBHEHUIO C MAIMEHTaMH ¢ HOPMaJbHOM (hyHKIMEH MoYeK. Y MaIeHTOB CO CpeaHen
CTENEeHbIO HApYIIeHHs (YHKIIUU MMOYEK IPUTPOMUIIMH BBI3BIBA YBEIWYCHHE 3HAYCHUI CpeHei
AUC puBapokcabana B 2,0 pa3a u Cmax B 1,6 pasa 1o cpaBHEHUIO ¢ MAIUEHTaAMH C HOpMaJIbHON
dbyHKIHEH ToYeK. DPPEKT IPUTPOMHIIMHA SBISETCS AMUTUBHBIM K HAPYIICHHIO (DYHKIIUU
nouek (cm. paszuen 4.4.).

O®nykonazon (400 Mr oxuH pa3 B JAEHb), KOTOPBIA CUYUTAETCS YMEPEHHBIM HHTHOUTOPOM
CYP3A4, BebiBan yBenuueHue cpeaneir AUC puBapokcabana B 1,4 paza u yBenuyeHHE
cpenueir Cmax B 1,3 pasa. BzaumoneiictBue ¢ (IyKoHAa30JI0M CYHTAETCS KIMHUYECKU
HE3HAYMUMBIM ]ISl OOJIBIIMHCTBA TAI[CHTOB, HO MOXET OBITh TMOTEHIIMAIBHO 3HAYUMBIM JIJIS
MAIMEHTOB U3 TPYIIIbI BHICOKOTO PHCKa (Ui MAIlEHTOB C HapylleHHeM (YHKIUU MOYEK CM.
pasnen 4.4.).

Ha ocHoBanuM uMerOmMXcs OrpaHUYEHHBIX KIMHUYECKUX JIaHHBIX HE0o0XoIuMo u30erarb
COBMECTHOI'O IPUMEHEHUS pUBapoOKcabaHa ¢ IPOHETAPOHOM.

AHTHKOAryISHTHI

[Tocie oIHOBpEMEHHOTO MPUMEHEHHUs »SHOKcamapuHa (oAHOKpaTHas Jjo3a 40 Mr) u
puBapokcabana (ogHoKpaTHas go03a 10 mMr) Habmonancs CyMMaIMOHHBIA Y((GEKT B OTHOIICHUH
aHTH-Xa aKTHUBHOCTH, HE CONPOBOXKIABIIMKCS IOMOJHUTEIHHBIMU dPPEKTaMi B OTHOIICHHUU
npo0® Ha CBEpPTHIBAEMOCTh KpoBH (mpoTpomMOuHoBoe Bpems (IIB), akTHBHpOBaHHOE YaCTUYHOE
TpombomuiacTuHoBoe Bpems (AUTB)). OHokcamapuH He BIUsUI Ha (AaPMAKOKUHETHKY
puBapokcabaHa.

B cBsi3M ¢ NMOBBIIIEHHBIM PUCKOM KPOBOTEYEHMsI HEOOXOIUMO COOIIOAAaTh OCTOPOKHOCThH MPHU
COBMECTHOM NPUMEHEHUH C JTIOOBIMU APYTUMH aHTHKOATYJIIHTaMH (CM. paszzensl 4.3. u 4.4.).

HIIBII / uHruOuTOpsl arperauu TpoMOOIIUTOB
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[Tociie COBMECTHOTO IIPHMEHEHHsl puBapokcabaHa ( 151 Hr}jﬁ‘]x'{aﬁ'ﬁc;rk%&w B "';E;ﬁe"l 560 mr

KIIMHUYECKH 3HAYMMOTO YBEIMUEHHUSI BPEMEHU KPOBOTEUYCHHsI HEe Habmoganocs. TeM He MeHee,
Y OTACIBHBIX JIMI] BO3MOXXEH 00Jiee BBIPAXKCHHBIN (apMaKoIMHAMHUYECKHUA OTBET.

He nabnioganocs KIMHUYECKH 3HAYUMBIX (DApMaKOKMHETUYECKUX WM (apMaKOAMHAMHYECKUX
B3aUMOJICCTBUI MPU COBMECTHOM NMPUMEHEHHH puBapokcabaHa u 500 Mr aneTHICaIHIIMIOBON
KHUCJIOTBI.

He obnapyxeHO (papMakOKMHETHYECKOTO B3aMMOJACHCTBHSI MEXKIy puBapokcabanom (15 mr) u
KJIomuIorpesioM (Harpy3ounas no3a 300 Mr ¢ mociaenyronM Ha3HAYeHUEM MOIep)KUBAIOLIEH
036l 75 Mr), HO B MOATPYIIE IMAlMEHTOB HAOJI0/aJOCh 3HAYMMOE YBEJIMYEHHUE BpPEMEHU
KPOBOTEUCHHMSI, HE KOPPEIMPOBABIIIEE CO CTETIICHBIO arperamud TPOMOOIIMTOB U COJEPKaHUEM
Pcenextuna wiu GPIIb/Illa-penentopa.

Heobxomumo coOmogaTh OCTOPOXHOCTh Mpu coBMecTHOM npumeHeHuu ¢ HIIBIT (Bxirouas
AlETUIICATUIIMIIOBYIO KHUCJIOTY) U MHTUOMTOpPAMU arperaidd  TPOMOOLIMTOB, TOCKOJIBKY
MPUMEHEHHE ITHX IPErapaToB 0ObIYHO IMOBHIIIAET PUCK KPOBOTeUEHUS (cM. pazzaen 4.4.).

CHO3C / CUO3CH

Kak u B cilydae IpUMEHEHHs IPYIMX aHTHUKOAryJsHTOB, BO3MOYKHO YBEIMYEHUE pHUCKa
KPOBOTEYEHMsI Yy TALMEHTOB IIPM  OJAHOBPEMEHHOM IIPUMEHEHHH C  CEJIEKTHBHBIMU
uHTHOUTOpamMu obparHoro 3axBarta ceporoHnHa (CMO3C) wim ceneKTHBHBIMA HHTHOMTOpaMu
oOparHoro 3axBara ceporoHMHa u HopanuHeppuHa (CHMO3CH) BenencTBue BIMSHUS ITHX
npenapaToB Ha TpoMOOUMTHI. Pe3ynabTaTel KIMHUYECKMX HCCIIEAOBAaHUM pHBapokcabaHa
IPOIEMOHCTPUPOBAIM YMCICHHOE MOBBIIIEHUE OOJIBIINX U HEOOIBIINX KIMHUYECKH 3HAUMMBIX
KPOBOTEUYEHMH BO BCEX IpyMIax JeueHus: Ipu COBMECTHOM MPHUMEHEHHUH 3TUX MPEnaparos.
Bapdapun

[Tepexon mamueHtoB c anrtaronucra ButamuHa K Bapdapuna (MHO ot 2,0 no 3,0) Ha
puBapokcaban (20 mr) umm ¢ puBapokcabana (20 mr) Ha Bapdpapun (MHO ot 2,0 no 3,0)
yBenuuuBai nporpomoOunoBoe BpeMsi/MHO (Neoplastin) B Oosbliieii cTeneHy, 4em Mpu IpocToM
cymmupoBanuu 3¢ dexroB (otaenvubie 3HaueHnss MHO moryt mpocturate 12), B TO Bpemsi Kak
BrnusiHue Ha AUTB, nonasienne aktuBHOCTH (akTopa Xa U SHIAOTEHHBIN MOTEHIIMAT TPOMOUHA
(OI1T) ObUTIM anIUTUBHBIMH.

B cnyuae HeoOxonuMocTu rccnenoBanus GpapMakogrnHaMuueckux 3¢ (eKkToB puBapokcabaHa BO
BpeMsl IEpPEeXOJHOr0 IMEepHoja, B KauecTBE TECTOB, Ha KOTOpbIE HE OKa3bIBAaeT BIIUSIHUE
Bap(apuH, MOXKHO UCIIOJIB30BaTh OnpeeneHre anTu-Xa aktuBHoctu, PiICT u HepTest. Haunnas
¢ 4-ro nHA mocie MmpueMa MocieaHel 1036l BapdapuHa Bce JabopaTOpHbIE MOKa3aTenu (B TOM
ymcine [1B, AYTB, unruOuposanue aktuBHOCTH paktopa Xa u DIIT) orpakanu TOIbKO BIUSIHUE

puBapokcabaHa.
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BpeMs TIEPEXOHOTO TMEPHOAa, MOXKET OBITh MCIHOIB30BaHO M3MepeHue BenudnHasl MHO mpu
Crpomexyr. PUBapokcabana (crmycTsa 24 daca mocje NpeIblAylIero IpueMa puBapokcabaHa),
MOCKOJIBKY PHBAapOKCca0aH OKa3bIBaCT MUHUMAIBHBIA A((QEKT Ha 3TOT MOKa3aTellb B JAHHBIN
MOMEHT BPEMCHHU.

DapMaKOKHHETUYECKOTO B3aUMOJCHCTBUS MeEXAy BapdapuHOM U puUBapoKcabaHOM HeE
Ha0J1101aJ10Ch.

HNuanykropel CYP3A4

CoBMecTHOE TpUMEHEHHE puBapokcabaHa ©  pH(AMITUIMHA, SBISIONIETOCS  MOITHBIM
unaykropom CYP3A4, npuBoguno k cHwkeHuto cpegHeii AUC  puBapokcabaHa
npubimsutensHo Ha 50 % W OJHOBPEMEHHOMY YMEHBIICHHUIO €ro (apMakoJIWHAMHUYECKUX
a¢¢pexroB. CoBMECTHOC NPUMEHEHHE pUBapokcabaHa ¢ JAPYrMMH MOIIHBIMH HMHIYKTOPaMH
CYP3A4 (manpumep, geHuTOMHOM, KapOamazenmuHoM, (QeHoOapOMTAIOM WM MpenaparaMu
3Bepobost mpoabipsiBiacHHOoro (Hypericum perforatum)) takske MOXET NPUBECTH K CHUXKCHHUIO
KOHIIGHTpalluid puBapokcabaHa B Iuia3mMe KpoBu. CliemoBaTenbHO, HEOOXOIMMO H30erath
OJTHOBPEMEHHOT'O TIPUMEHEHHUsI MOIIHBIX MHIYKTOpoB CYP3 A4, kpoMe ciydaes, KOra MarleHT
HAXOJUTCS IO/ TIIATEIbHBIM HAOJIOJACHUEM Ha NPEIMET Pa3BUTHS MPU3HAKOB U CHMIITOMOB
Tpombo3a.

IIpouasd conyTcTBYIOIIAA TEPAIUI

Knuanyecku 3HaYUMBIX (PapMaKOKMHETUUECKUX WM (PapMaKoJUHAMUYECKUX B3aUMOJIEHCTBUNA
OpY COBMECTHOM IPUMEHEHMHM pHBapokcabaHa c¢ MugasoigamoMm (cyOctpat CYP3A4),
JUTOKCHMHOM  (cyOctpar P-rmmkomnportenna), aropBactatuHoMm (cyoctpar CYP3A4 wu
Priouxonporenna) wnM omenpasojioM (MHTHOUTOP TPOTOHHOW IOMIBI) HE HaOJII0AaIoCh.
PuBapokcaban He nnru6upyer u He uaayuupyer CYP3A4.

Bausgxue Ha J'Ia6ODaTODHBIe nmapaMcTphbl

PuBapokcaban oka3piBaeT BIMSHUE Ha IOKas3arenu cBepThiBaeMocTH kpou (I1B, AUTB,
HepTest) B cBsi3u co CBOMM MeXaHU3MOM JieicTBuUs (cM. pa3zaen 5.1.).

€TH
HccnenoBanus B3auMOJIEHCTBUS MPOBEAEHBI TOJIBKO y B3pOCIbIX. CTENEHb MEXIIEKapCTBEHHBIX
B3aMMO/JICUCTBUN y IeTeN He u3BecTHA. [[puBeneHHbIE JaHHbBIE O B3aMMO/ICHICTBUH, MTOTYyYECHHbBIE
y B3pOCIBIX NAlleHTOB, M MNpEeAyNpexaeHuss B paszzaene 4.4. NOMKHBI ObITh HPUHATHI BO
BHUMaHUE JJIs NEANATPUUECKOHN MOMYJIALHNH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD H JIAKTALUS

bepemeHHOCTD
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BesomacHOCTh M 3(h(EKTUBHOCTH IIperapara PI/IBaD(SE(IZ'E{Ga?[E%L: %é‘pE%ﬂb{' ;C_éHll_HIPII ' He

yCTaHOBJEHbl. JlaHHBIE, TIOJyYeHHBIE B MCCIEAOBAHMUAX HA OJKUBOTHBIX, IOKa3alu
PENPOLYKTUBHYIO TOKCUYHOCTh. BenencTBre BO3MOKHOM peNPOAYKTUBHOM TOKCUYHOCTH, PUCKA
pa3sBUTHsI KPOBOTEUEHUS M JAHHBIX O CIIOCOOHOCTH pUBapokcabaHa MPOHHUKATh 4Yepe3 IIALEeHTY
npenapat PuBapokcabaH NpoTUBOIIOKa3aH BO BpeMsi OepeMeHHOCTH (cM. pa3zaen 4.3.).
JKeHIMHBI JETOPOTHOTO BO3pacTa JODKHBI M30erath OEpeMEHHOCTH BO BpeMs Tepanuu
pUBapOKCaOaHOM.

Jlakranus

bezonacnocte u 3¢ddexkruBHOCT npenapaTa PuBapokcabaH y EHIIUMH B IMEPUOI I'PYIHOIO
BCKApMJIMBaHUsI HE YCTAHOBJIEHBI. J[aHHBbIE, MOJY4YEHHbIE Yy JKUBOTHBIX, IIOKAa3bIBalOT, 4YTO
puBapokcabaH BBIIENAETCS C TpyAHbBIM MojokoMm. Ilostomy mnpenapatr Pusapokcaban
IPOTUBOIIOKA3aH B MEPUOJ] IPyIHOro BckapmiuBaHus (cM. pasaen 4.3.). Heo6xoauMo nmpuHATH
peleHre 00 OTMEHE I'pyIHOTO BCKapMJIIMBaHMsI WIIM IPEKPaILeHUH/TIPUOCTAHOBICHUH TEPAIUU.

DdepTUabHOCTD

CrienuaabHBIX UCCIICIOBAHUHN IO OIICHKE BIIMSHISI puBapokcabaHa Ha PEepTHIIEHOCTD Y YeJIOBEKa
HE MpoBOAMIOCH. MccrmenoBaHusa mokKas3aid, YTO PUBApOKca0aH HE BIUSET HAa MYKCKYIO U

KEHCKYIO (PePTUITBHOCTD Y KPBIC.

4.7. Bausinde Ha CHOCOOHOCTH YNPABJATHL TPAHCHOPTHBIMHU CPeICTBAMH H PadoTaTh €
MeXaHu3MaMH

[Ipemapar PuBapokcabaH OKa3bIBaeT HECYIIECTBEHHOE BIHSIHHE HAa CIIOCOOHOCTH YIPABISATH
TPAHCIIOPTHBIMU CPCACTBAMU U pa6OTaTB ¢ MexaHm3Mamu. bpumm 3apCruCTPUPOBAHBI TAKHEC
HEeXeJaTeNIbHbIEe PEaKIMi Kak OOMOPOK (Y4acToTa: HEYacTO) U rOJIOBOKPYKEHHE (4acTOTa: 4acTo)
(cM. paznen 4.8.). IlanueHTsl, y KOTOPBIX BO3HUKAIOT MOJOOHBIC HEXKENaTeIbHbIE PEaKiuu, He

JAOJIKHBI YIIPABJIATH TPAHCIIOPTHBIMU CPEACTBAMU UJIU APYTHUMU MEXAHU3MaMH.

4.8. HexenarejbHbIEe peakuuu

Pesrome mpoduis 6e3onacHOCTH

be3zonacHocTh puBapokcabaHa OLlEHMBAJIaCh B TPUHAALATH OCHOBHBIX HccinenoBanusax 11 ¢a3zel
(cm. Tabmuy 1).

CymmapHo 69608 B3pocCTbIX MAIMEHTOB B NieBsITHaANAaTH ucciaenoBanusx II1 das3er u 488 nereii B
nByx uccnenosanusx Il ¢aser u aByx nccnenoBanusx I gpassl npuHuManu puapokcadas.
Tabmuua 1. Yucno manueHToB, y4aCTBOBABIIMX B MCCIIEOBAHUSAX, CYMMapHasi CyToYHas 103a U
MakcHMaibHas MPOJODKUTEIBHOCTh JIeUeHUs B KIMHHUYeckux wuccienoBanusx III ¢aszer c

Y4aCTUEM B3POCIIBIX U NIEAUATPUUCCKUX MAITUCHTOB
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[okazanue Yuchio g = o] Nkt has
NaIMeHToB™ | cyTouHas /1032 MIPOIOIKUTEIb-
HOCTb JICUEHUS

[IpodunakTrka BEeHO3HOM 6097 10 mr 39 nuen
TpoMO0o3MOouu (BTD) y B3pocibix
NaIMEeHTOB, IEPEHECUINX TJIAHOBYIO
OTepaIuio Mo 3aMEeHe Ta300eIPEHHOT0
WM KOJICHHOT'O CyCTaBa
[Tpodunaktuka BTD y manueHTos, 3997 10 mr 39 nuen
TOCHUTAIM3UPOBAHHBIX C OCTPBIM
MEAUIIMHCKUM COCTOSIHUEM
Jleuenue Tpomb03a rirydookux BeH (TI'B), | 6790 Henb 1-21: 30 mr | 21 mecsn
TPOMOOIMOOJIUY JISTOYHOU apTepuu Hauunas ¢ 22 gus:
(TDJIA) m mpohrIaKTHKA PELUIUBOB 20 mr

[Tocne munumym 6

MECSIIEB:

10 mr wm 20 mr
Jleuenue BTD u npodunakTrka 329 Ho3za, 12 mecsieB
peruanoB BTD y noHomeHHbIX CKOPpPEKTHPOBAHHAS
HOBOPOXKJICHHBIX U JIETEH B BO3PACTE 110 B 3aBUCUMOCTH OT
<18 net moce HavaIbHOM CTaHAAPTHON Macchl TeJ1a, s
AHTUKOATyJISIHTHOM Tepanuu JOCTYOKEHUS

HKCIO3MIINH,

HaOmo1aBIIeiics y

B3pOCIIBIX,

nosrydaBiux 20 mr

puBapokcabaHa

OJIUH pa3 B IEHb JJIs

neuenust TT'B
[Tpodunaktuka MHCYIbTa U CUCTeMHOU | 7750 20 mr 41 mecan
TPOMOOIMOOIINH Y MAIIUEHTOB C
bubpususuuen npencepaui
HEKJTAITaHHOTO TIPOMCX 0K ICHUS
[TpodunakTuka aTepoTPOMOOTUYECKHX 10225 S mr wmm 10 mr 31 mecsn
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TMoka3zanwe Yuchio ['Cysivapiag = F T Makchmanbhas
TNALMEHTOB* | CyTOYHAs 1032 IPOJOIKHUTENb-

HOCTB JICUCHHUA

COOBITUH Yy MAIMEHTOB MOCJIE OCTPOTO COOTBETCTBEHHO, B
kopoHapHoro cuapoma (OKC) KOMOWHAIIH C
alEeTUIICAIALIMIIOBOY

KHUCJIOTOH WJIH
areTWICAIULIIIOBON
KHCIIOTOH C

KIIOTTHAOTPCJIOM HIIN

TUKJIOMUINHOM
[TpodunakTrka aTepoTPOMOOTHIECKUX 18244 5 Mr B KoMOUHaNuH | 47 MecCsIEB
COOBITUH y MAIIMEHTOB C UIIEMUYECKON c
6omnesnnio cepana (MbBC) nnm aIe THJICAJTUITUIIOBOM
3a0oneBaHreM nepudepuaeckux KucnoToi uinu 10 mr
aprepuii (3I1A) B MOHOTEpPANNU

3256** 5 mMr B KoMOuHanuu | 42 mMecsia

c

ale TUIJICATUIIUIIOBON

KUCJIIOTOU

* [laniMeHTHI, TOJYYUBIIIKE 110 MEHBIIIEH MEpe OJIHY /103y prUBapokcabaHa.

** N3 uccaenoBanust VOYAGER PAD.

Haubonee yacTo perucTpupyeMbIMU HEXeNaTEIbHBIMU PEAKIMSAMH Y MAllMEHTOB, MOTY4aBIINX
puBapokcabaH, ObUTM KpoBOTeYeHHs (cM. Huxe mnonapasznen «OnucaHue OTAEITbHBIX
HEXeJNaTeNbHBIX peakiuity, cM. pasznen 4.4.) (Tabnuna 2). Haubonee yacTo perucTpupoBalIvCh
TaKMe€ KPOBOTEUEHHUs, KaKk HOcoBoe KpoBoTeueHue (4,5 %) U KeIyJOYHO-KUIIEYHOE
kpoBotedenue (3,8 %).

Tabmuma 2. Yactora BO3HUKHOBEHHUS KPOBOTCUEHUU™ M aHEMHUM y TAIMEHTOB, MOJYYaBIIUX
JIeYCHHE pUBApOKCa0aHOM B 3aBEPIICHHBIX KIMHUYecKux uccienoBanusx III ¢aszer ¢ yuactuem

B3pPOCJIBIX U NIEAUATPUYCCKUX IMAIITUCHTOB

[Tokazanue Jlro6oe Anemus
KPOBOTCUCHHE

[Tpodunaktrka BeHO3HOH TpoMOoIMObonu (BTD) | 6,8 % marmenToB 5,9 % manueHToB

y B3pOCJIBIX MAIIMEHTOB, IEPEHECIIUX ILIAHOBYIO
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.11.2025 N2

28704

ITokazaunue

T HOCAEROBATENGHOCTE 0004

KPOBOTCYCHHUC

Oonepanurro 110 3aMCHC T33066Hp€HHOFO niIn

KOJICHHOT'O CyCTaBa

[TpoduiakTka BEHO3HOH TPOMOOIMOOTUH Y
MNanuCHTOB, T'OCIIUTAIM3UPOBAHHBIX C OCTPBIM

MCEIUIMHCKHUM COCTOAHHUEM

12,6 % manueHToB

2,1 % nanueHToB

Jleuenne TI'B, TOJIA u npodunakrtuka

pEUHUINBOB

23 % manueHToB

1,6 % manueHnToB

Jleuenne BTD u npodunaktruka peuuausos BT
y IOHOLIEHHBIX HOBOPOXK/ICHHBIX U JIeTEH B
Bo3pacTte <18 JeT rnocie Ha4aabHOM CTaHIapTHOU

AQHTUKOAT'YJITHTHOU Teparuu

39,5 % maiueHToB

4,6 % mauueHTOB

[IpoduiiakTika MHCYJITA U CUCTEMHOU
TPOMO03MOOIINH Y TAIIMEHTOB ¢ GUOpUILIALINEH

npecepIuii HEKJIAIIAHHOTO MTPOUCX 0K ICHHS

28 ma 100

nanueHTO-JICT

2,5na 100

MMannuCHTO-JICT

[Ipodunaktrka aTepoTPOMOOTHIECKUX COOBITHH Y

nanuenToB nocie OKC

22 na 100

nanueHTO-JICT

1,4 na 100

MMannuCHTO-JICT

[Ipodunaktrka aTepoTPOMOOTHIECKUX COOBITHH Y

nanuenToB ¢ UBC nmu 3[1A

6,7 Ha 100

HNaluCHTO-JICT

0,15 na 100

[MalueHTO-1eT**

8,38 na 100

0,74 na 100

MalueHTOo-IeTH MalUEHTO-IeT* * *#

* Bo Bcex KIMHUYECKUX HCCIEIOBaHUIX pHUBapokcabaHa Bce CIy4yal KpOBOTEUEHUS

coOuparoTCsi, pETUCTPUPYIOTCS U OLIEHUBAIOTCSI.

** B wucciaenoBanun COMPASS wyactoTa BCTpeuyaeMOCTHM aHEMUU HHU3Kasg, MOCKOJIbKY
IPUMEHSUICS BBIOOPOYHBIH MMOAX0/] K cOOPY aHHBIX 110 HEXEIaTeIbHBIM SIBICHHUSIM.

*** I1Ipu cOope TaHHBIX O HEXKENATEJIbHBIX ABJICHUSAX IPUMEHSIICS BHIOOPOUYHBIN MOIXO/.

# U3 uccnenosanus VOYAGER PAD.

Tabanunoe DPE3IOME HEXKENATEIbHBIX PEAKIINI

YacToTa BCTpEUaeMOCTH HEXKeNaTeNbHBIX Peakifil, 3aperuCTPUPOBAHHBIX Y JETel U B3POCIbBIX
npy IpUMEHEHNU TpenapaTta PuBapokcabaH, mpuBeneHa B TaOMUIE 3 HIDKE C pa3/ielieHHEM 10
cucteMHO-opranHbeIM kinaccam (MedDRA) u o gacrorte.

YacToTa BCTpeuaeMOCTH ONpeAesieTcs Kak:

oueHb vacto (>1/10),
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gacto (ot >1/100, HO <1/10), (NOCNEOOBATENEHOCTL 0004)

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

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

odeHb peako (<1/10 000),

4acTOTa HEU3BECTHA (HA OCHOBAHUHM MMEIOIINXCS JAHHBIX OIICHUTH HEBO3MOYKHO).

Tabmuna 3. Bce HexkenarenbHbIE PEAKIUU, 3aPETUCTPUPOBAHHBIC Y B3POCIBIX MAI[MUCHTOB B
KuHUYecknx uccienoBanmsx 111 ¢aspl wim B X0lle MOCTPETUCTPANIMOHHOTO MPUMEHEHHS*, a
TaKKe y MeuaTpuiIecKuX MalMeHTOB B IBYX uccieaoBanusax I ¢as3er u nByx nccnenopanusx 111

dazbl

Yacro Heuacto Penxo Ouensb penko Yacrora

HENU3BCCTHA

Hapyumenusi co cTOpoHbI KPOBH U JIMM(PATHYECKONH CHCTEMbI

Anemus TpomOo1uTO3
(BKiTIOYAS (BKiTIOYAS
COOTBETCTBYIOIIU | TMOBBIIICHUE

e 1abopaTopHble | KOJUYECTBa
MOKa3aTeJIN ) TPOMGOLHTOB)",

TPOMOOIIUTOTICHHS

Hapyuienusi co cTOpOHbI MMMYHHOM CHCTEMbI

Annepruueckas AHapuIakTHIeCKH
peaxius, € peaKIuH,
aJJIepruYecKuii BKJIIOYast
JIepMaTHT, aHa(UIAKTHYECKU
AQHTMOHEBPOTUYECKU i ok

1 OTEK U

aJUIEPrUYECKUN OTEK

Hapyumenus co cTopoHbl HEPBHOM CHCTEMbI

I'onoBokpyxeHue | BHyrpumosrosoe u
, TOJIOBHasA 00JIb | BHYTPUUEPEIHOE
KPOBOU3IIUSHHUE,

00MOpOK

Hapyuienusi co cTOpoHbI OpraHa 3peHus

KpoBousnusnue

B TJ1a3 (BKIIOUYas
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ot 18.11.2025 N= 28704

Yacto Heyacto Penxo T e e penkd |~ = [*dacrora

HECHU3BCCTHA

KPOBOHU3JIUAHNEC B

KOHBIOHKTHBY)

Hapymenusi co cTopoHbI cepana

Taxukapaus

HapyuieHusi co cTOpOHBI COCY/10B

CHmxenue
apTepUaIbHOTO
JIaBJICHMS,

réemaroma

Hapyme}ma CO CTOPOHBI JbIXaTeJdbHOM CHUCTEMbI, OpraHoB l"py}]l-[Oﬁ KJETKHN U

cpelocTeHus!
HocoBoe Do3uHOoUIbHAS
KPOBOTEYCHHE, ITHEBMOHHUS
KpOBOXapKaHbe

7Keny104HO-KHUIIeYHbIE HAPYLLICHUS

KpoBorounsocts | CyxocTb BO pTY
JIECEH,
KEITy0YHO-
KHLIEYHOe
KPOBOTEUYECHHE
(BKITIOYAS
peKTanbHOe
KpOBOTEYEHHE),
6osu B 00nacTu
KEITy0YHO-
KHIIEYHOTO
TPaKTa U B
KHUBOTE,
TIVICTICTICHS,

A
TOIIHOTA, 3a1op

nmapesi, poTa’

HapyimeHnnusi co cTOPOHBI NEYEHH U KeTUYCBbIBOASIIIMX ITyTeil
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oT 18.11 28704

i

Yacto Heuacro Penko (O] %1&&"&5{:@ HOCT :ti‘éb'l"(?illa
HEU3BECTHA
[ToBblilIeHHE Hapymenue Kenryxa,
AKTUBHOCTH GyHKIUY TTeYeHH, MOBBILICHHUE
TpaHCAMUHA3 MOBBIIICHHE KOHIIEHTPAIIUN
KOHI[EHTPAIUN KOHBIOTHPOBAHHOT
OmnnpyoOuHa, 0 OunupyOuHa (pu
MOBBILICHHE COITYTCTBYIOIIEM
AKTUBHOCTH MTOBBIIICHUU
LIETOYHOU aktuBHOCTH AJIT
docdarassl kpoBu”, | 6e3 Hero),
MOBBIIICHHE XOJIeCTa3, TeNaTUT
axrturocTH [T T (BKITIOUAs
renaToLeII0IsIPHO
€ TIOBPEK/ICHUE)
Hapyuienusi co cTOPOHBI KOKH U NMOJAKOKHbIX TKaHel
KoxHblit 3y Kpanusuuna Cunapom
(BKiTIOYAS CruBenca—
HEYacThle cyyau JI>xoHcona /
reHepaIn30- TOKCUYECKUI
BaHHOTO 3y/1a), snuAepMatbHbIN
KOXHAsI ChITIb, HEKPOJIHU3,
HKXHUMO3, KOKHBIE DRESS-cunapom
U TIOJTKOKHBIE
KPOBOM3JIUSTHUS
Hapyuienusi co CTOPOHBI MbIIIEYHOM, CKEJIETHOMH M COeIMHUTEIbLHOM TKAHH
bonb B ['emapTpo3 KpoBousnusuue B Kommapt-
KOHEYHOCTSIX MBIIIITY MEHT
CUHJIPOM
KaK
CIIEJICTBUE
KpOBOTEUE
-HUS

HapyieHnusi co cTOPOHBI MOYeK U MOYEBbIBOASIIIMX Iy Tel

25




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

28704
Yacto Heuacro Penko (O] %&&EPDEEEF HOCT :‘ii"cjltﬁt'l'ﬁfa
HEM3BECTHA
KpoBorteuenue u3 [Touyeunas
YPOT€HUTATBHOTO HEJI0CTaTOY-
TpakTa (BKJIIOYas HOCTB/
reMaTypuio 1 ocTpas
MeHopparuio®), oYeyHas
HapylIeHue HEJI0CTaTOY-
(GyHKINY TTOYEeK HOCTb Kak
(BKiTIOYAS CJIEICTBUE
MOBBILICHHE KpPOBO-
KOHIEHTPALlUU TEUYEHUS,
KpeaTHHUHA J0CTaTOY-
KpOBH, HOTO ISt
MOBBILICHHE TOT0, YTOOBI
KOHIEHTPALlUU BBI3BATh
MOYEBHUHBI KPOBH) THUIIO-
nepdy3uro;
HedponaTus
:
accoLUUpOo-
BaHHAA C
preMoM
aHTH-
KOAryJISIHTOF

OO0uue HApYlIeHHSI U PEAKIIMH B MeCTe

BBCJICHUSA

.HI/IXOpa,I[KaA, Yxynmenue obmero | JlokanbHbIi otex”
nepupepuyecKrii | caMO4yBCTBHS

OTEK, CHIKEeHHe | (BKJtouas

oOmieit HEZIOMOTaHUe)

duznueckoit

CHUJIBI M DHEPTUN
(BKITIOYAS

CJ1a00CTh U
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i

Yacto Heyacto Penxo T e e penkd |~ = [*dacrora

HECHU3BCCTHA

ACTEHHIO)

JlaGopaTopHble 1 HHCTPYMEHTAJIbHbIE JaHHbIE

IToBeImeHME
aktuBHocTH JIJII A,
MTOBBIIICHHE
aKTUBHOCTH
Umnaser’,
MTOBBIIICHHE
aKTUBHOCTH

aMI/IJIa3I)IA

TpaBMbI, HHTOKCUKAIUH U OCJTOKHECHUSA NPOUEAYP

KpoBoteuenue Cocyaucras
noce mporeayp IICEBJIO-
(BKiTIOYAS aHeBpI/BMaC
nocJeonepau-

OHHYIO aHEMHIO U
KPOBOTEUCHHE U3
paHsl), yuuo,
BbIJIEJICHHE
CEKpeTa U3

A
paHbl

A: Habmonanuch npu npoduinaktuke BTD y B3poCibIX MallMEHTOB, NEPEHECIINX [IJIaHOBYIO
oTepaluio o 3aMeHe Ta300€IPEHHOI0 WM KOJIEHHOI'O CYCTaBa;

B: Habmoaanuch npu gedeHuu TI'B, TOJIA u npodunakTuke penuauBoOB Kak OUYeHb YacTble
y )KEHIIUH MOJIOXKE 55 JeT;

C: Ha0JII01aIMCh KaK HEYacThle B paMKaxX MPOQPHIAKTUKH aTepOTPOMOOTUYECKUX COOBITHH Y

nanuenToB nocie OKC (mocie 4peckokHOTO KOPOHAPHOTO BMEIIATEILCTBA).

[Tpumensuics mpeaBapUTENbHO 3aJaHHbBIM BBIOOPOUHBIA MOJIXOA K cOOpY AAaHHBIX IO

HEeXXEJIaTeNbHbIM SIBJCHUAM B OTHENbHbIX HccaenoBanusx III ¢assl. Ha ocHoBanum

aHaJIM3a JIaHHBIX 3TUX UCCIIEeI0OBAaHUI 4acTOTa HEeXKENaTeIbHbIX peakluii He TOBBICUIIACD,

1 HOBBIX HEXKENaTeIbHBIX JIEKAPCTBEHHBIX peakluil HACHTU(UIUPOBAHO HE OBLIO.

Onucanye OTACIbHEIX HeXKENIaTSAbHBIX PeaKIIUN
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MOYET COTMPOBOXK/IATHCSI MOBBIIICHHBIM PUCKOM CKPBITOTO UJIH SIBHOT'O KPOBOTEUEHUS U3 JTHOOBIX
TKaHEHd U OpPraHOB, KOTOPOE MOKET NPUBOJUTH K IOCTreMopparndeckor anemuu. lIpusnakuy,
CHUMIITOMBI U CTENEHb TSUKECTH (BKJIOYAs JIETAJIbHBIA UcX01) OyayT BapbUpOBaTh B 3aBUCUMOCTH
OT JIOKAJIU3alMU, THTEHCUBHOCTH WJIM NMPOJOKUTEIBHOCTH KPOBOTEUCHUS W/WIIM aHEMHUH (CM.
noapaszien «JledeHue kpoBoTeueHuit» pasznena 4.9.). B kIMHHYECKMX HCCIIEIOBAHUAX
KPOBOTEYEHMSI M3 CIM3UCTBIX 000J04YeK (a MMEHHO: KpOBOTEUEHHME W3 HOCA, JIECEH,
KEIYJOYHOKHIIEYHOIO TPAaKTa, MOYENOJIOBOM CUCTEMBI, BKIIIOYAs AHOMAJIBHOE BarvMHAIBHOE
WIN YCUJIEHHOE MEHCTPYaJbHOE KPOBOTEUCHHE) U aHEMUS HAaOII0AIMCh Yallle Ipu JJIUTEIbHOM
JIieYeHUU puBapokcabaHoM 1o cpaBHeHuto ¢ nedenrnem ABK. Takum oOpa3om, B JOIOIHEHHE K
HaJUIe)KaIEMy KJIINHUYECKOMY HaOJIOACHUIO, nabopaTopHoe HCCIIEN0BaHUE
reMOTJI00MHa/TeMaTOKPUTA MOKET ObITh 3HAYMMBIM JUIsl BBISBJICHHS CKPBITBIX KPOBOTEUEHUH U
KOJIMYECTBEHHOW OLEHKU KIMHUYECKOW 3HAUYMMOCTH SIBHBIX KPOBOTEUYCHMM B Cilydasx, KOrza
IPUMEHUMO. PUCK pa3BUTHS KPOBOTEUEHUN MOKET OBITH MMOBBIILIEHHBIM Y ONPEIEIIEHHbBIX IPYIIT
IIACHTOB, HANpUMeEp, Y MANMEHTOB C THKEIOM HEKOHTPOIMPYEMOW apTepHAIBHON
TUIEPTEeH3UEN W/UIM IIPU COBMECTHOM MPUMEHEHHUH C MpernapaTaMu, BIUSAIOIIMMYU HAa reMocTa3
(cM. mogpaznen «Puck kpoBoTeueHus» paszziena 4.4.). MeHCTpyaabHOE KPOBOTEUCHHE MOMKET
OBITH O0JIee OOMITBHBIM W/WITH TIPOIOJKUTEIHHBIM.
['emopparuueckue OCIIO)KHEHHS MOTYT TpOSIBISATBCS B BUJE ciaboctd, OJieHOCTH,
TOJIOBOKPY>KEHUSI, TOJIOBHON OOJIM MM HEOOBSCHUMBIX OTEKOB, OJABIIMIKA WM HEOOBSICHUMOIO
I0Ka. B HEKOTOPBIX ciaydasx BCIIEACTBUE aHEMUU HAOIIOAIMCh CUMIITOMBI MIIEMUH MUOKapAa,
TakHe Kak 00Jib B IPY/AH WM CTEHOKApIus.
[Tpu npumMeHenuu npenapata PuBapokcabaH perucTpupoBaIiCch TaKue U3BECTHBIE OCIOKHEHUS,
BTOPUYHBIE I10 OTHOLICHUIO K TSOKEIBIM KPOBOTEYEHUSM, KaK CHHIPOM IIOBBILIEHHOI'O
cyOdacunanbHOro AaBIeHUs (KOMIAPTMEHT-CUHPOM), TOYeYHasi HEJI0CTaTOYHOCTh BCJIE/ICTBHE
runonepdy3u WM HepponaTHs, aCCOIMUPOBAHHAs C MPUEMOM aHTUKOATYJISHTOB. Takum
o0pa3oMm, cielyeT Yy4WUThIBaTh BO3MOKHOCTb KpPOBOTEUEHMS NPU OLIEHKE COCTOSHUS JII0O0T0
NALUEHTA, NOJYyYaOLUIEr0 aHTUKOATYJISTHTBI.

€T’
Jleuenue BTO u npogpunakmuxa peyuousos BTI
Ornenka 6€30MacHOCTH Y JACTEH M MOPOCTKOB OCHOBAaHA HA JJAHHBIX 1O O€30MaCHOCTH OTKPBITHIX
UCCIIEIOBAaHUI C aKTUBHBIM KOHTpojeM (aAByx uccinenoBanuit Il ¢a3er u oxnoro III ¢a3zer) c
y4JacTHeM JieTell B Bo3pacTe oT poxeHus 10 <18 net. JlaHHbIe MO 6€30MacHOCTH OBLIH B IIEJIOM
COMOCTaBUMBIMU JJIsi pUBapokcabaHa M Mpenapara CpaBHEHUS B Pa3IMYHBIX BO3PACTHBIX

rpynnax nereil. B menom mpoduns 6e3omacHoct y 412 neteil M MOJPOCTKOB, MOTy4YaBIIMX
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MOMYJISIIIAA, W COXPAaHSJICS B pPa3HBIX BO3PACTHBIX TPYIIaxX, XOTSA OILEHKA OrpaHHyYeHa
HEOOJIBIIUM KOJTHYECTBOM IMAIMECHTOB.

I'onoBuass Gonbs (ouenp dacto, 16,7 %), nauxopanka (oueHb yacto, 11,7 %), HOcoBoe
KpoBoTeueHue (oueHs yacto, 11,2 %), pota (ouens yacrto, 10,7 %), Taxukapaus (dacro, 1,5 %),
MOBBIIIICHUE KOHIEHTpaluu OunupyoOuna (wacto, 1,5 %) ¥ TOBBIICHHE KOHIICHTPAIIUU
KOHBIOTUPOBaHHOTO Ounnpyouna (penko, 0,7 %) perucTpupoBajNch y MEAUATPUYECKUX
NAIMEeHTOB YaIle, YeM y B3pocibix. Kak 1 Bo B3pOCIION MOMYJISALNU, MEHOpparus HaOJIr01aiach
y 6,6 % (4acTto) NeBOYEK-TMIOAPOCTKOB IOcie MeHapxe. TpombOouuToneHus, HaOmogaemasi B
pamMKax TOCTPETUCTPAMOHHOTO MOHHUTOPHHTAa BO B3pPOCIOW MOMYJSIUW, B KIMHUYECKHX
UCCIICIOBAHMSIX Cpeau MeauaTpudecKor momynsuuu Habmomamack dvacto (4,6 %).
HesxenarenbHbie JIEKAPCTBEHHBIC PEAKIIMU Y €Tl ObLIM B OCHOBHOM OT JICTKOW JI0 yMEPEHHOU

CTCIICHH TAXKCCTH.

COO6HI€HI/I€ 0 TOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coob1iaTe 0 mojo3peBaeMbIX HeKeIaTeNbHbIX PEeaKlUIX MMOCJe PerucTpaluu npenapara
C 1enplo 00ecredYeHHus HENmpephIBHOTO MOHHUTOPUHITA COOTHOILIGHHUS <II0JIb3a — PHCK»
JICKapCTBEHHOTO TIpernapara. MeauImHCKUM pa0OTHUKAM PEKOMEHIYeTCs COOOMAaTh O JIFOOBIX
MOI03PEBACMBIX HEXKEIATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO Mperapara 4epe3 HallMOHAJIbHbBIC
CUCTEMBl COOOILEHUS O HEXKeJIaTeNbHBIX pPEeaKIUsIX ToCyAapcTB — ujIeHOB EBpasuiickoro
HKOHOMHYECKOTO COI03a.

Poccniickas @enepanns

®denepanbHas cayx0a Mo Haa30py B chepe 3paBoOOXpaHEHUs

Anpec: 109012, r. Mocksa, CraBsiHCKasl miiomanip, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnekTpoHHas noyta: pharm@roszdravnadzor.gov.ru

Caiit B muHGOpPMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHEeT»:

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

4.9. Ilepeno3upoBka

CuMIOTOMBI

VY B3pocibIX ObUIM 3aperucTpUpPOBAHBI PEJIKHUE CIydau nepeno3upoBku A0 1960 mr. B ciydae
NEepe03UPOBKH  HEOOXOIMMO TIIATeNbHO HaOdI0AaTh TMalMeHTa Ha NpPeIMET pa3BUTHUS
KPOBOTEUEHHM WUJIH IPYTUX HEXeNaTeNbHbIX peakiui (cM. mojpaszen «Jleuenne kpoBoTedeHH»

pasznena 4.9.). B cBs3u c orpaHMYEHHBIM BCaChIBAaHHEM OXKHUJAETCS (OPMHUPOBAHUE ILJIATO
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KpPOBH TP MPUMEHEHHUH /103, TIPEBHINIAIOIINX TepPaeBTHUECKUe, paBHbIX 50 Mr puBapokcadaHa
WM BBIIIE Y B3POCIIBIX.

Jlnst B3pOCIHBIX CYIIECTBYET CHelUpUYECKUd aHTUIOT (aHIeKcaHeT aib(da), OJIOKHpYHOUTUH
dbapmakoguHaMuueckuii 3 ekt puBapokcadaHa.

B cinydae mepeno3mpoBKM puBapokcabaHa Ui CHIDKEHHSI BCAChIBAHUS MOXKET HPUMEHSTHCA
AKTUBUPOBAHHBINA YT OJIb.

JleueHre KPOBOTEUEHUN

Ecnun y nauuenTa, nonydaroniero puBapokcadbaH, BOZHUKIIO OCJIOKHEHHE B BUJIE KPOBOTEUCHHUS,
CIICAYIONIMHA MPHUEM pHUBAapOKcabaHa CIIEAYET OTJIOKUTh WIIH, MPH HEOOXOAUMOCTH, OTMEHUTh
neuyenue. [lepron momyBsIBeieHNsT pUBapoKcabaHa y B3pOCIBIX COCTABIISCT MPUOINZUTEIBHO S5—
13 yacos. JIeyeHue JOKHO OBITH MHIMBUAYAIBHBIM B 3aBUCUMOCTH OT TSDKECTU U JIOKAJIU3aLUU
KpoBoTeueHUs. [Ipy HEOOXOMMOCTH MOKHO IPUMEHSTh COOTBETCTBYIOIIEE CHUMITOMATHYECKOE
JCYCHWE, TaKOe KaK MEXaHHYecKas KOMIIpecCHsl (HampuMep, TpU TDKENBIX HOCOBBIX
KPOBOTECUCHHSX), XHPYPTUYECKHH TEMOCTa3 C TMPOLEAypaMH KOHTPOJII KPOBOTCUCHHS,
UHQY3MOHHAs Tepanus U IeMOAMHAMHUYEcKas IOAJEpXKa, MPUMEHEHHE IMpenapaToB KpOBU
(3pUTPOLIUTAPHON MAcChl MIIM CBEXE3aMOPOXKEHHOM IJ1a3Mbl, B 3aBUCUMOCTH OT TOT'O, BO3HUKJIA
aHEMUS WIN KOoaryJionaTHsi) Ui TpOMOOIIUTOB.

Ecnu nepeuunciieHHbIe BBIIIE MEPONPUSATHS HE MPUBOJIAT K YCTPAHEHUIO KPOBOTEUYCHUS, MOXKET
ObITh Ha3Ha4eH crenuduueckuii aHTHAOT HMHruoOuTopa (akropa Xa (aHaeKcaHeT anbga),
KOTOpbII OnokupyeT (apmakoauHamuueckuil 3¢ dekt puBapokcabaHa, WM creuuduyeckue
NPOKOATyJISIHTHBIE — TIpenapaThl, HalpuMep, KOHIEHTpPAT MPOTPOMOMHOBOTO KOMILIEKCA,
KOHIICHTPAT aKTUBHPOBAHHOTO MPOTPOMOMHOBOTO KOMILJIEKCA WM PEKOMOMHAHTHBIN (hakTop
Vlla (r-FVIla). Oxnako B HacTosiiee BpeMsi ONBIT TPUMEHEHHs [aHHBIX JIEKAPCTBEHHBIX
OpenapaToB y B3pOCHbIX, MOJYyYalOUIMX pHUBAapOKcabaH, BecbMa oOrpaHuyeH. JlaHHbIe
PEKOMEHIANNN TaK)Ke€ OCHOBaHBI HAa OTPAHMYCHHBIX HEKIMHHYECKUX JaHHBIX. BO3MOXKHOCTH
MOBTOPHOTO BBEJCHHUS pekoMOuMHaHTHOro d¢akropa VIla u TuTpoBaHume 03Bl clegyeT
paccMaTpuBaTh B 3aBUCHUMOCTH OT CHIJKEHHsI aKTUBHOCTH KpOBOTEUYEHHs. B 3aBucuMoctu ot
MECTHOM JOCTYMHOCTH, B Cilydae OOJIBIIOr0 KPOBOTEUEHUS CIEAYEeT PacCMOTPETh BO3MOKHOCTh
KOHCYJIBTAIIMH CO CIIEIMATIMCTOM TI0 KOoaryJsuu (cM. pasaen 5.1.).

[lpenmomaraercsi, 4ro mpoTamMHHA Ccyiabdar W BATaMHH K He OKa3bIBalOT BIMSHUS Ha
AQHTHUKOATYJITHTHYIO aKTUBHOCTh puBapokcabaHa. VIMeeTcs orpaHUYeHHBIM OMNBIT NMPUMEHEHUS
TPaHEKCAMOBOI KHCIIOTBI M OTCYTCTBYET ONBIT HMPUMEHEHUS aMHHOKAIPOHOBOM KHCIOTHI U
anpoOTMHMHA Yy  B3pOCHBIX, TMOJy4yaromux  puBapokcaban. HayuHoe  oOocHoBaHuE

HeHeCOO6pa3HOCTI/I WM OINBIT NTPHUMCHCHHUA CHCTCMHOTO TI'€MOCTATHUYCCKOro Ipcrapara
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WHTCHCUBHOE CBS3bIBAaHHE C O€lIKaMH ITUTa3Mbl, OXHIAETCs, YTO pHUBapokcabaH He Oyner
BBIBOAMTHCS TPU MPOBEACHUH JHATH3A.

eTH
Jannsle y neteil orpanuyensl. J[aHHble O J03aX, MPEBHIMIAIOMIUX TEpANEeBTUUECKHE, Y JIeTel
OTCYTCTBYIOT.
Criermuduueckuii aHTUAOT (aHAECKCAaHET abda), OIOKUPYOIHH GpapMakoIuHAMUYECKHHA 3P PeKT
puBapokcabaHa, He pa3pelleH K IPUMEHEHHIO Y AeTEH.
Jleuenue kposomeuenuti
[lepuon monmyBBIBENEHUS Yy JE€TEH, CHOPOTHO3UPOBAHHBIM C TOMOUIBIO MOMYJISIIMOHHOTO
(hapMaKOKMHETHYECKOTO MOJICIIMPOBAHUS, KOPOUE, YEM Y B3POCIBIX (CM. pazaeln 5.2.).
OnpIT mpUMEHEHUsl crenu(PUUecKux MPOKOAryISHTHBIX IpenapaToB (HampuMep, KOHIEHTpPAT
MPOTPOMOMHOBOTO KOMILIEKCA, KOHIIEHTPAT aKTUBHPOBAHHOIO MPOTPOMOMHOBOTO KOMILIEKCA
wi pekomOuHanTHeIA (akrop Vlla (r-FVIla)) y nereid, momyyaromux puBapokcadaH, BecbMa
OTpaHUYEH.
OTCcyTCTBYET OMBIT MPUMEHEHHS NMPOTaMUHa cyibdaTa, BuTamMmuHa K, TpaHekcaMoBO# KHCIIOTHI,

aMHHOKaHPOHOBOﬁ KHCJIOTBI U alIpOTUHHUHA Y ,Z[eTeﬁ, MoJIy4Jaromux pHBapOKca6aH.

5. DPAPMAKOJIOTMYECKHE CBOVMCTBA

5.1. ®apmakoauHaMH4YeCKHe CBOMCTBA

®dapMakoTepaneBTUYECKas TpyNna: aHTUTPOMOOTHYECKHE CpPEICTBA; MpsIMble HHTHOUTOPHI
¢daktopa Xa.

Kon ATX: BO1AFOI.

MexaHHN3M e CTBUS

PuBapokcabaH — BEICOKOCEIEKTUBHBIHN MpsMoil MHTHOUTOp (akTopa Xa, 006Ja1at0Uii BEICOKON
OMOOCTYIHOCTBIO NpH MpHuemMe BHYTphb. HruOupoBanue gaxropa Xa HapyliaeT BHyTPEHHUHN U
BHEUIHUM TMyTH KOaryjJsLMOHHOIO Kackajaa, HWHruOuMpys oOpa3oBaHMe TpOMOMHA U
dopmupoBanue Tpomba. PuBapokcaban He mHrnOoUpyeT TpoMOuH (akTHBHpOBaHHBIN (hakTop II),
a Tak)Ke He MPOIEMOHCTPUPOBAI BIUSHHS HAa TPOMOOIUTHI.

dapmakoanaammudeckne YO HeKTol

VY denoBeka HaOMIOmAeTcs J10303aBUCHMMOE WHTHOWPOBAaHHME AaKTHBHOCTH (akTopa Xa.
PuBapokcabaH oOKa3bIBaeT J0303aBUCHMMOE BIHUSHHE Ha NPOTPOMOMHOBOE BpeMs, KOTOpPOE
XOPOIIO KOPPEJIUPYET C KOHIIEHTPaLUsAMH pUBapokcadbaHa B miazme kposH (r = 0,98), ecnu s
aHaiM3a ucnonb3yercs Habop Neoplastin. [Ipu ucnonab30BaHUM APYrUX PEaKTUBOB PE3YIbTAThI

Oynyt ornuyathes. [IpoTpoMOMHOBOE BpeMs ClieyeT U3MEpSATh B CeKyHIax, mockonbky MHO
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MPOU3BOTHBIX KyMapuHA M HE MOKET MPUMEHSATHCS JJIs APYTUX aHTUKOATYJISTHTOB.
VY manueHToB, MOJyYarolluX pUBapokcadaH Juid JeueHus ¥ npoduimakThku penuansoB TI'B u
TOJIA, 5/95 nponentunu ais nporpoMOouHOBOrO BpeMeHu (Neoplastin) yepe3 2—4 yaca mociie
npuema TabyieTku (T.e. Ha Makcumyme 3¢ dexTa) BappbupyroT oT 17 1o 32 cekynn npu npueme 15
MT' puBapokcabaHa JiBa pa3a B JieHb, U oT 15 no 30 cexyHn npu npueme 20 Mr puBapokcadaHa
OJIUH pa3 B JeHb. B mpomMexyTke yepe3 8—16 yacoB mocie npuema tadiaeTku 5/95 mponeHTuIm
BapbUpPYIOT OT 14 10 24 cekynna npu npueme 15 mr z1Ba pa3a B JeHb, 1 yepe3 18—30 vacoB nmocie
npuema Tabsnetku — ot 13 1o 20 cekynn npu npueme 20 Mr oJIMH pa3 B JICHb.

VY nanueHToB ¢ (GUOpHMILUIILINMEH TpeAcepIuil HEKJIAaHHOTO MPOUCXOXKICHHS, MPUHUMAIOIINX
puBapokcabaH Ui MPO(UIAKTUKE UHCYJIBTa U CHCTEMHON TpomM003MO0Imu, 5/95 mporeHTuim
11 mporpombuHOoBOro BpeMenn (Neoplastin) yepe3 1-4 daca mocne npuema TtabieTku (T.€. Ha
MakcuMmyme 3 dexra) Bappupyrot oT 14 1o 40 cexyH] y HalueHTOB, MpUHUMaOMUX 20 Mr oIuH
pa3 B aeHb, U oT 10 mo 50 cekyHa y HalMEHTOB C HapylleHUWEM (PYHKIMU MOYEK CpenHen
CTEeINeH!, MpUHUMAaromuX 15 Mr oguH pa3 B AeHb. B mpomexyTtke yepe3 16—-36 uvacoB mocie
npuema TabneTku 5/95 mNpouUeHTWIM BapbuUpylOT OT 12 g0 26 cekyHn Yy HalleHTOB,
npuHuMaromux 20 Mr oiMH pa3 B JI€Hb, U OT 12 10 26 CexkyHJ y MalMEHTOB ¢ HapyUIEHUEM
(GYyHKIMY TIOYEK CpeTHEeH CTeNeH!, MPUHUMAIONINX 15 MT O/IMH pa3 B JCHb.

B  kimuHMueckoM  (apMakoJIOTHYECKOM  HCCIIEOBAaHUM M3MEHEHHUS  (papMaKoJMHAMHKH
puBapokcabaHa y 370pPOBBIX B3pOCIBIX O0OpOBONIBIEB (n = 22) ObUIO H3Y4YEHO BIUSHUE
onHokpaTHbIX 103 (50 ME/kr) AByX pasnu4HBIX THUIIOB KOHIEHTpaTa MHPOTPOMOMHOBOTO
komiuiekca: 3-hakropHoro (¢pakrops! II, IX u X) u 4-pakropuoro (paxrops 11, VIL, IX u X). 3-
(GakTOpHBIII  KOHIIEHTpAaT NPOTPOMOMHOBOIO KOMIUJIEKCA CHU3WJI CpEIHUE 3HAYCHUS
npotpombuHoBoro Bpemenu (Neoplastin), npumepHo Ha 1,0 cexkyHnay B TeueHue 30 MHHYT 1O
CPaBHEHHIO CO CHMXXEHHEM NMPUMEPHO Ha 3,5 CeKyHbl, HaOJII0JaeMbIM TPU MCIIOJIB30BaHUU 4-
(GakTOpHOTO  KOHIIEHTpaTa MPOTPOMOMHOBOTO  KoMmIuiekca. Hampotus, 3-dakrtopHbIid
KOHILEHTPAaTIPOTPOMOMHOBOTO KOMIUIEKCa OKa3ajl Oojee BbIpa)K€HHOE M ObIcTpoe oOlee
BIUSHUE HA 00pPaTHUMOCTh U3MEHEHUH B FeHepalliu dHJOTEHHOTO TpoMOHHA, YeM 4-(hakTOpHBIN
KOHIIEHTPAT MPOTPOMOMHOBOI0 KOMILIEKca (cM. pa3zen 4.9.).

Taxxe puBapokcaban no3o3aBucumo yBennuuBaeT AUTB u pesynprar HepTest; ognako stu
napaMeTpbl He PEKOMEHJYeTCsl MCIOIb30BaTh AJIs OLEHKU (hapmMakoanHaMudeckoro 3ddexra
puBapokcabana. B mepuoj sedeHuss puBapokcabaHOM HPOBOJUTH MOHUTOPHUHI IapamMeTpoB
CBEPTHIBAHUSI KPOBU B PYTMHHOW KIMHHYECKOW MpakTHKe He Tpebyercs. OnHako, eciau A
ATOr0 €CTh KJIIMHUYECKOEe 000CHOBaHHE, KOHILIEHTPAllUs puBapokcabaHa MOXKET ObITh M3MepeHa

MIPU TIOMOIIY KaJTMOPOBAHHOTO KOJIMYECTBEHHOTO TECTa aHTU-Xa aKTUBHOCTH (CM. pazzien 5.2.).
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Kinuanueckas 2¢dekTUBHOCTE U 0€30I1aCHOCTE

Ipogpuraxmuxa uncyrbma u CUCMEMHOU MPOMOOIMOOIUU Y NAYUEHMO8 ¢ @uopuiisyuel
npeocepouti HeKIANaHHO20 NPOUCXONHCOCHUSL

[IporpaMmMa KJIMHUYECKUX HCCIIEIOBaHUN puBapokcabaHa Oblaa pa3paboTaHa Jjisl TOTO, YTOObI
noka3athb 3 ()eKTUBHOCTh pUBapoKcabaHa B OTHOLICHUH MPOGUIAKTHKY HHCYIbTa U CUCTEMHOMN
TPOMOOIMOOIINH Y TAITUEHTOB ¢ GUOPMILTALIMEH TPeCepINii HEKJIAMAHHOTO MPOUCXOKICHUS.

B 6a3zoBom gBoiiHom cienom wucciaenoBannn ROCKET AF 14264 mnanuwenra Obuin
paHIoOMU3MpOBaHbl Ha npueM 20 Mr puBapokcabaHa OJuH pa3 B JeHb (15 Mr oauH pa3 B JieHb
JUIsl TIAIIUEHTOB C KIUpeHcoM KpeaTuHuHa 30-49 mi/MuH) wiM Ha npueMm BapdapuHa, 103y
KOTOpPOr0 THUTPOBAJIM JI0 JOCTIOKeHHs 1eneBoro 3HaueHus MHO 2,5 (tepaneBTuueckuit
nuanaszon ot 2,0 mo 3,0). Meauana JUIMTEIBHOCTH JICUCHHMS cocTaBmia 19 mecsieB, a oOmmas
MPOJOIKUTENHLHOCTD JieueHust — 10 41 mecsna.

34,9 % mnanueHTOB MOJIydaJld TEpaIlui0 aleTUICAIULMIOBOM kucinoroi, 11,4 % — momydanu
Tepanuio aHTUAPUTMUUYECKUMHU TIpernapataMu kiacca IIl, Bkirouast ammuonapoH.

PuBapokcaban He ycryman BapdapuHy MO TEPBUYHON KOMOMHMPOBAHHOW KOHEYHOH TOUKE
WHCYJbTa U CHCTEMHOH TpPOMOOSMOONWHU, HE CBSI3aHHOW C LIEHTPAIbHOM HEPBHOW CHCTEMOM
(THC). B nmonmynsiiuu, moiy4aBIIel J€YeHHWE COTJIACHO MPOTOKONY, MHCYJIBT WM CHUCTEMHAS
TpoMO0aMOOIHs Tipor3onuTy y 188 manneHToB, noay4yaBmux puBapokcadas, (1,71 % B rox) u'y
241 mauuenTta, npuHumMaiiero Bapdapun, (2,16 % B ron) (otnomenue puckos (OP) 0,79; 95 %
AU, 0,66-0,96; P<0,001 ana rumoresbl «He ycrymaer»). Cpeau BceX paHIOMH3WPOBAHHBIX
MAIMEHTOB, MPOAHATU3UPOBAHHBIX B COOTBETCTBUM C HazHayeHHBbIM BMematenbcTBoM (ITT),
MEPBUYHBIE COOBITHS TIPOU3OLUTH Y 269 MallMeHTOB, MOJIYYaBIINX puBapokcadaH, (2,12 % B rox)
u y 306 manueHToB, moiydaBmmx Bapdapus, (2,42 % B rox) (OP 0,88; 95 % U, 0,74-1,03;
P<0,001 s runoressl «He ycrymaer»; P=0,117 mig runoressl «1peBOCXOANUT»). Pe3ynbTaThl
JUIsl BTOPUYHBIX KOHEYHBIX TOYEK, MPOBEPEHHBIE B HEPAPXUUYECKOM MOPSJIKE B aHAIU3E B
COOTBETCTBUU C HA3HAYEHHBIM BMEIIATEIHLCTBOM, MIOKa3aHbI B Ta0IHIIE 4.

Cpenu mamenToB B rpynne Bapdapuna 3nauenus MHO Haxomunuch B TepaneBTUYECKOM
muana3one (ot 2,0 mo 3,0) B cpemHeM 55 % Bpemenu (MemuaHa 58 %; MEKKBapTHUIbHBIN
nuanasoH ot 43 1o 71). Dddext puBapokcabaHa He pazauyaics Ha ypoBHe HeHTpaibHoro TTR
(Bpems B nuamazone 1eineBoro MHO ot 2,0 1o 3,0) B kBapTHIIsIX oguHaKoBoro pasmepa (P=0,74
JUIS B3aMMOJICUCTBHS). B mpeaenax caMoro BBICOKOTO KBApTHJIS MO OTHOMIEHUIO K IEHTPY
otHomienue puckoB (OP) puBapokcabana mo cpaBHeHUIO ¢ BapdapuHom coctasisuio 0,74 (95 %

I, 0,49-1,12).
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YacToTa BO3HUKHOBEHUS OCHOBHOI KOHEUYHOMU |[TOUKU 6@9&3350%%"(5%%théiplal'l'!'{ie'CKH

3HaUYMMBbIC HEOOJIBIINE KPOBOTEUYCHHsI) ObLIa COMOCTaBMMAa B OOEUX TpyIIax JICYEHHS (CM.
Tabmuny 5).
Ta6muma 4. Jlanaele mo npoduio 3PpPeKTHBHOCTH B KIMHUYECKOM ucciemnoBanuu 111 ¢azbr

ROCKET AF

Hccaenyemas ITT ananu3 3¢(peKTUBHOCTH y NALUEHTOB ¢ puOpUIALHeH

NOMYJISIIUS npeacepAuii HEKJIANAHHOTO MPOUCXOKIEHUS

Bapdapun B n03e,
PuBapoxkcadan 20 mr
TUTPOBAHHOM 1O

OIMH pa3 B aeHb (15 OTHoueHne
11eJIeBOMY YPOBHIO
MT OJMH Pa3 B 1e€Hb pHCKOB
MHO 2,5
TepaneBTHYeCKaA JUISI TAIHEHTOB C 95 % AN)
(TepaneBTH4YECKUIA
n03a yYMepeHHOI NMo4YeqHOMH p-3HauYeHMe,
amamnasoH ot 2,0 1o
HEJ0CTATOYHOCTHIO) 3.0) TeCT Ha
)
Yacrtora codbITHIi MPEeBOCX0ACTBO

YacToTa coObITHIA
(100 manueHTO-J1€T)
(100 mamueHTO-J1€T)

WHCYynsT ® CUCTEMHAS 269 306 0,88
TPOMO0IMOOITHS, HE (2,12) (2,42) (0,74-1,03)
cBs3anHas ¢ [ITHC 0,117
WucynsT, cucTeMHas 572 609 0,94
TPOMO03MOOJTHS, HE (4,51) (4,81) (0,84-1,05)
cesg3anHas ¢ I[HC, wu 0,265
CMEpTh BCJIC/ICTBHE

CEPACIHO-COCYAUCTOIO

3a00s1eBaHUs

WucynerT, CHCTEMHast 659 709 0,93
TpOMO03IMOOTHS, HE (5,24) (5,65) (0,83-1,03)
cesBanHas ¢ [IHC, 0,158
CMEepTh BCJIC/ICTBHE

CEePAECYHO-COCYTUCTOTO
3200J1€BaHUsA u

UHpapKT MHOKap/a

253 281 0,90

NHCcynbT
(1,99) (2,22) (0,76-1,07)
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[ |

(HOCHEQGUEATENGHOC Ta,géiﬂi]
CucremHas 20 27 0,74

TPOMO03IMOOJIHS, (0,16) (0,21) (0,42-1,32)
HE CBfA3aHHasg C 0,308

LHC

130 142 0,91

Wudapkr Mmuokapaa (1,02) (1,11) (0,72-1,16)
0,464

Tabmuma 5. JlanHble Mo mpodwiro OGe30MacHOCTH B KiauHWYeCKOM uccienaoBanuu III ¢assr

ROCKET AF
Hccaenyemas IMauuenTsl ¢ puOpuIALKEi MpeacepaAnii HEKIATIAHHOTO
NONYJIsIUs NPONCXOKAEHUS")

TepaneBTH4ecKas 103a

PuBapoxkcatdan 20 mr
OIMH pa3 B aeHb (15
MTI OJIMH Pa3 B 1€Hb

AJI5l NAUMEHTOB €
yYMepeHHOi Mo4YedHOM

HeA0CTATOYHOCTHIO)

Yacrtora codbITHii

(100 mamueHTO-J1€T)

Bapdgapun B no3e,
TUTPOBAHHOM 1O
11eJIEBOMY YPOBHIO
MHO 2,5
(TepaneBTHYECKH I
auanasos ot 2,0 mo
3,0)
Yacrtora coObITHH

(100 manueHTO-J1€T)

OTHolIeHue
PHUCKOB
95 % AN)

p-3HaYeHne

bonpmme W KIWMHUYECKH 1475 1449 1,03
3HAYNMEbIe HeOopIme (14,91) (14,52) (0,96-1,11)
KPOBOTEUYEHMUSI 0,442
395 386 1,04
BoubIre kpoBOTeUCHHS (3,60) (3,45) (0,90-1,20)
0,576
27 55 0,50
CwMmepTh BCJIC/ICTBHE
(0,24) (0,48) (0,31-0,79)
KPOBOTEUYCHHUS*
0,003
KpoBoreuenus u3 91 133 0,69
YKU3HEHHO BaXXHBIX (0,82) (1,18) (0,53-0,91)
OopraHop* 0,007
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HYTpUYEPEITHOE
(0,49) (0,74) (0,47-0,93)
KPOBOM3JIUAHUE **
0,019
305 254 1,22
[Tanenne YPOBHS
(2,77) (2,26) (1,03-1,44)
remMorjaoouna*
0,019
[TepenuBanue JBYX 183 149 1,25
win  Oolee  eAMHHIL (1,65) (1,32) (1,01-1,55)
SPUTPOLUTAPHON 0,044
MacChl WU UEJIbHOU
KpoBu™
1185 1151 1,04
Knunanueckn 3HA4YNMBbIE
(11,80) (11,37) (0,96-1,13)
HeOO0JIbIINE KPOBOTEUEHHUS
0,345
208 250 0,85
CMepTh OT BCeX MPUYNH (1,87) (2,21) (0,70-1,02)
0,073

a) MOMYJIALMUS 1711 U3y4eHUs1 6€30IaCHOCTH, B IEPHOJ JICUCHHUS

* HOMUHAJILHO 3HAYUMOE

B nomonnenue x uccrnenpoBanuio ¢asel [II ROCKET AF, Obiio mpoBeeHO HpPOCIEKTHBHOE,
HEKOHTPOJIUPYEMOE  MOCTPETUCTPALMOHHOE HEHMHTEPBEHLMOHHOE  OTKPHITOE KOrOpPTHOE
uccnenoBanre (XANTUS) ¢ 1ueHTpanbHOW  OIIEHKOM KOHEYHBIX TOYEK, BKIIOYas
TpoMOo3MOOIMUecKue coObITUS U OousblMe KpoBoTeueHus. 6704 mamueHnrta ¢ Gubpusuen
npejcepaInii HEeKJIanaHHOTO MPOUCXOXACHHUS ObUTM BKIIIOYEHBI B MCCIEIOBAHUE KIMHUYECKON
MPAKTUKHU, B KOTOPOM H3y4aIuCh 110 NPOPUIAKTHKE UHCYJIBTa U CUCTEMHON TPOMOOIMOOINH, HE
cesa3anHo ¢ IIHC. Cpennue nokazarenu CHADS2 u HAS-BLED B uccnenoBanuu XANTUS
coctaBmiu 1,9 u 2,0 mo cpaBHeHuto co cpeauumu nokazarensmu CHADS2 u HAS-BLED,
paBubiMu 3,5 u 2,8 B uccinenoBannun ROCKET AF, coorBercTBeHHO. bosbioe kpoBoTeUeHME
npouszonuio B 2,1 cimyyaeB Ha 100 mnauuenro-ier. CMepTenbHOE KpOBOTEUEHHE OBLIO
3apeructpupoBaso B 0,2 ciydaeB Ha 100 manueHTo-JIeT, a BHYTPUUYEPEITHOE KPOBOU3IIUSHUE — B
0,4 cnygaeB Ha 100 manuenrto-ner. MHCYNbT WM cuctreMHas TpoMO0IMOOIIHUs, HE CBS3aHHAs C
I[THC, 65111 3apeructpuposansl B 0,8 cinyyaeB Ha 100 narueHTo-ner.

Oty HaAOMIOJAEHUS B KIMHUYECKOM TMPAKTUKE COIIACYIOTCS C YCTaHOBJIEHHBIM Mpoduiaem

0e30IMacHOCTH 110 9TOMY INOKa3aHUIO.
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B mocTpeructpaniiOHHOM HEWHTEPBEHIIMOHHOM Hccnéggga;{%%ﬁﬁg El@éﬂfbé'ﬁaﬁn'eﬁ%ds c
Tp p p

bubpuiuAnuel mpencepanii HEKJIANaHHOTO IPOUCXOXKICHHUS W3 YEThIpEeX CTpaH MONydaid
puBapokcabaH Juisi TNPO(WIAKTUKH HWHCYIbTa W CHCTEMHOM TpomOosmbommu. Yacrora
unieMuyeckoro uHcynpta cocraBmwia 0,70 (95 % AU 0,44-1,13) ma 100 mamueHTO-JeT.
KpPOBOTEUEHMSI, MPUBEAIINE K TNOCHUTAIM3AIMHA, BOSHUKAIM CO cleayromed yactoro Ha 100
nanuenrto-net: 0,43 (95 % AN 0,31-0,59) nns BHyTpuuepenssix kpoBousnusinuid, 1,04 (95 %
I 0,65-1,66) mist xemymodHO-KuIedHbIXx Kpooreuenwmid, 0,41 (95 % AU 0,31-0,53) mus
yporeHuTtanbHbIX kpoBoTeueHuit u 0,40 (95 % AU 0,25-0,65) nns npyrux KpoBOTEUEHUH.

Hayuenmeot, I’lOOG@DZCllOmuBCﬂ KCZD()MOGQDCMM

Bb10 IpOBENEHO MPOCIEKTUBHOE PaHIOMU3UPOBAHHOE OTKPHITOE MHOTOLIEHTPOBOE ITOMCKOBOE
UCCJIEIOBAaHUE C 3aclielUIeHHON oleHkoi koHeuHbiXx Todek (X-VERT) c ywactuem 1504
NAlMEeHTOB (KaK TeX, KOMY JIeYEHHE IepOpalbHbIMU AaHTUKOAryJsHTaMHU ObUIO Ha3HAYCHO
BIIEPBbIE, TaK U YK€ INOJY4YaBIIMX paHee) ¢ GUOpWLIILMEN MpencepAuili HeKIalaHHOIo
IPOMCXOXKACHHUS, KOTOPBHIM IIOKa3aHa KapAHOBEPCHs, C IIENBI0 CPAaBHEHHs pHBapoKcabaHa W
antaronucroB BuTamuHa K (ABK) B nosze, nmomo6pannoit mo MHO (pangomusanus B
COOTHOIIEHUH 2:1), HpUMEHSEMbIX i1 NPOQWIAKTUKUA CEPJEUHO-COCYAUCTBIX SIBJICHUIL.
[TpuMeHsuIUChH cleaylolUe CTpaTeruu: YpEecULIeBOAHAsA 3XoKapauorpadus mocine 1-5 nHei
IIPEIBAPUTENbHON aHTUKOArYJISIHTHOM TEpanuy WM TPAAULMOHHBIA MOAXOJ K KapJUOBEPCUU
(He MeHee Tpex HeNeNnb IMpeABapUTENIbHOrO JiedeHus). IlepBuuHas KoOHEYHas ToOuYKa
3¢ ¢dexTUBHOCTH (BCe ciydaM HWHCYNIbTA, TPAH3UTOPHOM HIIEMHUYECKOH aTaku, CHUCTEMHOU
TpoMOoaMOonK, He cBa3aHHOM ¢ IIHC, nHdapkra MuoKapaa U CMEpTH BCIEJICTBHE CEpIEUHO-
COCyAMCTHIX npuuKH) npousouuia y 5 (0,5 %) nanueHToB B rpymnmne puBapokcabana (n=978) u 'y
5 (1,0 %) manuentoB B rpynmne ABK (n=492; OP 0,50; 95 % AU 0,15-1,73; moaudunmpoBaHHas
nonynsiuss ITT). OcHoBHas KkoHeuyHass To4ka Oe3omacHOCTH (0OOJIBIIOE KPOBOTEUEHHE)
npousouria y 6 (0,6 %) u 4 (0,8 %) maumentoB B rpymnmax puapokcabana (n=988) u ABK
(n=499) cootBerctBerHo (OP 0,76; 95 % AU 0,21-2,67; nomynsius 6e3onmacHoctr). B nannom
MIOMCKOBOM HCCII€IOBaHUN ObUIM MPOJAEMOHCTPUPOBAHBI COMOCTAaBUMBbIE A(P(EKTUBHOCTh U
0e301acHOCTb B IpyInax jJeyeHus puBapokcabana u ABK npu npoBeneHNM KapAnOBEpCHH.
THayuenmoi ¢ ubpunnayueri npedcepouti HeKIANAHHO20 NPoucxodicoenus, neperecuue YKB co
cmeHmuposanuem

Bbr110 mIpoBeAeHO paHAOMH3MPOBAHHOE OTKpBhITOe MHOTOIeHTpoBoe uccieaoBanue (PIONEER
AF-PCI) nmnst cpaBHeHHMs O€30IacHOCTH JIBYX PpEXHMOB JO3MPOBAaHUS pHUBAapOKcabaHa B
CPaBHEHMH C OJHUM pexumoM po3upoBanuss ABK ¢ ywactmem 2124 mnanueHToB C
bubpusuianuenl mpeacepaudl  HEKJIAamaHHOTO —MpoucxoxkiaeHus, mnepeHecmux UYKB co

CTEHTHpPOBAaHMEM IO TMOBOJAY aTepocKiepoTHueckoro 3abosieBanus. [lanumenTsl OblLIH
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PaHIOMU3UPOBAHBI B COOTHOMIEHUH 1:1:1 st 12-M€CH‘II1H(I;I%:TL%%EF'IE%H%¥ I :I}IQCE%%LFOM

WM TpaH3UTOpHOU uiemuueckoil arakoi (TMIA) B anamHe3€e HE BKIIOYAIUCH B UCCIIEA0BAHNUE.
I'pynna 1 momywana 15 mr puBapokcabana oauH pa3 B jaeHb (10 Mr oguH pa3 B JeHb Y
nanueHToB ¢ kimpeHcom kpearnHuHa KnKp 30—49 mu/mun) u uaruburop penentopa P2Y12.
I'pynna 2 monydana 2,5 Mr puBapokcabaHa JiBa pasza B JICHb U JBOMHYIO aHTUTPOMOOIIMUTAPHYIO
Tepanuio (T.e. 75 Mr Kionuaorpena (MiaM aJbTePHATUBHBIA MHruOuUTOp penentopa P2Y12) u
AlETUJICAIMIIMIIOBYIO KUCJIOTY B HU3KOM J103€) B TeueHue 1, 6 unu 12 mecseB ¢ mocienyroumm
nepexoaoMm Ha 15 mr puBapokcabana (10 Mr oamH pa3 B neHb y mamueHTtoB ¢ KnKp 30-49
MJI/MUH) OJIUH pa3 B JICHb C alleTUJICATMIIMIOBON KUCIOTON B HU3KOM no3e. ['pynmna 3 monyyana
ABK B CKOppeKTUpOBaHHOH /103€ M JIBOMHYIO aHTUTPOMOOIMTAPHYIO Tepanuio B TedeHue 1, 6
i 12 wmecsueB ¢ nocienywomum nepexogoM Ha ABK B ckoppektupoBaHHOM 103€, €
ALETUICAIMIIIOBON KUCJIOTOH B HU3KOU JO3€.

[lepBuuHas KOHEYHas TOYKa OE30MACHOCTH, CIy4Yyau KIMHHUYECKH 3HAYUMOTO KPOBOTEUEHUS,
3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) nauenToB B rpymnme 1, rpymre
2 u rpynne 3, cooTBeTcTBEHHO (oTHOo1eHue puckos [OP] 0,59; 95 % nosepuTenbHbIl HHTEPBAI
[AU] 0,47-0,76; p<0,001, u OP 0,63; 95 % AU 0,50-0,80; p<0,001, COOTBETCTBEHHO).
Bropuunas koHe4yHas Touka (CymMMapHas 4acTOTa CEpACYHO-COCYIUCTBIX COOBITHIL: CMEpPTh
BCJIE/ICTBUE CEPJICYHO-COCYAUCTHIX MPUUMH, MHPAPKT MUOKAp/la WIK UHCYJIbT) pa3Buiach y 41
(5,9 %), 36 (5,1 %) u 36 (5,2 %) nauuentoB B rpynme 1, rpymnrme 2 u rpyrrne 3, COOTBETCTBEHHO.
Kaxnaplii u3 pexuMoB puBapokcabaHa TOKa3aJl 3HAYUMOE CHUKEHHE 4YacTOThl CIIy4aeB
KJIIMHUYECKH 3HAYMMOIO KpPOBOTEYEHMsI IO CpaBHEHHIO ¢ Tepanued ABK y maunueHToB C
HeKJIaraHHou pubpuusanuent npeacepauii, nepenecmmx YKB co crenTupoBanuem.

[Tepuunoii uensto uccnenosanuss PIONEER AF-PCI sBnsinack onienka 6e3omacHocTy. JlaHHbIE
1o 3 dexTuBHOCTH (BKIHOYast TPOMO0IMOOINYECKUE COOBITHS) B 3TOM MOMYISIIUN OTPAHUYECHBI.

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

[Iporpamma  KIMHUYECKMX  HWCCIENIOBaHMM  puBapokcabana Obula  pa3paboTaHa ISt
neMoHcTpanuu 3¢G(EKTUBHOCTH pHUBapokcabana B Havane jedeHust octporo TI'B u TOJIA,
IPOI0JDKEHUN Tepanuu U npodunaktuke peunausos TT'B u TOJIA.

bonee 12800 manueHTOB NPUHSIM Y4aCTHE B YETHIPEX PAHIOMHU3UPOBAHHBIX KOHTPOJIUPYEMBIX
kinHngeckux uccnenoBanusx 11 ¢paser (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension
u EINSTEIN Choice); kpome TOro, OBLI TpPOBEAEH JOMOTHUTEIBHBIA MPEABAPUTEIHHO
CIUTAaHUPOBaHHBIN 00BeauHeHHbIN aHanu3 uccinegoBanuii EINSTEIN DVT u EINSTEIN PE.
MakcumanbHas JUIMTEIbHOCTD JICUEHHS BO BCEX UCCIEAOBaHUAX cocTaBmia 21 mecsil.
UccnenoBanne EINSTEIN DVT mpoBoaunock ¢ yuactuem 3449 manuentoB ¢ octpeiM TIB ¢

[EJTbI0 U3yYeHUs NMPUMEHEHUs puBapokcabana st jedeHuss TI'B u npodunakTuky peruanBoB
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vccnenoBanus). JIMTENbHOCTD JIeUeHUs1 cocTaBiisuia 3, 6 uian 12 MecsileB B 3aBUCHUMOCTH OT
KIIMHUYECKON OLIEHKH UCCIIEI0BaTENS.

B teuenue nepBbIX Tpex Heaenb JiedeHus: octporo TI'B mpumensuics puBapokcaban 15 Mr asa
pasa B JIeHb, C MOCJEIYIOIINM IepeX00M Ha puBapokcabaH 20 MI OMH pa3 B JICHb.
Uccnenoanue EINSTEIN PE npoBoaunoces ¢ yuactuem 4832 nanumentoB ¢ octpoir TOJIA ¢
neneto m3ydenus aeueHuss TOJIA u npopunakruku peruauBoB TI'B u TOJIA. [ntensHOCTh
Je4eHus: cocraBisa 3, 6 wiam 12 MecdneB B 3aBUCUMOCTH OT KIMHUYECKOW OILIEHKHU
HCCIIE0BATEIA.

B Teuenme mepBBIX Tpex HEAENb HadaupHOro JiedeHust octpoid TOJIA  nmpumensuics
puBapokcaban 15 Mr gBa pasa B JIeHb, C TOCIEAYIONINM IEPEX0J0M Ha puBapokcadban 20 mr
OJIMH pa3 B JICHb.

B o06oux uccnenoBanusix EINSTEIN DVT u EINSTEIN PE cxewma nedenus B rpyiine npemnapara
CpaBHEHHs BKJIIOUYasa BBEJICHUE SHOKCAIIAPHMHA B TEUEHHUE 10 KpaliHel Mepe 5 THEHW B COYETaHUU
C Tepanuel aHTarOHUCTOM BUTaMuHa K 70 1OCTH)KEHUS TepaneBTUUYECKOIO YPOBHSI ITOKA3aTesl
[IB/MHO (>2,0). Jlanee nedyeHue mMpoaobKaIoCh aHTarOHKUCTOM BUTamMHMHA K, 1032 KOTOpOTO
OblTa CKOpPPEKTHpOBaHa TakKUM o00pa3oM, 4YTOObI monaepxkuBaTh 3HaueHus [IB/MHO B
TepaneBTUYecKoM auanaszone ot 2,0 1o 3,0.

UccnenoBanne EINSTEIN Extension mpoBoamiochk ¢ ydactueMm 1197 mamumento ¢ TI'B wmm
TOJIA ¢ uenwio u3yuenus npodunaktuku peuuauBoB TI'B u TOJIA. JInuTenbHOCTh JeueHus
JUI TIallMEHTOB, 3aBEPIIMBIIMX OT 6 M0 12 MecsleB JjedyeHUs BEHO3HOM TpomMO03MOOIHH,
COCTaBMJIa JOIOJIHUTEIBHO OT 6 10 12 MecsneB B 3aBUCUMOCTH OT KIMHUYECKOH OLIEHKHU
uccienonarens. [I[poBoaunock cpaBHeHUE puBapokcadbana 20 Mr oJiMH pa3 B IEHb U IJ1a1e0o0.

B wuccnemoBanuax EINSTEIN DVT, PE wu EINSTEIN wncnoap3oBaliMch OJHHAKOBBIE
IpEeBapUTENILHO OIpeJle/IeHHbIE MEePBUYHbIE U BTOPUYHBIE KOHEUHbIE TOUKU 3(PPEKTUBHOCTH.
[lepBuHOil KOHEYHOM TOUKOW HPQPEKTUBHOCTH ObUT CUMOTOMHBIM peuugus BTO,
OTpeeNABIINICS KaK COBOKYMHOCTh peruanBa TI'B nnu daransHoi unu HedaranbHoi TOJIA.
BropuuHas koHeuHas TOUYKa OMpenessiach Kak COBOKYMHOCTH peruauBa TI'B, HedaTanbHON
TOJIA 1 cMepTH OT BCEX IPUUMH.

B nccnenoBanun EINSTEIN Choice 3396 manueHTOB ¢ mOATBEP K I€HHBIMUA cCUMIITOMHBIMU TI'B
w/nmn TOJIA, 3aBepmuBmIMX 6—12 MecsleB JeueHUs AaHTHKOAryJasHTaMH, M3y4aJUCh Ha
npeamer npodunaktuku ¢patanbHoi TOJIA wim HedaTambHBIX CUMITOMHBIX peruauBo TI'B
wi TOJIA. TlaneHTsl, KOTOPBIM OBUTO MOKA3aHO MPOJIOJDKEHUE aHTUKOAryJISIHTHOM Tepanuu B
TEpaneBTUYECKUX [03aX, MCKIIOYAINCh U3 HccleAoBaHUA. [IpoAoKUTENbHOCTh JIeUeHUs

cocTaBisuia 10 12 MecsIeB B 3aBUCUMOCTH OT WHIUBUIYATHHOM JTaThl paHAOMM3AINN (MeIuaHa:
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pa3 B CyTKHM CPAaBHUBAJIM C allETUIICATUIIMIOBOM KUCIOTOM B 103 100 Mr oJIUH pa3 B CYTKHU.
[lepBuyHoii KOHeYyHOH TOYKOW dS(ddexkTnBHOCTH OBUT CHUMNTOMHBIA penuauB BTD,
OTpeNeABIINNACS KaKk COBOKYITHOCTh pennauBa TI'B unu daransHoit win Hedatanpaoi TOJIA.
B wuccnenoBanmum EINSTEIN DVT (cm. Tabmumy 6) ObUIO TPOJEMOHCTPHUPOBAHO, YTO
puBapokcabaH He ycrymaer dHokcanapuny/ABK 10 nepBUYHON KOHEYHOH  TOuKe
adpdexruBHocTr (p<0,0001 (Tect Ha He MeHbInyiO 3ddexTuBHOCTE); OP: 0,680 (0,443-1,042),
p=0,076 (Tect Ha TpeBOCXOACTBO)). I[IpeaBapuTEeNbHO OINpeAeICHHAas YHUCTas KIMHUYECKas
BBITO/Ia (TIEpBUYHAS KOHEUHAs TOYKA 3P(HEKTUBHOCTH U Cydan OOJIBIIIOrO KPOBOTECUEHUs) OblLiIa
3apeructpupoBana ¢ OP 0,67 ((95 % AU: 0,47-0,95), nomunansHoe 3nauenue p = 0,027) B
noJb3y puBapokcabana. 3nauennss MHO Haxoamnmch B TEpaneBTUYECKOM JIMANa30HE B CPEIHEM
60,3 % BpeMeHU 1J1d CpeAHEN MPOaOJLKUTENbHOCTH JeueHus 189 nueit u 55,4 %, 60,1 % u 62,8
% BpeMeHH B Ipynnax, NpoJIEHHOro Ha 3, 6 u 12 mecsueB iedyeHus, COOTBETCTBEHHO. B rpynme
sHOoKcanapuH/ABK He ObUIO YeTKOH CBSI3M MEXIy YpoBHEM cpeaHero nentpainsHoro TTR
(Bpems B nuamnazone neinesoro MHO 2,0-3,0) B TepTuiasix OJMHAKOBOIO pa3Mepa M 4acCTOTOU
pemauBoB BTD (P = 0,932 nna B3aummoneiictBusi). B mpenenax caMoro BBICOKOTO TEPTHIIS
otHOocuTenbHO 1eHTpa OP nns puBapokcabaHa 1o cpaBHEHUIO ¢ BapdapuHoMm cocTasisuio 0,69
(95 % An: 0,35-1,35).

YacTtoTa BOSHHKHOBECHHSI IMEPBUYHON KOHEYHOH TOYKH Oe30macHOCTH (Ciydan OONBIIOTO HIIN
KIIMHUYECKH 3HAYMMOTO HEOOJBIIOr0 KPOBOTEYEHHS), a TaKkKe BTOPUYHOM KOHEUHOH TOYKHU
0e30MmacHOCTH (CiTy4an OOJBIIOr0 KPOBOTEUEHHS ) OblIa CX0Kel A 00euX TPy JICUSHHUS.

Tabmuma 6. Janusie mo npoduio 3¢ dekTuBHOCTH U Oe3onacHocTu B uccienoBanuu 11 ¢ass

EINSTEIN DVT

3449 nanMeHTOB ¢ CHMITOMHBIM OCTPBIM TPOMOO30M
Hccaenyemasi momyissuus
IJ1y0OKHX BeH

TepaneBTuueckass jn03a u | PuBapokcadan 2 JHokcanapun/ABK ®)
NMPOJOJIKUTEIbHOCTD 3, 6 uiu 12 mecsinieB 3, 6 uiu 12 mecsinieB
JIeYeHH s N=1731 N=1718
Cumnromubii peruans BTO* % .
(2,1 %) (3,0 %)

CHUMNTOMHBIN pelUIUB 20 18

TOJIA (1,2 %) (1,0 %)

CUMITOMHBINA PEIUIUB 14 28

TI'B (0,8 %) (1,6 %)
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oT 18.11.2025 Nz 28704
Crvmromuete TOJIA 1 1 (oCAE00BATENEROCTE 0004
0
TI'B (0,1 %)
daranpaas TOJIA/ A 6
CMEpPTh, IPU KOTOPOM
(0,2 %) (0,3 %)
HEJb3s UCKIIoUYUTL TOJIA
Bonbiioe nin KIMHUYECKU
139 138
3HAYNMOE HEOOJIBIIIOE
(8,1 %) (8,1 %)
KPOBOTCUYCHHE
Crmygau 60J1bIIOTO 14 20
KPOBOTECUCHHMSI (0,8 %) (1,2 %)

a) PuBapokcaban 15 mr aBa pasa B ieHb B T€UeHUE 3 HEZelb, C MOCIEIYIOIUM nepexoaqom Ha 20
MT OJIMH pa3 B JICHb

b) DHOKcamapwH B TEYCHHE MO MEHBIICH Mepe 5 IHEH, ¢ OJTHOBPEMEHHBIM U IOCIICTYIOIINM
npuemom ABK

* p<0,0001 (me Mmenbias 3¢deKTUBHOCTL Iig 3apanee omnpenenennoro OP 2,0); OP: 0,680

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

B wuccnenopanuu EINSTEIN PE (cm. Tabmuiyy 7) ObUlo HOpOAEMOHCTPHUPOBAHO, YTO
puBapokcaban He ycrymaer »SHokcanapuHy/ABK mo mepBu4HONH KOHEYHOH  TOUKe
sapdextuBHOCTH (p=0,0026 (TecT Ha HEe MeHbIIYIO dpdexkTuBHOCTE); OP: 1,123 (0,749-1,684)).
[IpenBapuTensHO OmNpeAeTeHHAs YHCTas KIWHWYECKas BBITOAA (MEpBHYHAs KOHEYHAs TOYKa
3 GEKTUBHOCTH U cilyyan OOJBIIOr0 KpoBOTeueHHs ) Obula 3apeructpuposana ¢ OP 0,849 ((95
% JW: 0,633-1,139), nHomuuamsHOe 3HaueHue p=0,275). 3uadenuss MHO Haxomwiuch B
TEpaneBTHUECKOM JAMana3oHe B cpenHeM 63 % BpeMeHM A cpelHeil MpOJOoKUTENTbHOCTH
nedenus 215 nuet u 57 %, 62 % u 65 % BpeMeHu B rpymnnax, NpojajeHHoro Ha 3, 6 u 12
MECSIEB JI€UEHUsI COOTBETCTBEHHO. B rpynmne snokcanapun/ABK He Obu1o 4eTKOMH CBSI3U MEXIy
ypoBHeM cpenHero ueHTpaimbHoro TTR (Bpems B nuamazone menesoro MHO 2,0-3,0) B
TEPTUIISAX OJUHAKOBOTO pa3Mmepa u yactoToil peruanBoB BT (p = 0,082 nns B3aumoaeiicTBus).
B mpenemax camMoro BBICOKOTO TEepTHIII OTHOCHTENBHO IieHTpa OP s puBapokcabana 1o
cpaBHeHHIO ¢ Bapdapurom cocrasisuio 0,642 (95 % JAU: 0,277-1,484).

YacToTa BOZHUKHOBEHMs MEPBUYHON KOHEYHOH TOUYKM Oe30macHOCTH (ciaydaw OOJNBLIOTO WU
KJIMHUYECKH 3HAYMMOT0 HEOOJIBIIOr0 KPOBOTEUECHHS) Obljla HECKOJIBKO HUXKE B TPYIIIE JICUCHUS
puBapokcabanom (10,3 % (249/2412)), yem B rpynme nedenus: sHokcamapunoM/ABK (11,4 %

(274/2405)). Yacrora BTOpUYHON KOHEUYHOW TOYKHM Oe€30macHOCTH (Cliydau OOJIBIIOTO
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KpOBOTEUEeHHMsI) Oblla HUKE B TPYIIE PHUBAf OKca6aHz£| %1:{1591‘(%6‘/55%‘5—' :qe& 0 “
snokcanapuHa/ABK (2,2 % (52/2405)) ¢ OP 0,493 (95 % JU: 0,308-0,789).

Tabmuna 7. dansaeie o npodmmo 3ddextuBHoCTH U Oe3onacHocTH B riccneaoBanuu 111 dassl

EINSTEIN PE
Hccaenyemass momyiauus 4832 naumenra c ocTpoii cumnromuoi TIJIA
TepaneBTuyeckass J03a | PnBapORcaﬁaHa) 3HOKcanaan/ABKb)
MPOJAOJIKUTEILHOCTH 3, 6 muau 12 mecsineB 3, 6 mam 12 mecsineB
JIeYeHust N=2419 N=2413
CumnromMHubIl penuaus BTO* >0 “
(2,1 %) (1,8 %)
CumMnToMHBIA ~ penuaus | 23 20
TOJIA (1,0 %) (0,8 %)
CumnTomMHbIi  penmaus | 18 17
TI'B (0,7 %) (0,7 %)
Cumnromusie TOJIA u |0 2
TI'B (<0,1 %)
®datanpHas TOJIA/ | 11 7
cMepth, mpu  Kotopoii | (0,5 %) (0,3 %)
Hemb3s ucKIouuTh TOJIA
bonpmoe wiam  kimHUYeckw | 249 274
3HAYMMOE He6osbmoe | (10,3 %) (11,4 %)
KPOBOTEUCHHE
Crnygan Oompioro | 26 52
KPOBOTCUCHHSI (1,1 %) (2,2 %)

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

MI' O/IUH pa3 B ACHb

b) DHOKcamapyH B T€YEHHME MO MEHbLICH Mepe 5 NnHel, ¢ OJHOBPEMEHHBIM U IOCIEIYIOINUM

npuemom ABK

* p <0,0026 (He meHblIas 3¢ ¢heKTUBHOCT JUIs 3apaHee ompeneneHHoro OP 2,0); OP: 1,123

(0,749-1,684)

bbul mpoBeneH mnpeaBapUTENbHO CIUIAHMPOBAHHBIM OOBEIMHEHHBIM aHAIU3 KOHEYHBIX TOYEK

uccinenoannii EINSTEIN DVT u PE (cm. Tabnuiy 8).
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Ta6nuua 8. Jlannasie no npoduaro >QPEKTUBHACTH U olsbad oty %‘6[%'5'}5{'0?&'&1‘&1‘3‘1 ha B

uccnenoBanusx 1l ¢pazer EINSTEIN DVT u EINSTEIN PE

Hccaenyemast monyJassuusi 8281 manuent ¢ ocTtpbiMu cuMunToMHbIME TI'B nim TIJIA
TepaneBTH4Yeckasi /1032 H PnBapOKcaﬁaHa) 3H0Rcanaan/ABKb)
MPOJOJKUTEILHOCTH 3, 6 niam 12 mecsinen 3, 6 uam 12 mecsinen
JIeYeHH st N=4150 N=4131
Cumnromusiii peuunus BTO* % %
(2,1 %) (2,3 %)

CumnTomMHBI  penuaus | 43 38

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

CuUMNTOMHBIH ~ penuauB | 32 45

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

Cumnromusie TOJIA wu |1 2

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

@aranpHas TOJIA/ 15 13

CMEpTh, IIPH KOTOPOK (0,4 %) (0,3 %)

HeJb3st UCKIToUuTh TOJIA
Bbonbiroe umm KIMHUYECKU 388 412
3HaYMMOE HEeOOJIBIIIOE (9,4 %) (10,0 %)
KPOBOTECUCHHE
Cny4au 601b110T0 40 72
KPOBOTCUCHHSI (1,0 %) (1,7 %)

a) PuBapokcaban 15 Mr 7Ba pa3a B JIeHb B T€UEHHUE 3 HE/ECIb, C MOCIEIYIONUM Mepexo1oM Ha 20
MT OJIFH pa3 B JICHb

b) DHOKcamapuH B T€YeHHE MO MEHBIIEH Mepe 5 MHEeH, ¢ OJTHOBPEMEHHBIM U TMOCIEIYIOIIUM
npuemoM ABK

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

(0,661-1,186)

[IpenBapuTenbHO OMpENeNeHHAs YHCTas KIMHUYECKas BBITOJA MEpBUYHAS KOHEYHAs TOYKa
3D PEeKTUBHOCTH TUTIOC CiIy4ad OOJIBIIIOTO KPOBOTEUEHHUsS) OOBEIMHEHHOTO aHaiu3a Obuia
3apeructpupoBana ¢ OP 0,771 ((95 % JAU: 0,614-0,967), HomuranbHOe 3HaueHue p=0,0244).

B uccnenoanuu EINSTEIN Extension (cM. Tabnuimy 9) puBapokcaban nmpeBOCXoaum mianedo

o MNEpBHUYHLBIM W BTOPUYHBIM KOHCYHBLIM TOYKaM B(b(bCKTI/IBHOCTI/I. Yacrota BCTPCHACMOCTHU
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COOTBETCTEBYET JKCNEPTHOMY OTYETY
0T 18.112025M: 28704
TIEpBHYHON KOHEYHOH TOUKM 0€30MacHOCTH (Cilydan 6L il %@fe@% QbR A0,

HE3HAYHMTEJIFHO BBIIIC y MAIIMEHTOB, MOJTYYaBIINX TEPAITHIO pUBapoKcabaHoM B 03¢ 20 Mr ouH
pa3 B JIeHb, [0 CpaBHEHHIO ¢ IUiane6o. Bropuunas xoHeyHass Touka OGe3omacHocTH (Oosbline
WK KIMHAYECKH 3HAYMMbIe HEOOJbIINE KPOBOTCUCHHUS) TMOKa3ana 0o0Jiee BBICOKYIO YacTOTy y
HAlMEHTOB, MOJYYaBIIMX TEpANui puBapokcabaHoM B a03¢ 20 Mr OAWH pa3 B JI€Hb, IO
CpPaBHEHHIO ¢ IIareoo.

Tabmuna 9. anneie o npodmno 3ddextuBHOCTH U Oe30macHOCTH B uccienoBannu 111 dassl

EINSTEIN Extension

1197 nanuenToB, NPOAOIKUBIINX JIeYeHUE U
Hccaenyemas nonyasuus
NPOPUIAKTUKY PellIMBOB BEHO3HOI TPOoMO0IMO0/ 11U
TepaneBTH4YecKasi /1032 M PnBapOKcaﬁaHa) Inane6o
MPOAOJIKUTETLHOCTD 6 niu 12 mecsiteB 6 niu 12 mecsiteB
JieYeHu st N=602 N=594
Cumnromusiii peuuaus BTO* ° 42
(1,3 %) (7,1 %)
CUMOTOMHBIA ~ penuauB | 2 13
TOJIA (0,3 %) (2,2 %)
CUMOTOMHBIH ~ penuauB | 5 31
TI'B (0,8 %) (5,2 %)
@DaranpHas TOJIA/ 1 1
CMEepTh, PH KOTOPO (0,2 %) (0,2 %)
Hemb3s UcKIounTh TOJIA
Cnyuan 6onbioro | 4 0
KPOBOTECUCHHSI (0,7 %) (0,0 %)
Knuanueckn 3HauuMoe | 32 7
HEOOJIBIIIOE KPOBOTECUCHUE (5,4 %) (1,2 %)

a) PuBapoxkcaban 20 Mr oJiuH pa3 B JIeHb

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

B uccnenoanuu EINSTEIN Choice (cm. Tabnuny 10) puapokcaban B go3zax 20 mr u 10 mr
npeBocxoaui arneTmwicanuiuioByo kucioty (ACK) B go3e 100 mMr mo mepBUYHOW KOHEYHOU
Touke d(pdextuBHOCTU. OCHOBHAs KOHEUHas Touka Oe3omacHOCTH (ciaydan OOJBIIOrO
KPOBOTEUECHHSI) OblIa CXOXKEH y MalueHToB, MOJy4YaBIIUX puBapokcadan B 1o3ax 20 mr u 10 mr

OJWH pa3 B ACHb, IO CPABHCHUIO CO 100 mr allCTHJICATUIIUIIOBOM KHCIOTHI.
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-

Ta6muma 10. laaasie o npoduinio 3¢pGHEeKTUBHOCTH U 6@3&5@5&%&'%%%%&&&lI'If"Zb'aSLI

EINSTEIN Choice

Hccnenyemasi nonmyasiuus

3396

NPOPUIAKTHKY

MALMEHTOB,

MNPOI0/I’KHBIIUX

penniMBOB BeHO3HO# TPOMO0O03MO0MHI

PuBapokcadan | PuBapokcadan | ACK 100
20 mr 1 pa3 B |10 mr 1 pa3 B | mMr 1 pa3
TepaneBTu4eckas 103a
JAeHb JAeHb B [IeHb
N=1107 N=1127 N=1131
Menuana mnpojo/pkutenbHocTH Jiewenus | 349 [189-362] | 353 [190-362] | 350 [186—
[ MEXXKBapTUIIBHBIN AUAIa30H | THEN THS 362] nuei
CHUMITOMHBIN pelUInB 17 13 50
BTD (1,5 %)* (1,2 %)** (4,4 %)
CuMOTOMHBIN 6 6 19
peuuaus TOJIA (0,5 %) (0,5 %) (1,7 %)
CUMIOTOMHBIN 9 8 30
petmaus TT'B (0,8 %) (0,7 %) (2,7 %)
@aranpuas TOJIA/ cMepTh, Ipu 2 0 2
KOTOPOH HeJb3sl HCKIIoUNTh TOJIA (0,2 %) (0,0 %) (0,2 %)
CumnTomueii peuunauB BTDO, wunbapkT
19 18 56
MHUOKap/a, WHCYAbT WJIM  CHCTEMHas
(1,7 %) (1,6 %) (5,0 %)
TpoMOosMOomus, He cBsi3aHHas ¢ [JHC
6 ) 3
Ciyyau O0JIBIIOTO KPOBOTEUEHUS
(0,5 %) (0,4 %) (0,3 %)
Knunnuecku 3HAYUMOE Hebombioe | 30 22 20
KPOBOTCUCHHE (2,7) (2,0) (1,8)
Cumnromusiit peuuauB BTO unu Gonbiioe
23 17 53
KpoBOTEUCHHE  (YWCTas  KJIMHHYECKAs . o
(2,1 %) (1,5 %) (4,7 %)
BBITO/1A)

* p<0,001 (mpeBocxoacTBO) PuBapokcadban 20 Mr oauH pa3 B aeHb 1o cpaBHeHHI0 ¢ ACK 100 mMr

oauH pa3 B nenb; OP=0,34 (0,20-0,59)

** p<0,001 (mpeBocxomactBo) PuBapokcaban 10 Mr oaun pa3 B aeHs no cpaBHeHuto ¢ ACK 100

MT 0JIuH pa3 B jeHb; OP=0,26 (0,14-0,47)
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+ PuBapokcaban 20 Mr oauH pa3 B JIeHb IO CpaBHeP{:%I:EJE%:EI.'ﬁJ %E%%Tﬂéj :}3':'%"6}15;

0OP=0,44 (0,27-0,71), p=0,0009 (HomMHuHaTBEHOE)
++ PuBapokcaban 10 mr ogun pa3 B aeHp mo cpaBHeHuio ¢ ACK 100 mr onuH pa3 B JieHB;

OP=0,32 (0,18-0,55), p <0,0001 (HOMHHAIIbHOE)

B nononmnenne k mnporpamme wuccienoBanuid Il ¢aser EINSTEIN 6buio  mpoeneHo
IIPOCIIEKTUBHOE HEMHTEPBEHIIMOHHOE OTKpBITOE KOoroptHoe wuccienoBanue (XALIA) ¢
IEHTPAJIbHOM OIEHKOW KOHEUHBIX TOYEK, BKIItouas penuauB BTD, Gonbiioe KpoBoTeueHUE U
cMepTh. B uccrnenoBanre KIMHAYECKOW MPAKTHUKWA ObUTM BKIIFOYEHBI 5142 mamweHTa ¢ OCTPhIM
TI'B nns w3ydeHus JOJITOCPOYHOUM OE30MacHOCTH pHUBAapoOKcabaHa M0 CpPaBHEHUIO CO
CTaHJAPTHOW aHTUKOAryJISIHTHOU Tepanueil. Yactora 60b110r0 KpoBOTeUeHUs, peunausa BT
U CMepTH OT BCeX MNpUYMH i puBapokcabana coctaBuna 0,7 %, 1,4 % u 0,5 %
COOTBETCTBEHHO. BbIIN pa3inurs B UCXOJHBIX XapaKTEPUCTHKAX MAIlEeHTOB, BKJIIOYas BO3PACT,
pak U HapylieHue QYHKIUH mo4eK. J[Ji1 KOPPEKTHPOBKU MCXOTHBIX MEKIPYIIIOBBIX Pa3IAIHiA
UCIIOJIb30BAJICSI  3apaHee CIUIAHUPOBAHHBIM CTPaTU(PUUMPOBAHHBIM 1MOAOOP MO HHJIEKCY
COOTBeTCTBUSI. HecMoTpss Ha 3TO, OCTAaTOYHOE MCKa)KEHHE MOTJIO BIHUATH Ha PE3YJbTaThl.
CkoppextupoBannbsie OP, cpaBHuBaromue puBapokcadaH M CTaHAAPT JICYCHHUS] B OTHOIICHUU
OombiIoro kpoporeueHus, peuuansa BT u cmeptu ot Beex npuumH, cocrasunu 0,77 (95 % AU
0,40-1,50), 0,91 (95 % AN 0,54-1,54) u 0,51 (95 % AN 0,24—1,07) COOTBETCTBEHHO. DTH
pe3yNbTaThl KIMHUYECKOW MPAKTHUKE COIVIACYIOTCS C YCTaHOBIEHHBIM Mpoduiem 0e30macHOCTH
JUTSl JAHHOTO TOKAa3aHuUs.
B mocrtperucrpaniuoHHOM HEMHTEPBEHIIMOHHOM wuccienoBanuu Oosiee 40000 marueHTOB u3
YeThIpeX CTpaH 0e3 paka B aHaMHe3€ MOJIydaau pUBapoOKcadaH NIl JIeUeHUs WiIH IPOPUITaKTUKU
TI'B u TOJIA. Yactora coObituii Ha 100 mamueHTO-JET Uil CUMIITOMHBIX/KIMHHUYECKU
BbIpaxkeHHBIX BTO/TpomMO0dMO0IMYecKuX COOBITUH, MTPHUBOIANIMX K TOCHUTAIU3AIINY,
BapeupoBaia ot 0,64 (95 % AU 0,40-0,97) B Benuxobpurtanuu no 2,30 (95 % AU 2,11-2,51) B
I'epmanun. KpoBoTeueHus, NpUBOASIIME K TOCHUTANIM3AIMM, BO3HUKAIM CO CIEIyIOIIen
gactorol Ha 100 mnamumenro-ner: 0,31 (95 % AW 0,23-0,42) 11t BHYTpUYEpEIHBIX
kpoBomznusaui, 0,89 (95 % AU 0,67-1,17) ang xemymno4HO-KUIIEUHBIX KpoBoTedeHuii, 0,44
(95% N 0,26-0,74) nnsa yporeHuTanbHbIX KpoBoteueHuit u 0,41 (95 % AU 0,31-0,54) nns
JIPYTUX KPOBOTEUEHHUH.

eTH
Dapmaxoounamuieckue 3¢hghexmot
[TporpombuHOBOE Bpems (Neoplastin), AUTB u antu-Xa akTHUBHOCTb, U3MEPEHHAS C TOMOLIBIO

KaJIMOPOBAaHHOTO KOJIMYECTBEHHOTO TECTa, TECHO KOPPEIUPYIOT ¢ KOHIICHTPALUSIMH B TUTa3Me
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ot 18 '|1:ECIE:5 Mz _ 04 N
KpoBu y gereid. Koppensuuss mMexay aHTH-X4 aKTI/IBHI'gl)ITII:)T()-l %ﬁ?&@ﬁt’ﬁl "ﬁb]ILféi:IlTﬁ'eﬁ('Heﬁ

SBIISICTCSA JIMHEHHOW C TAaHT€HCOM YIJia HakJIOHAa MpsMoi, Onu3kuM K 1. Moryt BO3HMKATh
UH/IMBUYyalIbHBIE DPACXOXAEHUS Oojee BBICOKMX WM Ooyiee HHU3KUX 3HAYCHWHA aHTH-Xa
AKTUBHOCTH I10 CPAaBHEHMIO C COOTBETCTBYIOIMMHU KOHLEHTPALUAMH B IIa3Me KpOBU. B nepuon
JIeYeHHsI pUBApOKCa0aHOM He TpeOyercs NMPOBOAMTH MOHUTOPHUHI IIApaMETPOB CBEPTHIBAHMS
kpoBu. OpHAKO, e€cCIU Ui O3TOrO0 €CTh KIMHWYeCKoe OOOCHOBaHHME, KOHIICHTPALUU
puBapokcabaHa MOTYT ObITb U3MEPEHBI B MKI/JI IIPH MOMOIIHN KaTMOPOBAHHBIX KOJMYECTBEHHBIX
TECTOB aHTU-Xa akTUBHOCTH (cM. Tabmuuy 6 B pasgene 5.2. [uid AMana30HOB HAOMIOAEMbIX
KOHIIEHTpaluil puBapokcabaHa B 1miazme kpoBu y aereil). Ilpu ucnonb3oBanum tecta aHTH-Xa
AKTUBHOCTH JJIl KOJMYECTBEHHOM OLIEHKM KOHLEHTpaluuil puBapokcadaHa B IUIa3ME€ KPOBU Y
JeTel HEeoOXOAMMO YYMTHIBaTh HWKHHMM TIpelesl KOJUWYEeCTBEHHOH oueHku. Iloporossie
3HA4YEHUs AJs KpuTepueB 3(pPeKTUBHOCTU MM O€30I1aCHOCTH HE YCTaHOBJICHBI.

Knunuuecxas s¢pgpexmusnocmo u 6ezonacnocmo

Jleuernue BTD u npopunaxmuxa peuuousos BTD y nayuenmos 0emcko20 603pacma

bbuio mpoBeeHO 6 OTKPBITHIX MHOTOLIEHTPOBBIX MCCIIEI0BAaHUMN C yUaCTHEM JETEH, B KOTOpPHIE B
oOmeM ObUTH BKIIFOYEHBI 727 neTedl ¢ MOATBEP)KICHHOW OCTPOM BEHO3HOH TpoMO03MOOIMei
(BTD), u3 xoropeix 528 moxy4anu puBapokcaban. Jlo3a puBapokcabana, KOTopas MpUMEHsIACh
y nered oT pokiaeHust Ao <I8 ier, Obula CKOPPEKTHUpOBaHA MO Macce Tella M MPUBOAMIA K
JeICTBUIO puBapokcabaHa, aHAJIOTMYHOMY IIpU npueme 103bl 20 Mr puBapokcabaHa OJIMH pa3 B
JeHb y B3pocibix nanueHToB ¢ TI'B, uro noarepxkaeno B uccnenosanuu 111 ¢aser (cMm. pazgen
5.2.).

EINSTEIN Junior - paHIOMU3UpOBaHHOE OTKPHITOE MHOTOLEHTPOBOE  KIMHHUYECKOE
uccienoBanue Il ¢a3pl ¢ akTuBHBIM KOHTposieM ¢ ydactueMm 500 mamueHToB (B BO3pacTe OT
poxneHus 1o <l8 ser) ¢ moarBepxkaeHHOM octpoit BTO, u3 kotopeix 276 nereil ObuiM B
Bo3pacte oT 12 mo <18 met, 101 peGeHok — ot 6 mo <12 net, 69 nereit — ot 2 o <6 ner u 54
pebenka B Bo3pacte 110 2 JeT.

BTD knaccudunupoBanach kak karerep-accormupoBannas BT (90/335 mauueHntoB B rpymie
puBapokcabana, 37/165 manueHToB B Ipymiie mpenapara CpaBHEHHs), TPOMOO3 BEH T'OJIOBHOTO
Mo3ra U cuHycoB (74/335 maiueHToB B Tpymnne puBapokcabana, 43/165 manueHTOB B rpymmne
mpenapara cpaBHeHus) wim kKak gapyrue BTD, Brmowas TIB u  TOJIA (me
karerepaccoruupoBanHas BTDO, 171/335 manumenToB B rpynme puBapokcabana, 85/165
NalMeHTOB B TpyIIe npemnapara cpaBHeHus1). Haubonee pacrpoctpanennoit BTO y pereit ot 12
1o <18 net OpuTa He KaTeTep-accouuupoBanHas BTD y 211 nereit (76,4 %); y aereii ot 6 go <12
JeT ¥ OT 2 10 <6 JeT — TpoMOO03 BEH T'OJIOBHOTO MO3ra U CUHYcOB y 48 nereit (47,5 %) m'y 35

neteit (50,7 %) cOOTBETCTBEHHO; y JeTel Miaiie 2 JeT — KaTeTep-accoruupoBanHas BTD y 37
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nereit (68,5 %)). B rpynne puBapokcabana He GbLIO JTeTER NTATIE -6 MeCaTtH t DOMOOI0M Ber

TOJIOBHOT'O MO3Ta U CUHYCOB. Y 22 MalueHTOB ¢ TpOMOO30M BEH T'OJIOBHOT'O MO3ra U BEHO3HBIX
cunycoB Obuia mHbpeknus LHIHC (13 maumeHToB B rpymnmne puBapokcabana u 9 NaIMeHToB B
rpymnie npenapaTa CpaBHEHUs).
BTD Obuia crnpoBonMpoBaHa NOCTOSHHBIMHU WJIM BPEMEHHBIMHM (DAKTOpaMU pHUCKAa WU HX
COBOKYITHOCTBIO Y 438 (87,6 %) nereii.
[TaneHTH! MOTyYanu HavalbHOE JICYCHHUE TEPAeBTUYECKUMHU J103aMH HE(PAKIIMOHUPOBAHHOTO
rernapuHa, HU3KOMOJIEKYJIIPHOTO TellapruHa Wiu poHAanapuHyKca B TeUeHUE 110 KpaiiHell mepe 5
JTHEH, roce 4ero ObLIM paHAOMH3UPOBaHbl B COOTHOIIEHUH 2:1 UM B rpyNIly puBapokcabaHa B
J103€, CKOPPEKTUPOBAHHOM IO Macce Tela, WM B IPYIIy Ipenapara CpaBHEHUs (TemapuHBbI,
ABK) B TeueHue OCHOBHOIO Iepuojia jeueHus, coctaBuBuiero 3 mecsna (1 mecsan g aerei
MITaje 2 JeT ¢ karerep-accoruupoBanHoil BTD). B ciyuae kimHMUECKO# OCylIECTBUMOCTH B
KOHIIE OCHOBHOI'O IIEpUOJA JICYEHHS IPOBOJWIACH IIOBTOPHAs BH3YyalM3alUs COCYIOB;
NepBUYHAas MPOBOAMJIACH Ha JTame BKIOYEHHs B uccienoBaHue. llocne storo mnpuem
UCCIIEyEeMOro IpernapaTa MOr ObIThb MPEKpalleH WM, @0 PEeUIeHUI0 UCCIIeoBaTes,
IPOI0JIKAJICS CyMMapHO 110 12 MecsineB (i aeTeid mitajue 2 JeT ¢ KaTeTep-acCOLMMPOBAHHOM
BTD no 3 mecsnes).
[lepBruyHO# KOHEYHOH TOUKOH 3((deKkTHBHOCTH ObLIa YacTOTa CHMITOMHOTO peruanBa BTD.
[lepBuyHO KOHEYHOH TOUYKOH Oe3omacHOCTH Oblla KOMOMHHMpOBAaHHAs 4acTOTa OONBIIUX U
KJIMHUYECKH 3HAUYUMBIX HEOOJIbIIUX KpoBOTeueHH. Bce koHeuHble TOUkHM 3¢deKkTuBHOCTH U
0€30I1aCHOCTH LIEHTPAIN30BAaHHO OLIEHUBAJIUCH HE3aBUCUMBIM KOMHUTETOM, JIJIsl KOTOPOTo OBLIO
3aclIeIUIEHO paclpeiesieHne MalMeHTOB Mo IpymnnaM jedeHus. Pe3ynpraTel 3(p(EeKTHUBHOCTH U
0e30macHOCTH pUBEACHBI B Ta0umax 11 u 12 Hioke.
Perunue BTD npousomen y 4 u3 335 mauueHToB B rpymnmne puBapokcabaHa m'y 5 u3z 165
NalMeHTOB B rpymme cpaBHeHHs. KomMOuWHUpoBaHHas 4YacToTa OOJIBIIOIO KPOBOTEUEHUS U
KJIIMHUYECKH 3HaYMMOI0 HEOOJbIIOro KpoBoTeueHus: otMeuanach y 10 u3 329 nanuentos (3 %),
MOJIyyaBUIMX puBapokcabaH, u y 3 u3 162 manuentoB (1,9 %), momydaBmux mnpemnapar
cpaBHeHMs. Yucras KIMHUYECKas BhIrofa (KOMOMHMPOBAHHAs 4acTOTa CUMIITOMHOTO PELUINBa
BTD u Gonbuioro kpoBoteueHus) ormedeHa y 4 u3 335 nmauueHToB B IpyIie puBapokcabaHa u 'y
7 n3 165 manueHToB B rpynie cpaBHeHUs. PexkaHanu3anys BEHbI U IOBTOPHOW BHU3yaIu3aluu
HaOmoanack y 128 u3 335 manueHToB MpH JiedeHUH puBapokcabaHoM U y 43 u3 165 nmauueHTos
B IpyIIe Ipernapara CpaBHEHUSA. DTU Pe3ylbTaThl ObLIM B LIEJIOM COMOCTAaBUMBIMHU Yy JAeTei
pasHBIX BO3pacTHBIX rpymi. B rpynme puapokcabana Obuto 119 nereit (36,2 %) c moObiM
KpOBOTEUYEHHEM, BO3HUKIINM Ha (hOHE Tepamnuu, a B rpylme mpenapara cpaBHeHUs — 45 nereit
(27,8 %).
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Ta6muma 11. Jlanabie mo npoduinio 3¢ HEeKTUBE

COOTBETCTBYET ZKCNEPTHOMY OTUETY

oorn oIS AEAOBATENRHOC TR 0008 - -

KOHIIC OCHOBHOTI'O ICPUOJa JICHCHHUA

PuBapokcadan IIpenapar cpaBHeHus
CooObITHE
N=335* N=165*
Peunaus BTO (nepBruyHas KOHEUHAsi TOUKA 4 5

3¢ (HEeKTHBHOCTH)

(1,2 %, 95 % JI1
0,4 % — 3,0 %)

(3,0 %, 95 % JIU
1,2 % — 6,6 %)

KomOuHupoBaHHas KOHEUHast TOUKa:
CUMITOMHBIN pernauB BTD + 6eccumntoMHoe

YXYALICHUE IIPU IOBTOPHOU BU3yaIM3aLUN

5
(1,5 %, 95 % JI1
0,6 % — 3,4 %)

6
(3,6 %, 95 % JI1
1,6 % — 7,6 %)

KomOuHupoBaHHas KOHEUHast TOUKa:
cuMOTOMHBIN penuaus BT + 6eccumntomHoe
yXyAlLlIeHUe + OTCYTCTBUE U3MEHEHUN ITPU

IIOBTOPHOW BU3yalIN3alluu

21
(6,3 %, 95 % JI1
4,0 % —9,2 %)

19
(11,5 %, 95 % JI1
7.3 % — 17,4 %)

Pexananu3anus BeHbI IIpH HOBTOpHOfI

BU3yaJIM3allun

128
(38,2 %, 95 % JU
33,0 % — 43,5 %)

43
(26,1 %, 95 % JIN
19,8 % — 33,0 %)

KoMOnHMpOBaHHAsE KOHEUHAsT TOYKA!
CUMITTOMHBIN pernau BTD + Gonbioe

KPOBOTEUYCHHE (YUCTAsI KIIMHUYECKAs BBITO/1A)

4
(1,2 %, 95 % JI1
0,4 % — 3,0 %)

.
(4,2 %, 95 % JIN
2,0 % — 8,4 %)

TpoMO0IMOOIHUS TETOYHOM apTEPHH CO

CMCPTECJIbHBIM UJIM HECMCPTEJIIbHBIM NCXOA0OM

1
(0,3 %, 95 % JI1
0,0 % — 1,6 %)

1
(0,6 %, 95 % JIN
0,0 % — 3,1 %)

* monHas BeIOOpKa IS aHAJIN3a, T.€. BCE JI€TH, KOTOpbIe ObUTH PAHIOMHU3UPOBAHBI

JAW = noBepUTENbHBINA HHTEPBAI

Tabmuua 12. JlanHble no npoduiao 6e30MacHOCTH pUBapokcabaHa M Ipernapara CpaBHEHHUsS B

KOHIIC OCHOBHOI'O I€PUOJa JICHCHHUA

PuBapokcaban IIpenapat cpaBHeHus
CobbiTHE
N=329* N=162*
KomOunupoBaHHasi KOHEUHast TOUKa: 10 3

0oJbIIOE  KPOBOTEYECHHE  +  KIMHUYECKU

3HA4YUMOC HEOOJIBIIOE KpPOBOTCUYCHHC

(mepBUYHAsI KOHEYHAs TOYKa 0€30MacHOCTH)

(3,0 %, 95 % JIN
1,6 % — 5,5 %)

(1,9 %, 95 % JIN
0,5 % — 5,3 %)

bonpmoe KpPOBOTCYCHHC
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INUACLS s e M S T
0,0% - 1,1 %) 0,2 % — 4,3 %)
JIroboe KpoBOTECUEHHE, BO3HHKIIES Ha (oHE 119 (36,2 %) 45 (27,8 %)
Teparuu

* BpIOOpKa Ui aHaiM3a 0E30MacHOCTH, T.€. BCE JETH, KOTOpbIE OBbUIM PaHIOMHU3HPOBAHBI H

TIOJIYYHIIU 110 KpaifHel Mepe O/IHY 703y UCCIIeyeMOro JISKapCTBEHHOT'O IpernapaTa.

[Tpodpuns >dpdekTnBHOCTH U OE30MACHOCTH pUBapOKcabaHa OBLI B IIEJIOM COTIOCTaBHUMBIM Y
nenuatpudyeckoil momynsuuun ¢ BTD u B3pocnmoit momymsaumu ¢ TI'B/TDJIA, opnako
COOTHOIIIEHHUE MMALMEHTOB C JIIOOBIM KPOBOTEYCHHEM OBLIO BBILIE B MEHATPHUECKON MOMYIISLIUN
¢ BTD no cpaBHenuro co B3pocinoit nomyssiueii ¢ TTB/TOJIA.

[TarueHTHI ¢ TPOMHBIM MO3UTUBHBIM aHTH(POCHOIUUTHBIM CHHAPOMOM BBICOKOT'O PHCKA

B cnoncupyemom mccienoBaTelieM  paHAOMH3UPOBAHHOM — OTKPBITOM — MHOTOLIEHTPOBOM
UCCJIEJOBAaHUM C 3aCJEIUICHHOM OLIEHKOM KOHEYHbIX TOYEK pHUBapoKcabaH H3ydalcs B
CpaBHEHHMH C Bap(hapHHOM Y MALKUEHTOB ¢ TPOMOO30M B aHAMHE3€, Y KOTOPBIX IUAarHOCTUPOBAH
aHTu(GocHOTUNUIHBIA CHUHIPOM C BBICOKMM PHCKOM TPOMOOAIMOOJIMYECKHX COOBITHUI
(TTOJIOKUTENBHBINA PE3YNIbTAT UL BCEX TPEX TECTOB HA aHTU(HOCHONIUITUIHBINA CHHAPOM: HATUINE
BOJTYAHOYHOTO aHTUKOATyJISHTA, aHTUTEJ K KapIUOJIUIIMHY U aHTHTEN K 0eTa-2-TIUKONPOTEUHY
I). ITocne BkmtoueHust 120 manueHTOB KCCIeIOBaHUE OBLIO MPEKPAIICHO JOCPOUHO MO MPUUUHE
MOBBIIICHHOW 4YacTOThl COOBITUH y TMAalMEeHTOB B Trpynmne puBapokcabana. CpemHss
MPOJIOJDKUTENIBHOCTh TIeproJia HabmoaeHus coctaBuwia 569 nHeir. 59 mnanueHToB ObUIH
PaHAOMU3HMPOBaHbI B IpyMNIly puBapokcadana B 103e 20 mr (15 Mr ais nmanuueHToB ¢ KIUPEHCOM
kpeatuHuHa <50 mu/muH) u 61 — B rpynny Bapdpapuna (MHO 2,0-3,0). Tpombosmbonnyeckue
coObITUs mpou3onun y 12 % mnanueHToB, paHAOMH3UPOBAaHHBIX B TpYIIy puBapokcabaHa (4
UIIEMUYECKUX HMHCYIbTa W 3 WH(AapKTa MHOKapnaa). Y MaIMeHTOB, PaHIOMH3HPOBAHHBIX B
rpynny BapdaprHa, COOBITUS HE ObUIM 3apETUCTPUPOBAHBI. bosblioe KpoOBOTEUEHHE MPOU3OIIIIO

y 4 nanuenToB (7 %) u3 rpymnmnsl puBapokcadbana u 2 nmauueHToB (3 %) u3 rpynmnsl BaphapuHa.

5.2. ®apmakoKuHEeTHYeCKHUE CBOHCTBA

AOGcopOnus

[IpencraBinenHas Huwke WHGOpPMalMs OCHOBaHA Ha JAHHBIX, IIOJIYYEHHBIX BO B3pOCIOH
HOMYJISILIVH.

PuBapokcaban ObICTpO BcachIBaeTCs; MaKCUMalibHast KoHIeHTpanus (Cmax) mocTuraercs 4epes

2—4 gaca 1ocJie mpreMa TaOJIeTKH.
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[Ipu mpueme BHYTph B BHJI€ TAOJIETOK B JO3UPOBKE 2,5 1\'41"-1/1' ﬂ?&r—&hBE%EBaH EC&CBIB%(ETCH

COOTBETCTBYET 3KCMEPTHOMY OTUYETY

NPAaKTUYECKH TOJTHOCTBIO, TIPH 3TOM ero OuogoctynHocTh Bbicokast (80—100 %) He3aBHCHMO OT
npuema nuiy. CoBMECTHBIN € NUILEH NpueM puBapokcabaHa B 1o3e 2,5 mr u 10 Mr He Biuser
Ha AUC u Cmax puBapokcabaHa.

B cBf3M CcO CHM)KEHHOI CTENEeHBI0 BCAChIBaHMS, MPH IMpUEME TaOIEeTOK AO03UPOBKOM 20 mr
HaTOI[aK Habmrofanace OuomoctynmHocTh 66 %. Ilpu mpueme TableTOK puBapokcadaHa
no3upoBkoii 20 Mr Bo Bpems enpl oTMmeuanock yeenumueHue cpeaHein AUC nHa 39 % mno
CPaBHEHMIO C MPHEMOM TalJIETKH HATOIIAK, MOKa3biBas MPAKTHUYECKU MOJHOE BCAaChIBAaHUE U
BBICOKYIO OMOA0CTYITHOCTh. PuBapokcaban B qo3upoBkax 15 mr u 20 Mr cieayeTr npuHUMaTh BO
BpeMs e/ibl (cM. pazaen 4.2.).

dapMakOKHHETUKA pUBApOKcabdaHa MPAaKTUYECKH JIMHEHHa B Jj03ax A0 15 Mr oauH pa3 B JeHb
Ipu pueMe HaTolak. B ycnoBusx npueMa puBapokcadbana B Bue TabIeTOK 103upoBKoit 10 mr,
15 mr u 20 Mr Bo Bpems eibl HaOMIOAAaeTCs J10303aBUCUMOCTh. [Ipu Ooniee BBICOKMX 033X
puBapokcabaH JEMOHCTPUPYET aOCOpPOIHIO, OTPAHUYCHHYIO PACTBOPEHHEM, C YMEHBIICHHOM
OMOJOCTYITHOCTBIO U CHMPKEHHOM CKOPOCTHIO a0COPOIIMH ITPH MOBBIIIEHUH 103bI.
dapMaKOKMHETHKA pHBapoKcadaHa XapaKTepU3YyeTCsl YMEPEHHOH MEeXUHAMBUAYAIbHOMN
BapraleIbHOCTHIO (BapHallMOHHBINA Kod(uiueHT) B quanazone ot 30 mo 40 %.

BcacriBanue puBapokcabaHa 3aBUCHT OT MECTa BBICBOOOXICHHUS B JKEITYAOYHO-KHIIEYHOM
tpakte (KKT). Camxkenne AUC u Cmax Ha 29 % u 56 % COOTBETCTBEHHO HAOJIOATI0Ch MPHU
BBICBOOOXKJICHUHM TpaHyliATa pUBapokcabaHa B MPOKCHUMAbHOM OTJAEJIe TOHKOM KHIIKUA B
CpPaBHEHHMM C MPUEMOM IeJol TalOneTku. DKCHO3MLMs NpenapaTa emie Oosee CHIDKaeTcs MpH
BBEJICHUU pUBapOKcabaHa B JUCTAJIbHBIN OTJEJ TOHKON KUIIKK WJIM BOCXOJSIIYI0 000J0YHYIO
kuiky. TakuMm oOpaszoM, cieayeT m30erarb BBEIEHHUS pUBapoKcabaHa IUCTAJIbHEE JKETyIKa,
IIOCKOJIBKY 3TO MOXKET IIOBJIEYb CHUKEHHME BCACBIBAHMSI U, COOTBETCTBEHHO, HKCIIO3ULIUU
puBapokcabaHa.

buonoctynnocts (AUC um Cmax) puBapokcabana 20 Mr mnpu npueMe BHYTpb B BUIE
M3MEJbYEHHON TaOJEeTKU B CMECH C SIOJIOUHBIM MIOPE WM CYCIIEHIUPOBAHHOHN B BOJIE, a TaK¥Ke
IpU BBEACHUU Uepe3 KeMyJOUYHBIH 30H] ¢ MOCIEIYIOUIMM MPUEMOM KHMJIKOTO NMUTaHUs OblLIa
CpaBHUMa ¢ OMOJOCTYMHOCTBIO LIE€JON TaOJNETKU. YUHUThIBas Mpe/ICKa3yeMblil 10303aBUCUMBIN
dbapMakOKMHETHYECKU TIpomiib  puBapokcabaHa, pe3yiabTaThl JAHHOTO HCCIICIOBaHM
OMOOCTYITHOCTH MPUMEHUMBI Tak)Ke U K 00Jiee HU3KUM J103aM puBapokcadaHa.

Pacnpenenenue

Cas3bIBaHUe ¢ OeJIKaMH IJ1a3Mbl Y B3POCIIBIX BHICOKOE M COCTaBISAET NMpUOIM3UTEabHO 92-95 %,
OCHOBHBIM  CBSI3bIBAIOIIMM KOMIIOHEHTOM SIBIISIETCA  CBIBOPOTOUHBIM anbOymuH. OO0BEM

pacmpeneneHus — yMepeHHbIN, VSS COCTaBIAET MPUOIM3UTENBHO S0 1.
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COOTEBETCTEYET 3KI(
ot 18.11.2025 N= 28

(MOCNEQOBATENEHOCTE 0004)

BI/IOTDaHC(bODMaHI/IH " 3JIMMUHaNUuA

MY OTUETY

VY B3pOCIBIX MAIMEHTOB MU MpHEMe pUBapoKkcabaHa MPUOIN3UTENBHO 2/3 10361 MOBEPraroTCs
METa0oaM3My U B JaJbHEWIIEM BBIBOJATCS PaBHBIMH YaCTSMH MOYKAMHU M UY€pe3 KHIICYHUK.
OcraBmascs 1/3 mpuHATOM 10361 BEIBOJAUTCS TOCPEACTBOM IPSIMOM MMOYEYHOM SKCKPEIUU B BUJIC
HEU3MEHEHHOT0 JCHCTBYIOLIETO BEIECTBA IJIaBHBIM O0pa30oM 3a CYET aKTUBHON IMOYEYHOU
CEKpELMH.

Puapokcaban merabomusupyercst nocpenctsoMm usodepmentoB CYP3A4, CYP2J2, a Ttakxe
IpU TOMOIIM MEXaHM3MOB, HE3aBHCHUMBIX OT CHUCTEMbI ITUTOXPOMOB. OCHOBHBIMH Yy4YacTKaMH
Oouorpancopmalu SBISIOTCS OKUCICHHE MOPGOIMHOBOW TPYNIBl W THAPOJIU3 aMHIHBIX
cBs3eil. CoriacHO JaHHBIM, MOJIy4eHHBIM IN VItro, puBapokcabaH sIBJISETCS CyOCTpaToM Juis
OenkoBrepeHOCYNKOB P-gp (P-rmukonporenna) u Berp (Oenka yCTOWYMBOCTH paka MOJOYHOMN
xKene3bl). Hew3MeHeHHBI puBapokcabaH SBISETCS CaMbIM Ba)XXKHBIM COEIMHEHUEM B
YeI0BEUYECKON IMIa3Me, OCHOBHBIC WJIM aKTHBHbBIE LUPKYIUPYIOIIUE META0OIUTHI B MJIa3Me HE
oOHapy>keHbl. PuBapokcabaH, CHCTEMHBIN KIMPEHC KOTOPOTO COCTaBIseT mpuOimsutensHo 10
7/d9, MOXET OBITh OTHECEH K JICKQpCTBEHHBIM BEIIECTBAM C HHU3KHM KiupeHcom. llocie
BHYTPUBEHHOTO BBeZIeHHs | MI puBapokcabaHa mepuoj MOTYBbIBEICHUS COCTABISET OKOJo 4,5
yacoB. llocie mnepopasbHOro mpueMa BBIBEICHHE CTAHOBUTCS OTPAHUYEHHBIM CKOPOCTHIO
abcopOumu. [lpu BbBeneHMHM puBapokcabaHa W3 TUIA3Mbl KOHEYHBIH MEPUOJ IMOJYBBIBEICHUS
COCTaBJISIET OT 5 710 9 yacoB y MOJIO/IbIX MAMEHTOB U OT 11 10 13 4acoB y MOKUIIBIX MALIUEHTOB.

DapMaKOKMHETHYECKHE JaHHBIC Y NAIUEHTOB

VY B3pOCIHBIX MAlMEHTOB, MMOJYYaAOIMX puBapokcadaH B 1o3e 20 mr 1 pa3 B JeHb Ui JI€USHUS
octporo TI'B, reomerpuueckoe cpeanee koHueHtpamuii (90 % npeauKTUBHBIN UHTEpBaAI) Yepes
2-4 yaca W TpEUMeEpHO Yepe3 24 daca mocie npuemMa 03kl (ITO NMPHUMEPHO COOTBETCTBYET
MaKCHMaJlbHOW M MHUHUMAIbHOW KOHIEHTpAIMSM B WHTEpBaJle JO3MPOBaHUS) cocTaBmio 215
(22-535) mkr/m u 32 (6-239) MKI/11, COOTBETCTBEHHO.

CDaDMaKOKI/IHGTI/I‘IGCKaﬂ-d)aDMaKOI[I/IHaMI/I‘-ICCKaSI 3aBUCUMOCTD

CootHomieHne (apMakOKMHETHUYECKUX MapaMeTpoB U  (apMakoJUHAMUYECKHX 3(PQPEKTOB
(OK/®I) Mexny KOHLIEHTpalueil puBapokcabaHa B IU1a3Me KPOBH U HECKOJIbKUMHU KOHEUHBIMHU
bapMakoMHAMMUYECKUMHM TOYKaMM (MHruOMpoBaHue ¢akropa Xa, MpPOTPOMOMHOBOE BpeMs,
AUTB, HepTest) omierrBanock mocie nmpuema mupoKoro auamnasona 103 (ot 5 1o 30 mr 1Ba paza
B CyTKH). B3aumocBs3p Mex1y KOHIIEHTpalueil puBapokcabaHa M aKTUBHOCTHIO (akTopa Xa
HaWJIy4ylluM o0pa3oM MpOJEMOHCTPHpPOBaHAa C HCHOJb30BaHMeM Moxaenn Emax. s
IPOTPOMOMHOBOTO BPEMEHHU MOJIENb JIMHEHHOM perpeccuy B LIEJIOM JIydllle OMUCHIBAET JaHHBIE.
VYrinoBoil k03(h(PULHEHT 3HAYUTETPHO MEHSJICS B 3aBUCUMOCTU OT PEAKTHBOB, HCIIOJIb3yEMBIX

JUIsL ompenienieHus mporpoMOuHoBoro BpeMmenu. [lpu mcmonp3oBanun Habopa Neoplastin PT
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COOTBETCTEYET 2KCNEFTHOMY OTYETY
ot 18.11.2025 Nz 28704

HCXOJHOE 3HauY€HUE MPOTPOMOMHOBOTO BPEMEHHU cocTaind-Okomo’ 15 ok € HAoROM Jiftmm

okoio 3-4 cek (100 mkr/m). Pesynbrarel ananu3a cootHomeHuss OK/DJ] B uccnenopanusx Il u
[T a3b1 COOTBETCTBOBAIN AHAJIOTUYHBIM TTOKA3aTENSIM Y 3JI0POBBIX MAIMEHTOB.

Llon

Y  B3pociblX He ObUIO KIMHMYECKM 3HAYMMBIX  pa3iuuuid  (apMaKOKHMHETHKH U
(apMakoIMHAMHUKH CPETd MY>KYHH U SKSHIIIHH.

Tooscunoii 6ozpacm

VY MOKUIIBIX MAIMEHTOB KOHIIEHTPAIMU puBapokcadaHa B IJIa3Me KPOBU BBILIE, YEM Y MOJIOJBIX
nanueHToB; cpeanee 3nadyeHne AUC npubnausutensHo B 1,5 pa3a mpeBsiliaeT COOTBETCTBYIONINE
3HAYEHHUS Yy MOJIOJIBIX MAIMEHTOB, IJIABHBIM 00pa3oM, BCJIEACTBHE CHUKEHHUS (BEPOSITHOTO)
o011ero 1 nmo4yeyHoro kimpenca. Koppekius 103sl He TpeOyeTcsl.

Pasznuynas macca mena

VY B3pocnbix kputuyeckas macca tena (menee 50 xr u Oosiee 120 Kr) nuiib HE3HAYUTEIHHO
BJIMSUIA HA KOHIIEHTPAIMIO pUBapokcabaHa B mia3Me kpoBu (MeHee 25 %). Koppekius 10361 He
TpeOyercs.

Mesicomnuueckue pasnuyus

Knunudeckn 3HAYMMBIX paznuyuii (apMakOKMHETUKM M  (PapMaKOJUHAMHUKU Yy B3POCIBIX
MAalMeHTOB €BpPONECOMIHOM, adpoaMEepUKaHCKOHM, JIATUHOAMEPUKAHCKOM, SIMOHCKOW WM
KUTalCKON 3THUYECKON NMPUHAIEKHOCTH HE HA0JII01a10Ch.

Hapywenue ¢pynxyuu nevenu

Y B3pOCIBIX MAIMEHTOB C IIUPPO30M M€UYEHU U HapylleHUeM (YHKIMHU MEeYEHU JIETKOH CTeNeHn
(xmacc A no Yainn-Ileto) papmakokrnHeTnka puBapokcabaHa JIMIIb HE3HAYUTENIbHO OTINYajach
OT COOTBETCTBYIOILIUX MOKa3aTesiel B KOHTPOJIbHOM IpyIIe 30POBBIX UCHBITYEMbIX (B CpEIHEM
orMeyasnocs yBennuenne AUC puBapokcabana B 1,2 paza).

VY manueHToB ¢ IUPPO30M MEYSHH M HapylleHneM (YHKIMU MeYeHU cpeliHel crenenu (kiacc B
no Yaitng-IIst0) cpeausis AUC puBapokcabaHa Oblia 3HaUMTENBHO MOBBIIIEHA (B 2,3 pasa) 1o
CpaBHEHHUIO CO 370poBbIMHU H00poBosibiiamu. HecBszannas AUC yBenuuuBanacek B 2,6 paza. Y
3TUX MAIMEHTOB TaKXXe OBbUI0 CHMXKEHO BBIBEJCHUE pPHBapoKcabaHa MOYKaMH, CXOXKee C
TAaKOBBIM Y TMAlMEHTOB C HapylleHHeM (QYHKIMM IOYeK cpeaHeid creneHu. JlaHHbIE MO
NaUEeHTaM C TSKeJbIM HapylIeHueM (YHKIIMU OTCYTCTBYIOT.

[TonaBnenune akTUBHOCTU (hakTOpa Xa y MallMEHTOB C HapylleHueM (YHKIUU NEeUYeHU CpeaHei
CTerneHu ObLIO BhIpaXXeHO B 2,6 pa3za CHIIbHEE, YeM Yy 3JI0POBBIX JOOPOBOJIBIIEB; YBEIUUYECHUE
IPOTPOMOMHOBOTO BpPEMEHHM B CXOKel crTemeHuW Bospactano B 2,1 pasza. IlanumeHTsl C
HapymieHneM (QyHKIIUM TI€YeHU CpeaHed CTernmeHu Obuth 0OoJiee YyBCTBUTENBHBI K

puBapoKcabaHy, 4TO SIBJISETCS CIEACTBUEM 0oJiee TECHOM B3aUMOCBS3H (apMaKOIUHAMUYECKUX
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3 dexToB u (HapMaKOKHHETHUECKUX MMapaMeTPOB M€>KIH/-| 'Q@%%%ﬁgﬁ%%&goﬁén%ﬁbm

BpeMeHeM. PuBapokca®aH MpPOTHBOIIOKA3aH TalWeHTaM C  3a00JieBaHUSMHU  TICUCHH,
IIPOTEKAIOIMMHU C KOAryJonaTHEH M pUCKOM KIMHUYECKH 3HAUMMOI'O KpPOBOTEUEHMS, BKJIIOYAs
MAIMEeHTOB ¢ IUppo3oM MedeHu kiacca B u C mo knaccudukanun Yaina-ITero (cM. pasaen 4.3.).
Hapywenue ¢pynkyuu novex
Y B3pOCHBIX MAIMEHTOB  HAONIOAANOCh  yBENMYEHHE HKCIO3MLIMHU  pHBapoKcabaHa,
KOPPENUpPOBABIEE CO CHUKCHHEM MOYeyHOW (YyHKIMM, KOTOpas OILEHHMBAJIACh H3MEPEHHEM
KJIMpeHca kpeatuauHa. Y mnarueHToB ¢ jerkoi (KnKp 50-80 mn/mun), cpenneit (KnKp 3049
mia/mMuH) u  Tsokenod (KnKp 15-29 wma/MuH) creneHpto HapymieHHsS GYHKIUH TTOYEK
KOHIIGHTpaluuu puBapokcadana B ria3me kposu (AUC) 6butn nosbimens B 1,4, 1,5 u 1,6 paza
cooTrBeTcTBeHHO. COOTBETCTBYIOIIEE yBeNUUeHUE (hapMakogMHAMU4EeCKUX 3((HEeKToB OBLIO
Oosiee BbIpaXCHHBIM. Y TMAIMEHTOB C JIETKOW, CPEAHEW M TSKENIOM CTENeHbI0 HapYyLICHHS
dbyHKIIMM TIoYeK oOlee mojaBieHne akTUBHOCTU (hakTopa Xa yBenumuuBanoch B 1,5, 1,9 u 2,0
pa3a COOTBETCTBEHHO I10 CPABHEHUIO CO 370POBBIMHU J100pOBOJIBLIAMU; IPOTPOMOMHOBOE TAKXKE
yBenuuuBaioch B 1,3, 2,2 u 2,4 paza COOTBETCTBEHHO.
Hannsie o nanuenTax ¢ KinKp <15 min/MuH 0TCyTCTBYIOT.
[Ipenmonaraerca, 4YTO pUBapoKcabaH HE TOJABEPraeTcss [Ualu3ly B CBSI3U C BBICOKUM
CBSI3bIBAHUEM C O€JIKaMU IUIa3MBbl.
He pexomengyercs mpumeHsTh mpenapar y manueHToB ¢ KnKp <15 wmu/mun. Cnenpyer
coOroaaTh OCTOPOXKHOCTH MPU MPUMEHEHUH MpenapaTta y nanueHToB ¢ KnKp 15-29 mu/mun
(cm. pazmen 4.4.).

eTH
bezonacHocTh 1 3P deKTUBHOCTH pUBapoKcabaHa y JeTel U MOJAPOCTKOB B Bo3pacte 10 18 mer
M0 TMOKa3aHWI0 TMPOQPHUIAKTHKA HHCYIbTA M CHUCTEMHOM TpPOMOOSMOONWU Yy MAIlMEHTOB C
bubpuaLrel peacepauil HeKJIamaHHOTO MPOUCXOKIECHUS HE YCTAHOBJICHBI.
Abcopoyus
Jetu nmonydanu puBapokcaOaH B BUJE TaOJETOK WM CYCHEH3UHU AJI IpUeMa BHYTPb BO BpeMs
WIH Cpa3y Moclie KOPMIJICHUS WU MpHeMa MHINK, BMECTe ¢ OOBIYHOMN MOpLUed KUAKOCTU IS
obOecrieueHHs HaANEXKaIlero no3upoBaHus y jaeredd. Kak y B3pochblx, Tak U y Jerei
puBapokcabaH ObICTPO BCACBIBAETCS MOCIE MEPOPATBHOIO MpreMa Mpenapara B JeKapCTBEHHON
dbopMe TabNETKW WM TPAaHYNIbl A MPUTOTOBIEHHUS CYCHNEH3UM JUIs TNpuema BHYTpb. He
OTMEYAJIOCh PA3HULIBI HU B CKOPOCTH, HU B CTENEHU BCACBHIBAHMS MEXAY JIEKAPCTBEHHBIMU
dbopMamMu TaOIETKH U TPAHYIbI AJsl MPUTOTOBJICHUS CYCIIEH3UU JJIsl IpueMa BHYTpb. JlaHHBIE O
(dapMakOKMHETHKE Yy JeTed TMocjie BHYTPUBEHHOIO BBEIEHHUS OTCYTCTBYIOT, IO3TOMY

abcomoTHasT OMOJOCTYIMHOCTh pUBapokcabaHa y JeTeid Hew3BeCcTHAa. bwuto 0OHapyXeHO
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o inlnin CIBEA HOCTS 0004
CHIDKCHHUE OTHOCHTECIIBHOM 6I/IOI[OCTy1'IHOCTI/I )4 YBCJI'I/FI—IGPH/I;IE 3 E(B'TM%CJH' "116J151){ Ha

OCHOBaHHUHU YEro MOXKHO CJeNaTh MPEINOoNIoKeHHe 00 orpaHuyeHusx abcopOuuu nns Oonee
BBICOKHMX JI03, JIaXke MpH mpueme ¢ nuieil. PuBapokcaban B Buae TabiaeToOK A03UPOBKOM 15 mr
i 20 Mr ciieyeT NpuHUMaTh BO BpeMsl KOPMJICHHS WK BO BpeMs efbl (cM. pazzaen 4.2.).
Pacnpeoenenue

Crienuduunbie B OTHOIICHUH JETEH TAaHHBIC O CBSA3BIBAHMM PHUBapOKcabaHa ¢ OEIKaMH IIa3Mbl
OoTCyTCTBYIOT. JlaHHble O (apMaKOKMHETHKE Yy JeTei Iocjae BHYTPUBEHHOTO BBEICHHS
puBapokcabaHa OTCYTCTBYIOT. Vss y aeTeil (Bo3pacTtHol mauamazon ot 0 mo <18 jer) mocie
NEepOpabHOrO MpHUeMa pUBapoKcadaHa, CHPOTHO3UPOBAHHBIM C MOMOUIbIO IMOMYISIIHOHHOTO
(apMaKOKMHETUYECKOTO MOJCIMPOBAHMS, 3aBUCHT OT MacChl Tella U MOXKET OBITh ONMCaH C
MOMOIIBIO ATTIOMETPUYECKON (PYHKIUHU CO CpeAHUM 3HadeHueM 113 i1 mia cyObekTa ¢ maccoit
Tena 82,8 Kr.

buompancgopmayus u snumunayus

Crneunduynpie B OTHOIICHHHM JETEH JaHHBIE O METa0OJIM3Me OTCYTCTBYIOT. JlaHHBIE O
(apMaKOKMHETHKE y JAETeW IMOciIe BHYTPUBEHHOIO BBEJEHHUS pHBAapoKcabaHa OTCYTCTBYIOT.
Knupenc y nmereit (Bo3pactHoil nuamazoH ot 0 mo <18 jer) mocie mepopaipHOro MpuemMa
puBapokcabaHa, CIPOTHO3WPOBAHHBIN C MOMONIBIO MOMYISIIIMOHHOTO (hapMaKOKUHETHUYECKOTO
MOJIEJIMPOBAHUS, 3aBUCUT OT MacChl T€Ja U MOKET OBbITh ONKCAH C MOMOILBIO AJNIOMETPUUECKON
(GyHKIMU CO CpelIHUM 3Ha4YeHHWeM 8 /4 ans cyObekra ¢ Mmaccoi Ttenma 82,8 kr. Cpemnue
reOMEeTpPUUECKUE 3HAueHUs IMepuoja MOoNyBbIBeAeHUS (t12), pacCUUTaHHBIE C MMOMOUIBIO
HOMYJSIMOHHOTO (apMaKOKHMHETHYECKOTO MOJEIMPOBAHMS, YMEHBIIAIOTCS C YMEHBLICHHEM
BO3pacTa U BapbUpYIOTCs OT 4,2 Yaca y HOJPOCTKOB /10 MPUMEPHO 3 4acoB Y JIeTel B BO3pacTe
2—12 ner, no 1,9 u 1,6 vaca y nereii B Bozpacte 0,5—<2 net u meree 0,5 rojga, COOTBETCTBEHHO.
DapmaxokuHemuveckue OaHuvle y NayueHmos

['eomerpuueckoe cpennee koHueHtpamuii (90 % wuHTepBal) B MHTEpBaJaXx BpPEeMEHU OTOOpa
npo0, TPUMEPHO COOTBETCTBYIOUIMX MAaKCUMAJIbHOW W MHHUMAJbHOM KOHIIGHTPAIMK B
WHTEpBaje J03UpOBaHuA, y JAeTeil ¢ octpoit BTD, monydarommx puBapokcabaH B [03€,
3aBUCAINEH OT MAacChl TeNa, A TOJY4YEHHsS DSKCIO3MIMH, COOTBETCTBYIOLIEH TaKOBOW Yy
B3pocibiX nanueHToB ¢ TI'B, nomydaronmx o3y 20 mr 1 pa3 B JeHb, IpeACTaBIeHbl B Ta0IMIIE

13.

Tabmuua 13. CBonHas cratuctuka (reomerpuueckoe cpennee (90 % MHTepBait)) paBHOBECHBIX
KOHIIGHTpaluii pHuBapokcabaHa B IjIa3Me€ KpPOBHU (MKI/I) B 3aBUCUMOCTH OT peXHMa

JO3UPOBAHHUA U BO3pacTa
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Bpemennbie (MOCHEQOBATENEROCTE 0004
HHTEPBAJIbI

Omuun pazB | N or 12 1o N | or 6 10

JeHb <18 et <12 aer

2,5-4 qaca 171 | 2415 24 | 229,7

CIyCTst (105-484) (91,5-777)

20-24 yaca 151 | 20,6 24 | 15,9

CIYCTSI (5,69-66,5) (3,42-45,5)

JABapazas | N oT 6 10 N |or2m0<6aer | N |or0,5no

JeHb <12 aer <2 jJger

2,5-4 qaca 36 | 1454 38 1171,8 2 | HD.

CIYCTSI (46,0-343) (70,7-438)

10-16 wacoB | 33 | 26,0 371222 3 10,7

CIyCTs (7,99-94,9) (0,25-127) (H.p.-H.p.)

Tpupazas | N oT 2 10 N | oT poxaeHust N | oT 0,5 10 N | or poxnenus
JAeHb <6 et a0 <2 JjieT <2 et no <0,5 jger
0,5-3 gaca 5 164,7 25 | 111,2 13 | 114,3 12 | 108,0
CIycTs (108-283) (22,9-320) (22,9-346) (19,2-320)
7-8 yacos 5 33,2 23 | 18,7 12 1214 11 | 16,1

CIyCTs (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

H.p. — HC paCCYUTHIBAJIOCH

3HaveHHs HUKE HIDKHETO Tipenena koaudectBeHHoro onpeneneHus: (HITKO) Obutn 3amMenens Ha

1/2 HITIKO pist pacuera cratuctuku (HITKO = 0,5 mkr/m).

CDapMaKOKuHemZ/HlQCKa}i'd)apMaKO()uHaMu'{€CKaﬂ 3a6UCUMOCNb

Llon

AHanu3 TOJMYYEHHBIX JaHHBIX HE BBISIBHJI CYIIECTBEHHBIX pa3iM4uid B DKCIIO3UIUHU
puBapokcabaHa y JieTeil pa3Horo rmoia.

Pasznuunas macca mena

V nereit no3a puBapokcabaHa 3aBUCUT OT Macchl Teja. AHAJN3 JAHHBIX, TOJYYSHHBIX JJIs IeTeH,
HE BBIIBWJI 3HAUMMOTO BJIMSIHUSA HEIOCTATOYHON MAacChl Tejla WM OKUPEHHUS Ha SKCIO3HIIUIO
puBapokcabaHa.

Meoicomnuueckue pasiudus
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AHanmM3 TOJYyYCHHBIX JaHHBIX HE BBISBHI 3HAYMMBIX Mé&ﬂﬁagé%ﬁﬁc“ﬂg%n B aiélrrcr-ihunn

puBapokcabaHa y AeTel SAMOHCKOH, KHTalCKOM MM a3uaTCKOM ATHUYECKON MPUHAAJIC)KHOCTH 32
npenenamu SAnonnu u Kutas no cpaBHEHUIO ¢ 0011eH neAnaTpudecKoi MOMyIIsIue.

Hapywenue d)VHKuuu nevyeru

Knunuueckue nanusie A Aetel ¢ HapymieHueM QyHKIMHU TeYeHH OTCYTCTBYIOT.

Hapywenue d)VHKuuu no4yexK

JlaHHbIe KIMHUYECKUX HMCCIEIOBAaHUU y JeTel B Bo3pacTe | roja u crapiue co CpeiaHe Wiu
TSDKEJION CTENEeHBbI0 HapylieHUs (PYHKIMU TMOYEK (CKOPOCTh KIyOO4uKoBOHM ¢uiabTparuu <50

mi/mun/1,73 M2) OTCYTCTBYIOT.

6. PAPMAIEBTUYECKHUE CBOICTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

PI/IBaDOKca6aH, 15 mr, Ta6J'I€TKI/I, MOKPBITHIE INICHOYHOM 00010YKOH

[emmrono3a Mukpokpuctammaeckas 101
Kpockapmenno3sa Harpust
JlakT03B1 MOHOTHIPAT
['unpomennosa 6¢P
Maruus creapar

Hatpus naypuncynsdar
Inenounas obonouxa:
CnupT NOIMBUHUIOBBINA
Twurana nnokeun E171
Makporoin 3350

Tanpk

Kenesza okcun kpacusiii E172

PuBapokcadan, 20 Mr, TaOJIETKH, ITOKPBITHIE IUNIEHOYHON 000JI0OYKON

[emtrono3a Mukpokpuctaumyeckas 101
Kpockapmennosa HaTpus

JlakT03BI MOHOTHIPAT

['umpomerosa 6¢P

Marnus creapat

Hatpus naypuncynsgar

IInenounas obonouxa:

CrnupT MOTMBUHUIIOBBINA
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Twutana muokcug E171

Makxkporoi 3350

Tanpk

Kemnesa oxcun xenteid E172
Keneza okcup kpacusiii E172

Kenesza okcun uepHslit E172

6.2. HecoBMecTHUMOCTEL

He npumenumo.

6.3. Cpok rogHocTu (CpoOK XpaHeHus1)
3 rona.

H3MmenpueHHEIE TaOJETKH

W3menpueHHas TabneTka npenapara PuBapokcabaH XpaHUTCS B BOJE U B s0JOYHOM IIOpPE HE

Ooitee 4 yacos.

6.4. Oco0ble MepbI NPEeAOCTOPOKHOCTH NIPH XPAHEHHUH
XpaHUTbh KOHTYpPHYIO SIMEHKOBYIO YIIaKOBKY B Iayke Hpu Temmneparype He Bbiuie 25 °C, nus

3allUThI OT CBETA.

6.5. Xapakrep u coaepxaHue NEPBHYHOH YIIAKOBKH

[To 10 TabneTok B KOHTYPHYIO SUEHKOBYIO YIAKOBKY M3 IJICHKM MOJMBUHWIXJIOPUAHON U
(boJIbru aMIOMHUHNEBOM NMEYaTHON JTAKUPOBAHHOM.

ITo 3, 5, 6 unu 10 KOHTYPHBIX STYEHKOBBIX YITAKOBOK C JIUCTKOM-BKJIa IbIIIIEM [TOMELIAIOT B MUKy
U3 KapTOHa.

[To 14 TabneTok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY M3 IUJICHKM MOJMBUHWIXJIOPUAHON U
(boJIbru aMOMHUHNEBOM MEYaTHON JTaKUPOBAHHOM.

ITo 2, 4, 7 unn 8 KOHTYPHBIX SYEHKOBBIX YIIAKOBOK C JMCTKOM-BKJIAJIBIIIEM ITOMENIAIOT B MAUKY

H3 KapTOHaA.

6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH TPH YHUYTOKEHHMH  MCIIOJb30BAHHOIO
JICKAPCTBEHHOI0  Npenapara WJIM  OTXOA0B, TMOJYYEHHBIX IOCJIe NPHMEHEHHus!
JICKapCTBEHHOI'0 Npenapara, 1 Ipyrue MaHuIyJIsiMHU ¢ penapaTomM

Het ocoObix TpeOoBaHU K yTHIH3AIIH.

M3menpueHne TabIeTOK
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Tabnerku puBapokcabaHa MOTYT OBITh U3MEIBYCHBI, CVélI;QHI,:Z[PIMT'IE;BT%#iZ'f)IZIII:i/II'lB'ﬂ'é‘}{IeHBI

Yyepe3 Ha30racTpaJbHBIA MM JKEITYJOYHBIA 30H/ TMOCJE MOITBEPXKACHUS TMOJOXKEHHUS 30HAA B
xenynake. Ilocie sToro HE0OXOAMMO HPOMBITH 30HI BOMOH. B cBsi3um ¢ Tem, 4ro abcopOums
puBapokcabaHa 3aBHCUT OT MECTa BBICBOOOXIEHHUS AEHCTBYIOLIETO BEILIECTBA, HEOOXOIUMO
n30eraTb BBEJCHMs PHUBApOKcabaHa JUCTAJIbHEE XeNyJKa, B MPOTHBHOM CIy4dae 3TO MOXKET
NPUBECTH K CHUKEHUIO a0COpOIIMHU U, CIEI0BATENBHO, K CHU)KEHUIO IKCIIO3ULIUH JICHCTBYIOIIETO
BemiecTBa. llociie BBeneHHs M3MENBYCHHOW TaOleTKu puBapokcabana 15 mr wimm 20 wmr

H€O6XOI[I/IMO HE3aMCAJIUTCIIBHO OCYIICCTBUTD ITPUEM DHTCPAJIbHOI'O ITIMTAHUA.

7. AEPXKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA

Poccniickas @enepanvs

O61mecTBo ¢ orpanndeHHO 0TBeTCTBEHHOCThI0O «CTM®DAPM» (OO0 «CTMDAPM»)
Anpec: 426033, Y amyptckas Pecny6nuka, r. Mkesck, yi. 50 net [Tuonepun, 1. 30
Tenedon: +7 (3412) 320-430

Anpec 31eKTpoHHOM mouThl: info@stmfarm.ru

7.1. IlpeacraBuTe b AepKaTesl PperuCTPAIHOHHOIO YA0CTOBEPEHH s

[Iperen3un norpedbuTENeH HAOPABIATE 110 aIPECY:

Poccniickas @enepanys

O6mectBo ¢ orpanndeHHoi oTBeTcTBeHHOCTHI0 "CTM®D®APM" (OO0 «CTM®DAPM»)
Anpec: 426063, Y nmyptckast Pecniy6nuka, r. Mkesck, yi. Ilpomslinennas, 3qanue 6
Tenedon: +7 (3412) 320-430, noGaBounsIii 2828, 2829

Temedon moOwbHE: +7 (904) 832-14-23

Anpec anexkTpoHHOM mouTsl: fn@stmfarm.ru

8. HOMEP PETUCTPALIUOHHOI'O YAOCTOBEPEHUS

9. TATA NEPBUYHOM PETMCTPAIIMM (IIOATBEPXKJIEHHUS PETUCTPALIUH,
INEPEPETUCTPALIUN)

Jlata nmepBoii peructpanuu:

10. JATA IEPECMOTPA TEKCTA
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OOmias  xapakTepucTUKa  JIEKAPCTBEHHOTO npenaﬁgrg:‘j%g&%czgﬁhlﬁCEO-E?VQI;{% ) Ha

UHPOPMALIMOHHOM TopTaie EBpasuilckoro SKOHOMHYECKOTO CO03a B HH(POPMALMOHHO-

KOMMYHHKAITMOHHOH cetn «HTepHEeT» http://eec.eacunion.org/
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