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OBIIASI XAPAKTEPUCTUKA JTEKAPCTBEHHOTFO-HPEHAPATA -

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IPEITAPATA

Puakcopen, 2,5 mr, TabIeTKH, TOKPHITHIE TNIEHOYHOW 000I0YKOM

2. KAUECTBEHHBIN 1 KOJJTMYECTBEHHBIN COCTAB

JleiicTByomee BenecTBO: puBapoKcadaH.

Kaxxnas Tabnerka, MOKphITast INICHOYHON 000JIOUKOM, CONEPKUT 2,5 M puBapokcabaHa.
BcrmomorarenbHble BEIIECTBA, HATMYHME KOTOPHIX HAJ0 YYHTHIBATH B COCTABE JICKAPCTBEHHOIO
npenapara: jlaktosa (cm. pasuen 4.4.).

ITomubIi MNEPCUCHb BCIIOMOT'aTCIIbHBIX BCHICCTB IIPUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTKH, MOKPHITHIE INICHOYHOU 000I0YKOM.

Kpyribie 1BOSKOBBIMYKIIbIE TA0JIETKH, TOKPBITHIE MIIEHOUHOM 000JI0UKOI CBETIIO-3KENTOrO 1IBETA,
C TPaBUPOBKOI «2,5» Ha OHON CTOpPOHE U IIagKue Ha Apyroil. Ha momepeunom cpese — sapo ot

0eJI0ro 10 mo4uTH OeJIoro Bera.

4. KIMHUYECKUE JAHHBIE

4.1. IToka3aHus1 K IPUMEHECHHUIO
[Tpemapat PuBakcopes mokasaH K IPUMEHEHUIO y B3POCIbIX.

e [IpoduiakTika cMepTH BCIEICTBHE CEPACUHO-COCYIUCTHIX TPUUHH, HH(APKTa MUOKap/a
U TpoM0O3a CTEHTa y MalMeHTOB MOcCie OCTporo kKopoHapHoro cuuapoma (OKC),
MPOTEKABIIEr0O  C  TOBBIIIEHHEM  Kapauochenuduyuecknux  OMOMapKepoB, B
KOMOWHUPOBAHHOM TE€paIuu C alleTHIICATUITAIOBOM KHCIOTOM WITH C alleTHIICATTUITAIIOBOM
KHUCTIOTON M THEHOMMUPUANHAMHU — KIOMUAOTPETIOM WIIH TUKIIOHIUHOM.

o IIpodwmiaktuka WHCYNIbTa, HH(PAPKTAa MHOKApAa M CMEPTH BCIEICTBHUE CEPACYHO-
COCYAMCTBIX TIPUYUH, a TaKKe MPOPHIAKTHKA OCTPOI HIIEMHH KOHEYHOCTEH U 00mIeit
CMEPTHOCTH y MAIMEHTOB ¢ uinemMuieckoil oone3nrto cepamna (MbC) wimm 3adoneBanuem
nepudepuyeckux aprepuit (3[1A) B KOMOMHUPOBAHHON Tepanmuy C alleTUJICATUIUIOBOMN

KHUCJIOTOM.

4.2. PexxuM 103MpOBaHNs U C1IOCO0 NPUMEHEHUs!

PexxuM 1o3upoBaHus

PexoMeH1oBaHHas J103a COCTABISIET 2,5 MT JIBa pa3a B CYTKH.
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*  Ocmpwiii kopouapusiii cunopom (OKC)

[TaruenTam, npuHUMaromuM 1o 1 tadierke npenapara PuBakcopen 2,5 mr 2 pasa B A€Hb, TaKKe
HEOOXOUMO TPUHUMATh CYTOYHYIO J03y AaleTHICAIULIMIOBONH KucIoThl /5-100 mr wmm
CYTOYHYIO 103y aleTHJICATHITMIOBOH KUCIOThl 75-100 Mr B coueTaHWu ¢ CYTOYHOM /030
KJIONKUAO0rpesia 75 Mr Wiu CTaHJApTHOM CYTOYHOM 10301 TUKJIONUIMHA.

[TpoBoaMMOE JIeUEHHE TOJDKHO PETYIISIPHO OLIEHUBATHCS C TOYKHU 3PEHUSI COONMIOACHUs OaaHca
MEXJy PHUCKOM pa3BUTHS HIIEMHYECKUX COOBITHM M PUCKOM KpoBOTeueHHus. Perienue o
MIPOJUICHUH JIEYEHHs CBbIIe 12 MecsleB AOHKHO ObITh MPUHATO WHAMBUAYAIBHO JJIS KAXI0TO
MaUeHTa, MOCKOJIBKY OIBIT IPUMEHEHHUSI ITpernapaTa BIUIOTh 10 24 Mecs1eB OrpaHUYEH.
Jleuenne mnpemaparom PuBakcopen 2,5 Mr ciemyer HayMHATH KaK MOXHO paHbIIE TIOCIE
crabunu3anuu nauueHTta B xonae Tekyuiero OKC (Bkitouas nmpouenypbl peBacKyIsIpU3aliM).
Jleuenue mpemapatoM PuBakcopen cienyer HauyMHaTh MHHHUMYM dYepe3 24 yaca rmoclie
rociutanuzanuu. Ilpuem mnpenapara PuBakcopen 2,5 Mr cienyer HauMHATh TOTJa, KOTAA
napeHTepalibHOE BBEACHNUE AaHTUKOATYITHTOB OOBIYHO TPEKPAIAeTCsI.

*  Hwemuuecxas bonesns cepoya (MBbC) unu 3abonesanue nepughepuueckux apmepuii (3114)
[TaruenTam, npuHUMaromum 1o 1 Tabnetke npenaparta PuBakcopen 2,5 Mr 1Ba pa3a B JIeHb, TAKKE
HEOOXOUMO MPUHUMATH CYyTOUYHYIO 7103y alleTHIICATHIIMIOBOM KUCIOThI 75—100 mr.

[TaruenTam T1ocCie  yCHEIIHOM MpoLenypbl pPEeBacCKyISIpU3allUd  HUKHUX KOHEYHOCTEH
(XUpyprudeckoid WM DHJOBACKYISIPHOM, BKJIOYas THOPHUAHBIC TPOLEAYpPbI) BCIEICTBUE
cumnromHoro 3I1A cienyer HAaUMHATH JIEYEHUE TOJIBKO MOCIE JOCTHKEHHS TeMOCTasa.
JImuTenbHOCTh JIeUeHUsl AOJDKHA ONpPENeNsIThbCs MHIUBUIAYATbHO JUISI KAXKIOTO TAalleHTa Ha
OCHOBAaHMU  PETYISAPHBIX  OINEHOK. HeoOxoammo  B3BemMBATH PUCK  BO3HUKHOBEHUS
TPOMOOTHYECKUX COOBITHI 110 CPaBHEHUIO C PUCKOM KPOBOTEUEHHS.

*  Ocmpuuii koponapuwiti cunopom (OKC), wwemuueckas 6onesnv cepoya (MBC) unu

3abo/1esanue nepugepuieckux apmepuii

Ipuem odyoepe/welmo c aHmump0M60uumapH011 mepanueil

Y manueHToB ¢ OCTPBIM TPOMOOTHUECKUM COOBITUEM WITH BMEIIATEIHCTBOM Ha COCY1aX, KOTOPBIM
TpeOyeTcss JABOWHAs aHTUTPOMOOIMTApHAs Tepamus, CIeAyeT OIEHUTh HEO0OXOIUMOCTh
MPOAOJDKEHHS TpueMa mpenapara PuBakcopen 2,5 Mr JBa pas3a B JIEHb B 3aBUCUMOCTH OT THIa
TPOMOOTHYECKOTO COOBITHSI UJTH BMEIIATENHCTBA, & TAK)KE CXEMbl aHTUTPOMOOIIMTAPHOMN TEparu.
BbezomacHocth u a3pdexTuBHOCTE Tpenapara PuBakcopen 2,5 Mr mpu npueMe JiBa pas3a B JICHb B

KOMOUWHAIIMHU C IBOMHOI aHTUTpOMOOLIMTapHO! Tepanueil ObUTM U3y4YeHbI Y MalueHTOB:

e mHemaBHo nepeHecmux OKC, B koMOMHAnmuuM C aneTWICATUIIUIOBOW KHCIOTOM U

KJIOMTUOTPEJIOM/TUKJIONMUIUHOM (CcM. pasaen 4.1.), u



COOTBETCTEBYET 2K l':_ [NEFTHOMY OTYETY

ot 22.05.2024 N= 9

e IIOCJIE HEJABHO IIEPEHECEHHOH IpOoLECIAYPEI peé _\;n I';,: i ' II/ITX &{ ;:11;[8'Tel71
D p Ry TADATTY FR R KOHCHHO

BcieAcTBre cuMOTOMHOro 3I1A B KoMOMHALMU C alleTHUIICATIULIMIOBOM KHCIOTON U, €CIIU

IPUMEHUMO, KPAaTKOCPOUHBIM IPUMEHEHHUEM KJlonuaorpena (cM. paszaen 4.4.).

Ilponywennas ooza

Ecnu no3a mponyieHa, malueHT JOJKEeH MPOJIOJDKUTh IPUEM Ipernapara B 0OBIYHON J103€, TO
€CTh B CJIEIYIOIMI 3aIUIaHUPOBAHHBIN B COOTBETCTBUM C peKoMeHaauusMu npuem. He cienyer
IPUHUMATD JBOMHYIO 103y AJI KOMIIEHCALIMH MTPOIYILEHHOM J103bI.

Ilepexoo ¢ aumazonucmos sumamuna K (ABK) na npenapam Pusaxcopeo

[Ipu nepexone nanumentoB ¢ ABK Ha mpenapar PuBakcopen 3HaueHUs MEXIyHapOJIHOTO
HopManu3oBaHHoro otHomeHus (MHO) Oynyr ommuOGoyHO 3aBBILIEHHBIMU IIOCJIE IpUeMa
npenapara PuBakcopen. MHO He moaxoaut Jyuist OnpeaesieHus] aHTUKOATYJITHTHON aKTUBHOCTH
npenapata PuBakcopes 1 mo3ToMy He J0JDKHO MCTIONB30BAThCs ¢ ATOU 1EeNbIo (CM. pasnen 4.5).
Ilepexoo ¢ mepanuu npenapamom Pusaxcopeo na mepanuto ABK

CymecTByeT BO3MOYKHOCTh BOSHUKHOBEHHS HEJIOCTATOYHOTO aHTHKOATYJISTHTHOTO 3 deKTa mpu
nepexo/ie ¢ Tepanuu npenapatom PuBakcopen Ha ABK. Heobxoanmo obecrieunts HepepbIBHBIN
JIOCTATOYHBIM aHTUKOATYJISHTHBIN 3(h(eKT BO BpeMs MOJA0OHOI0 Iepexo/ia Ha ajJbTepHATUBHBIM
a"HTukoarynsHT. Crenyer OTMETUTh, 4TO ImpenapaT PuBakcopesq MoeT cHocoOCTBOBATh
noBeimenno MHO.

[Tanmenram, mnepexoxsmmm ¢ mnpemnapara Pusakcopen Ha ABK, cimenyer npunuMmars
onnoBpeMeHHO puHuMaTh ABK, noka MHO He nocturuer > 2,0. B Teuenue nepBbIxX IByX JHEH
NIEPEXOTHOTO NIEPHUOA T0JKHA TPUMEHSTHCS CTaHIapTHAs HadanbHas 103a ABK ¢ nocnenyromeit
nozoit ABK, ompenensiemoii B 3aBucumoctu ot BenuunHel MHO. Bo Bpemsi oTHOBpeMEHHOTO
npuMeHenus npenapara Pusakcopen u ABK MHO nomkHo onpenenarbes He paHee, YeM depes
24 yaca nocie NpeapIayIEro NprueMa, Ho 10 pueMa CiIeaAyroueil 1036l penapaTta PuBakcopen.
[Tocne mnpekpamieHuss npuMeHeHus mnpenapara Pusakcopen 3nauenne MHO Moxer OBITH
JIOCTOBEPHO OMpPEJIEJICHO HE paHee, 4yeM uepe3 24 yaca mocie mpuema nocieqHed 103bl (CMm.
paznaenst 4.2, 4.5).

Ilepexoo ¢ napenmepanvubix aHmukoa2yiAHmos na npenapam Pusakcopeo

VY nanueHToB, MoyYaroluX MapeHTepaibHble AHTUKOATYJISIHTBI, CIeAYyEeT MPEKPATUTh BBEICHHE
MapeHTEPATbHOTO aHTUKOATYJISIHTa U HAUMHATh IPUMEHEHUe npenaparta PuBakcopen 3a 0-2 yaca
0 BPEMEHM CIIEYIOIIEro IUIAaHOBOTO MAapeHTEepaIbHOTO BBEACHHUS Ipernapara (Hampumep,
HU3KOMOJIEKYJISIPHOTO Te€TaprHa) Wi B MOMEHT MPEKpaIleHNs HEMPEPHIBHOTO MAPEHTEPATIbLHOTO
BBEJICHUS Mpenapara (HarpuMep, BHYTPUBEHHOTO BBEACHHSI HE(PAKIIMOHUPOBAHHOTO TEIIAPUHA).

Ilepexoo ¢ npenapama Pueaxcoped Ha napenmepanvHvle aHMUKOA2yIsiHMbl
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NPUHATH CIEIYIOUIYIO 103y Tpenapara PuBakcope.

Oco0BbIe IPVIIILI TAIUEHTOB

Hapywenue ¢pynkyuu novex
Hmeronyecs: orpaHMueHHbIE KIMHUYECKUE TAHHBIE IEMOHCTPUPYIOT 3HAUUTEIHHOE MOBBIIICHUE
KOHIIEHTpAlluu puBapokcadaHa B IUIa3Me KPOBH y MALMEHTOB C TSKEJION CTENEHBIO HapyILIEHUs
¢dyHkuuu mouek (KIupeHc KkpeatuHuHa 15-29 mu/mun). BeneacrBue 3Toro ajsi 3TOM KaTeropuu
nanueHToB PuBakcopen cienyeT MPUMEHSTb C OCTOPOXKHOCTHIO. IIpuMeHeHue mpemapaTta He
PEKOMEH/IOBAHO Yy MAllMEHTOB C KIIMPEHCOM KpeaTuHrHa < 15 mur/mMuH (cM. pasnens 4.4 u 5.2).
Y nanueHToB ¢ HapymeHneM (yHKITUH MOYeK JISTKOH (kimpeHc kpeatuHuHa 50—80 Mi1/MuH) win
cpennelt (knupenc kpeatuauHa 30—49 MI/MIH) CTENEHH TSHKECTH KOPPEKIUH JI036I HE TpeOyeTcst
(cm. paszen 5.2).
Hapywenue ¢pynxkyuu nevenu
[Ipemapar  PuBakcopen  NpOTHBONOKA3aH  MallMEHTaM ¢ 3a00J€BaHUSIMU  II€UEHH,
COIPOBOKAAIOIIUMHUCS KOAryJonaTueil 1 pucKoM KJIMHUYECKH 3HAUMMOI'0 PUCKY KPOBOTEUEHMUS,
B TOM YKCJIe TAIIUEHTaM ¢ IIUppo3oM TedyeHu kinacca B u C no knaccudukanun Yaina-ITsto (cMm.
pazmenst 4.3. 1 5.2.).
Loorcunou o3pacm
Koppexkiun 10361 He Tpebyercs (cM. pasaenst 4.4 u 5.2). Puck KpoBOTCUCHHUS YBETHUMBACTCS C
MOBBIIIIEHHEM Bo3pacTa (cM. paznen 4.4).
Macca mena
Koppexkiuu 10361 He TpeOyerces (cM. pasmens 4.4 u 5.2.).
Ilon
Koppexituu 10361 He Tpebyercs (cM. pazmen 5.2.).

€TH
be3onacHocth M 3QexTuBHOCT, NpuUMeHeHHs mpemnapara Pusakcopen, 2,5 mr, Tabnerkw,
MOKPBIThIE TICHOYHON 000JI0UKOH, y feTei B Bo3pacTe oT 0 10 18 sieT He ycTtaHOBIEHbI. [laHHbIE
OTCYTCTBYIOT. B B3 c 3TuMm, mpemapar PuBakcopen, TaOleTKH, MOKPBITHIE IUIEHOYHON
000JI0YKOH, 2,5 MI' He pEeKOMEHTyeTCsl K IPUMEHEHUIO Yy JIeTel B Bo3pacTe 110 18 ser.

Crrocob nmpruMeHeHus

BHyTpb, HE3aBHCHMO OT MpreMa Nuiu (cM. pasaensl 4.5 u 5.2).

Hzmenvuenue mabnemox

Ecnu nmanuenT He crnocobeH NporioTUTh TabJaeTKy HeTuKoM, TadneTka mpenapara Pusakcopen
MosxeT OBITH M3METIbUCHA U CMEIIaHa C BOJOW WM SIOJOYHBIM IIOPE HEMOCPEACTBEHHO IEpen

MIPUMEHEHHUEM U NMepOpaibHbIM IPUEMOM.
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u 6.6).
4.3. lIlpoTuBONOKa3aHNUs

e [unepuyyBCTBUTENHHOCTh K pHBapoOKcabaHy WM K JIOOOMY M3 BCIIOMOTaTeJIbHBIX
BEILIECTB, IEPEUUCIICHHBIX B pazjeine 6.1.

e KiMHMYECKH 3HAUMMOE aKTUBHOE KPOBOTEUEHUE.

e [loBpexxaeHHEe WIM COCTOSHHUE, CBA3aHHOE C IMOBBIIICHHBIM PHUCKOM OOJBIIOTO
KpoBoTeueHMs. Hanpumep, uMeromascss WM HEJABHO IIEPEHECEHHAas IKENyI04HO-
KUILEYHAs $3Ba, HAJMYME 3JI0KAYECTBEHHBIX HOBOOOPA30BAHMI C BBICOKHM PHUCKOM
KpOBOTEYEHMS], HEJJABHUE TPABMbI TOJIOBHOT'O WMJIM CIIMHHOTO MO3ra, HEJJaBHUE Ollepaluu
Ha TOJIOBHOM, CIIMHHOM MO3I€ WJIU TIjla3axX, HeJaBHEE BHYTPUUYEPEITHOE KPOBOU3IUSHUE,
JMarHOCTUPOBAHHBIA WJIM MpEIoJaraéMblii BApUKo3 BEH MUILEBO/A, apTEPUOBEHO3HbBIE
Manb(opMaIii, aHEBPU3MbI COCY/I0B WIIA CEPbE3HbIE MATOJIOTUU COCYI0B TOJIOBHOTO UITH
CIIMHHOI'O MO3ra.

e ComyrcTByromas Tepanus KaKUMH-TMOO JIpYyIrMMHM aHTHUKOAryJIsHTaMH, Harpumep,
He(PaKIIMOHUPOBAHHBIM F€apPUHOM, HU3KOMOJIEKYJISIPHBIMU refapuHaMu (SHOKCAapyH,
JJITENIapvH U T.[.), IPOU3BOAHBIMU renapuHa (poHIanapuHyKe U T.J.), IEpOPATbHBIMU
aHTHKoaryjasHTamu (BapdapuH, naburarpaHa STeKcuiaT, anukcabaH W T.1.), Kpome
CllyyaeB Mepexo/ia C AaHTUKOAryIsIHTHOM Tepanuu Ha pUBapoKcabaH MM Ha000poT (CM.
pasnen 4.2), wid TpU TNPUMEHEHHH He(PaKIMOHUPOBAHHOTO TemapuHa B J03aX,
HEOOXOIUMBIX Uil oOecrieueHus (PYHKIMOHUPOBAHUS LIEHTPAIBHOTO BEHO3ZHOTO WM
apTepuaibHOrO Karetepa (cM. pazaen 4.5).

e Jleuenne OKC npu nmomouiy aHTHarperaHToB y MAalMEHTOB, NEPEHECIIUX MHCYIbT WIN
TpaH3UTOPHYIO HileMudeckyto ataky (TUA) (cm. pazaen 4.4).

e [IpumeHeHHEe B COUETAHUU C AETHICATULMUIOBON KuciaoToM y nanueHtoB ¢ MbC unu
3IIA, paHee mnepeHecIIMX TI'eMOPpPAarMuecKUi WM JaKyHApHBIM HMHCYIBT, a TaKXe B
TE4EHHUE MEePBOro Mecsla Mocie Jo00ro HHCyIbTa (M. pasaen 4.4);

e 3aboseBaHUs [IEYEHH, IPOTEKAIOIIHNE C KOAryJonaTuel U pucKoM KIMHUYECKH 3HAUUMOT O
KPOBOTEYEHMsI, BKJIOUas IAaLUEHTOB C LHMpPpo3oM InedeHu kiacca B wm C mo
knaccudukanun Yana-ITeto (cM. pazaen 5.2).

e bepeMeHHOCTh U IEPHOJI TPYAHOTO BCKapMIMBaHusl (CM. paszzen 4.6.).
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CMNEPTHOMY OTYETY

V¥ nanmentoB nocne OKC s¢dextuBHOCT 1 6€30MacHOCTh puBapokcadana 2,5 mMr 2 pasza B CyTKU
ObUIM M3y4YeHbl B KOMOWHAIIMM C AHTHUArpeTaHTHBIMH CPEICTBAMH — AalleTHJICATHLIUIOBOM
KHUCJIOTOM WU C alleTUJICATTUIIUIOBOM KUCIOTON U KIOMUIOTPEIOM/ TUKIOMUAUMHOM.

VY manueHToB ¢ BBICOKUM puckoM umeMuudeckux coobituii ¢ UBC umu 3I1A 3¢ dexTuBHOCTS U
0e30MmacHOCTh pHBapokcabana 2,5 Mr 2 paza B CyTKH ObUIM HM3y4eHBI B KOMOWHAIIUU C
ALETUIICAIUIIWIOBON KUCIOTOM.

Y DainueHToB IMOCiie HEAABHO IEPEHECEHHON MpOLEAYypbl pPEBACKYISPHU3ALUN HIKHUX
KOHE4HOCTel BeneacTBre cuMnToMHOro 3I1A addekTuBHOCTS 1 6€30MaCHOCTh pUBapoKcabaHa B
no3e 2,5 mMr 2 paza B CyTKH ObUIM M3Y4€HBI B KOMOWHAIIMHM C aHTHArPETAaHTHBIM CPEICTBOM —
ALETUJICAIMIIMIIOBOM KUCIOTON MM € allETUIICAIMIIMIIOBOM KMCJIIOTOM M KPAaTKOCPOYHOM Tepanuen
kionuporpenoM. Ilpu  HEOOXOAMMOCTH  ABOWHAs  aHTUTPOMOOLIMTapHAas  Tepamusi C
KJIOTHUJIOTPENIOM JIOJKHA OBITh KPAaTKOCPOYHOM; cieayeT wu30eraTh IMTEIbHOW JBOMHOMN
AHTUTPOMOOIIMTAPHOHN TEpaInu.

[IpumeHeHre B KOMOWHHUPOBAHHON Tepanmuu C JAPYTMMU aHTUArpEraHTHBIMHU CpPEICTBAMHU
(HampuMep, IPacyrpesioM WM TUKArpeaopoM) He ObLITO U3YyYeHO U HE PEKOMEHI0BaHO.

B Teuenue Bcero nepuoja 1e4eHUs PEKOMEHIyeTCs KIMHIYEeCKOe HA0II0AeHHE B COOTBETCTBHH C
KJIIMHUYECKON MPAKTUKOW MPUMEHEHMSI aHTUKOATYJISIHTOB.

Puck xpoBoTeueHusa

Kak u npu npueme Apyrux aHTHUKOATYJISIHTOB, HEOOXOIMMO TIATEIbHO HAOMI0aTh MAIlEHTOB,
MPUHUMAIOIINX TIpenapatr PuBakcopen, Ansi BBISBICHHs MpU3HAKOB KpoBoTeueHus. [Ipemapat
PEKOMCHAYCTCA IPHHUMATh C OCTOPOXHOCTBIO IIPU COCTOAHHAX C IOBBINICHHBIM PHUCKOM
KpoBOTeUeHHMsI. B ciydae TspKenoro KpoBOTE€UEHHUs MpueM IpenapaTta PuBakcopen 10keH ObITh
npekpaitieH (cM. pazzaen 4.9).

B KIMHMYECKMX HCCIEOBAaHUSX KpPOBOTEUEHUS U3 CIM3MCTBIX O000J0YeK (a HMEHHO
KpOBOTEUYEHHE M3 HOCA, JEeCeH, kenyqouHo-kuieyHoro Tpakra (JKKT), modenonoBoit cuctemsl,
BKJIIO4Yasi aHOMAJIbHOC BarvHAJIbHOC HUJIM YCHUJIICHHOC MCHCTPYaJIbHOC KpOBOTe'-IeHI/Ie) U aHEMUA
HaOJII01aHCh Yallle IPU UTUTEIbHOM JICUeHUH pUBapOKcabaHOM B JOMOJIHEHHE K MOHOTEPAIIuU
WIN JIBOMHOM aHTUTpOMOOIMTAapHOH Tepanuu. Takum oOpa3oM, B JOMOJHEHUE K HaJUIekKaleMy
KIIMHUYECKOMY HaOJIIOICHHUIO JIA0OPATOPHOE HCCIEAOBAHUE TeMOTJIOOMHA/TeMAaTOKPUTA MOXKET
OBITH 3HAYUMBIM IJIs1  BBIABJICHUSA CKPBITBIX KpOBOTe'-IeHI/Iﬁ A KOJIWYECTBEHHOM OLICHKHU
KJIMHUYECKON 3HAaUMMOCTH SIBHBIX KPOBOTEUEHHI B CIIydasX, KOTJa 3TO IPUMEHUMO.

Heckonpko moAarpynn nanueHToB, yKa3aHHbIE HIKE, UIMEIOT MOBBILIICHHBIH PUCK KPOBOTEUEHHUS.
B cBsf3m c 3THM TpW npuUMEHEHWH Tipenapara PuBakcopenq B KOMOWHAIMKM C JIBOWHOU

AHTUTPOMOOIIUTAPHOM Tepamueld Yy TMAalUeHTOB C M3BECTHBIM IOBBIIIEHHBIM PUCKOM
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aTepoTpoMOOTHUECKHX coObITHH. Takke HEOOXOAUMO TIATETHFHO HAOIIOAATh TAKUX MMAIIUEHTOB
MocJie Hayvasa JICYCHHsI Ha MPU3HAKU U CHMITTOMBI OCJIO)KHCHHI B BUJIC KPOBOTCUCHHUHN M aHEMUU
(cm. pasnen 4.8). IIpu n1r060M HEOOBICHMMOM CHHIKEHHWH TEMOTJIOOMHA WM apTepUaIbHOTO
JIaBJICHUS] HEOOXOJJMMO MCKATh UICTOYHUK KPOBOTCUCHHSI.

Tepanus puBapokcabaHoM He TpeOyeT pyTHHHOT'O MOHUTOPUHTA €ro SKCHo3ulun. TeM He MeHee,
U3MEpEeHUE KOHLIEHTpAIlMK puBapokcabaHa C TMOMOLIbI0 KaTMOpPOBAaHHOTO TecTa s
KOJIMYECTBEHHOTO  ONpE/ACICHUS aHTU-Xa aKTHUBHOCTH MOXXET OKa3aThCs TIIOJIC3HBIM B
UCKJTFOUUTENIFHBIX CITyYasx, Korna uHbopMalims 00 3KCIO3UIUN pHBapoKcabaHa MOXKET OBITh
UCIIOJIb30BAaHA MPH TPHUHATAW KJIMHUYCCKU 3HAYUMBIX PCIICHUH, HAmpuMep, B CiIydae
Mepe03UPOBKHU HWIIH SKCTPEHHOT'O0 XUPYPIHUECKOTO BMEIIATeNbCTBA (CM. pazaeinsl 5.1 u 5.2).

Hapymenue d)VHKHI/II/I IIO4YCK

VY nanueHToB C TSHKENbIM HapylleHHeM (yHKIUM modek (KiupeHc kpeaTuHuHa < 30 Mi/MHH)
KOHIICHTpAUsl pUBapoKcabaHa B IIa3Me MOXKET ObITh 3HAYMTEIBHO MOBBIIEHHOH (B 1,6 pasza B
CpEHEM), UTO MOKET NPUBECTHU K MOBBILLIEHHOMY PUCKY KpoBoTeueHuil. [Ipenapar PuBakcopen
JIOJDKEH MPUMEHSTBHCS C OCTOPO’KHOCTBIO y NAIIMEHTOB € KJIMPEHCOM KpeaTHHHUHA 15—29 mu/MuH.
[TpumMeHeHue npenapaTa He PEKOMEH/IyeTCs Y MAlMEHTOB ¢ KJIMPEHCOM KpeaTuHuHa < 15 Mii/MuH
(cm. paznmensr 4.2 1 5.2).

[Ipennapatr PuBakcopen cneayeT NPUMEHSTh C OCTOPOXKHOCTBIO Yy MAIMEHTOB CO CpenHel
CTENEHbI0 HapyleHus (QyHKIMM rouek (KiaupeHc KpeaTuHuHa 30—49 mi/MUH), TOTy4aroLIUMX
COITYTCTBYIOIIME Tpenaparbl, KOTOPbIE YBEIUYMBAIOT KOHIEHTPALMIO pPUBapoOKcabaHa B Ila3zMe
(cm. paznen 4.5).

BSaHMOHeﬁCTBHC C JAPpYIUMHU JICKAPCTBEHHBIMHU ITpCriapaTaMiu

[Ipumenenue mpenapata PuBakcopen HE PpPEKOMEHIyeTCs Yy MAaIMEeHTOB, IOJIYyYaoIIMX
COITYTCTBYIOIIEE CHCTEMHOE JICYEHHE Aa30JI0OBBIMH IPOTHBOIPHOKOBBIMU  IpernapaTaMu
(Hampumep, KEeTOKOHA30J1, UTPAKOHA30J1, BOPUKOHA30JI M TT03aKOHAa30J1) Wi nHruoutopamu BUY-
npoTea3 (HampuMmep, PUTOHABHPOM). DTH TpenapaThl SBISIOTCS MOUIHBIMH HWHTHOMTOpaMU
CYP3A4 u P- rmukonporenna. Takum o0pa3om, 3TU IIpemnapaTsl MOTYT MOBBIIIATH KOHIICHTPAITHIO
puBapokcabaHa B TIa3Me KPOBH J0 KIMHUYECKU 3HAUUMBIX 3Ha4eHHi (B 2,6 pa3za B CpeIHEM), UTO
MOJKET IMPUBECTHU K MOBBILIEHHOMY PUCKY KpOBOTeUeHHUH (cM. pazzaen 4.5.).

Crnemyer coOmogaTh OCTOPOKHOCTB, €CIIM MAIlMEHT OJHOBPEMEHHO TOJIydYaeT JIEKapCTBEHHBIE
mpemnapaTsl, BIUSIONIME Ha TEMOCTa3, TaKMe KaK HECTePOUJHBIC MPOTHUBOBOCHAIUTEIHHBIC
npenapatsl (HIIBII), anteTnincanuuioByro KHCIOTY U HHTUOUTOPHI arperaiuy TPOMOOITUTOB HITH
CEJICKTUBHBIC HHTUOMTOpPHI oOpaTHOoro 3axBara ceporoHnHa (CHUO3C) u cenexkTUBHBIC

WHTHOUTOPHI OOpaTHOTO 3axBaTa cepoTroHMHa W HopanuHedpuna (CMO3CH). Ilamuentam c
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COOTBETCTBYMOIIEE TPpodUIaKTHIECKOE JeueHue (cM. pazuen 4.5.).

Ecnu mamueHTsl modydaroT mpenapar PuBakcopen M aHTUTPOMOOILMTApHBIC IPENaparthl,
UCTIONIB30BaTh conmyTcTBytomnyto Teparnuto HIIBIT crnemyer, TONBKO €ciiu 1MoJib3a NepeBenBacT
PHCK KPOBOTEUCHHUSI.

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

PuBapokcabaH, Kak u Jpyrue aHTATPOMOOTHYECKUE CPECTBA, HE PEKOMEHIYETCSI K IPUMCHEHHUIO
HalyueHTaM, HMEIOIIMM TTOBBIIIICHHBIH PUCK KPOBOTCUCHUH, B TOM YHCIIC:

*  BpPOXKCHHAS WK MPHOOPETCHHAS CKIIOHHOCTh K KPOBOTCUCHHSIM;

° HCKOHTPOJIMpYCMad TAXKEIad apTCpualibHasd TUICPTCH3UA,

e Jpyrue 3a00JieBaHHs JKEITYIOYHO-KHUIICYHOIO TpakTa O0e3 aKTUBHOIO H3bS3BJICHUA,
KOTOpbIC MOTEHIMAILHO MOTYT MPUBECTH K OCIOKHEHHSIM B BHJE KPOBOTCUCHHIA
(HampuMep, BOCHATUTENbHOE 3a00JICBAHWE KHIICYHHKA, 9330(pardur, TracTPUT W
ractpo33odareabHas pedurroKcHast 00JIC3Hb);

*  COCYAMCTas PeTHHOIIATHSI;

*  OpOHXOAKTa3bl WM JIETOUHOE KPOBOTEUCHUE B aHAMHE3E.
Hcnons3oBats ¢ octopoxkHOCThIO y arueToB ¢ OKC u UBC/3I1A:

* Bo3spact > 75 ner, ecnu npuHUMAETCS BMECTE € alUECTWICATAIIMIOBON KHUCIOTON HIIH C
AUETWICATMIMIOBOM  KUCJIOTOW M KJIoNUWJorpesoM/TuxnonuanHoM. HeoOxomumo
PETYJIIPHO HHAUBUAYAIBHO OLICHUBATH COOTHOILIEHHUE MOJIb3bl U PUCKA OT JICUEHHUS.

* Huskas macca Tena (< 60 Kr), eciii IpUHUMAETCS] BMECTE C alleTHIICATULIMIOBON KUCIIOTOM
WIH C alleTUJICATMIIMIOBON KUCIOTOM U KIIOMH 10T PEIOM/TUKIOMUJMHOM.

* [lammmentet ¢ MWBC wu TsOKEMONM CHUMIOTOMHOM CEpPACYHOM HEIOCTATOYHOCTHIO.
HccnenoBanus MOKa3bIBalOT, YTO TAKHE MALMEHTHI MOTYT MOJYYUTh MEHBIIE MOJIb3bI OT
JIeYeHHs pUBapOKCaOaHOM.

[TanmeHTsI C pakoM

[TarueHTHl €O 370KaUECTBEHHBIM 3a00JeBaHMEM MOTYT OJHOBPEMEHHO IojBeprarbcst Oosee
BBICOKOMY PUCKY U KpOBOTEeUEHHs, U TpoMOo3a. HAMBHIyanbHAs T0Ib3a aHTUTPOMOOTHYECKOM
Tepanuu T0JDKHA OBITh COTMIOCTaBICHA C PUCKOM KPOBOTEUECHHUS Y MAIMEHTOB C aKTUBHBIM PaKoM
B 3aBHCHMOCTH OT JIOKQJIM3AIUH OITYXOJH, IPOTUBOOITYXO0JIEBOM Tepalluu U CTaANH 3a00JI€BaHUS.
Onyxonu, pachoJIOKEHHbIE B JKEIYJOYHO-KUIIEYHOM HWJM  MOYENOJIOBOM  TpaKTe,
ACCOIIMMPOBAIIMCH C MOBBIIIEHHBIM PHUCKOM KPOBOTEUEHHS BO BpeMs Teparuy puBapOKCabaHOM.
[IpumeHenue puBapokcabaHa y NalMEHTOB CO 3J0KAYECTBEHHBIMH HOBOOOPA30BaHUSAMH H
BBICOKMM PUCKOM KPOBOTEUEHUsI TPOTUBOMNOKa3aHo (cM. pa3zaen 4.3.).

ITanmeHTHl ¢ HICKYCCTBEHHBIMH KJIAITaHAMU cepAla
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HE/IaBHIOI0 TPAHCKATETEPHYIO 3aMEHY aopTajbHOro Kianana. besomacHocTh u 3(pPeKTUBHOCTD
IIpUMEHEHHUs IpenapaTta PuBakcope HE U3y4aluch y MALUEHTOB C UCKYCCTBEHHBIMM KJIallaHAMU
cepaua, CleaoBaTebHO, HET JMJaHHBIX, IOATBEPXKAAIOIIMX, 4YTO MPHUMEHEHHE Ipenapara
PuBakcopen obecrneunBaeT MOCTATOUHBIM aHTHKOATYJISHTHBIA 3(PQeKxT y AaHHON KaTeropuu
nanueHToB. JleueHne TakuX NaUeHToB IIpenapaToM PruBakcopen He peKOMEHyeTCsl.

[NanuenTs! ¢ aHTHHOCHOIUIUAHBIM CHHIPOMOM

[IpumeHeHne mepopaibHBIX aHTUKOATYJISHTOB MPSMOTO JCUCTBHS, BKIIOYAs pUBapoKcabaH, HE
PEKOMEHIyeTCsl Y TAIMEHTOB, UMEIONTUX TPOMOO3bl B aHAMHE3€, Y KOTOPBIX JUAarHOCTHUPOBAH
aHTU(POCHOTUNHUIHBI CHHAPOM. B 4YacTHOCTH, y MAalMEHTOB C TPOWHBIM TO3UTHBHBIM
aHTU(POCHOTUIUIHEIM CHHAPOMOM (HATUYHE BONYAHOYHOTO AHTHKOATYJSHTA, AHTUTENI K
KapAMOJIWIHMHY M aHTHTeN K OeTa-2-rmukonpoTenHy [) Tepamus mepopaibHBIMU
AQHTUKOATYJIIHTAMH TPSIMOr0 JCHCTBHS MOKET COINPOBOXKJIATHCA TOBBIIIEHHON YacTOTOM
PEIUAMBOB TPOMOOTHYECKUX COOBITHI B CPAaBHEHUU C TEepAIKMel aHTaroHucTaMu ButamuHa K.
[ManueHnTs! ¢ nHCYIbTOM W/nnu TUA B aHamHese

Tayuenmwvr ¢ OKC

[Ipuem npenapara PuBakcopen 2,5 mr npotuBonokasas y nauueHToB ¢ OKC, umeromumx HHCyIbT
umn TUA B anamuesze (cM. paszen 4.3). beuio mpoBeneHO ucciaeAoBaHUE JHUIIh HECKOJIbKHX
naiueHToB ¢ OKC, nmeronux B aHamHe3e UHCYIbT i THUA, HO monydeHHble OrpaHUYEHHbIE
JaHHBIE JEMOHCTPUPYIOT OTCYTCTBUE KIMHUUYECKOHN BBITOJIBI OT JICYEHHSI Y TAKUX MALMEHTOB.
Hayuenmvr ¢ UBC/3114

[Matiuentsr ¢ UBC unu 3I1A ¢ Hamuymem B aHaMHE3€ TeMOPPArndyeckoro WM JIaKyHapHOTO
WHCYJIbTa, WIN y KOTOPBIX HaOJIOJalICd WIIEMHUYECKUH HEJaKyHapHbI HHCYJIBT B TEUEHUE
IPEIIECTBYIOIIETO MecsIa, He U3y4aauch (cM. paszen 4.3).

[TarueHTsI IOCTIE HETABHO NEPEHECEHHOM MPOLIEAYPHI PEBACKYIISIPU3ALIMA HUKHUX KOHEYHOCTEN
BcaeacTBrue cuMnToMHOro 31TA ¢ npemmectByrommm nHCynbToM Wi TUA He n3ydanuce. ¥ 3tux
MAIMEHTOB, MOTYYaIOIINX JBOMHYIO0 aHTUTPOMOOLIUTAPHYIO TEPAIUIO, CIeAYEeT N30eraThb JeueHus

npenapatoM PuBakcopen 2,5 mr.

CHI/IHaHBHaSI/BHI/IHVDaHBHaSI AHCCTC3WA MW TYHKIHA

[lpy  BBIMONHEHWHM  HEHPOAKCHAIBLHON  (3MUIAYpalbHOW/CIMHAIBLHON)  aHECTe3UH WU
CHUHAIBHON/ANUAYypaIbHOW IMYHKUMM [alUeHTaM, MOJy4yarolluM aHTHUTPOMOOTHUYECKHE
npenapatsl ¢ IeNbl0 MPOQHIAKTUKA TPOMOOIMOOIUYECKUX OCIOKHEHUH, CYIIECTBYET PHUCK
Pa3BUTHSA YIUAYPAIBHON UIIU CIIMHAJIBHOM T'€MAaTOMBI, KOTOpasi MOXKET IIPUBECTH K JJIUTEILHOMY

WM [TOCTOSIHHOMY Hapaauyy.
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MOCTOSTHHOTO  SMUIYPAIbHOTO KaTeTepa WM COMYTCTBYIONICH Tepanmuu JIeKapCTBEHHBIMU
npernapaTamMu, BIUSIONIUMU Ha TeMOCTa3. TpaBMaTHYHOE BBIMOJHEHHE SIUAYPATBHOW WU
CIMHHOMO3TOBOW MYHKIIMU WJIM MOBTOPHAs MyHKIUS TaKXK€ MOTYT MOBBIIATH pUcCK. [lanueHTsl
JOJKHBl HAaXOJIUThCS TMOJA HaOJMIOACHHEM Ui BBIABICHUS MPU3HAKOB WU CHMIITOMOB
HEBPOJIOTUYECKUX HApyIIeHWH (HampuMmep, OHEMEHHE WM CcIaboCTh HOT, IUCHYHKIUS
KHUIIEYHUKA WJIA MOYeBOro my3bipsi). [lpu oOHapyXeHHH HEBPOJIOTHYECKUX PACCTPOUCTB
Heo0XouMa CpoYHasi AMArHOCTHKA U JICUEHUE.

Bpau gomkeH CcOMOCTaBUTh NOTEHUUAIbHYIO TIOJIB3Y M PHUCK Tepel MpoBeleHUEM
HelpoaKkCcHaIbHOTO BMEIIATEIHLCTBA MMAIIMEHTAM, ITOJYYAOIIUM aHTHKOATYJISHTBI, WA KOTOPBIM
TUTAHUPYETCSl Ha3HAYCHUE aHTUKOATYJISTHTOB C IEJBI0 MPO(PHIAKTUKH TPOMOO30B.

OnpIT KJIMHUYECKOTO TMpUMEHEHHs mpemnapara PuBakcopexn 2,5 Mr c aHTHarperaHTHBIMU
CpPEeICTBAMU B OMNHMCAHHBIX CHUTYallUsAX OTCYTCTBYeT. MHruOGuTOphl arperanuud TPOMOOIIMTOB
HEO0OXOIMMO OTMCHHUTH B COOTBETCTBUU C HHCTPYKIIMEH TPOU3BOTUTEIIS.

C T1enpl0  CHWKCHHSI TIOTCHIMAIBHOTO PHUCKA KPOBOTEYCHHUS, AaCCOIMHUPOBAHHOTO C
OJIHOBPEMEHHBIM  TPUMEHEHHUEM pHuBapoKkcabaHa U  BBIOJHEHHWEM  HepoakcHanbHON
(AU aypanbHOW/CIIMHANBHON) AHECTe3MH WM CIHHAIBHONW MYHKIMH, CIIEAYEeT YYUTHIBATH
(dhapMakOKMHETHYECKUN Tpoduiib puBapokcabaHa. YCTaHOBKY WM YAQJICHHE SMUIYpPaTbHOTO
KareTepa WU JIFOMOATBHYIO MYHKIMIO JIYYIle TPOBOJWTH TOTJA, KOTJA AHTHKOATYJISHTHBIN
s dext puBapokcabaHa OIlEHUBAETCS Kak ciadblii (cM. pasaen 5.2.). OnxHaKo TOYHOE BpeMsl TSt
JTOCTHIKEHHUSI JIOCTATOYHO HHU3KOTO AHTHUKOAryJISIHTHOTO dS(dekTa y KaxAoro maiueHTa
HEH3BECTHO.

PeKOMeHI[aIII/II/I 110 IIpUEMY IIpfliapara 10 M II0CJ€ MHBA3UMBHBLIX IIPOLICAYP U XHUPYPTHYCCKHUX

BMENIATEIbCTB
Ecnu Heo6xoanMo npoBe/ieHHe MHBa3UBHOM MPOLEAYPhl HIIM XUPYPIUYECKOro BMENIaTeNbCTBa,
npueM npenaparta PuBakcopen 2,5 mr cienyer npekpaTtuTh IO KpalHend mepe 3a 12 gacoB 110
BMENIaTeIbCTBA, €CJIU 3TO BO3MOXKHO, U HA OCHOBaHUH KIIMHUYECKOW OIIEHKHU Bpaya.

Ecin mnanueHTy mNpoBOAUTCS IUIAHOBOE OINEPATHBHOE BMEHIATENBCTBO M HEXKENATENIEH
AHTUTPOMOOIMTAPHBIN 3 deKT, mpUuMeHeHre UHTMOUTOPOB arperaud TPOMOOLUTOB CIEIyeT
MPEeKpaTUTh, KaK YKa3aHO B HHCTPYKLUMU IO TNPUMEHEHHUIO TIpemnapara, MpeAocTaBiIseMon
IIPOU3BOIUTEINIEM.

Ecnn nponenypy Henb3sl OTJIOKUTD, MOBBIIMIEHHBI PUCK KPOBOTEYEHHUs CIIEIYET OLICHUBATHh B
CpaBHEHHH C HEOOXOIUMOCTHIO CPOYHOT'O BMEIIATENbCTBRA.

[Tpuem npenapara PuBakcopen cienyer BO30OHOBUTH, KaK TOJIBKO 3TO OyAET BO3MOXKHO, TOCIIE

WHBA3UBHOU mpoucaypsl UJIKM XUPYPrud€CKOro BMEIIATEIbCTBA, €CIIU IMO3BOJICT KIMHHUYCCKAA

10



COOTBETCTEBYET 2K l':_ [NEFTHOMY OTYETY

oT 22052024 N= 3

KapTHHA U JOCTUTHYT aJeKBaTHBIN reMocTas, 4To onpeﬂg%ﬁ-@qﬁ;@ﬂlﬁﬂgﬁéﬁ fbw& 'i;a"éz[en

5.1.).

I1oskmiion Bo3pact

PUCK KpOBOTEUYEHUS] MOXKET YBEIMIUBATHCS C MOBBINICHUEM Bo3pacTta (cM. Paszmen 5.2.).

KoxxHbIe peakniuu

[Tpu mpoBeaeHUH TOCTPETUCTPANIMOHHBIX HAOMIOACHHU COOOIIANIOCH O CIydasX BOZHUKHOBEHUS
CePbE3HBIX KOXHBIX peakiui, BkiIo4as cuHapoMa CruBeHca-/[)koHCOHA |/ TOKCHYCCKHIA
snuaepMaNbHbId Hekpoin3 U DRESS-cunapom, Ha ¢onHe mpumenenus puBapokcabana (CM.
pa3nen 4.8). IlanueHTsl, TO-BUAUMOMY, HOJBEPralOTCs HAUOOJbIIEMY PUCKY BO3HUKHOBEHUS
ITHX peaKIUi Ha paHHUX ITAIAX JICUCHHUS: HAYAJIO PEaKIIUU B OOJIBIIIMHCTBE CITy4aeB MPOUCXOIUT
B TCUCHUE MEPBBIX HEJEINb JicueHUs. [Ipu mepBoM NOSIBIICHUH TSKEIOW KOKHOM ChIIH (HAIpumep,
IIpU €€ PaclpOCTpaHECHUH, UHTCHCU(PUKAIIUN /W 00pa30BaHUU BOJABIPEN) WU MPU HAJTHMYUU
JIPYTHX CUMIITOMOB TMIIEPYYBCTBUTEIBHOCTH, CBSI3aHHBIX C MOPAKEHUEM CIHM3UCTON 00OJIOUYKH,

CIIEZyeT MPEKPATUTh TEPAITUIO PUBAPOKCAOAHOM.

BcnomMorarennHble BelecTBa

[Ipemapar PuBakcopen coxepxutT Jnakro3y. [lanmmeHTamMm ¢ penko BcTpedaroleics
HACJIEJICTBEHHOW HEMEPEHOCUMOCTHIO TaIaKTO3bl, Ae(PUIIMTOM JIaKTa3bl JOMApPEeH WU TIIOKO030-

raJlakTO3HOM MalibabcopOLuel He clieayeT MpUHUMAaTh 3TOT Mpenapar.

4.5. B3aumojeiicTBHe ¢ JPYrMMH JEeKAPCTBEHHBIMH MpenapaTramMu u Japyrue ¢opmbl
B3auUMOAeHCTBUSA

Nuaruduropsl CYP3A4 u P-rmukonporenHa

CoBMecTHOE NpUMEHEHHE puBapokcadaHa M KerokoHazona (400 Mr oauH pa3 B CYTKH) WU
puronasupa (600 Mr 1Ba pa3a B CyTKH) IPUBOIHIO K ToBbIIeHUI0 cpeanein AUC (rutomans moa
(apMaKOKUHETHYECKON KPUBOI «KOHLIEHTpAIMs — BpeMsi») puBapokcabaHa B 2,6 pasza /2,5 pa3za
Y YBEIMUCHHIO CpelHell MakcuMaibHOW KoHueHTpauuu (Cmax) puBapokcabana B 1,7 pasa / 1,6
pa3a co 3HAYUTENIbHBIM ycUJeHHeM (apMakoInHaMU4ecKuX 3(pPeKToB JaHHOTO Mpenapara, YyTo
MOJKET NMPUBOJNUTH K YBETUUYEHUIO PHCKa KpoBoTeueHUs. B cBsizu ¢ 3Tum npenapat PuBakcopen
HE PEKOMEHJYETCS] K INPUMEHEHHUIO y MAallMEeHTOB, MOJYYaIOIUX COMYTCTBYIOIIEE CHCTEMHOE
JeYeHHE Qa30JIOBBIMH MPOTHBOTPHOKOBBIMU  TIpenapaTaMmy, TaKMMH KaK KETOKOHAa30JI,
UTPAaKOHAa30J1, BOPUKOHA30JI U [103aKOHA30JI, WM MHruouTopamu npoteassl BUY. Otu akTuBHBIE
BEIIECTBA SABJIAIOTCS MOIIHBIMU HHTHOUTOpamMu 1 CYP3 A4, u P-rnmukonpotenna (cm. pa3aen 4.4.).
AKTUBHBIE BEIIECTBA, CHJIbHO WHTUOMpYIOLIME TOJBKO OJUH M3 IyTed BBIBEACHUS
puBapokcabana, wiu CYP3A4, win P-rmukonpoTenH, BEpOsSTHO, B MEHbIIEH CTEreHH OynyT

MOBBILIATH KOHIIEHTPAIIMIO pUBapoKcadaHa B TIa3Me.
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unrunouropom CYP3A4 u ymepeHHBIM HHTHOUTOPOM P- TIHMKONPOTENHA, BHI3bIBAN YBEIUYCHUE
cpenneit AUC puBapokcabana B 1,5 paza u yBennuenne Cmax B 1,4 pa3a. BzaumonelictBue ¢
KJIApPUTPOMHULIMHOM CYMTAETCS KJIMHUYECKH HE3HAuYMMBbIM JUld OOJIBIIMHCTBA IAallMEHTOB, HO
MOXET OBbITh MOTEHLUAIBHO 3HAUYMMBIM [yl IALMEHTOB W3 TPYMIbl BBICOKOTO pucKa (A
MAIMEHTOB ¢ HapymIeHneM (QyHKIUY MoYeK) (cM. pasnen 4.4.).

Opurpomurue (500 Mr Tpu pasa B cytku), ymepeHHbiil uHruoutop CYP3A4 u P-rimkonporenna,
BbI3bIBANl yBenmueHue 3HadeHmi cpeaHeii AUC u Cmax puBapokcabana B 1,3 pa3sa.
B3aumoneiictBue ¢ 3pUTPOMHMLIMHOM CYMTAETCS KJIMHUYECKH HE3HAUYMMBIM Ui OOJbIIMHCTBA
NAIMEHTOB, HO MOXET OBbITh MOTEHIMAIBLHO 3HAYUMBIM I NALMEHTOB U3 IPYIIbI BHICOKOTO
pucka.

VY manueHToB ¢ Jerkoil crenenpto HapymeHus QyHKuu nouek sputpomMutiud (500 Mr tpu pasa B
CYTKH) BbI3bIBaJ yBenuueHue 3HaueHuii cpenneit AUC puBapokcabana B 1,8 paza 1 Cmax B 1,6
pasa 1o CpaBHEHUIO C MAIMEHTAaMH ¢ HOPMaJIbHON (DyHKIMEW MoYeK. Y MalMeHToB CO CpeaHer
CTENEHbIO HApYIIEHUs (PYHKIUU [TOYEK IPUTPOMULIMH BbI3bIBAJ YBEJIMUEHHE 3HAUEHUN CpeHel
AUC puapoxkcabana B 2,0 paza u Cmax B 1,6 pa3a 1o cpaBHEHHIO C MalUEHTAMHU C HOPMAaJIbHOM
bynkuueit nouek. Ih eKT SpUTPOMULIMHA SIBIISETCS aITUTUBHBIM K HApYIIEHUIO (PYHKIIMH OYEeK
(cm. paznmen 4.4.).

®nykonazon (400 Mr oauH pa3 B CYTKM), KOTOPBIM CUYMTAETCs YMEPEHHBIM WHTHOUTOPOM
CYP3 A4, Bei3iBan yBenuuenue cpeaneit AUC puBapokcabana B 1,4 pa3a 1 yBeauueHue cpeaHen
Cmax B 1,3 pa3za. BzaumogeiictBue ¢ (IyKoHA30J0M CUMTAETCS KIMHUYECKH HE3HAYMMBIM IS
OOJBIIMHCTBA MAMEHTOB, HO MOXKET OBITh MOTEHIIMAIBHO 3HAYUMBIM ISl TAIIUEHTOB U3 TPYIIIIbI
BBICOKOI'O pHCKa (ISl MallMEHTOB C HapylleHHeM (QYHKIUU ToYeK cM. pasaen 4.4.).

Ha ocHOBaHMM HMEIOIIMXCS OrpAaHUYEHHBIX KIMHUYECKUX JaHHBIX HE0OXoIuMo wu30erarb
COBMECTHOI'O IIPUMEHEHUS puBapoKkcadbaHa ¢ APOHETAPOHOM.

AHTHKOAryIsIHTEI

[Tocne oOIHOBpPEMEHHOTO NPUMEHEHHs »SHOKcamapuHa (ogHOKpatHas po3a 40 wmr) u
puBapokcabaHa (ogHOKpaTHas 1o3a 10 mr) HabOmromanIcs CyMMaMOHHBIN 3(()eKT B OTHOILIEHUH
aHTH-Xa aKTUBHOCTH, 0€3 KaKoro-1100 JOMOIHUTEILHOTO BIMSHUS HAa IOKA3aTeIN CBEPThIBAHUS
(IIB (mporpombunoBoe Bpemsi), AUTB (akTMBHpOBaHHOE YacTHMYHOE TPOMOOIJIACTHHOBOE
BpeMmsi)). DHOKcanapuH He U3MeHsUT papMakKOKMHETHKY pUBapokcabaHa.

B cBs3u ¢ MOBBIIEHHBIM PUCKOM KPOBOTEUEHHUs] HEOOXOAUMO COOJIIOJIaTh OCTOPOXKHOCTH MpPHU
COBMECTHOM NMPUMEHEHUH C JTIOOBIMU APYTUMH aHTHKOATYJISIHTaMH (CM. pa3zaens 4.3., 4.4.).

HIIBIT/vHrnOuTOopsl arperaii TDOMOOIIMTOB
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KIIMHUYECKH 3HAYMMOTO YBEIMYCHHUS BPEMEHH KPOBOTEUEHHS HE HaOM0Manock. Tem He MeHee, y
OTJICIBHBIX JIUI] BO3MOKEH 00Jiee BhIpaXECHHBIN (hapMaKoIMHAMUYICCKUI OTBET.

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

Knonunorpen (narpy3ounas go3a 300 Mr, 3a KOTOpO# cieAyeT moa/iep KUBaroias 103a 75 Mr) He
MPOJEMOHCTPHUPOBAI (hapMaKOKMHETHYECKOTIO B3aUMOICHCTBUS ¢ puBapokcadanom (15 mr), HO B
MOJArPYIIIe NallMeHTOB Ha0JII01a7I0Ch 3HAYMMOE YBEIMYEHUE BPEMEHH KPOBOTEUEHHU S, KOTOPOE HE
KOPPETUPOBAIO CO CTENEHBI0 arperamud TPOMOOLMTOB W COAEp)KaHUEeM P-celekTnHa WM
GPIIb/I1Ia-penenTopa.

HeoOxomumo coOmrogaTh OCTOPOXKHOCTh mHpu coBMecTHOM mpumeHenun ¢ HIIBIT (Bxmrouas
AlETUIICATUIIMIIOBYIO KHUCJIOTY) U MHTUOMTOpPAMU arperaidd  TPOMOOLIMTOB, TOCKOJIBKY

MPUMEHEHHE ITHX IPErapaToB 0ObIYHO IMOBHIIIAET PUCK KPOBOTeUEHUS (cM. pazzaen 4.4.).

CHO3C / CUO3CH

Kak u B cilyyae IpUMEHEHHs IPYI'MX aHTHKOAryJsHTOB, BO3MOXXHO YBEIMYEHHE PHCKa
KPOBOTEUCHMsI Y HAllMEHTOB, OJHOBPEMEHHO NPUMEHSIOIINX PUBApOKCabaH C CEeNeKTUBHBIMU
uHruouTopamu odpatHoro 3axBaTta cepoToHnHa (CMO3C) win cenekTUBHBIMU MHTHOUTOpaMuU
obpatHoro 3axBata ceporoHnHa u HopanuHedpunHa (CHMO3CH), BciencTtBue BIUSHUS DTHX
npenapaToB Ha TpoMOOUMTHL. Pe3ynbTaThl KIMHUYECKHUX HCCIEI0BaHUM puBapokcabaHa
IPOIEMOHCTPUPOBAIM YUCICHHOE MOBBIIIEHHE OOJIBIINX U HEOOIBIINX KIMHUYECKH 3HAUMMBIX
KPOBOTEUYEHMH BO BCEX IpyMIax JeueHus! Ipu COBMECTHOM MPUMEHEHUH 3TUX MPEnapaTos.
Bapdapun

[Tepexon manueHtoB c aHrtaronucra ButamuHa K Bapdapuna (MHO ot 2,0 mo 3,0) Ha
puBapokcaban (20 mr) wiu ¢ puBapokcabana (20 mr) na Bapdpapun (MHO ot 2,0 no 3,0).
yBenuuuBai nporpomOuHoBoe BpeMsi/MHO (Neoplastin) B Oosbliieii cTeneny, 4em npu IpocToM
cymmupoBanuu 3¢ dexroB (otaenbubie 3HaueHHss MHO moryt mocturats 12), B TO BpeMs Kak
BrnusHue Ha AUTB, nonasienne akTuBHOCTH (akTopa Xa U SHIAOTCHHBIN MOTEHIIMAT TPOMOUHA
(OI1T) ObUIM anIUTUBHBIMH.

Ecnu Heobxoaumo uccienoBaTh (hapmakoanHamuyeckue 3(@exTsl puBapokcabaHa BO Bpems
MEPEXO/IHOTO MEPUO/a, B KaueCTBE HEOOXOIUMBIX TECTOB, HA KOTOpPbIE HE OKa3bIBA€T BIIMSHUE
Bap(apuH, MOXHO HCIOJb30BaTh ONpEIENICHHEe AaHTU-Xa AaKTUBHOCTH, NPOTPOMOMHA30-
unayuuposanHoe Bpemst ceepthiBanus (PiCT) u HepTest. Haunnas ¢ 4-ro nHs mocie npuema
nmocyienHed a036l BapdapuHa Bce sabopaTtopHblie Tokazatenu (B Tom uucie [IB, AUTB,

WHTUOMpOBaHKEe aKTUBHOCTH (akTopa Xa u DIIT) orpaxanu TOIbKO BIUSHUE pUBapOKcabaHa.
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MEPEXOTHOTO MEepUoaa MOXKET ObITh McCHOoJIb30BaHO u3MepeHue Benunuyuabl MHO npu Crpouenyr
puBapokcabaHa (depes 24 yaca mocie npeapAyIiero npueMa puBapokcadbana), Tak Kak B IaHHBIHA
MOMEHT BpEMEHH puBapoKcadaH MPaKTUUECKU HE OKA3bIBAET BIMSHUS Ha 3TOT MMOKA3aTeb.
Mexny BappapuHOM U pUBapokKcabaHOM He ObUIO  3aperMCTPUPOBAHO  HUKAKHX
(hapMaKOKMHETHYECKUX B3aUMOICHCTBUH.

Nunykropsr CYP3A4

CoBMecTHOE TMpUMEHEHHE pHUBapokcabaHa ¢ pudaMIUIUHA, SBISIOMIETOCS MOIIHBIM
unaykropom CYP3 A4, npuBoauio k cHmkenuto cpeaaeit AUC puBapokcabana mpuoOIn3UTEIIbHO
Ha 50 % w mapajUIeIbHOMY YMEHbBIIIEHUIO ero (hapmakonnHamudeckux 3¢ dekroB. CoBMecTHOE
NpUMEHeHHe pHuBapokcabaHa ¢ ApyruMud MomHbIMH uHAyKTOpamu CYP3A4 (manpumep,
dbenutonHom,  kapOamasenuHoM,  (eHoOapOHTaTIOM — WIM  TOpemaparaMu  3Bepo0os
npoasipsiacaaoro  (Hypericum perforatum)) Taxkske MOKET MNPHUBECTH K  CHHIKEHHIO
KOHIIGHTpalluid puBapokcabaHa B Iia3Me KpoBu. ClienoBaTenbHO, HEOOXOIMMO H30erarth
OJIHOBPEMEHHOI'0 TNpUMEHEHHs] MOIIHbIX HHAYKTOpoB CYP3A4, kpome ciydaeB, korma y
MaUeHTa THAaTeTbHO KOHTPOIUPYIOT MPU3HAKK U CUMIITOMBI TpoMO03a.

IIpouas conyTCTBYIONIAS TEpANNs

Knuanyeckn 3HaUMMBIX (PapMaKOKHHETHYECKUX WM (PapMaKoJMHAMUYECKUX B3aUMOJICHCTBUI
IpU COBMECTHOM NIpUMEHEHUHM pHBapokcabaHa ¢ wmuzaasonamoMm (cyoctpar CYP3A4),
JTUroKCcMHOM (cyOctpar P-ramkomporenHa), atopBactaTMHoM (cyoctpar CYP3A4 u P-
[JIMKOMPOTENHA) WIIK OMENPa30JIoM (MHTHOUTOP MPOTOHHOM MOMIIBI) HEe Ha0II01a10Ch.
PuBapokcaban He MHTHMOUpPYET U HE UHAYLUPYET HUKaKue U3 oCHOBHBIX n3opopm CYP, Takux
kak CYP3A4.

KnuHnyeckn 3HaYMMBIX B3aMMOJEHCTBMM C NHUILEBBIMH NPOAYKTaMHU HEe HaOII0anoch (CM.
pasnen 4.2.).

Bimmsiaue Ha 1abopaTopHBIE TAPAMETPHI

PuBapokcaban oka3bpIBacT BIMSHHE Ha MOKA3aTelId CBEPTHIBAEMOCTH KPOBH (IIPOTPOMOMHOBOE
Bpems (I1B), akruBupoBanHoe yacTuuHoe TpombOoruiactuaBoe Bpems (AUTB), HepTest) B cBsi3u

CO CBOMM MEXaHU3MOM JeicTBus (cM. pasaen 5.1).

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JIAKTAIUA

bepemeHHOCTD

bezonacHocth u 3 PekTBHOCTH IpUMEHEHHUs NpenapaTta PuBakcopen y 6epeMeHHBIX JKEHIIUH
HE YyCTaHOBJIEHBI. JlaHHbBIE, TIOJy4YEHHBIE B MCCIEAOBAHMUAX HA IKUBOTHBIX, I10Ka3alu

PENpPOAYKTUBHYIO TOKCUYHOCTh. BeiiecTBiue BO3MOKHOM penpoIyKTUBHON TOKCUYHOCTH, PUCKa
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PuBakcopen npoTuBomoka3aH Bo BpeMsi bepeMeHHoCTH (cM. pazaen 4.3.).

JKeHmuHBI AETOPOAHOTO BO3pacTa JOJKHBI H30erarb OEPEeMEHHOCTH BO BpeMsl Teparuu
pUBapOKCcabaHOM.

JlakTamus

BbesomacHocTh M 3QdeKTUBHOCTh Tpemnapara PuBakcopen y JKEHIIMH B TEPUOA TPYAHOTO
BCKapMJIUBaHUsI HE YCTAHOBJICHBI. JlaHHBIE, TOJYYEHHBIE Y >XMUBOTHBIX, MOKAa3bIBAIOT, 4YTO
puBapokcabaH BBIIEISAETCS C TpyAHbIM MosiokoMm. Iloatomy mipenapar PuBakcopen
MIPOTHBOIIOKA3aH B MEPHOJI TPYAHOTO BCKapMiuBaHus (cM. pazzaen 4.3.). HeoOxoaumo mpuHSATH
petieHue 00 OTMEHE TPYAHOT0 BCKapMIIMBAHUS UM TTPEKPAIICHUH TePAITUU.

DdepTUabHOCTD

CHGI_II/I(l)I/I‘IHLIX HUCCIIEIOBAHUM MO OLICHKE BIMSHUS pI/IBapOKCEI6aHa Ha (I)epTI/IJ'ILHOCTB Yy 4CJIOBCKA
HC IIPOBOIUJIOCH. HccnenoBanus IIOKasajan, 4TO pI/IBapOKC8.6aH HC BJIMACT HAa MYXCKYIHO U

KEHCKYIO (PepTHIIBHOCTD y KPBIC.

4.7. Bausinde Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPeICTBAMU M padoTaTh ¢
MeXaHu3MaMH

[Ipemapar PuBakcopen oka3bBaeT HE3HAUUTENBHOE BIHMSHHE Ha CIHOCOOHOCTH YIPaBIAThH
TPAHCIIOPTHBIMU CPCACTBAMU U pa6OTaTI> ¢ MexaHusMamMu. brumn 3apCruCTpUpPOBAHbI TAaKHUEC
HEeXeJaTelbHbIE PeaKIMU, Kak 0OMOPOK (4acTOTa: HEUACTO) U TOJIOBOKPYKEHHE (YaCTOTa: YaCTO)
(cM. paznmen 4.8). IlamueHTsl, y KOTOPBIX BO3HUKAIOT MOJ00HBIE HEXeNaTelbHbIE PEeaKIuu, He

JOJIKHBI YHPABJIATH TPAHCIIOPTHBIMU CPEACTBAMU HUIIU pa6OTaTB C MCXaHU3MaMH.

4.8. HexenarejbHbIEe peakuuu

Pesrome nmpoduinst 0e30macHoCTH

be3onacHoCTh pI/IBapOKC8.6aHa OICHUBAJIACh B TpUHAAIATU OCHOBHBIX HUCCICAOBAHUAX III (I)EBLI

(cm. Tabmumy 1).

Cymmapho 69 608 B3pocibIX AIMEHTOB B AeBATHAAIATH ccaenoBanusx I das3er n 488 nereii B
nByx uccnenoanusx Il ¢assl u 1Byx nccnenosanusix I a3l npuarManu puapokcadas.
Tabnuya 1. Yucno nayuenmos, yuacmeosasuiux 6 ucciedo8anusx, CyMmMaphas Cymoyunds 003a u

MAKCUMATIbHAA I’lpO@O]l.?fcumefleOCMb neyeHuss 6 KAuHuyeckux uccireoosanusax I qbaf)’bl C
ydacmuem 63pOocCilblx U neduampuuecxux nayuermoes

Iloka3anue Yucio CymmapHas MaxkcumasnbHast
NAIMEHTOB®| CYTOYHAasi 1032  [POAOKATEIbHOCTH,
JeYeHus
[TpodumakTHka BEHO3HOM 6 097 10 mr 39 nueit
rpom60osMOomn (BTD) y B3pocibix
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ot 22.05.2024 N= 3958
MaIMEeHTOB, IEPEHECUINX TJIAHOBYIO WTAJTESVBEA TEHBAUL T VUL
OTIepaIUIO M0 3aMEHE
Ta300€IPEHHOT0 WJIK KOJIEHHOTO
cycTaBa
[Tpodunaktuka BTD y 3 997 10 mr 39 nHeit
FOCTIUTATH3UPOBAHHBIX C OCTPHIM
MEIUIIMHCKIM COCTOSTHHEM
Uleuenue Ttpombo3a TimyOokux BeH[6 790 /Tenp 1-21: 30 mr 21 mecsn
(TI'B), tpoM00>MOOINK JIETOYHOMN| Hauunas ¢ 22 as:
aprepun (TDJIA) u npodunakTuka 20 wr
DeITHBOR [Tociie MUHUMYM 6
MecsiieB Tepanuu: 10
Mr i 20 mMr
Uleuenue BTD u npodunakTrka 329 /lo3a, 12 mecsiueB
perauBoB BTD y HOBOpOXIEHHBIX CKOPpPEKTHPOBAHHAS
1 7eTeil B Bo3pacte 10 <18 et mocie B 3aBUCHMOCTH OT
HAYaJIbHOM CTaHAAPTHOU MaccChl Tena, s
AHTUKOATYJISTHTHOW Teparuu TOCTHIKEHUS
(hapMaKoIOTHYECKOTO
TeiicTBHS,
HPKBUBAJIEHTHOTO
TaKOBOMY Y
B3pOCIIbIX,
mosrydaBiux 20 mr
puBapokcabaHa OJ1H
pa3 B IeHb LIS
neuenust TT'B
[TpoduakTuka MHCYIbTA U 7 750 20 mMr 41 mecsiy
CUCTEMHON TPOMOOIMOOINH Y
MalMeHToB ¢ GUOpHILIIINei
[IpeacepaAnii HEKJIAITAHHOT O
MTPOVCXOXKICHHUS
[TpodmakTuka 10 225 S mr w10 mr 31 mecsy
ATEPOTPOMOOTUUYECKUX COOBITHN Y COOTBETCTBEHHO, B
MaIMEeHTOB MOCJEe OCTPOro KOMOHMHAIINU C
KopoHapHoro cunapoma (OKC) Al ETHIICATUIIUIIOBOM
KUCIOTOW WIIN
ALCTUJICATALIMIIOBOI
KHCJIOTOM C
KIIOTTAOTPEIIOM HJTH
TUKJIOTIHINHOM
[Ipodunaktuka 18244 5 Mr B koMOuHauu c 47 MecsLeB
ATEepOTPOMOOTHUECKUX COOBITHH Y AIe THIICATUIIUIIOBON
nanrentoB ¢ UbC nmm 3ITA kuciaoroit 100 Mr wim
10 Mr B MOHOTEpanuu

16




COOTBETCTEBYET ZKCNEPTHOMY OTUETY

oT 22.05.2024 Nz 9958
3056%* 5 mrt B kombmmanit ¢ Ricestna = 1002
Al e TUJICAJIUIIIOBON
KUCIIOTOH

* TlanpeHTHl, MOJIyYHUBIIKE, 10 MEHBIIIEH MEpe, OJHY 03y puBapoKcadaHa.
** U3 uccaenosanuss VOYAGER PAD

Haubonee yacto peructpupyeMbIMU HEXKENATEIbHBIMU PEAKIUSIMH Y MAIIMEHTOB, MOJYyYaBIIUX
puBapokcabaH, ObUIM KpoBoTeueHHs (cM. pasnen 4.4. u Hmwke «OnucaHue OTAENbHBIX
HEeKeNaTeNbHbIX peakuuii», Tabnuma 2). Haumbonee dacTo perucTpupoBaliuCh TaKue

KpOBOTEUYEHMsI, KaK HOCOBO€ KpoBoTeueHue (4,5 %) u KenyJOoYyHO-KHUIIEYHOE KPOBOTEUEHHE

(3,8 %).

Tabnuya 2. Yacmoma 803HUKHOBEHUs KPOBOMEUEHUU™ U aHeMuu y NayueHmos, noay4asuitx
Jleyenue pueapoxcabanom 6 3agepuieHnvlx Kaunuveckux uccieoosanusax |l ¢aszer ¢ yuacmuem
83POCIBIX U NeOUAMPUYEeCKUX NAYUEHMO8

IHoka3anue JIro0oe kpoBoTEUeHHE AHeMus

[Ipodunaktuka BTD y marueHToB, 6,8 % manueHToB 5,9 % manueHToB
[epEHECITNX TUIAHOBYIO OIEPAIUIO 110 3aMEHE
Ta300€APEHHOTO WM KOJICHHOTO CyCTaBa

[Ipodunaktuka BTD y manueHTos, 12,6 % marueHToB 2,1 % manueHToB
FOCTIUTATH3UPOBAHHBIX C OCTPHIM
MEIUIIMHCKIM COCTOSTHUEM

Uleuenne TI'B, TOJIA u npodunakrtuka 23 % marueHToB 1,6 % nanueHTOB
[PELIUIMBOB
Uleuenne BTD u npoduiakTrika penuimBoB 39,5 % marueHToB 4,6 % manreHToB

BTDO y HOBOpPOXIEHHBIX U I€TEH B BO3pAcTe A0
< 18 et mociie Ha4aabHOM CTaHAAPTHOM
QHTUKOATYJITHTHON TEparuu

[IpoduiakTuka MHCYJIbTa U CUCTEMHON 28 coObITHit Ha 100 2,5 na 100 nanuenro-
TPOMO03IMOOINY Y TAIIMEHTOB ¢ GUOPMILIALUEH|TallEHTO-TIET et
pecepaInii HeKJIanaHHOTO MPOUCX0XKIEHUS

[TpodunakTrka aTepOTPOMOOTHIECKIX 22 coObitust Ha 100 1,4 na 100 naruenTo-
coObITHii y manmeHToB nocie OKC [MallUEHTO-JIET e

[IpodunakTuka aTepoOTPOMOOTHUECKHIX 6,7 coobiTust HA 100 0,15 Ha 100 manueHTO-
cooOpITuil y manreaToB ¢ UBC umum 311A [MAIEHTO-JIET teT**

8,38 Ha 100 mammenrto-0,74 ma 100 mamueHTo-

et mer***#

* Bo Bcex KIIMHUYECKUX UCCIIEIOBAHUSX pUBapokcadaHa Bce Cilydar KpOBOTEUEHHS COOUpaIoTCs,

PETUCTPUPYIOTCS U OILICHUBAIOTCS SKCIIEPTaMHU.
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BerpeudbMOeTi-AeN Hifskd, THoekensiy

L

NPUMEHSUICS BBIOOPOYHBIH MOAX0/] K cOOPY IaHHBIX 110 HEXKENATeIbHBIM SIBICHUSIM.

*#* JIpu cOope TaHHBIX O HEXKETATEIbHBIX SBJICHUAX MPUMEHSIICS BEIOOPOYHBIN MTOAXO/I.

# U3 nccnemosanust VOYAGER PAD.

TabanuHoe pE3IOME HEKENATCIBLHBIX PeaKIMH

YacToTa BCTpPEUaEMOCTH HEXKENATEIIbHBIX PEAKLUN, 3apETUCTPUPOBAHHBIX Y IE€TEH U B3POCIBIX

IpY PUMEHEHUH pUBapokcabaHa, MpuBeieHa B Tabnuie 3 HUXKe ¢ pa3fAelIiCeHUEM 10 CUCTEMHO-

opranubiM kinaccam (MedDRA) u o wactore. YacTora BCTpedaeMOCTH ONPEIEsAETCs Kak: OUYeHb

gacto (> 1/10), gacro (> 1/100, no < 1/10), meuacto (> 1/1 000, o < 1/100), peaxo: (> 1/10 000,

HO < 1/1 000), ouens pemako (<1/10000), vacToTa Her3BeCTHA (HA OCHOBAHUHU UMCIOIINXCS TAHHBIX

OIICHUTH HEBO3MOKHO).

Tabnuya 3. Bce nedxcenamenvHvle peakyuu, 3apecucmpupo8aHuvie )y 63pOCIblX NAYUEHMO8 8
KAuHudeckux uccredosanuax Il ¢azvl unu 6 xode nocmpecucmpayuonHo2o npumeHeHus™, a
makoice y neouampuyeckux nayueHmos 8 08yx KIUHuueckux uccieoosanusx Il ¢gasvr u osyx

uccaneoosanusx 111

as3sl.

l(‘IaCTO

Heuacto

Penxo

OueHb peako

YacTora

HCHU3BCCTHA

Hapyme}mﬂ CO CTOPOHBI KPOBHU M JIH

M(paTHYIECKOH CHCTEMbI

AHeMHUs (BKJTIOUast
COOTBETCTBYIOIU
e 1abopaTopHbIE
rapaMeTpbl)

TpomOounTo3
(BKITFOUAS
MOBBIIIIEHHOE
coliepKaHne
TPOMOOIIUTOB)™,
TPOMOOIIUTONIEHHUS

Hapyumenus co croponbl HMMYHHOH

CHUCTEMBI

AJIepruyeckas
peakuus,
QJIepPrUYeCKU
nepMarur,
QHIMOHEBPOTUYECK
15051 OTEK 51
Q/IEprU4eCKui
OTEK

AHauIaKTHYECKUe
peaxiumy,
aHa(UITAaKTHICCKUI
110K

BKJIFO4as

Hapyuienusi co CTOPOHbI HEPBHOM CHCTEMbI

["010BOKpYIKEHUE,
roJioBHAs OOJIb

BHyTpuMO3rosoe
BHYTpPUUYEPEITHOE
KPOBOU3JIUAHUA,
0OMOpOK

HapyuieHusi co CTOPOHBI OPraHa 3peHus
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k‘IaCTO

Heuacto

Penxo

T eidinh P "

Uaerord

HCHU3BCCTHA

KpoBouznusHue B
rna3 (BKITIOUAs
KPOBOM3JIUSHUE B

KOHBIOHKTUBY)

Hapymenus co cr

OPOHBI cepaua

Taxukapaus

HapyieHnusi co CTOPOHBI COCY10B

CHIKeHUe
ApPTEPUATILHOTO
TaBiIeHUS,

reMaTromMa

HapyiieHnus co CTOPOHBI AbIXaTeJIbHOI CHCTEMbI, OPraHOB I'PY/AHOI KJIETKHU U

CpeIoCTeHHusI

Hocosoe
KPOBOTECUCHHUE,

KPOBOXAapPKaHbC

D03uHO(pUITBHAS

[THEBMOHUA

)Ke.]Iy)IO‘IHO-KI/IlIIe'-IHbIe HapymIcHUsA

KpoBOTOYHBOCTH
eceH,
PKEITYI0UHO-
KHIIIEYHOC
KPOBOTEUYCHHE
(BKITFOUAS
[pEKTaTbHOE
KpOBOTEUYEHHE),
oons B XKT nu
0OJIb B JKHMBOTE,
ucrerncus,
TONIHOTA, 3amop”,

nuapes, psota’

CyXxoCTb BO PTY

HapyieHnusi co CTOPOHBI NEYCHH U KeJTUYeBbIBOASINX My Tel

[ToBrIIeHE
AKTUBHOCTHU

TpaHCaMHHA3

Hapymenne
GYHKIIMM  TIEYSHH,

ITOBBIINICHUEC

PKenrtyxa,
[TOBBILLICHHE

KOHLICHTPpALUuH
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HEeH3BeCTHA
AKTUBHOCTH KOHBIOTHPOBAHHOT
[ICJTOYHOM 0 Ounmupybuna (c
(ocdaraszsr®, COIYTCTBYIOIMM
[OBBILICHHE [OBBILICHUEM
aktusHOCTH I TTA |akTuBHOCTH  AJIT
nu  06e3  Hero),
XOJIeCTa3, TemaThT
(BKITFOYAS
rernaToreUIIOsIPH
0€ TIOBPEKICHUE)
HapyieHusi co CTOPOHBI KOKH M TMOJIKOKHOM KJIeTYATKH
Ko>xHbIit 3ynKpanuBHuna Cungpom CTuBEHCa —
(BKITFOUAST /[>KOHCOHA/TOKCHYIECK
HEYacTble Clydau Uil 3IUACPMAIBHBIN
reHepaIM30BaHHO Hekponu3,  DRESSH
ro 3yaa), KOoXHasd CUHAPOM
CBIITb,  JKXUMO3,
KOXHBIC 171
MOJIKOYKHBIE
KPOBOU3IIUSHUS
HapyiieHusi co CTOPOHBI MbIIIEYHOM, CKEJIETHOMH M COeIMHUTEIbLHOM TKAHH
bob B[ 'emapTpo3 KpoBousnusHue B KomnapTmen
KOHEYHOCTAX " MBIIIITY T-CHHIPOM
BCJIC/ICTBHC
KPOBOTCUCHH
51
Hapyuienusi co CTOPOHbI MOYeK U MOYEBBLIBOASIIIIUX MyTel
KpoBoTeuenne wu3 [loueunas
YPOT€HUTATHHOTO HEe0CTaTOu-
TpakTa (BKIIOYasd] HOCTB/OCTpas
remMaTypuio 17| moueyHast
MeHopparuiot), He[0CTaTOY-
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[Uacro Heuacto Penxo MOuéhs petiko—" """ aerori !
HeU3BeCTHA

HapylIeHUE HOCTh
(GyHKIMU — TIOYeK BCJIE/ICTBHE
(BKITIOYAS KPOBOTCYECHU
[IOBBIILICHHE 51,
KOHILIEHTPALlUH T0CTaTOYHOT
KpeaTHHUHA 0 I TOrO,
KpPOBH, YTOOBI
[OBBIILICHHE BbI3BATh
KOHILICHTPALlUH runonepdy-
MOUYEBHUHBI KPOBH) 3UI0

OOuue HapylIeHUs] U PeaKMU B MecTe BBeleHusl

ﬂnxopaz[KaA, YXynauenue JTokabHBIH OTeK”

nepudepuyeckuii [o0mero
OTE€K, CHIDKEHUE/CAMOTYBCTBHS
oO1ei (BKITFOUAS

MBIIIICYHON CHIIBI HCI[OMOFaHI/IC)

14§ TOHYCA|
(BKJTIOYAS
c1a00CTh u
ACTEHUIO)

UIabopaTopHbIe H HHCTPYMEHTAJIbHbIE JaHHbIE

[loBhITIIEHHNE
AKTUBHOCTHU HI[FA,
MMOBBIIIICHHE
AKTUBHOCTH
nmaser?,
[MOBLIIIICHUE
AKTUBHOCTH

aMIIa3er

TpaBMbl, HHTOKCUKAIIUM U OCJI0KHEHUS MPOLEeayp

KpoBoteuenne Cocynucras

mocjie  IpoIeayp nceBaoaHeBpH3Ma
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HeN3BeCTHA

(BKJTIFOUAsT TIOCTIE-
OTIePAIIIOHHYIO
AHEMUIO 171
KPOBOTCUCHHE U3
PaHbI), yimo,
BEIJICTICHHC

cexpeTa U3 paHbI

A — nabmoganucek npu npodumnaktuke BTD y B3pOCHbIX MalMEeHTOB, MEPEHECIINX IIAHOBYIO

OIICpanurIo 1o 3aMCHEC T33066I[peHHOl"O HJIN KOJICHHOTI'O CyCTaBa.

B — mabmonanuce nipu neuenun TI'B, TOJIA u npoduiakTuke peruInBoB Kak OY€Hb YacThIe Y

JKEHILIMH MOJIOXeE S5 JierT.

C — Ha0mrofanuch Kak HEYacThle B pamMKax NPOQUIAKTHKUA aTepoTPOMOOTHUYECKUX COOBITHH Y

nanuerToB mnocie OKC (mmociie 4pecKkoKHOro KOPOHAPHOTO BMEIIATEIbCTRA).

* TlpumeHsics TMpeaBapuUTEIbHO 3aJlaHHBIA BBIOOPOUYHBIN MOJAXO0J K CcOOpYy [aHHBIX IO
HEXeJNaTeNIbHBIM SIBICHUSAM B OTACNbHBIX HccienoBanusax |l ¢as3sl. Ha ocHoBanum anammza
JAHHBIX MCCIIEJOBAaHMU 4YacTOTa HEXKENAaTEeIbHbIX pPEaKUUid HE TMOBBICUIACh, U HOBBIX

HCIKCJIATCIIbHBIX JICKAPCTBCHHBIX peaKuHﬁ I/I,Z[GHTI/I(l)I/II_[I/IpOBaHO He ObLIO.

Omnucanyre OTACNIbHBIX HeXKENIaTSAbHBIX PeaKIIUN

VYuuteiBas (hapMakoIOTUYECKUH MeXaHW3M JeHCTBUS, MpPUMEHEHHe IMpemnapata PuBakcopen
MOKET COMPOBOKAATHCS MOBBIIMICHHEM PHCKa CKPBITOTO MJIM SIBHOTO KPOBOTEUYEHUS U3 JHOOBIX
TKaHEN WM OPTaHOB, KOTOPOE MOXKET MPUBECTH K MOCTreMopparudeckoil anemu. lIpusHaku,
CUMITOMBI M CTETNIEHb TSKECTH (BKJIIOYAst TETANBHBIN HCX01) OyIyT BApbUPOBATh B 3aBUCUMOCTH
OT JIOKAJIM3AINH, UHTEHCUBHOCTU WJIHM MPOJOJDKUTEIBHOCTH KPOBOTEUCHUS W/ MU aHEMHH (CM.
pasmen 4.9., moapazmen «JledeHwe KpoBOTeueHUI»). B KIMHHYECKHMX HCCIEAOBAHUSIX
KPOBOTEUYCHHSI M3 CIU3HUCTHIX 000J0uYeK (a MMEHHO, KpoBoTeueHue u3 Hoca, neceH, KKT,
MOYETIOJIOBOM CUCTEMBI, BKJIIOUasi TATOJIOTMUYECKOE BarHHAIBHOE UM YCUJIIEHHOE MEHCTPyaJlbHOE
KPOBOTEUYECHHE) U aHEeMHUsl HAOIIOAANUCH Yalle MPH JJIUTEIBHOM JEUSHUU PUBApOKCA0AHOM TIO
cpaBuenuto ¢ jeuenneM ABK. Takum oGpa3om, B TOTOJHEHHE K HAJISKAIIEMY KIMHHYECKOMY
HaOJII0ZICHUIO, Ta00paTOPHOE MCCIICIOBAHNE TeMOTII0O0MHA/TeMAaTOKPUTA MOKET ObITh 3HAYNMBIM
JUTSL BBISIBIIGHUSI CKPBITOTO KPOBOTEUEHHUSI M KOJTMYECTBEHHOM OIIEHKU KJIMHUYECKON 3HAUUMOCTHU

SABHBIX KPOBOTCUECHUM B CIIy4asix, KOT1a IPUMEHUMO. PUCK KPOBOTEUEHU MOXKET YBEIUIUBATHCS
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apTepuanbHOI TUIepPTeH3UEeH W/ TP COBMECTHOM IPUMEHEHUH C TIpenapaTaMu, BIUSIOIINMA
Ha remocrtas (cM. paznen 4.4., nogpasaen «Puck kpoBoTeueHus»). MeHCTpyaabHOE KPOBOTEUEHNE

MOKET OBITh 00JIe€ OOUIBLHBIM H/UIH MPOAOJIKUTEITHHBIM.

FeMoppaquecm/Ie OCJIIOKHCHHA MOI'yT IpPOABIIATECA B  BHIC CJ'Ia6OCTI/I, 6J'I€I[HOCTI/I,
TOJIOBOKPYKCHUA, TrOJIOBHOHM 007U WM HEOOBSICHUMBIX OTCKOB, OABIINKHU HWJIHN HEOOBSICHHUMOI'O
moka. B HCKOTOPLIX ClIy4dasaX BCJICACTBUC aHCMUU Ha6HIOIIaJH/ICB CUMIITOMBI MIIICMUHU MHUOKapJa,

Takue Kak 00JIb B rpyad uid CTCHOKapaus.

HpI/I IIPpUMCHCHHUU pHBapOKca6aHa PETUCTPHUPOBAIIUCH TAKNEC U3BCCTHBLIC OCIIOKHCHH A, BTOPUYHBIC
10 OTHOHICHHUIO K TAKCIBIM KPOBOTCUCHUAM, KaK CUHAPOM IMOBBIIICHHOI'O cy&bacunaanoro
JaBJICHHUA (KOMHapTMeHT-CI/IHI[pOM) H IMOoYC€YHas1 HEAOCTATOYHOCTDh BCICICTBUC FHHOHGp(by?;I/II/I.
Takum 06p330M, CJICAYCT YUUTBIBATH BO3MOXHOCTb KPOBOTCUCHUA IIPU OLCHKE COCTOSAHUA
JIF000Tr0 ManyueHTa, MoJIyJaromero aHTUKOAaryJIsIHThL.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0mare O MOAO3PEBAEMBIX HEKEJIATEIbHBIX PEAKIMAX IOCIE PETUCTpPalUU
JIEKapCTBEHHOTO Iperapara ¢ Lelibl0 00eCeUeHHs HEMPEPbIBHOIO MOHUTOPUHIA COOTHOILICHHS
«I0JIb3a — PHUCK» JIEKaPCTBEHHOI'O Mpenapara. MeIuIUHCKUM pPa0OTHUKAM PEKOMEH]IyeTCs
coo0IaTe O JIIOOBIX MOJO3PEBAEMBIX HEKENIATENIBHBIX PEAKIMIX JICKApCTBEHHOIO Ipernapara
YCpe3 HAIMOHAJIBHBIC CUCTEMBI COO6HIGHI/I$I 0 HCXKCJIATCIBHBIX PCAKIUAX IoCyaapCTB — YJICHOB
EBpa3uiickoro 53K0OHOMHYECKOTr0 COI03a.

Poccuiickas @enepannsa

denepanbuas ciyx0a 1o Haa30py B cdepe 3apaBooxpanenus (Poc3paBHamzop)
109012, r. MockBa, CrnaBstHCKas IUIOIIa b, 1. 4, cTp. 1

Ten.: +7 800 550-99-03

E-mail: pharm@roszdravnadzor.gov.ru

www.roszdravnadzor.gov.ru

PecnyOimmka benapves

VII «LleHTp dKCrepTU3 U UCIIBITAHUH B 3PaBOOXPAHECHUN»
220037, r. Munck, niep. ToBapuiieckui, 2a

Tenedon: +375 17 242-00-29

Oi1. moura: repl@rceth.by

www.rceth.by

PecnyOnuka Kazaxcran
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PI'TI ma I1XB «HauuoHanbHbIA LEHTP SKCHEPTU3BI w@ﬁ'&%&%ﬁ%ﬂ?%% 'ﬁ':-NTeE[I'z;I&I'&'I;éKHX

u3nenuiiy Komurera MeauuumHCKOr0o W (apMaleBTUYECKOro KOHTPOJIs MUHHUCTEpPCTBA
3npaBooxpanenus Pecnyonuku Kazaxcran

010000, r. Acrana, paiion baiikonsip, yi. A. Mmanosa, 13 (bL] «Hypcayner 2»)
Tenedon: +7 7172 235-135
Di1. moyura: pdlc@dari.kz

https://www.ndda.kz

4.9. [lepeno3upoBka

bbun 3aperucTpupoBaHbl peAKUE cllydau nepeao3upoBku 10 1960 mr. B cinydae nepeno3upoBku
HE00X0UMO TIIATEIbHO HAOJII0JaTh MALIMEHTA Ha IIPEIMET Pa3BUTHS KPOBOTEUEHHUI WU IPYTUX
HE)KeJaTeJIbHbIX peakiuil (cM. noapasnaen «JleueHue KpoBoTeueHui»). B cBsA3U ¢ orpaHnyeHHBIM
BCachIBaHUEM OKUAAeTCsl (OPMHUPOBAHUE IUIATO KOHIEHTpAaLUU 0e3 JajbHEeHIIero yBeJIndeHus
CpeaHel KOHLIEHTpaIMK pUBapoKcabaHa B I1a3Me IPU MPUMEHEHUH CylpaTepaneBTHYecKuX /103,
paBHBIX 50 MTI' WM BBILIE.

CymectByeT crenupuyecKuit AHTUIOT (annexcaner anbda), OJIOKUpYIOLIUIT
bapmakomHamMuueckuii 3¢ ekt puBapokcadbaHa.

B cnydyae nepeno3upoBKM pHBapoKcabaHa MOXHO HMPUMEHSATh aKTUBUPOBAHHBIA Yrojb JUIS
YMEHbILIEHUS BCAChIBaHUSI IIpernapara.

JleueHune KPOBOTEUEHUH

Ecnu y manuenTa, nosnydaromniero puBapokcadbaH, BOZHUKIIO OCJIOKHEHHE B BUJIE KPOBOTEUCHHUS,
CJICAYIOIIMNA TpUEM Ipernapara cieyeT OTIOKUTh WIN MPH HE0OXO0AMMOCTH BOOOIIE OTMEHUTh
JeYeHWe JAaHHBIM TpenapaToM. [lepwox mONyBBIBEEHUS pUBapokcabaHa COCTaBISIET
NpUOIM3UTENBHO OT 5 710 13 yacoB (cM. paszzaen 5.2). Jleuenue AOMKHO ObITh MHANBUIYATEHBIM B
3aBHCUMOCTH OT TSDKECTH W JIOKAJM3allMM KpoBoTeueHUs. Ilpm HEoO0XO0AMMOCTH MOKHO
UCIOJIb30BaTh COOTBETCTBYIOIEE CHUMITOMATHYECKOE JIeUeHHe, TaKoe KaK MeXaHHuYecKas
KoMIIpeccusl (Hampumep, MpH TKENIbIX HOCOBBIX KPOBOTEUEHUSX), XUPYPIrHUECKUN TeMocTas ¢
PUMEHEHHEM TPOIEAYp KOHTPOJIS 3a MPOJODKEHHEM KPOBOTCUCHNUSI, NHPY3HOHHAS Teparusi 1
reMOIMHAMHUYECKas MMOePKKA, TPUMEHEHHE TPETIapaToB KPOBHU (IPUTPOIMTAPHON MACCHI MIIH
CBE)XK€3aMOPOKEHHOH IUIa3Mbl, B 3aBUCUMOCTH OT TOTO, BO3HHMKJIA aHEMMS WMJIM KOAryJIOHaTHs)
W TPOMOOLIUTOB.

Ecnu mepeunciieHHbIe BBIIIIE MEPOTIPUSATHS HE MPUBOMAT K YCTPAHEHUIO KPOBOTEUYCHUS, MOXKET
OBITh HA3HAYEH CIIENMPUIECCKUN aHTHIOT HHrHOUTOpa (hakTopa Xa (aHaekcaHeT anbda), KOTOPhIi
onmokupyer  (apmakoguHaMuueckuid  3¢p¢dexkr  puBapokcabaHa, MM CHeUU(DUIESCKUIMA

NPOKOAryJISIHTHBIM — TIpenapaTr, HampuMep, KOHLEHTpAaT MPOTPOMOMHOBOTO  KOMILIEKCA,
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KOHIICHTPAT aKTUBUPOBAHHOTO MPOTPOMOUHOBOFO KOMHM&,}%@%ﬁJﬁHﬁH%@&%{J—Vﬁa (rf

VIla). Ognako B Hacrosiiee BpeMs ONBIT IPUMEHEHMs JIaHHBIX IIPENapaToB Yy NAIUEHTOB,
NOJYYaloIUX pUBapokcadaH, BeCcbMa orpaHuueH. /[aHHbIE peKOMEHIAaluu TaKKe OCHOBAHbBI HA
OFPAaHUYEHHBIX  JOKIMHMYECKMX  JaHHbIX.  BO3MOXXHOCTH  MOBTOPHOIO  BBEJCHUS
pekoMOnHaHTHOrO (akTopa VIla u TuTpoBaHME A03bI ClI€yeT pacCMaTPUBATh B 3aBUCUMOCTH OT
CHW)KEHMSI aKTUBHOCTH KpPOBOTEUYEHMs. B 3aBHCHMMOCTHM OT MECTHOM JOCTYIHOCTH, B Cllydae
00JIBIIOr0 KPOBOTEUEHUS CIEAYET PACCMOTPETh BO3MOYKHOCTh KOHCYJIBTALMK CO CIIELUATMCTOM
1o Koaryssiuu (cm. paszzgen 5.1).

[Ipeanonaraercsi, 4ro mnporamMMHa cyiabdaT ¥ BUTaMMH K He OKa3pIBalOT BIMSHHME Ha
AQHTHUKOATYJISTHTHYIO aKTUBHOCTh pHBapokcabaHa. lmeercsi orpaHHMYEHHBIN ONBIT MPUMEHEHHUS
TPaHEKCaMOBOM KHCJIOTHI M OTCYTCTBYET OINbBIT INPUMEHEHHS aMHUHOKAIIPOHOBOM KHUCIIOTHI U
anpoTHHUHA Yy [alUMEHTOB, I[OJIyyalolMX puBapokcabaH. HayuHoe oOocHOBaHME
1eJ1IeCO00pPa3sHOCTH  WJIM  ONBIT IMPUMEHEHHs] CHCTEMHOI0 TIeéMOCTaTHMYeCKOro Ipernapara
JECMOTIPECCHH Y TAIMEeHTOB, TMOJyYalOIIUX pPHBAPOKCa0aH, OTCYTCTBYeT. YUHTHIBAs
MHTCHCUBHOE CBSI3bIBaHUE C O€JIKaMM IUIa3Mbl, OXMJAETCsl, 4YTO pHUBapokcabaH He Oyner

BBIBOAUTLCA IIPpU ITPOBCACHUU AUAIN34.

5. DPAPMAKOJIOTMTYECKHUE CBOMCTBA
5.1. ®apmakoaMHaMH4YeCKHe CBOMCTBA

@®apMakoTepaneBTUYeCKass TpyHna: aHTUTPOMOOTHYECKHE CPEJCTBA; MPSMblE HHTUOUTOPHI

¢axTopa Xa

Koxn ATX: BO1AFO1

Mexanusm neiicTBus

PuBapokcabaH — BbICOKOCENEKTUBHBIN MPsIMOM UHTUOUTOP (akTopa Xa, 00s1aJaroIiil BEICOKON
OMOOCTYIMHOCTBIO IIPU MpHeMe BHYTph. IHrnbupoBanue ¢akropa Xa HapyliaeT BHYTPEHHHUH U
BHEIIHUH MYTH KOAryJIsIIMOHHOI0 KacKaa, MHTHOupys oOpa3oBaHue TpoMOMuHa 1 (POPMHUPOBAHUE
TpoMba. PuBapokcaban He MHrHOupyeT TpoMOWH (akTuBHpoBaHHBIM (axTtop II), a Takxke He
MIPOJIEMOHCTPHUPOBAJT BIUSHUS HA TPOMOOIIUTEHI.

dapmakoauaamMuyeckue d3PHeKTol

VY 4enoBeka HaOmogaeTcs 0303aBHCMMOE WHIMOMpOBaHME aKTUBHOCTH (hakTopa Xa.
PuBapokcabaH oka3bIBaeT J0303aBUCUMOE BIMSHNE Ha TPOTPOMOMHOBOE BPEMsI, KOTOPOE XOPOIIIO
KOppenupyeT ¢ KOHIEHTpausMu puBapokcabaHa B tuiazme kposH (I = 0,98), ecnu nis aHanusa
ucnonb3yercss Habop Neoplastin. IIpu ucronp30BaHUM JAPYTUX PEAKTHBOB PE3YNbTaThl OYAyT

ornnuatbes. IIpoTpoMOMHOBOE Bpemsi cienyeT H3MepsTh B CEKyHOaX, mockoasky MHO
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NPUMEHSTHCA IS APYTUX aHTUKOATyJISTHTOB.
B  kinuHMueckoM  (apMakoJIOTHYECKOM HCCIEJOBAHUM M3MEHEHUS  (papMakoJUHAMUKU
puBapokcabaHa y 3J0pPOBBIX B3pOCIBIX J00poBoJsbleB (N = 22) OBUIO HM3YyYEHO BIIMSHUE
onHokpaTtHbiXx 1103 (50 ME/kr) AByX pa3iuyHbIX THUIIOB KOHIEHTpaTa MHpPOTPOMOMHOBOTO
komruiekca: 3-¢akropHoro (paxtops! 1, IX u X) u 4-pakropuoro (¢pakropst II, VIL IX u X). 3-
(GakTOpHBI  KOHLEHTpAT MNPOTPOMOMHOBOTO KOMIUIEKCA CHHU3MJ CpEIHUE  3HAYCHUS
nporpomOuHOBOro Bpemenu (Neoplastin) nmpumeprno Ha 1,0 cekyHay B TeueHue 30 MUHYT IO
CPaBHEHMIO CO CHI)KEHHEM IMpPHUMEpPHO Ha 3,5 ceKyH[Ibl, HaOJII01aeMbIM MPU UCIOIb30BAaHUU 4-
(aKTOpPHOTO KOHIICHTpAaTa MPOTPOMOMHOBOTO KoMmIuiekca. Hanpotus, 3-pakTopHbI KOHIIEHTPAT
IpPOTPOMOMHOBOTO KOMIUIEKCAa OKaszall Oosiee cuiabHOEe H ObIcTpoe oOmiee BIHMSHUE Ha
00paTUMOCTh U3MEHEHHI B T€HEPALlMU SHJOTEHHOTO TPOMOUHA, YeM 4-(haKTOpHBIN KOHIIEHTPAT
IpOTPOMOMHOBOTO KOMILTEKca (cM. paszern 4.9.).

Taxxe puBapokcaban no3o3aBucumo ysennuuBaeT AUTB u pesynbtar HepTest; omnako 3tu
napamMeTpsl He PEeKOMEHAYETCS MCIOIb30BaTh IS OLEHKH (papMakoguHaMudeckux 3¢ddexron
puBapokcabanHa. B mepuon nedeHus puBapokcabaHOM NPOBOAUTH MOHUTOPUHT TapaMeTpoOB
CBEpThIBaHUsI KpOBU He TpeOyercsa. OqHAKO, eclu Ui 3TOTO €CTh KIMHHUYECKOe 00OCHOBaHUE,
KOHIEHTpalusi pHUBapokcabaHa MOXKET ObITh HM3MEpPEeHa IMpH IOMOIIU KaluOpPOBAHHOTO
KOJIMYECTBEHHOTO TecTa aHTH-(akTopa Xa (cM. pa3aen 5.2.).

Knunuueckas 53 QexTUBHOCTE U 6€30MaCHOCTD

OKC

Knunnueckass mporpamma puBapokcabana Obuta pa3zpaboTaHa ¢ 1€ JIEMOHCTpaIluu
s pexTUBHOCTH prBapoKcabaHa JIsl MPOPIIAKTUKH CMEPTH BCIEACTBUE CEPACUHO-COCYTUCTHIX
NpUYrH, HH(papKTa MHUOKapa WK UHCYNbTa Y manueHToB ¢ HegaBHUM OKC (uH(papkT Muokapaa
¢ mogseMoM cermenTta ST, nHpapkT Muokapaa 6e3 moarema cermenta ST unu HecTaOuIbHAS
creHoKapaus). B kmoueBoMm nBoiiHOM cienom ucciaegoBanuu ATLAS ACS 2 TIMI 51 15526
MAIMEHTOB ObUIM CIIy4aiHBIM 00pa3oM pacmpejienieHbl B cooTHomeHuu 1:1:1 B ogHy u3 Tpex
TpyII JISYSHUsI: puBapoKcabaH 2,5 Mr mepopaibHO JIBa pa3a B IeHb, 5 MT IEPOPATHHO JBa pasa B
JIeHb WU Tuianebo JBa paza B JeHb, B KoMOuHanuu ¢ MoHoTepanueit ACK wnm nBoitHOM
anTuTpomMboruTapuoit tepanueir (ACK u TueHonupuauH (KJIOMUIOTPEN WIM TUKIIOMUIUH)).
[Tariuentsr ¢ OKC B Bo3pacte 10 55 neT AOMKHBI OBLIM UMETh JIMOO caxapHbBIA 1radeT, audo
NepeHeceHHbI paHee WH(papKT Muokapaa. CpeaHee BpeMs JiedeHHs] cocTaBuiio 13 mecsies, a
MaKCUMaJIbHBIM CPOK JIEYEHUsI JOCTUTaN moutH 3 roxaa. 93,2 % manueHToB MOydalld JIeUeHUe
ACK oaHOBpeMEHHO ¢ THeHOUpUAUHOM U 6,8 % Tonpko ACK. Cpenn naiueHToB, MOJy4aBIInX

JBOMHYIO aHTUTPOMOOLIUTAPHYIO Tepanuio, 98,8 % nonydanu knonunorpen, 0,9 % — TukIonuANH
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ot 22.05.2024 N= 9

u 0,3 % — npacyrpen. [lanueHTsl noaydanu N¢pBYIO n@ﬂ;' I;T/I-H%EII)%%%EEQ Wﬁﬁm@iﬁ%&é 24

qyaca u 710 7 AHEH (B cpemHeM 4,7 JHS) MOCie TOCTYIUICHUST B OOJILHUILY, HO KaK MOYKHO CKOpee
nocie crabunm3anuu manueHta B xoxe  Tekymero OKC  (Bkimowas — mpouemypbl
peBacKylspU3allii) U KOrjJa T[apeHTepalbHas AaHTUKOAryJasHTHas Tepanus OOBIYHO
IpeKpalaeTcs.

Kak pexum 2,5 mr puBapokcabaHa JiBa pas3a B JIeHb, TaK U 5 MI' puBapokcabaHa JBa pa3a B J€Hb
ObuH (P PEKTUBHBI B TaTbHEUIIIEM CHIYKEHUH YaCTOThI CEPACYHO-COCYTUCTHIX COOBITHI Ha (hoHE
CTaHJAPTHOU aHTUTpoMOoIMTapHOi Tepanuu. [lpu nmpueme 2,5 Mr 1Ba pasza B JIeHb CHUYKAIAch
CMEPTHOCTb, U OBLIO JOKa3aHO, YTO MpU OoJiee HU3KOM 103€ PUCK KPOBOTEUECHU N HUXKE, TOITOMY
pEeKOMEHAyeTCsl Ha3HayaTh pUBapokcabaH B J03€ 2,5 MI JBa pa3a B JIEHb COBMECTHO C
moHotepanueid ACK nnu nBoitHoi antutpom6bouutapHoit tepanueit (ACK u xionuaorpen umm
TUKJIOUIUH) JUIA TPOPHIAKTUKH aTEPOTPOMOOTHUECKUX COOBITUH Y B3POCIIBIX MAIIMEHTOB [1OCIIE
OKC c noBbIIIEHHBIMH CEPICYHBIMU OHOMapKEPAMH.

[To cpaBHEHHIO ¢ TUTaEeb0 pUBAPOKCAOAH 3HAYMTEIHHO CHIDKAI IEPBUYHYI0 KOMOMHHUPOBAHHYIO
KOHEYHYIO0 TOUYKY, BKJIIOUAIOIYI0 CMEPTh BCJIEJICTBUE CEPAEUHO-COCYIAUCTHIX MPUYNH, HH(APKT
MHUOKapJa WIM HHCYNbT. [IpenmyriecTBo Tepanuu, OOYCJIOBIEHHOE CHUXXEHHEM CMEpPTU
BCJIC/ICTBUE CEpJCYHO-COCYIUCThIX COOBITUN M WH(papKTa MHOKApAa, MPOSBISIIOCH PaHO U
COXpaHsUIOCh B TEUEHUE BCEro nepuoia jedeHus (cM. tabnuny 4 um pucyHok 1). Taxxke Obuia
3HAUUTENBHO CHU)KEHA IepBas BTOPUYHAs KOHEYHas TOYKA, BKIJIIOYAIONIAs CMEpPTh OT BCEX
OPUYHH, UH(APKT MUOKAp/1a UK UHCYIBT. JlONOTHUTENbHBIM peTPOCTIEKTUBHBIN aHaIU3 oKa3all
HOMUHAQJIBHO 3HAYMMOE CHID)KEHHE 4YacTOThl TPOMOO3a CTEHTa 0 CPaBHEHUIO C Ianedo (cM.
tabmuiry 4). Yactora OCHOBHOM KOHEYHOW TOUYKHM ©O€30MacHOCTH (HE CBS3aHHBIX C
aopTokopoHapHbIM HIyHTHpoBaHueM (AKII) Oonpmux kpoBoTeueHuil no mkaine TIMI) Owina
BBIIIE y MAlMEHTOB, MOJYYaBIINX pUBAapOKcabaH, 4yeM y MalMeHTOB, MMOJy4YaBIInX I1anedo (cM.
tabmuiy 6). OgHaKo YacToTa CMEpTENbHBIX KpPOBOTEUEHHH, apTepHalbHONW TUIOTEH3HH,
TpeOytomieil JiedeHUs] BHYTPUBEHHBIMH HWHOTPOIHBIMH CpPEICTBAMH, U XUPYPrHYE€CKOIro
BMeENIaTeIbCTBA IIPU MTPOJOJIKAIOIIEMCS KPOBOTEUEHUH ObLIa OJIMHAKOBOI /1711 puBapokcabaHa u
iane6o.

B tabnune 5 npencraBieHs! pe3yabTaThl 3 (GEKTUBHOCTH Y MALIMEHTOB, NEPEHECIINX YPECKOKHOE
kopoHapHoe BwmemarenbcTBo (UKB). PesynpraThl 6e30macHOCTH B MOATPYNIE IMAIMEHTOB,
nepenecmmx YKB, ObH coOmocTaBUMBI ¢ OOIIMMH pe3ysbTaTaMu Oe30macHOCTH. [lanueHTsr ¢
NOBBILIEHHBIMU ~ Ouomapkepamu  (TpormonuH win CK-MB) u  6e3 mnpeamecTByromero
uHcynbta/TUA cocraBnsiin 80 % wuccnenyemoil momynauuu. Pe3ynabTaTbl 3TOM HOMYJSAIMH
MAIMEHTOB TAK)K€ COOTBETCTBOBAIM OOIIUM pe3ysibTaraM d(PPEeKTHBHOCTH U O€30MTaCHOCTH.

Tabauya 4. Pe3ynomamut 3¢hghexmusnocmu u3z uccnedosanus I gpazor ATLAS ACS 2 TIMI 51
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
22 052024 M= 9958

OT 2L WD UL

Hccaenyemasi momyJassus ITanueHTHI C Heu'zwﬂ_'p';nzi E&bEiMTEd%HhﬁHEM' 002]

cuHzpoMom ¥

TepaneBTnuyeckas 103a PuBapoxkcadan 2,5 mr, 1Ba pa3a B IInane6o
nenb, N = 5114 N =>5113
0
n (%) n (%)

OTtHowenne puckos (OP)

(95 % JIN) p-3nauenne ©

Cwmepts  BeieactBue cepaedno- | 313 (6,1 %) 376 (7,4 %)

COCYIUCTBIX TMPHUYHH, I/IH(l)apKT 0,84 (0’72, 0’97) p — 0’020*
MHUOKapJa Ui UHCYJIbT

Cmepts  BeneactBue  Jiobbix | 320 (6,3 %) 386 (7,5 %)

HPHHH, MHGAPKT MHOKAPAA MM | o oo 25 0 97) 0 = 0,016+

HMHCYJIBT

Cwmepth BeneacTBHe cepaeuHo- | 94 (1,8 %) 143 (2,8 %)
COCYIMCTBIX IPUYNH

0,66 (0,51, 0,86) p = 0,002**

Cmepts  BeneactBue  Jiobbix | 103 (2,0 %) 153 (3,0 %)
NPUYUH

0,68 (0,53, 0,87) p = 0,002**

WudapkT Muokapaa 205 (4,0 %) 229 (4,5 %)
0,90 (0,75, 1,09) p = 0,270

Wucynpt 46 (0,9 %) 41 (0,8 %)
1,13 (0,74, 1,73) p = 0,562

Tpomb03 cTeHTa 61 (1,2 %) 87 (1,7 %)

0,70 (0,51, 0,97) p = 0,033**

a) U3MEHEHHBIM 1MOoX0]1 00paboTKK Habopa aHaIU30B (MOAX07 ¢ 00pabOTKOM MOJHOTO Habopa
aHaJIM30B MPH TPOMOO3€e CTEHTA)

b) mo cpaBHEHUIO ¢ MIane6o0; JorapuGMUIECcKoe 3HAUCHUE P-3HAUCHHS
* CTATHCTUYECKU TIPEBOCXOSIINN
** HOMUHAJIBbHO 3HAUUMBIHN

Tabauya 5. Pezynomamut 3¢ppexmusnocmu uz uccreoosanust I ¢pazvrt ATLAS ACS 2 TIMI 51 y
nayuenmos, nepenecuiux YKB

Hccnenyemas nonyasiuus ITanueHTHI ¢ HEAABHUM OCTPHIM KOPOHAPHBIM
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

0,66 (0,46, 0,95) p = 0,026**

ot 22.05.2024 Nz 9958
CHHIPOMPM, nepéHetuine YKB @ - [oHOETE IO
TepaneBTnueckas 103a PuBapokcadan, 2,5 mr, asa pasza B | [lliane6o
nenb, N = 3114 N = 3096
n (%) n (%o)
OP (95 % JN) p-3nauenne
CwMmepts BcneacTBue cepaeuno- | 153 (4,9 %) 165 (5,3 %)
cocymucTeIx npuumH, uHbapkr | 0,94 (0,75, 1,17) p=0,572
MHOKAap/ia WM HHCYJIBT
Cwmepth BenenctBue cepaeuno- | 24 (0,8 %) 45 (1,5 %)
COCYUCTBIX TPUYHH 0,54 (0,33, 0,89) p =0,013**
Cmeptp  BcuenctBue  Jr00bix | 31 (1,0 %) 49 (1,6 %)
IPUYUH 0,64 (0,41, 1,01) p=0,053
Wudapkr muokapaa 115 (3,7 %) 113 (3,6 %)
1,03 (0,79, 1,33) p = 0,829
WHCynbT 27 (0,9 %) 21 (0,7 %)
1,30 (0,74, 2,31) p = 0,360
Tpom603 cTeHTa 47 (1,5 %) 71 (2,3 %)

a) U3MEHEHHBIN MOJX0]1 00padoTKu Habopa aHanM30B (MOAX0A ¢ 0OpabOTKOM MoIHOro Habopa

aHaJIM30B MPH TPOMOO3€e CTEHTA)

b) no cpaBHeHuUIO ¢ MIanedo; JorapuPMUIECKOe 3HAUCHNUE P-3HAYCHUS

** HOMUHAIBHO 3HAYUMBIIA

Tabauya 6. Pe3ynomamul 6e3onachocmu u3 ucciedosanus I ¢pazet ATLAS ACS 2 TIMI 51

Hccaexyemasi momyJasius

IauuMeHTHI ¢ HeIABHUM OCTPBHIM KOPOHAPHBIM

cungpomom

TIMI, HE CBSI3aHHOE c

3,46 (2,08, 5,77) p = < 0,001*

TepaneBrnuyeckas 103a PuBapoxcadan 2,5 mr, aBa pasa B | Ilianeoo
nenb, N = 5115 N = 5125
n (%) n (%)
OP (95 % JAN) p-3navenue

BosnbIioe kpoBoteuenue 1o mkane | 65 (1,3 %) 19 (0,4 %)
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 22.05.2024 N= 3958

A0PTOKOPOHAPHBIM (NOCNEAQCBATENEHOCTE 0002]
[IYHTHPOBAHUEM
CMepTenbHOE KPOBOTEUECHUE 6 (0,1 %) 9 (0,2 %)

0,67 (0,24, 1,89) p = 0,450
CUMOTOMATHYECKOE 14 (0,3 %) 5 (0,1 %)
BHyTpHuepenHoe Kpoousnusnue | 2,83 (1,02, 7,86) p = 0,037
I'unorensus, Tpedyroras aeuenus | 3 (0,1 %) 3 (0,1 %)
BHYTPUBEHHBIMH ~ HHOTPOITHBIMH
npernapaTaMmu
Xwupypruueckoe BmemarenbcTo | 7 (0,1 %) 9 (0,2 %)
0 TMOBOAY IPOIOJKAOIICTOCS
KPOBOTCUCHHSI
[epenuBanue 4 nnu 6ostee equnui | 19 (0,4 %) 6 (0,1 %)
KpOBH B TeueHHE 48 yacoB

a) TOMYJIAIUS 0€30MaCHOCTH, MOTyYaroIas TEPAITHIO
b) o cpaBHEeHUIO ¢ TUIaNEe00; JorapuGMUIECKOe 3HAUCHHUE P-3HAYCHUS

* CTaTUCTUYECKH MPEBOCXOISIINN

Pucynokx 1. Bpemsa 0o nepgozo Hacmynjienus nepeuyHol KOHeuHOU MouKu 3¢hghexmusHocmu
(cmepmo 6credcmesue cepoOedHo-coCyOUCMbIX NPUYUH, UHDAPKM MUOKAPOA UIU UHCYIbM)

PuBapoxcaban 2,5 Mr jiBa paza B JIeHb

IIname6o
13 A
12 f=——-
[}
.

11 [}
& am =t
& 10 - T
i= - ar!
= 9 -
E .
-} o
g s 1 T
[5] ==
& 7 4 =T
g ¢ -
= —
5 5]
E 4 - e
e e
8 3 4 ’J’
3 -~ OtHowenue puckos: 0,84

21!/ 95 % JIH: (0,72, 0,97)

r
1 - P-3nauenne=0,020*
0 T T T T T
0 90 180 270 360 450 540 630 720 810

OTHOCHTEIEHEIE JHH ¢ MOMCHTA paHJOMH3AallHH
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KonnyecTBo MalmeHToB U3 IPyYIIbl PUCKa (MOCNEOQOBATENBEHOCTL 0002)

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

PuBapoxcaban | 5114 | 4431 | 3943 3199 | 2609 2005 1425 878 415 89

[Tmane6o 5113 | 4437 | 3974 3253 | 2664 2059 1460 878 421 87

HBC/3ITA

Uccnenosanue Il ¢pazsr COMPASS (27395 mamuentos, 78,0 % wmyxuus, 22,0 % XKEHIINUH)
IPOIEMOHCTPUPOBATO 3((HEKTUBHOCT, U 0€30MacHOCTh pHBapoKcabaHa A MPOQUIAKTUKA
HEeOJIaronpusATHBIX COOBITUH, BKIIIOUYAIOIINX CMEPTh BCIIEICTBUE CEPAECUYHO-COCYIUCTIX TPUUUH,
uH(papKT MUOKapa, UHCYIBT, y nanueHToB ¢ MbC nnu cumntoMabiM 3I1A ¢ BBICOKUM PUCKOM
unieMuyeckux coobituii. Habmronenue 3a nmanueHTaMu MpoJaoikKajloch B cpeiHeM 23 Mmecsua U
MakcuMyM 3,9 roa.

[TanMeHThl, HE HYKJIaBIIMECS B MOCTOSIHHOM JICYEHUH MHTUOUTOpAMH MPOTOHHOM MOMIIbI, ObLTH
pPaHIOMHU3MPOBAaHbl Ha IpUEM MAHTOIpa3oia MWin Iuiane0o. 3areM Bce NAalMEHThl ObUIN
paHIOMH3HPOBaHbI B cooTHOMmeHNH 1:1:1 Ha mpuem puBapokcabana 2,5 mr iBa pasa B n1eHs/ACK
100 Mr oauH pa3 B ieHb, puBapokcabaHa 5 Mr aBa pa3a B ieHb win Tojpko ACK 100 Mr oaus pa3
B JIEHb ¥ COOTBETCTBYIOIINE UM I1J1a1e0o0.

V¥ nanuentoB ¢ UbC 6pu1a MHOrOococyaucras UbC u/unu npeniectByonmii ”HGapKT MUOKap/a.
Jlng manueHToB B Bo3pacTe < 65 jeT TpeOoBaloCh HAIMYUE aTepOCKIIEpPO3a, MOPAKAIOLIETO 10
KpaliHeW Mepe J1Ba COCYIMCTBIX pycila, WIH IO KpaiiHEeN Mepe ABa JIONOJIHUTENBHBIX CEpACUHO-
COCYIIUCTBIX (haKTOpa puckKa.

[Taruents! ¢ 31TA paHee nepeHecan Takue BMENIATENbCTBA, KaK IIYHTUPOBAHUE UM YPECKOKHAS
TpPaHCIIOMUHAJIbHASl AHTUOIIACTHKA, WM aMITyTallMil0 KOHEYHOCTH HWJIM CTONBI IO MOBOIY
3a00JIeBaHUS apTepUATbHBIX COCYIOB HJIM UMENH MEPEMEKAIOILYIOCS XPOMOTY C COOTHOIIEHUEM
apTepUaNbHOTO JaBieHUs JOABDKKH/pykH < 0,90 u/mim 3HaUUTENbHBIN CTEHO3 NepudepruyecKux
apTepuii, WM MPEALIECTBYIOIIYIO0 PEBACKYISAPU3ALNI0 COHHOM apTepuH, MKW OeCCUMIITOMHBIH
CTeHO3 COHHOH apTepuu > 50 %.

B wuccnenoBanue He BKIIOYAJIMCh MAllMEHThI, KOTOpPHIM OblJa HeoOXonuMma JBOMHAas
AHTUTPOMOOIIMTApHAS WU Jpyras aHTUTpoMOouuTapHas Tepanus, He cBszaHHas ¢ ACK, wmu
IIPUEM NEPOPATBHBIX AHTUKOATYJISIHTOB, a TAKXKE IMAlIUEHTHI C BBICOKUM PUCKOM KPOBOTEYEHHS,
Cep/IeYHOMN HEIOCTAaTOUYHOCTRIO ¢ (ppakiueit BeiOpoca < 30 % wm 11 umu IV kmaccom mo Hero-
MopKcKoii KapAHONOrHYeCKOi aCCOLMAIIMH, TFOOBIM HIIEMHYECKMM HEaKyHAPHBIM HHCYJIHTOM B
TedyeHue | Mecsma win J0ObIM reMOpparndeckuM WM JIAKYHApHBIM HWHCYJIBTOM B aHaMHE3e.
PuBapokcaban B 103e 2,5 mr 1Ba pasza B jeHb B komOuHanuu ¢ ACK B no3e 100 mr oaus pa3 B

nenb npeocxoaua ACK B noze 100 Mr B OTHOIICHHH CHUKEHUS IEPBUYHOM KOMOMHUPOBAHHON
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- =371 id b= GOEO
oT 22.05.2024 Nz 9958

KOHEYHOM TOYKH, BKJIIOYAIOIIEH CMEPTh BCIEICTBUE céﬂﬁ%é&ﬁ%é#ﬂﬁgg&tIﬁgﬁqﬂﬁ,'lﬂﬁ'ﬁépm

CMNEPTHOMY OTUETY

MHUOKap/la ¥ HHCYJIBT (CM. TaOJIUIly 7 ¥ pUCYHOK 2).

VY marnueHToB, MOJIy4aBIIuX puBapokcabaH B qo3¢e 2,5 Mr 1Ba pasza B AcHb B komOuHanuu ¢ ACK
B n03¢ 100 Mr oguH pa3 B AeHb, HAOIIOJATIOCh 3HAYUTEILHOE YBEIHMUYCHHE COOBITUI TIEPBUYHON
KOHEYHON TOukM Oe3omacHOCTH (0OJbIINE KPOBOTEUEHUS MO MOIUGMUIMPOBAHHBIM KPUTEPUSIM
ISTH) no cpaBHenuto ¢ nmanueHtamu, nojydaBimumu MoHoTepanuio ACK B noze 100 mr (cwm.
Tabnuiy 8).

[To nepBuYHOM KOHEUHOU TOUKe d(HPEeKTUBHOCTU HAOIIOAAEMOE TPEUMYIIIECTBO pUBapOKcadaHa
B 7103€ 2,5 Mr JBa pa3a B JicHb B coueTanuu ¢ ACK 100 mr oguH pa3 B JieHb 110 cpaBHeHHIO ¢ ACK
100 mr onus pa3 B aens cocrtaBmiio OP = 0,89 (95 % A1 0,7-1,1) y mauuentoB > 75 net (4actora
BcTpeyaemoctu: 6,3 % npotus 7,0 %) u OP = 0,70 (95 % AU 0,6-0,8) y mauuentoB < 75 et (3,6
% npotus 5,0 %). YactoTa 601bIIMX KPOBOTEYEHUH MO0 MOAUGUIIPOBaHHBIM KpuTepusim ISTH
coctaBuna OP = 2,12 (95 % AU 1,5-3,0) y naruentoB > 75 ner (5,2 % npotus 2,5 %) u OP =
1,53 (95 % AU 1,2—-1,9) y mauuentos < 75 ner (2,6 % npotus 1,7 %).

[Ipumenenue manrtompaszoyia B o3¢ 40 Mr oauH pa3 B JCHb B JIOMOJHEHHE K H3y4aeMOMY
AHTUTPOMOOTHYECKOMY MpernapaTy HaleHTaMU, HE UMEIOIIMMH KIMHUYECKOH HEOOXOAMMOCTH
B HMHTUOUTOpPE MPOTOHHOM TMOMIIBI, HE TMOKAa3aJl0 HHUKAKOH IMOJIb3bl B MPEIOTBPALICHUN
OCJIOKHEHUW CO CTOPOHBI BEPXHHUX OT/EJIOB JKEIYyJIOYHO-KUIIIEYHOTO TpakTa (T.e. COUETaHUE
KPOBOTEUYCHHI W3 BEPXHUX OTACJIOB >KEIYJOYHO-KHIIEUHOTO TPAKTA, U3BA3BICHUN BEPXHHUX
OTJICTIOB KENYAOYHO-KUIIIEYHOTO TpakTa, OOCTPYKIMH WIM Tepdopalryd BEPXHUX OTIEIOB
KEITY0YHO-KUIIIEYHOTO TPaKTa); 4acTOTa BO3SHUKHOBEHHS OCIOXHEHHH CO CTOPOHBI BEPXHUX
OTJIEJIOB JKeNyI0YHO-KuIIeyHoro Ttpakra coctaBwia 0,39 na 100 mamueHTO-7€T B TIpymIe,
MoJTy4aBIIei maHTonpason B go3e 40 Mr oauH pas B JieHb, u 0,44 Ha 100 manueHTo-J1eT B rpyIIe,
noJTy4yaBliel mianedo oJuH pa3 B I€Hb.

Tabnuya 7. Pesynomamol 3¢pgpexmuernocmu u3 uccneoosanus I ¢pazet COMPASS

HUccaenyemas Manuents ¢ UBC/3IIA 2

NONyJIsIHU s

TepaneBTnueckas | PuBapoxcadan ACK 100 mr oauH pa3 B 1eHb
n03a 2,5 mr naBa pasza B N = 9126

IeHb B COYETAHHHU C
ACK 100 Mr oaun
pa3 B 1eHb

N=9152
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 22.05.2024 N2 9958
Mamuentor | KM Iaunenjli;li-' Ti-EFop B '*—'b-qgﬁ‘dltt:'ﬁ'l;l’e
b)
¢ % ¢ % (95 %
COOBITHSIMH COOBITHSIMU
AN)
Wucynst, uadapkr | 379 (4,1 %) | 5,20 % | 496 (5,4 %) |7,17% | 0,76 p = 0,00004*
MHOKap/a WIn (0.66:
CMEPTH BCIEACTBHE
CepJICYHO- 0,86)
COCYHUCTBIX
HOPUYUH
- UucynbT 83 (0,9 %) 1,17 % | 142 (1,6 %) | 2,23 % | 0.58 p = 0,00006
(0,44,
0,76)

- Vndapxr | 178 (1,9 %) | 2,46 % | 205 (2,2%) | 2,94% | 0,86 | p = 0,14458
MHUOKap/ia

(0,70;
1,05)
- Cwmepts | 160 (1,7 %) |2,19% | 203 (2,2 %) | 2,88 % | 0,78 p =0,02053
BCJIC/ICTBHE (0,64:
CepaCYHO-
COCYTUCTBIX 0,96)
NPUYUH

CMmepTHOCTh or | 313 (3,4%) | 4,50% | 378 (4,1%) |557% | 0,82

BCCX MMPpUYINH (0’711

0,96)

Ocrpas  wmmemus | 22 (0,2 %) | 0,27 % | 40 (0,4 %) |0,60% | 0,55
KOHEYHOCTH (032

0,92)

a) aHaJIM3 MOIMYJIALNU [0 Ha3HAUEHHOMY JICUEHHIO, TIEPBUYHBIN aHAIIN3

b) no cpaBuenuto ¢ ACK 100 mr; norapupmudeckoe 3HaYeHUE P-3HAYCHUS

* CHUKeHue NMepBUYHON KOHEYHOM TOUKH 3((HEKTUBHOCTH OBUIO CTATUCTUUECKU 3HAYUMO BBIIIIE.
JAU: nosepurensHbli uMHTEpBad; KM %: OLIEHKM COBOKYIMHOrO pHCKa 3a00JeBaeMOCTH IO
Kamtany-Meiiepy, paccuntanssie Ha 900 nHen

Tabnuya 8. Pe3ynemamwl 6e3onacnocmu u3 ucciedosanus I gpazset COMPASS

Hccaexyemasi momyasius Manuents ¢ UBC/3IIA 2
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N 9958

TepaneBrnuyeckas 103a

PuBapok¢adan

AGK 00 i

"Otnbiienne

25Mr nBa pasa B

oauH pa3 B

puckoB (95 %

JeHb B COYCTAHUU C | ICHb AN)
ACK 1
C 00 mMr oauu N=9126
pa3 B JieHb,
- b)
N=9152 n (Kym. puck | p-3HauyeHHe
0
n (Kym. puck %) %)
bosnbmioe  kpoBoredenue 1o | 288 (3,9 %) 170 (2,5 %) 1,70 (1,40; 2,05)
MOM(DHUITUPOBAHHBIM KPHUTEPHUSIM
ISTH p <0,00001
- KpoBoreuenue co cmeprensabim | 15 (0,2 %) 10 (0,2 %) 1,49 (0,67; 3,33)
HEROAOM b =0,32164
- Cumnromaruyeckoe | 63 (0,9 %) 49 (0,7 %) 1,28 (0,88; 1,86)
KPOBOTEYEHHE B KPUTHYCCKOM 5= 0.19679
opraHe (HeCMepTeIbHOE)
- Kposoreuenne B  mecte | 10 (0,1 %) 8 (0,1 %) 1,24 (0,49; 3,14)
XHPYPrHYECKOTO BMeraTeHBCTBa, 5 = 0,65119
Tpebyrolliee MOBTOPHOM Omepaluu
(HecMepTenbHoe, HE B
KPUTUYECKOM OpTraHe)
- Kposoreuenne, npusomsiiee k | 208 (2,9 %) 109 (1,6 %) 1,91 (1,51; 2,41)
TOCTIATATU3AINN 5 < 0,00001
(HecMepTenbHoe, HE B
KPUTHYIECKOM oprase, HE
Tpeodyroliee MMOBTOPHOM
oTIepaIiin)
- C HouHBIM TIpeObIBanreM | 172 (2,3 %) 90 (1,3 %) 1,91 (1,48; 2,46)
p < 0,00001
- be3 Hounoro npeosiBanus | 36 (0,5 %) 21 (0,3 %) 1.70 (0,99; 2,92)
p = 0,04983
CunbHoe xkemynouHo-kuiieunoe | 140 (2,0 %) 65 (1,1 %) 2,15 (1,60; 2,89)
KpPOBOTCUCHHE b < 0,00001
CunpHOE Buytpuuepentoe | 28 (0,4 %) 24 (0,3 %) 1,16 (0,67; 2,00)
KpPOBOTCUCHHE

p = 0,59858

a) aHaJIM3 MOIMYJIALMU [0 Ha3HAYEHHOMY JICUEHHIO, IEPBUYHBIN aHAIIN3

b) no cpaBuenuro ¢ ACK 100 mr; norapudmMudeckoe 3HaUCHUE P-3HAYCHUS
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JAW: noBeputenbHbli MHTEpBai; Kym. puck: |

Cymynstibrbii prek sdoonésaéitob i (liduin

Kannana-Meitepa) udepe3 30 wmecsiue; ISTH:
reMocTasy

Pucynox 2. Bpemsa 0o nepsozco nacmyniienus
(uncynom, ungapxm muoxapoa,
uccneodosarnuu COMPASS

10.0 -
w0l
8.0
vo pa3 B ieHb: 5,2 (4,7 - 5,8)
6.0
5.0
4.0

3.0

2.0

CoBoOKyITHas BEPOSTHOCTH (%)

Ounenku Kannana-Meiiepa (%) 3a 30 mecsues: ~
Pusapokcaban 2,5 mr nea pasa B neas + ACK 100 Mr ogun

ACK 100 mr oqun pas B geun: 7,2 (6,5 - 7,9)

MexayHnapoaHoe oOImIecTBO Mo TpomOo3y H

NepeUYHOL KOHEeUHOU MOYKU IhghekmusHocmu

cMepmb  8credcmeue  cepOedHo-CoCyOUCmvlX NPUdUH) 8

PuBapoxcaban 2,5 mr 18a paza B genb + ACK 100 Mr onud pa3 B IeHb

ACK 100 mr ouH pa3 B IeHb

OtHomeHne puckoB (95 % JIH)

0,76 (0,66-0,86)
0.0 1 T T T T T T
0 180 365 540 730 900 1095
IlHH C MOMCHTA Pa.HI[OMHZaLIPIH
Konuuecmeo nayuenmos uz epynnol pucxa

PuBapokcaban 2,5 mr n1Ba pa3a B meHb + | 9152 9026 7898 6352 3911 2302 658
ACK 100 mr onuH pa3 B I€Hb

ACK 100 Mr oauH pa3 B IeHb 9126 8982 7798 6233 3860 2253 668

JAW: noBepuUTENbHBIN HHTEPBAI

Ilayuenmsui nocne HeoasHell npoyedypvl PesacKyIAPUIAYUY HUNCHEU KOHEYHOCMU 6Cle0Cmaue

cumnmomnozo 3114

B xmoueBoMm nBoiiHOM cienom uccienoBannd 111 ¢paser VOY AGER PAD 6564 manmenTa nmocie

HEJAaBHEW YCIEIIHOM NpOLEAYPhl PEBACKYIIAPU3ALUN HIDKHEH KOHEYHOCTH (XUPYPTrU4YECKON NN

9H/I0BACKYJISIPHOM,

pPaHAOMU3HMPOBAHbl CIydyalHBIM 00pa3oM B

BKIItOUasi THUOpHIHBIE TMpoueaypsl) u3-3a cumntomHoro 3IIA Obuin

cooTHomieHMu 1:1 B OOHY W3 JBYX TIpym

AHTUTPOMOOTHYECKOTO JICUCHUSI: puBapokcaban 2,5 Mr aBa pasza B AeHb B komOuHaimu ¢ ACK

100 mr onun pa3 B nenb uian ACK 100 mr ogun pa3 B neHb. Ilannentam Obulo pasperieHo

JOMOJIHUTCIIbHO MOJY4YaThb CTAHAAPTHYIO JO3Y KIOMUAOTPCIa OAUH pa3 B ACHb B TCUCHUC CPOKa

oo 6 MecsleB.

enpto wuccnemoBanus OBUIO MPOJAEMOHCTPUPOBATh 3PHEKTHBHOCTH |
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COOTBETCTEBYET 2K l':_ [NEFTHOMY OTYETY

ot 22.05.2024 N= 9

Oe3omacHOCTh puBapokcabana B komOuHanuu ¢ ACK ILH}'%l;c;lﬁfg[';ﬁ'ﬁilzgJﬂﬁlﬂgp%{a:ﬁvrhdkébna,

UIIEMUYECKOTO MHCYJIbTA, CMEPTHU BCIEACTBHE CEPAEUHO-COCYANUCTBIX IPUUHH, OCTPOM HIIEMUN
KOHEYHOCTH WM OOJBIION aMIyTalluy COCYJUCTOW 3THOJIOTMM y MAlMEHTOB I10CJIE€ HEJABHUX
YCIEUIHBIX MPOIeAyp PEBACKYISIpU3AIINHI HUKHUX KOHEUHOCTE! BCiieCTBUE cuMnToMHOTrO 311A.
bouin BkIIOYEHBI THalMEeHTHl B Bo3pacte > 50 JeT ¢ JAOKYMEHTaJIbHO MOATBEPKICHHBIM
YMEPEHHBIM WJIM TSDKEIbIM CUMITOMHBIM arepockiiepoTudeckuM 3IIA HMKHMX KOHEUHOCTEH,
NOATBEPXKJIEHHBIM BCEM U3 IEPEUMCICHHOTO: KIMHHYECKH (T.e. (YHKIMOHAJIBHBIMHU
OTPAaHWYCHUSMH), AHATOMHYECKH (T.e. BH3yalu3alued, mnoareBepxkparonieii Hammuue 3I1A
JUCTallbHEEe HApYXKHOM MOJB3/OIIHON apTepuu) U IeMOJMHAMUYECKH (JIOABDKEYHO-TIICYEBON
ungexkc [JIIINA] < 0,80 wium maneue-tuiedeBord uuaeke [IININ] < 0,60 mis manueHTOB 0€3
peBackynspusanuu koneynocteit B anamuese wiu JIINW < 0,85 wmm TN < 0,65 s narmeHToB
C peBacKyjsIpu3alreil KOHeYHOCTeH B aHaMHe3€e). bbu NCKITIOYEeHBI TAIlUeHTh], HYKIaBIINECs B
JIBOMHON aHTUTPOMOOITMTAPHOM Tepanmuu B TeueHHWE Oojiee 6 MecsAleB WIM B JIIOOOH
JIOTIONIHUTEIbHOW aHTUTpoMOouMTapHOU Tepanuu, otimyHoid or ACK um xnonumporpena, wiu
NEpOpabHOM  AHTHUKOAryJssHTHOM Tepanuy, a TaKXe MalueHTbl C BHYTPUYEPEIHBIM
KpOBOU3JIMsAHUEM, HHCYNIbTOM Wi THUA B anamuese, win nauueHTsl ¢ pCK® <15 mi/mMuH.
Cpennsisi pOJOIKUTENBFHOCTh HAOMIOJAeHHsT cocTaBuia 24 Mecsiia, a MaKCUMaJbHBIA CpPOK
HaOmoneHust — 4,1 roga. CpeHU BO3pACT BKIIOUEHHBIX B MCCIIEIOBAHNE MAIUEHTOB COCTABUII
67 net, a 17 % nauuenToB ObUIM cTapie 75 ner. CpeaHee BpeMsl OT IPOLEAYPbl UHIEKCHOM
peBacKyISIpU3aIMK JI0 Hayala UCCIIeyeMOro JIeYeHHs B 00IIel oMy AUy cocTaBuIIo 5 Hei (6
JHEN 1mociie XUpYyprudeckod M 4 IHS IOCJIE DHIOBACKYJISPHOM PEBACKyJspU3allud, BKIIOYAs
rubpuaHbie nporeaypsl). B memom, 53,0 % mamueHToB moiydaau KpaTKOBPEMEHHYIO (DOHOBYIO
TEpanuio KJIOMUJIOTPEIOM CpeAHEeH NpOoAOIKUTENbHOCTRI0 31 neHb. CorjiacHO NPOTOKONY
UCCIIEIOBaHMS, JIEYEHUE MOXKET ObITh HAuaTO KaKk MOXKHO CKOpee, HO He Mo3jHee, yeM uepe3 10
JTHEH rocie yCHelHoN Haaiexanied mpoueayphl peBacKyIsipu3alui U 00ecriedeHus: FeMocTasa.
Puapoxkcaban 2,5 Mr nBa pasa B neHb B komOuHaimuu ¢ ACK 100 mMr oaus pa3 B JeHb ObLI
3¢ dexTrBHEE B CHMKEHUU MMEPBUYHONM KOMOMHUPOBAHHOW KOHEUHOM TOYKH, BKJIHOYAIOIIEH
UHapKT MUOKap/ia, UIIEMUYECKUI UHCYIIBT, CMEPTh BCIIEJICTBHE CEPACUHO-COCYTUCTHIX IPHYHH,
OCTPYIO MILIEMHIO KOHEYHOCTH U OOJIBLIYIO aMITyTallli0 COCYIMCTON 3THOJIOTHH [0 CPABHEHUIO C
npuemoM Tosibko ACK (cMm. Tabnuny 9). IlepBuunas koHeuHast TOUKa 0€30MacHOCTH MO OOJIBIIUM
KpoBoTeueHHAM 110 mkane TIMI Oplia BeIlIe y marueHToB, moxyJyaBinux puBapokcadban u ACK,
0€e3 yBEJIIMUEeHHUS YUCIIa CMEPTENbHBIX MM BHYTPHUEPEITHBIX KpOoBOTeUeHUH (cM. Tabmuily 10).
Bropuunble KOHeUHbIE TOUKU APHEKTUBHOCTH OBLIM MPOTECTUPOBAHBI B 3apaHee ONpeIeIeHHOM
HepapXuuecKoM Mopsiake (cM. Tadmuiry 9).

Tabauya 9. Pezynomamwi s¢hghexmuernocmu uz uccaeoosanus I ¢pazot VOYAGER PAD
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COOTBETCTEYET JKCNEPTHOMY OTYETY
oT 22.05.202:

N= 9358

IHanueHTHI MOC/E Henasﬂgf;"hgggéﬂ%lﬂq@j&;ﬁa pJﬂ N

Hccaenyemas
NonyJsinus HUKHell KOHeYHOCTH BeJieacTBHe cumnrTomuoro 3I1A 2
TepaneBTnueckasi 103a | PuBapokcadan ACK 100 mMr omuu | OTHOlIEHHE
25Mr aBa pasa B | pa3B/ieHb PHCKOB
JeHb B COYEeTaHHH C
N = 327 % W) 9
ACK 100 mMr omun 3218 3 % 1)
pa3 B IeHb n (Kym. puck
N = 3286 %)%
n (Kym. puck %)®
MepBuunan xoneunasn | 508 (15,5 %) 584 (17,8 %) 0,85 (0,76; 0,96)

Touka 3PpdexkTUBHOCTH
b)

p = 0,0043 &*

- Undapkr muokapaa

131 (4,0 %)

148 (4,5 %)

0,88 (0,70; 1,12)

- NimemMuyeckuit UHCYJIBT

71 (2,2 %)

82 (2,5 %)

0,87 (0,63; 1,19)

- CMepr BCJICOCTBUC
CCPACUHO-COCYAUCTBIX

IPUYNH

199 (6,1 %)

174 (5,3 %)

1,14 (0,93; 1,40)

- Octpas UIIEMUS

KOHCYHOCTH f

155 (4,7 %)

227 (6,9 %)

0,67 (0,55; 0,82)

- bonpmas aMIryTanusa

COCYAMCTOMN ATUOJOTUH

103 (3,1 %)

115 (3,5 %)

0,89 (0,68; 1,16)

BropuyHass KoHe4yHas
TOYKA IPPEKTUBHOCTH

HesarmmannpoBanHnas
WHJIEKCHAsI
peBacKyspu3aLus
KOHEYHOCTH
1910201020535 1) 2 ()11 (S) %1
WILIEMUU KOHEYHOCTH

npu

584 (17,8 %)

655 (20,0 %)

0,88 (0,79; 0,99)
p = 0,0140 ©*

T'ocnuranu3anus
MIPUYMHE
COCYHMCTBIX

o
CepAeYHO-
COOBITHIA
WM COOBITUH CO CTOPOHBI
KOHEYHOCTeH (11000 U3
HIOKHUX ~ KOHEYHOCTEH)
TPOMOOTHYECKOTO

Xapakrepa

262 (8,0 %)

356 (10,9 %)

0,72 (0,62; 0,85)
p < 0,0001 9*
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

17 l:l W3 '-J_- |:||:|:!:|
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CwmeptHocts  oT  Beex | 321 (9,8 %) 29%@;%:@%)]"-' BATET 'I',Gg'(b:_gér il;-IZV)
PUYIAH
CobpiTis BTD 25 (0,8 %) 41 (1,3 %) 0,61 (0,37; 1,00)

a) aHaNIM3 MOMYJISIIUY MAIlMCHTOB 10 HAMEPCHUIO JICUWTh, MEPBHUHBIA aHAIU3; YCTAHOBJICHO
He3aBucuMbIM KOMHUTETOM I10 BbIHECeHHIO KimHH4Yeckux pemeHuit (Independent Clinical
Adjudication Committee, ICAC)

b) coBOKymHOCTh HH(papKTa MHOKapAA, UIIIEMUYECKOTO HHCYJIbTA, CMEPTH BCIIEACTBHE CEPICUHO-
COCYJIMCTBIX MPUYMH (CMEPTh BCIEICTBUE CEPACHYHO-COCYIUCTBIX MPUYUH U CMEPTh MO
HEU3BECTHON NPHUYUHE), OCTPOH HWIIEMHH KOHEYHOCTH M OOJIBIION aMITyTallik COCYAHUCTOU
STUOJIOTUU

C) IIPU aHAJIM3€ YYUTHIBAECTCS TOJBKO MEPBOE MOSBICHUE COOBITHS KOHEYHON TOYKH B Mpeaeax
o0beMa JIaHHBIX OT CyOBbeKTa

d OP (95 % AN

CTpaTI/I(bI/II_[I/IpOBaHHOﬁ o TUumy Mnpoucaypbl, 1 HNPUMCHCHHUU KIIOIIUAOIpPEIa € JICHCHHEM B

OCHOBAHO Ha MOJACIM HOPOHNOPHHUOHAIBHBIX PUCKOB KOKC&,
Ka4yCCTBC GHHHCTBGHHOﬁ KOBApHWaHTHI.

e) OpHocTOpOHHEE p-3HAUEHHWE OCHOBAHO Ha JIOTApU(MUYECKOM PAHTOBOM  TECTE,
CTpaTH(QHUIMPOBAHHOM IO TUITY MPOLEAYPHI M IPUMEHEHHUIO KIIOTIUOTPENa C YU€TOM JICUCHHS B
KadyecTBe (pakTopa.

f) ocrpas uiIeMuss KOHEUYHOCTEW OIpeneNseTcsl Kak BHE3allHOE€ 3HAYMTENbHOE YXYJIIEHUE
nepdy3ud KOHEUYHOCTEH, JMO0 ¢ HOBBIM JeduiuToM mynbsca, Jub0 Tpelyroriee J1e4eOHOTO
BMeNIaTeIbCTBA (HalpuMep, TpoMOoIIn3Kca, TPOMOIKTOMUY WIIM CPOYHOI peBacKyJIsIpU3alun), U
NPUBOASIIEE K TOCHUTATU3ALNN

* CHmkenne 3(hPeKTUBHOCTH OBUIO CTATUCTUYECKU 3HAYMMO BBIIIIE.

JAW: noBepuTeNbHBINA HHTEPBAI

Tabauya 10. Pesynomamul 6e3onachocmu u3 ucciedosanus 111 ¢pazot VOYAGER PAD

Hccaenyemas IMauueHTHI MOC/E HeAABHEH MPouUeaypPbl pPeBaCKYJISPU3ALHUU
MOILYJISIIM S HMsKHel KOHeYHOCTH BejieAcTBHe cumnTomuoro 3I1A 2
TepaneBTnueckasi 1o3a | PuBapokcadan 2,5 mr | ACK 100 mr ogun | OTHOmIEHHE
ABa pa3a B [eHb B | pa3 B JIeHb PUCKOB
coueranun ¢ ACK 100
N = 3248 95 % IN) ©
MI OJIMH pa3 B
n (Kym. puck
- (Kym. p
%)) -3navenne 9
N = 3256 ) P
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
22 052024 M= 9958

OT 2L WD UL

(MOCTEOOBATENRHOUCTE U0U2]

n (Kym. puck % )P

bonbmioe  kposoteuenue | 62 (1,9 %) 44 (1,4 %) 1,43 (0,97; 2,10)
o nIKasue TIMI b = 0,0695
(cBsi3aHHOE / HE

CBSI3aHHOE c
AO0PTOKOPOHAPHBIM

LTYHTUPOBAHUEM)

- CwmeprenbHOE 6 (0,2 %) 6 (0,2 %) 1,02 (0,33; 3,15)
KPOBOTEUYEHHE

- Buyrpuuepennoe 13 (0,4 %) 17 (0,5 %) 0,78 (0,38; 1,61)
KPOBOM3IIHUSHUE

- SlBHoe kpooteuenwue, | 46 (1,4 %) 24 (0,7 %) 1,94 (1,18; 3,17)
CBA3aHHOE C IIAJEHHEM
remorioouna Hb > 5 r/mn
/ remarokputa Het > 15 %

bonbmioe  kposoteuenwue | 140 (4,3 %) 100 (3,1 %) 1,42 (1,10; 1,84)

o kputepusim ISTH p = 0,0068

- CMeprenbHoe 6 (0,2 %) 8 (0,2 %) 0,76 (0,26; 2,19)
KpOBOTEUYEHHE

- HecwmeptensHoe 29 (0,9 %) 26 (0,8 %) 1,14 (0,67; 1,93)
KPOBOTEUEHHE W3
KPUTHYECKH
Ba)KHBIX OPTaHOB

Knuanueckn  3naummoe | 246 (7,6 %) 139 (4,3 %) 1,81 (1,47; 2,23)
HE3HAYUTEIILHOE
KpPOBOTEUCHHE 1o
kputepusim ISTH

a) AHanu3 NOMyJSIMK 10 0€30MacHOCTH (BCE paHJOMU3UPOBAHHBIE CYObEKTHI, TOJIYYHUBIINE 11O
KpaifHell Mepe OIHy 103y UCCIIelyeMOTo Mpernapara)

b) n = KOIMYECTBO CYOBEKTOB C COOBITHSIMU, N = KOJTMUECTBO CyOBEKTOB U3 IPYIIIBI pUCKa, Y% =
100 * n/N, n/100 mam-yier = COOTHOIIEHHE YHCTa CYOBEKTOB C MHIIMJACHTHBIMU COOBITHUSIMH /
KyMYJISTUBHOE BPEeMsI ITOJIBEPTaHUSI PHCKY

c) OP (95 % M) ocHOBaHO Ha MOJEIM NPONOPLUMOHAIBHBIX pHUCKOoB Kokca,
CTpaTU(QUIMPOBAHHON IO THUMY MPOLEAYPbl, ¥ MPUMEHEHHM KJIOMHIOrpesa C JeueHHEM B

Ka4yeCTBEC eI[HHCTBeHHOﬁ KOBAapHUaHTHI.
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COOTEBETCTBYET 2KI
ot 22.05 2024 N= 9958

d) JIBycTopoHHee p-3HaUYCHHE OCHOBAHO| Ha h%ﬁﬂm;&igﬁﬂtﬂiéf‘ogé‘hf' 0 ':'%cm,

CMNEPTHOMY OTUETY

CTpaTI/I(I)I/IHI/IpOBaHHOM IO TUITY ONpOoUCAYpPbl U HTPUMCHCHHUIO KIIOMUAOTPCIIa C YUCTOM JICUHCHUS B
KauecTBe pakTopa.

UBC ¢ cepoeunout HedocmamouHoCmbio

B wuccnenoanne COMMANDER HF O6puin Brimtouensl 5022 marmueHta ¢ cepAcdHOU
HEJOCTAaTOYHOCTHI0O M YCTAaHOBIEHHOW wuimemMudeckoi Oomnesnpto cepama (MBC) mocne
TOCMUTATU3AIIH 110 TTOBOAY JEKOMIEHCHPOBAHHOW CepAeUHON HEJOCTATOYHOCTH, KOTOPbIE ObLIN
PaHIOMU3HUPOBAHbI CIy4YailHBIM 00pa3oM B OJIHY U3 ABYX IPYII JICYEHUS: puBapokcadaH 2,5 mr
nBa paza B geHb (N = 2507) wm muiane6o (N = 2515), coorBercrBenHo. OOrmas Meamana
IPOJOKUTEILHOCTH JICUEHHS B HCclleloBaHuu cocTtaBuia 504 aHsl.

[TarueHTH! AOKHBI OBUTM UMETh CUMIITOMATHYECKYIO CEpACUYHYI0 HEIOCTATOYHOCTh B TEUEHUE
HEe MeHee 3 Mecs1eB U Qpakiio BeIOpoca jeBoro xenynouka (PBJDK) < 40 % B TeueHre 01HOTO
rojia ¢ MOMeHTa BKJIroueHus. Mcxomno menuana pakiuu Beiopoca cocrasisuia 34 % (IQR: 28—
38 %), u 53 % yuactHukoB oTHocuiuch K III unu IV knaccy cornachHo knaccuduxanuu Hpro-
MopKcKoii KapMOIOrHYeCKOil aCCOLMAINH.

[TepBuunblii aHanu3 3Q¢GEKTUBHOCTH (T. €. COBOKYIHOCTH IMOKa3aTeleil CMEPTHOCTHU OT BCeX
npudrH, HHPApKTa MUOKAp/a WM WHCYJIhTA) HE BBISBHI CTATHCTUYCCKU 3HAYMMOUN pPa3HHIIBI
MeXly TpYMNIOoH, ojiyyaBlleil puBapokcadan 2,5 MT /1Ba pasa B J€Hb, U Tpynmoi mianedo ¢ OP
= 0,94 (95 % AU 0,84-1,05), p = 0,270. Uto KacaeTcst CMEPTHOCTH OT BCEX MPHUUYUH, TO MEXKIY
pHUBapoKcabaHOM U IU1aLed0 He ObUIO Pa3IuUUil B KOJMUECTBE COObITHH (dacToTa coObITHil Ha 100
nanuento-iet; 11,41 mpotus 11,63 (OP: 0,98; 95 % AU: 0,87—-1,10; p = 0,743). YactoTa pa3BuTus
nH(papkTa muokapaa Ha 100 marueHTO-NET (pUBapoKcadaH Mo CPaBHEHHIO C MI1aie00) COCTaBHIIa
2,08 mpotus 2,52 (OP 0,83; 95 % JAU: 0,63—1,08; p = 0,165), a yactora cmydaeB uHCyIbTa Ha 100
narueHTo-ynet coctasmia 1,08 nporus 1,62 (OP: 0,66; 95 % JAU: 0,47-0,95; p = 0,023). OcHoBHAas
KOHEYHas TOuKa 0€30MacHOCTH (T.€. COUeTaHUE CMEPTEIILHOIO KPOBOTEUEHMSI UIT KPOBOTEUEHUS
B KPHUTHYECKYIO 00JacTh C TIOTCHIIMAIBHOW TIOCTOSIHHOM TMOTEpel TPyA0CIOCOOHOCTH)
Habmonanack y 18 (0,7 %) nmanueHToB B rpymie puBapokcabana 2,5 Mr JiBa pa3a B JieHb U y 23
(0,9 %) marmenToB B rpynne miane6o, coorBerctBeHHo (OP = 0,80; 95 % AU 0,43-1,49; p =
0,484). B rpynme puBapokcabaHa HaOII0JAT0Ch CTATUCTHYECKH 3HAUMMOE YBEITNYEHUE YaCTOTHI
Oonpmux KpoBoTeueHud o kputepusm ISTH mo cpaBHenmio ¢ muramedo (4actota cOOBITHI Ha
100 marmenTo-net: 2,04 mpotus 1,21, OP 1,68; 95 % JIU: 1,18-2,39; p = 0,003).

VY manueHToB ¢ cepAeYHON HEeIOCTATOYHOCTHIO JIETKOW M CpeHel cTeneHH dPEeKThI JIeUSHHS B
noarpynne uccinepoBanust COMPASS Obin cxoxxumu ¢ 3 dexkramu geueHus Beeil uccieayemoi
nonyssuun (cM. TyHKT «BC/3TT1A»).

Tayuenmol ¢ mpounbIM NOZUMUBHBIM AHMUGDOCHOTUNUOHBIM CUHOPOMOM 8bICOKO20 PUCKA

40



COOTBETCTEBYET 2K l':_ [NEFTHOMY OTYETY

oT 22052024 N= 3

B cmoHcupyemMoMm wucciieoBaTenieM — paH. mnpoﬁgﬁ%gﬂE%';%b%ﬁgﬂt'%%l]—oﬁé%BOM

MCCJIEJOBAHMH C 3aCJIETNIEHHOM OILIEHKOM KOHEYHBIX TOUYEK pUBapoKcadaH U3ydyascsl B CpPaBHEHUU
¢ BapdapuHOM Yy TAIMEHTOB C TPOMOO30M B aHaMHE3¢ M C BBICOKHUM PHCKOM
TPOMOOIMOOINUECKUX COOBITHH, Y KOTOPBIX AMAarHOCTUPOBAH aHTU(POCHOIUIUIHBIA CUHAPOM
(TOJIOKUTENBHBIN PE3yJIbTAT ISl BCEX TPEX TECTOB Ha aHTU(HOCHOIUITUAHBIA CUHAPOM: HaJTM4ne
BOJTYAHOYHOTO aHTUKOAryJIsHTA, aHTUTEN K KapIUOJIUIIMHY M aHTUTEN K 0eTa-2-TITUKONPOTEHHY
I). [Hocne Bkmtoyenus 120 manueHToB UCCIeA0BaHUE ObLTO MPEKPAIIEHO JOCPOYHO MO MPUIHHE
IOBBIIIEHHONW 4YacTOThl COOBITUM Yy NAalMEHTOB B rpymne pusapokcabana. CpenHss
MIPOJIOJDKUTENILHOCTh TIEpHoJa HaOMoJAeHUs cocTtaBwia 569 nHeid. 59 manueHToB ObUIH
PaHIOMHU3HPOBAHKI B IPyIIly puBapokcadana B jgo3e 20 mr (15 Mr uist HaueHTOB ¢ KIMPEHCOM
kpeatuauHa < 50 Mi/mMuH) 1 61 — B Tpymny Bapdpapura (MHO 2,0-3,0). Tpombosmbonmueckue
coObITUs mpousonun y 12 % nauueHToB, paHAOMH3UPOBAaHHBIX B TPYIIy puBapokcabaHa (4
UIIEMUYECKUX UHCYIbTa U 3 MH(]apKTa MHOKapaa). Y MalueHTOB, PAaHIOMU3UPOBAHHBIX B TPYIITY
Bap(dapuHa, coObITUS He OBUTM 3aperuCTPHPOBaHBI. Bonblioe KpoBOTeUEHHE MPOU3ONLIO Y 4

naruenToB (7 %) u3 rpynmsl puBapokcabana u 2 nanueHToB (3 %) u3 rpynmsl BapdapuHa.

5.2. ®DapmakoKuHeTHYECKHE CBOMCTBA

Abcopbrus

PuBapokcaban ObIcTpo BcachiBaeTcs; MakcuMaiibHast KOHIEHTpanus (Cmax) JOCTHTAeTCs depes
2—4 4aca mocJie rnpuemMa TabJIeTKH.

[Tpu mpueme puBapokcabaHa BHYTpPh B BHJE TaOleTOK B Jo3upoBke 2,5 Mr u 10 mr mpemnapar
BCAChIBACTCS MPAKTUYECKU IMOJIHOCTHIO, IPU 3TOM €ro OMOAOCTYHNHOCTH Bbicokas (80—100 %)
HE3aBUCUMO OT mpuema nuiu. COBMECTHBIN ¢ UIIEH mpueM puBapokcadbana B go3e 2,5 mr u 10
mr He BiusieT Ha AUC u Cmax puBapokcabana. Ta0neTku puBapokcadaHa B T03UPOBKE 2,5 MT U
10 Mr MOTYT IPUHUMATBCS KAK BMECTE C MUILEH, TaK U HaTOIIaK.

dapMakOKHMHETHKA pUBapOKcabaHa MPAaKTUUECKU JIMHEHHA B 7103ax 10 15 MI OIuH pa3 B JCHb.
[Ipu Oonee BBICOKMX [103aX pHBApOKCabaH JIEMOHCTPUPYET aOCOpOIMI0, OTpaHUYECHHYIO
pacTBOPEHHEM, C YMEHBIIEHHOW OMOJIOCTYIMHOCTBIO U CHM)KEHHOH CKOPOCTBIO abcopOuuu npu
MOBBIIIEHUH J103bl. DTO 00Jiee BEIPAXKEHO MPH NPUEMe HATOILAK, YeM IPU MPUEME BO BPEMs €]Ibl.
dapMakOKMHETHKAa pHBapoKcabaHa XapaKTepU3yeTCs YMEPEHHOH MEXHUHIUBHyaIbHON
BapradeIbHOCTHIO B Auanazone (BapuanuoHHbid kodddurment) ot 30 mo 40 %.

BcaceiBanne puBapokcabaHa 3aBHCHT OT MeCTa BBICBOOOXKIIEHHUS B JKEIYJOYHO-KHILIEYHOM
tpakre. CHrxeHne AUC 1 Cmax Ha 29 % u 56 % cOOTBETCTBEHHO HA0JI0AJIOCh MPU BBEJICHUU
rpaHyssITa puBapokcabaHa B MPOKCHUMAJIbHBIN OTJEN TOHKOW KHUILIKH 110 CPABHEHUIO C IIPUEMOM
1esnoi TabaeTKu. DKCIO3UIUs IpenapaTa Takke YMEHbBIIASTCsI IPU €ro BBECHUH B JUCTATbHBIN

OT/IeNT TOHKOW KHIITKA WJIM BOCXOIAIIYI0 00omouHyio kumiky. CremyeT uzberaTb BBEICHUS
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puBapokcabaHa B ey 10YHO-KHIIEUHbIH TpaKT jucTalibiree heenyfid, nockomixy S doser

NOBJICYb CHIKEHHE BCACHIBAHUS U, COOTBETCTBEHHO, SKCIIO3HIINY Tpernapara.

Buonoctrynmaocts (AUC 1 Cmax) puBapokcadbana 20 Mr npu npreMe 1esnoi TabaeTKu CornocTaBuMa
¢ OMOJOCTYIHOCTBIO Ipenapara, IPUHATOr0 BHYTPh B BUJI€ U3MEIbUYECHHOM TabJIeTKH (B CMECH C
SI0JIOYHBIM ITIOPE WK CYCIIEHANPOBAHHOW B BOJIE), @ TAKXKE C OMOAOCTYITHOCTHIO TperapaTa IpH
BBEJICHUU Yepe3 JKEIIYIOUHBIA 30HJ C MOCIEAYIOUIMM MPUEMOM KHJKOTO MUTAHUS. YUYUTHIBAS
IpeCKa3yeMblii 10303aBUCUMBIN (hapMaKOKUHETHYECKUN PO IIIb pUBapOKcabaHa, pe3ysibTaThl
JTAHHOTO MCCIIEA0BaHUs OMOJOCTYITHOCTH TPUMEHUMBI TAKKe U K 00Jiee HU3KUM J03aM.

Pacopenenenue

B opranusme uyenoBeka Oosblnas 4acTh puBapokcabana (92—95 %) cs3biBaeTcs ¢ OekaMu
I1J1a3MbI, OCHOBHBIM CBA3bIBAIOIINM KOMIIOHCHTOM SBJISICTCA CBIBOpOTO‘IHLIﬁ aJ'II)6yMI/IH O6T)€M
pacrpeielieHus] — YMEPEHHBIN, Vss COCTaBIISACT MPUOIM3UTEIHHO 50 1.

BI/IOTDaHCd)ODMaHI/IH W 3JIMMHHAaIAg

[Tpu mpueme BHYTph NPUOIU3UTENHHO 2/3 OT MOTyYEHHOH 03Bl pUBapOKCcabaHa IMOABEPTAIOTCS
MeTaboM3My W B JAlbHEHIIEM BBIBOISTCS PAaBHBIMH YacTSIMU C MOYOH W Yepe3 KHUIICUHUK.
OcraBmiascst 1/3 mosy4eHHON 03Bl BBIBOAUTCA MOCPEICTBOM MPSIMOM MOYEYHOU SKCKPELHH B
HEU3MEHEHHOM BH/IE, TJIaBHBIM 00pa30M 3a CUeT aKTUBHOI MOYEUHOUN CeKpeIuu.

PuBapokcaban merabonusupyercs nocpeactsom uzopepmentoB CYP3A4, CYP2J2, a Takxe npu
MOMOIIM MEXAaHU3MOB, HE3aBUCHUMBIX OT CHUCTEMbI HHUTOXPOMOB. OCHOBHBIMH ydacTKaMHU
OouoTpancopMaIiH SBISIFOTCS OKUCICHHE MOP(OIMHOBOM IPYIIBI U TUAPOIIN3 AMUIHBIX CBSI3EH.
CorylacHO JaHHBIM, TOJyYEHHBIM IN Vitro, puBapokcabaH sBJsETCS CyOCTpaToMm i OElIKOB-
nepeHocunkoB P-gp (P-riukonporenna) u Berp (6enka ycTOHYMBOCTH paka MOJIOUHOM JKeJIe3bl).
HewusmenenHnbIii puBapokcalaH sSBIsSETCS HanOoJee 3HAYMMbIM COEMHEHUEM B IJIa3Me YeIOBeKa,
OCHOBHBIE WM AaKTHUBHBIE MHUPKYIUPYIOIIKE MeTaboIuThl He oOHapyxkeHbl. PuBapokcalaH,
CUCTEMHBIH KIUPEHC KOTOPOTO COCTaBiseT Mpuobmu3zutenbHo 10 /4, MokeT ObITh OTHECEH K
JIEKapCTBEHHBIM BEIECTBAM C HU3KUM KJIHpeHcoM. llepuos mOMyBBIBEACHHUS TOCIE
BHYTPHUBEHHOI'O BBEJICHHS 403kl 1 Mr cocTaBigeT okoio 4,5 gyaco. [locne nepopanbHOTo npruema
BBIBEJICHUE CTAHOBUTCS OrPAaHUMYEHHBIM CKOPOCThIO  BcachiBaHus. [lpu  BbIBeaeHUUM
puBapokcabaHa U3 IJa3Mbl KOHEUHBIH MEPUOT MOTYBBIBEICHUSI COCTABISAET OT 5 0 9 yacoB y
MOJIOJIBIX MAalMEHTOB 1 OT 11 10 13 4acoB y MOKUIIBIX MAIUEHTOB.

Oco0ble TpYNIIBI TAIUEHTOB

Llon

Y MyXuyMH W OKEHIIMH KJIMHUYECKH 3HAYUMBIX pa3iuuuii  (HapMaKkOKWHETHKH U
(dhapmMakoIMHAMUKHU HE OOHAPYKEHO.

Loowcunou eos3pacm
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nanueHToB; cpenHee 3HadyeHrne AUC npuOin3utensHo B 1,5 pasa npeBbllIaeT COOTBETCTBYIOLIUE
3HAYCHHUA Y MOJIOJABIX HNAOWUCHTOB, I'JIAaBHBIM 06p330M, BCICACTBUEC CHMIKCHUA (BepOﬂTHOI‘O)
o01ero u mouevHoro kimpeHca. Koppekmus 103sl He Tpedyercsl.

Macca mena

Crnumkom manast uimu Oombinas mMacca tena (MeHee 50 kr u 6osiee 120 Kr) Juib HE3HAYUTEITHHO
BIMSET Ha KOHIICHTpAIMIO pUBapokcabaHa B IiazMe (pasinuyue cocraBiseT MmeHee 25 %).
Koppekmwst 10361 He TpedyeTcsl.

Mesicomnuuueckue paznuuus

Knunuueckn 3HaYUMBIX pa3nuuuil (papMakOKMHETUKH H (apMaKOJWHAMUKU Y TMAlUEHTOB
€BpOTCONIHOM, adpOoaMEpUKAHCKOW, JIATHHOAMEPUKAHCKOHN, SMOHCKOM WJIM KUTaHCKON
ATHUYECKOMN MPUHAAJICKHOCTU HE HaOII01aJI0Ch.

Hapywenue ¢ynkyuu neuenu

VY nanueHToB ¢ HMPPO30M IEUEHH U HapylleHueM (QyHKIMM IIeUeHH JIETKOH cTeneHu (Kiacc A 1o
Yaiinn-I1pr0) ¢dapMakoKMHETHKAa puBapoKcabaHa JHMIIb HE3HAYUTEIbHO OTIMYANACh OT
COOTBETCTBYIOILIMX IOKa3aTeled B KOHTPOJIBHOM IpyMIe 30POBBIX JOOPOBOJIBLIEB (B CPEIHEM
orMeyanocs yBenuuenue AUC puBapokcabana B 1,2 paza). Y mauueHToB ¢ HUPPO30M MEUYEHU U
HapyleHueM (QYHKUUHU MedyeHu cpenHeil cremenu (xkimacc B mo Yaiina-ITero) cpenusss AUC
puBapokcabaHa OblIa 3HAYMTEIHHO MOBbINIEHa (B 2,3 pa3a) MO CPAaBHEHHIO CO 370POBBIMHU
noopososbiiamu. Heceszannas AUC yBenumunBanach B 2,6 paza. Y 3THX MallUEHTOB TaKXe OBLIO
CHI)KEHO BBIBEICHHE pUBapOKcabaHa MOYKAMHU, CXOKEe C TAKOBBIM y MallMEHTOB C HapyIIEHUEM
(GyHKLIMU MOYeK cpeaHel cTeneHu. /laHHbIe MO MalMeHTaM ¢ TSDKEIBbIM HapylleHueM (QyHKIUU
IIEYEHU OTCYTCTBYIOT.

[TonaBnenune akTUBHOCTU (hakTOpa Xa y MallMEHTOB C HapylleHueM (YHKIUU NEeYEeHU CpeaHei
CTeNeHH ObLIO BBIPAXKEHO B 2,6 pasza CUibHEE, YeM Y 3/I0pPOBBIX JOOPOBOJIBIIEB; YBEIMYEHUE
IPOTPOMOMHOBOTO BPEMEHH B CXOKei cTerneHu Bo3pacTaiio B 2,1 pa3za. [lanreHTs! ¢ HapylieHneM
(yHKLNU NTeYeHU cpelHel cTerneHu OblIi 60siee YyBCTBUTENBHBI K pUBapoOKcabaHy, uTo sIBISETCS
clencTBUEM ~ Oojee  TECHOM  B3aMMOCBSI3M  (apMakoguMHamMuueckux  3¢G(GeKToB U
(apMaKOKMHETHUECKUX ITapaMETPOB MEXKy KOHLIEHTpALMEeNH U IPOTPOMOUHOBBIM BPEMEHEM.
PuBapokcabaH NpOTUBONOKA3aH MNalMEHTaM C 3a00JIEBaHUSAMH II€YEHH, IMPOTEKAIOIIMMHU C
KOAaryJonaTUel M PpUCKOM KIMHUYECKM 3HAYMMOIO KpPOBOTEYEHMsI, BKJIOYas MALMEHTOB C
nuppo3om neuvenu kiacca B u C no kmaccudukammn Yaina-IIsto (cm. pazaen 4.3.).

Hapywenue ¢pynkyuu novex
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OLIEHUBAJIOCH IO KIIMPEHCY KPeaTHHUHA. Y MAIEHTOB C JIETKOW CTETEHbI0 HApYIIeHUs (YHKIIUH
noyek (knupeHc kpearnHuHa 50—80 mi/MHUH), CpefHEl CTeNeHbI0 HapymeHUs (PYHKIMH MOYeK
(xmupenc kpeatunuHa 30—49 MII/MUH) WIH TSDKEJIOH CTENEHBIO HAPYMICHHS (YHKIUH IOYEK
(kmupenc kpeatuHuHa 15-29 Mi/mMuH) Ha0IH0aI0Ch COOTBETCTBEHHO 1,4-, 1,5- u 1,6-kpaTHOE
yBEIIMYECHUE KOHLIEHTpaluii puBapokcabana B minazme KpoBu (AUC). CooTBeTcTByrolee
yBenuueHue (papmakoguHaMu4eckux 3(p@ekToB ObuT0 Oojiee BBIPAKEHHBIM. Y MAIMEHTOB C
JIETKOW, CpelHed W TSKENOM CTeNeHbl0 HapylleHus (QYHKIMHU IOYeK oOllee IMOJaBIeHHe
aKTHBHOCTH (pakTopa Xa yBeIUIMBAIOCh COOTBETCTBEHHO B 1,5, 1,9 1 2,0 pa3a mo cpaBHEHHIO CO
3JI0POBBIMH JJOOPOBOJIBIIAMH; TTPOTPOMOMHOBOE BpeMs TaKXke yAIuHsuIoch B 1,3, 2,2 u 2,4 pasa
COOTBETCTBEHHO. J[aHHBIC O MPUMEHEHUH PUBAPOKCcabdaHa y MaMeHTOB C KIMPEHCOM KpeaTHHIHA
< 15 mu/mMuH OTCYTCTBYIOT. He pekoMeHayeTcsl IpUMEHATD MpenapaT y NalueHTOB ¢ KIUPEHCOM
kpeaTuHuHa < 15 mu/muH. CrefyeT coOMoAaTh OCTOPOKHOCTh MPU MPUMEHEHUU Tpernapara y
MAIUEHTOB ¢ KIIMPEHCOM KpeatnHuHa 15-29 mn/muH (cM. paznen 4.4.).

[Ipenmonaraercsi, 4To puBapoOKcabaH HE MOIBEPTacTCs TUAN3Y B CBS3H C BBICOKOW CBS3aHHOCTBIO
¢ OenmKaMu TIa3MBbl.

DdapMaKOKMHETHYECKHE JaHHBIC Y NAIlUEHTOB

V¥ nanuenTo ¢ OKC, nonyuaronux puBapokcadas B 103€ 2,5 Mr 2 pa3a B A€Hb JIJIs IpO(UIaKTHKU
aTepOTPOMOOTHYECKUX COOBITUH B  KOMOWHAIMM C  AlETUJICAIHMIIMIIOBOM  KHUCIOTOM,
reoMeTpuueckoe cpeaHee KoHueHTpauuil (90 % npeauKTUBHBIN MHTEpBas) yepe3 2—4 yaca u
OpUMepHO uepe3 12 yacoB mocie mpremMa J103bl (4TO MPUMEPHO COOTBETCTBYET MaKCUMAJIbHOU U
MUHUMAaJIbHON KOHILEHTPALUsSM B HHTEpBaJie 103upoBanus) coctaBuiio 47 (13—123) mkr/n u 9,2
(4,4-18) MKT/71 COOTBETCTBEHHO.

CooTHolICHUE d)aDMaKOKI/IHeTI/I"IeCKI/IX napamMcTpoOB U d)aDMaKOHI/IHaMI/I‘-IeCKI/IX B(bd)eKTOB

[Tpu npueme puBapokcabaHa B IIMPOKOM Auamna3zone 103 (5—30 mr gBa pas3a B CyTKH) OLIEHUBAJIOChH
COOTHOILIEHHE (apMAKOKMHETHUYECKUX MapaMeTpoB U (papMakoAMHAMHUYECKUX 3(P(PEeKToB
(OK/®J]) wmexny  KOHIEHTpauuedl  puBapokcabaHa B IUIa3M€ UM KOHEUHBIMH
dapMakoIMHAMUYECKUMH TOYKaMM (MHrHOMpoBaHue (akropa Xa, MPOTPOMOMHOBOE BpeMS,
AYTB u pesynstar HepTest). B3aumocBsizp Mexay KOHIEHTpanueld puBapokcabaHa u
aKTUBHOCTBIO (akTopa Xa HaWIydlIMM 00pa3oM MpPOJAEMOHCTPUPOBAHA C HCIOJB30BAHHUEM
Mozie’u Emax. s mpoTpoMOMHOBOrO BpeMEHU MOJAENb JTUHEHHON perpeccuu B LIEJIOM JIydlle
ONHUCBHIBAET JaHHbIC. YTJIOBOW KOI(P(UIMEHT 3HAUUTENBHO MEHSJICS B 3aBUCHMOCTH OT
PEaKTHUBOB, HCIIOJIb3YEMBIX JUISl ONpEeAeTIeHUs TPOTpOoMONHOBOro BpeMeHu. [lpu ucnons3oBannm
Habopa Neoplastin ©cxogHOE 3HAYEHHE MTPOTPOMOMHOBOTO BPEMEHHM COCTAaBUIIO OKOJIO 13 cek ¢

HaKJIOHOM JIMHUKA O0KoJo 3—4 cek (100 mkr/m). Pesynbrarel ananu3a cootHomeHuss OK/DJ] B
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HaluCHTOB.

CTH

be3onacHocTh 1 3 QEeKTUBHOCTD pUBapoKcabaHa y IeTel 1 MOAPOCTKOB B Bo3pacTe 70 18 set mo
nokazanusM ocTpelii kopoHapublid cunapom (OKC) u mmemuueckas 6onesns cepana (MBC) /

3aboneBanue nepudepndeckux aprepuii (311A) He ycTaHOBJICHBI.

6. PAPMAIIEBTUUECKHE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

S npo TabiueTku

[emnr0m103a MUKPOKpPUCTATIINYECKAST
JlakT03BI MOHOTHIPAT
Kpockapmeriosa HaTpus
I'mnpomennosa

Hatpus naypuncynsdar

Marnus cteapar

[Inenounas obosouka 04F520018

I'nnpomennosa 2910

Turana nquokcun (E171)
Makporoa

Kenesza oxcun xentoiii (E172)

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok romHocTH (CPOK XpaHEHHs)
3 roxa.

H3MenpYeHHBIE TA0JETKH

H3mMenbueHHbIE TaOIETKU pHBapOKca6aHa CTaOUJIbHBI B BOIC U B SI0JIOYHOM MMIOpe B TCUHCHUC 4

qacoB.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH PH XPAHEHUHU
XpaHUTH IpU TeMnepaType He Boimre 25 °C.

VYcnoBus XxpaHeHus Nocie NPUroTOBIEHUS JIEKapCTBEHHOTO Mpernapara cM. B paszaene 6.3.
6.5. Xapakrep u cofepkaHue NEPBUYHOH YIIAKOBKH

ITo 10 TabJIeTOK B KOHTYPHYIO STYEUKOBYIO YIAKOBKY u3 TJICHKU
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[To 3 unn 10 KOHTYPHBIX SYEHKOBBIX YIMAKOBOK BMECTE C JIMCTKOM-BKJIAJBIIIEM MTOMEUIAIOT B

[a4yKy U3 KapTOHA.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHUYTOKEHHMHM HCHOJIb30BAHHOIO
JIEKAPCTBEHHOI'0 Mpenapara Wi 0TX0J0B, MOJYy4YeHHbIX N0cJe MPUMeHeHHs Npenapara, u
Apyrue MaAaHMIYJISIIIUM € PenapaToM

Ecnu manueHT He cocoOeH MporyIoTUTH TaOJNeTKy LIETUKOM, TabyeTka npenapata PuBakcopen
MOJKET OBITh M3MeNIbYeHa M CMeIllaHa C BOJAOW WM SIOJIOUHBIM MIOPE, HEMOCPEACTBEHHO Mepe.
MPUMEHEHUEM U TIepOpaTbHBIM TPUEMOM.

TabneTkn puBapokcabaHa MOTYT OBITh U3MEIBYCHBI, CYCIICHIUPOBAHBI B 5O MJI BOJIBI M BBEICHBI
Yyepe3 Ha30racTPaIbHBINA 30H1 WIH JKEITYI0YHBIM 30H/] TTOCJIE MOATBEPKACHUS MOJIOKEHUS 30H1a
B kenynke. [locie 3Toro He0OXOAMMO MPOMBITH 30H] BOAOW. B cBs3M ¢ TeM, uTo abcopOuus
puBapokcabaHa 3aBUCUT OT MeCTa BBICBOOOXKICHHUS JIEHCTBYIOIIETO BEIIECTBA, HEOOXOIMMO
u30eratb BBEJIEHUS pUBapokcabaHa AMCTaJbHEE JKEIYAKAa, B IPOTUBHOM CIllydyae 3TO MOXKET
MIPUBECTU K CHIDKCHHIO aOCOPOIIMH U, CIIEI0BATEIBHO, K CHUKEHUIO KCIO3UIIUU JIEHCTBYIOIETO
BeniecTBa. [locne BBeeHUS U3MeENbUEeHHON TabeTKU puBapoKkcadbana 2,5 Mr He3aMe I TebHBIN
MIPUEM SHTEPATIHLHOTO MUTAaHUS HEe TpeOyeTcs.

OcoOble TpeOOBaHUsl OTCYTCTBYIOT.

7. IEPKATEJIb PETUCTPAIIMOHHOI'O YOCTOBEPEHUSI
Nuanus

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

8-2-337, Poax Ne 3, bamxkapa Xwumic, Xaiiaepadan, Tenanrana-500034, Uuaus / 8-2-337, Road
No. 3, Banjara Hills, Hyderabad, Telangana-500034, India

Ten.: +91 40 4900 2900

®axc: +91 40 4900 2999

Anpec snekTpoHHO# mouThl: Mail@drreddys.com

7.1 IlpeacTaBuTe/b JEpKATE/s] PETHCTPALMOHHOIO yA10cTOBepeHus: Ha Tepputopun Coro3a

[Iperen3un HOTD66I/ITCJICI71 HalnpasJIATH 110 aApECy.

Poccuiickas @enepanus

[IpencraButenscTBO upmsel «JI-p Penmau’c Jlaboparopuc JItm.»
115035, Poccuiickas @enepanusi, r. MockBa, OBYMHHHKOBCKas Hab., 1. 20, cTp. 1

Tenedon: +7 (495) 795-39-39
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Onektponnas nourta: adverse@drreddys.com (MOCNEACBATENBHOCTE 0002)

Pecniybnuka benapych

[IpencraBurtenscTBO Komnanuu «J{-p Pennu’c Jlaboparopuc Jlumuren» (Pecnybnuka Unaus) B
Pecniybnuke benapych

220035, Pecny6onuka bemapych, . Munck, yin. Tumupsizesa, a. 72, oduc 22, 53
Tenedon: +375 17 336-17-24, 26, 28

DOnekrponHas nouta: adverse@drreddys.com

Pecniyonnka Kazaxcran

TOO «/lp Penmuc JIaboparopuc Kazaxcran»

050040, Pecniy6nuka Kazaxcran, r. Anmatsl, yi. Tumupszera 28B, oduc 905.
Tenedon: +7 (727) 313 25 10, +7 701 757 19 56

OnexTpoHHas noyra: pharmacovigilance.kz@drreddys.com

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. IATA TEPBUYHOMN PETMCTPAIIMM (IIOJATBEPXKJIEHUSI PETHCTPAILINU,
INEPEPETUCTPALIMN)

JlaTa nepBoii perucTpanuu:

10. TATA IIEPECMOTPA TEKCTA

OOmast ~ XapakTepuUCTHKa  JIEKApCTBEHHOIO  IIpemapata  PuBakcopex — JOCTymHa — Ha
UH(QOPMAIIMOHHOM TOpTane EBpa3suiickoro SKOHOMHYECKOTO cOr03a B HH(OPMAalMOHHO-

KOMMYHUKAIIMOHHOM cetn «HTepHeT» https://eec.eaeunion.org
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