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OBILIAA XAPAKTEPUCTUKA JIEKAPCTBEHHOTO HPEAAPATA

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

PuBakcopen, 10 mr, TabneTku, MOKPHITHIC MJIEHOYHONH 000710YKOM

2. KAUECTBEHHBIN 1 KOJIUYECTBEHHBIN COCTAB

JlelicTBytOIIIEE BEUIECTBO: PUBAPOKCAOaH.
Kaxxnas tabnerka cogepxut 10 Mr puBapokcabaHna.

BeiectBa, Hanu4yue KOTOPBIX HAI0 YYHUTBHIBATh B COCTABE JICKAPCTBEHHOIO IMperapata: JIaKTo3a,
HaTpuii (cM. pazaen 4.4.).

ITomubrit IEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCIICCTB IIPUBCICH B PA3JCJIC 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE MIICHOYHOM 000I0YKOM.

Kpyrible 1BOSKOBBITYKIIbIE TA0JIETKH CBETIO-PO30BOI0 IIBETA, OKPHITHIE IUIEHOYHON 000JI0UKOH, C
rpaBupoBKoii «10» Ha ogHOM cTOpOHE U TIankue Ha Apyroi. Ha monepeynom cpese — sapo oT 6enoro
IO I04YTH OEJIOro I(BETa.

4. KIMHUYECKHUE JAHHBIE

4.1. IToka3aHusl K IPUMEHEHHIO

HpenapaT PI/IBaKCOpe)I IMMOKa3aH K IIPUMCHCHHUIO Y B3POCJIbIX B BO3PACTC OT 18 ner:

e s NpodUIAKTUKU BEHO3HOM Tpomboambonuu (BTD) y manumeHTOB, MmoaBepraromuxcs
0O0JIBIIUM OPTONEINYECKUM OllEPaTUBHBIM BMEIIATEIHCTBAM HAa HUKHUX KOHEYHOCTSX;

e Uil NPOPWIAKTUKH peuuauBoB TpomOo3a rinyOokux BeH (TI'B) mmm tpomOosmOonuu
nerounoit aprepun (TOJIA) nmocne kak MuHUMYM 6 mecsneB nedenus TT'B wiu TOJIA.

4.2. Pe:xxuMm 103UPOBAHUSA M CIIOCO0 NPUMEHEHU

PexxuM 103upoBaHus

Ilpopunakxmuxka BTO y e3pocnvix nayuenmos, nooepearowuxcs OONbUUM OPMONEOUYeCKUM
ONnepamueHbiM 6MeuamenbCmeam Ha HUNCHUX KOHEUHOCMSX

Buytps. PekomennoBanHas no3a puBapokcabana coctasnsier 10 mr 1 pa3 B mens. IlepByro mosy
crenyeT npuHATh uepe3 6—10 yacoB mocne onepauy MpH ycaoBUU JOCTUTHYTOIO TéMOCTa3a.

HpO}IOJ’DKI/ITeJ'II)HOCTI) JICYHCHUA 3aBUCHUT OT MHAWBHUAYAJIBHOTO PHCKAa BO3HHUKHOBCHHUIA BCHO3HOM
Tp0M603M6OHI/II/I Yy nmanreHTa, KOTOpBIfI OIPECACIIACTCA TUIIOM OpTOHeI[quCKOﬁ onecpanuru:

e ISl AIIMEHTOB IMOCJe OOJIBIION ONepaluyu Ha Ta300€APEHHOM CYCTaBE PEKOMEHIOBAaHHAs
MPOJIOKUTEIIBHOCTD JICUCHUsI COCTABIISICT 5 HEeIelb;

e Ul TAIMEHTOB TMOcje OOJIBIION oOmepalud Ha KOJECHHOM CyCTaBe PEKOMEHIOBAaHHAs
MPOJIOJKUTENLHOCTD JICUSHUSI COCTABIISICT 2 HeIeTH.
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Jlelicmeus npu nponycke npuema npenapama

COOTBETCTBYET ZKCNEPTHOMY OTUETY

B cnydae mpomycka mpuema mpenapara MaludeHTy CIeAayeT NPHHSTH TaOleTKy Ipernapara
PuBakcopen HeMeIJIEHHO U Ha CIEAYIONMUI JCHBb MPOJAOJIKUTE JieueHre 1o 1 TabyeTKe B ICHb, KaK 1
panee.

Jleuenue TI'B, neuenue TOJIA u npogpunraxmuka peyuousos TI'B u TOJIA

PekoMenoBanHas HavanbHas 103a npu JedeHun octpbix TI'B nmm TOJIA cocrasnser 15 mr* nsa
pasa B JIeHb B TEYCHHE MEPBBIX TPEX HEMEIb C MOCISAYIOIINM Iepexo10M Ha 103y 20 Mr** onun pa3
B JICHb JUIS ajbHEHIIero jeueHus u npoduiaktuku pernuauos TT'B u TOJIA.

MuHuManbHas TPOJOJDKUTEIBHOCTh Kypca JiedeHusl (He MeHee 3 MeCsleB) JO0JDKHA OBITh
paccmotpena manueHtam ¢ TI'B wmm TOJIA, cnpoBOuMpOBaHHBIMU OOJBIIMMHU OOpAaTUMBIMU
(bakTopamu pucka (T. €. IpeIecTBYIolLIee 00bII0e XUPYPIrUUECKOE BMEIIATEIBCTBO UM TPaBMa).
Bosee pnmuTenbHBIN TIepuO/] JIEYCHUS JOIDKEH OBITh paccMoTpeH s nanueHToB ¢ TI'B nmm TOJIA,
HE CBA3aHHBIMU C OOJBIIMMHU 0OpaTUMbIMU (haKTOpaMM PUCKa, ¢ HecripoBolpoBaHHbIM TI'B min
TOJIA wimu ¢ TI'B unu TOJIA B anamHese.

[Tpu HEOOXOAMMOCTH MPOUIeHUS Tepanuu A npoduiaktuku peuuauBoB TI'B wnu TOJIA (mocne
Kak MUHIUMYM 6 Mecstes ineuenns TI'B umu TOJIA) pekoMengoBaHHast 1032 npernapara PuBakcopen
cocrapisier 10 Mr onuH pa3 B AcHb. [lanueHTtam ¢ BhICOKUM puckoM penmauBa TI'B mmm TOJIA,
TaKUM KaK TAIUCHTHI C TSOKEIBIMUA CONMYTCTBYIONIMME 3a00JIEBAHUSMHU WU Y KOTOPBIX Pa3BHIICS
petaus TT'B nnu TOJIA Ha doHe nnuTensHOro MpuMeHeHus npenapara PuBakcopen B 103UpOBKe
10 Mr ouH pa3 B IeHb, HEOOXOIMMO pacCMOTPETh Ha3HAUCHHUE Mpenapara PuBakcope B 103UPOBKE
20 Mr** onuH pas B JICHb.

HpO)IOJ'DKI/ITCJ'IBHOCTI) JICUCHUSA U BI)I60p A03bI ONPEACTIAIOTCA HHAUBHUAYAJIbHO IOCIIC TIH&TGHBHOﬁ
OLCHKH ITOJIB3bI JICUCHUS ITPOTUB PUCKA BO3BHUKHOBCHUSA KPOBOTCUCHU (CM. pa3aci 44)

Tabauya 1. Pescum O0o3uposanusi pusapokcabauna npu jedenuu u npoguiakmuxe peyuousog TI'B
unu TOJIA

Iepnon Cxema npuema CymmapHas
CyTOYHas 1032

Jledenue u nmpoduIaKTHKA or 1 1o 21 nus 15 mr* nBa pasa B geup | 30 Mr
peunausoB TI'B unu TOJIA

c 22 nHsA 20 mr** onuH pas B aesb | 20 mr
[Tpodunaktuka peruanBoB |Ilocie kak MUHUMYM 10 mMr** onun pas B 10 mr nnm
TI'B u TOJIA 6 Mmecanes ageuenuss TTB | nens wim 20 mr oque | 20 Mr

ninu TOJIA pa3 B I€Hb

* B cityyae HEO6XOAMMOCTH TpHEMa Mpernapara B 103e 15 Mr ciiejlyeT IpuMeHsTh TIpenapaT PuBakcope, BBITyCKaeMBblit
B COOTBETCTBYIOILIEH JO3HPOBKE.

** B ciydae He0OX0IMMOCTH ITpueMa rpenapara B 03¢ 20 Mr ciieiyeT IpiuMeHsITh penapat PuBakcope, BbITyCKaeMblid
B COOTBETCTBYIOLIEH JO3MPOBKE.

eticmsus npu nponycke npuema npenapama

Ecnm mpuem odepenHoit 10361 MPOMYIIEH TP PEXUME J03UpoBaHus 15 Mr aBa pasza B AeHb (THH 1—
21), manueHT JODKEH HEMENJEHHO MPHHSITH TaOJIeTKy mpemnapara PuBakcopen Ui TOCTHKEHUS
cyrouHoit 10361 30 mr. Takum oOpa3om, nBe TabieTku npenapara PuBakcopen B 103upoBke 15 mr
MOTYT OBITh TPUHATHI B OAWH TpueM. Ha cienyrommii [eHb TAIUEHT JOJDKEH NPOAOIKHUTH
peryispHBI MpUeM mpemnapara 15 Mr nBa pa3a B JeHb B COOTBETCTBHH C PEKOMEHJIOBAaHHBIM
PEKUMOM.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

JIOJKCH HEMEICHHO MIPUHSITH Ta0JIeTKY npenaparta PuBakcopen v Ha CleAyIOMUN 1EHb TPOAOKUATh
peryisipHblid IpUeM Ipenapara B COOTBETCTBUM C PEKOMEHJOBaHHBIM pexumMoMm. He ciemyer
yABauWBaTh MPUHUMAEMYIO 103y B OJIMH JICHb ISl KOMIIEHCALIUU MTPOMYIIIEHHOM 103bI.

Ilepe6oo nayuenmos c newenus anmaconucmamu sumamuna K (ABK) na npenapam Pusaxcopeo

ITpu neuennn TI'B u TOJIA u npodunakrtuke peuuauBoB TI'B u TOJIA cnenyer mpekpaTtuthb
neuenne ABK u HauaTh jneueHue npenapaToM PuBakcopen INpu BeJIMYMHE MEXIYHApOJHOTO
HopManu3oBaHHOro oTHomreHus: (MHO) < 2,5.

IIpu nepeBoae nmanmentoB ¢ ABK Ha npenapar PuBakcopen nociie nmpuema mnpemnapara PuBakcopen
sHaueHuss MHO Oynyr ommbouno 3aBeilieHHBIMH. MHO He NOAXOAUT st OMpeesieHUs
AHTUKOAryJssHTHOM aKTMBHOCTH IperapaTta PuBakcopel U m03TOMY HE JIOJKHO MCIIOJIb30BaThCA C
9TOM 1enbio (cM. pasnen 4.5.).

Ilepesoo nayuenmos c npenapama Pusaxcopeo na nevenue ABK

CymiecTByeT BEpOSITHOCTh HEJIOCTATOYHOTO AaHTUKOATYJISTHTHOTO 3 (deKTa MpH IepeBo/Ie MAIlEeHTOB
c npenapata Pusakcopen Ha ABK. Ilpu mo0oM mepexoje Ha ajabTepHATUBHBIA AHTHKOATYJISHT
HEOO0X0MMO OOECTIEYNTh HETPEPBIBHBIM M JOCTATOYHBIA aHTUKOATyJISHTHBIN >¢dext. Cremyer
UMETb B BUAY, 4yTO IpenapaT PuBakcopen MoxeT cnocoocTBoBaTh nossiiennto MHO.

IIpu nepeBoze nanuenTa c npenapata Pusakcopen Ha ABK cienyet onHoBpemenHo HazHauaTh ABK
1o tex nop, moka MHO nHe nocturHet 3Hauenus > 2,0. B nepBbie 1Ba THS NEPEXOIHOTO Meproa
CIeAyeT NPUMEHATh CTAHAAPTHYHO HadainbHyro 103y ABK ¢ nocneagyromenn nozoii ABK,
onpenensieMoil B 3aBucuMoctd ot BenmnunHel MHO. B nepuon coBmecTHOro npuema mnpenapara
PuBakcopen u ABK MHO crnenyer onpenensite He paHee 4yeM uepes 24 yaca 1mocje npeabiayiiei, Ho
70 mpueMa cienyromed no3el npenapara Pusakcopen. Ilocie ormensl mpenapara Puakcopen
onpeneneaue MHO ¢ mocTaTouHOM CTENEHBIO HAIEKHOCTH BO3MOXKHO 4Yepe3 24 yaca rmocje npueMa
nocleHel 1036l npenapara (cM. paszaenst 4.5. u 5.2.).

Ilepesoo nayuenmos ¢ napeHmepanvbHblx aHmukoa2yianmos Ha npenapam Pusakcopeo

[TanmenTam, MONyYaOIIMM MAPEHTEPAIBbHBI AHTUKOATYJSIHT, CIEAYET MPEKpaTUTh IPUEM
MapeHTePAIbHOTO aHTHKOATYJISTHTa M HadaTh INpueM npernapata Pusakcopen 3a 0-2 waca 1o
CJIEAYIOIIETO MIaHOBOTO BBEICHUS MAPEHTEPATILHOIO IpenapaTa (Hanpumep, HU3KOMOJIEKYIISIPHOTO
rerapuHa) WM B MOMEHT IpEKpallleHUs HENpPEpPhIBHOIO MapeHTEpPalbHOIO BBEJIEHHUS Ipenapara
(HampuMep, BHYTPUBEHHOT'O BBEJICHUS HE(PAKIIMOHUPOBAHHOTO T'eTIapuHa).

Ilepesoo nayuenmos ¢ npenapama Pusaxcopeo na napenmepanvhvie AHMUKoA2yissHmbl

Crnenyer BBECTHM NEPBYIO /03y MAPEHTEPATBHOIO AHTUKOATYJISHTA BO BpeMs MPEANOoaraeMoro
npuema cieayromien 1036l npenapara Pusakcopes.

Oco0nie T'PYHIIBI HATWMCHTOB

Ilayuenmul ¢ Hapywenuem ynKyuu novex

Hwmeromuecs: orpaHudeHHble KIMHUYECKHUE JaHHbIE JAEMOHCTPUPYIOT 3HAUUTENBHOE IOBBILICHHE
KOHIICHTpAllMii puBapoKkcabaHa B TUIa3Me KPOBU Y IMAIMEHTOB C TSHKEJIONW CTENEHBIO HapyIICHHUS
¢ynkuu nouek (xnupeHc kpeatmHuHa [KK] 15-29 mn/mun). [lnst nedeHust 3TOH KaTeropuu
MAIMEeHTOB Ipenapar PuBakcopen clieyeT MPUMEHSTh C OCTOPOKHOCTHIO.

ITpumenenue puBapokcadbana He pekoMmeHayeTcs y nanuenTos ¢ KK menee 15 mu/muH (cM. pa3aensl
44.u5.1.).

e Ilpum HazHauenmm Tmipenapara PuBakcopen ¢ menpio mnpodunaktuku BTD  B3pocibiM
MarUeHTaM, MOABEPraroIIMMCs OOJBITUM OPTOMEANYECKUM ONIEPATUBHBIM BMEIIATEIHCTBAM
Ha HUKHUX KOHEUHOCTX, ¢ Jierkoi (KK 50-80 mur/mun) unu cpenneli CTeneHblo HapymeHust
¢ynkn novek (KK 30-49 mu/mun), kKoppekuus 1036l He TpeOyeTcs (cM. pa3aern 5.2.).
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peuuauBoB TI'B u TOJIA nauuenTam ¢ jerkoil crenenpio Hapymenus Gyakun nodek (KK
50-80 mur/mMuH) KOppeKnus 1036l He Tpebyercs (cM. pasaen 5.2.). Iammentam co cpeaHei
(KK 30-49 mn/mun) wmm tsoxenor (KK 15-29 mn/mun) crenenpio HapymeHUs (yHKIUA
MOYeK clieyeT NpuHUMAaTh mpernapaT PuBakcopen B mo3e 15 Mr aBa pa3a B JeHb Ha
MPOTSDKEHUH MEPBBIX TpeX Helenb. BrocneacTBuu, Korga pekoMeHayeMas J103a mpernapara
Puakcopen cocraBut 20 Mr oiMH pa3 B J€Hb, CIEAYET MPEAYCMOTPETh CHIXKEHHE J03bI C
20 mr g0 15 Mr ouH pa3 B JIeHb, €CIIH PUCK BOSHUKHOBEHHUSI KPOBOTEUEHUS Y MAIIUCHTA BHIILIE
pucka peunauBoB TI'B u TOJIA. Pekomengauuu no npuMeHeHHIo npenapara Pusakcopen B
no3e 15 Mr ocHoBaHbl Ha (HPapMAKOKMHETUYECKOM MOJCIUPOBAHUA M B KIMHUYECKHX
HCCIICIOBAHMAX HE M3yJaauch (cM. pasaenst 4.4., 5.1., 5.2.). Eciau pekoMeHI0BaHHAast [103a
coctasisieT 10 Mr onuH pa3 B I€Hb, KOPPEKLHUS 036l HE TpeOyeTcs.

[Tpumeuanue: Mudopmanus o npuMmeHenuu npenapara Pubakcopen B mose 10 mr 1pa3 B aeHb
nanueHTaM ¢ GuOpwAuMe mpencepAuii  HEKJIAMaHHOTO IPOUCXOXKICHUS, MEePEHECHINX
YpecKokHOe KopoHapHoe BMmewmatenbcTBo (UKB) ¢ ycTaHOBKOIM CTeHTa M MMEIOUIMX CPEIHION
creriedb Hapymenus ¢yaknum mouek (KK 3049 mu/muH), pasmemieHa B HHCTPYKIUH TI0
MEIULMHCKOMY NPUMEHEHUIO JIeKapCTBEHHOro npemnapara Pusakcopen, 15 mr, 20 mr, Tabnerku,
MTOKPBITHIC TIJICHOYHON 000JIOYKOH.

Ilayuenmwl ¢ nHapywenuem QyuKyuu nevexu

[Ipemapar  PuBakcopen  NpOTHBOIIOKa3aH  MaluMeHTaM  C  3a0O0JEBaHUSIMU  TEYEHH,
COMPOBOXKIAOIIUMUCS KOAryJonaTHEed W PUCKOM KIMHMYECKH 3HAYUMOTO KPOBOTEUEHHS, B TOM
qyclie ManuenTaM ¢ nupposoM neuenu (kiacc B u C no knaccudukanuu Yaitna-I1sr0) (cM. pa3aens
43.u15.2.).

Bospacm

Koppexkuust 1031 He TpebyeTtces (cM. pasnen 5.2.).

Macca mena

Koppekrust 10361 He TpeOyeTcs (cM. pazaen 5.2.).

Ton

Koppexkuust 1031 He Tpebyetes (cM. paznen 5.2.).
eTH

besonacHocTh U 3 pexTuBHOCTS MpUMEHEeHHs MpenapaTta PuBakcopen y nereit B Bozpacte ot 0 10
18 ner He ycraHoBIeHBI. JJlaHHBIE I TON KaTETOPHH MAIlMEHTOB OTCYTCTBYIOT.

Cnooco0 nmpuMeHeHns

BuyTpb, HezaBucHMO oT ipueMa num (cM. paznenst 4.5. u 5.2.).

Ecnm manmeHT He cmocoOeH MpOoTJIOTHTH TaOJIETKY ILeTWKOoM, TabjieTka mpemapara PuBakcopen
MOKET OBITh M3MEJbU€Ha M CMeIaHa C BOJOW WM SI0JOYHBIM MIOpE, HEMOCPEACTBEHHO Iepen
MIPUEMOM BHYTPh (CM. pa3zeinsl 5.2. u 6.6.).

4.3. IIpoTnBoONOKa3aHUSA

e [unepuyyBCTBUTEIHHOCTh K PUBAPOKCAOAHY WU K JIFOOOMY M3 BCIIOMOTATENIbHBIX BEIIECTB,
MEepPEUYNCIICHHBIX B pazzene 6.1.

e KiuuHuyecku 3HaYMMble AaKTHUBHBIE KpPOBOTEUEHHs (HampuMmep, BHYTpPHUEPEIHbIE
KPOBOTEUYEHHSI, KEITYA0UHO-KUILIEUHbIE KPOBOTEUEHU).

e [loBpexxaeHne WM MATOJOTUYECKOE COCTOSIHUE, CBSI3AHHOE C TOBBIIIEHHBIM PHCKOM
00JIBIIIOr0 KPOBOTEUCHUS (HAIIPUMED, MMEIOILAsCS MM HEJaBHO IIepeHeCeHHas! JKeITy109HO-
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KpOBOTEUYEHMSI, HEJAaBHUE TPABMbI T'OJIOBHOT'O WJIM CIMHHOT'O MO3Tra, HEJJABHUE OlIEpaTUBHBIC
BMEIIATENLCTBA HAa TOJIOBHOM, CIIMHHOM MO3r€ WJIM Tja3aX, HeJAaBHEE BHYTPUUYEPEITHOE
KpOBOM3JIUSHUE, TUAarHOCTUPOBAHHOE WIH MPEANOIaraéMoe BapUKO3HOE PACHIMPEHUE BEH
MUIIEBO/Ia, ApTEPHOBEHO3HbBIE MaIb(OpMAIH, aHEBPU3MbI COCY IOB UJIH MAaTOJIOTUS COCYI0B
TOJIOBHOTO MJIM CIIMHHOTO MO3Ta).

e ComnyrcTByromas Tepanus KaKUMHU-IMOO JPYrMMH aHTHKOAryJsHTaMH, Halpumep,
HeppakunonupoBanHbiM  remapuHoM  (H®I'), HHU3KOMONEKYyJISpHBIMH  renapuHaMu
(9HOKCAmapuH, JaITEMapuH W Jp.), MPOU3BOJHBIMU TenapuHa (poHIAmapuHyKC W Ip.),
NepopaIbHBIMUA aHTUKOATYJISIHTaMU (BapgapuH, 1aburatpaHa STeKCUIaT, anukcadaH u Jip.),
KpOMe ClIydaeB Iepexojia ¢ Wik Ha puBapokcabaH (cM. paszen 4.2.) Wid NpH NPUMCHEHHH
He(paKIMOHUPOBAHHOTO TeMapuHa B  J03aX, HEOOXOAMMBIX JUISI  OoOecrmeueHus
(bYHKIIHOHMPOBAHKS [IEHTPAJIBHOTO BEHO3HOTO WM apTEepPHAIbHOrO KaTerepa (CM. pasmen
4.5.).

e 3a0oseBaHUs MEYCHU, MPOTEKAIONINE C KOATYJIOMATHEH M PUCKOM KIMHUYECKH 3HAYHMOTO
KPOBOTEUECHHSI, BKIIFOYasi MAI[MEHTOB ¢ 1uppo3oM nedeHu (kmace B u C mo kinaccudukarmm
Yaiina-ITe0) (M. paszmen 5.2.).

e BepeMEeHHOCTh U MepHoJl TPYIHOrO BCKapMiIMBaHus (cM. pasaen 4.6.).

4.4. OcoOble yka3aHus 1 MePbl PEI0CTOPOKHOCTH NIPH IPUMEHEHUH

HpaKTI/IKa IMPUMCHCHU A aHTHKanYHﬂHTHOﬁ TCpalliu MOKAa3bIBACT, YTO MAIIMCHTOB PCKOMCHAYCTCA
Ha6J'IIOI[aTL Ha MMPOTAKCHHUU BCCT'O IICpUOaAa JICUCHHA.

Puck Kpoeomederus

Kak u npu mpueme Ipyrux aHTUKOAryJasHTOB, HEOOXOAMMO TIIATENbHO HAOII0JaTh MAIEHTOB,
NPUHUMAIOIINX Tpernapar PuBakcopen, Ui BBISABICHHS TNPHU3HAKOB KpoBoTeueHws. [Ipemapar
pEKOMEHAYeTCs MNPUHUMATh C OCTOPOXKHOCTBIO IPH COCTOSIHUSAX C TIOBBIIIEHHBIM PHCKOM
KpOBOTEUEHHsI. B cilydae TsDKEoro KpOBOTEUEHHS TpHeM Iperapara PuBakcopen AOmKeH OBITh
npekparieH (cM. paszaen 4.9.).

B KIMHUYECKUX MCCIIeOBaHHUIX KPOBOTCUCHHS U3 CIIM3UCTHIX 000JI0UeK (2 UMEHHO: KPOBOTEUCHHUE
U3 HOCA, JIECEH, >KENyI0YHO-KUIIEYHOI0 TPaKTa, MOYEIOJIOBOM CHCTEMBI, BKIIOYas aHOMaJbHOE
BarMHaJIbHOE WJIM YCUJIIEHHOE MEHCTpyaJlbHOE KPOBOTEUEHME) U aHEeMHUs HaOIIOJalMCh Yallle Mpu
JUTUTENIbHOM JIEYeHWU puBapokcabaHoM 1o cpaBHeHuio c¢ jedeHneM ABK. Takum obpazom, B
JONOJHEHHE K HaUIeKalleMy KIMHUYECKOMY HAOJIOJEHHIO, JIaDOpPAaTOpPHOE HCCIEeI0BaHNE
reMOrI00MHa/TeMaTOKpUTa MOXKET MMETh 3HAUYE€HUE JUIS BBIABICHMS CKpPBITHIX KPOBOTEUEHUH U
KOJMYECTBEHHOM OIIEHKM KJIMHUYECKOM 3HAUMMOCTH SIBHBIX KpPOBOTEUEHHMHM B clydyasX, Korjaa
MIPUMEHUMO.

HekoTtopele mnoArpynnsl MalMeHTOB, YyKa3aHHbIE HIXKE, IMOJBEP’KEHbl MOBBIIIEHHOMY pPHCKY
KpoBoTeueHHs. Heo6XxoaumMo TIiaTenbHO HAOMIOAATh TAKMX MAllMEHTOB MOCJIE Hayaia JEYeHHUs Ha
NPU3HAKK U CHUMIITOMBI OCJIO)KHEHHH B BHJE KpPOBOTEUEHHH M aHemuu (cM. paszen 4.8.). Jlus
NAaIMEeHTOB, NOJydalouMx mnpenapar Puakcopen ans mnpodunaktuku BTO mocne OGonbiioi
OpPTOIEIUYECKON OMepaluu, 3TO MOXKET OBITh OCYIIECTBIEHO IYTE€M IPOBEAEHUS PETYISPHBIX
¢u3MKanbHBIX ~ OOCNIEeNOBaHMM,  THIATEIBHOTO  KOHTPOJS 32  COCTOSHUEM  JpeHaxa
MIOCJICOTIEPAI[MOHHON PaHbl, a TaK)Ke MyTeM MEePUOJIUYECKOr0 OMpPE/IEeeHNs] YPOBHSI FeMOIJIOONHA.
ITpu 11060M HEOOBSICHUMOM CHIKEHHH I'eMOTJIO0MHA WIIM apTEepUATbHOTO JaBJIEHUS HEOOXOIUMO
UCKATh UCTOYHUK KPOBOTCYCHHS.

Tepanus puBapokcabaHoM He TpeOyeT pyTMHHOTO MOHUTOPHHIA €ro 3KCIO3HWIHU. TeM He MeHee
W3MEpPEeHUE KOHIICHTPAIlMM pHBapoKcabaHa ¢ TMOMOINBI0 KaTMOpPOBaHHOTO  TecTa IS
KOJIMYECTBCHHOT'O OMpCACIICHUA aHTu-Xa AKTHUBHOCTHU MOXKET OKa3aThbCsAa ITIOJIC3HBIM B
HCKJIFOYHMTENIBHBIX Cydasx, Korjma wHopMamus 00 SKCHO3UIMH pHUBapoKcabaHa MOXKET OBITh
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WA SKCTPEHHOT'O XUPYPrHUECKOro BMEIIATENIbCTBA (CM. paszensl 5.1. u 5.2.).
Hapywenue ¢ynxyuu nouex

VY manmeHToB ¢ TsKenoi crenenpio Hapymenus Gynknun nouek (KK < 30 mu/MuH) KOHIIEHTpanus
puBapokcabaHa B IJJa3MEe KPOBH MOXKET ObITh 3HauuMo moBbimeHa (B 1,6 pasa B cpeaHem), 4To
MOJKET MPUBECTH K MOBBIIICHHOMY PUCKY KPOBOTEUYCHHH. PuBapokcabaH HOKEH MPUMEHSTHCS C
ocTOpokHOCTHIO y marueHToB ¢ KK 15-29 mu/mun. [Ipumenenne puBapokcadana He peKOMEHIYeTCS
y manmenToB ¢ KK < 15 mn/mun (cMm. paznenst 4.2. u 5.2.).

PuBapokcaban cieayeT ¢ OCTOPOKHOCTBIO HPUMEHSATh Yy MAlMEHTOB CO CPEAHEH CTENeHBIO
Hapymenuss ¢ynkuuu moudek (KK 30-49 mu/mMuH), momydarommx COMYTCTBYIOIIME MpPENapatsl,
KOTOphIE MOTYT HpPUBOJUTH K IOBBINICHUIO KOHICHTPALMM pHUBapoKcabaHa B IUIa3Me KPOBHU
(cm. pasgen 4.5.).

Bzaumooeiicmeue ¢ Opyeumu nexapcmeenHviMu cpeocmseamu

[Ipumenenne npenapata Pupakcopen He pekOMeHAYeTCs y MAalMEeHTOB, IOJy4YarolIuX
COITYTCTBYIOIIEE CUCTEMHOE JICYEHHE a30JI0BBIMU MPOTUBOTPUOKOBBIMH TpenaparaMu (TaKUMU Kak
KETOKOHA30JI, UTPAaKOHA30JI, BOPUKOHA30J M I03aKOHA30J) uiau uHruouropamu BUY-nporeas
(Hampumep, PUTOHABHPOM). DTH Tpenaparbl ABIAOTCS MolHbiMU uHruOuTOpamu CYP3A4 u
P-rmukonporenna. Takum o00pa3oM, 3TH mpenaparbl MOIYT [OBBIIIATh  KOHLEHTPALUIO
puBapokcabaHa B IUIa3Me KPOBH JI0 KIMHUYECKH 3HAYMMBIX 3HaueHui (B 2,6 paza B cpemHeM), 4TO
MOXET IMPUBECTH K MOBBIICHHOMY PUCKY KpoBoTeueHHii (cM. pazzen 4.5.).

Crnenyer cobmoAaTh OCTOPOXKHOCTb, €CIM IMAlUEHT OJHOBPEMEHHO IOIYy4aeT JIeKapCTBEHHbIE
npenapaTsl, BIUSIOIIME HA TIEMOCTa3, TaKHe€ KaK HECTEpOHMJHbIE IPOTUBOBOCIAIUTENbHbIE
npenapatsl (HIIBII), anernncanuuuiaoBas KMCI0Ta U MHTHOUTOPHI arperaiui TpoMOOLIMTOB WIIN
CEJICKTUBHBIC HHIHOMTOPBI 00paTHOTO 3axBara cepoToHuHa (CHO3C) u ceneKTUBHbIC HHTHOUTOPBI
obpatHoro 3axpara cepotoHumHa u HopanuHeppuHa (CHMO3CH). V mamyeHToB ¢ pPUCKOM
a3B000pa3oBaHus B kenygouyHo-kumedHoM Tpakre (KKT) wmoxer ObITh  Ha3Hau€HO
COOTBETCTBYIOIIee podunakTuyeckoe neuenue (cMm. pasaern 4.5.).

pyaue pakmopul pucka kpoeomeuenus

PuBapokcabaH, Kak M JpyrHe aHTUTPOMOOTHMYECKHE CPEICTBA, CIEIYET C OCTOPOKHOCTBIO
IIPUMEHSITH [IPH JICYEHUH MTALIMEHTOB, UMEIOLINX MOBBIIIEHHBINA PUCK KPOBOTEUEHUH, B TOM YHCIIE:

® BpOXKJEHHAs WM IPUOOpETeHHAasi CKIOHHOCTh K KPOBOTEUEHHSIM;

® HEKOHTPOJUpPYyeMas TsKelas apTepHUaANIbHAs TUIIEPTEH3HS;

e npyrue 3aboneBanusMu JKKT 0e3 akTHBHOTO M3bsA3BIEHUS, KOTOPbIE OTEHIIUAIBHO MOTYT
MIPUBECTH K OCJIOKHEHHSIM B BHJI€ KPOBOTEUEHUI (HanmpruMep, BOCHAIUTEIbHOE 3a00IeBaHUE
KUIIEYHHUKA, 330(aruT, raCTpUT U ractpodsodareaibHas pedurokcHas 601e3Hb);

® cocyaucTas peTUHOIATHUS,

e OpOHXOIKTa3bl WIM JETOYHOE KPOBOTEUEHUE B aHAMHE3E.

Habﬂ/leHl’ﬂbl C paxkom

[TarueHTHI CO 3JI0KAYECTBEHHBIM 3a00JIeBaHHEM MOTYT OJHOBPEMEHHO IMOABeprathcsi Oolee
BBICOKOMY PHUCKY M KPOBOTEYEHHs, U TpoMOo3a. MHauBuAyaibHas MOJb3a aHTUTPOMOOTHYECKOM
Tepanuu J0HKHA OBITh COTIOCTaBJICHA C PUCKOM KPOBOTEUEHHS Y MAIIMEHTOB C aKTUBHBIM PaKOM B
3aBHCUMOCTH OT JIOKAJM3aIMHA OIMYXOJIH, MPOTHBOOITYXOJIEBOW TEpanuyd W CTaJUU 3a00JICBaHUS.
OHYXOHI/I, PACIIOJIOKCHHELIC B JKCITYJOYHO-KHUIICYHOM HUJIM MOYCIIOJIOBOM TPAKTEC, ACCOUHUPOBAIMCH
C TOBBIIICHHBIM PHUCKOM KpPOBOTEUEHHS BO BpeMsl Tepamuu puBapokcadaHom. [lpumeHeHne
puBapokcabaHa y MalMeHTOB CO 3JI0KAYeCTBEHHBIMH HOBOOOPA30BAHUSMH U BBICOKUM PHCKOM
KpOBOTEYCHHS IIPOTHUBOIIOKa3aHO (cM. pa3aen 4.3.).

HauueHmbz C UCKYCCMBEHHbIMU Kllananamu cepdua
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HEJIaBHIOI0 TPAHCKAaTETEPHYI0 3aMEHY aopTajbHOro KiamaHa. be3omacHOCTb U 3 QPEKTUBHOCTDH
IIPUMEHEHH Tpenapara PuBakcopel He M3y4aJlUCh y MALMEHTOB ¢ MCKYCCTBEHHBIMM KiallaHAMHU
cepaLa, CIeA0BaTeNIbHO, HET JaHHBIX, ITIOATBEPKIAOIINX, YTO IPUMEHEHHE NpenapaTta PuBakcopen
obecreynBaeT JOCTaTOYHBIH AHTUKOAryJISHTHbIH 3((deKkT y AaHHOM MNONmy/iIsuMH NalUEeHTOB.
Jleyenue Takux nanueHToOB npenaparoM PuBakcopen He pEKOMEHYeTCs.

Tayuenmur ¢ aumughocorunuonvim cunOpomom

[TpuMeHeHHE TEepOpaTbHBIX AHTHKOATYJISIHTOB IPSMOTO JCWCTBUS, BKJIOYas pUBapokcabaH, HE
pEKOMEHAyeTCd y MalMeHTOB, MMEIOUIMX TpOoMOO3bl B aHAMHe3€, Y KOTOpPBIX IMAarHOCTHUPOBAH
aHTU()OCPONUIUAHBI  CHHIPOM. B YacTHOCTH, y MalUMEHTOB C TPOWHBIM TO3UTHUBHBIM
aHTU(HOCPONUIUAHBIM  CUHAPOMOM (HaJIM4yMe BOJYAHOYHOIO AHTUKOAryJsHTa, AaHTUTEN K
KapAUOJUIIMHY M aHTUTEN K 0eTa-2-TIMKONPOTEHHY |) Tepanus nepopaibHBIMU aHTUKOAryIsTHTaMU
IPSIMOTO JIEHCTBUS MOKET CONPOBOXKIATHCS MOBBIIIEHHOW 4aCTOTOM pelUIMBOB TPOMOOTHUYECKHX
coObITHII B cpaBHEeHUH ¢ Tepanueld ABK.

OnepamugHtble emeuamenscmea npu nepeiome 6eopenHol Kocmu

[TpumeneHne prBapoKcadaHa Py ONEPATUBHBIX BMEIIATEILCTBAX 110 TIOBOAY TeperoMa OeIpeHHON
KOCTH HE W3y4aJloch B HWHTCPBCHIIMOHHBIX KIMHUYECKUX HWCCICAOBAHHUAX I  OLICHKU
3¢ hekTHBHOCTH U 0e30macHOCTH. VIMEIoTCs OrpaHUYCHHBIC KIIMHUYCCKUE JTaHHBIC, TIOJTYICHHBIC B
HAOJIIOIaTEBHBIX UCCIICOBAHMSIX, Y MAITUCHTOB, MIOABEPTAIONINXCS OTIEPATUBHBIM BMEIIATEIHCTBAM
IpH TIEpeIOMe HWXHHX KOHEYHOCTEH, B TOM YHCIIEC MPHU MEPeIOME MPOKCUMAIBHBIX OTICIOB
OepeHHOM KOCTH.

Hayuenmor ¢ ecemoounamuuecku uecmaodbunvhou TIJIA u nayuenmsi, Komopvim mpebdyemcs
npogeodeHue mpomoOIU3UCA UTU MPOMOIKIMOMUU

[Ipenapat PuBakcopen He peKOMEHIyeTCs B KauecTBE aJbTEPHATHUBBI HEPPAKIIMOHUPOBAHHOMY
rernapyuHy y MaueHToB ¢ FeMOIMHAMHUECKH HecTabuiIbHOM TpoMO0IMO0INei JerouHoi apTepu, a
TaK)Xe y MalleHTOB, KOTOPbIE MOT'YT HYKJIAThCsl B IPOBEJCHUH TPOMOOIN3HCA UITU TPOMOIKTOMUH,
MOCKOJIbKY 0€30MacHOCTh U 3P PEKTUBHOCTh PUBAPOKCAOaHa MPHU TAKUX KIMHUYECKUX CUTYallUiX He
YCTaHOBJICHA.

Cnunleaﬂ/anudypaﬂbHaﬂ anecmesus uiu nyHKyus

[Ipy  BBIOJIHEHUWHM  HEMpoOaKCHUAIbHOM  (CIIMHAIBHOW/ANMUAYPAJIBHOM)  aHECTe3UH  WIH
CIMHAIBHOMN/3MUAYpaibHON MYHKIUH MallMEeHTaM, OJIY4atolMM aHTUTPOMOOTHYECKHE ITpenapaThl
C 1eNbl0 MNPOPUIAKTUKH TPOMOOAIMOOIMUECKUX OCIOKHEHUH, CYIIECTBYET PHUCK PpPa3BUTHS
SMUIYPATLHOW WIM CHMHAJIBHOM TeMaTOMBbl, KOTOpas MOXET MPHUBECTH K JJIUTEIbHOMY WIH
MOCTOSTHHOMY TIapaiudy. PHCK STHX COOBITHI B JalbHEHINEM ITOBBIIIACTCS TPH HCIOIH30BAHUU
MOCTOSIHHBIX ~KaTeTepOB WM CONYTCTBYIOLIEM NPUMEHEHHU JIEKapCTBEHHBIX IpenapaTos,
BIIMSIFOIMX Ha TeMocTa3. TpaBMAaTUYHOE BBHIMOJIHEHUE AIHIYPATbHON WM CHHHAIBHON MyHKIIHA
WIA TIOBTOpHAsi MYHKLHMS TaK)Ke€ MOTYT MOBBIMIATh PHUCK. IlanMeHThl TOMKHBI HAXOAUTHCS IMOJ
HAOJIOZICHWEM U BBISIBICHHUS] TPH3HAKOB WJIM CHMIITOMOB HEBPOJOTHUYECKHX HapyIIeHUH
(HampuMep, OHEMEHHE WM C1a00CTh HOT, AMCHYHKIMS KHIIEYHUKA WM MOYeBOro my3bips). [Ipu
OOHapyKEHHH HEBPOJIOTUIECKHUX PACCTPONUCTB HEOOXOAMMa CpOYHAst JMATHOCTHKA U JiedeHne. Bpau
JIOJDKEH COMNOCTaBUTh MOTEHIMANBHYIO MOJb3y M PHUCK IEpe] MpOBeIeHHEM CIHUHHOMO3TOBOTO
BMEIIATENIbCTBA TMAIUEHTaM, IOJyJarollUM AaHTUKOATyJISHTHl WM IDIAHUPYEMBIM K ITOJYYECHHUIO
AHTHUKOATYJISTHTOB C 11EJIbI0 MPO(PUIAKTHKH TPOMOO03a.

C nenpro CHMKEHUS TOTCHIIMAIIBHOTO PUCKA KPOBOTEYECHH S, ACCOLIMMPOBAHHOTO ¢ OJTHOBPEMEHHBIM
NpPUMEHEHHEM pHUBapokcabaHa M BBIMOJIHEHHEM HEMpOaKCHANbHOM (SMUAYpaTbHOM/CIMHAIBHOM)
AaHECTE3UU WIM CIHMHAIBHOM IMYHKIHUM, CIEQyeT YYMThIBaTh (DapMaKOKMHETHUYECKUH mpoduib
puBapokcabaHa. YCTAaHOBKY WM YAaJeHHE SIUAYPaTbHOTO KaTeTepa WM CIHUHHOMO3TOBYIO
IYHKIIMIO JIy4Ille IPOBOANUTH TOT/A, KOT'/1a aHTUKOATYJISHTHBIN 3 (eKT puBapoKcabaHa OLCHUBAETCS
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HocJIe preMa MocjeIHel 1036l puBapokcadana. [Ipuem ciepyroieit 10361 puBapokcabaHa clieayer
OCYIIECTBIISITH HE paHee YyeM yepe3 6 4acoB MOCIe U3BICUEHHS SMTUIYPATBHOTO KaTeTepa.

B ciyuyae TpaBMaTH4HOM MYHKIIMU IPUMEHEHNUE pUBapoOKcabaHa cieyeT OTJIOKUTh Ha 24 yaca.

Pexomenoayuu no 0ozuposanuio 00 u nociie UH8A3UBHBIX NPOYEOYP U XUPYPSUHLECKUX BMeULaMelbCmE
Kpome onepayuil no 3amene mazobeopeHHo20 Uil KOIeHHO20 CYCmasd

Ecnu HeoOXommumo mpoBeleHHWE MHBA3WBHOW HPOLEAYPHl WM XHPYPIHYECKOTO BMELIATEIIBCTBA,
npueM mpenapara PuBakcopexn, 10 mr, TaGneTkd, MOKPHITHIE IUICHOYHOH OOOJIOYKOM, clemyer
IPEKpaTUTh MO KpalHeH Mepe 3a 24 yaca 10 BMEIIATeIbCTBA, €CIIM ATO BO3MOXKHO, U HA OCHOBAHUH
3aKJIFOUYEHHS Bpaya.

Ecmu mpoucaypy HEIb3d OTIOXKUTH, IMOBBIIICHHBIN PUCK KpPOBOTCYCHHA CJICAYCT OLCHHBATHL B
CpaBHCHHHU C H€06XOI[I/IMOCTI>IO CpOYHOI'0 BMCIIATCIbLCTBA.

HpI/ICM npcerapara PI/IBaKCOpeI[ cJlIeayer BO300OHOBUTH IOCJE HHBA3HUBHOMI npoucaypnal M
XUPYPTHYECKOI0 BMCIIATCIIBCTBA, IPU YCIOBUMW HAJIHW4YUA COOTBCTCTBYIOIIHUX KIMHUYCCKUX
rokasarejieil u AJICKBATHOI'O I'€MOCTAa3a, 4TO OIPCACIIACTCS JICHAIIUM BpauoOM (CM. pas3acit 52)

llayuenmul nodxxcunoco 6o3pacma
PuCK KpOBOTEUYECHHUS MOKET YBEITMYMBATRLCS C BO3pacToM (cM. paszmen 5.2.).

Llepmamonozauueckue peaxyuu

[Ipu mpoBeneHWH NOCTMAPKETHUHTOBLIX HAOMIOAEHUI CcOOOMIANIOCh O CIIy4asX BO3HUKHOBEHUS
CepbE3HBIX  KOXHBIX  peakmwii, BKiIodas cuHApoM  CrtuBeHca-/[»KOHCOHA/TOKCHUYECKUN
SMUJEPMAIbHBI HEKPOJIM3 U JIEKapCTBEHHO-MHIYLUPOBAHHYIO pEakIHUi0 ¢ 303MHO(MIMEN U
cucremMHbiMd  cumnTomamu  (DRESS-cunapom), Ha ¢oHe mNpuUMEeHEeHHs puBapokcabaHa
(cm. pazzen 4.8.). [TanueHTbI, TO-BUANMOMY, TIOABEPTralOTCs HAaHOOJBIIEMY PHCKY BOSHUKHOBCHUSI
ATUX PEaKIUil Ha paHHMX 3Tallax JIEYEHUs: HayaJlo peakliy B OOJIBIIMHCTBE CIIy4aeB MPOUCXOIUT B
TEYeHHUE MEePBbIX Helenb JieueHus. [Ipy nepBoM MosSBICHUM TSKENOH KOXKHOM ChINU (Hanpumep, mpu
€€ paclpoCcTpaHEeHUH, HTHTEeHCU(DUKAIIMKY /WK 00pa30BaHUM BOJABIPEN) WM MPU HAIUYUHN KaKUX-
au00 JIpyruX CHMOTOMOB THIEPUYYBCTBUTEIBHOCTH, CBSI3aHHBIX C IOpPaKEHHEM CIHM3HCTON
000JI04KH, CIeAyeT MPEKPaTUTh Tepanuio npenaparom Pusakcopen.

BcnoMorarenbHEIE€ BEIIECTBA

[Ipenapar PuBakcopen conepxut nakto3y. [lanuentam ¢ penko BCTpeyaroUIencs HACIEICTBEHHON
HEMEepEeHOCUMOCTbIO TajlaKTO3bl, JE(PHUIMTOM JIAaKTa3bl JOMaped MM TIJIIOKO30-TalaKTO3HOU
MabaOcopOIueil He ciaelyeT MpUHUMAaTh 3TOT IMpernapar.

JlanHbIi IpenapaT copepkuT MeHee 1 MMonb (23 Mr) HaTpust Ha OAHY TaOJETKY, TO €CTh, 110 CYTH,
HE COJEP)KUT HATpHS.

4.5. B3aumoneiicTBHe ¢ JAPYIMMH JICKAPCTBEHHBIMH IpenmapataMu M Japyrue (opmsl
B3aMMO/AeHCTBUA

Nuruduropst CYP3A4 u P-immkonporernsa

CoBMecTHOE MPUMEHEHHE puBapokcabaHa n ketokoHaszomna (400 mr 1 pa3 B eHb) WM pUTOHABHpA
(600 mr 2 pa3a B JIeHb) MPUBOAMIIO K TOBBIIICHHIO CPETHEH TUIOMIAIH IO/ (PapMaKOKUHETHUECKOM
KpUBOW «Iuta3MeHHast KoHieHtpanus — Bpems» (AUC) puBapokcabana B 2,6 pasza/2,5 pasa u
YBEIMYCHHUIO CpeIHEl MakCcMMaabHON KoHIeHTpauu (Cmax) puBapokcabana B 1,7 pasa/l,6 pasa co
3HAYUTEIBHBIM YCUJICHHEM (apMaKoJMHAMUYECKOTO ICHCTBHS IIpenapaTa, YT0 MOKET MPUBOIUTH K
YBEIMUYCHUIO PUCKA KPOBOTCUCHHs. B CBA3M € 3TUM pHBapokcabaH HE pPEKOMEHAYETCs K
MPUMEHEHHIO Y TIAIIMEHTOB, MOJyYarOIIUX CHCTEMHOE JICYCHHE TPOTHBOTPUOKOBBIMH TpeTapaTaMu
a30JI0BOW TPYIIBI, TAKUMU KaK KETOKOHA30J, UTPAKOHA30JI, BOPUKOHA30J M I03aKOHA30JI, WU
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CYP3A4, u P-rnukonporenna (cM. pasaen 4.4.).

Oskupaercs, 4To JApyrue JIeKapCTBEHHbIE BEUIECTBA, CHJIBHO YTHETAIOIIME TOJIBKO OJUH M3 MyTeil
BbIBeIcHHUs puBapokcabana — ¢ ydactueM CYP3A4 wnu P-rmukonporenHa, OyayT yBeIHYHUBATH
KOHIIEHTPALIMIO pUBapokcadaHa B IjIa3Me KPOBH JI0 MEHEe 3HAYMMbIX 3HAUCHU.

Knaputpomunus (500 mr 2 pasa B 1eHb), MomHbIi nHTrHONTOp n30pepmenta CYP3 A4 u ymepeHHbIH
UHruOuTOp P-TiMKOmMpOTenHa, BhI3bIBAN yBennueHue 3HadueHumit cpeaHeit AUC puBapokcabaHa B
15paza u Cmax B 1,4 paza. BzaumopeilicTBue C KIAPUTPOMHUIIMHOM CUUTAETCSl KIMHUYECKU
HE3HAUYMMBbIM JJIs1 OOJIBIIMHCTBA IMAIMEHTOB, HO MOET ObITh MOTEHLUAIBHO 3HAYMMBIM IS
MAIMEHTOB U3 IPYIITHI BBICOKOTO PUCKA (/17151 MAIIMEHTOB C HapyIIeHHEeM (DYHKIIMH TOYEK (CM. pa3ien

4.4.).

Oputpomunua (500 mr 3 paza B neHb), ymepeHHO mnomaBisirommid n3odepment CYP3A4 u P-
TJIMKOTPOTEUH, BbI3biBai yBenuueHnue 3HaueHuit cpeqneir AUC u Cmax puBapokcabana B 1,3 pasa.
B3aumopeiicTBue ¢ ISPUTPOMHUIIMHOM CYHMTACTCS KIMHUYCCKH HE3HAYMMBIM JIJIsi OOJBIIMHCTBA
MAIMEHTOB, HO MOXET OBITh MOTCHIMAILHO 3HAYMMBIM JUISl TAIIMEHTOB U3 TPYIIIBI BBICOKOTO PHCKA.

VY manueHToB ¢ JIeTKOH CTeneHblo HapymeHus Gpyakun nodek spurpomunut (500 mr 3 pas3a B 1eHb)
BbI3bIBANI yBennyeHue 3HaueHuil cpeaneit AUC puBapokcabana B 1,8 paza u Cmax B 1,6 paza mo
CPaBHCHHUIO C TIAIIMCHTaMU C HOpMaibHOW (DyHKIMEH mouek. Y MalMeHTOB CO CPEIHEH CTETICHBIO
HapylieHus (YHKUMM TOYEK JPUTPOMHUIIMH BBI3BIBANl yBenuueHue 3HadeHuit cpennein AUC
puBapokcabana B 2,0 paza u Cmax B 1,6 pa3a 1o cpaBHEHHIO C MAIIMEHTAMHU ¢ HOPMAIBHON (QyHKIIHECH
nouek. DPpPexT 3puTpoMHUIIHA ABISETCS AITUTHUBHBIM BCJEICTBHUE HAapylIeHUs (QYHKIUU MOYEK
(cm. pasnen 4.4.).

®aykonazon (400 mr 1 pa3 B aeHp), ymepeHHO nofasistouinii nzopepment CYP3A4, BbI3biBan
yBenmueHue 3HaueHul cpenneid AUC puBapokcabana B 1,4 pa3a u Cmax B 1,3 paza. BaumoseiicTue
¢ (hJIyKOHA30J0M CUMTACTCS KIMHUYECKH HE3HAYUMBIM JUIs OOJIBIIMHCTBA MAIlMEHTOB, HO MOXET
OBITh MOTEHIMAIHLHO 3HAYMMBIM ISl TTAIMEHTOB M3 TPYIIBI BHICOKOTO PUCKA (Ui TAIMEHTOB C
HapyleHneM (YHKIUY OYeK cM. pasnen 4.4.).

Cnenyer u3beraTb OJHOBPEMEHHOTO NPHUMEHEHHUs pHUBapokcabaHa C JIPOHEJApPOHOM B CBSI3U C
OrPaHUYEHHOCTHIO KIMHUYECKUX JaHHBIX O COBMECTHOM NPUMEHEHUH.

AHTHKOArYIISTHTEI

ITocne oAHOBpEMEHHOIO IpPUMEHEHMsI JHOKcamapuHa HaTpus (oJHOKpaTHas pao03a 40 mMr) u
puBapokcabana (ogHokpartHas no3a 10 mr) HaOmrojancs cyMManUOHHBIN 3((EKT B OTHOLIEHUU
aKTUBHOCTH aHTU-(pakTopa Xa, HEe CONPOBOXKAABIIUICS JIOTOJHUTEIBHBIMU CYMMAI[MOHHBIMU
s¢dekraMu B OTHOLIEHUWH NpoO Ha CBepPThIBAEMOCTh KpoBU (mporpoMOuHOBOe Bpems (IIB),
aKTUBUPOBAHHOE YacTHYHOE TpomoboruiacTuHoBoe Bpems (AUTB)). DHokcamapuH HaTpus He
U3MEHsT (apMaKOKHMHETHKY pUBapoKcabaHa.

B cBsi3u ¢ TOBBIIICHHBIM PHCKOM KPOBOTEUEHHUS HEOOXOIUMO COOJIIONATh OCTOPOKHOCTH MPH
COBMECTHOM MPUMEHEHHUH C JIFOOBIMU APYTMMH aHTHKOATyIsHTaMK (CM. pasaens 4.3. u 4.4.).

HIIBII/uHruOuTOpsl arperaliui TpoMOOIIUTOB

[Tocrme coBMecTHOTO TMpUMEHEHUs puBapokcabaHa B jo3e 15 Mr u Hampokcena B jo3e 500 mr
KIIMHUYECKH 3HAUYMMOTO YIJIMHEHHUS BPEMEHHM KPOBOTEUYECHHs He Habmojganock. TeM He MeHee, Y
OTJIENBbHBIX JIUI] BO3MOXEH 00Jiee BhIpaKeHHbIN (hapMaKoJMHAMUYECKUI OTBET.

He Ha6monanoc1> HHUKAKUX KIIMHUYCCKU 3HAYUMBbIX q)apMaKOKI/IHCTI/I‘-ICCKI/IX nJIn
(hapMakoIMHAMUYECKUX B3aMMOJICHCTBHI TP COBMECTHOM NMPUMEHEHUH puBapokcadana u 500 mr
aL[eTPIJIcaJIHHPIJIOBOﬁ KHCJIOTHI.

He obnapyxeHo papMaKOKMHETHUECKOTO B3aUMOJICHCTBUS MKy puBapokcabaHoM B J103€ 15 mMr u
KJIONUIOTpeIoM (Harpy3ouHas fo3a 300 Mr ¢ mociaeayonMM Ha3HauYeHUEM 0 IIEPKUBAIOLIEHN 03Bl
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75 Mr), HO y 4acTH TAIMEHTOB OOHAPY)KCHO 3HAYMMOE VBeﬁEUrgﬁp;leEt;d;ﬁé‘}Ipﬁ%Aﬂgfege_ﬁplml'—I'J'e

KOppeIMpoBaBIee C arperanueid TpoMOOIUTOB H coaepxkanuem P-cemektuna wim GPIIb/IIla-
peuenrtopa.

Heo6xoaumMo cobmoaate 0CTOPOKHOCTh IPU COBMECTHOM IpUMeHeHuH puBapokcabana ¢ HIIBIT
(BKJIIOUAs AleTUJICATIMIMIIOBYIO KHMCIOTY) U MHIMOMTOpPAMHU arperauuu TpOMOOIUTOB, MOCKOIbKY
NPUMEHEHHE ITUX IPEnapaToB 0OOBIYHO MOBBINIACT PUCK KPOBOTEUYCHUS (CcM. pasnen 4.4.).

CHO3C / CUO3CH

Kak u B ciayyae DOpUMEHEHHsS JApPYTrUX aHTHKOAryJsHTOB, BO3MOXXKHO YBEJIMUYEHUE pHUCKa
KPOBOTEYCHHS Yy MAIlMEHTOB, OJIHOBPEMEHHO mpuHUMarmux puBapokcadan ¢ CHO3C wmm
CHUO3CH, BcrneacTtBue BIMSHHUS 3TUX MPENapaToB Ha TPOMOOIUTHI. Pe3ynbTaThl KIMHUYECKHX
UCCIIEIOBaHUM puBapokcabaHa MPOJAEMOHCTPUPOBAIU YHUCICHHOE IOBBIIICHHE OONBIINX U
HEOOJIBIINX KIMHUYECKH 3HAYMMBIX KPOBOTEUCHHMH BO BCEX TPYNIAX JICYEHUS MPU COBMECTHOM
MPUMEHEHUHU ITHX MPEeraparoB.

Bapdapun

[lepeBon manueHnToB ¢ antaronucta Buramuna K sapdapuna (MHO ot 2,0 no 3,0) Ha puBapokcaban
(20 mMr) wmm c¢ puBapokcabana (20 mr) Ha Bapdapun (MHO ot 2,0 nmo 3,0) yBemuuuBan
nporpombuHoBoe BpeMs/MHO (Neoplastin) B Gomnblieil creneHd, 4eM STOr0 MOXXHO ObUIO Ol
OKUJATh TIPU MPOCTOM CyMMUpoBaHuu 3 dexToB (oTaenpHbIie 3HaueHnss MHO MoryT nocturats 12),
B TO Bpemsl Kak BiusHue Ha AUTB, nonapnenue akTuBHOCTH (pakTopa Xa U SHJOTEHHBIN MOTEHIIUAI
tpoM6OuHa (OI1IT) ObuIM aAUTUBHBIMHU.

Jlns onleHkH papMakoJUHAMUYECKUX Y PEeKTOB puBapokcabaHa B NEPEXOAHbIHN MepHo/] B KauecTBe
HEOOXOJIMMBIX TECTOB, Ha KOTOpbIE HE OKa3blBaeT BIUSHUE Bap(paphH, MOXKHO HCIOJIb30BaTh
orpeJieieHue akTUBHOCTH aHTU-(pakTopa Xa, PICT u HepTest. Haunnas ¢ 4-ro aHs mocne npueMa
nocyeaHen 1o3el BapaprHa Bce aHanussl (Bkitoyas [1B, AUTB, nonaBienne akTuBHOCTH (akTopa
Xa u OIIT) oTpakany UCKIIOUYUTENIBHO BIUSHUE pUBapoOKcabaHa.

g oueHku ¢apMakoguHaMHuecKux 3(QQekToB BapdapuHa B MEPEXOAHBIA NEPUOJ MOXKHO
ucnoib3oBate nokaszarens MHO, u3mepeHHblif B MOMEHT AOCTHXKEHUS Crpovexyr. PUBapOKcabaHa
(uepe3 24 yaca mocine TpenbIAyIIero mpruemMa puBapokcadaHa), Tak Kak B 3TOT MOMEHT BPEMEHHU
BJIMSIHME pUBapOKcabaHa Ha pe3y/bTaThl aHAJIN3a MUHUMAIIBHO.

dapMaKOKMHETHYECKOTO B3aUMOICUCTBUS MKy Bap(haprHOM 1 pruBapoKcabaHOM HE 0OHAPYIKEHO.

Nuanykropet CYP3A4

CoBMecTHOE MpUMEHEHHE pUBapokcadaHa v pupaMIIUIMHA, SBISIONIEr0Cs MOIIHBIM HHAYKTOPOM
CYP3A4, npuBoguno k cHmwkenuto cpeaneit AUC puapokcabana npubiausutensHo Ha 50 % u
napajuieIbHOMY YMEHBIIEHUI0 ero (apmakognHaMmuuecknx 3¢ dexToB. COBMECTHOE MPUMEHEHHUE
puBapokcabaHa ¢ JApyrumMu MouHbIMH uHAyKTOpamu CYP3A4 (nampumep, (GEHUTOMHOM,
KapbamazenuHoM, peHoOapOUTaIOM WM NpenapaTaMu 3Bepo00si MPOABIPSBIEHHOT0) TAKKE MOKET
NPUBECTH K CHIDKEHMIO KOHIIGHTpalMil puBapokcabaHa B IU1a3Me KpoBu. CliesoBaTenbHO,
HeoOxonuMo u30eratb OJHOBPEMEHHOTO MpUMEHEHMs] MOIIHbIX HHAYKTopoB CYP3A4, xpome
ClIy4yaeB, KOT/la TIATEeIbHO KOHTPOIUPYIOT MPU3HAKU U CUMITOMBI TpoMOo03a.

ConyrcTByIONiee TpUMESHEHHNE IPYTUX IPENapaToB

He orMeuanoch KIMHUYECKH 3HAYUMBIX (PAPMAKOKMHETUYECKUX WIH (papMaKoJUHAMUYECKUX
B3aUMOJICHCTBUI MPU OJTHOBPEMEHHOM NMPHUMEHEHHH PUBapoKcabaHa ¢ MUa301aMoM (CyOcTpaToM
CYP3A4), nurokcunom (cydcrparom P-riukonporenna), aropactatuHoM (cyoctpatom CYP3A4 u
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UHAYIHPYET HUKakue ocHoBHBIE H30(opmbl CYP, nogobusie CYP3A4.

Knnanueck 3HAYUMBIX B3aHMOHCﬁCTBHﬁ C IIPpOAYKTaMH IIUTAaHHA HE HaGJIIO,I[aJ'IOCI) (CM. pasacia
42).

Bansgaue Ha J'Ia6ODaTODHI)Ie napaMeTphbl

Bnusiaue Ha pesynprarsl mpod Ha napamerpsl cBeptbiBanus (I1B, AUTB, HepTest) coorBercTBYyeT
0XKHJIaEMOMY C YUETOM MEXaHH3Ma JIeUCTBUs puBapokcadana (cMm. pazaen 5.1.).

4.6. ®epTUIBLHOCTH, 0€PEMEHHOCTDH U JAKTAUMS

bepemeHnHOCTHh

D¢ dhexkTuBHOCTH M 0€30MaCHOCTh MPUMEHEHUS pUBapoKcabaHa y OepeMeHHBIX HE YCTaHOBIICHBI.

JlaHHbBIE, TOJIy4YEHHBIE HAa  OKCIEPUMEHTAJIBHBIX  JKMUBOTHBIX, IIOKA3aJld  BBIPAXKCHHYIO
PENPOAYKTUBHYIO TOKCUYHOCT.

BenenctBre BO3MOXHON PENPOJYKTUBHOW TOKCHYHOCTH, PHCKA PAa3BUTHUS KPOBOTEYCHUS U
CIIOCOOHOCTH TIPOHHWKATh 4Yepe3 IUIAeHTY MpemapaT PuBakcopen NPOTHBOIOKA3aH BO BpeMs
o0epeMeHHOCTH (CM. pazzaen 4.3.).

XKeHmuHbl J1€TOPOIHOTO BO3pacTa JODKHBI M30eraTb OEpPEMEHHOCTH BO BpeMs Tepanuu
pHUBapoKcabaHOM.

JlakTarms

D¢ dexTuBHOCTH U 0€30MACHOCTH pUBapoKcadaHa y )KEHIIMH B IEPUO/I TPYAHOTO BCKapMIIUBAHUS He
YCTaHOBJICHBI.

JlaHHbIE, TIONyYEHHBIE HA HKCIEPUMEHTANBHBIX >KUBOTHBIX, MMOKA3bIBAIOT, YTO pHUBAapOKcabaH
BBIJICTISICTCS C TPYIHBIM MOJIOKOM. [Ipemapar PuBakcopen mpoTHBOMOKa3aH B MEPUOA TPYIAHOTO
BckapmimBaHus (oM. pazgen 4.3.). Heobxoaumo mpuHATH pernieHne o0 OTMEHE TPYAHOTO
BCKapMJIMBAHUS WJIA TIPEKPAIICHUH TCPATTHH.

DepTHIbHOCTD

WccnenoBanus mokasany, 4TO pUBapoKcabaH He BIUSET HA MY>KCKYIO M )KEHCKYIO0 (epTUIILHOCTD Y
Kkpbic. CrienuanbHBIX MCCIEOBaHUI BIMSHUS pHUBapoKcabaHa Ha (DEpPTUIBHOCTH Yy 4YeJIOBEKa He
MIPOBOMIIOCH.

4.7. BuusiHMe Ha CHOCOOHOCTH YNPABJAATHL TPAHCHOPTHBIMH CpeacTBaMH M padorarbh ¢
MEXaHU3MaMHU

[Tpu nmpumMeHeHUM puBapokcabaHa OTMEYAIUCh Clydau OOMOPOKOB M TOJIOBOKPYXEHHS, KOTOPbIE
MOTYT BIHUSATh Ha CHOCOOHOCTH YIPABIEHUS TPAHCHOPTHBIMU CPEACTBAMHU WIM APYTUMU
MexaHusmMamu (cM. pasgen 4.8.). IlanmenTtam, y KOTOpPBIX BO3HUKAIOT JIJAaHHBIE HEXKEJIATEIbHbIE
peakuuu, He caeAyeT YIPABIISITh TPAHCIIOPTHBIMU CPEACTBAMH WU APYTUMHU MEXAHU3MAMH.
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4.8. HexxenaTesibHbIe peakuuu

Pesrome mpoduiist 0e300acHOCTH

BesomacHocTh puBapokcabaHa OIEHHBAIaCh B TPUHAANATH OCHOBHBIX HccrenoBanusx I ¢assr
(cm. Tabnuiy 2).

CymMmapuo 69 608 B3poCibIX MAaMEHTOB B jAeBATHaAnaTu wucciegoBanusx Il ¢asel, a Taxke
412 manyeHToB JeTCKOro Bo3pacta B AByX uccienoBanusx Il ¢passr u oqnom uccnenosanuu 111 dassi
MPUHUMAJIN pUBapoKcabaH.

Tabmuua 2. Yucno manuMeHTOB, y4aCTBOBABIIMX B MCCIEIOBAaHHM, CyMMapHas CyTOYHas 1032 U
MaKCUMaJlbHasl POJODKUTENIBHOCTD JIEYeHUs B KiMHUUYeckux uccienoBanusx I ¢gassl ¢ yuactuem
B3POCIIBIX U NIEJUATPUYECKHUX ITALIMEHTOB

Kaunnyeckoe cocrosinue, mpu|  Yucio CymmapHasi cyTouHas 103a MakcumanbHast
KOTOPOM NPOBOIMJIOCH NauueHTOB* NPOJ0JKMTEIbHOCTh
ucciaenosanme Il pasbi JleYeHHu st

[MpodunakTrka BEHO3HOM 6097 10 mr 39 nueit

TpoMboaMO0HK (BTI) y

NalMEHTOB, IEPEHECIINX

IUTAHOBYIO OIEPALHIO O

3aMeHe Ta300eIPESHHOTO TN

KOJIGHHOTO CycTaBa

[IpodunakTrka BEeHO3HOM 3997 10 mr 39 nueit

TpoMO0IMOOIIHH Y

TOCTIUTAIN3UPOBAHHBIX 110

MEIULUHCKUM ITOKa3aHUAM

NalMEeHTOB

Jlewenune TI'B, TOJIA u 6790 Henn 1-21: 30 mr 21 mecsin

??%??;ﬁima PeLnAuBOB Hauunas ¢ 22 gus: 20 mr

[Tocne MunnmyMm 6 mecsieB
teparuu: 10 mr wim 20 mr

Jleuenune BeHO3HOM 329 Jo3a, ckoppeKTHpOBaHHAs B 12 mecsnes

TpoM6boaMO0HH (BTD) 3aBUCHMOCTH OT MAaccChl Tela, JIs

npodunakTuka peuuansos BT JOCTIKEHUS (hapMaKoJIOrHIeCKOro

Yy HOBOPOXKJCHHBIX H JI€TEH B JeHCTBUS, SKBUBAJICHTHOTO

Bo3pacrte 10 < 18 ner mocie TaKOBOMY Y B3POCIIBIX,

Ha4YaJIbHOW CTaHJIapPTHOMN nony4aBmux 20 Mr

AHTHUKOAryJsTHTHOW Teparnun pHuBapokcadaHa OAMH pa3 B I€Hb

i nevenns TIT'B u TOJIA n
npodunakTuky peruansoB TT'B u
TOJIA

[IpodunakTika nHCYIbTA U 7750 20 mr 41 mecsg

CHUCTEMHOI TPOMO0IMOOIHH Y

MaIMEHTOB ¢ QUOPMILISIIINEH

npeacepanii HeKIarnaHHOTo

HPOUCXOXKICHUS
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Kaunnyeckoe cocrosiumne, npul  Ywucio

KOTOPOM MPOBOIMIOCH NAIUEeHTOB* MPOI0KUTELHOCTD

uccjenopanmue II ¢ga3bi Je4yeHust
[MpodunaxTuka 10 225 5 mr unu 10 Mr cooTBeTCTBEHHO, B | 31 Mecsn
aTepOTPOMOOTHUYECKUX KOMOHMHAIINY C
OCJIOKHEHUH Y NallMEHTOB ALETUICATULUIIOBOU KUCIOTOU
MOCJIe OCTPOTO KOPOHAPHOTO WM alle TUIICATTUITHIIOBOM
cunapoma (OKC) KHUCJIOTOM ¢ KIIOMUAOTPETIOM WU

TUKJIOTTHTUHOM

IIpodunakruka 18 244 5 Mr B KOMOUHALIMHY C 47 mecsieB
aTepoTPOMOOTHICCKIX alEeTUICAJIUIIMIIOBOU KHUCIOTON
COOBITHH y TIAITUCHTOB C i 10 Mr B MOHOTEpAIuu
UIIEMHYECKON O0IE3HBIO
cepana (UbC) nnm 3256** 5 Mr B koMOuHAIUU ¢ 42 mecsua
3a0oseBaHUEM AlETUICATULUIIOBOM KUCIOTOU
nepudepuvecKux apTepuit
(3IIA)

* TTanMeHTHI, TOJYYUBIIKE IO MEHBIIICH Mepe OHY 103y pUBapoKcadaHa.

** U3 uccnenosanusts VOYAGER PAD.

HauGonee 4acThIMM HEXENIATSIBHBIMU PEAKIUSMHU Y TAIMEHTOB, MPUMEHSBIIUX PHBApPOKCAOaH,
SIBJSUTUCH KpoBoTeueHus (cM. pasaen 4.4. u Tabmuiy 4). Haunbosee 4acThIMH KPOBOTCUCHUSMH
SIBJISUTHCH HOCOBOE KpoBoTeueHue (4,5 %) u kenyaouHO-KuIeuHoe kpoBoTeueHue (3,8 %).

Tabnuua 3. YacToTa BOSHUKHOBEHUS KPOBOTEUCHUM™ M aHEMUH Y MTALIMEHTOB, MTOJTyYaBIINX JEUCHHUE
puBapoKkcabaHOM B 3aBEPIIEHHBIX KIMHMUYecKUX uccienoBanusax I ¢asel ¢ yuactuem B3pocibix u

NEANATPUICCKUX MALIUCHTOB

KinHu4yeckoe cocTosinue, NpH KOTOPOM NPOBOIHIOCH
ucciaenosanue III ¢gasbl

JIroooe
KPOBOTeYeHHe

AHeMus

[MpodunakTrika BeHO3HOU TpoMOoamMOouu (BTD) y
HAlKUEeHTOB, IEPEHECIITNX IUIAHOBYIO OIEPAIIUIO 10 3aMEHE
Ta300€JPESHHOT0 HIIA KOJIEHHOTO CyCTaBa

6,8 % manueHToB

5,9 % nanueHTOoB

[podunaktika BeHO3HOI TPOMOOIMOOIHH Y
TOCIHUTAJIN3NPOBAHHBIX IO MEAUITMHCKUM IMOKa3aHUAM
NalUeHTOB

12,6 % manueHToB

2,1 % nanueHToB

Jleuenne TI'B, TOJIA u npodunaktuka peuuansos TI'B,
TOJIA

23 % nanueHTOoB

1,6 % manueHTOB

Jleaenue BeHO3HOI TpoMboaIMboMu (BT3D) n mpodunakruka
pernnBoB BTO y HOBOPOXKIEHHBIX U IETEW B BO3pacTe

< 18 et nociie HaYaIbHOM CTAaHAAPTHON aHTHKOATYJITHTHOM
Tepanuu

39,5 % manuesToB

4.6 % nauueHToB

[IpodunakTruka HHCYJIbTa H CHCTEMHON TPOMOOIMOOIUH Y
MAIMEHTOB ¢ GUOPHILIALNEH peicepauil HEKTaaHHOTO
TIPOUCX 0K ICHHSI

28 coOBITHH HaA
100 mmanmenTo-1€eT

2,5 coOnITHS Ha
100 manmeHTo-IE€T
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T o B W S B ol e O e
o IEQooH | 1alt
Kiannuyeckoe cocTosiHue, NpH KOTOPOM NPOBOIHIOCH Jho6oe—————Awmemus
uccjaenopanme I11 ¢gasbi KPOBOTeYeHHe
IIpodunmakTika aTepoTPOMOOTHIECKIX OCIONKHEHUN y 22 coOBITHS Ha 1,4 coObITHS Ha
MaIMEHTOB IOCIe OCTPOro KopoHapHoro cunapoma (OKC) 100 nmanmento-ner | 100 manmenTo-NET
[MpodunakTrka aTepOTPOMOOTHIECKUX COOBITHH Y TALIMEHTOB | 6,7 cOOBITHS Ha 0,15 coObiTus Ha
¢ UbC nmm 31TA 100 manmenrto-ner | 100 mamuenro-mer**
8,38 coObITHS Ha 0,74 coObITHs Ha
100 namuento-ner” | 100 manuento-
HCT***#

* Bo BceX KIMHHYECKUX HCCIICJOBAHUAX pHBapOKca6aHa BCC CJIy4an KPOBOTCUCHUS c061/1pa}0Tc51, PEOOPTUPYIOTCA U
OLCHUBAIOTCA.

** B nccinenoBannu COMPASS B kauecTBe npeycTaHOBICHHOTO BEIOOPOYHOTO MOX0/Ia IPUMEHSIIACh HU3Kasl 4acToTa
BO3HHUKHOBEHHSI aHEMHU.

**% [1pu cOOpe NaHHBIX O HEXKENATEIbHBIX SBICHHUSX PUMEHSUIICS MTPEYyCTaHOBJICHHbIH BEIOOPOYHBIH OAXO/.

# U3 uccaenosauns VOYAGER PAD.

Tabauynoe pE3IOME HEXKEIATSIbHBIX PEaKIIUMi

YacroTa BCTPEYaCMOCTH HEXKETATCIbHBIX PEAKIUH, BO3HHKABIIMX y JIETEH W B3POCIBIX IPH
UCIIOJIb30BAaHUU pUBapoKcabaHa, MpHUBEIEHA B TaOJHUIC HUXKE C pas[elieHUEM [0 CHUCTEMHO-
OpraHHBIM KJIacCaM M 110 YacToTe. YacToTa BCTpe4aeMOCTH ONpeAeseTes Kak: oueHb yacto (> 1/10),
gacTo (> 1/100, Ho < 1/10), Hewacto (> 1/1000, Ho < 1/100), peako (> 1/10 000, ro < 1/1000), oueHb
penko (< 1/10 000), yacrora Hew3BecTHa (HA OCHOBAHWH WMEIONIMXCS JaHHBIX OICHHUTH
HEBO3MOYKHO).

Tabnuma 4. Bce HexenmaTenbHBIE PEaKIWH, 3apPETHCTPUPOBAHHBIC y B3POCIBIX ITAMEHTOB B
kImHUYeckux uccnenoBanusx 111 ¢as3sl wim B Xxoae moCTperucTpalioHHOTO MPUMEHEHUS*, a TaKKe
y IeINaTPUIECKHX MAIEHTOB B IBYX KIMHUYECKUX nccienoBanmsx 11 ¢haszpl u IByX nccieoBaHusX
11T dass

Yacto Heuacro Peako OueHnb penko YacrorTa
HEeN3BECTHA

Hapymemm CO CTOPOHBI KPOBM U .Jqu)aanecxoﬁ CUCTEMBI

Anemust (BKIIo4ast TpombonuTo3
COOTBETCTBYIOILIHE (BKITIO9AsT
nabopaTopHEIE MOBBILIEHHOE
MOKAa3aTeNH) coziepKaHue
TPOMOOIHUTOB)?,
TPOMOOIUTOTICHUS

Hapymeﬂuﬂ CO CTOPOHBI HMMyHHOﬁ CUCTEMBI

Annepruueckas Amnadunnakriuyeckne
peaxuus, peaxiyu, BKIouas
aNIeprudecKui aHa(WIaKTHIECKU I
JIepMAaTHT, IIOK
AQHTUOHEBPOTHUYECKUI

OTEK U aJUIepru4ecKuit

OTEK

Hapymienus co cTOpOHBI HEPBHOI CHCTEMBbI

T'onoBokpyxeHue, Buyrpumosrosoe u

roJioBHast 00JIb BHYTPHYCPEITHOE
KPOBOU3IIUSHUE,
00MOpOK
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) B TETEROC |,|:|T|
Yacro Heuacro Pexe O"ICHI:JI')GJ'IK‘O ":IacT
HEH3BeCTHA
Hapymenusi co cTopoHsI oprana 3peHust
KpoBousnusiaue B
ri1a3 (BKJIrouas
KpPOBOU3/IHSHHE B
KOHBIOHKTUBY)
Hapyuienus co cTOpoHBI cepaua
‘ Taxukapaus
HapyueHust co CTOPOHBI COCY10B
CHuxeHue
apTepUanbHOTO
JIaBIICHUS, TeMaToMa
HapyieHust co CTOPOHBI IbIXaTeIbHON CHCTEMbI, OPraHOB IPYAHON KJIETKH U CPel0CTeHHs
Hocogoe Do3uHoDUIBbHAS
KpPOBOTEUCHUE, ITHEBMOHHUS
KpPOBOXapKaHbe
HapyieHust co CTOPOHBI :KeJTyA0YHO-KHIIEYHOT0 TPAKTa
KpoBoTounBocts CyXxO0CTb BO PTY
JIECEH, JKEeITyI0YHO-
KUIIEYHOE
KpPOBOTEUCHHE
(BKITIOUAs peKTaJIbHOE
KpOBOTeueHue), 60J1b
B XXKT u 6onb B
JKHBOTE, JUCIICTICHS,
TOINHOTA, 3a10p™,
amapes, ppoTa’
HapyieHust co cTOpOHBI eY€HHU U KeTYeBBIBOASIIIUX MYTeil
[ToBebIIeHHE Hapymenue ¢pynkiun | Kenrtyxa, moBbIlIeHHE
AKTHBHOCTH MIEYEHH, MOBBILICHUE | KOHLIEHTPALN
MEYEHOYHBIX KOHLEHTPALUN KOHBIOTHPOBAHHOTO
TpaHCaMHHA3 OounnpyOuHa, O6mmupyOuHa
TIOBBIIICHHE (c cooTBETCTBYIOIINM
AKTHBHOCTH IIEJIOYHOH | MOBBIIIIEHUEM
docdaTazsr®, axktuBHOCTH AJIT mmu
IOBBIIIEHUE 0e3 Hero), XoJecTas,
aktuBHOCcTH I TTA renaTur (BKIto4as
HNOBPEXICHUE
renaToleUTIOJISIPHON
CUCTEMBI)
Hapyuienus co CTOPOHBI KOKHM M IIOAKOKHBIX TKaHei
Koxnblii 3y KpanusHuna Cunppom CtuBeHca-
(BKIIIOYasi HEYaCTbIE Jxoucona /
cirydyau TOKCUYECKUH
TE€HEPAITM30BaHHOIO 3MUAEpMaNIbHbBIN
3yZAa), KOXKHas CHIIb, Hekpoiu3, DRESS-
AKXHUMO3, KOXKHBIE U CUHIIPOM
MOAKOXKHBIE
KPOBOU3JIHSHHS
HapyieHus co cTOPOHBI MbILIEYHOI, KOCTHOI M COeTMHUTEIbHOI TKaHH
Bonb B koHeuHocTAX” | [emapTpos KpoBouznusiaue B Komnaptment-
MBILIITY CHHIIPOM,
BTOPUYHBIN K
KpPOBOTEUCHHIO
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A AEOOBATERERC T 0007
Yacrto Heuacro Penx llem;'Jl‘)emm Yacrora '
HeH3BeCTHa
HapyumieHust co cTOpOHbI MOYeK U MOYEBBIBOISIIIUX MyTeil
KpoBoteuenue u3 Iloyeunas
YPOTCHHUTAIEHOTO HEIOCTAaTOYHOCTH /
TpakTa (BKJIIOYast ocTpas moyeyHast
TeMaTypHIoO U HEIOCTAaTOYHOCTD,
MeHopparuiot), BTOPHYHEIE K
HapymeHne GyHKINN KPOBOTECUCHHIO U
movek (BKITtoYas JIOCTaTOYHBIE,
MOBBIIICHUE YTOOBI MPUBECTH K
KOHIEHTpaLUu runonepy3uH,
KpeaTHHHHA, Hedponarus,
MOBBIIICHUE acCOILIMMPOBAaHHAA C
KOHLICHTpaluK IIpUEMOM
MOYEBUHEI KPOBH) AHTHKOATyIITHTOB

OO0uue HApyIeHUS M PEAKIUM B MeCTe BBeIeHUsI

JIuxopanxka®, VYxynauenue o0miero JlokanbHbIH oTEK™
nepudepuueckuit CaMOYyBCTBUS

OTEK, CHUKCHUE (BrITIOUAs

00111e#i MBITIIEYHOM HEZOMOTaHHUE)

CHJIBI ¥ TOHYCa
(BKITIOYAst cabOCTh,
ACTEHHIO)

JlaGopaTopHble M MHCTPYMEHTAIbHBIE IaHHbIE

IToBrIICHME
axtuBHOCTH JIJITA,
MOBBIIIEHHUE
AKTHBHOCTH JIMTIa3hI?,
MOBBIIIEHHUE
AKTUBHOCTH aMMJIa3bl

TpaBMbI, HHTOKCHUKAIIMU U OCJTOKHCHUSA Mammy.nmmﬁ

KpoBoteuenue nocne Cocynucras
MEIMINHCKOH TICEBI0AHEBPU3MA
MaHUITYJIS LA
(BKITIOUAs
MOCJICOTIEPAIMOHHYIO
AHEMUIO U
KpPOBOTEUCHHUE U3
paHbl), TEeMaTOMa,
BBIJICJIEHUE CEKpeTa
U3 paHer

C

A — nabmonanuck npu npoduinakruke BTD y B3pocibix manueHToB nocie OOJbIIMX OPTONEeIUYECKHX OINepaluil Ha
HIDKHUX KOHEYHOCTSIX;

B — mabmonanucs npu seaennu TI'B, TOJIA u npodmnaktuke peruansoB TI'B u TOJIA xak oueHb 4acThie y KSHITUH
MoJIOKeE 55 1er;

C — HaOmrotannch KaK HeJacThle B paMKaxX MPOQPHIAKTHKH aTepoTpoMOoTHIeCKuX coObITHil y manueHToB mociie OKC
(Tocne MpoBeZICHNS YPECKOKHBIX BMEIIATEIBCTB).

* [IpuMeHsIICS IpeIBapUTENIbHO 33JaHHBIN N30MpaTeNbHBIN NOAX01 K cOOpY TaHHBIX MO HEXXETIATEIbHBIM SIBICHUSIM B
otaenbHbIX uccienoBanusx 111 ¢pas3pl. Ha ocHOBaHMYM aHami3a JaHHBIX HCCIIEJOBAaHUN YacTOTa HEsKeNaTeIbHbIX peakunit
HE MOBBICHJIACh U HUKAKMX HOBBIX HEXEJATeNIbHbIX JIEKAPCTBEHHBIX PEaKLUi HASHTU(DHUINPOBAHO HE OBLIO.

Onucanue OTIEIbHEIX HeXKEIaTeIbHBIX PEAKIINI

VYuuTeiBas papMaKoJOrHUECKUN MEXaHU3M JICHCTBUS, TPUMEHEHHE Mpenapara PuBakcopen Moxer
COIIPOBOKAATHCS MOBBIIEHHBIM PUCKOM CKPBITOTO MJIM IBHOTO KPOBOTEUEHUS U3 JIFOOBIX OPraHOB U
TKaHEH, KOTOpPOe MOXKET INPUBOAMUTHL K IOCTIEMOpparudeckod aHemuu. IIpu3Haku, CUMITOMBI U
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. . ‘00 OB& HOCTE 0007
CTCIICHb TSKECTU (BKJHOI{aﬂ BO3MOJXHBIN JIETAJIbHbBIN I/ICX(’)E])‘ Baq)% 'TTEHH]_BII/I‘CPI;IGCTI/I' OT

JMY OTUETY

JIOKAJIM3alliH, CTCIICHU TSXKCCTHU UJIU ITPOAOJDKUTCIIBHOCTU KPOBOTCUCHU A W/WIIM aHEMHUU (CM. pasacia

4.9.).

B KIMHUYECKUX MCCIIE0BAHUSIX KPOBOTEUCHHUS U3 CIIM3UCTBHIX 000J104eK (2 HUMEHHO: KPOBOTCUCHHE
U3 HOCA, JIECEH, JKEIIYIOYHO-KHIIEYHOTO TPAKTa, MOYETIOIOBOM CHUCTEMBI, BKJIFOUAs aHOMAJIbHOE
BarMHAJIbHOE WJIH YCWJICHHOE MEHCTPYaJIbHOE KPOBOTEUCHHE) U aHEMHUs HAOIIOAMCh Yalle Mpu
JUTMTEIIFHOM JICYCHUU pUBapokcabaHoM 1o cpaBHeHuio c¢ JjiedeHuem ABK. Takum oOpaszom, B
JONONTHEHHE K HaJUIeKalleMy KIMHUYECKOMY HaOJIOJCHHIO, JIaDOpaTOpHOE HCCIeI0OBaHNE
reMOTJIO0MHA/TeMAaTOKPUTa MOYKET OBITh 3HAYMMBIM JUISI BBISIBICHHSI CKPBITHIX KPOBOTCUCHHU W
KOJIMYECTBEHHOW OIEHKM KIWHUYECKOW 3HAYUMOCTH SIBHBIX KpPOBOTCUCHHH, KOTOpbIE OymyT
COYTEHBI JIOIYCTHMBIMH. PHCK pa3BUTHS KPOBOTCYCHUN MOMKET YBEIUYMBATHCS Y OINPEIEICHHBIX
Tpynn TAlMeHTOB, HANpPUMEp Y TMalMeHTOB C HEKOHTPOIMPYEMOH TsDKENOW apTepHalbHOM
THIIEPTCH3UEH W/WIM TIPU COBMECTHOM IPUMEHCHUHU C TpenapaTaMu, BIHMSIOIIMMH Ha T'eMOCTa3
(cm. pasgen 4.4.). MeHcTpyalibHOE KPOBOTCUCHHME MOXET OBITh 00J€€ HWHTCHCHUBHBIM HW/WIIN
MPOIOJDKUTEITHHBIM.

I'emopparnueckne  OCIIO)KHEHHS MOTYT TPOSBISITBCS B BUAE  cHabOCTH,  OJEIHOCTH,
TOJIOBOKPY’KEHUS, TOJIOBHON OONM MM HEOOBSICHUMBIX OTEKOB, OJIBIIIKM WJIM IIIOKa, Pa3BUTHE
KOTOPOT'O HEJb3sl OOBSICHUTH APYTUMHU NMPUYMHAMU. B HEKOTOPHIX Clydasx BCJICACTBHE aHEMUH
pa3BUBAIMCH CUMIITOMBI UIIEMUH MUOKApAa, TaKue Kak 00Jib B TPy U CTEHOKAP/IHSL.

[Ipu npumeHeHUH puBapokcabaHa peruCTPUPOBAIUCH U TAKUE U3BECTHBIE OCIOKHEHMSI, BTOPUUHBIE
[I0 OTHOLICHMIO K TSDKEJBIM KPOBOTEUCHMSIM, KaK CHHIPOM MOBBIIMIEHHOrO cyOdaciuaibHOro
JaBJICHUS (KOMIIAPTMEHT-CUHAPOM) U MTOYEUYHAasi HEAOCTATOYHOCTh BCIIEACTBUE THIONEPPY3UH WU
Hedponartus, aCCOUUPOBAHHAS C IPHEMOM aHTUKOAryJIiHTOB. TakuM 00pazom, clieyeT yIuThIBaTh
BO3MOJKHOCTb KPOBOTEUEHHUS] IIPH OLIEHKE COCTOSHUS JIIOOOro MalMeHTa, IOJIy4arollero
AQHTUKOATyJISHTBI.

Coo011eHne 0 TTOI03PEBAEMBIX HEXKEIATENbHBIX PEAKIINIX

BaxHo coo0marb O TOJO3pEBAacMbIX HEXKENATeNbHBIX PEAKIUAX IMOCIe  PEerucTpanuu
JIEKapCTBEHHOI'O TIperapara C LEeIbl0 O0eCreueHus: HENPEPbIBHOIO MOHUTOPHHIA COOTHOIICHUS
«T0JIb3a — PUCK» JIEKAPCTBEHHOro MpemnapaTta. MeAWUUMHCKUM pabOTHUKaM PpPEKOMEHIYyeTCs
co00IaTh O JHOOBIX MO03PEBAEMBIX HEKEJIATEIIBHBIX PEAKIMAX JIEKAPCTBEHHOIO IpenapaTa 4epes
HallMOHAJIbHbIE CHCTEMBl COOOLIEHHMS O HEXENaTeNbHbIX pPEaKLUUsAX ToCylapcTB — YICHOB
EBpazniickoro 5KOHOMHUYECKOTO COKO3a.

Poccuiickas Penepanus

denepanbHas ciyx6a 1o Haa30py B chepe 3apaBooxpanenus (PocsapaBHanzop)
Anpec: 109012, r. MockBa, CnaBstHcKast miiomanis, a. 4, ctp. 1.

Tenedon: +7 800 550-99-03

DnexkrponHas moura: pharm@roszdravnadzor.gov.ru

CaiiT B m”HGOpPMAIIMOHHO-TEIEKOMMYHUKAIIMOHHON ceTH «HTepHeT»!
https://www.roszdravnadzor.gov.ru

PecnybOnmka Benapycb

VII «lleHTp dKCnepTu3 U UCHBITAHUM B 3PaBOOXPAHCHUN»

Anpec: 220037, r. Munck, ToBapuieckuii niep., 2a

Tenedon: +375 17-242-00-29

DnexkrponHas moura: rcpl@rceth.by

CaiiT B nH(bOpPMAIIMOHHO-TEJIEKOMMYyHUKAITMOHHOM ceT «MHTepHeT: hitps://www.rceth.by
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(MOCNEQOBATENEHOCTE 0007)

4.9. Ilepeno3upoBka

JMY OTUETY

CHUMIITOMBI

Coo01manock 0 peaAKUX ciaydasx nepeao3upoBku A0 1960 mr. B ciydae nepeno3npoBKH HEOOXOIUMO
THIATENFHO HAOMIOIATh MAIMEHTAa HAa TPEIMET OCJIOKHEHWI B BHJIE KPOBOTCUCHUS WIIM JAPYTUX
HEeXKeNaTeNbHBIX peakuuil (cM. NyHKT «JledeHue kpoBoTeueHuit»). BcernenctBue orpaHMueHHOTO
BcachIBaHUS oxkugaercs 3pexT HachIeHus 0€3 JaTbHEHIIero MOBBIIMICHUS CPEIHETO CONEePIKAHUS
puBapokcabaHa B IJIa3Me [P TUIepTepaneBTHUYEeCKUX 103ax B 50 Mr i BhIIIIE.

Jleuenue

CroennpuuecKiuM aHTHIOTOM, MOJABIAIONINM (apMaKoJANHAMUYECKOE JCHUCTBHE pHUBapokcabaHa,
SIBJISICTCSL aH/ICKCAHET anbda.

B cinydae mepeno3supoBKH A CHUIKEHUS BCAachblBaHMsS pPHUBApOKcabaHa MOYKHO HCIOJIb30BaTh
AKTUBUPOBAHHBINA YT OJIb.

Jleuenue kposomeuenuti

[Ipy BO3HUKHOBEHHHM OCJOXXHEHUS B BHJC KpPOBOTCUCHHS Yy I[IAIIMCHTA, PHHUMAIOIIETO
puBapokcabaH, CISAYIONIMNA MPUEM Mpernapara JI0JKeH ObITh OTJIOKEH WIIH JICYSHUE JOJDKHO OBbITh
OTMEHEHO, B 3aBHUCHUMOCTH OT cuUTyanuu. [lepwos monyBbIBeACHHS pUBapoKcabaHa COCTABIISCT
npubau3uTenbHo 5—-13 yacoB (cM. pazgen 5.2.). Jleuenue cienyer moa0duparth MHAUBHUIYAIBHO, B
COOTBETCTBHUM C TSDKECTBIO W JIOKaIW3almueld KpoBoTedeHHs. [Ipu HEOOXOIMMOCTH MOKET
NPUMEHSTHCSI  COOTBETCTBYIOIIEE CHMIITOMATHUYECKOE JICYCHUE, HAIPUMEpP MeXaHHUYecKas
KoMITpeccus (HalpuMmep, B CIIy4ae CUILHOTO HOCOBOTO KPOBOTCUCHUS ), XUPYPTHICCKUI TeMOCTa3 C
IpoIielypaMu KOHTPOJIS 32 KPOBOTEUEHUEM, BOCIIOJIHEHHE 00bheMa )KUIKOCTH ¥ TeMOAMHAMUYECKast
MOJIJICPKKA, MPUMEHEHHE TPENapaToB KPOBU (IPUTPOIUTAPHON MACCHI WIIM CBEKE3aMOPOKCHHOMN
J1a3MBbl, B 3aBUCUMOCTH OT COITYTCTBYIOIIEH aHEMHUH WJIM KOATyJIOMAaTH ) UITH TPOMOOITUTOB.

Ecnu nepeunciieHHbIe BbIlIE MEPONIPUATHUS HE IPUBOJAT K YCTPAHEHUIO KPOBOTEUEHUSI, MOXKET OBITh
Ha3HayeH crneuu(puyeckuit aHTUI0T HHTMOUTOPOB (hakTopa Xa (aHaeKcaHeT anb}a), MoAaBIAIOIUN
(dhapMakoIUHAMHUUYECKOE JIEUCTBHE pHUBapoKcabaHa, WM CHEHIUPUISCKUNA MPOKOATYIISTHTHBINA
npernapar, HallpuMep KOHIIEHTpAaT MPOTPOMOMHOBOTO KOMIUIEKCA, KOHIEHTPAT aKTHBHPOBAHHOIO
NpOTPOMOMHOBOTO KOMIUIEKca, pekomOuHanTHBIN (akrop Vlla (rf Vlla). Onnako 1o Hacrosimiero
BPEMEHM ONBIT TPUMEHEHUS OTUX MpEnaparoB NpH JIEYCHUH [AllMEHTOB, MOJYYaroIIuX
puBapokcabaH, OuY€Hb OrpaHUYeH. JlaHHbIE pEeKOMEHJAallMM TakKe OCHOBAaHbl Ha OTrPaHUYEHHBIX
JOKJIMHUYECKUX JaHHbIX. Heo0XoauMo mpeaycMOTpeTh NepecMOTp J103bl PEKOMOMHAHTHOTO
¢aktopa Vlla u TUTpoBaHME B 3aBUCUMOCTH OT CHI)KEHHUS AaKTUBHOCTH KPOBOTEUEHUS.
B 3aBUCHMOCTH OT MECTHOM JTOCTYITHOCTH B Cllyyae 0OJIbIIOT0 KPOBOTEUEHHS CIIeIyeT PAaCCMOTPETh
BO3MOXKHOCTh KOHCYJIBTAIIMH CO CTIIEIUATHCTOM 10 Koaryssiiuu (cM. pazaen 5.1.).

Oxumaercsi, 4To mnpoTamuHa cynabpar W BuTamMuH K He OyAyT OKa3bIBaTh BIMSHUS Ha
MIPOTHUBOCBEPTHIBAIONIYIO0 aKTUBHOCTh pUBapoOKcabaHa.

NMeercss OrpaHMYEHHBIN OIBIT IPUMEHEHUS TPAHEKCAMOBOM KHUCIOTBI M OTCYTCTBYET OIIBIT
IIPUMEHEHHsI aMUHOKAI[PpOHOBOW KHUCJIOTBI M alNpOTMHMHA y MAalMEHTOB, IOJYYArOIIUX
puBapokcabaH. HayuyHoe o00cHOBaHUE 11€71€COO0PA3HOCTH MM OMBIT UCIOIb30BAHUSA CUCTEMHOTO
reMOCTaTHYECKOro IpernapaTa JeCMOIPECCMH Yy MaIMEeHTOB, IOJIyYalollUX pHUBAapOKcadaH,
OTCYTCTBYET. YUHUTBIBas WHTCHCHUBHOE CBS3bIBAHHE C O€JIKaMHM IUIa3Mbl, OXKHIAETCS, YTO
puBapokcabaH He OyJ1eT BBIBOJUTHCS MPU MPOBEICHUH TUAIN3a.
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5. DPAPMAKOJIOTMYECKHUE CBOMCTBA (MOCTIEQOBATENEHOCTS 0007)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

5.1. ®apmakoanHaMHu4YecKHne CBOCTBA

dapmakoTeparneBTHIECKas TPyIIa: aHTUTPOMOOTHYECKUE CPEICTBA; IPSIMbIE HHTHOUTOPHI (hakTOpa
Xa.
Kon ATX: BO1AFO1.

MexaHu3M AeicTBUS

PuBapokcaban — BBICOKOCEIEKTUBHBIM MpsIMOW MHTHOUTOp (pakTopa Xa, obiaagaroniuii BHICOKOM
OMOI0CTYITHOCTHIO TIPH TIPHEME BHYTPb.

AxtuBanus Qakropa X ¢ oOpasoBanueM (aktopa Xa uepe3 BHYTPECHHUH W BHEUIHUH IYTH
CBEpPTBHIBAHUSI WIPACT HEHTPAIBHYIO DPOJIb B KOAryJSIMMOHHOM Kackaze. Dakrop Xa sBisercs
KOMIIOHEHTOM (hPOPMHPYIOMIETOCS MPOTPOMOMHA3HOTO KOMILJICKCa, IEHCTBUE KOTOPOTO MPUBOJIUT K
MPSIMOMY TIPEBPAIICHUIO TPOTPOMOMHA B TpPOoMOWH. B pe3ymbraTe 3TH peaknuud MPHBOIAT K
dbopmupoBanuo GUOPUHOBOTO TpoMOa M aKTHBAIMH TPOMOOLUUTOB TpoMOMHOM. OJHA MOJEKysa
dakropa Xa xaranu3upyer obpazoBanue 6osaee 1000 Monekyn TpoMOUHA, YTO MOJIYYHIIO Ha3BaHUE
«TPOMOMHOBOTO B3pbIBa». CKOpPOCTh peakiMH CBSI3aHHOTO B TpOTpoMOMHA3e ¢akropa Xa
yBenmuuBaercs B 300 000 pa3 mo cpaBHEHHIO € TAaKOBOM cBOOOIHOTO pakTOpa Xa, 4To 00ecreynBaeT
pe3Kuii Ckayok B ypoBHE TpoMOMHA. CelleKTUBHBIE MHTHOMTOPHI (hakTopa Xa MOT'YT OCTaHOBHTH
«TpOMOMHOBBIN B3pbIB». TakuM 00pa3oMm, puBapokcabaH OKa3bIBAaCT BIMSHUE HA PE3YJIbTATHI
HEKOTOPBIX CIIeNU(DUISCKUX UM OOIIHX JIAOOPATOPHBIX MCCIICIOBAHUHN, IPUMEHSIEMBIX JUIS OLICHKU
CBEPTHIBAIOIINX CHUCTEM.

dapmarkonmHamuueckue 3O GEKTHI

V yenoBeka HaOIIOAAETCS 10303aBUCUMOE MHTMOMPOBaHUE aKTUBHOCTH (pakTopa Xa. PuBapokcaban
OKa3bIBaeT JI0303aBUCHUMOE BIIMSHUE Ha MPOTPOMOMHOBOE BpeMs U OJIU3KO KOppelIupyeT ¢
KOHILEHTpauusMu B 1uiazme r = 0,98), ecnu s ananusa ucnoib3dyercsa HaOop Neoplastin. Ilpu
UCMOJb30BAHUU JPYIMX pPEAKTUBOB pe3ylbTaThl OyAyT omimyarbesd. IIpoTpomOuMHOBOE Bpems
clielyeT U3MepATh B CeKyH1ax, nockoiabky MHO otkanuOGpoBaHo u cepTu(UIMPOBAHO TOJIBKO JUIS
MIPOU3BO/IHBIX KyMaprHa U HE MOXKET MPUMEHSTHCS 7S IPYTUX aHTUKOAryJIsTHTOB.

B  ximHWYeckoM  (apMakoJIOTHYECKOM  HWCCIICAOBAaHMHM  HM3MEHEHHs  (papMaKoIMHAMUKA
puBapokcabaHa y 370pPOBBIX B3pOCHBIX JOOpOBOJbIEB (N =22) ObUIO BBISBICHO BIUSHHUE
oHOKpaTHBIX /103 (50 ME/KT) IBYX pa3iuyHBIX THIIOB KOHIIEHTPATa MPOTPOMOMHOBOTO KOMILIEKCA!
tpexdakropHoro (¢pakrops! 11, IX u X) u 4-paxropnoro (paxtops! 11, VII, IX u X). Tpexdaxkropusiii
KOHIICHTPAT MPOTPOMOMHOBOTO KOMITJIEKCA CHU3WII CPETHUE 3HAUYEHUS TIPOTPOMOMHOBOTO BPEMEHHU
(Neoplastin), npumepno Ha 1,0 cekynny B TeueHne 30 MHHYT MO CpPaBHEHHIO CO CHM)KEHHEM
npuMepHO Ha 3,5 ceKyHAbl, HAOIIOAAEMbIM IpPU HCIOIb30BaHUHU 4-(aKTOPHOTO KOHIIEHTpaTa
IpPOTPOMOMHOBOTO KOMIUIeKca. HampoTuB, Tpex(akTOpHbIM KOHIIEHTPAaT NPOTPOMOMHOBOIO
KOMIUIEKCa OKa3aj OoJyiee CHIIbHOE M OBICTpOe 00IIee BIMSHHE Ha OOpaTUMOCTh M3MEHECHHH B
TeHepalluu HHJIOTEHHOT0 TpOoMOWHA, 4YeM YeThIpeX(aKTOPHBII KOHLEHTPAT MPOTPOMOMHOBOTO
KomIuiekca (cm. paszzaen 4.9).

VY manueHToB, KOTOPBIM MPOBOAATCS OOJIbIINE OPTONIEAMYECKHIE Onepanuu, 5/95-i npoueHTHIM 15
nporpoMbuHoBoro BpeMeHu (Neoplastin) yepe3 2—4 yaca mocne mnpuema TabiaeTKu (T.€. Ha
Makcumyme 3¢ dekra) BappupyroT oT 13 10 25 cexyH[I.

VY nmanueHToB, MOJyYalomNUX pUBapoKcabaH sl JeYeHHS W NpOoPUIaKkTUKH peruauBoB TI'B u
TOJIA, 5/95-i npouenTunu s nporpomouHoBoro Bpemenu (Neoplastin) uepe3 2—4 yaca mocie
npuemMa tabneTku (T. €. Ha Makcumyme 3 dexra) BappupytoT oT 17 1o 32 ceKyH y MaiueHTOB,
npUHUMarIUX 15 Mr 1Ba pasa B fieHb, 1 oT 15 1o 30 cexynn y manueHToB, npuHuMaromux 20 mr
OJIUH pa3 B JICHb.
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Taxke puBapokcabaH 10303aBUcUMO yBenuuuBaeT |AUTB " pes—\L IEI'I:"HCI_JTgSFOI[H'_aKO Yrix

napamMeTpsl HE PEKOMEHAYETCS HCIONb30BaTh JUIS OLEHKU (apMakoIWHAMHUYECKUX 3(PQeKToB
puBapokcabaHa.

B nepuon neyenus puBapokcabaHoOM MPOBOAUTH MOHUTOPUHT ITApaMETPOB CBEPTHIBAaHUS KPOBU HE
TpeOyercs. OpHako ecau Mg O3TOr0 €CTh KJIMHHYECKoe OOOCHOBaHHE (Hampumep, Ipu
NEepeo3UpOBKe TMpernapata WIM B clydyae HEOOXOAMMOCTH O3KCTPEHHOTO XHPYPrUYECKOTO
BMEIIATENbCTBA), KOHIEHTpalus puBapokcabaHa MOXeT ObITh H3MEpEeHa TMpU I[OMOIIU
KaJTMOPOBaHHOTO KOJMYECTBEHHOTO TecTa aHTU-(pakropa Xa (nampumep, STA — Liquid Anti-Xa,
npousBoautens Juarnoctuka Ctaro CAC, ®paHius, Wik aHAIOTHYHBIH) (cM. pasaen 5.2.).

Oco0ble rpyniisl MaluesToB

Brusnue na koppueuposannwiti unmepean QT

Y 3710poBBIX MYK4YMH W JkeHIMH crapme 50 mer ymamuHenue umHTepBasnia QT monx BimsiHEEM
puBapokcabaHa He HAOJIFOAAIOCh.

Tayuenmsi ¢ 8b1COKUM PUCKOM MPOUHO20 NOZUMUBHO20 AHMUPDOCHOIUNUOHO20 CUHOPOMA

B cnoncupyemoM  uccienoBaresieM  paHIOMHU3MPOBAHHOM — OTKPBITOM — MHOTOLIEHTPOBOM
HCCIIEJOBAaHUH C 3aCJICIUIEHHOI OICHKOH KOHEYHBIX TOUEK pUBAapOKcadaH M3ydaycs B CPABHEHHUHU C
Bap(apuHOM Y MalMEHTOB C TPOMOO30M B aHAMHE3€ U C BBICOKUM PUCKOM TPOMOO3IMOOIMUYECKUX
COOBITH, Y KOTOPBIX THArHOCTUPOBAH aHTU(HOCHOIUTTUIHBIN CHHAPOM (ITOJIOKUTEIBHBIN PEe3yIIbTaT
U1l BCEX TPEX TECTOB Ha aHTU(POCHOTUNUIHBINA CHHAPOM: HAJTMYUE BOTYAHOUHOTO aHTUKOAr'yJISTHTA,
AHTUTEJ K KapIMOJUIMHY B aHTUTEN K 0eTa-2-riukonpotenny I). [Tocne Bkimtouenns 120 manueHTOB
UCClIeIoBaHHEe  ObUIO  MPEKpaleHO  JIOCPOYHO IO  IPUYMHE  IOBBILIEHHONW  YacTOTHI
TpOMO03MOO0INYECKIX COOBITUH y MALIMEHTOB B IPYIIE pUBapoKcabaHa 1Mo CPaBHEHMIO C Teparnuen
BappapuHoM. CpenHsis MNPOJOKUTENBHOCTh IMepuoja HaOMoJeHus cocTaBuiaa 569 mHei.
59 manMeHToB OBUIM pPaHIOMHU3UPOBAaHBI B Tpymy puBapokcabana B jgo3e 20 mr (15 wmr mis
HAlMEeHTOB ¢ KIMpeHcoM KpeaTuHuHa < 50 mui/muH) u 61 — B rpynny Bapdapuna (MHO 2,0-3,0).
TpombosMOoHIueckre coObITHS Tpor3onud y 12 % manueHToB, paHIOMH3UPOBAHHBIX B TPYIITY
puBapokcabaHa (4 MIIeMHYECKMX HWHCYIbTa W 3 uHpapKra MHOKapjaa). Y MalUeHToB,
PaHIOMHU3HPOBAHHBIX B TPYMITy BapdapuHa, COOBITHS HE OBUIM 3aperucTpupoBaHbl. bonbmioe
KpOBOTeUEHHE Mpou301uIo y 4 maunueHTos (7 %) U3 rpynisl puBapokcadbana u 2 naueHtos (3 %) u3

rpyninsl BapgapuHa.

5.2. PapmakoKMHeTHYECKHE CBOIICTBA

AOGcopOrtus

PuBapoxcabaHn ObicTpo BcachiBaeTCsl; Cmax JOCTUraeTCs depe3 2—4 yaca rnocie npuema TabyeTKy.

[Ipn mpueme puBapokcabaHa BHYTPh B BHJE TaOJeTOK no3upoBkoi 2,5mr m 10 Mr mpemapar
BCAChIBACTCS IPAKTHYECKHU MTOJTHOCTBIO M XapaKTepH3yeTcst BRICOKOW OnomoctymHocThio (80—100 %)
HE3aBUCHMO OT Tpuema numm. COBMECTHBIN C MUIIEH pueM puBapokcadana B 1o3e 2,5 mr u 10 mr
He BrnusieT Ha AUC u Cmax. PuBapokcaban B ¢opme Tabnetok no3upoBkoit 2,5 Mr u 10 mr moxer
Ha3HAYaTHCS [T TPHEeMa BO BPEMsI €16l MJTH HE3aBUCUMO OT TIpUeMa MTHUIIIH.

dapmaKkOKMHETHKA puBapoKkcabaHa sBISETCS MPaKTHUECKH JTMHEWHOM npu mpueme 110 15 mr 1 pa3 B
nenb. [lpu Oosiee BBICOKMX J[103aX puBapokcabaH E€MOHCTpUpPYET abcopOIuio, OrpaHUYEHHYIO
pacTBOpEHUEM, CO CHM)KEHHEM OHOJIOCTYITHOCTH M CKOPOCTH BCACHIBAHMS MO MEpE IMOBBIIICHUS
703bl. OTO 0Oojiee BBIPAKEHO INpU MpPHEME HATOIIAK, YeM IIpU IpHUEeME BO BpeMs €[bl.
dapMaKOKMHETHKA puBapokcabaHa XapakTepu3yercs YMEPEHHOU VHBUTyaJIbHOU
W3MEHYMBOCTHIO; MHANBUAYaIbHAS U3MEHUNBOCTh (BapUAIIMOHHBIA KOY(DPHUIIMEHT) COCTABISET OT
30 no 40 %, 3a UCKJIIOUEHUEM JHS IPOBEACHUS XUPYPrUUECKOM ONEpallii U CIEAYIOLIETo AHs, KOTraa
M3MEHYHUBOCTD IKCHO3UIIUMH BhicoKast (70 %).
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B AUC u Cmax COOTBETCTBEHHO, B CPaBHCHHH C MPUEMOM IIeJION TaOJIEeTKH, HAOII0JAIOCh TIpH
BBEJICHUU TpaHyssTa puBapokcabaHa B MPOKCUMAJbHBIA OTIEN TOHKOM KHUIIKH. ODKCHO3UIMS
npermapata B OOJbIel CTENEHW YMEHBIIACTCS MPU €r0 BBEACHUHM B JWCTAIbHBIA OTIET TOHKOMN
KHUILIKA WM BOCXOIAILIYI0 o0onounyio kumiky. Crenyer m30eratb BBEACHUS pHUBapokcabaHa B
)KeﬂyI[O‘IHO-KHHJeqHBIﬁ TPAKT AUCTAJIIBHCC JKCIIYyJAKa, MMOCKOJIbBKY 3TO MOXKCT IOBJICYbL CHHIXCHUC
BCAChIBaHMs U, COOTBETCTBEHHO, SKCIIO3UIMH Mpernapara.

buonocrynaocts (AUC u Cmax) HM3MenIbueHHOM TabneTku puBapokcabana no3upoBkor 20 mr,
NPUHATOW BHYTPbh B CMECH C SIOJIOUHBIM IIOPE WM CYyCIICHIMPOBAHHOH B BOJIE U BBEJCHHOU yepe3
KETMYJOYHBIA 30HJ C TOCIEAYIOUIMM MPHUEMOM JKHJIKOTO IHUTaHHs, ObUIa CONOCTaBHUMAa C
OMOJOCTYIHOCTBIO NPU HpUEME LEeJOW TaOJeTKHU. YUUTHIBas IMpeJCKa3yeMbli 10303aBUCHMBIN
(bapMakOKMHETHYECKH  TpoQMIb  pHUBapoKcabaHa, pe3ylbTaThl JAHHOTO  HCCIICAOBAHUS
OMOIOCTYITHOCTH MIPUMEHUMBI TAaK)Ke M K O0Jiee HU3KUM J103aM IIperapara.

Pacnopenenenne

B opranusme denoBeka Oosbiias 4acTh puBapokcadana (92—95 %) csa3biBacTCs ¢ OCIKaMU T1a3MBbl,
OCHOBHBIM  CBSI3BIBAIOIIMM  KOMIIOHEHTOM  SIBIISICTCSI  CBIBOPOTOYHBIA  anpOymMuH. OO0BeM
pacnpezeneHus — yMEpeHHbIH, Vss — cocTtaBisieT mpudnusutensuo 50 .

BI/IOTDaHCd)ODMaIII/DI U 3JIMMHHAaIsA

[Ipu mpueme BHYTPh MPUOIU3UTENHHO 2/3 OT Ha3HAUEHHOW J03bl pUBapoOKcabaHa MOJBEPraroTCs
MeTaboJIu3My W B JlaJbHEHIIEM BBIBOJATCS DPABHBIMH YaCTSAMU IOYKAMU M 4Yepe3 KUIICYHHK.
OctaBmasics 1/3 103l BRIBOJUTCS MTOCPEACTBOM MPSMOI MOYEYHON SKCKPELUHUHU B HEM3MEHEHHOM
BHJIE TJIAaBHBIM 00pa30M 3a CUET aKTUBHOM MMOYCUHOUN CEKPEIHH.

PuBapokcaban Merabonuzupyercs nocpeactsoM uzopepmentoB CYP3A4, CYP2J2, a taxxke npu
MIOMOIIM MEXaHU3MOB, HE3aBHUCUMBIX OT CHCTEMbl IUTOXpOMOB. (OCHOBHBIMH Yy4YacTKaMu
O6uoTpaHcpopMaluK SBISIOTCS OKUCICHHE MOP(OIMHOBON TPYHIbI M THUAPOIU3 AMUIHBIX CBS3EH.
CoryiacHO JaHHBIM, TOJYYeHHBIM IN VItro, puBapokca®aH sBIsieTCs cyOCTpaToMm Uit OENKOB —
nepeHocunkoB P-gp (P-rmukonporenna) u Berp (6enka ycTOHMUMBOCTH paka MOJIOYHOM JKeJe3bl).
HeusmeHeHHbIN pruBapokcabaH sBIISETCS €IUHCTBEHHBIM AKTUBHBIM COE€AMHEHHUEM B YEJIOBEUECKOMN
IU1a3Me, 3Ha4MMble WM aKTHBHBbIE IUPKYJIUPYIOIIME MeTaOOJUTHl B IIa3Me€ HE OOHapy>KEHBI.
PuBapoxcabaH, cUCTEMHBIH KIMPEHC KOTOPOTO COCTaBisieT MpuOnu3uTensHo 10 /4, MoxkeT ObITh
OTHECEH K JIEKAPCTBEHHBIM BELIECTBAM C HU3KUM KiIHMpeHCOM. llepmon mosyBbIBeEeHUS mOCiE
BHYTPUBEHHOTO BBEJEHUS J103bl 1 MT cocTaBiisieT okoiio 4,5 yacoB. [locie mepopanbHOro mprema
AJIMMUHALMSA OTPaHWYEeHa CKOPOCThbIO BcachiBaHMs. [Ipu BbIBEZEHHMH pHBapoKcabaHa U3 IIa3Mbl
KOHEUHBIH MEPUOJT TTOTYBBIBEICHUS COCTABIISET OT 5 10 9 4acOB y MOJOABIX MAalMeHToB U oT 11 1o
13 yacoB — y MOKMIIBIX NAlIMEHTOB.

Oco0BIe TPVIIIHI MTAIMEHTOB

Ilon

VY My»X4MH U )KEHIIUH KJIMHUYECKU 3HAYUMBIX pazIuiuil papMaKkOKHHETHKN HE OOHAPYKEHO.
Tooicunoii 6ozpacm

VY NOXWUITBIX TAIMEHTOB KOHIIEHTpAIMs puBapokcabaHa B IUIa3Me KPOBHU BBINIE, Y€M Y MOJIOJIBIX
nanueHToB; cpennee 3HaueHue AUC mpubnusutenbHo B 1,5 pa3a mMpeBbIIaeT COOTBETCTBYIOIIHE
3HAYEHMSI Y MOJIOJBIX TAIMEHTOB, TJIABHBIM 00pa30M BCIIEJCTBUE KAKYIIIETOCS CHUYKEHHUS O0IIIEeTo u
MOYEYHOro KiupeHca. [laruerram moxxuaoro Bo3pacta KOPPEKIHs 1036l He TpeOyeTcs.

Macca mena

Cnumkom manas wiu Oonbinas Macca tena (menee 50 xr u Gonee 120 kr) nuirs HE3HAYUTEITHHO
BJIMSIET Ha KOHIICHTPAIINIO puBapoKcabaHa B mia3Me (pasindre coctaBiseT menee 25 %) (cm. pasmen
4.2.). Koppexkuus 10351 IpenapaTta B 3aBUCUMOCTH OT MACChI Tella MalueHTa He TpeOyeTcs.
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Mesxcomuuueckue paznuyus

JMY OTUETY

KnuHudeckn 3HAYMMBIX pa3nuuuil  (apMaKOKMHETUKM H  (PapMaKOJMHAMHKH Yy TAIIHEHTOB
€BpOIECOUTHOM, ahpoaMepUKaHCKOM, JTATHHOAMEPUKAHCKOH, SITOHCKON MJIM KUTAaHCKOW STHUYECKON
MPUHAIIICKHOCTH HE HAOII0AaJI0Ch.

Tlayuenmul ¢ Hapywenuem Qyukyuu neveru

VY nanueHToB ¢ HUPPO30M IEUEHH C JIETKOW CTENEeHbIO IEYCHOYHOH HET0OCTaTOYHOCTH (Kiacc A 1o
Yaitna-ITeio) hapMakoKMHETHKA pUBApOKCcabaHa JIKINb HE3HAYUTEIBHO OTIUYAIAch (B CpelHEM
ormevanoch yBenmuenue AUC puBapokcabana B 1,2 pa3za) OT COOTBETCTBYIOIIMX TOKa3aTeliel B
KOHTPOJIBHON TPYIIE 3A0POBBIX HUCHBITYEMbIX. Y MAIlMEHTOB C HUPPO30OM MEUYEHU C MEYCHOYHOU
HEJ0CTaTOYHOCTBIO cpenHel creneHu Tsokectu (kmace B mo Yaiina-Ileto) cpennss AUC
puBapokcabaHa Oblla 3HAYMMO IOBBIMICHHON (B 2,3 pa3a) IO CpPaBHEHHIO CO 3J0POBBIMHU
no6poBobiaMu. 3Hadenne HecBszanHOo AUC ObUT0 moBBIIIEHO B 2,6 pa3a. CKOpOCTh BBIBEIACHUS
puBapokcabaHa MovYKamMH y TAaKHUX MMalMEeHTOB ObLlIa CHUYKEHA TaK e, KaK U Y MAllHeHTOB CO CpeaHeH
CTETIEHBIO TOYEYHON HEJOCTATOYHOCTH.

HaHHHe 10 MallMEeHTaM C TSKEJI0M II€YeHOUYHOM HEeNOCTaTOYHOCTBIO OTCYTCTBYIOT.

[lonaBnenue akTUBHOCTU (pakTopa Xa y MALKMEHTOB C MEYEHOYHOW HEAOCTATOYHOCTHIO CpeIHEn
crenenu TshxectH (kinace B mo Yaitna-I1s10) 66u10 BeIpaskeHo cuiibHee (B 2,6 pasa), 4eM y 3710pOBbBIX
JI0OpPOBOJIBIIEB; MPOTPOMOMHOBOE BpeMsi Takke B 2,1 paza NpeBBIIAIIO MMOKA3aTENN y 3I0POBBIX
noopoBonblieB. [lanMeHTB €O CpeOHETsDKENIOW  IMEeYEHOYHOW — HEeAOCTaTOYHOCThI0 — Ooliee
YYBCTBUTEIBHBl K pHBAapOKCadaHy, 4YTO SBJSIETCA CIEICTBHEM Oojiee TECHOW B3aMMOCBSI3H
dapmakonuHamMudeckux S(Q(exToB u (PapMaKOKHHETUYECKUX TMapaMeTpoOB, OCOOCHHO MEXIy
KOHIICHTPALUEH ¥ TPOTPOMOMHOBBIM BPEMEHEM.

[Ipumenenne puBapokcabaHa MPOTHBONOKA3aHO Yy TMAIMEHTOB C 3a00NIieBaHUSIMU TIE€YEHU,
MPOTEKAIOIMUMH C KOAryJionaTued U KIMHHUYECKH 3HAYMMBIM PHCKOM KPOBOTEUCHHS, BKIIIOYAS
MAIKUEHTOB ¢ IUPPO30M MeueHu KiaaccoB B u C no kinaccudukarmu Yaiina-ITeto (cM. pasgen 4.3.).

Tayuenmul ¢ nHapywenuem ynKyuu novex

VY manueHToB ¢ HapylleHueM (DYHKIMM MOYeK HaOII0AaIoch YBEIWYEHHE IUIOUIaU MO KPUBOH
KOHIEHTpalUs-BpeMs puBapoKkcadbaHa, 00paTHO MPONOPIUOHATIEHOE CTETIEHN CHUKEHUS TOYEeYHON
(GyHKINH, OLIECHUBAEMON IO KJIMPEHCY KpeaTHHHHA.

VY maruenTtoB ¢ serkoi (KK 50-80 mu/mun), cpeaneit (KK 30-49 mu/mun) mwmn tsoxenoit (KK 15—
29 MJI/MUH) CTETIEHBIO TMOYEYHON HEJIOCTATOYHOCTH HAOJFOAAIOCh COOTBEeTCTBeHHO 1,4-, 1,5- m
1,6-xpaTHOE yBenMUYeHHWE KOHIEHTpaluii puBapokcabana B miazme (AUC) mo cpaBHEHHIO €O
310poBbIMH 0OpoBOibIlaMu. COOTBETCTBYIOIIEE YBeIHueHHEe (dapMakoIuHAMUYeCKHX 3P (HeKToB
ObL10 O0JIe€ BHIPAKEHHBIM.

VY nainMeHToB C JIETKOH, CpeAHed M TsOHKeNoW CTENeHbI0 HapylleHus (QYHKIMHM TOoYeK obIee
MoJIaBJIeHuEe aKTHBHOCTH (pakropa Xa yBenmmuuBasiioch B 1,5, 1,9 m 2 pa3za mo cpaBHEHHUIO CO
3JI0POBBIMH J0OpPOBOJIBLIAMH: ITPOTPOMOMHOBOE BpeMs Takke yBenuuuBaioch B 1,3, 2,2 u 2,4 paza
COOTBETCTBEHHO.

JlaHHbIEe O TPUMEHEHUH puBapokcadbana y nanuenToB ¢ KK < 15 mi/MuH 0TCYTCTBYIOT.

B cBs131 cO 3HAUUTENBHBIM CBSI3BIBAHUEM C O€TTKaMHU TIJIa3Mbl CYUTAETCS, YTO PUBApOKCcadaH He OyAeT
BBIBOJIUTHCS C MIOMOLIBIO TEMOIHAIIN3A.

He pexomenayercst npuMeHsaTh puBapokcadban y nanuentoB ¢ KK < 15 mu/mMuH.

PuBapokcaban cienyer MpuMEHsTh C OCTOPOKHOCTHIO Y mareHToB ¢ KK 15-29 mn/mun (cM. pazaen
4.4).

dapMaKOKMHETHUYECKIE JAaHHBIC Y MAIIUEHTOB
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VY manueHToB, mojydarmux puBapokcadan B go3e 10 mr 1 ﬁﬂ:':}a:i@‘;; h“ﬁg%'a—'ﬁrﬁﬁh'lﬂ‘fa

COOTBETCTBYET ZKCNEPTHOMY OTUETY

reoMerpuyeckoe cpeanee koHueHtpanuii (90 % npeauKTUBHBIA WHTEpBai) uepe3 2—4 yaca u
IpUMEpPHO Yepe3 24 yaca mocie npuema npenapara (4To IPUMEPHO COOTBETCTBYET MaKCHUMaJlbHOM
¥ MUHUMAaJIbHOM KOHIEHTpanusMm) coctaBuiio 101 (7-273) mxr/n u 14 (4-51) MKI/11 COOTBETCTBEHHO.

CDaDMaKOKI/IHeTI/I‘ICCKaﬂ'(baDMaKOHI/IHaMI/ILIeCKaH 3aBUCUMOCTDb

CootHouienne papMaKOKMHETHIECKUX MTapaMeTpoB U papMakoanHamuueckux 3¢ ¢pexron (OK/D/])
MEXJy KOHIEHTpaluuel puBapokcadaHa B Ija3Me KPOBU M KOHEUHBIMH (papMakoJIUHAMUYECKHUMHU
tToukamu (MHrubupoBanue gaxropa Xa, [1B, AUTB u pezynsrat HepTest) oriennBanocs npu npueme
puBapokcabaHa B IIMPOKOM Juanazone 103 (0T 5 go 30 Mr aBa pasa B JICHB).

B3aumocBsI3p MekIy KOHIEHTpallMed puBapokcadaHa M aKTUBHOCTBIO (hakTopa Xa HaWITydIIuM
0o0pa3oM MpOJIEMOHCTPUPOBaHA C HCMOJIb30BaHUEM MoJenu Emax. Mogens nuHeilHON perpeccun
Jy4lle JAEMOHCTPUPYET B3aUMOCBS3b MEXJy KOHLEHTpalued puBapokcabaHa U 3HAYEHHUEM
MPOTPOMOMHOBOTO BpEeMEHHU. YTIIOBOM KOA(PGUIMEHT 3HAYUTEIHHO MEHSJICS B 3aBUCHMOCTH OT
PEaKTUBOB, HCIOIb3YEMbIX JJISl ONpeAeieHUs] NPOTPOMOMHOBOTO BpeMeHHU. [Ipu ucnonb3oBaHun
Habopa Neoplastin ucxogHoe 3Haue€HHE TPOTPOMOMHOBOTO BPEMEHHM COCTaBHIJIO OKOJIO 13 cek ¢
HakJIOHOM JHMHUU OKoyo 3—4 cex/(100 mkr/n). Pesymprarhl ananusa cootHomieHus DPK/DJ] B
uccnenoanusx Il u III ¢pa3el cooTBETCTBOBAIM aHATIOTUYHBIM ITOKA3aTEISIM Y 3JJ0POBBIX MAI[IEHTOB.
Ha ucxonubiii ypoBenb ¢akropa Xa u IIB y nanueHTOB OKas3biBaja BIMSHUE XUPYpPrUyecKas
onepauus, 4YTO MPUBOAWIO K pa3HULE B HAKJIOHE JUHUU KOHUeHTpauus-IIB mexny nHem mocne
orepalyu U CTaOUIbHBIM COCTOSTHUEM.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. Ilepeuenb BcnoMoraTeJibHbIX BellIECTB

Snpo TabiueTku

[emnron03a MUKPOKpUCTATIIHYECKAS
JlakTo361 MOHOTHAPAT
Kpockapmennosza Hatpust
I'mnpomennosa

Hatpus naypuicynbdar

Marnus creapar

IInenounast 000JI09YKa

I'mmpomennosa 2910
Maxkporoi 4000
Turana guokcun

Keneza oxcnn KpacHbIN

6.2. HecoBmecTUMOCTH

He nmpumennmo.

6.3. Cpok rogHocTH (CPOK XpaHeHMs)

3 rona.

H3MenpyeHHbBIE TA0JETKHA
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6.4. OcoOble MepbI IPEOCTOPOKHOCTH NIPH XPAHEHHH

XpaHuTh TpH Temreparype Hike 25 °C B OpUTHHAIBHOW ymakoBKe (OiuCTEpe) Ui 3aIlUThl OT
CcBeTa.

6.5. XapakTep u coaepkaHue YNaKOBKH

Ilo 10 Tabnerok B KOHTYPHYIO SUEHKOBYIO YIaKOBKY u3 IJIEHKU
HOJIMBHUHIIXJIOPUAHON/TIOTMBUHIIIUICHXIOPUIHON U (DOJIBTY aTFOMUHHEBOM.

ITo 3 mmm 10 KOHTYpHBIX STYCHKOBBIX YMAaKOBOK BMECTE C JIMCTKOM-BKJIAJIBIIIEM U MAMSITKOW IS

IManueHTa NIOMCHIAIOT B IMMa4YKy U3 KapTOHA.

6.6. OcoOble MepbI NPEAOCTOPOKHOCTH NMPH YTHIU3AUMH UCIOJIb30BAHHOIO J1€KAPCTBEHHOI 0
npenapara WJIH OTX0A0B, NOJYYEeHHBIX TIOCJe TPUMEHEHHs Tpenapara, W JIpyrue
MAHHUTYJISIIUH ¢ PenapaTomM

Beck ocraBmmiics JICKapCTBeHHLIﬁ npenapar 1 OTxoAbl CJICAYECT YHUUTOXKUTH (YTI/IJ'H/ISI/IpOBaTB) B
YCTAaHOBJICHHOM IIOPAAKE.

H3menpueHue TabIeToOK

Tabnerka mpemapata PuBakcopem MoxeT OBITh H3MeNbuUeHa, CycreHaupoBaHa B 50 mMu1 BOABI U
BBEJICHA 4epe3 Ha30racTPajbHBI 30HA WIM JKCIYAOYHBIH 30HA JUII KOPMIJICHHUS IIOCIIC
MIOJITBEPKICHUS TIOJIOKEHUS 30H1a B )kenyake. [Tocie 3Toro Heo0X0AMMO CMBITh OCTaTKH Ipernapara
CO CTEHOK 30HJa BOAOW. B cBsizu c Tem, uto abcopOius puBapokcabaHa 3aBUCHUT OT MecCTa
BBICBOOOXKICHHS JCHWCTBYIOIIETO BEIIECTBA, HEOOXOAMMO W30eraTh BBEICHHS pHBAapOKcabaHa
JUCTallbHEE JKENyAKa, B MPOTUBHOM CIIy4ae 3TO MOXKET NPUBECTH K CHIDKEHHIO abcopOuuu H,
CIIEZIOBAaTENIbHO, K CHIDKEHHIO SKCIIO3HMIMU JIeHCTBYIOImEro BemiectBa. [locime mpuema TabieTok
puBapokcabana m03upoBkod 10 Mr He3aMeqIUTEIbHBIA TMPUEM OHHTEPATHHOTO THTAHUA HE
Tpedyercs.

7. IEP/KATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHU A

Nunus

H-p Pennu’c Jlaboparopuc JIta. / Dr. Reddy’s Laboratories Ltd.

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

®akc: +91 40 4900 2999

OnektponHas mouta: mail@drreddys.com

7.1. IIpeacraBuTeNb AEPAKATEIS] PETHCTPAIMOHHOIO YA0CTOBEPEHUSI

IIperen3un noTpeduTENer HAIPaBIATh 110 AAPECY:

Poccuiickas @enepanns

[IpencraButenscTBo dupmsel «JI-p Penau’c JlaGoparopuc JItm.»

115035, Poccuiickas deneparus, T. MockBa, OBYMHHUKOBCKas Hao., 11. 20, cTp. 1
Tenedon: +7 (495) 795-39-39

OnektponHas nmoura: adverse@drreddys.com
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Pecny6onmka benapychb

[TpencraButenscTBo Kommanuu «J-p Penmu’c Jlabopatopuc Jlumuren» (Pecmybnuka Wnaus) B
Pecnyomnnke benapychb

220035, Pecniybnuka benapycs, r. MuHnck, yi. TumupsizeBa, 1. 72, oduc 22, 53

Tenedon: +375 17 336-17-24, 26, 28

DnekrponHas moura: adverse@drreddys.com

8. HOMEP (HOMEPA) PETUCTPALHIMOHHOI'O YAOCTOBEPEHUA

9. KATEI'OPHUs OTITYCKA JIEKAPCTBEHHOI'O ITIPEITAPATA

HeKapCTBeHHBIﬁ npemnapat OTHOCUTCA K KaTCTrOpUH OTITYCKa ITO pCUCIITY.

OO0mmas xapakTepuCTHUKa JICKaPCTBEHHOTO Tpenapara PuBakcopen noctymHa Ha WHGOPMAITMOHHOM
rnoprtajie EBpaSHﬁCKOFO 3KOHOMHYECCKOIo COm3a B I/IH(i)OpMaLII/IOHHO-KOMMYHHK&I.[PIOHHOFI CCTHU
«uTtepuer» https://eec.eaeunion.org/
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