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OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOLO TIPEITAPATA !

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O ITPEITAPATA

JNAKCABPUC, 10 mr, TabneTku, MOKPHITHIC TIICHOYHOH 000JI0YKOH.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB

JleiicTByrOIIIEE BEIIECTBO: pUBapoOKcabaH.
Kaxxnas Tabnerka, moKpwITask INICHOYHON 000JI09KOM, coaepkuT 10 Mr puBapokcabaHa.

BcnomorarensHble BemecTBa, HaIWYME KOTOPBIX HAJ0 YYHTHIBATH B COCTAaBE JICKAPCTBEHHOTO
[pernapara: JaKTo3a, HaTpuil (cM. paznen 4.4.).

ITomubrit MEPCUCHb BCIIOMOI'aTCJIbHBIX BCUICCTB IIPUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE MIIEHOYHON 000JI0YKOM.

TaOneTku Kpyrible, JBOSIKOBBIYKJbIE, IOKPBITHIE IUIEHOYHOM 000J0YKOM po30BOro ¢
KOpPUYHEBAThIM OTTEHKOM LiBeTa. Ha momepeyHoM paspese spo TabJIeTKH OT Oenoro o MOYTH
Oeroro 1Bera.

4. KIMHUYECKUE JAHHBIE

4.1. Iloka3aHus K IPMMEHEHUIO

[Ipenapat JJAKCABPHUC nokasan kK IpUMEHEHUIO y B3POCIIbIX MMAIMEHTOB B BO3pacTe OT 18 et ms:
"  [OpoUIAKTUKU BeHO3HOW TpomOosMbOomuu (BTD) y manueHTOB, moaBepraroumxcs O0OJbIINM
OPTONEINYECKIM OTIEPATHBHBIM BMEIIATEILCTBAM HA HIDKHUX KOHEUHOCTSIX;
"  [OpoQUIAKTUKU peluIuBOB TpoMOo3a riayookux BeH (TI'B) mam TpomOo3MOOnIMM JIerodHoi
aprepuu (TOJIA) nocne kak MUHUMYM 6 MecsteB jeuenus TI'B wiu TOJIA.

4.2. Pe:kxum 103UPOBaHMS M CIIOCO0 NPUMeHeHUs

PexxuMm mo3upoBaHus

IIpogunaxmuxa BTD y e3pocavix nayuenmos, noo8epearouuxcsi OO0n1buUM OpPMONeouyecKum
ONepamuHbIM 6MeuamenbCmeam Ha HUNCHUX KOHeYUHOCMAX

BuyTps. PexomennoBanHas no3a puBapokcabana cocrasiser 10 mr 1 pa3 B nens. [lepyro m03y
cieayer mpuHATH depe3 6—10 yacoB mociie onepanuu MpU YCIOBUU JOCTUTHYTOrO TeéMOCTa3a.
[Ipo10mKUTENBHOCTD JICUEHHS] 3aBUCUT OT WHIWBHUYAJIbHOTO PHUCKAa BO3HUKHOBEHHUS BEHO3HOMU
TPpOoMOOIMOO0JINH Yy TIAITUEHTA, KOTOPBII OMPEAEISIETCS] TUIIOM OPTOINEINYECKON OTIEPAIINH:

— JUIsl TIAIIMEHTOB TMOclie OOJBIION oOmepanuu Ha Ta300€ApEeHHOM CYCTaBe PEKOMEHIIOBaHHAs
MIPOJOJKUTENLHOCTD JICUEHUS! COCTABIISIET 5 HEleNb;

— JUIsl TAIMeHTOB TMocie OOJNIBIION Omepalud Ha KOJIEHHOM CYCTaBe pPEKOMEHIOBaHHAas
MPOJOJIKUTENLHOCTD JICUEHUSI COCTABIISET 2 HEIETH.

Meticmesus npu nponycke npuema npenapama

B cnyuae mpomycka mnpuema mpenapara MalMeHTy CcleAyeT MpHUHATh TaOJeTKy mpernapara
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U paHee.
Jleuenue TI'B, neuenue TOJIA u npogunaxmuxa peyuousos TI'B u TOJIA

PekoMenoBaHHas HavanbHas J03a rpH jgedeHun ocTpbix TI'B wmm TOJIA cocraBnsier 15 mr* nBa
pas3a B IeHb B T€UEHUE MEPBBIX TPEX HEJEINb ¢ MOCIeIYIOIINM MTepexoa0M Ha 103y 20 Mr** onuu pa3
B JICHb IS JajbHeWero jeyeHus u npoduuaktuku peuuanoB TI'B u TOJIA. MunuManbHas
MPOJOJKUTENIFHOCTh Kypca JiedeHHs (He MeHee 3 MecsleB) [OoJDKHA OBbIThb paccMOTpeHa
narueaTam ¢ TI'B wim TOJIA, cripoBOIIMPOBaHHBIME OOJBIIUMU O0OPAaTUMBIMH (DAaKTOpaMH pPHCKa
(T.e. mpenmiecTByromiee OOJBIIOE XHPYPrHUYecKOoe BMENIATEIbCTBO WM TpaBma). bonee
JUTMTENbHBINA TIEPHOJ JICYCHUsI TOJDKEH ObITh paccMoTpeH it manuentoB ¢ TI'B mwm TOJIA, ne
CBSI3aHHBIMU C OOJILIITUMHU 00paTUMBbIMU (haKTOpaMu pUCKa, ¢ HecripoBorupoBanHbiM TT'B nmu TOJIA
wiu ¢ TI'B unu TOJIA B anamHese.

[Ipu HEOOXOIUMOCTH TIPOTICHUS Tepanuu i npodunakTuku peuuauBoB TI'B wmu TOJIA (mocie
kak MuHUMYM 6 wMecsaneB Jedenuss TI'B wmm TOJIA) pexkoMeHnoBaHHas Jo03a Ipenapara
JNAKCABPUC cocranser 10 mr onuu pa3 B neHb. [larmenTam ¢ BBICOKMM puckom pernuanBa TI'B
nmu TOJIA, TakuM Kak MAIMEHThI C TSHKETBIMU COMYTCTBYIOMMMHE 3a00JIEBAHUSIMU UITH Y KOTOPBIX
pazBuiics penuaus TI'B unu TOJIA na dhone murensHoro npumenenus npenapara JJAKCABPUC B
no3upoBke 10 Mr oiuH pa3 B IeHb, HEOOXOUMO paccMOTpeTh Ha3HaueHue npemnapata JJAKCABPUC
B 03upoBke 20 Mr** oauH pa3 B JCHb.

HpOI[OJDKI/ITCJII)HOCTB JICYCHHUA U BI)I60p A03bI OMPEACIIAOTCA NHAUBUAYAJIBbHO ITOCJIC THIaTGHBHOﬁ
OLCHKH I10JIb3bI JICUCHUA ITPOTHUB pUCKAa BO3SHHKHOBCHHA KPOBOTCUCHUA (CM. pa3acia 44)

Tabnuna 1.
Mepuon Cxema npuema Cymmaphasi
CyTOYHAas 1032
Jleuenue u nmpodunakTuka Ot 1 o 21 nusa 15 mr* ngBa pasza B 30 mr
peuunusoB TI'B win JIeHb
TOJIA ITocae 22 nus 20 mr** omuH pas B 20 Mr
JIEHb
[Tpodunaktuka [Mocne xak muauMyM| 10 Mr omuH pa3 B 10 mr
permuBoB TTB 1 TOJIA | 6 MecsneB JedeHUs | ACHb WU I
TI'B wn TOJIA | 20 mr** omun pa3 B 20 mr
JICHb

* B cllydae HEOOXOAMMOCTH IprUeMa Tpenapata B 03¢ 15 Mr cienyer npuMensts npenapat JJAKCABPUC,
BBIITyCKaeMbIii B COOTBETCTBYIOIIEH JO3UPOBKE.
** B ciryyae HEOOXOAMMOCTH IpuemMa npemnapara B 1o3e 20 mr cieayet npuMeHsTs npenapat JAKCABPUC,
BBIITYCKAaE€MBIi B COOTBETCTBYIOIIEH JJO3HUPOBKE.

Jlelicmeus npu nponycke npuema npenapama

Ecnu npuem odepeqHON 10361 MPOMYIIEH NpU peXHUMe JA03UpOBaHUs 15 Mr nBa pasa B JieHb (JHH
1-21), manmeHT 1o/KeH HeMeIIIeHHO NpuHATH TabneTky npenapata JAKCABPUC nns noctuxeHus
cyrounoil 1o3el 30 mr. Takum o6pa3zom, ase Tabnetku npenapara JJAKCABPUC B no3uposke 15 mr
MOTYT OBIThb TNPHUHATHI OAHOBpeMeHHO. Ha crienyromuili neHb HalMEHT TOJDKEH MPOJ0JIKHUTH
peryispHBIi mpHueM mpemnapaTa 15 Mr aBa pa3a B J€Hb B COOTBETCTBUU C PEKOMEHIOBAaHHBIM
PEKUMOM.

Ecnu npuem ouepenHol 1036l MPOMYILEH MPU peXUME A03UPOBAHUS OAWH pa3 B JCHb, HAIIUEHT
JOJDKEH HeMmeluleHHO npuHATh Tabnerky npenapata JAKCABPUC u Ha cneayromuii J1eHb
IIPOJOJKUTh PETYJSIPHBIN MpUEM Ipenapara B COOTBETCTBUU C PEKOMEHJOBAHHBIM pekuMmoM. He
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Ilepe6oo nayuenmog c newenus anmaconucmamu sumamuna K (ABK) na npenapam JJAKCABPUC

[Ipu neyennu TI'B m TOJIA um npodmnaktuke peumunuBoB TI'B m TOJIA ciemyer mpekpaTtuthb
neyenue ABK u nauats neuenue npenapatom JJAKCABPUC nipu Benuunne MHO (MexayHapoanoe
HOPMaJIN30BaHHOE OTHOIICHHE) < 2,5.

IIpu nepeBone mnamuentoB ¢ ABK Ha mnpemapar JAKCABPUC mnocne mnpuema mnpemnapara
JNAKCABPUC 3nayenuss MHO Oyayr ommbGouno 3aBbimieHHBIMH. MHO He mnoaxomuTt ist
ornpezaeneHuss aHTUKoaryasHTHOM aktuBHocTu mpenapata JAKCABPUC u nostoMy He DOJIKHO
HCIIOJIB30BaThCS € ATOH 1eNbio (cM. pasnen 4.5.).

Ilepe6oo nayuenmos ¢ npenapama [{AKCABPUC na neuenue anmaconucmamu sumamuna K (ABK)

CyliecTByeT BEpOATHOCTb HEJOCTATOYHOIO AHTUKOATYISIHTHOrO dddexra mnpu mnepeBoje
narueHToB ¢ npenapara JIAKCABPUC wa tepanmio ABK. Tlpu nro6om mepexome Ha
QIbTEPHATUBHBIA AHTUKOATYJISHT HEOOXOAMMO OOECHEYUTh HENPEPhIBHBIA U  JOCTATOYHBIH
aHTUKOATYJISHTHBIN 3¢ dext. Cnenyer mmers B Buay, uro mnpemnapat JAKCABPUC wmoxer
criocobctBoBaTh nobienno MHO.

IIpu nepeBone nanuenta c npenaparta JAKCABPUC na ABK cnenyet oqHoBpemeHnHo Ha3HauaTh ABK
1o tex nop, noka MHO He nocturner 3Hauenus >2,0. B nepBble JBa JHS MEPEXOJHOIO Mepuoaa
CIEAyeT NPUMEHATh CTAHAAPTHYHO HadainbHyro 103y ABK ¢ nocneagyromenn nozoii ABK,
onpenensieMoil B 3aBucuMocTi oT BennunHbl MHO. B nepuon coBMecTHOro mpuema mnpenapara
JAKCABPUC nu ABK MHO cnenyer onpenensits He paHee, 4eM uepe3 24 yaca 1ociie npeablaymei,
HO no mnpuema craeaywomei no3el npenapata JJAKCABPUC. Ilocne orMeHbl mnpemnapara
JAKCABPUC onpenenenne MHO ¢ nocTaTouHO#M CTENIEHBIO HAACKHOCTH BO3MOKHO yepe3 24 yaca
roclie mprueMa nocieaHen 1036l mpenaparta (cM. pasaenst 4.5. u 5.2.).

Ilepe6oo nayuenmos ¢ napenmepanvhvlx anmurxoazyiinmos na npenapam JAKCABPUC

[TanenTam, MOMyYarOIUM TAPEHTEPATIbHBIA AHTUKOATYISHT, CIEAyeT TMpPeKpaTUTh IpHEM
MapeHTepaIbHOTO aHTUKoaryisHTta u Hadath npueM npenapara JJAKCABPUC 3a 0-2 waca no
CJIEAYIOIIETO TUIAaHOBOT'O BBEACHUS TApEHTEPaIbHOIO IpernapaTa (Hanpumep, HU3KOMOJIEKYJIIPHOTO
rernaprHa) WM B MOMEHT NpPEKpalleHHUs HENPEephIBHOTO MapeHTEPAILHOTO BBEIEHHS Ipenapara
(HarpuMep, BHYTPUBEHHOT'O BBEJICHUS HE(PAKIIMOHUPOBAHHOTO I'eTIaphHa).

Ilepesoo nayuenmos ¢ npenapama JJAKCABPUC na napenmepanvhble aHmukoazyisiHmol

Crnenyer BBECTHM NEPBYHIO J03y MAPEHTEPAIBHOTO AHTHKOATYJISIHTA BO BPEMs IPEANOIaraeMoro
npuema cienytromei no3sl npenapata JJAKCABPUC.

Oco0nIe T'PYIIIBI HAIMCHTOB

Jluya nosxcunoeo 6ospacma
Koppekiust 10361 He TpeOyercs (cM. pasaen 5.2.).
Tayuenmsi ¢ noueuHou HedOCMaAmMoOYHOCMbIO

NmMeromuecss orpaHUYEHHbBIE KIMHUYECKUE JaHHBIE TEMOHCTPUPYIOT 3HAUUTEIBHOE IOBBIIICHHE
KOHIEHTpalui puBapokcabaHa B IUIa3Me KPOBU y MAIMEHTOB C TSDKENOM CTENEHbIO HapyIEeHUs
¢byakuun nodek (xmpeHc kpeatunuHa (KK) 15-29 mu/mun). Jlng jiedeHus STOW KaTeroOpHH
nanuenTos npenapat JAKCABPUC cnenyer npuMEHATH ¢ OCTOPOKHOCTBIO.

[Ipumenenue puBapokcabana He pekomenayetcs y nauueHTon ¢ KK <15 mn/Mun (cM. pa3genst 4.4. u
5.2).

e [Ipu naznauenuu npenapara JJAKCABPUC c nenbo npoguiaakTHKH BEHO3HOH TpoMO0IMO0IMn
(BTD) B3pocibiM nanuMeHTaMm, MOABEPrarolIMMcs OOJIBIIMM OPTONEAUYECKHM OIEPaTUBHBIM
BMEIIATEILCTBAM Ha HIDKHUX KOHEUHOCTSX, ¢ Jierkoi (KK 50—80 mu/mun) nnn cpenneit (KK 30-49
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MJI/MUH) CTENIEHBIO HapyIIeHUs! (PYHKIIMH MOYEK KOPPEKIIUS né%;'&e%fcwgﬁ%;éngﬁ 5'21)-| )

e [Ipu naznauennu npenapara JJAKCABPUC c nensio neuenus TI'B u TOJIA u npodrmakTuku
peunauBoB TI'B u TOJIA nauueHTam c Jierkoii creneHbio HapyieHus Gynkimu nodek (KK 50-80
MJI/MUH) KOPPEKIIUS 103kl He TpedyeTcs (cM. pasaen 5.2.).

[Marmmentam co cpeanerr (KK 30-49 mu/mun) wmm Tspxenoit (KK 15-29 mn/muH) creneHbro
HapymeHus GyHkiuu nouek ciaeayer npuauMats npenapat JAKCABPUC B no3e 15 mr 1Ba pasa B ieHb
Ha TPOTSHKEHUM TEPBBIX TpeX Hexdelb. BrocneacTBuu, Korja peKoMeHJyemas jo3a Ipernapara
JAKCABPUC coctaBut 20 Mr ouH pa3 B J€Hb, CICAYET MPEIYCMOTPETh CHIKEHHUE 103bI ¢ 20 Mr
no 15 Mr oauH pa3 B JIeHb, €CJIM PUCK BO3HUKHOBEHHUS KPOBOTEUCHHUS Yy MAIMEHTa BBIIIE PUCKA
peunauBoB TT'B u TOJIA. Pekomennanuu no npumenenuto npenapara JJAKCABPUC B no3ze 15 mr
OCHOBaHbI Ha (PAPMAKOKMHETUYECKOM MOJCITUPOBAHUM U B KIMHUYECKHX HWCCIICIOBAHMIX HE
n3ydanuch (cm. pasuensi 4.4., 5.1. u 5.2.).

Ecnu pexomenioBanHast 103a cocrapiseT 10 Mr ouH pa3 B JIeHb, KOPPEKIHUS 0361 HE TpeOyeTcsl.

Ipumeyanue: Nupopmanus o npumenennu npenapara JAKCABPUC B noze 10 mr 1 pa3 B 1eHb naryieATaM
¢ ubpwisiumeit npencepauil HEKIAAaHHOTO MPOUCXOXKICHUS, IMEPEHECHINX YPECKOKHOE KOPOHAPHOE
BMemarenscTBO (UKB) ¢ ycTraHOBKO# cTeHTa M HIMEIOIINX CPEIHIO cTeneHb HapymeHws pyHknny nodek (KK
30—49 mn/mMuH), pa3MeliieHa B 0011ei xapakTepuctuke aekapcreenHoro npemnapara JAKCABPUC 15 mr u 20
MI.

Haquenmbl C NEeYEHOYHOU HeOOCMAMOYHOCMbIO

[Ipemapar JAKCABPUC npoTuBOmOKa3aH mandeHTaM ¢  3a00JieBaHUSMU  IICYCHH,
COMPOBOXKIAIOIIMMUCS KOAryJonaTHEd W PUCKOM KIMHUYECKH 3HAYUMOTO KPOBOTEUEHHUS, B TOM
YHCIIe MAlUeHTaM ¢ uppo3oM rnedenu (kaaceel B u C no kinaccudukanuu Yaiina-I1s10) (cM. pas3aesns
43.u5.2.).

Tlayuenmul ¢ u36L1MoO4HOU MacCcol mena
Koppekiust 10361 He TpeOyercs (cM. pasaen 5.2.).
Lon

Koppekrust 10361 He TpeOyerces (cM. pasaen 5.2.).

eru

besonacHocts u 3dpdextuBHocTh npuMmenenus npemnapara JJAKCABPUC, TabneTku, MOKpHITHIE
IUIeHOYHOU obosoukoif, 10 Mr y gereit B Bo3pacte or 0 no 18 ner He ycraHoBieHbl. JlaHHBIE

OTCYTCTBYIOT.

CrnenoBarensHo, npenapat JJAKCABPUC, tabneTku, MOKpHITHIE TUIEHOYHON 0007104K0i, 10 Mr He
PEKOMEHIyeTCs K MPUMEHEHUIO y JIeTel B Bo3pacTe 110 18 mer.

Cnoco0 mpuMeHeHust

BHyTpb, He3aBUCHMO OT Mpuema muiny (cM. pasaenst 4.5 u 5.2).
Hzmenvuenue mabnemox

Ecnu manueHT He cnocobeH MmporioTuTh TabieTKy 1enukoM, tabnetka npenapata JJAKCABPUC
MOKET OBbITh M3MeNbUYeHAa M CMellaHa C BOJOW WM SIOJOYHBIM MIOPE, HEMOCPEIACTBEHHO Iepen
MIPUEMOM BHYTPB (CM. pazzaensl 5.2. u 6.6.).

4.3. IlpoTuBoONOKa3aHUs

* [ Unep4YyBCTBUTEIHHOCTh K PHUBapOKcabaHy WM K JIOOOMY M3 BCIIOMOTAaTEIbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B paszaene 6.1.

*» KruHndeckn  3HaYMMBIE ~ AKTHBHBIE  KPOBOTECUGHHS  (HAampuMep, BHYTPHUYEPEIHBIC
KPOBOTEUCHHUS, )KETYAOUHO-KUIIIEYHbIE KPOBOTCUCHHS).
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KPOBOTEUCHHsI (HAIpUMep, UMEIONIAsICs WIM HEJaBHO MEPEHECEHHAs >KeTyT0YHO-KHUIIeUHAas
A3Ba, HAJIWYUE 3JI0KAYECTBEHHBIX HOBOOOPA30BAHUN C BBICOKUM PHUCKOM KpPOBOTEUYCHMS,
HE/IaBHUE TPAaBMbI TOJIOBHOTO WMJIM CHMHHOTO MO3Ta, HEJJaBHHE ONEPAaTHBHBIC BMEIIATEIbCTBA
Ha TOJIOBHOM, CIIMHHOM MO3r€ WJIM Tjla3aX, HeJaBHEe BHYTPUUEPENHOE KPOBOUZIUSHUE,
JUAarHOCTUPOBAHHOE MWJIM IIPEAIOJIaraéMO€ BAapUKO3HOE paclIMpeHHe BEH IUIIEBOJA,
apTepHUOBEHO3HbIE Mallb(pOopMalK, aHEBPU3MbI COCYIOB WJIM MATOJOTHS COCYIOB TOJIOBHOTO
WJIM CIMHHOTO MO3Ta).

= ConyrcTBylomasi Tepanuss KaKUMU-THOO JAPYrUMH  aHTUKOAryJIsSHTaMH, HaIlpUMep,
HeppakimoHupoBanHbiM  remapuHoM  (H®I'),  HU3KOMOJNCKYISpHBIMH  TelapuHaMU
(3HOKCamapuH, JAITEMapuH W Jp.), TPOU3BOJHBIMU TemapuHa ((doHAAMapUHYKC W J1p.),
NepOpaIbHBIMUA aHTUKOAryJIsHTaMu (BapdapuH, JadurarpaHa 3TEKCHIIAT, anukcabaH U ap.),
KpOME CIIy4aeB Iepexojia C WM Ha puBapokcabaH (cM. pasznen 4.2.) wid npu IPUMEHEHUU
HE(PpPaKIMOHUPOBAHHOTO  TeMapuHa B /033X, HEOOXOOUMBIX JUIL  o0ecredeHus
(GYHKIIMOHMPOBAHHMS IIEHTPATLHOTO BEHO3HOTO MJIM apTepHaIbHOro Katetepa (cM. pasmen 4.5.).

» 3aboieBaHus MEYEHHU, MPOTEKAIOIIUE C KOAryJonaTHe W PUCKOM KIMHUYECKH 3HAYUMOTO
KPOBOTEYEHHsI, BKJIOUasl MAIlMEHTOB ¢ UPpo3oM neueHu (kinaccel B u C no kiaccudukanuu
Yaitnn-I1et0) (cM. paznen 5.2.).

*  BepeMeHHOCTh U TIEPHOJI TPYIHOTO BCKapMIuBaHus (cM. paszzen 4.6.).

4.4. OcoOble yka3aHHUS M Mepbl IPEAOCTOPOKHOCTH NIPU NPUMEHEHU U

HpaKTI/IKa IIPUMCHCHUA aHTHKanYHHHTHOﬁ TEpalliu IOKa3bIBACT, YTO IMAIIUCHTOB PECKOMCHAYCTCA
Ha6HIOIIaTI> Ha INPOTAKCHHUU BCETO MEPpUOJa JICUCHUA.

Puck KpoBOTECUECHHUS

Kak u npu mpueme Apyrux aHTUKOAryJIsHTOB HEOOXOAMMO TIIATENbHO HAOII0JaTh MAI[MEHTOB,
npuanmaromux npenapat JAKCABPUC, nns BelgBiIeHMs NpHU3HAKOB KpoBoTedeHus. lIpemapar
PEKOMEHIyeTCsl TPUHUMAThb C OCTOPOXKHOCTBIO TPU COCTOSHUSIX C IOBBILIEHHBIM PHCKOM
KpoBoTeueHus. B ciyuae Tskenoro kpoBoreuenus npueM npenapara JJAKCABPUC nomkeH ObITh
npekpartieH (cM. pasznen 4.9.).

B kIMHMYECKUX UCCIIEIOBAHUSIX KPOBOTEUEHHS U3 CIM3UCTHIX 000JI0UEK (2 UMEHHO: KPOBOTEUEHHE
U3 HOCa, JIeCeH, JKEIyJOYHO-KHUIIEYHOrO0 TPaKTa, MOYENOJIOBOM CHUCTEMBI, BKIIIOUas aHOMAJIbHOE
BarMHAJIbHOE WJIM YCHUJICHHOE MEHCTpyallbHOE KPOBOTEUYCHHE) U aHeMHUs HaOII0JalucCh yalie mpu
JUTUTEIIbHOM JICYCHUH puBapokcabanoM 1o cpaBHeHuto c yeueHuem ABK. Takum obOpazom, B
JIOTIONIHEHHWE K HaJUIekalleMy KIMHHYECKOMY HaONI0IeHNI0, JabopaToOpHOE UCCIEeJOBAHHE
reMorjJoOUHa/TeMaTOKpUTa MOKET MMETh 3HAUYEHHE ISl BBISBJICHUS CKPBITBIX KPOBOTCUYCHHN U
KOJIMYECTBEHHON OILIEHKM KIMHUYECKOW 3HAYUMOCTH SIBHBIX KPOBOTEUEHUW B CllydasX, KOrjaa
MIPUMEHUMO.

HekoTtopele mnoArpynnbsl MalMEHTOB, yKa3aHHbBIE HIKE, IOABEPKEHBl IIOBBIIIEHHOMY pHCKY
KpoBoTeueHHs. Heo6xoauMo TiiaTenbHO HaOMI0JaTh TAKUX MAlMEHTOB IOCJE Hayaja JISYeHHUs Ha
NPU3HAKM M CHUMIITOMBI OCJIOXHEHHUH B BUJAE KpOBOTE€UeHUH W aHemuu (cM. paszgen 4.8.). s
nanueHToB, nonydaromux npenapar JAKCABPUC mns npodunaktuku BTD mocne Oosbinoit
OpPTONEINYECKON OIEepaluu, 3TO MOXXET OBbITh OCYIIECTBICHO IyTeM IPOBEICHUS PETySpHBIX
(UBUKaTBHBIX ~ OOCJEIOBAaHMM,  TIIATETRHOTO  KOHTPOJISI 32  COCTOSIHUEM  JpeHaka
MOCJICONEPAIIIOHHON PaHbl, a TaK)XXe MyTeM MEePUOTUUYECKOr0 ONMpeeNeHHs] YPOBHS IeMOrIoOnHa.
[Ipu 1r060M HEOOBSICHUMOM CHIKEHHHM TeMOTJIOOMHA WIJIM apTepUATBHOTO JTaBJICHHS HEO0OXO0IUMO
UCKATh UCTOYHUK KPOBOTEUECHHS.

Tepamnus puBapokcabaHoM He TpeOyeT pyTHHHOTO MOHHUTOPUHIA €ro 3KCIOo3uLIMU. TeMm He MeHee,
M3MEpEeHUe KOHLIEHTpAIlMM pHBapokcabaHa ¢ MOMOINBIO  KaJMOpPOBaHHOIO  TecTa  JUIs
KOJIMYECTBEHHOIO  OINpENEICHUs aHTH-Xa aKTHUBHOCTH, MOJKET OKa3aTbCsi IIOJIE3HBIM B
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UCKJTIOYNTENBHBIX ClIydasx, Koraa uHbopManus of 3Kcnoéﬁtrﬁh'1ﬁﬂ%hb%§ca_6aﬁa_ o181k,

UCIOJIb30BaHAa IIPU MPUHATHUM KIMHUYECKM 3HAYMMBIX pELICHWH, HampuMmep, B cllydae
MePeI03UPOBKHU MITU SKCTPEHHOTO XUPYPTUYECKOr0 BMeIIaTeNbCcTBa (CM. pasnenst 5.1. u 5.2.).

HaHI/IeHTBI C HAPYILHICHUCM d)VHKI_[I/II/I IIOYCK

VY marnueHToB ¢ TSKeNoW cTeneHbio HapymeHus ¢GyHkuun novek (KK <30 mu/mMuH) KOHIIEHTparus
puBapokcalaHa B IUIa3Me KPOBH MOXKET ObITh 3HAYMMO NOBBIIIEHA (B 1,6 pa3a B cpefHEM), UTO MOXKET
MPUBECTH K MOBbIIIEHHOMY pHcKY KpoBoTeueHuil. [Ipenapar JJAKCABPUC nomkeH mpuMeEHATHCS C
ocTtopoxHOCThIO Y manueHToB ¢ KK 15-29 mu/mun. IIpumenenune npenapata JJAKCABPUC ne
pekoMenayercs y nanuentoB ¢ KK <15 mi/mun (cMm. pasaenst 4.2. u 5.2.).

IIpenapat LTAKCABPUC cnenyeT ¢ 0CTOPOKHOCTBIO IPUMEHSATH Y MALIUEHTOB CO CPEAHEN CTENIEHBIO
Hapymenust ¢pynxnun nodek (KK 30-49 mn/mMuH), mogydaromux COMYTCTBYIOIIME IpErnaparsl,
KOTOpbIE MOTYT NPUBOJIUTH K HOBBIIIEHUIO KOHIIEHTPALUU pUBapokcabaHa B IIa3Me€ KPOBH (CM.
paznen 4.5.).

BzaumojeiicTBue ¢ ApYTMMH JI€KapCTBEHHBIMU IIpenapaTamMu

[Ipumenenne mnpenapara JAKCABPUC He pexkoMeHayercs Yy MalMEHTOB, MOJYYaOLIUX
COITYTCTBYIOIIIEE CUCTEMHOE JICYEHHUE a30JI0BBIMU MMPOTUBOIPUOKOBBIMHU MpenapaTaMu (TaKUMHU Kak
KETOKOHA30JI, UTPAaKOHA30JI, BOPUKOHA30J M I03aKOHa30J) win uHruoutopamu BUY-nporeas
(Hampumep, pUTOHABUPOM). DTU Mpenapartsl ABIsAIOTCS MolHbIMU uHTHOMTOpamu CYP3A4 u P-
rIuKonporenHa. Takum 00pa3oM, STH MpenapaThl MOTYT MOBBIIIATh KOHIICHTPALIUIO pUBapoKcabaHa
B IJIa3M€ KPOBH JI0 KIIMHUYECKH 3HAYMMBIX 3HaUeHUH (B 2,6 pa3za B CpeTHEM), UTO MOKET MIPUBECTH K
MOBBILIEHHOMY PUCKY KpOBOTeUeHUH (cM. pa3zaen 4.5.).

Crnenyer cobmoAaTh OCTOPOXKHOCTb, €CIM MMAalMeHT OJHOBPEMEHHO NOJY4aeT JIEKapCTBEHHbIE
[pernapaTsl, BIUAIOLIME HAa TIEMOCTa3, TaKHME€ KaK HECTEPOMJIHbIE IPOTHUBOBOCHAIUTEIbHBIE
npenapatsl (HIIBII), aneruncanuuuinoBas KUCIOTa U MHTUOUTOPBI arperaiid TPOMOOIUTOB HIIH
CeJIEKTUBHbIE HUHTMOUTOPBI 0OpaTHOTrO 3axBara ceporoHrHa (CMO3C) u ceneKTuBHbIE HHTUOUTOPHI
obOpatHoro 3axBara cepoToHnHa u HopanuHeppuHa (CHMO3CH). VY mnanMeHToB C pPHCKOM
a3B000pa3oBaHus B kenygouyHo-kumedHoM Tpakre (OKKT) wmoxer ObITh Ha3Hau€HO
COOTBETCTBYIOLIEe MPOopUIaKTUYECKOE JieueHue (cM. paszzien 4.5.).

Jlpyrue haxkTopsl PUCKa KDOBOTEUECHHUS

PuBapokcabaH, kak u JApyrue aHTUTPOMOOTHYECKHE CpEICTBa, CIEAYEeT C OCTOPOXKHOCTHIO

MPUMEHSTH ITPH JICUCHUH TTAIIMEHTOB, MMEIOIIUX MOBHIIICHHBIA PUCK KPOBOTCUCHHIA, B TOM YHUCIIE:

® BPOXJEHHAs WU MPUOOPETEHHASI CKIIOHHOCTh K KPOBOTEUCHUSIM;

® HEKOHTpPOJHpYyeMas TsDKelas apTepralibHas TUIICPTESH3MUS;

e npyrue 3aboneBaHusMu JKKT 0e3 akTMBHOTO U3BSA3BICHUSA, KOTOPHIE MOTEHIIMAIBHO MOTYT
MPUBECTH K OCJIOXHCHHSIM B BHJIC KPOBOTCUCHHH (HAIpUMEp, BOCIIATUTEILHOE 3a00JICBaHME
KHIIIEYHHKA, 330()aruT, TaCTPUT U racTpod3odareanbHas peduirokcHas 00Ie3Hb);

® COCYIHCTasi pETUHOIMATHSI;

e OpPOHXOA’KTa3bl U JIETOYHOE KPOBOTECUCHHUE B aHAMHE3E.

TlanueHTsl ¢ paKkoM

[TarueHTHI €O 3J70KAYECTBEHHBIM 3a00JIEeBaHHEM MOTYT OJHOBPEMEHHO TMOJBEpraThCcs Oosee
BBICOKOMY PHUCKY M KpPOBOT€UEHHs, U TpomOo3a. MHauBHyanbHas MOJib3a aHTUTPOMOOTHYECKOM
Tepanuu J0HKHA OBITh COMOCTaBIIEHA C PUCKOM KPOBOTEUEHUS Y MAIIMEHTOB C aKTUBHBIM PaKkOM B
3aBHCUMOCTH OT JIOKQJIM3AI[UHM OITYXOJIM, TPOTUBOOITYXOJIEBON TEpanmuy M CTaIuu 3a00JIeBaHUsI.
Onyxou, pacrojOKEHHBIE B XKeyTOUHO-KUIIIEYHOM WJIM MOYETIOJIOBOM TPAKTE, aCCOIUUPOBATIUCH C
MOBBIIIEHHBIM PHUCKOM KPOBOTEUYEHHS BO BpeMsi Tepanuu puBapokcabanoMm. Ilpumenenue
puBapokcabaHa y NAIMEHTOB CO 3JI0KAYECTBEHHBIMU HOBOOOPA30BAaHUSMHU U BBHICOKHM PUCKOM
KPOBOTEUYCHHS TPOTHUBOIIOKA3aHO (CM. pa3aen 4.3.).
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IlanmmeHTHl ¢ HICKYCCTBEHHBIMH KJIalaHAMH cepJia

PuBapokcaban He cieyeT MPUMEHSTh Uil TPOPHIAKTUKUA TPOMOO30B y MAIMEHTOB, NMEPEHECIINX
HE/IaBHIOI0 TPAHCKATETEPHYIO 3aMEHY aopTalbHOro KiamaHa. be3omacHocTs M 3(@eKTHUBHOCTH
npumenenus npenapara JJAKCABPUC He u3yyanuch y MallMeHTOB C UCKYCCTBEHHBIMH KJlallaHAMU
CepAlla, CIEAOBAaTEeNbHO, HET JaHHBIX, MOATBEPXKAAIOLINX, 4YTO NPUMEHEHUE Ipernapara
JNAKCABPUC obecnieunBaeT 1OCTaTOYHBIA AHTUKOATYJASHTHBIN 3(dekr y maHHON mnomysisuuu
nanueHToB. Jleuenue takux nauueHToB npenaparoM JJAKCABPUC He pekomenayeTcs.

INammenTs! ¢ aHTHGOCHOIUIINAHBIM CHHAPOMOM

[IpumeHneHue nepopaibHBIX AHTUKOATYJISIHTOB MPSMOTO JEWCTBUA, BKIIIOYas pHUBapokcadaH, He
PEKOMEHIYeTCsl Yy TMAIMEHTOB, MMEIOIMUX TPOMOO3bl B aHAMHE3E, Y KOTOPBIX IHATHOCTUPOBAH
anTudochonunuIHbIi cuHApoM. B dYacTHOCTH, y MalMEHTOB C TPOWHBIM MO3UTHUBHBIM
aHTH(POCHONUMHUIHBIM  CHHAPOMOM (HAJIMYUE BOJYAHOYHOTO AHTHKOATYJSHTA, AQHTHTENT K
KapAHOJUIHNHY U aHTUTEN K 0eTa-2-rnmukonpoTenny ) Tepanus nepopaabHbIMU aHTUKOATYJISITHTAMU
MPSIMOTO JICHCTBUSL MOYKET COIPOBOXKIATHCS MOBBIMICHHONW YaCTOTOW PEIUJIUBOB TPOMOOTHYECKUX
COOBITUI B CPaBHEHHH ¢ Tepanueit antaronncramu Butamuta K (ABK).

OnepaTuBHBIE BMEIIATEILCTBA IPU IIEPETIOME OeAPEHHON KOCTH

[TpumeHeHre puBapokcabaHa Mpy ONMEPaTHBHBIX BMEIIATEIbCTBAX 110 MOBOAY MepeioMa OeapeHHOM
KOCTH HE€ M3Y4YaJIOCb B HWHTCPBCHIUHMOHHLIX KIMHHUYCCKUX HCCICIOBAHUAX JJIA OLCHKU
3 PEeKTUBHOCTH U Oe30macHOCTH. MIMEIOTCS OrpaHHYCHHBIC KIMHUYECKUE JaHHBIC, MOJYYCHHbBIC B
Ha6HIOIIaTeJH>HI>IX HCCIICAO0BAHUAX, Y HAOUCHTOB, IOABCPTratOINXCA OIICPAaTUBHBIM BMCIIATCIILCTBAM
OpU MEPeioMe HIDKHMX KOHEYHOCTEH, B TOM YHCJE, MPHU IEpeioMe MPOKCUMAIbHBIX OTAEIOB
OeIPCHHON KOCTH.

[lanMeHTHl ¢ TEMOAMHAMHYECKN HEeCcTAaOWIbHON TpoMOoaMOoiauell seroydon aprepuu (TOJIA) u
HAIMEHTHI, KOTOPBHIM TpeOVeETCs MPOBEACHNE TPOMOOIN3NCA WA TPOMOIKTOMHUM

ITpenapat JAKCABPUC He pekomeHIyeTcsl B KaueCTBE ajbTepHATHBBI HE(PPAKIIMOHUPOBAHHOMY
refapuHy y MalueHTOB C FeMOJMHAMUYECKH HECTaOMIIbHOM TpoMO03MOoIIneEl JIerouyHON apTepui, a
TaKXe y MalueHTOB, KOTOPbIe MOTYT HYAAThCs B IPOBEICHUH TPOMOOIN3HCA MM TPOMOIKTOMUH,
MOCKOJIBKY Oe3omacHocTh U dPdexktuBHOCTh npemnapata JJAKCABPUC npu Takux KIMHAYECKHUX
CUTyalUsX HE YCTaHOBJICHA.

CroubanpHas/ SIUAYpPpaJIbHaA aHECTC3UA UJIN ITYHKITUA

[Ipy  BBIOJIHEHWH  HEHpOaKCHANbHON  (CIHMHAIHHOW/AMUAYPANbHOM)  aHeCTe3Wu WU
CIUHAJIBHON/AMUAYpaIbHONW MYHKIIUHU MAlIUEHTaM, TTOJyYaloIIuM aHTUTPOMOOTHYECKUE TPEeTIapaThl
C UeNbl0 MNPOPUIAKTHKH TPOMOOIMOOIMUECKUX OCIOKHEHUH, CYIIECTBYEeT PHCK pPa3BUTHUS
SMUAYPATBHON WA CHOUHAIBHOW T'€MaTOMBbI, KOTOpas MOKET MPUBECTH K JIUTEIbHOMY HIH
MOCTOSIHHOMY Tapanudy. PUCK 3THX COOBITHH B JAJbHEWUIIEM TMOBBIIIACTCS MPHU HCIIOIB30BAHUU
MOCTOSIHHBIX KAaTE€TEPOB WM COMYTCTBYIOIIEM NPUMEHEHUHM JIEKApPCTBEHHBIX IPENApPaTOB,
BIIMAIONINX Ha reMocTa3. TpaBMaTUuHOE BBITOJIHEHUE ATUAYPATbHOM MIIM CIMHAIBHOW MYHKITUU WU
MOBTOPHAs TYHKIMS Tak)K€ MOTYT TOBBIMIATH PHUCK. [lallMeHTHl OJDKHBI HAaXOAWUTHCS O]
HAONIO/IGHUEM JIJIsl BBISIBJICHUS MPU3HAKOB WJIM CHUMITOMOB HEBPOJOTHYECKHX HapYIICHUH
(Hanpumep, OHEMEHNEe WU C1abOoCTh HOT, MUC(YHKIMS KUIIEUHUKA WIJIM MOYEBOTO MMy3bips). [lpu
oOHapyKEHUH HEBPOJIOTUYECKUX PACCTPOMCTB HEOOX0MMa CPOYHAs TMarHOCTUKA U JieueHune. Bpau
JIOJKEH COMOCTaBUTh MOTEHUUAIBHYIO MOJIb3Y M PHUCK TEpel MNPOBEACHUEM CIIMHHOMO3TOBOTO
BMEILIATEIbCTBA MAIMEHTaM, MOJYYaIOIIUM aHTUKOATYJISHTHl WU IJIAHUPYEMBIM K IOJTYYEHUIO
AQHTUKOATYJISTHTOB C TEJTbI0 MPOPUIAKTUKH TPOMOO3a.

C nenbro CHMKEHHS NTOTEHLIMAIBHOTO PUCKA KPOBOTEUEHHMSI, aCCOLIMMPOBAHHOTO ¢ OJTHOBPEMEHHBIM
MIPUMEHEHUEM pHBapoKcabaHa M BBINOJIHEHHEM HelpoakcHadbHOW (3MUAYpalbHOM/CIIMHAIBHOM)
AaHECTE3WH WM CIHMHAIBHON IyHKIMH, CIEQyeT YYHUTHIBaTh (DapMaKOKMHETHUECKHHA MpOopUiIb
puBapokcabaHa. YCTAHOBKY WM YyAaJ€HUE SIUAYPalTbHOTO KaTeTepa WM CIUHHOMO3TOBYIO
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Kak crnalObiid (cM. pazgen 5.2.).

OnuaypalibHbII KaTeTep U3BIEKal0T He paHee yeM yepe3 18 yacoB mocie mpuema mocienHei 1036l
puBapokcabana. [Ipuem cremyromieid 10361 puBapokcabaHa ClIeqyeT OCYIIECTBIATH HE paHee ueM
yepe3 6 4acoB MOCIIE U3BJICUEHHS SMUyPAIBHOTO KaTeTepa.

B ciyuae TpaBMaTH4HOM MyHKIIMK IPUMEHEHUE PUBApOKCcadaHa ClIeAyeT OTIOKHUTH Ha 24 Jaca.

PekoMeHmanmu 10 JO3MPOBAHMIO A0 M TIOCJE WHBA3WMBHBIX MPONSAYP W XHPYPTHYSCKHX
BMEIIIATEILCTB KPOME OIIEpaIUii 110 3aMEHE T3.306CZ[D€HHOI‘O HJIK KOJCHHOI'O CyCcTaBa

Ecnun HeoO0XxoauMo mpoBeJeHME MHBAa3MBHOM MpOLEAYPhl WM XUPYPrHYECKOrOo BMELIATeIbCTBA,
npuem npenapata JJAKCABPUC, TtabneTku, MOKpHITHIE MJICHOYHOM o0osoukoii, 10 Mr ciemyer
IIPEKPATUTh 0 KpaiiHel Mepe 3a 24 yaca 10 BMEIATeNbCTBA, €CJIM 3TO BO3MOXKHO, M1 HA OCHOBaHUU
3aKJIIOYECHHUs Bpaya.

Ecan npoucaypy HeEJIb3d OTIOXUTD, MMOBBIIICHHBIN PUCK KPOBOTCHCHUA CJICAYCT OLUCHHUBATL B
CpaBHCHHHU C H€O6XOI[I/IMOCTI)IO CpOYHOI'0 BMCIIATCILCTBA.

[TIpuem mnpenapata JAKCABPUC cnenyer B0O300HOBUTH TOCIE HMHBA3UBHOW MPOLEAYPHl WIH
XUPYPTUUECKOTO0 BMEIIATENbCTBA, MPH YCJIOBHUM HAIWYUS COOTBETCTBYIOIIUX KIMHHUYECKUX
MoKazaresiel U aieKBaTHOTO reMOCTa3a, YTo OMpeIesseTcs JeyaluM BpauoMm (cM. pasniern 5.2.).

TlanueHTh! IOXKWJIOT0 BO3pacTa

PuCK KpOBOTEUYEHUSI MOYKET YBEINIUBATHCS C BO3pACTOM (CM. pasen 5.2.).

JlepMaTOJI0THYECKUE PEAKIIUUA

[Ipy mpoBeneHHHM TOCTMAapPKETUHTOBBIX HAOMIOEHUN COOOIIANIOCH O CiIy4asX BO3HUKHOBEHUS
CEPbE3HBIX KOXHBIX peakuui, BKIOYass cuHApoM CtuBeHca — JI)KOHCOHA/ TOKCHUYECKHIMA
SMUJEPMAIbHBIM HEKPOJIW3 M JIEKapCTBEHHO-MHIYLUPOBAHHYIO pEaKIHI0 € 303MHOpMIMEd U
cuctemMubiMu cumntomamu (DRESS-cunnpom), Ha ¢poHe npuMeHeHust puBapokcadbaHa (CM. pasen
4.8.). I[TatieH T, MO-BUIMMOMY, [TOJIBEPratoTCst HauOOJbIIEMY PUCKY BO3HUKHOBEHHS ATUX pPeaKIuii
Ha paHHUX dTanax JeuyeHus: Hayajio peakuy B OOIBIINHCTBE CIy4aeB IPOUCXOUT B TEUEHUE IEPBBIX
Heznenb JeudeHus. [lpu mepBoM MOSIBIEHMM TSDKEIOW KOXKHOW ChIMM  (Hampumep, IpH  ee
pacnpocTpaHEeHUH, UHTEHCU(DPUKAITUK U/WIIH 00pa30BaHUU BOJABIPEN ) MU TPU HAIMYUH KaKUX -THOO0
JAPYTUX CHUMIITOMOB T'MIIEPUYBCTBUTEIIBHOCTH, CBSI3aHHBIX C MOPaKEHUEM CIU3UCTOM 00O0JI0YKH,
ClIeTyeT IPEKPATUTh TEPANUIO0 PUBAPOKCAOAHOM.

BcnoMorarenbHEIE BEIIECTBA

[Ipenapar JAKCABPUC conepxut nakro3y. [laniuentam ¢ peako BCTpedaromieiicss HacaeACTBEHHOM
HEMEPEHOCUMOCTBI0 TaJlaKTO3bl, TMOJHBIM ACQHUIMTOM JIaKTa3bl WM TIIOKO30-TalaKTO3HOM
MaababcopOIet He cenyeT MPUHNMATh 3TOT IIpemnapar.

[Tpenapat JTAKCABPUC conepxxut menee 1 Mmmoinb (23 Mr) HaTpusi Ha OJIHY TaOJIETKY, TO €CTh MO
CYTH HE COACPKUT HATPHUSI.

4.5. BzaumojeiicTBHe ¢ JPYrHMH JIeKAPDCTBEHHbIMH TIpenapaTamMu W [Jpyrue BH/bI
B3aMMOJAeHCTBUSA

Nuruduropst CYP3A4 u P-rmukonporenHa

CoBMeCTHOE NMPUMEHEHUE puBapokcadbaHa u ketokonasomna (400 mr 1 pa3 B JieHb) WM pUTOHABHPA
(600 Mr 2 paza B jaeHb) mpuBOAWIO K ToBbImieHHIO cpenHert AUC (turomanb moj KpuBOH
«KOHIIGHTpalus — Bpems») puBapokcabaHa B 2,6 pasa/2,5 paza u yBenuueHHio cpegHel Cmax
(MakcuMalibHas KOHIIEHTpalus) puBapokcabana B 1,7 pasza/l,6 pa3a co 3HAUUTENbHBIM YCHUICHUEM
(bapMakoIMHAMHUYECKOTO JCHCTBUS Ipermapara, YTO MOXET MPHUBOAUTH K YBEIWYCHHIO DPHCKa
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KpoBOoTe4YeHHs. B cBsi3u ¢ 3TUM puBapokcabaH He p“KOMeH[fSII-éTCH-lCQHI/'IMeHGHI/IIR) \a l'IaLl'I/IEHT(JB

MOJIYYAIOIUX CUCTEMHOE JICUEHUE MPOTUBOTPUOKOBBIMHE MPENapaTaMi a30JI0BOW TPYIIIBI, TAKUMH
KaK KETOKOHA30J1, HTPAKOHA30JI, BOPUKOHA30J1 U IM03aKOHA30J1, HJIM HHTHOuTOpaMu mporeassl BUY.
OTU aKTUBHBIE BEILIECTBA ABIAIOTCS MOIIHBIMU HHTHOUTOpamu u CYP3A4, u P-rimukonporenHa (cm.
pasznen 4.4.).

Oxwupgaercsi, 4YTO APYTrUe JEKAPCTBEHHBIC BEIECTBA, CHJIbHO YTHETAIOIIME TOJBKO OJIMH M3 IMyTeH
BbIBeJIeHUs puBapokcabana — ¢ ydactueM CYP3A4 unu P-rimukonporenHa, OynyT yBelIHMYHUBATh
KOHIICHTPALIMIO pUBapoKcadaHa B IJ1a3Me KPOBH /10 MEHEE 3HAYMMBbIX 3HAYCHUH.

Kiaputpomuius (500 mr 2 pasa B ieHb ), MOIIHbIN HHTHOUTOp n3odepmenTa CYP3 A4 u ymepeHHbIiI
MHTUOMTOp P-riMKonpoTerHa, BhI3bIBAN yBEIMYeHNE 3HaueHui cpeaneit AUC puBapokcabana B 1,5
pa3a 1 Cmax B 1,4 pa3za. BzaumozeiicTBre ¢ KIIapUTPOMHUIIMHOM CUUTAETCS KIMHAYECKH HE3HAYUMbIM
U1 OOJIBIIMHCTBA MAIIMEHTOB, HO MOKET ObITh MOTEHIIMAIBLHO 3HAYUMbIM [T HAIIUEHTOB U3 TPYIIIIBI
BBICOKOT'O pUCKa (/151 TAIUEHTOB C HApyIICHUEeM (YHKIINH Mo4eK (cM. pasznuen 4.4.).

Oputpomunua (500 mr 3 pasza B neHb), ymepeHHo mnonasistoumii uzopepment CYP3A4 u P-
TIIMKOINIPOTENH, BbI3bIBall yBennueHue 3HaueHuit cpenneit AUC u Cmax puBapokcabana B 1,3 pasa.

B3anMoneiicTBie ¢ SpUTPOMULIMHOM CUMTACTCS KIMHUYECKH HE3HAYMMBIM JUIs OOJBIIMHCTBA
MAIUEHTOB, HO MOXKET OBITh MOTEHIIMATBHO 3HAYMMbIM JIJIsl TAI[UEHTOB U3 TPYIIbI BLICOKOTO PHUCKA.
V NAaUeHTOB C JIETKOM CTENEHBIO HapyIIeHNs QYHKIUK o4eK spuTpomuIH (500 mMr 3 pasa B I1€Hb)
BBI3bIBANI yBeaudeHue 3HaueHuil cpenneir AUC pusapokcabana B 1,8 pasa u Cmax B 1,6 pasa mo
CPaBHEHHUIO C MallMEHTaMH C HOPMalbHOW (QyHKUIMEW Movek. Y MalueHTOB CO CPEAHEH CTeNneHbIo
HapynleHus: (YHKIUM [OYEK SPUTPOMHMIMH BBI3BIBAN yBenuduenue 3Hadenumii cpenmeit AUC
pusapokcabana B 2,0 pasa ¥ Cmax B 1,6 pa3a 10 CpaBHEHUIO C NIALIMEHTAMK C HOPMAIbHON (hyHKIIUEN
noyek. (P (HeKT dPUTPOMHUIIMHA SBISIETCS A TUTHBHBIM BCIICACTBUE HAPYIIECHUS (PYHKIIUU TOYEK (CM.
pasznen 4.4.).

®nykonazon (400 mr 1 pa3 B neHb), ymepeHHo nopaasisomuil nzopepmeHT CYP3A4, BbI3bIBaN
yBenuueHne 3HaueHuit cpenneit AUC puBapokcabana B 1,4 pa3za u Cmax B 1,3 pasa. BzaumogeiicTue
¢ (hJIyKOHA30J0M CUMTACTCS KIMHUYECKH HE3HAUUMBIM JUIs OOJIBIIMHCTBA MAIlMEHTOB, HO MOXKET
OBITh MOTEHIIMAIFHO 3HAYMMBIM ISl TTAIIMEHTOB M3 TPYIIBI BHICOKOTO PUCKa (IS MAIMEHTOB C
HapymeHueM (QyHKIHUU ToYeK cM. pazzen 4.4.).

Cnenyer u3beraTb OJHOBPEMEHHOTO NPHUMEHEHUs pHBapokcabaHa C JIpPOHEAApOHOM B CBSI3U C
OrPaHUYEHHOCTHIO KIMHUYECKUX JJAHHBIX O COBMECTHOM MPUMEHEHUHU.

AHTHKOAryISIHTEI

ITocne oTHOBpEMEHHOT0 IPUMEHEHHUsI SHOKcanapuHa (oHOKpaTHast 103a 40 Mr) U puBapokcabaHa
(omHOKpaTtHas no3a 10 Mr) HabmoaICs CyMMAaIMOHHBIN 3()(EeKT B OTHOIIEHWN aKTUBHOCTU aHTH-
¢dakTopa Xa, HE CONPOBOXKIABIIUICS JOMOJHUTEIBHBIMU CYMMAalMOHHBIMU 3¢pdexkramMmu B
OTHOIIIEHHUH MPOO Ha CBEPTHIBAEMOCTH KPOBH (TIPOTPOMOMHOBOE BPEMsI, AKTHBHPOBAHHOE YACTHYHOE
TpombOoruiactTuHoBoe  Bpems  (AUTB)). DOHokcamapuH He M3MEHST  (PapMaKOKHMHETUKY
puBapokcabaHa.

B cBsi3u ¢ TOBBIIICHHBIM PHCKOM KPOBOTEUEHHUS HEOOXOTUMO COOIOJAaTh OCTOPOKHOCTH TPH
COBMECTHOM NPUMEHEHUH C JIFOOBIMU JPYTUMHU aHTUKOATYJISTHTaMH (CM. pazfensi 4.3. u 4.4.).

HIIBII/uHruOuTops! arperaiiuu TpoMOOLIUTOB

[Tocne coBMecTHOro Ha3Ha4eHHsS puBapokcabaHa B A03e 15 mr m HampokceHa B nmosze 500 mr
KIIMHUYECKH 3HAYUMOTO YITMHEHHsI BPEMEHH KPOBOTEUEHHSI HEe HaOmoganock. TeM He MeHee, y
OTJIENbHBIX JIUI] BO3MOXEH 0oJiee BhIpaKeHHbIN (hapMaKoJMHAMUYECKUI OTBET.

He  wnabmioganoch  HHKakMX — KIMHAYECKHM  3HAYMMBIX  (DAPMAKOKMHETHYECKMX WM
(hapMakoIUHAMUYECKHX B3aWMOJCHCTBUN TIPH COBMECTHOM TNPHUMEHEHHH puBapokcadbana u 500
MT alleTUJICATTUIIUIOBOM KUCIIOTHI.
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Kjonuaorpenom (Harpy3ouHas g03a 300 Mr ¢ mociaeIyronmM Ha3HaueHueM TOIeP>KUBAIOIIEH 1035l
75 Mr), HO y YacTH TMAaIMCHTOB OOHAPY>KEHO 3HAYMMOE YBEIHUYCHHE BPEMEHH KPOBOTCUCHHS, HE
KOppEeIMpOoBaBIee C arperanueid TpoMOOuTOB M conaepkanueM P-cenextuna wimm GPIIb/Ia-
perienTopa.

Heo6xoanmMo cobmoaaTh OCTOPOKHOCTh MPH COBMECTHOM NPHUMEHEHUH puBapokcabana ¢ HIIBII
(BKJIIOUAs alETHJICATUIMIOBYIO KHCJIOTY) U MHTUOUTOpAMM arperanud TPOMOOLUTOB, MOCKOJIBbKY
IIPUMEHEHHE ITUX IIPENapaToB 0ObIYHO MOBBIIIAET PUCK KPOBOTEUEHUs (cM. paszaen 4.4.).

CUO3C / CUO3CH

Kak um B cioyyae NOpUMEHEHMs] JAPYTUX aHTUKOAryJssHTOB, BO3MOXXHO YBEIMYEHUE pHUCKa
KpOBOTEUYECHHS] y MAIMEHTOB, OJHOBPEMEHHO MPUHUMAIOIINX PHUBAPOKCAOAH C CEIEKTUBHBIMU
uHruOuTOpamMu odbpatHoro 3axBara ceporoHnHa (CHUO3C) u CeneKTUBHBIMH HMHTHOMTOpaMu
oOpatHoro 3axBata ceporoHnHa u HopanuHedppuHa (CHMO3CH) BcrnencTtBue BIUSHUS ITHX
IpernapaToB Ha TPOMOOIUTHL. Pe3ynmbTaThl KIMHUYECKUX HCCIEIOBAaHHMNA pHUBapoKcabaHa
MIPOJIEMOHCTPUPOBAIM YHCIEHHOE MOBBIIICHHE OOJBIIUX U HEOOIBIINX KIMHUYECKU 3HAUYHMMBIX
KpOBOTEUYEHHM BO BCEX IpyMIax JeueHUs: IpU COBMECTHOM MPHUMEHEHUH 3TUX IPENnaparToB.

Bapdapun

[TepeBon manmeHToB ¢ anTaronucra Buramuua K Bapdapuna (MHO ot 2,0 1o 3,0) Ha puBapokcaban
(20 mr) umm c puBapokcabana (20 mr) nHa Bapdapun (MHO or 2,0 mo 3,0) yBenuuuBan
nporpomoOuHoBoe Bpemss/MHO (Neoplastin) B Gosnplieli creneHu, 4eM 3TOr0 MOXHO ObUIO ObI
OKUJATh IPU MPOCTOM cCyMMUpoBanuu 3pexton (oTaenpHbie 3HaueHus MHO moryT nocturats 12),
B TO Bpemsl kak BiusgHue Ha AUTB, nonaBnenue aktuBHOCTH (pakTopa Xa U 3HIOTE€HHBIA OTEHIIUAI
tpoMOuHa (DI1IT) 6buM agAUTUBHBIMHU.

Jliia oueHku gapMakoguHaMHuecKux 3((eKToB puBapokcabaHa B MEPEXOHBINA MEPHO] B KAUECTBE
HEOOXO/JMMBIX TECTOB, Ha KOTOpble HE OKa3blBaeT BJIMSHHUE BappapuH, MOXHO HCIOJIb30BATh
orpe/iesieHue akTUBHOCTH aHTh-(akTopa Xa, PICT u HepTest. Hauunas ¢ 4-ro aHs mocie npuema
nociuenHel 103bl BapdapuHa Bce aHanu3bl (Bkimrouas [1B, AUTB, nogasneHne akTHBHOCTH (pakTopa
Xa u OIIT) oTpaxainu UCKIIOYUTENBHO BIUSHUE pUBapoKcabaHa.

s onenku ¢apmakoguHamMudeckux 3¢ ¢ekToB BapdapuHa B TEPEXOIHBIA MEPHOJ MOXKHO
ucrnonbp3oBath nokazarens MHO, u3mepeHHbIi B MOMEHT AOCTHKEHUS Crpomexyr. PUBapOKCaOaHa
(uepe3 24 yvaca mocie TpeAbIAyIIero mpruemMa pruBapokcadaHa), Tak Kak B 3TOT MOMEHT BPEMEHHU
BIUSTHUE pUBapokcabaHa Ha pe3yNbTaThl aHATN3a MUHUMAIIBHO.

dapMaKOKHHETUYECKOTO B3aMMOJICHCTBYS MEXTy Bap(hapruHOM M pHBapOKCAOaHOM HE 00HAPYKEHO.
Hunykroper CYP3A4

CoBMecTHOE MpUMEHEHHE puBapokcabaHa U pudaMIUIKHAa, SBISIONIET0Cs] MOUTHBIM HHIYKTOPOM
CYP3A4, npuBoanio k cHwkenuto cpeaneir AUC puBapokcabana npubnusurensHo Ha 50 % u
napajuieIbHOMY YMEHBIIEHUI0 ero (apMakoanHaMuueckux 3¢ dexTtoB. CoBMECTHOE NMPUMEHEHHE
puBapokcabaHa ¢ JApyruMu MourHbIMH uHAyKTopamu CYP3A4 (mampumep, (GEHUTOMHOM,
kapOamMazenuHoM, peHoOapOuTaIIOM WITH TperapaTaMu 3Bepo00st TPOIBIPSIBICHHOTO) TAK)KE MOXKET
NPUBECTH K CHIDKEHHIO KOHIIGHTpalUui pHuBapokcabaHa B miasMe KpoBH. ClieoBaTeNbHO,
HEOOX0MMO W30eraTh OJHOBPEMEHHOTO NpPUMEHEHUs MOIIHBIX HHAYKTopoB CYP3A4, kpome
CcllyyaeB, KOTJia TIIATEIbHO KOHTPOIUPYIOT IPU3HAKU M CUMIITOMBI TpOoMOO03a.

COHVTCTBVIOH.[CG NPUMCHCHHUEC APYTHUX ITPETIapaToB

He orTMmedanoch KIMHUYECKH 3HAYUMBIX (PapMaKOKHHETHYECKUX WIH (HapMaKOIMHAMUYIECKUX
B3aUMOJICHCTBUH MPU OJTHOBPEMEHHOM NMPUMEHEHHH PUBapoKcabaHa ¢ MUAa301aMoM (CyOcTpaToM
CYP3A4), nurokcunom (cybcrparom P-riukonporenna), aropactatuHoM (cyoctpatom CYP3A4 u
P-gp) unm omenpazosioM (MHTHOMTOPOM MPOTOHHOM TomIbl). PuBapokcaban He MHTHOUPYET U HE

10




COOTBETCTEYET ZE'_H, IZ:_ [EPT H-:-_ MY OTYETY

ot 16.04_ 2026 M= 7830

WHIYIUPYET HUKakue ocHOoBHBIE n30(opmbr CY P, moso0HbIE YPAAELOBATENBHOCTS 0011)

KiuHnyeckn 3HaUYMMBIX B3aMMOJEHCTBUIM ¢ MPOAYKTaMH IUTaHUS HE HaOJI0Aanoch (CM. paszael
4.2).

Bausnue Ha JIaGODaTODHBIG napamMeTpbl

Brnusane Ha pesynbTaThl MpoO Ha mapameTpbl cBepThiBaHUsA (mpoTrpomOuHOBOe Bpems, AUTB,
HepTest) cooTBeTCTBYET 0)KMIAEMOMY C YUETOM MEXaHU3Ma JIEHCTBUS puBapokcadaHa (CM. pasaen

5.1.).

4.6. ®epTUIBLHOCTD, 0EPEMEHHOCTD U JIAKTAUSA

bepemeHHOCTD

bezonacHocts u 3 (ekTUBHOCTE MpUMEHEHHs puBapokcabaHa y OEpeMEHHBIX KXCHIUMH HE
YCTaHOBJICHBI.

I[aHHI)IG, IMOJIYYCHHBIC B UCCJIICIOBAHUAX HA ) XKUBOTHBIX, IOKAa3aJIN PCIIPOAYKTHUBHYIO TOKCUYHOCTD.

BenenctBue BO3MOXKHON pENpONyKTUBHOW TOKCHYHOCTH, PHCKA Ppa3BUTUS KPOBOTEYEHUS U
ciocoOHOCTH TpoHHMKaTh depe3 ruianeHTy npemapar JAKCABPUC mpotuBomokasan BO Bpems
O0epeMmeHHOCTH (CM. pazaen 4.3.).

XKeHmuHbl J1€TOPOIHOTO BO3pacTa JODKHBI H30eratb OEpeMEHHOCTHM BO BpEMs Teparuu
puBapoKcabaHOM.

JlakTamnus

besonacHocth U 3¢ (HEeKTUBHOCT, NMPUMEHEHHUs pUBApOKcabaHa y >KEHIIMH B MEPUOJ TPYIHOTO
BCKapMJIMBAHUS HE YCTAHOBJICHBI.

JlaHHBIE, TOJy4YEeHHbIE B UCCIEIOBaHMAX Ha IKUBOTHBIX, IOKa3bIBAIOT, YTO pPHUBApPOKCAOaH
BblAENseTCs ¢ TpyaHbIM MojokoM. [Toatomy nmpenapar [JJAKCABPUC npoTtuBonokasan B nepuos
rpyaHoro BckapminBanus (cM. paszaen 4.3.). Heo6xoauMo npuHATH perieHne 00 0TMeHe IpyIHOro
BCKapMJIMBaHUS WM IPEKPALICHUH TepauH.

PepTUIILHOCTD

HccnenoBanus mokasainyu, 4To pUBapoKcadaH He BIUSET HAa MYKCKYIO M KEHCKYIO (hepTHIIBHOCTD Y
Kkpbic. CrienuanbHbIX HMCCIEOBAHUN BIMSIHMSA pHBapokcabaHa Ha (DepTUIBHOCTH y YelloBeKa He
IIPOBOAMIIOCH.

4.7. BiusiHHe Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMH CpeACTBAaMH M padorarh ¢
MeXaHM3MaMH

[Tpu nmpuMeHeHuHN puUBapoKcabaHa OTMEYAIUCh CIydau OOMOPOKOB M TOJIOBOKPY>KEHHsI, KOTOpbIE
MOTYT BJIHUSTh Ha CIHOCOOHOCTH YHPAaBIEHUS TPAHCHOPTHBIMU CpPEACTBAMH WM JPYTHMMH
MexaHuzMamu (cM. paszaen 4.8.). [lanumeHtaM, y KOTOpPBIX BO3HHMKAIOT JaHHbIE HEOIaronpusTHbIC
peakuuu, He caeAyeT YIPABIISITh TPAHCIIOPTHBIMU CPEACTBAMH WU APYTUMHU MEXAHU3MAMH.

4.8. HexkesaTeJIbHbIE PeaKIUH

Pesrome mpodmiisa 6e300acHOCTH

beszomnacHocTh puBapokcabaHa OlleHUBaIach B TPHHAIIATH OCHOBHBIX uccienoBanusx 11 ¢assr (cMm.
Tabmuy 2).

Cymmapro 69608 B3pocmbIx MalMeHTOB B AeBsITHaAUATH uccienoBanusx Il ¢asel, a Taxxke 488
MalMeHTOB JETCKOTO Bo3pacTa B ABYX HccienoBanmsx Il ¢das3er m nByx mccnenoBanusix Il dassr
MIPUHUMAII PUBAPOKCAOaH.
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Tabnuya 2. Yucno nayuenmos, yuacmeosasuiux 6 cc;zedoe'ﬂ'z;it;'Ej;};%%zg,g@ﬁijﬁl&%cyﬂj 5'03111b

MAKCUMAIbHAA l’lpOaOﬂ.?iCl/lmeﬂbHOCmb Jleyenust 8 KiuHudeckux ucciedosanusix 11 gbél&’bl cyuacmuem
63POCIIbIX U neduamputtec;cux nayuenmoe

Kinnuyeckoe Yucao CymMapHas cyTouHasi MaxkcumajibHast
COCTOAHUE, IPU HaIIHeHTOB* ao3a MPOAOIKUTEC/IbHOCTD
KOTOPOM MPOBOAUTIOCH JICUCHUHA
ucciaenosanme |11 daspl
[TpodunakTruka BeHO3HOM 6 097 10 mr 39 nueit
TpomMbosIMO0snn (BTD) y
B3pOCIIBIX MAIIEHTOB,
NePEHECIINX MIaHOBYIO
OIIEepalHIO 110 3aMEHE
Ta300€pPEHHOr0 WJIM KOJIEHHOTO
cycTaBa
[IpodunakTrka BeHO3HOM 3997 10 mr 39 nueit
TpoMO03MO0IINHU y
TOCTIMTATN3UPOBAHHBIX TI0
MEIULUHCKUM MTOKa3aHUSIM
MAIMEHTOB
Jleuenmne TI'B, TOJIA n 6 790 Henp 1-21: 30 mr 21 Mmecsnn
npo¢unaktuka peuuausos TI'B, Haunras ¢ 22 s 20 wd
TOJIA
[Tocne muaIMYyM 6
MecsieB Tepanuu: 10 mr
nu 20 mr
Jleuenue BeHO3HOI 329 Jlo3a, 12 mecsreB
TpoMb0o3MOonnu (BTO) n CKOPpPEKTHPOBAHHAS B
npoduiaakTuka peruanos BTO 3aBUCUMOCTH OT Macchl
Y HOBOPOYK/ICHHBIX U JIeTEH B TeJa, JUTsl JOCTHKEHUS
BO3pacte 110 <18 ser nmocne (bapMaKkoI0ru4ecKoro
Ha4aJbHOW CTaHIaPTHOMN efCTBHA,
AHTUKOAT'YJITHTHOM Teparnuu HKBUBAJICHTHOT'O
TaKOBOMY Y B3POCIIBIX,
nosrydaBmux 20 mMr
puBapokcabaHa OJHH pa3
B AeHb 414 jJeuenus T1'B
uTOJIA u
npopUIaKTUKU
peunanBoB TI'B u
TOJIA
[Ipodunaktrka HHCYNIbTA U 7 750 20 mr 41 mecsg
CHCTEMHON TPoMO0IMO0INH Y
MaUeHToB ¢ GuOpMIIAIen
npeAcepuii HeKJIaIaHHOTO
TIPOMCXOXKICHHUS
[IpodunaxTrka 10 225 5 wmrumm 10 mr 31 mecsng
aTepoTPOMOOTHIECKUX COOTBETCTBEHHO, B
OCJIOKHEHUH Y MallueHTOB TOCIIe KOMOWHAINH C
OCTPOTO KOPOHAPHOTO CHHIPOMA aIeTUIICAITUITMIIOBOM
(OKC) KUCJIOTOM WIIH
ale THJICAITUIIIIOBON
KHCJIOTOM C
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Kiaunnyeckoe Ynciio CymmapHas eyroanhy—--Makcumaseuds - - |
COCTOsIHME, IIPH NAlMeHTOB®| 1032 NPO/I0/IKUTETLHOCTD
KOTOPOM IIPOBOANJIOCH JIeYeHUusd
uccaenopanue |11 ga3zpl

KJIOTIHJIOTPEJIOM WU

TUKJIOTTUIMHOM
[IpodunakTrka 18 244 5 Mr B KOMOMHAINY C 47 mecsiues
aTepoTPOMOOTHUECKUX COOBITHIA aleTUJICATTUIIMIIOBOM
y HAMEHTOB C UIIEMHUYECKON kucnotoit wim 10 mr B
6onesnbio cepana (MbC) nmm MOHOTEPAITHH
3a0osneBanneM nepudepudeckux | 3 256** 5 Mr B KOMOMHAIINH C 42 mecsia
apreputii (3I1A) aIeTHIICATUIIIIOBOM

KHCIIOTON

* [TaumeHThl, TOTYYUBIINE 110 MEHBIIIEH MEpe OJIHY 103y pHUBapoKcadaHa.

** 13 uccnenosannst VOYAGER PAD

Haubonee wacteimu HJIP (HexenaTenbHbIMM JICKAPCTBEHHBIMH PpEaKUUSMHM) Yy MAIHEHTOB,
IIPUMEHSIBIINX pUBapoKcalaH, sIBISUINCh KpoBoTeueHUs (cM. pasznen 4.4. u noapasnen «OnucaHue
OTAENbHBIX HeXenaTelabHbIX peakuuit») (Tabmuma 4). HaubGonee wyacTbiMM KpOBOTEUCHHSIMU
SIBJSUTUCH HOCOBOE KpoBoTeueHue (4,5 %) u xennyqouHo-kuiiedyHoe kpoporeueHue (3,8 %).

Tabauya 3. Yacmoma 603HUKHOBEHUSA KPOBOMEYEHUL ™ U aHeMUU Y NAYUEHMO08, NOYYABUIUX JleYeHUe
PUBAPOKCAOAHOM 6 3a8epUleHHbIX KAuHUYeckux uccredosanusax Il ¢ghaszvl ¢ yuacmuem 63pocivix u

neduampuqecxux nayuernnioes

Knaununyeckoe cocTosiHue, NpH KOTOPOM MPOBOIMJIOCH
uccaenoBanue 11 ¢ga3bl

JIo0oe
KpPOBOTeYeHHe

AHneMus

[Ipodunaktruka BeHO3HOM TpoMOoIMOOIuu (BTI) y
MAIMEHTOB, IEPEHECIINX TIAHOBYIO OMEPALIUIO O
3aMeHe Ta300eJpEeHHOr0 WK KOJIEHHOTO CyCTaBa

6,8 % marueHToB

5,9 % marnenToB

[TpoduinakTuka BEHO3HOM TpoMOOIMOOTUH Y
TOCHUTATM3UPOBAHHBIX 110 METUIITHCKUM ITOKa3aHHSIM
HalyueHToB

12,6 % mamueHToB

2,1 % manueHToB

Jleuenue TI'B, TOJIA u npodunakTuka penuauBoB
TI'B, TOJIA

23 % manueHToB

1,6 % mammeHToB

Jledenue BeHO3HOI TpoMOoIMOoHH (BTD) n
npodunakTuka peruanBoB BTD y HOBOpOXXI€HHBIX U
JeTe B Bo3pacte A0 <18 yer nocie HavyaabHOM
CTaHJAPTHOW aHTUKOATYJITHTHOHN Tepanuu

39,5 % marmeHToB

4,6 % marueHToB

[IpodunakTrka HHCYIBTA U CUCTEMHOM
TPOoMO0IMOOINH y TAIIMEHTOB ¢ GUOPHILIALIIEH
npecepanii HeKJIaTaHHOTO TPOUCX OXKICHHST

28 coObrTuii Ha 100
[alUEHTO-JIET

2,5 coObITHSA HA
100 mauueHTO-NET

[TpodunakTrka aTepoTPOMOOTHIECKUX OCTIOKHEHUH Y
MAalMEeHTOB MOCIIE€ OCTPOro KOPOHAPHOTO CUHIpOMA
(OKC)

22 coObrTus Ha 100
[MAIMEHTO-JIET

1,4 coObITHS HA
100 mauueHTO-NET

[TpodunakTrka aTepoOTPOMOOTHUECKUX COOBITUI Y
nanuentoB ¢ UbC unmu 3[TA

6,7 coobrTus Ha 100

MNalUEHTO-JICT

0,15 coObITHs Ha
100 mmamenTo-
jer**

8,38 coObITHi1 Ha
100 narrenro-ner”

0,74 cobpITHs HA

100 mauueHnToO-
Jger*¥* #
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* Bo Bcex KIMHMYECKHX HMCCICIOBAHUSAX pPUBapoKcadaHa Bce! @%ﬂf%@&@é%%b&fbé’m%ﬁ

PETOPTUPYIOTCS ¥ OLEHUBAIOTCSI.

** B wuccnenoannu COMPASS B kadecTBe NpeayCTaHOBJICHHOTO BBIOOPOYHOIO ITOIXO/A
NPUMEHSIACH HU3KAsi 4aCTOTa BO3SHUKHOBEHUS aHEMHUH.

*** Tlpu cOope HIaHHBIX O HEXKEJIATEIbHBIX SBJICHUSAX TMPUMEHSUICA MPEIYCTAaHOBICHHBIN
BbIOOPOYHBIN TIOJIXO/.

#* 13 nuccaenoanuss VOYAGER PAD

Tabnuaaoe PE3IOME HEXKEIAaTSIbHBIX PEAKITUIM

YacToTra BCTPEUaEMOCTH HEKENIATEILHBIX pPEaKIUii, BO3HUKABIIMX Yy JETEH W B3POCIBIX TIPU
MIPUMEHEHUH pUBapokcabaHa, IpUBEIeHA B TAOJIHUIIe HIKE C Pa3AeICHUEM 10 CUCTEMHO-OPTraHHbIM
kiaccam (MedDRA) u o gacrore.

YacroTra BCTPEIaeMOCTH OIPEICIIACTCS KaK:
oueHb yacto (> 1/10);

gacto (ot > 1/100, HO < 1/10);

Hedacto (ot > 1/1000, Ho < 1/100);

penxo (ot > 1/10000, Ho < 1/1000);

oueHb peako (< 1/10000);

YacTOTa HEM3BECTHA (HA OCHOBAHHM HMEIOIINXCS JaHHBIX OICHUTH HEBO3MOKHO).

Taonuya 4. Bce mesicenamenvhvle peakyuu, 3apecUCmpupo8aHuvlie y 63POCIbIX NAYUEHMO8 8
Kaunuyveckux uccireoosanusx 111 ghazvl unu 6 xooe nocmpe2ucmpayuoHHo20 NPUMeHeHUA ™, a maxaice
V neouampuyeckux nayueHmos 6 08yx KiuHuyeckux ucciedosanusx Il ¢pazvl u 08yx uccnedoganusx
111 ghazvl

Yacro Heuacto Peakxo Ouennb peako YacroTa
HEH3BECTHA

HapyieHnus co CTOpOHbI KPOBH U JIMM(PATHYECKOH CHCTEMbI

Anemus (Bkiatodast (TpomOouTo3
COOTBETCTBYIOLIHE ((BKJIIOUAs

nmabopaTopHbIE MOBBIIICHHOE

MoKa3aTesn) coJiepKaHue
TPOMOOLIMTOB)™,
TPOMOOIIMTONEHUS

Hapymenml CO CTOPOHBI HMMyHHOifI CUCTEMBbI

AJuiepruueckas \AHa¢mIIaKTHYE-
peaxius, CKHE pPeaKInH,
QIIIEPrUYeCKUi BKJIFOYast
TepMaTHUT, aHaduIaKTHIe-
QHTMOHEBPOTUYE- CKHI 10K

CKHI OTEK U

QIIeprU4eCKui

0TEK

HapyieHnus co CTOPOHbI HEPBHOM CHCTEMBbI

['onoBokpyxeHHe, [BHYTpHUMO3roBOE U
rojioBHasi 00Jb BHYTPUUYEPEITHOE
KpOBOU3IIUSHHUE,
00OMOpOK

HapyuieHusi co CTOPOHBI OPraHa 3peHus

14
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Yacro

Heuacto

Penxo
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Oyeir
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e
= HYacrora '

HEU3BECTHA

KpoBousnusHue B
ri1a3 (BKJItoYast
KPOBOU3JIHUSHUE B
KOHBIOHKTHBY)

Hapymenusi co cTo

POHBI cepamna

Taxukapaus

Hapyienus co cro

POHBI COCYI0B

CHMKEHHE
apTepUaIbLHOTO
TaBJICHUS,
remMaToMa

HapyiieHusi co cTOPOHBI IbIXaTeJIbHOI CHCTEMbl, OPraHOB I'PY/AHOI KJIETKH U

CPECAOCTCHUSA

HocoBoe
KpPOBOTEUYECHUE,
KpPOBOXapKaHbe

D03uHOPUITbHAS
ITHEBMOHHUS

HapyuieHusi co CTOPOHBI JKeJIyI0YHO-KHIIEYHOT0 TPaKTa

KpoBoTOYHBOCTH
TIeCeH, JKeITyI0YHO-
KHIICYHOE
KpPOBOTCUCHHE
(BKITFOUAS
PEKTaIbHOE
KPOBOTEUECHHE),
60116 B XKKT u 6016
B )KUBOTE,
HCTIeTICHS,
TOIIHOTA, 3amop”,
nuapes, ppoTa’

CyXxoCTb BO PTY

Hapymenus co cro

POHBI MNECYCHHU U KCJTICBBIBOAALIINX nyTeﬁ

TToBBITIIEHHE
AKTHBHOCTH
TMEeUYEHOYHBIX
TpaHCaMUHA3

Hapymenne
(YHKLUU EeYeHH,
MOBBIIIICHUEC
KOHILICHTPALIUH
OmpyOouHa,
MOBBILIICHUE
AKTHBHOCTH
LICJIIOYHOU
docdarazsr?,
MOBBILIICHUE
aktusHOCTH I TTA

Kenryxa,
[OBBILLICHUE

KOHIEHTPALIKU
KOHBIOTUPOBAH-

HOTO OMIHpyOHHA

(C COOTBETCTBYIO-

IITAM
MOBBIIIICHUEM

axtuBHOCTH AJIT

MU 0e3 Hero),

X0JIECTa3, FeMaThuT

(BKITIOYAst
MOBPEKICHHE

reIaToOUCIIIIOJIAP-

HOM cHCTEMBI)

HapyieHus co CTOPOHBI KOKHM M MOAKOKHBIX TKAHeH
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COOTBETCTBYET 3KCMEPTHOMY O

OO0uue HapylIeHUs] U PeaKIMU B MeCTe BBeCHUS

JTuxopamka®,
nepudepuyecKuii
OTEK, CHUKCHHE
00IIIe# MBITIIEYHOM
CHJIBI I TOHYCa
(BKITIOYast cmaboCTh
1 ACTEHUIO)

Yxyamenue
o01ero
CaMOYyBCTBHS
(BKITFOUAS
HEJIOMOTaHHNE)

UTokaapHBIH OTeK™

JlabopaTopHble H HHCTPYMEHTAJIbHbIE JaHHbIE

16

Yacro Heuacro Penxo Oy pemco |- qacrora o)
HEeM3BeCTHA

KoskHBI1 3y11 Kpanusuuna Cungpom

(BKJIIOYAst HEYaCThIe CtuBeHca —

cirydan Jl>xoHcoHa/

reHepaIn30BaHHOTO TOKCUYECKUI

3y/a), KOJKHas SIIUIEPMaAIbHBIN

CBIIlb, IKXHMO3, HEKpOJIU3,

KO>KHBIE 1 DRESS-cunnpom

[MO/IKOKHBIE

KPOBOM3JIUSIHUS

HapyumeHnusi cO CTOPOHBI MbIIIEYHOH, KOCTHOH U COeITMHUTEILHOH TKAHU

bosib B ["emapTpo3 KpoBouznusiHue B KomnapTMmeHT-

KOHEUHOCTSX" MBIIIIITY CUHJIPOM,
BTOPUYHBIN K
KPOBOTEUEHUIO

Hapyuienusi co CTOPOHBI MOYeK U MOYEBBLIBOASIIIUX MyTel

KpoBoreuenue u3 [louyeunas

YPOT€HUTATIHLHOTO HEeI0CTaTou-

TpakTa (BKJIFOYAs HOCTB / oCcTpast

reMaTypuio u rmoveyHast

MeHopparuio®), He[0CTaTOu-

HapyIIeHHEe HOCTb,

(YHKITUH TTOYCK BTOPUYHBIC K

(BKITIOYAst KPOBOTEUYEHHIO U

MTOBBIIICHHE ITOCTaTOYHbIE,

KOHIIEHTPAILIUN YTOOBI IPUBECTU

KpeaTHHUHA, K

MOBBILIICHHE runonepysum,

KOHIICHTPAIAN HedpormarTus,

MOUYEBHUHBI KPOBH) ACCOLIMMPOBAH-
Hasi C IPUEMOM
QHTHKOATyJISTH-
TOB
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

HEU3BECTHA

[ToBpImEHME
axTuBHOCTH JIJII A
MOBBIIIEHHE
AKTUBHOCTH
Mnassr,
MMOBBIIICHHE
AKTUBHOCTH
aMuIase

TpaBMLI, HHTOKCUKAIUU U OCJTOKHEHUS NPOUHEAYP

KpoBoreueHnue Cocynucrast
NIE [CEBJ0AHEBPU3-
MEIUITNHCKON ma’
MaHUITYJISIUN

(BKITIOUAs

[OCIICOTepaI[UOH-

HYIO aHEMHUIO U
KPOBOTEUECHUE U3
paHbl), reMaToMa,
BBIJICIICHUE CEKPETa
13 paHbl’
A: Habmromanmch py ipodtakTike BT y B3poCIIbIX MareHToB Mocie OOIBIIIX OPTOIEINYECKUX OTepariiii
Ha HIDKHUX KOHEYHOCTSIX;
B: mabmonanuce npu nedennn TI'B, TOJIA u npodunaktuke petparBoB TI'B 1 TOJIA kak oueHb yacTble y
JKEHIIIH MOJIOXKE 55 ner;
C: HaOmoAaIINCh Kak HevacTble B paMKax MPO(UIaKTHKH aTepOTPOMOOTHYECKHX COOBITHH Y TALIMEHTOB I1OCIIE
OKC (1mocie mpoBeIcHuS YPECKOKHBIX BMEIIATENBCTB).
* TlpuMeHsiicst TIpeABApUTEIFHO 33JaHHBIA M30MPATENbHBIA TOAX0M K cOOpY JaHHBIX IO HEXeNaTelbHBIM
SBJICHUAM B OTAENbHBIX uccnenoBanusx 1l ¢asel. Ha ocHoBaHMM aHanmm3a JaHHBIX MCCIEOOBAHMM YacToTa
HEXKCIIaTCIIbHBIX peaKlII/Iﬁ HE TOBBICWJIACh, U HHUKAKHWX HOBBIX HEXKECIIATCIIbHBIX JICKAPCTBCHHBIX peaKHI/Ifl
WJICHTU(UIMPOBAHO HE OBLIO.

Onucanue OTASIbHBIX HEXKEIATSIbHbIX PEAKIIMI

YyuteiBas (papMakoJIOTHYSCKUA MEXaHU3M JCHCTBUSA, NTPUMEHEHHE pHBapoKcabaHa MOXKET
COIPOBOKIATHCS MOBBIIIEHHBIM PUCKOM CKPBITOTO WM SIBHOTO KPOBOTEUEHHUS U3 JTHOOBIX OPraHOB U
TKaHE, KOTOPOE MOXKET MPHUBOAUTH K MOCTTeMOpparuvyeckor aHemMuu. [Ipru3Haku, CHMOTOMBI U
CTETEeHb TsDKECTH (BKIIOYAs BO3MOXKHBIM JIETaNbHBIM HMCXOM) BapbUPYIOT B 3aBUCUMOCTH OT
JIOKAJTU3aINH, CTETICHH TSHKECTH WIIN MPOJAOHKUTEIIBHOCTA KPOBOTEUEHHUS U/WITH aHEMUU (CM. pa3ien

4.9.).

B ximmHM4eckux HCCICO0OBAHHUAX KPOBOTCUCHUA U3 CIN3UCTBIX 000JI0YEeK (a HMCHHO: KPOBOTCUCHUEC
W3 HOCa, JIeCeH, JKEeTyJOYHO-KUIIEYHOTO TPaKTa, MOYETOJIOBONH CHUCTEMBI, BKIIIOUash aHOMAIbHOE
BarMHAJILHOC WJIH YCHJICHHOE MEHCTPYaJIbHOS KPOBOTCUCHHE) W aHEMHs HAOJIOJAINCh Yallle Mpu
JUIUTEIPHOM JICUEHUU puBapokcabanom mo cpaBHeHHio c¢ yiedennem ABK. Takum oGpazom, B
JOTIONTHEHWE K HaJUIekKalleMy KIMHUYECKOMY HaONIOJICHHUI0, J1a00opaToOpHOE WCCIIEeIOBaHHE
reMOrJIOOMHA/TeMaTOKPUTa MOXKET OBITh 3HAUYUMBIM JUIS BBISIBJICHHUS CKPBITBIX KPOBOTEUYECHUH H
KOJMYECTBEHHOM OIEHKM KIMHUYECKOW 3HAYUMOCTU SIBHBIX KPOBOTEYEHUH, KOTOphIe OyayT
COUYTEHBI JOMYCTUMBIMH. PUCK pa3BUTHS KPOBOTCUCHHH MOXKET YBEIHMYMUBATHCA y OMPEACIEHHBIX
IPYNIl MAalMeHTOB, HAIpUMEpP, y MAlUEHTOB C HEKOHTPOJIUPYEMOM TSKEIOW apTepHabHON
TUNEePTEeH3UEeN 1/UITU TPU COBMECTHOM MPUMEHEHUH C TIperapaTaMu, BIUSIONIUIMHU HA TeMOCTa3 (CM.
pasmen 4.4.). MeHcTpyadbHOE KPOBOTEUEHHE MOXKET OBITh 0o0Jiee WHTEHCHUBHBIM W/WUIH
MpOAOJIKUTCIIbHBIM.
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T'OJIOBOKPY’KCHH, TOJIOBHON OO HMIIM HEOOBSICHUMBIX OTCKOB, OJBIIIKW WJIM MIOKa, Pa3BUTHUC
KOTOPOro HEJIb3s1 OOBSICHUTD APYruMu IpUYrHaAMU. B HCKOTOPBIX CiIydasxX BCICACTBUC aHEMHUU
Pa3BUBAJIIMCb CUMIITOMBI HIICMUH MUOKap/Ja, TAKHUC KaK 00J1b B rpyau u CTCHOKapaus.

ITpu npuMeHeHUn puBapoKcabaHa PerucTPUPOBAIMCH U TAKHE N3BECTHBIC OCJIOKHEHUS], BTOPUYHBIE
[0 OTHOLICHHIO K TSDKEJIBIM KPOBOTCUCHHSIM, KaK CHHIPOM MOBBIIIEHHOTO cyOdaciuuansHOro
JaBiieHus (KOMIIAPTMEHT-CUHPOM), MOYEYHas HEJOCTaTOYHOCTh BCIIEACTBHUE rumnonepdysuu uiu
HedponarTus, ACCOUUPOBAHHAS C TPUEMOM aHTHKOATYJIIHTOB. TakuM 00pazom, clieyeT yUuThIBaTh
BO3MOYKHOCTh KpPOBOTEUEHHUS IIPH OLIEHKE COCTOSHHUS JIH0OO0ro MalueHTa, I[OJIy4arollero
AHTUKOATyJISTHTBI.

COO6I.HCHI/I€ O IMMOJO03PEBACMBIX HCKECIATCIIbHBIX PCAKIIMAX

BaxHo coobmare 0 NOA03pEBAEMbIX HEXKENATENbHBIX PEAKLUSAX I0CIE PETUCTPALUU
JIEKapCTBEHHOI'0 IIpernapara ¢ LeJbl0 00eCHeueHUs] HENpPEepbIBHOIO MOHUTOPHHIA COOTHOIIEHUS
«IoJIb3a — PHUCK» JIEKAPCTBEHHOrO Impernapara. MeIUIUMHCKUM pabOOTHUKAM pEKOMEHAYETCs
coo01IaTh O JIOOBIX M0/103PEBAEMBIX HEKENATENIBbHBIX PEaKIMIX JEKapCTBEHHOTO IpenapaTa yepes
HAIlMOHAJIbHBIE CHUCTEMBbl COOOILIEHUS O HEXKEJIaTeNbHbIX peakUusX TIOoCylapCTB — YJICHOB
EBpa3suiickoro 3kOHOMHU4€ECKOI'0 COr03a:

Poccuiickas ®exepanus

denepanbHas ciayx0a 1o Hax30py B chepe 3apaBOOXpaHEHHUS

109012, r. MockBa, CiaBsiHcKast Tiiomiaib, 1. 4, ctp. 1

Tenedon: +7 (800) 550-99-03

OnexrponHas nmoura: pharm@roszdravnadzor.gov.ru

Caiit B mH(OPMAIMOHHO-TEIEKOMMYHUKAIIMOHHOW ceTh «HTepHeT»:
https://www.roszdravnadzor.gov.ru

Pecny0uka Ka3zaxcran

PI'TI ma IIXB «HanuoHanpHbI LEHTP JKCHEPTU3bl JIEKAPCTBEHHBIX CPEACTB M MEIULMHCKHUX
m3nenuit»  Komurera MeaMuMHCKOro M (apMaleBTUYECKOro KOHTpoJii  MuUHHCTEpCTBa
3npaBooxpanenus: Pecnyonuku Kazaxcran

Z00T6ES, r. Acrana, yn. A.Mmanosa, 13

Tenedon: +7 (7172) 235 135

Dnexkrponnas moura: farm@dari.kz

Caiit B uHGOPMAIIMOHHO-TENIEKOMMYHUKAIIMOHHOM ceTu «HTepHeT»:

http://www.ndda.kz

Pecny0iuka Benapych

PVII «llenTp sKcnepTH3 M HCHBITAaHUM B 3JpaBOOXPAaHEHMM» MUHHCTEPCTBA 31paBOOXPaHEHUS
Pecniy6nuku benapych

220037, r. MuHck, nep. ToBapuieckuii, 2a

Tenedon: +375-17-242-00-29

OnektponHas mouta: recpl@rceth.by

CaiiT B nH(pOpPMaIIMOHHO-TEJIEKOMMYHUKALIMOHHON ceTH «MHTepHeT»:

http://www.rceth.by

4.9. Ilepeno3upoBka

Coo001manock 0 peKux cirydasx nepeno3upoBku 10 1960 mr. B cnydae nepeno3npoBKH HEOOXOIUMO
THIATENFHO HAOMIOaTh MAIMEHTa Ha MPEAMET OCIOXKHEHHH B BHJIIE KPOBOTCUCHHS WM JAPYTHX
HEeXeIaTeNbHBIX peakiui (cM. moapasnen «JledeHue KpoBoTeUeHMI»). BeaeacTBue orpaHuYeHHOTO
BcachlBaHMs oOXumaercss J(PQeKT HachleHus 0e3 JambHEHIIero TMOBBIIICHUS CPEIHETO
coJiep>kaHusl puBapokcabaHa B IUIa3Me MpU TUMEpTepaneBTUUECKUX A03ax B 50 MI MK BBILIE.
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SIBIISICTCS aHICKCAHET anbda.

B cnydae mepeno3upoBKM Uil CHMXKEHMsI BCAachlBaHUS pUBAapoKcabaHa MOXHO MCIIOJIb30BaTh
AKTUBUPOBAHHBINA YT OJIb.

JleyeHHnEe KPOBOTEUEHUN

[Ipy BO3HUKHOBEHMHM OCJIO)KHEHUSI B BHJI€ KPOBOTCUEHHS Yy TMAIMEHTa, MPUHUMAIOIIETO
puBapokcalaH, CIeIyIONINI IpueM Ipenapara JI0JKeH ObITh OTIIOXKEH WM JeUeHUE JOJIKHO OBbITh
OTMEHEHO, B 3aBHCHUMOCTH OT cuTyanuu. [lepuon monyBbiBeneHHs] puBapokcabaHa COCTaBIISET
npuOmM3uTeNnbHO 5—13 yacoB (cMm. pasnen 5.2.). Jleuenue ciueayer moadupaTh WHIWBUIYAIBHO, B
COOTBETCTBHUM C TSDKECTBIO W JIOKaIM3aluend KpoBoTeueHHs. I[Ipu HEOOXOIMMOCTH MOMKET
MPUMEHSTHCSI  COOTBETCTBYIOILIEE CHUMITOMATHYECKOE JIEUCHHE, HalpuMep, MeXaHUudecKas
KoMIIpeccus (HarpuMep, B Cliydae CUIIbHOI'O HOCOBOTO KPOBOTEUEHHUS ), XMPYPTrUUECKUM FeMOCTa3 C
MpoLeaypaMu KOHTPOJIS 32 KPOBOTEUEHHEM, BOCIIOJTHEHHE 00beMa )KHUIKOCTH ¥ FeMOIuHAMUYecKast
MOJICPKKA, MPUMEHEHHE MPENapaToB KPOBH (IPUTPOIUTAPHON MACCHI MJIU CBEXKE3aMOPOKEHHON
J1a3Mbl, B 3aBUCUMOCTH OT COITYTCTBYIOIIEH aHEMUU WM KOATryJIONaTHH) UITU TPOMOOIIUTOB.

Eciu nepeunciieHHbIe BBIIIE MEPOTIPUATHS HE IPUBOIAT K YCTPAHCHUIO KPOBOTECUCHHSI, MOKET OBITH
Ha3HAYCH CeU(PUICCKUNA aHTHIOT HHTHOUTOPOB (akTopa Xa (aHaeKcaHeT anbda), MOIaBIISIOIIHMA
(dapMakoIMHAMHYECKOE JACWCTBUE pHBapokcadaHa, WIM CHeUU(UIECKAN TMPOKOATYISTHTHBIN
npemnapar, HalpuMep, KOHIIEHTPAT MPOTPOMOMHOBOIO KOMIUIEKCA, KOHIICHTPAT aKTUBUPOBAHHOTO
POTPOMOMHOBOTO KoMILIeKca, pekomOuHaHTHbI ¢akTop Vlla (rf VIla). Onnako 10 HacTosmiero
BPEMEHH OIBIT TMPUMEHEHHUS JTUX TMpenapaTroB NpHU JIEYCHUH MAlMEeHTOB, MOTYYarOIINX
puBapokcabaH, OYeHb OrpaHudeH. JlaHHBIE PEKOMEHIAIMHM TaK)Xe€ OCHOBAaHBI HAa OTPAHUYCHHBIX
JNOKJIIMHUYECKUX JaHHbIX. HeoOxonmMo mpeaycMOTpeTh MEepecMOTp 103kl PEKOMOMHAHTHOTO
dakropa VIla u THUTpOBaHWE B 3aBUCHUMOCTH OT CHW)KCHHS AaKTHBHOCTH KPOBOTEUCHHUs. B
3aBHCUMOCTH OT MECTHOM JOCTYIMHOCTH, B Cllydae OOJIBIIOr0 KPOBOTEUEHHUS CIEYeT pacCMOTPETh
BO3MOYKHOCTh KOHCYJIBTAIIMHU CO CIIEIIUATUCTOM I10 KOAryJsuu (cM. pa3gen 5.1.).

Oxumaercsi, 4yTo mnpoTamuHa cyiabdar W BuTamMuH K He OyAayT oOKa3blBaThb BIUSHHMS Ha
IIPOTUBOCBEPTHIBAIOIYIO aKTUBHOCTh pUBapoKcabaHa.

HNMeercss OrpaHMYEHHBIN OINBIT IPUMEHEHUS TPAHEKCAMOBOM KHCIOTBI U OTCYTCTBYET OIIBIT
IIPUMEHEHHsSI aMUHOKAIIpOHOBOM KHCIOTBI M  aNpOTMHMHA Yy IIAlHEHTOB, IOJYYarOIIHUX
puBapokcabaH. HayuyHoe 060cHOBaHUE 11€71€CO00PAa3HOCTH WM OMBIT UCHOIb30BAHUS CUCTEMHOIO
reMOCTaTUYECKOro Ipenapara JeCMOIPECCHH Yy MalUeHTOB, NOJIYYalolUX pHUBapokcadaH,
OTCYTCTBYET. YUHUTBIBas WHTEHCHUBHOE CBS3bIBAHHME C O€JIKaMHM IUIa3Mbl, OXXKHUJAETCs, 4YTO
puBapokcabaH He OyJIeT BBIBOJUTHCS MPU MPOBEACHUH JUAIIN3A.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. dapmakoguHaAMHYecKHe CBOIiCTBA

dapMakoTepaneBTUYeCKas TPYIa: aHTUTPOMOOTHYECKHE CPEJICTBA; IPSIMbIE HHTUOUTOPHI (haKTopa
Xa.

Kox ATX: BO1AF01

MexaHu3M JIENCTBUS

PuBapokcabaH — BBICOKOCENEKTUBHBIA NpAMOM MHrHOMTOp (hakTopa Xa, oOmamaronuii BHICOKOM
OMOJOCTYITHOCTHIO IPU MIPUEME BHYTPb.

AxtuBaius (akropa X ¢ oOpazoBaHueM ¢akropa Xa uepe3 BHYTPEHHMH M BHEUIHUN MyTH
CBEpPTBHIBAHUS WIPAET LEHTPAIBHYIO pPOJIb B KOAryJssLMOHHOM Kackage. dakrop Xa sBisercs

19



COOTBETCTBYET 3KI(

oT b s AU 0 N=- Jaa3U

KOMIIOHEHTOM (DOPMHUPYIOLIEr0Cs IPOTPOMOUHA3ZHOTC KOMHHé@a:,:ﬂ-elﬁdq"hfbr_é':Ko:rmeoF(')"ﬁpI/fﬁomlj K

NpSIMOMY TIPEBPAIICHUIO TPOTPOMOMHA B TPOMOWMH. B pesynabTare 3TH peakiMu MPUBOIAT K
dhopmupoBanuio GUOPHUHOBOTO TPOMOAa M aKTUBALIMK TPOMOOIIUTOB TpoMOMHOM. OJHa MOJIeKyja
dakropa Xa xaramm3upyet obpazoBanue 6oixee 1000 Monekyn TpoMOMHA, YTO MOJYYUIIO Ha3BAHUE
«TPOMOMHOBOTO B3pbIBa». CKOpPOCTh pEakIMKM CBS3aHHOIO B MpoTpoMOuHa3ze Qakrtopa Xa
yBennuuBaercs B 300000 pa3 1o cpaBHEHUIO ¢ TAKOBOM CBOOOIHOTO (hakTopa Xa, 9To 00ecreynBaeT
pe3Kuii CKayoK B ypoBHEe TpoMOWHA. CelleKTUBHBIE MHTHOUTOPHI (hakTopa Xa MOTYT OCTAHOBUTH
«TpOMOMHOBBIN B3pbIB». TakuM o0pa3oM, puBapokcabaH OKas3bIBaeT BIMSHUE HA PE3YJIbTaThI
HEKOTOPBIX CIeNU(UICSCKAX UITH OOIIHX JIAOOPATOPHBIX MCCIICIOBAHUH, TPUMEHSIEMBIX JUIS OIICHKU
CBEPTHIBAIOLINX CHCTEM.

dapmarkonmaamuueckue 3heKTsl

VY yenoBeka HaOIIOAAETCS 10303aBUCUMOE HHTHOMpPOBaHNE akTUBHOCTH (hakTopa Xa. PuBapokcaban
OKa3bIBaeT J0303aBHCHUMOC BIIMSHUE HA TMPOTPOMOMHOBOE BpeMs M OJU3KO KOPPEIUPYET C
KOHIIeHTpanusMu B miazMe (r = 0,98), ecnu mnst amanusa ucnoib3yercs Habop Neoplastin. [Ipu
UCIOJIb30BAHUU JIPYTUX PEAKTHBOB PE3YJbTaThl OyayT oTiau4vathes. [IpoTpomMOMHOBOE Bpems
CIIEYET U3MEPSTh B CEKyH/ax, Mockoinbky MHO oTkanuOpoBaHO u cepTH(PHUINPOBAHO TOJIBKO IS
MPOU3BOIHBIX KyMapruHa M HE MOXKET IPUMEHSTBCS ISl IPYTHX aHTUKOATYJISTHTOB.

B  ximHMYeckoM  (apMakoJIOTHYECKOM  HWCCICAOBAaHMM  M3MEHEHHs  (papMakoJMHAMUKA
puBapokcabaHa y 3JI0pOBBIX B3pOCIBIX JOOPOBOJBIEB (n = 22) ObUIO BBIABICHO BIIUSHUE
OJHOKpaTHBIX 103 (50 ME/Kr) nBYX pa3nuyHbIX THIIOB KOHLIEHTPATa MPOTPOMOMHOBOTO KOMILIEKCA!
tpexdaxTopHoro (paxrtopsl I, IX u X) u 4-pakropnoro (paxropst I, VI, IX u X). TpexdakropHsbiii
KOHIICHTPAT MPOTPOMOMHOBOTO KOMILJIEKCA CHU3WI CPEHNE 3HAYCHHUSI TPOTPOMOMHOBOTO BPEMEHH
(Neoplastin), npumepHo Ha 1,0 cekyHay B TedyeHue 30 MHUHYT [0 CPaBHEHHUIO CO CHUKEHHUEM
OpUMEpPHO Ha 3,5 CEeKyHAbI, HAOIIOJaeMbIM TPU HCIOJIB30BaHUH 4-()aKTOPHOTO KOHIIEHTpaTa
IpOTPOMOMHOBOrO KoMIulekca. HampoTuB, Tpex(pakTOpHBI KOHLEHTpAaT HPOTPOMOMHOBOTO
KOMIUIEKca OKa3zajl Ooyiee CUiIbHOE M ObICTpoe O0llee BIMSHME Ha OOpaTUMOCTh M3MEHEHHH B
TeHEpaluu HHJIOTEHHOro TpOMOMHA, YeM YeThIpeX(aKTOPHBII KOHLEHTPAT HPOTPOMOMHOBOTO
KoMIuIekca (cM. pazzaen 4.9.).

VY nmanueHToB, KOTOPBIM MPOBOJATCS OOJIbIINE OPTONEIUYECKUE ONepaluu, 5/95-npoueHTHIn s
nporpoMbuHoBoro BpemeHu (Neoplastin) uepe3 2—4 wyaca mocie npueMa TabgeTku (T.e. Ha
Makcumyme 3¢ dekra) BappupyroT oT 13 10 25 cexyH[I.

VY nanueHToB, MOJYYaIONIMX PUBAPOKCA0aH JUIS JIEYEHUSI W NMPOMUIAKTHKHA PEIINBOB TpomOo3a
rny6okux BeH (TI'B) m tpomOGosmbGonuu nerounoi aprepuu (TDJIA), 5/95-nmpouentunu s
nporpoMOuHoBoro BpemeHu (Neoplastin) uepes 2—4 wyaca mocie mnpueMa TabneTku (T.e. Ha
MakcuMmyme 3 dexTa) BappupyroT oT 17 10 32 cekyHA y NallMeHTOB, IpUHUMAIOUMX 15 Mr 1Ba paza
B JIeHb, 1 OT 15 10 30 cexyH1 y MannueHToB, IPUHUMAIOIIKX 20 MI OJTMH pa3 B JICHb.

Taxoke puBapokcadaH J0303aBICUMO YBEINYMBAET aKTHBUPOBAHHOE YaCTHYHOE TPOMOOIIIACTHHOBOE
Bpema (aAUTB) wu pesymbrar HepTest; oanako 3T mapaMeTpbl He PEKOMEHAYETCS
MCIIOJIb30BaTh JJIsl OLEHKU (apMakoJIuHaMU4ecKuX 3P QpekToB puBapokcabana. B nepuos neuenus
pHuBapokcabaHOM MTPOBOJIUTH MOHUTOPHHT TapaMETPOB CBEPTHIBAHMS KPOBU He Tpedyercs. OnHako,
eclaM s 9TOTO eCTh KIMHHYECKoe O0OOCHOBaHHWE (Hampumep, MpU TEPeAo3UpOBKE IpernapaTa
WIH B ClIy4ae HEOOXOIUMOCTH SKCTPEHHOI'O XHPYPrHUECKOTO BMEUIATENILCTBA), KOHIICHTPALHS
puBapokcabaHa MOXKET OBITh H3MepeHa MPU MOMOIIH KATHOPOBAHHOTO KOJIMYECTBEHHOTO TeCTa aHTH-
¢axTopa Xa (cM. pa3gen 5.2.).

Oco0BbIe TPYITIBI NAIUEHTOB

Bruanue na koppueupoeannwiti unmepsan QT

VY 310pOBBIX MYXYMH M KEHIIUH crapuie 50 ser ymnuHeHue uHTepBasa QT mox BiausgHUEM
puBapokcabaHa He Ha0JII0JAJIOCh.
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Tlayuenmul ¢ 8biCOKUM PUCKOM MPOUHO20 NOSUMUBHOZO anmu%aﬁo]mi’;ludﬂ'ozofub

B cmoncupyemoM  mccienoBareneM — paHAOMH3HMPOBAHHOM — OTKPBITOM — MHOTOIIEHTPOBOM
HCCIIEIOBAaHUHU C 3aCJICIUIEHHON OLIEHKOM KOHEUHBIX TOYEK PUBApPOKCaOaH U3ydaliCsl B CPAaBHEHUU C
BappaprHOM Yy TAIIUEHTOB C TPOMOO30M B aHAMHE3€ M C BHICOKMM PHCKOM TPOMOOIMOOIUIECKUX
COOBITHH, Y KOTOPBIX IMarHOCTUPOBAH aHTU(HOCPOIUIUIHBIN CUHIPOM (TIOJI0XKUTEIBbHBIA pe3ybTaT
IUISL BCEX TPEX TECTOB HA aHTH(POCHOTUIMHUTHBINA CHHAPOM: HAJTMUNE BOITYAHOUHOTO aHTHKOATYJISHTA,
aHTUTEJI K KApAUOJIUIINHY U aHTUTEN K OeTa-2-rimkonpotenny 1). [Tocne Bkiarouenus 120 nauneHToB
UCCIIeIOBaHNE  OBUIO  TPEKpalleHO  JOCPOYHO IO  IMPUYMHE  MOBBIIIEHHOW  YaCTOTHI
TpOMO03MOOINYECKUX COOBITUH y MALIMEHTOB B IPyIIe puBapokcabaHa 110 CPaBHEHUIO C Tepanuen
Bappapurom. CpeaHss MPOAODKUTEIBHOCTh IepHoAa HabmrogeHus coctaBuia 569 nueit. 59
NalUEeHTOB ObUIM PaHIOMH3HPOBAHBI B TPyIy puBapokcabana B 1o3e 20 mr (15 mr 1yis manueHToB
Cc KiupeHcoM KpearuHmHa <50 wmu/mmH) m 61 — B rpymnny Bapdapuna (MHO 2,0-3,0).
Tpom6osmbonuyeckue coObiTus npousouv y 12 % nanueHToB, paHIOMU3UPOBAHHBIX B IPYIIY
puBapokcabaHa (4 WIIEMHYECKUX WHCYJAbTa W 3 UH(apKTa MHOKapaa). Y MaIUeHTOB,
PaHIOMU3UPOBAHHBIX B TIPYyNIy BapdapuHa, COOBITHS HE ObUIM 3aperucTpupoBaHbl. bosbiroe
KpOBOTEUYECHHE MPON301uI0 Y 4 nanueHToB (7 %) u3 rpynmnsl puBapokcadbana u 2 manueHToB (3 %) u3
rpymiiel BappapuHa.

5.2. ®apMaKkoKMHeTHYECKHE CBOICTBA

AOGcopOrwms

PuBapokcaban ObICTpO BcachiBaeTcs; MakcuMaibHas KoHUeHTpalus (Cmax) TOoCcTUTaeTCs uepe3 2—4
Yaca nociie npueMa TabaeTKu.

[Ipu mpueme puBapokcabaHa BHYTpPb B BHJE TabJIeTOK I03MpoBKOM 2,5 mr m 10 mr mpemapar
BCAChIBAETCSI MTPAKTUYECKHU MOJHOCTBIO U XapaKTePHU3yeTCsi BHICOKOM OuomoctymHocThio (80—100
%) HezaBucuMo OT npreMa nui. COBMECTHBIN ¢ NHUILEN preM puBapokcabana B go3e 2,5 Mr u 10
mr He BiusieT Ha AUC u Cmax. PuBapokcaGan B popme TabiieTok 103MpoBKOH 2,5 MI' 1 10 Mr MOXKeT
Ha3HAy4aThCsl Ui MpUEMa BO BpeMs ellbl WM HE3aBHCHMO OT Mpuema numy. dapMakoKHHETHKA
puBapokcabaHa sBJISETCS MPaKTUUYECKH JIMHENHOU npu npueme 10 15 mr 1 pa3 B aens. Ilpu Gonee
BBICOKMX [103aX pUBapoKkcabaH JAEMOHCTpUpYeT aOCOpOLHMIO, OrpaHHMYEHHYI PAacTBOPEHHEM, CO
CHIDKEHHEM OMOJIOCTYITHOCTH M CKOPOCTH BCACHIBaHHWS 10 MEpEe IMOBBIIICHHUS 03Bl JTO Ooiee
BBID@KEHO IMpM IpHEME HATOIAK, 4YeM Ipu IpuemMe BO BpeMs eapl. DPapMaKOKHHETHKA
puBapokcabaHa XapaKTepH3yeTcsi yMEpEeHHON WHANBUIYAIbHOW H3MEHYHBOCTHIO; MHIMBUIyaJIbHAS
W3MEHUYUBOCTH (BapualmoHHbIH ko3¢ dunuent) cocraBuseT ot 30 g0 40 %, 3a uckIrOUeHUEM JHS
MIPOBE/ICHUS] XUPYPTUUECKON OTepali M CIEAYIOMIEro JIHS, KOTJAa W3MEHYHBOCTH JKCIIO3WIHH
BbIcokast (70 %).

BcacrkiBanue puBapokcabana 3aBUCUT OT MecTa BhicBoOokIeHus B JKKT. CHmkenue B 29 % u 56 %
B AUC u Cmax, COOTBETCTBEHHO, B CPaBHEHUHU C MPUEMOM IIE€JIOW TaOJIeTKH, HAOI0aI0Ch MPH
BBEJICHUHM TPaHYJsITAa puUBapokcabaHa B MPOKCUMAIBHBINA OTIET TOHKOW KHINKH. JKCTO3UIUS
npemapata B OOJbIleld CTENEHU YMEHBIIAETCS] MPU €0 BBEJACHUU B JUCTAIBHBIN OTIEN TOHKOU
KHUIIKA WU BOCXOIAIIYI0 oOomounyro kumiky. Crnemyer m3berath BBEACHHsI puBapokcabaHa B
)KGHYHOLIHO-KHHquHBIﬁ TPAKT AUCTAJIIBHEC XKCITYAKa, IMOCKOJIBKY 3TO MOXKCT IOBJICYb CHHIKCHHUC
BCACBHIBaHMS M, COOTBETCTBEHHO, YKCIIO3UIUH Tpernapara.

buonocrynnocts (AUC u Cmax) M3MENbYCHHOM TablleTKu puBapokcabaHa a03upoBkoil 20 wmr,
MPUHATONW BHYTPb B CMECH C S0JIOUHBIM MIOPE WM CYCIIEHINPOBAHHON B BOJIE U BBEIEHHOU uepes
KETMyJOYHBIH 30HJ C TOCIEIYIONMM IPHEMOM JKHJIKOTO TIHTaHHs, ObUIa COMOCTaBUMa C
OMOJOCTYHOCTBIO TPU TpHEMEe LeJOoH TabJIeTKH. YUMThIBas NpeacKa3yeMblid 10303aBHCHUMBIN
(dbapmakokuHeTHYeCKU  Tpodmwib  puBapokcabaHa, pe3yJabTaTbl  JAHHOTO  HMCCJIEIOBAaHUS
OMOIOCTYITHOCTH MPUMEHHUMBI TaK)Ke U K 00Jiee HU3KUM J103aM Iperapara.

Pacnpenenenune
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[ OBL HOCTE O011]
B opraHmsMe 4eoBeKa Gonblias YacTh puBapokcadana (92-95 O Al AR b SR B AL
OCHOBHBIM  CBSI3BIBAIOIIMM KOMIIOHEHTOM  SIBIISIETCS  CBIBOPOTOUHBIM  ambOymuH. OOBeM
pacrnpeneneHust — yMEpeHHbBIN, Vss COCTABIISIET MPUOIH3UTEIHHO S0 1.

BI/IOTDaHCd)ODMaI_II/ISI U 3JIMMHUHAILIUA

[Ipu mpueme BHYTpbh NpUOIU3HUTENHLHO 2/3 OT Ha3HAYEHHOH J03bI pUBAapOKcabaHa IMOABEPraeTcs
MeTaboJIu3My U B JaJbHEHIIEM BBIBOAUTCS PABHBIMU YaCTAMHM TMOYKAMU M Yepe3 KHUIICUHUK.
OcraBmiasics 1/3 10361 BHIBOJUTCS IMOCPEACTBOM IPSIMOM MOYEYHON SKCKPEIMHM B HCH3MEHEHHOM
BH/JI€, TJIABHBIM 00pa30M, 3a CUET aKTUBHOM MTOYEYHOUN CEKpEIUu.

PuBapokcaban merabonusupyercs nocpenactsom uszopepmentoB CYP3A4, CYP2J2, a Taxxke npu
MOMOIIM MEXaHU3MOB, HE3aBUCHMBIX OT CHUCTEMbI LHUTOXPOMOB. OCHOBHBIMH y4YacTKaMHU
OouoTpaHchOpMaIUK SIBIISIIOTCS OKUCICHUE MOP(OIMHOBON TPYIIIBI U TUAPOIU3 aMHIHBIX CBS3CH.
CoryiacHO JaHHBIM, IOJNy4CHHBIM IN VItro, puBapokcabaH sBISCTCS CyOCTpaToM Juis OCIIKOB-
nepeHocunkoB P-gp (P-rmukonpotenna) u Berp (6enka ycTOHYMBOCTH paka MOJIOYHOM JKENE3bl).

HewnsmeHneHHbIl puBapoKcadaH SBISETCS €AMHCTBEHHBIM aKTHBHBIM COCTUHEHHUEM B YEJIOBEUECKOU
1a3Me, 3HAYUMBIE HWIIM aKTUBHBIE IUPKYIHPYIOUIME METabOoNHUTHl B IUIa3Me He OOHApYKEHBI.
PuBapokcabaH, CHCTEMHBII KIMPEHC KOTOPOTO COCTaBIsieT mpuoOam3uTenabHo 10 /4, MoxeT ObITh
OTHECEH K JIEKQpCTBEHHBIM BEIIECTBAM C HHU3KUM KIUpeHcoM. [lepmon mMoiyBbIBEICHUS TOCIHE
BHYTPUBEHHOTO BBeJCHHS /10361 1 Mr cocraBisier okoso 4,5 yacos. [locne mepopanbHOro mpuema
ANMMHHALIMSA OTPaHUYEeHAa CKOPOCThIO BcachiBaHus. [Ipu BbIBeZeHHHM puBapokcabaHa W3 IUIa3Mbl
KOHEUHBIH MEPUOJT TOTYBBIBEICHHS COCTABIISET OT 5 10 9 4acoB y MOJIO/IBIX MAaMeHToB U oT 11 1o
13 yacoB — y NOXKUJIBIX NALMEHTOB

Oco0ble rpynIibl NAMEHTOB

Llon

VY MyX4{H U )KEHIIUH KIMHUYECKU 3HAUUMBbIX pa3inyuil papMakOKMHETUKU HE OOHApYX EHO.
Jluya noosicunozo 6ospacma

VY MOXHITBIX MAIMEHTOB KOHIICHTPAIUS pUBapoKcadaHa B TUIA3ME BBIIIE, YEM Y MOJIOJIBIX ITAIIUEHTOB,
cpennee 3Hadenne AUC mpubnusurtensHo B 1,5 pasza mpeBblliaeT cOOTBETCTBYIOIINE 3HAUCHUS Y
MOJIOJIBIX MAIMEHTOB, TJIABHBIM 00pa30M, BCJICJICTBUE KaXYIIETOCS CHIDKEHHUS OOIIET0 U MOYeYHOTO
knupenca. [lannrenTam mo>xuinoro Bo3pacta KOpPEeKIus 1035l He TpedyeTcs.

Macca mena

Cnumkom manasi un 6onbias macca tena (Menee 50 xr u 6onee 120 Kr) IuIIb HE3HAUYUTEITHHO
BIIMSIET HA KOHIICHTPAIIUIO pUBapoKcadaHa B IyIa3Me (pa3inune cocTaBiseT Menee 25 %) (cm. pazaen
4.2.). Koppekius 10361 pernapaTa B 3aBUCHMOCTH OT MACChI TeJIa MallueHTa He TPeOyeTcsl.

Mesxcomuuueckue paznuuus

KnuHudeckn 3HAYMMBIX pa3nuuuil  (HapMakOKMHETHKH U (papMakOAWHAMHUKH Yy TAIIHEHTOB
€BPOTECOUTHOM, ahpoaMEePUKAHCKON, TATHHOAMEPUKAHCKOM, STIOHCKOW WM KUTAMCKOW STHHYECKOU
MIPUHA/IISKHOCTH HE HAOII0JaI0Ch.

Ileyenounas neoocmamounocms

VY manueHToB ¢ HUPPO30OM IMEUYEHH C JIETKOM CTENeHbI0 MEUeHOYHON HE0CTaTOYHOCTH (Kj1acc A 1o
Yaiina-I1e10) apmakokuHeTHKa puBapokcabaHa JIMIIb HE3HAYUTENIBHO OTJIMYaNach (B CpeIHEM
ormeuanoch yBenuuenne AUC puBapokcabana B 1,2 pa3za) oT COOTBETCTBYIOIIMX IOKa3aTeslel B
KOHTPOJIBHOM TpYIIE 3/0pPOBbIX MCIBITYEMBIX. Y MAIlMEHTOB C IHUPPO30OM IEYEHHU C MEUEHOUYHOU
HEJOCTAaTOYHOCThIO cpenHel cremeHu Tsokectu (kmacc B mo Yaitnn-Ileto) cpemnsisi AUC
puBapokcabaHa Obula 3HaUMMO TOBBIIIEHHON (B 2,3 pa3a) MO CpPaBHEHHUIO CO 3/I0POBBIMH
no6poBoibiaMu. 3Hayenne HecBsizanHoW AUC Obuto moBblieHo B 2,6 pa3a. CKOpOCTh BBIBEICHHUS
puBapokcabaHa MOYKaMH Y TAaKUX MALMEHTOB OblJIa CHUKEHA TAKXKE, KaK U 'y AIIMEHTOB CO CpeHEH
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OT 1. Us

CTEIICHBIO TOYCUHOM HEAOCTATOYHOCTH.

JlaHHbBIE IO MAMEHTaM C TSKEJIOW MEYEHOYHOM HEJOCTATOYHOCTBIO OTCYTCTBYIOT.

[TogaBnenne akTUBHOCTH (akTopa Xa y MAIMEHTOB C MEYEHOYHOW HEJOCTATOYHOCTHIO CPEIHEH
creneHu Tsoxectu (kiace B mo Yaitna-11st0) 66u10 BeIpaxkeHo cuibHee (B 2,6 pasa), 4eM y 3J0pOBBIX
T0OpOBOJIBIIEB; NPOTPOMOMHOBOE BpeMs Takke B 2,1 pasza mpeBhIIAIO MOKa3aTeNH y 370POBBIX
noOpoBosbiieB.  [lallMEHTBI CO  CPEOHETSDKENOW  IMEYEHOYHOW  HEJOCTaTOYHOCTBhIO — OoJee
YyBCTBUTEIbHB K pHBAapoOKcaOaHy, dYTO SBISETCS CIIEACTBHEM Oojee TECHOW B3aHMMOCBS3H
dapmakonuHamuueckux 3¢p¢GexkToB u (PapMaKOKMHETHUECKUX IapaMeTPOB, OCOOCHHO MEXIY
KOHILIEHTPALUEH U TPOTPOMONHOBBIM BPEMEHEM.

PuBapokcaban mpOTHBOIIOKAa3aH TMalMeHTaM ¢ 3a00JCBaHUAMU I€YEHHU, NPOTEKAOIUMH C
KOAarysionaTtiuel u KIMHIYECKH 3HAaYNMBbIM PICKOM KPOBOTEUYEHHS, BKIIIOYAs MTALMEHTOB C IIUPPO30OM
neuenu kiaccoB B 1 C no knaccuduranun Yaiina-I1sto (cm. pasnen 4.3.).

Toueunas neoocmamoyunocme

VY nmauMeHToB ¢ HapylleHHeM (QYHKIMHM [OYEK HaOII0/ajoch yBEIMYEHHE IUIOMIAAU MOJ KpUBOU
KOHIIEHTpaLUsA-BpeMsl puBapokcabaHa, 00paTHO NPONOPLMOHAIBLHOE CTENEHN CHIDKEHUS TOYSUHON
¢byHKIMHU, orleHnBaeMoi 1o kiaupeHcy kpeatuanHa (KK).

VY nauuentos c jerkoi (KK 50-80 mn/mun), cpenneit (KK 30—49 mn/mun) unu tsxenoii (KK 15-29
MJI/MUH) CTETICHBIO IMOYEYHOW HEAOCTATOYHOCTH HAOII0JAIOCh COOTBeTCTBeHHO 1,4-, 1,5- m 1,6-
KpaTHOE yBeJIMYEHHE KOHILIEHTpaluii puBapokcadana B riazme (AUC) 1o cpaBHEHHIO CO 310POBBIMH
no6poBosibiiamu. COOTBETCTBYIOIIEE yBeNMUeHUE (DapMakoAUMHAMUYeCKuX 3PPeKToB ObLIo Oosee
BBIPOKCHHBIM.

Y manuMeHToB C JIETKOW, CpelHEHd W TSHKEIIOW CTENEeHBbIO HapylieHHs (YHKIUH IOYeK olriee
MoJIaBlieHUEe akTHUBHOCTU (hakTopa Xa yBenuuumBasioch B 1,5, 1,9 m 2 pasa mo cpaBHEHHIO CO
3JI0pPOBBIMH J100pOBOJIBLIAMH; TPOTPOMOMHOBOE BpeMsl Takke yBennduBaiocs B 1,3, 2,2 u 2,4 paza,
COOTBETCTBEHHO.

JlanHble 0 mpuMeHeHUH puBapokcabana y nanueHtoB ¢ KK <15 mi/MHH OTCYTCTBYIOT.

B cBs13u cO 3HAYNTEIILHBIM CBSI3BIBAHUEM C O€JIKaMU ILUIa3MBbl CUHUTACTCA, UYTO pI/IBap0K036aH HC 6yz[eT
BBIBOAUTHCA C IIOMOIIBIO I'€MOIHAIN3a.

He pexomenayercs npumensats npenapat JJAKCABPUC y nauuentos ¢ KK <15 mn/mun. [Ipenapar

JNAKCABPUC criegyeT npuMeHSTh C OCTOPOXKHOCTHIO y manueHToB ¢ KK 15-29 mu/MuH. (cM. paznen
44).

DapMaKOKMHETHUECKUE TAHHBIE V HAIIMEHTOB

VY nanueHToB, nmosyyaroumx puBapokcaban B go3e 10 mr 1 pa3 B aeHp i npodunaktuku BTO,
reomeTpuydeckoe cpeanee Konnentpanuii (90 % npeaMKTUBHBIA HMHTEepBal) yepe3 2—4 uaca u
MIpUMeEpHO yepe3 24 yaca 1ocie npueMa npernapara (4To IpuMepHO COOTBETCTBYET MaKCUMAIbHON U
MUHUMAaIbHON KOHIeHTpanusam) coctaBuiio 101 (7-273) mxr/n u 14 (4-51) MKI/1, COOTBETCTBEHHO.

(DaDMaKOKI/IHCTI/FICCKaH-d)aDMaKOHI/IHaMI/I‘{CCKa}I 3aBUCHUMOCTD

CootHomieHne (hapMaKOKMHETHUECKHUX MapaMeTpoB U papMakogrnHamuueckux 3¢ dexton (OK/DJI)
MEXy KOHIEHTpaluel puBapokcabaHa B IIa3Me KpPOBH M KOHEYHBIMH (papMakoJMHAMUYECKUMU
Toukamu (MHrubupoBanue (axtopa Xa, nporpomoOunoBoe Bpems, AUTB u pesynbrar HepTest)
OLIEHUBAJIOCH MIPH MIpUeMe puBapokcabaHa B IIUPOKOM Juarna3zoHe 103 (ot 5 mo 30 mr aBa pasza B
JeHb). B3auMoCBsi3b MeXIy KOHLEHTpaluel puBapokcabaHa U aKTUBHOCTHbIO (akTopa Xa
HAWIy4IIUM 00pa3oM MPOJIEMOHCTPUPOBAHA C UCMOIb30BaHueM Mozenu Emax. Mojens nuHeiHoM
perpeccuu Jydile JE€MOHCTPUPYET B3aMMOCBSI3b MEXAYy KOHIEHTpalnued puBapokcabaHa u
3HaYeHWEM TNPOTPOMOMHOBOTO BPEMEHHU. YTJIOBOW KOA(POHUIMEHT 3HAUYMUTEIBHO MEHSICA B
3aBUCUMOCTH OT PEaKTHUBOB, MCIIOJIb3YEMBIX JUISl ONpENeNIEHUs] POTPOMOMHOBOrO BpeMeHHu. [Ipu
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okoio 13 cek ¢ HakiIOHOM JuHHH OKOJIO 3—4 cek/(100 mkr/im). Pe3ynbpTaTel aHaam3a COOTHOIICHHUS
OK/D]] B uccnenosanusix Il u Il pa3pr cooTBeTCTBOBAIM aHAIOTMYHBIM IMOKA3aTEISAM Y 3JOPOBBIX
naruenToB. Ha ncxoansnii ypoBeHs GakTopa Xa v mpoTpOMOMHOBOE BPEeMsl y MAlIMEHTOB OKa3bIBajIa
BIIMSIHME XUPYpPruUyecKas oneparusi, 4To NPUBOAWIO K Pa3HUIIE B HAKIOHE JINHUM KOHIICHTPALIMS -
IPOTPOMOMHOBOE BpeMsI MEXKILy THEM ITOCTIe OTIEpAIH U CTA0MIBHBIM COCTOSTHUEM.

Leru

bezonacHocTh 1 3(eKTUBHOCTh pUBapoOKcabaHa y JIeTel W MOAPOCTKOB B Bo3pacte 10 18 ner He
YCTaHOBJICHBI 110 TIOKAa3aHUIO TIepBUYHAs IpodriakTika BTD.

6. PAPMAIIEBTUYECKHUE CBONMCTBA
6.1. Ilepeyennb BcmoMoraTejibHbIX BellleCTB

Hemnrono3a mukpokpuctamueckas Taumn 101
JlakT03B1 MOHOTHIPAT

Kpockapmenno3za Hatpust

I'unpomennosza

Maruus creapar

Hatpus naypuncynsdar

[Inenouynas 060I04Ka:

[ToMMBUHUIIOBBINA CITHUPT

Turana nuokcun (E 171)

Makporoa 4000

Tanbk

Kpacutens xenesa okcup xxentoiit (E 172)
Kpacutens xene3za okcun kpachsiii (E 172)

6.2. HecoBMecTHMOCTD

He nmpumennmo.

6.3. Cpox roqHocTH (CPOK XpaHeHHs])

3 rona.

6.4. Oco0ble Mepbl MPEeJOCTOPOKHOCTH NPU XPAHEHUH
XpaHuUTh NpH Temneparype He Boiiie 25 °C.

6.5. XapakTep u conep:kaHue YNaKOBKH

I[To 10 TabmeTok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY W3 IUIGHKH KOMOWHMPOBAHHOU
(MOAMBUHWIXJIOPU,I/TIOIMBUHUIUACHXJIOPUT) U (DOJIBIY aJIFOMUHHUEBOM NI€YaTHOM JTaKHPOBAHHOM.

ITo 10, 30 umu 100 TabneTok B GaHKY MOJMMEPHYIO (M3 MOJIMATUIICHA BBICOKOM IUIOTHOCTH) IS
JIEKapCTBEHHBIX CPEACTB, YKYNOPEHHYIO KPBIIIKOW MOTMMEPHON (M3 MOJUIIPOIUIIEHA) C KOHTPOJIEM
IIEPBOTO BCKPBITHS.

Ha 0anky Hak/IeMBalOT 3TUKETKYy M3 OyMaru 3TUKETOYHON WJIM MHUCYEH WM CaMOKIIESIIYIOCS
JTUKETKY.

Kaxnyro G6anky, 1, 3 miam 10 KOHTYpHBIX SYCHKOBBIX YMAKOBOK BMECTE C JIMCTKOM-BKJIAIBIIIEM
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(MOCNEONOBA

MOMEIAI0T B MAYKy U3 KapTOHa KOPOOOUHOTO.

6.6. Ocodble Mepbl MPEIOCTOPOKHOCTH NPH YHHYTOKEHHHU UCTIOJIb30BAHHOIO JIeKAPCTBEHHOI 0
npenapara WJid OTXO0J0B, NOJYYEHHBIX IOcCJe NMPUMeHEeHHs JeKAPCTBEHHOr0 mpenapara, u
Apyrue MaHUMYJISIMY € MIPenapaTomM

Bech ocraBuiuniicsi JiekapCTBEHHBIN MpernapaT U OTXOAbl CIEAYeT YHUYTOXHUTh B YCTAHOBICHHOM
MOPSJIKE.

H3MmenrueHune TableToK

TaGnerka puBapokcabaHa MOXeT ObITh M3MeNbYeHa, cycreHaupoBaHa B 50 My BOJIBI U BBEJCHA
yepe3 Ha30racTPajbHBIM 30H] WM KENyJOYHBIM 30HA A7 KOPMIICHHUS IOCTE MOATBEPKIACHUS
MIOJIOKEHHS 30H1a B xKemyake. Ilocie 3Toro Heo0X0AMMO CMBITh OCTaTKH MpernapaTa co CTCHOK 30H1a
Bofio. B cBsi3zu ¢ Tem, uyto abcopOuus puBapokcabaHa 3aBUCUT OT MeCTa BBICBOOOXKIICHUS
JEWCTBYIONIETO BEUIeCTBA, HEOOXOAMMO N30eraTh BBEICHHE pUBapOKCcaOaHa TMCTAIbHEE KeTyIKa, B
MIPOTUBHOM CJIy4ae 3TO MOXET MPUBECTU K CHIKEHUIO a0COpPOIMH U, CIIEA0BATENbHO, K CHUYKEHUIO
9KCIIO3ULIMU JIeHCTBYIOIIEro BeulecTBa. [lociie BBeeHUsT M3MEIbUEHHOM TabJIeTKU pUBapokcabaHa
103UpoBKOH 10 Mr He3aMeUTUTEIbHBIA IPUEM SHTEPATBHOTO TUTAHUS HE TPeOyeTcs.

7. AEPKATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas ®enepanus

00O «P-®apm HoBocénku»

150030, SpocnaBckas 061., r.0. Topof SApocnasis, T. Spocnasib, yiu. 1-1 Texnonoruueckas, a. 20
Tenedon: +7 (485) 277-21-36

Dnektponnas mouta: OKK-rfn@r-pharm.com

7.1. IlpeacraBuTeNb AepAaTessi PerucTPalluOHHOIO YAOCTOBEpPEeHHS

[Tperen3un norpeOuTeneil HanpaBiIATh MO apecy:

Poccuiickas ®enepanus

00O «P-®apm HoBocénkn»

150030, SApocnasckast 0011., T.0. ropof Spocnais, r. Spocnasib, yi. 1-1 Texnonoruueckas, 1. 20
Tenedon: +7 (485) 277-21-36

Onektponnas mourta: 0Kk-rfn@r-pharm.com

AO «P-®apm»

123154, r. Mocksa, yn. bep3apuna, 1. 19, k. 1
Tenedon: +7 (495) 956-79-37

daxkc: +7 (495) 956-79-38

OnektponHas mouta: info@rpharm.ru

IIpencraBuresas B Pecnydimke Kaszaxcran

TOO «P-®apm Kazaxcran»

Pecnybnuka Kazaxcran, r. Anmarel, boctanapikckuii paiioH, npocrnekt Anb-@apabu, nom 17/1,
(ITdL «Hypnbi-Tay» 6510k 5b), H.m Ne 18, mouTtoBslit nunaexc 050059

Tenedon: +7 (727) 325-01-00 (4024)

daxc: +7 (727) 325-02-00, +7 (727) 325-03-00

OnekrponHas noura: safety KZ@rpharm.ru

IMpencraBurens B Pecnyoimke beaapych
220035, Pecniy6sinka benapyce, r. MuHck, yi. TumupsizeBa, 1. 72, og. 1210
Tenedon: +375 17 336-00-81
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 16.04 2026 N= 7830

(NMOCNEOCBATENEHOCTE 0011)

Dnexrponnas moura: safety BY @rpharm.ru

8. HOMEP (HOMEPA) PETUCTPALHMUOHHOI'O YAOCTOBEPEHUSA

JITI-Ne(002908)-(PT-RU)

9. KATEI'OPHUs OTIIYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBeHHBIN MpenapaT OTHOCUTCS K KaTErOPUU OTITYCKa IO PELenTy.
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