COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 03.04 2025 N= 8362

OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOIO APEHAPATA 21 Y5 T5 0002)

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

Haburarpana stexcuinat [lommcan, 150 Mr, kancybl

2. KAUECTBEHHBII M1 KOJIMYECTBEHHBIN COCTAB

JleiicTByro1IIee BEMIECTBO: Ja0urarpaHa TeKCUar.

Kaxxnas kancyna cogepxut 150 mr naburatpana sTekcuiara (B BUAe JaburaTpaHa 3TeKCHiaTa
Me3WJIaTa).

[TonHbIl epevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancysr.

ITpononrosatsie kancyinsl, pasmep 0. Kpblieduka Hermpo3pauHasi, CBETJIO-CUHETO LIBETa; KOPILYC
HETIPO3pavyHbIi, 0€I0ro WM MoYTH OEJI0ro LBETA.

COI[ep)KI/IMOG KarcyJ — MEJUICTHI OT CBETJIO-2KEJIITOI'0O A0 KCJITOr0O IBCTA.

4. KIMHUYECKUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

* [IpodunakTuka MHCYJIbTa, CUCTEMHBIX TPOMOOSMOONUN U CHMXKEHHME CEepEeYHO-COCYAUCTOU
CMEpPTHOCTH y B3POCJIBIX MallMEHTOB (B Bo3pacTe OT 18 yeT) ¢ HeknanaHHOW (uOpHuIsInei
npeacepauii u OHUM WM Oosiee pakTOpamMu pUCKa, TAKUMU KaK MEPEHECEHHBIM MHCYNbT WU
TpaH3uTOopHas wuiueMudeckass araka (THA), Bospact >75 ner, XpoHuYeckass cepaeuHas
HenoctaToyHocTh (> Il dyHKmonaneHoro kinacca mo kinaccuduxannu NYHA), caxapHsiii
nualeT, aprepuanbHas TUIEPTEH3Us, cocynucToe 3alojieBaHHE (TEPEHECEHHbI HH(papKT
MHUOKap/a, 3a00JieBaHne nepudepruuecKux apTepruil Wil aTepOCKIEPOTUYECKast OJISIIKA B a0pTe);
» Jleyenne u npouUIAKTHKA PEHUAMBOB OCTporo TpombOo3a rinyOokux BeH (TI'B) w/mmm
TpoMOooMOonuu  nerounoi aprepun (TOJIA) u mpoduinakTuka CMEpPTENBHBIX HCXOJOB,

BBI3BIBAEMBIX dTUMH 3a00JICBAHUSIMU Y B3pOCJIbIX MTallTUCHTOB (B BO3pPacTe OT 18 J'ICT).



4.2. Pe:kum 103MPOBAHUA U CIIOCO0 MPUMeHEeHH s

PexxuM 103upoBaHus

Tabmuua 1. Pexomenyemble 10361
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MY OTUETY

Pexomenngyemas 103a

[IpodumnakTuka HHCYIbTa, CHCTEMHBIX
TPOMOOIMOOIHIT U CHI)KEHUE CePIICTHO-
COCYZIUCTOI CMEPTHOCTH Y B3POCIIBIX MAIIIEHTOB
(B Bo3pacTte ot 18 j1eT) ¢ HekIanaHHoN
bubprIsAIUeit npeacepanii ¥ OJHUM HITH OoJiee
dakTopaMu pucka

Cyrounas mo3a 300 mr (1 xarncyna mo 150 mr 2
pasa B CyTKH).

B HEKOTOPBIX KIIMHUYECKUX CUTYALUSIX MOXKET
OBITh PACCMOTPEHO HCIOIb30BaHNE CHIDKEHHOM
10361 — 220 mr (1 xancyna mo 110 mr 2 paza B
CYTKH) — cM. Tabnuiy | HUKe u pa3men
«IIpumeHeHne B 0COOBIX rpynnax NarleHToOBY.

Jleuenue u MpoUIAKTUKA PEIHIUBOB OCTPOTO
TpoM6o3a riyookux BeH (TI'B) u/unmn
TpoMO0sIMOoHMK nerounoit aprepun (TOJIA) u
npoQHIAKTHKA CMEPTEIbHBIX HCXOO0B,
BBI3BIBAEMBIX ATHUMU 3200JIEBAaHUSMH Y B3POCIIBIX
nanyeHToB (B Bo3pacte ot 18 jeT)

Cyrounas mo3a 300 mr (1 xarcyna mo 150 mr 2
pas3a B CyTKH) TIOCJI€ MapEHTEPAIbHOTO JICUSHUS
AQHTUKOATyJITHTOM, TPOBOASIIETOCS B TEUCHHE,
KaKk MUHUMYM, 5 THEH.

B HEKOTOpBIX KIMHUYECKUX CUTYaLUSAX MOXKET
OBITh PACCMOTPEHO HCIOIb30BaHNE CHIDKEHHOM
o361 — 220 mr (1 xancyna mo 110 mr 2 pasa B
CYTKH) — cM. Tabauiy | HUKe U pa3aen
«IIpumeneHne B 0COOBIX rpynnax NarreHToBY.

PeKOMeH)IOBaHO CHHMKCHUEC T103bI

[Mauuents! crapue 80 et

[TanuenTsl, MoNIy4aromue BepanaMul

Cyrounas no3a 220 mr (1 xancymna mo 110 mr
2 pasa B CYTKH).

CHuKeHHe 103bI 10 YCMOTPEHHI0 Bpaya

[Tanmentsr 75-80 get

[TarmeHTHI ¢ yMEpEeHHBIM HapyIIeHHeM (QyHKITUU
nouek (KK 30-50 mu/mun)

[ManpeHTsI ¢ 330¢aruTom, racCTpUTOM WIIH
ractpon3odareanbHOil pedIOKCHON O0JIE3HBIO

I[pyme MAalUCHTHI C MOBBIICHHBIM PUCKOM
KpPOBOTCUCHUA

Cyrounas mo3a 300 mr wim 220 MT 10JDKHA
BBIOMPATHCSI HA OCHOBE MHIMBUYaJIbHOU
OIICHKH PUCKa TPOMOOIMOOJINN U PUCKA
KPOBOTCUYCHHSI.

Jlns noka3aHusi: JiedeHHe U NpoduilakTHKa peluIuBOB ocTporo TpomOo3a riryookux BeH (TI'B)

u/wim TpoM60sMOosnu nerouHoi aprepuu (TOJIA) U npoduIakTUKa CMEpTENbHBIX HCXOJIOB,

BBI3BIBAEMBIX STHMH 3a00JICBaHUSIMH - pPeKOMCHAANUA IO HCIHOJIB30BAHUIO J03bI IIpCIiapaTa

Jaburarpana srexcunar Ilomucan 220 mr (1 xancyna mo 110 mr 2 pa3a B CyTKM) OCHOBaHa Ha

q)apMaKOKI/IHeTI/I‘-IeCKI/IX u (bapMaKO}II/IHaMI/I‘IeCKI/IX JaHHBIX, IaHHbIC KIMHHUYCCKHUX I/ICCHe)IOBaHI/Iﬁ

OTCYTCTBYIOT.
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Tonucan

JIyist BceX MaIMeHToB, 0COOCHHO y TMOXKUIBIX (>75 1IeT), TOCKOJIBKY MOYeYHasi HeAOCTATOYHOCTh
MOKET OBITh YaCTOM B 3TOW BO3PACTHOM I'pYIIIIE:

* [lepen Tepanueii, Bo n3dexaHne Ha3HAUCHUS Ipenapara MalurueHTaM ¢ TSKEIBIMU HapyHICHUSIMU
¢ynkuun mouek (KK (xmupenc kpeatununa) <30 Mi/MUH), HEOOXOIMMO IPEIBAPUTEIHHO
OLICHUTb KJIMPEHC KpEaTUHUHA,

* OyHKIKA [TOYEK JI0JKHA OLIEHUBATHCS B IMPOLIECCE JICYEHHS], KOTJa BOSHUKAET MOJ03PEHUE O
BO3MOXXHOM CHW)KCHMM WM YXYyJIUICHHUH (QYHKIMHM TOYeK (Hampumep, IMpH TUIIOBOJIEMUH,
JerupaTalny, OJHOBPEMEHHOM IPUMEHEHUU OIPEAEICHHBIX JIEKAPCTBEHHBIX IIPENapaToB U
T.IL.).

ﬂOnOﬂHHm@Jleble mp€60661Huﬂ o1 nayuenmos ¢ Je2KOU U VMeDeHHOZZ noyeynou

HeQoCmamo4yHoOCmbio U Yy nayuenmos cmapuie 75 nem:

[lpu tepamuu mnpemnaparom J[laburarpana stekcunar [lommcaH modewHas (QYHKIWS TOJDKHA
OLICHMBAThCs KAK MUHUMYM OJIMH pa3 B IO/ UJIU Yallle, B 3aBUCUMOCTH OT KJIMHUYECKOM CUTYallnHy,
KOrJla BO3HHMKAeT IOJ03PEHHE O BO3MOKHOM CHIDKEHUH WM YXYALICHUU (PYHKIUU TOYEK
(Hampumep, MpHU TUIOBOJIEMHH, NETHpaTalid, OJHOBPEMEHHOM MPUMEHEHUH OTpeAeIEHHBIX
JIEKapCTBEHHBIX [IPENAapaToB U T.I1.).

B kauecTBe MeTona oreHKH QyHKIMH TTouek ucmonb3yercs pacder KK mo ¢popmyne Kokpodra-
['onra (Cockceroft-Gault method).

JUIMTEeIbHOCTh TPUMEHEHMS

JlnurensHOCTh MpuMeHeHUs npenapaTta [laburatpana stexkcunat [lonucan mis npodunakTuku

uHcyapTa npu OII, TI'B u TOJIA npusenena B Tabnuue 2.

Tabnuua 2. J{nurenbHOCTh NpuMeHeHus A1 npodunakTuku nHcyiabTa npu OI1 u TTB/TIJIA.

IToxazanue JIMTe/IbHOCTH NPUMEHEeHU

[TpodunakTuka HHCYJIbTa IPH Tepanus 10KHA IPOJOIKATHCS TOKU3HEHHO.

@Il

TI'B/TDJIA [IpoaoKUTENTLHOCT TEPANUH JI0JKHA OBITH OMpeieeHa
WHIUBUAYATbHO MOCTE TIIATENbHOMN OLEHKU
3¢ (HEeKTHBHOCTH
JIEYEHHUS U pUCKa KpoBOoTeueHUs (cM. pazzen «Ocobdbie
YKa3aHUA»).

KopoTtkast npo1oKuTensHOCTh Tepanuu (1o KpaitHeil mepe
3 Mecs1a) 10JKHA pacCMaTpUBAThCA MIPH HATTMYUN
TPAH3UTOPHBIX (PAKTOPOB pUCKa (HampuMep, HeAaBHSISA
orepanusi, TpaBMa, MMMOOUIIM3aIM), a 6oiee ATUTeIbHAas
MIPOJIOJKUTENIBHOCTD TEPATNH — IIPH HAJTMYHUH ITOCTOSTHHBIX
(akTopoB prcka WM npu uaunonaruueckom TI'B nim
TOJIA.
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IIponyniennas gos3a

[Tpomymennyto 103y npenapara Jlaburarpana srekcunat [lonrican MOXHO IPUHATH B TOM
cilydae, eciiv J0 IpueMa OuepeIHOM 1036l ITperapaTa ocTaeTcsi 6 4acoB U Ooiiee; eciu CpoK
COCTaBHJI MEHEEe 6 4acoB, MPOIYIICHHYIO 103y IPUHUMATh HE CIICTyeT.

B ciyuae npomycka oTenbHBIX 103 HE CIeAyeT IPUHUMATh IBOMHYIO /103y Mpernapara.

Otmena openapara Jaburarpana srexcuwiatr [loancay

Jleuenue npenaparom Jlaburatpana stekcunar [lomucan He AODKHO OBITH MpeKpalieHo 0e3
MEAWIIMHCKOW KOHCYIbTAlUU. [[allMeHTHI JOKHBI OBITh TMPOMHCTPYKTHUPOBAHBI OOpAIMIATHCS K
JeyalieMy Bpauy, €CIM Yy HUX Pa3BUBAIOTCS >KEIYJIOYHO-KHUIICUHBIE CHMIITOMBI, TaKU€ KakK

JUCIICIICHA.

3MeHeHre aHTUKOArVIISIHTHOU TEpAIUn

— Ilepexon ot mpumenenus npenapara Jlaburarpana stexkcunat [lonucan k mapeHTEpaTbHOMY
MPUMEHEHHUIO0 aHTUKOATYJISTHTOB
[TapeHTepanbHOE MTPUMEHEHUE AaHTUKOATYJITHTOB ClIelyeT HaunHaTh yepe3 24 yaca mociie npuema

MOCIIeAHEH 036l Tipemapata Jlaburatpana stekcmiar [lomucan (cMm. pazgen 4.5).

— Ilepexon OoT mapeHTepaJbHOr0 NPUMEHEHHUS AHTHUKOATYJISIHTOB K NMPUMEHEHUIO Ipenapara
Jlaburarpana stexcunat [lonucan

[TepBast no3a mpemnapara Jlaburarpana stekcunat [lonucan Ha3HauaeTcss BMECTO OTMEHSEMOTO
aHTUKOATryJITHTa B MHTepBasie 0—2 yaca mepes BpeMEHEM BBEICHUS €r0 OYEPEIHON 103bI MU
OJIHOBPEMEHHO C MPEKPaIEHUEM B CITydae HEPEPHIBHOTO BBEICHUS (HAITPpUMEDP, BHYTPUBEHHOTO

NpUMEHEeHHs HeppaKLMOHUpOoBaHHOTo renapuHa, HOT).

— Ilepexon ot mpumeHeHus mnpenapara Jlaburatpana stekcunar Ilonmcan K NpUMEHEHHIO
aHTaroHUcToB BuTamuHa K

[Tpu KK >50 mn/muH npuem antaronuctoB ButamuHa K MoxeT ObITh Havat 3a 3 aHs, a npu KK
>30-<50 ma/MHH - 3a 2 1HS 10 OTMEeHBI npenapara Jlaburarpana strexcunat [lonucas.
[Tockonbky naburarpaHa 3TEKCHUIAT MOXKET BIMATH Ha MexayHapogHoe HopmanuzoBaHHOe
Otnowenne (MHO), MHO 6ynet nyuiie orpaxkats 3ppexT antaronuctoB ButamuHa K Tonpko
CITyCTSl He MEHee 2 JHEH mocyie oTMeHHI npenaparta. Jlo storo 3Hauernuss MHO momkHBI OBITH

HHTCPIPECTUPOBAHBI C OCTOPOKHOCTBIO.

- Hepexo;l OT IPUMCHCHUS aHTAarOHNCTOB BUTAMHHA Kk MNPUMCHCHUIO IIpCIiapara Ha6I/Il" aTpaHa

yrexcuiaat [lommcan



ot 03.04 2025 N= 8

[IpruMmeHeHrne aHTaroHUCToB BUTamMuHa K nperamaIOT'; %1&@%@“&_&95&%

COOTBETCTEYET 3KCINEPTHOMY

srexkcuinat [lonmucan Bozmoxxkuo mpu MHO <2,0.

Kapnuosepcus

[IpoBeneHne IUIAHOBOM WJIM SKCTPEHHOW KapIuOBepCUU He TpeOyeT OTMEHbl Tepanuu

npenaparoM Jlaburarpana srekcunat [lonucan.

Karerepnas abuamys npu GUOPWLIALIMY OPEACEDINI

Katerepnast abnammst MoxkeT OBITh TNpOBEIEHA Yy IALMEHTOB, NPHMEHSIONIMX Ipenapar
Jaburatpana srexcunar Ilomucan nmo 150 mr (1 kancyna) 2 pasa B CyTku. BrinonHenue
KaTeTepHOl abnmammu He TpeOyeT mepepbiBa B mpueMe npenaparta JlaburarpaHa sTekcuiar

[Tomucan (cMm. pa3aen 5.1).

YUpeckoxuable KopoHapable BMemareibcTBa (UKB) co crenTiHpoBaHreM KOPOHAPHBIX apTEPUI

VY manueHToB C HEKJIANaHHOW (GuOpwUIInued mnpencepanid, KotopbiM BeimodHeHO YKB co
CTCHTUPOBAaHMEM KOPOHApHBIX apTepuil, na0uraTpaHa HTEKCHIAT MOXKET IPUMEHSATHCS B
KOMOMHAIMM C aHTUTPOMOOLMTApHBIMU Ipenaparamu. JleueHue paburaTpaHa S3TEKCHIIATOM

MOJKET OBITh HAYaTO MOCIIE JOCTHKCHHS remMocTasa (cm. paszaen 5.1).

Oco0bIe I'pynnbl DaMCHTOB

Ilpumenenue y noscunvix nayueHmos

[TpuHIMIIB BBIOOPA 0361 Mperapara y MOKUIbIX MalueHTOB yKa3aHbl B Tadmure 1.
Ipumenenue y nayuenmoe ¢ no8bleHHbIM PUCKOM KPOBOMEYEHU

[TaneHTaM C TOBBIIIEHHBIM PHCKOM KPOBOTEUEHHUS II0KA3aHO TIIATEbHOE KIMHUYECKOE
HaOroieHue (Ha MpeIMeT BBISBICHUS PU3HAKOB KPOBOTEUEHHH MM aHeMUH) (CM. pa3zaensl 4.4,
4.5 u 5). Pemenue o BEIOOpE 7103BI ITpenapaTa MPUHUMAETCS 110 YCMOTPEHHIO Bpadya Ha OCHOBAaHUH
OIICHKH MOTEHIIMAILHOM O3kl U pUcKa 1Jis manueHToB (cMm. Tabmuiy 1). Onenka mapaMmeTpoB
Koarymsinuu (cM. pasaen 4.4) MOXeT NMOMOYb BBIIBUTH MAIlMEHTOB C MOBBIIMIEHHBIM PHCKOM
KPOBOTEUCHHMS, BBI3BAHHBIM UYpEe3MEpPHBIM BO3JIEHCTBHEM naburatpaHa. Eciau y maiueHToB ¢
BBICOKAM PHCKOM KPOBOTECUCHHsI BBIABICHO Ype3MEpPHOE BO3JCHCTBHE JadWraTrpaHa,
peKoMeHyeTcsl yMeHbIUTh 103y A0 220 mr (1 xancyna mo 110 mr 2 pasa B cytku). Korna
BO3HHUKAET KIIMHUYECKH 3HAYMMOE KPOBOTEUEHUE, JICUCHHE CIIEAYeT PepBaTh.

VY NamueHToB € racTpUTOM, 330(aruTOM MM TacTpo33odareanbHOi pedokcHoi 00se3HbI0
MOYET OBITh PACCMOTPEHO CHIDKEHHE J03bI U3-32 MOBBIIIEHHOTO PUCKA JKEITyT0YHO-KHIIIEYHOTO

KkpoBoTeueHus (cMm. Tabmuiy 1 u pazaen 4.4).
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Hapywenue ¢pynkyuu novex

Tepanus npenapatom [laburarpana stekcunaT [lomucan y maeHToB ¢ TSHKEIBIM HapylIeHHEM
¢ynkunn novek (KK <30 mur/mMun) npotuBomnokazana (cM. pasnen 4.3).

Koppekiuu 10361 He TpeOyeTcs y MaIMeHTOB ¢ JIeTKUM HapymeHueM ¢pyHkiuu modek (KK 50-<80
Mi/MuH). [ manweHToB ¢ yMepeHHbIM HapymieHueMm ¢yHkiuu modek (KK 30-50 mu/mun)
pexoMeHIyemas 103a npemnapata Jlaburarpana srekcunat [lonucan takxke cocrasiser 300 mr (1
karncyna no 150 mr 2 pasa B cytku). Tem He MeHee, NIl MAIMEHTOB C BBICOKUM PHUCKOM
KPOBOTEUYEHHSI MOKET OBITh PACCMOTPEHA BO3MOXKHOCTh CHHKEHUS J103bI Ipenapata [laburatpana
srekcwiar [lomaucan go 220 mr (1 kancyna o 110 mr 2 pasza B cyTku) (cm. pazaens 4.4 u 5.1). Y
MAIUEHTOB C HapylmieHueM (YHKIUKA T[OYeK PEKOMEHIYeTCs THIaTeNIbHOe KIMHHYECKOe
Ha0JII0/ICHUE.

Oonospemennoe npumenenue npenapama /labueampana smekcunam llonucan ¢ axmueHviMu
uneubumopamu P-enuxonpomeuna (maxumu Kax amuooapom, XUuHUOUH, 6epanamui)

[Tpr 0THOBPEMEHHOM NMPUMEHEHHH aMHOapOHa WIM XHHHUIMHA KOPPEKIMH J03bI HE TpeOyeTcs
(cm. paznenst 4.4, 4.5 1 5.2).

CHmkeHue 1036l PEKOMEHAYETCS ISl HAI[MEHTOB, KOTOPHIE OTHOBPEMEHHO MOJIYYal0T BeparmaMuil
(cm. Tabmuny 1 u pasmenst 4.4 u 4.5). B a1oil curyanuu npenapat [laOuratpana 3TeKcuiaT
[Tonucan u BepanamMui ciaelyeT NpUHUMATh OJHOBPEMEHHO.

Bausnue maccer mena

B cootBercTBUU C (papMaKOKMHETUYECKUMHU M KIMHUYECKUMHU JaHHBIMH KOPPEKIMH O3Bl HE
TpeOyetcs. OqHaKo, 3a MalMeHTaMu ¢ Maccoil Tena MeHee 50 KT peKOMEHyeTcsl KIIMHUYEeCKOoe

HaOJIFOJEHUE.

CTH

[Tpenapat /laburarpana stekcunat [lonucan mpoTuBOIIOKa3aH y JieTei B Bo3pacte 10 18 ner.

Criocob nnpuMeHeHus

KaHCYJ'H:I CJICAYCT IPUHUMATL BHYTPb HE3aBUCUMO OT BpEMCHU ITpHEMa MMHUIIH, 3allnBasA CTAKAHOM

BOJbI OJIAd o0JIerueHus MMPOXOKACHUSA TIpCriapaTa B KCITyIOK. He CJICAYCT BCKPBIBATH KAIICYITY.

4.3. [IpoTuBoONOKa3aHUS

* I'unmepuyBcTBUTENBHOCTh K JaburarpaHy, IaOuraTrpaHa STEKCHJIATy HIM K J0O0My U3
BCIIOMOT'aTEJIbHBIX BEIIECTB;

* Tsoxenas crenens noyeunoit HenoctarouHocTH (KK <30 mu/mun);

e AKTUBHOE KIIMHHUYECKH 3HAUYNMOE KPOBOTCUYCHUC,
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MY OTUETY

reMOpparu4ecKuii UHCYJIbT B TEUEHHE 6 MECALIEB JJ0 Havyajla Tepauu;

* Hannume cocTosiHui, pU KOTOPBIX MOBBIIICH PUCK OONBIIMX KPOBOTEUYEHHUH, B TOM YHUCIE:
umeromuecs: uin HepaBHue u3bs3BieHus JKKT, Hamuuume 3510KkauecTBEHHBIX OOpa3oBaHHMM ¢
BBICOKMM PHCKOM KpPOBOTEUEHHS, HEJABHEE IIOBPEKIEHUE TOJIOBHOTO WU CIIMHHOTO MO3Tra,
HEJIaBHssL OIEpalusi Ha TOJOBHOM WJIM CIIMHHOM MO3Te WM O(TaIbMOJIOrMyecKasl Orneparus,
HEJaBHEE BHYTPUYEPENIHOE KPOBOUBJIMSHUE, HAJIMYME WM [OJ03PEHUE Ha BapUKO3HO-
pacuIMpeHHbIE BEHbl IHUIIEBOJAA, BPOXKAECHHBIE apTEPHOBEHO3HbIE JAE(EKThI, COCYIHUCThIE
aQHEBPU3MbI WK OOJIbIINE BHYTPUIIO3BOHOYHBIE MM BHYTPUMO3TOBBIE COCYJUCThIE aHOMAJINUU;

* OpnHOBpEMEHHOE Ha3HA4YEHME JIIOOBIX JApPYTUX aHTUKOAryJsiHTOB, B TOM  4MHCIIE,
He(paKIMOHUPOBAHHOIO TenapuHa, HU3KOMOJEKyJsapHbIX renapuHoB (HMI') (sHokcamapuh,
JanTenapuH M Jp.), IPOU3BOAHBIX TenapuHa ((poHmanmapuHykC M Jp.), [EpOpaIbHBIX
aHTUKOAryJIAHTOB (BapdapuH, puBapokcabaH, anmukcabaH U Jp.), 3a HCKIIIOYEHHEM CIIyyaeB
nepexojia JieyeHUs ¢ uiau Ha npenapar JlaOurartpana stekcunar llonucan unm B ciiydae
NpUMEHEeHHsS He(QPaKIMOHUPOBAHHOTO TeIaphHa B J103aX, HEOOXOIMMBIX JUIS IOIJCpPKAHUS
LIEHTPAJIbHOIO BEHO3HOI'O WJIM apTEPHUAIbHOrO KaTeTepa WIM IIPU BBINOJIHEHHH KaTeTepHOU
abmanuu npu GUOPHIUISAIINK TPEICEPIHA;

* OZHOBPEMEHHOE Ha3HAUEHUE MOILHBIX MHTMOUTOPOB P-riamkomnpoTenHa: KETOKOHAa3oda s
CUCTEMHOI'0 IPUMEHEHHUS, IIUKIIOCIIOPHHA, UTPAKOHA30J1a, TAKPOJIMMYCa U JPOHEAAPOHa;

* Hapymenuss ¢yHkuum mnedeHn u 3a0o0jeBaHMS NEYEHH, KOTOpble MOTYT IOBIHATH Ha
BBDKHBAEMOCTB;

* Hanuuue npore3npoBaHHOrO KjlamaHa cepjua, TpeOyroIero Ha3HayeHHs] aHTUKOAaryJIssHTHOM
Tepanuy;

M BepeMeHHOCTB U NIEpuoa rpyAHoro BCKapMJIMBAHUS.

4.4. OcoOble ykazaHHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTEIO

Tabmuua 3. dakTopsl prcKa, KOTOPbIE MOTYT MOBBIIATH PUCK KPOBOTEUEHUSI.

@®apmakoauHamuyeckue U | Bospacr =75 ner

(hapMaKOKMHETHIECKHE

(bakTopsl

DakTopsl, noBbIaronie | bonpmmue:

KOHIIGHTpaLlMI0 JaburatpaHa | ¢ YMmepeHHoe HapylLIeHHe ¢byHKIMK MOYEK
B IIJIa3Me KPOBHU (KK 30-50 mu/mun)

* MotHbie UHTHOUTOPHI P-riukonpoTenHa (3a HCKIIIOUEHUEM
yKkazaHHBIX B paznene 4.3) (cMm. pazaen 4.5)
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P-rnukomnporenHa  (Hampumep, aMHOIApPOH, BeparaMu,
XUHUAUH U TUKArpenop; cM. pazaen 4.5)

Mansie:

» Huskas macca Tena (<50 kr)
dapmakoJMHAMUYECKHE OpnHOBpeMEHHOE IPUMEHEHUE:
B3auMoeicTBus (cM. paznen | ACK um apyrux MHTHOMTOPOB arperany TPOMOOIMTOB,
4.5) TaKUX KaK KJIOMHUIOTPE

« HIIBII

* CelleKTHBHBIC HHTUOMTOPHI 00OPAaTHOTO 3aXBaTa CEPOTOHHUHA
WIA  CEICKTUBHBIE HMHTUOWTOPHI  0OpaTHOrO  3axBaTa
CEPOTOHHMHA U HOpaJIpeHAINHA

e Jlpyrux JEKapCTBEHHBIX IMPEMapaToB, KOTOPHIE MOTYT
HapyIiaTh reMoCcTas

3a0oneBaHus/IpoLeypsl ¢ * Bpoxnennele wiM  OpuoOOpETEHHbIE  HAPYLICHHS
0COOBIMHU TEMOPPArHYeCKUMH | CBEPTHIBAEMOCTH KPOBHU

pUCKaMH * TpombonuTonenus uiaM (GyHKIUOHATIbHBIE Je(EKThI
TPOMOOILIUTOB

* HenaBHO mpoBeneHHAs OWOINCHS WIM TIEPCHECCHHAS
oOumpHas TpaBma

* bakTepuanbHbIN SHIOKAPIAT

* D30(arut, racTpuT WK ractpodzodareanbHas pedarokcHas
0oJ1e3Hb

Puck pa3BuTHS KPOBOTCUCHUH

[Ipumenenue mnpenapara [laburatpana otekcwnar I[lomucaH, Takke Kak M JPYrHX
AQHTUKOAryJIIHTOB, PEKOMEHIYETCS C OCTOPOKHOCTBIO MPH COCTOSIHMSIX, XapaKTEePU3YHOIIUXCS
MOBBILICHHBIM PUCKOM KpoBoTedeHUH. Bo Bpems Tepanuu npenapatom JlaburarpaHa sTeKcuiar
[Toucan BO3MOXHO pa3BUTHE KPOBOTEUEHUH pa3inM4YHOM Jokanu3auuu. CHHKEHUE YpOBHSA
reMOrJ00MHa W/WIIM FeMaTOKpUTa 10 HEBBISICHEHHBIM IPUYHMHAM, WM CHXKeHue AJl sBisercs
OCHOBaHHUEM JIJIsl IOUCKA HCTOYHUKA KPOBOTECUEHMS.

B curyanusx onmacHoro sl )KM3HM WJIM HEKOHTPOJIMPYEMOI'O KpOBOTEUEHHS, KOrja Tpedyercs
ObICTpOE MpEeKpallleHue aHTUKOAryJIsHTHOro 3¢ ¢dekra gaburaTpaHa, JOCTYINEH crenu(puiecKuit
AHTaroOHUCT — Mpemnapar, CoAepXKalui uaapyuuzymao (cMm. paszaen 4.9).

B knuMHMYecKHMX WHccIenoBaHUSAX IpPUMEHEHHE JadurarpaHa >STeKcuiaaTra ObLIO CBS3aHO C
noBbimeHreM 4actoThl Oonbmux KK kpoBoTedenwmii. IloBwimeHHBIN pUCK HaOmOmaNCs y
NaIMEeHTOB MOXHUIJIOTO Bo3pacTa (=75 jer) mpu NmpUMEHEHHM JadurarpaHa 3TEKCWiaTa B J03€
150 mr 2 pasa B cyTku. JlomojgHMUTENbHbIE (AKTOPbl pHCKa BKIIOYAIOT OJHOBPEMEHHOE
IIPUMEHEHHE MHTUOUTOPOB arperaiuu TpoMOOLMTOB, Hampumep, kionuporpena u ACK umu
HIIBII, a Taxxe Hamumume 330¢aruTa, TacTpuTa Wiv ractpodzodareanbHoi pedIroKCHOM O0TIE3HHU.

TmarenbHOE€ KIMHHUYSCKOE Ha6HIOIIeHI/Ie
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TmarenbHOE HaOIIO/IEHHNE B OTHOIIICHUH TIPU3HAKOB KD()‘]L-S‘;IG;IQII—T_'FEII;/I%I/HIEE%%EI&ME'HHV%TCSI

Ha TPOTSHKEHWU BCETO IEpHOJa JICUEHHUs, OCOOCHHO €CIHM IMPHCYTCTBYIOT Cpa3dy HECKOJIbKO
dakropoB pucka (cM. pazzaen 4.4). OcoOyro OCTOPOKHOCTH CIEAYyeT COOIOIaTh, KOTIa IpernapaT
Jaburatpana srekcunat [lonucan HazHavyaeTcs OJTHOBPEMEHHO C BEparaMUIOM, aMHOJApPOHOM,
XUHUJAUHOM WM KJIAPUTPOMUIMHOM (MHTUOMTOPHI P-rmukonpoTenHa) M B YAaCTHOCTH MpHU
BO3HHMKHOBEHUH KpPOBOTEUEHHS, OCOOCHHO Yy MAIMEHTOB, WMEIOMIMX JIETKOE WM YMEpPEHHOE
HapyueHne GyHKIMY movek (cM. paszaen 4.5).

TmarenbHOE HaOMIOICHNE B OTHOILIEHUH TPU3HAKOB KPOBOTEUEHUS PEKOMEH/IYEeTCsl y MAllUeHTOB,
onHoBpeMeHHo nosrydarontux HIIBIT (cMm. pa3gen 4.5).

IIpekpalneHue mpruemMa mpemnapara

[Tpu pa3BUTHU OCTPOI MOYEUHOW HENOCTATOYHOCTH IpHeM mpenapaTa Jlaburarpana stekcuiar
[Tonrcan HEOO6X0IMMO PEKPATUTH (CM. Takxke pazzen 4.3).

[Ipr pa3BUTUM TSHKEIOrO KPOBOTEUEHHUS JIeUeHHE HEOOXOIUMO IpPEeKpaTUTh, HayaTh IOUCK
HCTOYHHWKA KPOBOTCUCHUA W PACCMOTPETH BO3MOXHOCTHL IIPUMCHCHUA CHGIII/I(i)I/ILIGCKOI‘O
aHTaroHKUCTa — IIpenapara, coepaniero uaapyuzymao (cm. pasuen 4.9).

CHuKeHne 10351

CHuxenue J03bI JOJDKHO paCCMAaTpUuBaThCA UJIN PCKOMCHAOBATLCA, KaK OIIMCAHO B Pa3aciic 4.2.

[IpumeHeHHE I/IHFI/I6I/ITODOB OPpOTOHHOIO Hacoca

Bo3MoxxHo Ha3HayeHne WHTHOMTOpOB mpoToHHOro Hacoca (MITH) mns mpodwmmaktukm KK
KPOBOTCYECHUH.

.Ha6ODaTODHLIe IOKa3aTC/In CBEPThIBAHUSA KPOBU

Hecmotpss Ha TO, uro mpemapar [laburatpana stekcunar [lomucan B 1eiaoM He TpeOyer
PEryJISIPHOTO AHTUKOATYJISIHTHOIO MOHHUTOPHHIA, W3MEpPEHUE aHTHUKOAaryJsHTHOro 3ddexra,
CBSI3aHHOTO C JJabUraTpaHoOM, MOXeT OBITh IOJIE3HBIM JIJIsI OOHApYy>KEHHsI Ype3MEPHO BBICOKOM
HKCIO3ULIMH JaburaTpaHa Npyu HAJIMYUU JOTOTHUTENBHBIX (PaKTOPOB PUCKA.

PasBenennoe tpomOuHoBoe Bpems (pTB), skapuHoBoe Bpems cBepThiBaHug (OBC) wu
aKTUBUPOBAHHOE YaCTHYHOE TpoMOOIIacTuHOBOE BpeMs (aHTB) MoryT nmpeocTaBUTh MOJIE3HYIO
UHPOpPMALIMIO, HO WX 3HAYEHHUS CJeIyeT HHTEPIPETUPOBAaTh C OCTOPOXKHOCTBIO H3-3a
BapuabeNbHOCTH  Pe3yJbTaTOB, MOJYYEHHBIX pa3HbIMU METOJAMH aHalu3a. 3HAYeHHE
MEXIyHapoAHOro HopMmanu3oBaHHoro otHomenus (MHO) sBrisercs HeZOCTOBEPHBIM Yy
NAlMEHTOB, MPUHUMAIONIMX Ja0urarpaHa JTEeKCWJIaT, W ObUIM  ONHUCaHbl  Clydyau

noxHononoxurenbHoro nossiieHuss MHO. [Tostomy nzmepenne MHO npoBoauTh He cieayer.
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MUHHMAaJIbHON KOHIIGHTPALMHU Ipernapara B KPOBH, KOTOPBIE MOTYT OBITh ACCOIMHPOBAHBI C

IIOBBIILIEHHBIM PUCKOM KPOBOTCUEHHUM.

[Tokazarenb (B MOMEHT JOCTHKEHUSI MUHUMAIIbHOM [Tokazanue
KOHIIGHTpAIUHU MIpernapara B KPOBH)
@Il u TT'B/TOJIA
pTB [ar/™Mi] >200
OBC [KpaTHOCTb MPEBBIIICHUS BEPXHEN IPaHUIIBI HOPMBHI | >3
aUTB [kpaTHOCTB IPEBBILICHUS BEPXHEN IPaHULIBI HOPMBI | >2
MHO He cinenyer BbINOIHSTH

[IpuMmeHeHne d)I/I6]f)I/IHOJ'II/ITI/ILIeCKI/IX npenaparoB AJ1d JICYCHUA OCTPOI'0 MINEMHUYCCKOIo MHCYJIbTa

[Tpumenenne GUOPUHOIUTUIECKUX TIPENAPATOB IS JICUYSHHUS OCTPOTO UIIEMUYECKOTO MHCYIIbTa
MOJKET OBITh PacCMOTPEHO, eciu pe3ybTaThl u3Mepenust pIB, OBC unu aUTB y nanuenra e
IpEeBbILIAIOT BepxHei rpanunbl HopMmbl (BI'H) B cooTBeTcTBMM € MECTHBIM pedepeHCHBIM
JUana30HOM.

XI/IDVDFI/I‘-IGCKI/IG BMCIIIATCJIbCTBA 1 MHBA3WBHBIC ITPOLICAYPHI

[TanuenTsl, KoOTOpble NpuHUMArOT npenapar Jlaburarpana stekcunar Ilonucan, umeror
NOBBILICHHBIH PHUCK KPOBOTEUEHHUS IPU BBINOJIHEHUU XUPYPrUUECKUX WM HHBAa3UBHBIX
npolenyp. BbilomHeHHe XHPYpPrudyeckoro BMEIIATEIbCTBA MOXKET MOTPeOOBaTh BPEMEHHOI'O
npeKpalleHus npuemMa npenapara Jlaburarpana srexcunar [lonucan.

[TpoBenenmne kapauoBepcun He TpeOyeT nepepriBa B pueme npemnapara Jlaburarpana stekcunar
[Tonucan. BoimonHenne karerepHod alnauuu npu GUOPMIUIALUU TMPEACEepAUNd Y MalMeHTOB,
nonyyvaromux npenapat /laburarpana srexcunar [lonucan B go3e 150 mr (1 kancyna) 2 pas3a B
CYTKH, He TpeOyeT nepepriBa B IpueMe mpemnapara (cM. paszaen 4.2).

CrnenyeT MmposBIATh OCTOPOKHOCTH MPU BPEMEHHOM IPEKPAIEHUN JICYEHUs JJISl BBIIIOJIHEHUS
XUPYPru4eckoro BMeENIaTEeNbCTBA M 00ECHeYUTh MOHUTOPUHI aHTUKOAryssiuuu. BeiBeneHue
nadurarpaHa U3 OpraHM3Ma y MalMeHTOB C IMOYEYHOM HEJO0CTaTOYHOCThIO MOXKET MPOUCXOAMUTH
noJbine (cM. pasaen 5.2). DTo clieAyeT YUUThIBATh IPU BBIOJHEHUH JTIOOBIX mpoueayp. B takux
CIIydasiX KOaryJsiiuOHHbIE TECTHI (CM. pa3zaen 5.1) MOryT MOMOYb OINpPEAEIUTh, COXPAHAIOTCS JIN
HapyLIEeHUs FeMOCTa3a.

OKCTPEHHBIC XUPYPIHUCCKIE BMEIIATEILCTBA U HPOIEAYPhI

[Ipenapar Jlaburatpana stekcunar Ilomucan cienyer BpeMEeHHO OTMEHUTh. Ecimm s
BBITIOJTHEHUS BMEIIATEIbCTBA/IPOLIE Ay pbl TpeOyeTcst ObICTpOE MpeKpalleHne aHTUKOATyISTHTHOTO
a¢dexTa, cregyer paccMOTpPeTb BO3MOKHOCTh BBEIEHHUS CIENU(UYECKOr0 aHTaroHUCTa K

naburarpany — npenapara, CofepkKaiiero naapynunzymao.
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[Ipekpamenne Tepanuu Aa0UTaTPaHOM ITOJBEPract 'ggt_xlpre;![lf_@s: ﬁ"ﬁJh%_(LliﬁLr;

MY OTUETY

%?K]E)%}Ilvl “mtky.

CBSI3aHHOMY C UX OCHOBHBIM 3a0oneBanueM. [Ipuem npenapara Jlaburarpana srexcunar [lonucan
MOXeET ObITb BO30OHOBJIEH yepe3 24 yaca MOCie BBEICHHS CHEUU(UIECKOTO aHTarOHUCTA K
nadurarpany — npenapary, coAepikalieMy Haapyluu3ymald, MpH yCIOBUM JOCTHXKEHUS IOJHOTO
reMocTa3a U CTaOMJIBHOIO COCTOSIHUS IalleHTa.

CDO‘-IHBIG XUPYPTUICCKHUC BMEIIIATCILCTBA/ OpoucaAypbl

[Ipemapar Jlaburarpana otekcuiar llomucan criemyer BpeMEHHO OTMeHHTh. CpouHoe
XUPYPTrU4ecKoe BMEIIATENbCTBO WM HPOUEAYypY, MNpH HAIWYUM TakoW BO3MOXKHOCTH,
1eJ1ec000pa3HO BHINIOIHATEH HE paHee, 4eM uepe3 12 yacoB mociie mocaeIHero npruema rnpemnapara
Jaburarpana srekcunat [lonucan. Eciu oneparius wiu nmpoieypa He MOKET ObITh OTIIOKEHA, e
BBIIIOJITHEHUE Yy TMallMEHTa, IIOJYy4yarollero JaduraTpaH, MOXKET OBITh AaCCOLMHUPOBAHO C
MOBBIIICHHBIM PUCKOM KpPOBOTEYEHHS. DTOT PUCK KPOBOTEUYEHUS CIEAYET COIOCTAaBUTh CO
CPOYHOCTBIO BMEIIATENHCTBA.

I11anoBEIC XUPYPTUICCKHMEC BMCIIATCIIbCTBA

Ecnu Bo3moskHO, npemnapat [laburarpana stexcunat [lonmucan ciienyeT OTMEHUTH N0 KpalHen
Mepe 3a 24 yaca 0 BBINOJHEHUS WHBA3WBHBIX WIM XUPYPrHUYECKUX MpoUEAyp. Y HNAlUEHTOB C
MOBBIIICHHBIM PUCKOM KPOBOTEUEHUS WM MPU OOLIMPHOM XUPYPrHUeCKOM BMEIIATEIbCTBE, T
MOKET NOTpeOOBaThCA MOJHBIM IeMOCTa3, CIEIYyeT pPacCMOTPETh BO3MOXHOCTb OTMEHBI

npemapara [laburatpana stekcwiar [lomucan 3a 2-4 qHS 10 XUPYPTHUECKOTO BMEIIATEIHCTBA.

Tabmuua 5. [IpaBuna oTMensl npenapara Jladburarpana stekcunar Ilonucan nepes HHBa3UBHBIMU

WU XUPYPTUYECKUMH NPOLIEAYPaAMHU.

@OyHKIUS MoYex Tz
(KK, ma/mun)

[Ipexpamenue npuema npenapara nepej iaHoBoi
XUPYPTrAYECKOM oneparuei

Bricokuii puck
KPOBOTEUECHHSI UITH
MpOBeICHNE OOJBIION

CrangapTHBIN PUCK

orepaIu
>80 ~13 3a 2 nusa 3a 24 gaca

>50 — <80 ~ 15 3a 2-3 gusg 3a 1-2 nusa

>30 — <50 ~ 18 3a 4 nus 3a 2-3 nusa (>48 yacoB)

CruHanabHas aHeCTC3I/I}I/3HI/IHVDaHLHa}I aHecTe3us/moMOanbHas ITYHKITUA

Takue mpoueaypbl, Kak CIMHHOMO3TOBas aHECTEe3Ms, MOryT MOTpeOoBaTh MOJIHOTIO
BOCCTAHOBJICHHSI T€MOCTa3a.

B cnydae TpaBMatMyHOM WJIM TOBTOPHOM CHMHHOMO3IOBOW IIyHKIIMM W JUIMTEIBHOIO
UCIIOJIB30BaHUs SIIUAYPaIbHOIO KaTeTepa MOXKET MOBBIIIATHCA PUCK PA3BUTHS CIIMHHOMO3IOBOTO

KpOBOTCUYCHUA UTU 3nn;[ypanLH0171 réMaTOMBI. HCpBYIO 03y npcrapara I[a6HranaHa OTCKCHJIAT
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

[Tonucan cinegyeT npuHUMATh HE paHee, yeM depe3 2 qacﬁrllllc_)lé%g %E‘H“Jfﬁ@f&tgﬂa]_ﬁe{)d%hnM

KOHTPOJIb COCTOSIHHA MAallUCHTOB [JIsI HWCKIIOYCHUSA HCBPOJOTMYCCKHUX CHUMIITOMOB, KOTOPBIC
MOT'YyT OBITh O6yCJIOBJIeHBI CIIMHHOMO3I'OBBIM KPOBOTCUCHUCM HJIN annnypanbﬂoﬁ reMaToOMOM.

IlocaeonepammuoHHast d)asa

[Tocie WHBa3WBHOW  MPOIEAYPHI/XUPYPIrHUSCKOTO  BMEIIATENILCTBA INPUEM  Iperapara
Jaburatpana srekcunat [lonvcan crneayeT BO30OHOBUTH/HaYaTh KaK MOXHO OBICTpEe, €CIH ITO
MO3BOJISIET KIMHUYECKAst CUTYaIUs U JOCTUTHYT aJIeKBaTHBIN TeMOCTa3.

VY NanueHToB ¢ pUCKOM KPOBOTEUCHHUS MITM HMEIOIIMX PUCK YPE3MEPHOH SKCIIO3UIIMY Tpernapara,
OCOOEHHO y MAaIMeHTOB C yMepeHHbIM HapymeHueMm ¢yHkiuu nodyek (KK 30-50 mur/mun),
TEpaIuIo cleayeT NPOBOJUTh C OCTOPOKHOCTBIO (CM. pazzaen 5.1).

HaIII/IeHTI)I C BBICOKHUM PHCKOM XI/IDVDFI/I‘IGCKOI;'I CMEPTHOCTHU M BHYTPCHHUMU d)aKTODaMI/I PUCKaA

TPOMOO0IMOOJIMUECKHUX OCJIOKHEHUN

I[aHHBIe 110 B(I)CI)CKTI/IBHOCTI/I 1 0e30MacHOCTH ,Z[aGI/Il"anaHa OTCKCHUJIaTa B ,HaHHOﬁ rpymIie
ManuCHTOB OTPaHUYCHBI, [IO3TOMY TEpAIIUIO CIICAYCT HPOBOJAUTHL C OCTOPOKHOCTBIO.

HaDVIHCHI/Ie d)VHKIII/II/I IIECYCHU

[TanMeHTH! ¢ MOBBILIEHUEM aKTUBHOCTH NEe4eHOUYHBIX (epMeHTOB >2 BI'H ObuH HCKITIOUYEHBI U3
OCHOBHBIX KJIIMHUYECKUX HccienoBaHui. OnbITa NpUMEHEHUs JadurarpaHa 3TeKcuiaTa B 3TOM
HOATPYIIE MalMeHToB HeT. Hapyiienne GpyHKIMU nedeHn win 3a00jieBaHue MeYeHn, KOTOpoe,
KaK OKHUJAETCSl, MOXET IOBIMATH HAa BBDKHUBAEMOCTb, SBJISIETCS NIPOTHUBONOKA3aHUEM IS
npuMeHeHus npenapata Jlaburarpana srekcunar [lonucan (cM. pazaen 4.3).

B3aumoaelicTBrue ¢ HHIYKTOpaMu P-TIIMKOIIpoTenHAa

Oxwunaercsi, 4To OJHOBPEMEHHOE HAa3HAUYE€HUWE MHIYKTOpPOB P-rimKomporenHa MNpHUBEAET K
CHUXKCHUIO KOHHCHTpaIII/Iﬁ z[a6HranaHa B IJIa3M€ KPOBU, U UX OAHOBPCMCHHOTI'O IMMPUMCHCHUA
cienyet uzberats (cM. paszaenst 4.5 u 5.2).

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

V¥ nauueHToB ¢ aHTU(OCHOIUNUIHBIM CUHIPOMOM (OCOOEHHO MPH TPOHHOM IOJOKUTEIHHOM
pe3yabTare Ha aHTU(GocHOoTUTTUIHBIE aHTUTENA) TIOBBIIIIEH PUCK TPOMOOIMOOTINYECKUX COOBITHIA.
Hecmotpst Ha TO, uTO 3((eKTUBHOCTh JabHraTpaHa TEKCHJAaTa yCTAHOBJIEHA IS JICUEHUS U
npopMIAKTUKA BEHO3HOW TpomM003MOOIMM, OHAa He OblIa M3y4YeHa KOHKPETHO B IMOATPYIIIE
MAIUEHTOB ¢ aHTUPOCHOIUIUTHBIM CUHIPOMOM.

[ToaTromy nepen mpumeHeHueMm npemnapata J{aburarpana stekcunat [lonucaH y manueHToB ¢
aHTU()OCHOTUIUIHBIM CHHIPOMOM PEKOMEHJIyEeTCSl TIIATEbHO PacCMOTPETh BCE BO3MOXKHBIE
BapUaHTHI JICUSHUs (BKIJIIOYAs CTaHAAapTHOE JIeUeHHE, TAKOe KaK aHTaroHucTaMu BuTaMuHa K).

IlamueHTsl ¢ aKTUBHBIMH 3JI0KaueCTBEHHBIMI HOBoOOpaszoBanusMu (TT'B/TOJIA)

12
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

TI'B/TOJIA 'y mnanueHToB C aKTHBHBIMH 3JIOKAYECTBEHHBIMH HOBOOOPA30BaHUSIMH HE

YCTAHOBJICHBI.

4.5. BzaumopaeiicTBue ¢ IPYyruMH JIEKAPCTBEHHBIMU NPeNapaTaMu U Apyrue BUAbI
B3aMMO/1eliCTBUA

B3aHMOHeﬁCTBHﬂ C 6CJIKaMI/I-HeDeHOC‘-H/IKaMI/I

Jlaburarpana  sTekcujaT  sBIsAETCA  cyoctparoM 3¢ @daroKcHOro  OelKka-TepeHOCUrKa
P-rmukonporenna.  Oxkupaercsi,  4YTO  OJHOBPEMEHHOE  Ha3HAuYCHHE  WHTHOMTOPOB
P-rimkonporenHa mMpuBOAUT K MOBBIIICHUIO KOHIICHTPAIINI JaburaTpaHa B IIa3Me KPOBH.

Ecnu He yka3aHo HHOE, TIPY OJJTHOBPEMEHHOM IMPUMEHEHHH JJa0UTaTpaHa ¥ MOIITHBIX HHTHOUTOPOB
P-raukonpoTerHa HEOOXOIUMO TINATENLHOE KIMHUYECKOe HaOmoneHrne (B OTHOLICHUU
NPU3HAKOB KPOBOTEYCHHUs WU aHemuu). [Ipy OJHOBPEMEHHOM NpPUMEHEHHMH JadurarpaHa c
HEKOTOPBIMH WHTHOUTOpaMU P-TIMKOTPOTEHMHA MOXET MOTPeOOBATHCS CHIKEHHE JO3BI (CM.

paznenst 4.2,4.3,4.4u 5.1).

Tab6nuia 6. BzaumoaeicTBus ¢ 6ekaMu-TIEPEHOCYMKAMHU

Uneubumopuwl P-enuxonpomeuna

Oounospemennoe npumeHerue nPoOmuonoKa3ano (cm. pasoen 4.3)

Kerokonazon Kerokonazon yeennuuBan obmue 3HadeHus: AUCO-co (Tuiomanb 1o
KpUBOM  «KOHLEHTparust — BpeMsi») U Cmax (MakCHMaNbHOM
KOHIIEHTpaIuu) naburarpana B 2,38 paza u B 2,35 pa3za COOTBETCTBEHHO,
[ocjie OJHOKPAaTHOro npuema BHYTpb 1036l 400 mr, u B 2,53 pa3za u
2,49 paza COOTBETCTBEHHO, MOCIIE MHOTOKPATHOTO MpUeMa BHYTPh J03bI
A00 Mr keTokOHa30Ja 1 pa3 B CYTKH.

JpoHenapox [Tpu onHOBpEMEHHOM MpPUMEHEHMM JaldurarpaHa JTEKCWiIaTa M
nponenapona o6Omue 3HaueHus AUCO-o u Cpax gaburarpana
YBEIMYUBAIUCH MPUMEpHO B 2,4 pa3a U 2,3 pa3a COOTBETCTBEHHO,
nocie MHOrokparsoro npuema 400 mr gpoHenapoHa 2 pasza B CyTKH, U
npumepHo B 2,1 paza u 1,9 pa3za COOTBETCTBEHHO, MOCIIE OJHOKPATHOTO
npuema 103sl 400 mr.

Urpakonasou, Ha ocHOBaHMM Pe3yibTaTOB MCCIEAOBAHUN N Vifro MOXKHO OKHAATh
LUKJIOCIIOPHUH phbeKT, CXOAHBIN C KETOKOHA30JIOM.

OoHospemenHoe npumeHeHue He peKomMeHOyemcs

Takpomumyc B nccrnienoBanusix in vitro 00Hapy»XeHO, 9TO TAKPOJIMMYC IMEET TaKOU
e ypoBeHb HHTHOUpyromero sddexra Ha P-rmmxomnporenH, Kak
UTpPaKoHa30J ¥ nuKJIocnopuH. [IpuMeneHne naburarpana sTeKcuiara
BMECTE C TaKpOJIMMYCOM He OBUIO H3yYe€HO B KIMHUYECKUX
HNCCIICAOBAHUAX. O)IHaKO OIrpaHUYCHHBIC KIIMHUYCCKUC OAHHBIC O
MPUMEHEHUH BMeECT€ ¢ JApyruM cybcrpatrom P-rimmkornporenHa
(?BEpOIUMYCOM) TIO3BOJISIOT TPEIIONIOKUTh, YTO WHTHOMPOBAHHE
P-rmukonporenHa TakponumycoMm ciabee, YeM MpPU HPUMEHEHUU
MOIIIHBIX I/IHFI/I6I/ITOpOB P-FHHKOHpOTeI/IHa.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 03.04.2025 N= 8962
ROCREAOEATENRHOC TS 0003
I'mexanpesup/ OIHOBPEMEHHOE HCIIONb30BAHME KONOMHA DIkCHPOBANLIX 163
nUOpEHTACBUP WHTUOMTOPOB  P-rmmkomporenHa  riekampeBupa/muOpeHTacBUpa

MNPpUBOAUT K YBCIMYCHHUIO KOHICHTpALUH I[a61/1ranaHa B INIJIa3M¢E
KpPOBH U MOXXET INOBBICUTH PUCK KpOBOTequHﬁ.

Cneoyem cobniodamsb 0CIMOPOAHCHOCHb 8 CAVYde 0OHO8DEMEHH020 NPUMEHEHUsl (CM. pa30ebl

4.2u4.4)

Bepanamui [Tpu onHOBpEeMEHHOM MPUMEHEHUHU Jadurarpana srekcuiara (150 mr)
M Bepamammia Ui npuemMa BHYTPh Cmax M AUC pgaburarpana
YBEJIMYUBAINCh, HO CTENEHb 3TOr0 YBEIMYEHUS paziuyanach B
3aBUCUMOCTH OT BPEMEHHM IpHUeMa U JIEKApCTBEHHOU (HOpMBI
Bepanamuia (cM. pasnenst 4.2 u 4.4).

MaxkcumanbHOE yBETMYeHHE SKCIIO3UIUMU AadurarpaHa HaOI0Aanoch
Opy MpHeMe MEepBOI J03bI JIEKapcTBEHHOW (OpMBI Bepamammia C
HEMEeIJICHHBIM BBICBOOOXKACHHUEM 32 OJIMH Yac JI0 IpreMa Jadurarpata
pTekcunara (yBenndeHue Cmax NPUMEPHO B 2,8 pa3a M yBEIMYEHUE
AUC npumepno B 2,5 paza). b dekT nocreneHHO yMEHBIIANCS MpH
npueMe JICKapCTBEHHOH (OpMBI  BepamaMuia C  JUTUTEIbHBIM
BbICBOOOXKIEHUEM (yBenudeHUE Cmax NpuMepHo B 1,9 pasa u
ysennuenne AUC mnpumepHo B 1,7 pasza) win npu IpHEMe
MHOTOKPAaTHBIX 703 Bepanamuia (yBenuueHUe Cmax NPUMEPHO B
1,6 pa3a u yBenuuenne AUC npumepHo B 1,5 paza).

He wnaOmroganoch 3HAYMMBIX — B3aUMOJICHCTBUN TIpU  MpHEME
BeparnaMuia yepe3 2 yaca Iocje npuema JgaduraTpaHa 3TeKcuiaTa
yBenudeHue Cmax mpuMepHoO B 1,1 pa3a u yennuenne AUC npumepHo
B 1,2 pa3a). D10 0OBsACHSAETCS IMOJIHBIM BCAaChlBaHMEM JaburarpaHa
gepes 2 yaca.

AMHOIapOH [Tpu onHOBpEMEHHOM MNPUMEHEHUHM JaburarpaHa »JTEKCWiIaTa C
OTHOKpAaTHON IepopanbHOM 103081 600 Mr amuogapoHa CTENEHb U
CKOPOCTh BCAChIBaHUSl aMHUOJAPOHA M €ro aKTUBHOIO MeTaboJuTa
NEe33TUIIAMUOIaPOHA CYIIECTBEHHO HE M3MeHAnuCh. 3HaueHuss AUC u
Cmax naburatpana Bo3pactaiu mnpumepHo B 1,6 pasa u 1,5 pasa
COOTBETCTBEHHO. YUYMTHIBAsl JINTEIbHBIA IEPHOJ TOTYBBIBEICHUS
AMHOJIapOHA, BO3MOKHOCTh B3aUMOJEHUCTBUSI MOXET COXPAaHATHCS B
TeUeHHE HECKOJIbKO HeJleNb I0CIe OTMEHBI aMHOAApOHa (CM. pa3Jienbl
4.2 u4.4).

XUHUOUH XuanauH HasHavanu B go3e 200 Mr kaxaple 2 yaca OO JOCTHIKEHHUS
o0meit 103l 1000 mr. J[aburarpaHa sTeKCWiIaT Ha3Hadaiu 2 pas3a B
CYTKH B TeueHHUE 3 AHEH moapsy, Ha 3-i IeHb — ¢ XMHUIWHOM UITu 6e3
xuHUAUHA. 3HaueHUSI AUCqss U Cinax,ss JaOMraTpaHa yBeIHMUMBAIUCH B
cpenieM B 1,53 paza u 1,56 pasa COOTBETCTBEHHO, IIpH
0THOBPEMEHHOM MTPUMEHEHNHU ¢ XUHUANHOM (cM. pazaensl 4.2 u 4.4).

Knaputpomunimx [Tpu ogHOBpEMEHHOM NMPUMEHEHUH KiapuTpomuinHa (500 mr 2 pasza B
CyTKH) C maburaTpaHa DJTEKCHUJIATOM Y 3JI0POBBIX JOOPOBOJIBIIEB
HaOronanocsk yBennuenne AUC npumepno B 1,19 pasza u yBenuuenue
Cmax puMepHo B 1,15 pa3a.

Tukarpenop [Ipy OZHOBPEMEHHOM IIPUMEHEHHUU OJHOKPATHOM 103bI 75 Mr
maburarpaHa dTEKCHUIaTa ¢ Harpy304uHo# mo3oit 180 mr THKarpemopa
sHaueHus1 AUC 1 Cmax JaOurarpana yBennuubaiuchd B 1,73 pazau 1,95

a3za cooTBeTCTBEHHO. [Tocie MHOrokpaTHoro npuema Tukarpeaopa 90
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MT 2 pa3a B CyTKH yBEJTHUCHHE BKCIIK)?PIH'_PW} I[EG‘Ifr'ﬁ’lLb'éEa cb(l:TaBano

1,56 paza u 1,46 paza 1151 Cmax 1 AUC COOTBETCTBEHHO.
OaHOBpEeMEHHOE Ha3HAYEHHE Harpy304Hoi 10361 180 Mr THKarpenopa
u 110 mr pgaburatpana sTekcuiara (B PaBHOBECHOM COCTOSHUM)
yBenuuuBano 3HaueHUsd AUC;ss U Cmaxss 1aburarpana B 1,49 pasza u
1,65 paza COOTBETCTBEHHO, MO CPaBHEHUIO C MPHEMOM OJHOIO
naOurarpana stexkcunara. [Ipu HazHaueHuH Harpy30uHoi 10361 180 Mr
TUKarpenopa 4epe3 2 yaca mocie mnpuema 110 mr maburarpana
ATEKCUIIaTa (B paBHOBECHOM COCTOSIHUM) cTeneHb yBenudeHUuss AUC s
M Cmaxss AaOurarpaHa cHmwkanace 1o 1,27 paza u 1,23 pasa
COOTBETCTBEHHO, 10 CPaBHEHMIO C INPUEMOM OJHOro AadurarpaHa
pTeKcuiiata. Takol pa3fenbHBIM MpUEM pEeKOMEHAyeTCs IS Hadana
Tepaluy TUKAarpeaopoM ¢ Harpy304YHOU JJO3Bl.

OnHoBpemMeHHOE Ha3zHaueHwe 90 Mr Tukarpesnopa 2 pas3a B CyTKH
nojnepxkuBaromas go3a) ¢ 110 mr paburatpana »TekcuiaTa
yBenuuuBano ckoppektupoBaHHble 3HaueHUS AUCis U Craxss
maburarpana B 1,26 pasza u 1,29 pa3a cOOTBETCTBEHHO, IO CPABHEHUIO
C IPUEMOM TOJIbKO JaburaTpaHa 3TeKCHJIaTa.

ITo3akonazon

[To3akoHa30y1 TakXke B OIpPENEICHHOM CTEeNeHW UHruoupyer P-
[JIMKOTIPOTENH, HO OH HE ObLT U3Y4€H B KIMHUYECKUX UCCIIEIOBAHUIX.
CnenyeTr cobiolaTh OCTOPOKHOCTb, Korjaa mpemnapar [laOuratpana
prekcuiar Iloarcan Ha3HayaeTcs OJHOBPEMEHHO € II03aKOHA30JI0M

HUnoyxkmopwt P-enukonpomeuna

Credvem uzbez2amb 00HOBDEMEHHO20 NPUMEHEHUS]

Hampuwmep,
pudamMnuuH,
3Bepoboit
MIPOJBIPSIBICHHBIN
(Hypericum
perforatum),
KapOama3enuH Uin
(dheHuTouH

Osxupaercs, 4YTo OAHOBPEMEHHOE Ha3HAUYEHUE IPUBOIUT K CHIDKEHUIO
KOHLEHTpalui fadurarpana.

[IpenBapuTenbHbIi npuem UHJIyKTOpa P-rnukonporenna
pudamnuimaa B go3e 600 mMr 1 pa3 B CyTku B TedyeHHe 7 AHEH
YMEHBIIAJ MaKCHUMAaJbHYI0 U OOLIYI0 SKCIO3MIHIO JaburarpaHa U
o0muii ypoBeHb BO3AeHCTBUA Ha 65,5% u 67% COOTBETCTBEHHO.
Wupynupyromuit  3¢pdexkr ymeHbmancs, dYTo NPUBOAMIO K
9KCIIO3UIUU JaburarpaHa, OJM3KOM K pedepeHCHOMY 3HAaYCHHIO,
K 7-My JHIO TIOClie€ TpEeKpalleHusl JIeYeHUus: pudaMIMLUHOM.
JlanpHeliero yBenuueHus OMOJOCTYITHOCTH elle 4epe3 7 JAHEeW He
HaOJII0AaII0Ch.

Hneubumopol npomeasvl, maxue Kax pumoHagup

OOHO@D@M@HHO@ NPpUMEHEHUEe He peKOMEHal/emC}l

Hamnpuwmep,
PUTOHABHp H €Tr0
KOMOMHAIMH c
JIPYTAMH
MHTUOUTOpaMHU
pOTEeas3bl

DTy mpenapatbl BIUSOT Ha P-rmukomporenH (MO0 B KayecTBe
MHTHOWTOpa, MO0 B KadyecTBe WHAYKTOpa). OHM HE H3YyYaIUCh H
MO3TOMY HE PEKOMEHAYIOTCS [JIsi OJHOBPEMEHHOTO HAa3HAYEHUS C
maburarpaHa dTEKCUIATOM.

Cybecmpam P-enuxonpomeuna

Jurokcun

B xome wuccienoBaHus, NMPOBEAEHHOTO C ydacTUeM 24 310pOBBIX
MOOPOBOJIBIIEB, TPH OJHOBPEMEHHOM TIPUMEHEHUHW JaburarpaHa
DTEKCWJIaTa M JUTOKCHHA HE HaOJI0aIoch HUKAKUX H3MEHEHHM
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DKCIO3UIMH JUTOKCHHA| M KIMHMYSCKIT  SHAYUMEIX- HIMEHCHUIT B

DKCIIO3HIINH Ja0uraTpaHa.

AHTHKO&FVHHHTBI n JCKApCTBEHHBIC CPEACTBA, KOTOPBIC I/IHI‘I/I6I/IDVIOT arperaiumrio TDOM6OI_[I/ITOB

JlexapcTBEHHbIE CpEACTBa, TEpaNUs KOTOPHIMM HE HCCIENOBAJIaCh WJIM OIBIT IPUMEHEHUS
KOTOPBIX OTPAaHUYEH, U KOTOPbIE MOI'YT MOBBICUTb PUCK KPOBOTEUEHUH NPHU OJHOBPEMEHHOM
IPUMEHEHUH C JaburarpaHa 3TEKCUIATOM: aHTUKOArYJISIHThI, TAKUE KaK He()paKIIMOHUPOBAHHBIN
renapud  (H®I'), Huskomonekynspubie renapunsl (HMI') u  mpousBojgHbele  renmapuHa
(onmanapunykc, Ae3UpyaUH), TPOMOOIUTHUECKHE JIEKAPCTBEHHBIE MpEnapaThl U aHTarOHUCTHI
BuTamuHa K, puBapokcabaH uiu Apyrue nepopajbHble aHTUKOATryJISIHTHI (CM. pa3zen 4.3), a Takke
JIEKapCTBEHHbIE CPEJICTBA, KOTOpPble MHIHOMPYIOT arperanvi TpPOMOOLUTOB, Takue Kak
anTtaroHuctsl penentopoB GPIIb/Illa, TuxmonmmuH, mpacyrpen, THKarpenop, ACKCTpaH W
cynbpuHnUpa3oH (cM. pazaen 4.4).

Ha ocHoBanuu nmaHHbIX, coOpaHHbIX B ucciaeaopanuu III ¢aszer RE-LY (cMm. paszmen 5.1), O6bu10
OTMEYEHO, YTO COIMYTCTBYIOIIEE HCIOJIb30BAHUE APYTHMX MEPOPAIbHBIX WM MapeHTepalbHbIX
AQHTUKOAryJISHTOB YBEJIMYMBAET YaCTOTY OOJBIINX KPOBOTEUEHHH IIPH JICUEHUH KaK JadurarpaHa
ATEKCHUJIATOM, TaK U BaphaprHOM MPUOIHU3UTENBHO B 2,5 pasa, TIaBHBIM 00pa3oM, Ipy IepeBoie
C OJHOIrO aHTUKoaryjisHTa Ha apyrod (cMm. paszgen 4.3). Kpome Ttoro, comyTcTByloliee
npuMeHeHue aHtuarperantoB, ACK umu kionujorpena npuOIU3UTENBHO YIBAaUBAJIO YacTOTY
00JBIINX KPOBOTEUEHUH MPU JICUEHUH KaK JAadurarpaHa 3TEKCUJIATOM, TaK U BappapUHOM (CM.
pasnen 4.4).

H®I' MoxHO npuMeHATh B J103aX, HEOOXOMUMBIX JUIS MOAJEPXkKAHUS MPOXOAUMOCTH

HOEHTPAJIBHOI'O BCHO3HOI'O WJIN apTECPUATIBHOI'O KATETCPa (CM. pa3acit 43)

Tabnuna 7. B3aumoaeicTBusl ¢ aHTUKOAryJISIHTaMU U JIEKAPCTBEHHBIMU CPEACTBAMH, KOTOPbIE

UHTUOMPYIOT arperaruio TpOMOOIUTOB.

HIIBII ITokazano, uro npumenenue HIIBII misi kpaTKOBpEMEHHON aHAIbIe3WH HE
ObUIO CBS3aHO C MOBBIIMIEHUEM PHUCKA KPOBOTEUECHHUS NPHU OJHOBPEMEHHOM
IPUMEHEHUHU ¢ JaburaTpaHa sTekcuiatoM. [Ipu AnuTenbHOM NPUMEHEHUU B
xone wuccnenoanus RE-LY HIIBII mnosbimanu puck  KpOBOTEYEHUS
npuOm3uTeNnpHO Ha 50% a1 naburarpana dTeKcuaaTa U BapdapuHa.
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Kionugorpen | Y 310pOBBIX MOIOABIX A0OHOBONBLEE MYKCKOLO HONia - OMHOBPEMEHTOE

Ha3HayeHWe JaburaTpaHa »HTEKCWJIaTa M KIOMUAOrpeIa HE BbBI3bIBAJIO
JIOTIOJIHUTEIBHOTO YBEIMYEHUS BPEMEHU KalWUISIPHOTO KPOBOTEYEHMS IIO
CpaBHEHUIO ¢ MOHOTepanuel kionuaorpenoM. K romy xe 3HaueHuss AUC s 1
Crnax,ss Ja0UTaTpaHa v MOKa3aTeNy KOAryJIsIHH, HCIIOIb3YIOIINECs I OLIEHKU
BIUSHUS JaburaTpaHa WM [IOKa3aTelW BIMSHHUS —KIOMMUIOTpeNa Ha
MOJABJIIGHUE arperanui TPOMOOLMTOB, OCTABAIUCh HEU3MEHHBIMH IIPU
CpPaBHEHMH KOMOWHUPOBAHHON Tepamuu U COOTBETCTBYIOLIEH MOHOTEPAIUU.
ITpu npueme Harpy3ouHoil 10361 kaonugorpena 300 mr uiau 600 Mr 3HaUYeHUs
AUCq s 1 Crax,ss JTaOUTaTpana yBenuuuasiuch npumepno Ha 30 — 40% (cm.
paznen 4.4).

ACK OnHOBpeMEHHOE TPUMEHEHHE ¢ JaduraTpaHa 3TeKcuiaaToM B nmo3e 150 mr
2 pa3a B CyTKH MOXET MOBBICUTH PUCK JIIOOBIX KpoBOoTeueHui ¢ 12% 10 18% u
24% npu no3zax ACK 81 mr u 325 Mr cooTBeTCTBEHHO (cM. pazzaen 4.4).

HMI' OpnnoBpemenHoe npumenenne HMI', Takux kak 3HOKcanapuH, U jaburatpaHa
ATEKCHUJIaT, CIeHHAIbHO HE MCCieaoBaiock. Ilocie nepeBoja ¢ Tpex IHEBHOM
Tepanuu >HOKcamapuHoM 40 mr 1 pa3 B cyTku 1/K, yepe3 24 yaca mocie
BBEJICHHS TOCTEAHEH 03Bl DHOKCAmapuHa SKCIO3WIMS Jadurarpana Oblia
HECKOJIbKO HHUXKE, YeM I10CJIe MPUMEHEHHUs TOJIbKO JaburarpaHa 3TeKcuiara
(omnokpatHass mo3a 220 wmr). HaGmromanmocs mnoBsimenue antu-FXa/Flla
AKTHUBHOCTH TIOCJIEC IPUMEHEHHS JaburarpaHa dTeKCUIaTa ¢ MpeBapuTeIbHbIM
Ha3HAYCHHEM JHOKcamapuHa 1o cpaBHeHUIO ¢ aHTU-FXa/Flla akTuBHOCTBIO
MpU JIEYEHUW TOJBKO Jaalduratpana sTekcwiaroM. CUHTaeTcs, 4YTO 3TO
00yCIIOBIEHO OCTATOYHBIM d(PPEKTOM JIeUEHUSI FHOKCATTAPUHOM U HE SBIISETCS
KIIMHUYECKH 3HauuMbIM. [lpenBaputenbHOe Ha3HAUYEHHWE HHOKCANapuHa
CYIIECTBEHHO HE BIHMAJO Ha JpYrde aHTUKOATYJISAIMOHHBIE IOKa3aTean
Jaburarpasa.

JIpyrue B3auMOJIENCTBUSI

Tab6numa 8. JI[pyrue B3auMoieicTBuUs

Cenexmugnsvie uneubumopsl oopamnozo zaxeama cepomonuna (CHO3C) unu cenexmusHvie
uHeUbUMOpLL 0O6pamuo2o 3axeama cepomonuna u Hopaopenaiurna (CHO3CH)

CHO3C, CUO3CH CHO3C nu CUO3CH nossllany puck KpoOBOTEUEHHUS B
uccneposanuu RE-LY Bo Bcex rpynnax jge4eHus.

Bewecmea, srusrowue na pH srcenydouno2o codeparcumozo

ITanTompason IIpu oTHOBpEMEHHOM MTPUMEHEHUH Ja0urarpaHa
ATEKCUJIaTa ¢ MaHTOIPA30JI0M Ha0JI0/1aJI0Ch YMEHbILIEHUE
AUC paburatpana npuoausurensHo Ha 30%. B
KJIMHUYECKUX UCCIIENOBaHUAX MAaHTOIIPA30J U IpyTre
UHTUOHUTOPHI TpoTOoHHOTO Hacoca (MUITH) HazHavanuce
OJIHOBPEMEHHO C JaburaTpaHa 3TEeKCHIIaTOM, U
onHoBpeMeHHoe npumenenue UITH He cHmxkano

2 PexTUBHOCTH naburaTpaHa ITEKCUaTa.

Panutnaun O)IHOBpeMeHHOC MNPUMCHCHUC pAHUTUAWHA C IIPCIIapaToM
11a61/1ranaHa 9TCKCHJIATOM HE OKa3bIBaJIO KIIMHUYCCKHU
3HAYMMOI'0 BJIMAHUA Ha CTCIICHb BCACBIBAHU A J:[a61/1ranaHa.

BiauMonaelcTBus, CBsS3aHHBIE C MeTa00INYSCKUM HDOd)I/IJ'IeM ﬂaGHranaHa OTCKCHJIaTa H

naburaTpaHa
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Jlaburarpana 3TeKcuiaT u 1a0uraTpaH HE MET onmnpﬂo—rcx 5&%’?&%‘%&05 %I_/“I‘A)-!(DOI\IT P4‘§b'n HE

MY OTUETY

OKa3bpIBAIOT 1IN Vitro HHUKAKOro BIUSHUSA Ha ¢epMeHTbl 1uToxpoma P450. Ilostomy
B3aUMOJICHCTBUA Ja0uraTpaHa € COOTBETCTBYIOLIMMHM JIEKAPCTBEHHBIMH CPEICTBAMH HE

OXXHNAacTCA.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JJAKTALMS

bepemeHHOCTD

JlanHbIE O TPHMEHEHWW JaburarpaHa S3TEKCWIaTa BO BpeMsi OEpPEeMEHHOCTH OTCYTCTBYIOT.
[ToTeHIMaIBHBIN PUCK Y YEIIOBEKA HEM3BECTEH.

JKenmmHaMm penpolyKTUBHOTO BO3pacTa clieyeT H30eraTh HACTYIUICHUS OCpEeMEHHOCTH TpHU
nedeHun mnpemapatoMm Jlaburarpana stekcunar Ilomucan. [lpm HacTymiieHUH OepeMEHHOCTH
MIPUMEHEHHUE Mpenapara He PeKOMEHIYeTCs, 3a UCKIIIOYSHHEM CIIy4aeB, KOTja 0)kKuiaeMasi 1moJjb3a
MIPEBBIIIACT BO3MOXKHBIN PHCK.

JlakTaims

[Tpr HEOOXOAMMOCTH MPUMEHEHHSI TIperapaTa B MEePUOJ TPYAHOTO BCKAPMIIMBAHUS, B CBS3H C
OTCYTCTBHEM KJIMHUYECKUX JAHHBIX, TPYJHOE BCKAPMIIMBAHME PEKOMEH]IyeTCs MPEKPaTUTh (B

KayeCTBE MEpHhI MPEIOCTOPOKHOCTH).

DdepTUabHOCTD

B IKCIICPUMCHTAJIBHBIX HUCCICAOBAHUAX HE YCTAHOBJICHO He6J'Ial"0HpI/I}ITHOFO BO3JICHCTBUSA Ha

(I)epTI/IJ'ILHOCTB HJIN MTOCTHATAJIbHOC PA3BUTHUC HOBOpO)K,I[éHHBIX.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMHU CpeICTBAMH M padoTaTh ¢
MeXaHU3MaMH

Bmusaue nmpemapara [laOurarpana »stekcunar Iloamcan Ha cnocoOHOCTh — yHpaBiIsATh
TPAHCIIOPTHBIMU CPEICTBAMH M 3aHUMAThCA JPYTMMU TOTEHIMAIBHO ONAaCHBIMHU BHUAAMU
JESTEIIbHOCTH, TPEOYIOUIMMH  TIOBBIIIEHHON KOHIIEHTpAalMM BHUMAaHUS M OBICTPOTHI
IICUXOMOTOPHBIX PEaKIMi, HE HN3y4daJoch, HO YYMTHIBas, YTO NPUMEHEHHUE Ipernapara
Haburatpana »tekcunar llodaMcaH MOXKET  CONPOBOXKIATbCS — MOBBIIIEHHBIM — PUCKOM
KPOBOTEUEHHH, cieayeT coOMoAaTh OCTOPOXKHOCTh TpU  BBIMOJIHEHUHM TaKUX BHJIOB

JIeSITENLHOCTH.

4.8. HexxennaTesbHbIE peaKIUU

TabnnuHoe pE3IOME HEXKENATCIILHBIX PeaKIINH
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YacToTa HeXeNnaTeNbHbIX PEaKIui, KOTOPhIE M

COOTBETCTBYET SKCTIEPTHOMY OTUETY
ot 03.04 2025 Ne 8962
7 oG EARRATEORHOC ﬁp'rl{eﬁéHa B

BUJIE CIIeAYIOIIeH rpaganuu: oueHb yacto (>1/10); wacro (>1/100, <1/10); meuacto (>1/1 000,

<1/100); penxo (>1/10 000, <1/1 000); ogenb peaxo (<1/10 000); HEM3BECTHO (YACTOTA HE MOXKET

OBITH OIIEHEHA 110 JJOCTYIHBIM JIAHHBIM ).

Tabmuua 9. HexxenatenbHble peakuu

CucTeMHO-OpraHHBINA Ki1acc/
HexenatenbHas peakius

YacToTa BOSHUKHOBEHUS

[Ipodunaktika nHCYNbTA,
CHCTEMHBIX TPOMOOIMOOIHI 1
CHIDKEHHE CEepJeYHO-COCYANCTOM
CMEPTHOCTH Y B3POCIBIX
ManueHToB (B Bo3pacTe oTl8 ner)
C HeKJarnmanHoH GpuopusImeit
npeicepaAnii U OHUM WK Ooliee
(dakTopaMu pucka

Jleyenue u npodunakTrka
PEUHUINBOB OCTPOTO TPOMOO3a
riryookux BeH (TT'B) w/mmu
TpOMOOIMOOITNH JICTOUHOM
aprepuu (TOJIA) n
MpO(UIAKTHKA CMEPTEIbHBIX
HCXOJIOB, BBI3bIBAEMBIX 3TUMH
3200JIEBaHUSIMH Y B3POCIIBIX
ManreHToB (B Bo3pacTe oT 18 ner)

Hapywenusi co cmoponul Kposu u ium@bamuiecko cucmembi.

aHEMMUS 4acTo HEYacTo
CHIJKCHHE YPOBHS [eMOIJI00MHa | HeYacTo HEU3BECTHO
TPOMOOIIUTOTICHHS HEYacTo peaxo
CHIDKEHUE IeMaTOKpUTa peaxo HEU3BECTHO
HelTponeHus™ HEU3BECTHO HEHU3BECTHO
arpaHyJIonuTo3* HEU3BECTHO HEU3BECTHO
Hapywenus co cmoponvl umMmyHHOU cucmembi.

peakuuu HE4acTo HE4acTo
TUIEPYYBCTBUTENIBHOCTH

KOXHAsl ChIb HEYacTo HE4acTo
KOJKHBIH 3y]1 HEYacTo HEYacTo
aHauIaKTHYeCKas peaKys penko penko
AQHTHOHEBPOTHYECKUI OTEK penko penko
KpanuBHUIIA peaxo penko
OpoHXOoCHa3M HEU3BECTHO HEU3BECTHO
Hapywenus co cmopoHbl HepeHoul Cucmembl.

BHYTPHUYEPETTHOE KPOBOTEUEHHE | HEYacTO penko
Hapywenus co cmopoHul cocyoo8:

reMaroma HE4acTo HEYacTo
KpOBOTEYECHHE HE4acTo HEYacTo

Hapywenus co cmoponul ObixamenvHotl cucmemsl, 0peanos pyOHOU KIemKu i CPpe0OCmenUs.

HOCOBOC KPOBOTCUYCHUC

qacTo

qacTo

KpOBOXapKaHbC

HCYaCToO

HCYacToO
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JKenydouno-kuueunvle HapyueHus

CHEOQOBATENBHOCTE O

UL

KEITyTOYHO-KUIIEYHbIE 4JacTo 4acTo
KpPOBOTEUECHHUS

0O0JIb B )KUBOTE 4acTo HEYacTo
nuapes 4acTo HEYacTo
JUCTIETICUS 4acTo 4acTo
TOIIIHOTA 4acTo HEYacTo
pEeKTaNbHbIE KPOBOTEUEHHS HEYacTo 4acTo
reMOPPOUIAIbHBIE KPOBOTEUEHHSI | HEYACTO HEYacTo
W3BA3BICHUE CITU3UCTON HEYacTo HEYacTo
o6onouxu KKT

ractpos3odarur HEYacTo HEYacTo
ractpoasodareanbHast HEYacTo HEYacTo
pedurokcHas 00JIe3Hb

pBOTa HEYacTo HEYacTo
nucdarus HEYacTo penko
Hapywenus co cmoponul nevenu u dcentuegblgo0sauux nymeii.

HapyueHne GYHKIUH MeYeHH HEYacTo HEYacTo
MOBBIILIEHNE aKTUBHOCTH HEYacTo HEYacTo
aJTaHMHAMUHOTpaHC(hepasbl

MOBBILIIEHHE AKTUBHOCTH HEYacTo HEYacTo
acrmapTaTaMHHOTpaHcdepasbl

MOBBIILIEHNE aKTUBHOCTH penko HEYacTo
«TIEYEHOYHBIX» TpaHCAMHHAa3

rUnepouIupyonHeMus penko HEU3BECTHO
H3menenus co cmoponst KoxCu u NOOKOICHBIX MKAHEU.

KOKHBII reMOpparu4ecKuil 4acTo 4acTo
CHUHJIPOM

asoreus* HEU3BECTHO HEU3BECTHO
Hapywenusi co cmoporvl mbluieutoll, cKkeiemHuoul U COeOUHUMENbHOU MKAHU!
remMapTpos penko HEYacTo
H3menenus co cmoponsl nOYeK u MOYE8bIGOOAUUX NYELL:

YpOTE€HUTAJIbHBIE KPOBOTEUYEHUS, | 4acTo 4acTo

B T.4. TEMaTypHsi

Obwue napywenus u peakyuu 6 mecme 86e0€HUs:

KPOBOTEYEHHUS U3 MECTa peaxo penko
WHBEKLIUHU

KpOBOTEUYEHHUS U3 MECTA peaxo penko
BBEJICHUS KaTeTepa

Tpasembl, UHMOKCUKAYUS U OCTIOINCHEHUSL NPOYEOYD:

MIOCTTPaBMAaTHYECKOE peaxo HEYacTo
KpOBOTEYEHHE
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KpPOBOTCUCHHUA U3 MCCTa pPEaAKo

C] ”::5;:2%'53' EREHOCTE 0002)

OTIEPAIMOHHOTO JIOCTYIIA

* HaHHHe HCXKECIATCIbHBIC PECAKIIMU HE ObLIU 3apeTUCTPUPOBAHBI B KIMHUYCCKHUX HCIIBITAHUAX

KaK HCXKECJIAaTCIbHBIC pECAKIINU (TOJ'IBKO MOOOYHEIE 3(1)(1)6KTBI); CJICOOBATCIIBHO, HaCTOTAa HE MOXET

OBITH pacCUMTAHA.

PacdeT yacTOTHI HEXKENATEIbLHBIX peaKLII/If/’I OCHOBAH Ha MMOCTMAapPKCTUHI'OBOM OIIBITEC.

COO6H.I€HI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo01maTh 0 I0A03PEBAaEMbIX HEXENATEIbHBIX PEAKLUAX TIOCIIE PETUCTPALIUHY IIperapaTa ¢

HEeNbl0  O0ecreYeHus: HEMpepbhIBHOTO  MOHUTOPHHIA

COOTHOIICHUA «I0JIb3a  —PUCK»

JICKapCTBEHHOT'O Mpernapara. MeIuIMHCKUM pabOTHUKAM PEKOMEHIYeTCs COOOIIaTh O JIF0OBIX

MMOA03PCBACMBIX HECKCIIATCIIbHBIX PCAKIUAX JICKAPCTBCHHOI'O IIPpCIiapaTra 4€pe3 HAllMOHAJIBbHBIC

CHUCTEMBI COOOIICHUS O HEXENATEeIbHBIX PEAKIUAX TOoCydapcTB — wWieHOB EBpasuiickoro

HYKOHOMHYECKOTO CO03a:
Poccuiickasa ®eoepayus

109012, r. Mocksa, CnaBsiHCcKas 1omans, 1. 4, crp. 1

OenepanbHas ciryx0a 1o Hax3opy B cdepe 3apaBooxpanenus (PoczapaBuanzop)

Tenedon: +7 (800) 550-99-03
DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru

Pecnybnuxa benapyco

220037, r. Munck, ToBapureckuii miep., 1. 2a
PecnyOnukanckoe yHuTapHoe mnpemnnpustue  «LleHTp
3/IpaBOOXPaHEHUI

Temedon: +375 (17) 242-00-29

DnexkTponHas noyra: rcpl@rceth.by, rceth@rceth.by
https://www.rceth.by

Pecnyonuxa Kazaxcman

9KCIICPTU3 n HUCIIbITAaHUH B

010000, r. Acrana, p-u balikonsip, yi. A. imanoBa, 13, BIl «Hypcayner 2»

PI'TI na IIXB «HaunoHanbHbIA LEHTP SKCHEPTU3BI JICKAPCTBEHHBIX CPEICTB U MEIUIIMHCKUX

156631 (511070505 Komutera MCIUIIMHCKOIO H (I)apMaI_[CBTI/I‘-ICCKOFO KOHTPOJIA MI/IHI/ICTepCTBa

3npaBooxpanenus Pecny6nuku Kazaxcran
Temedon: +7 (7172) 235-135

OnektponHas noyra: farm@dari.kz
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4.9. [lepeno3upoBka

CumMnTOMBI

Jo3sl npenapara Jlaburatpana stekcuinat [lonucan, npeBblaoe peKOMEHIyeMble, IPUBOJAAT
K [TOBBILLIEHUIO PUCKA KPOBOTEUEHUS Y MALlMEHTA.

Jleuenue

B cnyuae mono3peHus Ha Mepeao3UpPOBKY KOAryJSIIIMOHHBIE TECThl MOTYT MTOMOYb ONpPEAEIUTh
puck kpoBoreueHus (cM. pazaeinsl 4.4 u 5.1). KanuOpoBanHusblit konnuecTBeHHbIN TecT (pTB) unu
NOBTOpPHBIE M3MepeHHus pTB 1aroT BO3MOXKHOCTH NPOrHO3UPOBATh BpeMs, Korza OyayT
JIOCTUTHYTHI OTpefeNieHHble YpPOBHM jaa0urarpaHa (cMm. paszmen 5.1), Takke B KadecTBe
JOTIOTHUTEILHOU MEPbl MOYKHO Ha4yaTh TUAIH3.

Upe3mepHasi aHTUKOAryJsiUsi MOXET IOTpedOBaTh BPEMEHHOI'O IIPEKpAIICHUs JICUEHUs
npenapatoM Jlaburatpana srexkcuiat [lonmucan. [Tockonpky naburarpan B OCHOBHOM BBIBOAHMTCS
MOYKaMHU, CJIEeTyeT MOAJIePKUBATh aJIeKBAaTHBIN Tuypes. B cBsi3u ¢ TeM, YTO CTENeHb CBSI3bIBAHUS
c Oenkamu TUIa3Mbl KPOBH HHU3Kasl, JaOUTraTpaH MOXKET BBIBOJUTHCS C IMOMOIIBIO THAIH3a;
KJIMHUYECKUM ONBIT, JEMOHCTPUPYIOLIMH MOJb3y INPUMEHEHUS JAHalu3a B KIMHUYECKHX
MCCJIEI0BAHMSX, OTpaHuyeH (cM. paszzaen 5.2).

Jleuenue kposomeueHuti

B cnydae remopparuueckux OCIOXKHEHMH JjedeHue mpenaparoMm Jlaburarpana sTekcuiatr
[Tonucan cnexyer mpekpaTUTh M YCTAaHOBUTh HCTOYHMK KpoBOT€dYeHMs. B 3aBucHMOCTH OT
KJIIMHUYECKON CUTYallUU CJIEIYeT HUCII0JIb30BaTh COOTBETCTBYIOUINE MOJAEPKUBAIOIINE METO/IbI
JIEYEHUs1, HallpUMEp, XUPyprudeckuil remocras nian Boccrtanosienue OLK, no pemenuto Bpaya.
Jns  cutyanuii, korga TpeOyeTcs ObICTpOe YCTpaHEHHE AHTHKOATYJISHTHOM aKTHUBHOCTH,
CYLIECTBYET ClHeuu(pUUecKuii aHTaroHUCT (papMakOAMHAMUYECKOTO IEHCTBUS JaburaTpana,
npenapar, coJep)Kalluil uaapyuu3ymMad, BBEJIEHHUE KOTOPOro TO3BOJSET HEWTpaln30BaTh
aHTUKOAryIsaHTHBIN 3 ekt npenapara J[aburarpana stekcunar [lonucan.

MOXHO paccMOTpeTh 11eIecO00Pa3HOCTh MPUMEHEHHsI KOHIIEHTPATOB (PaKTOPOB CBEPTHIBAHUS
KpOBH (aKTUBMPOBAHHBIX MM HE aKTHUBHPOBAHHBIX) WM pekoMOMHaHTHOro ¢akropa Vlla.
HmeroTcss HEKOTOpble 3KCIEPUMEHTANbHbBIE JTaHHBIE, CBUAETEIbCTBYIOIIME O BO3MOXKHOCTH HX
NPUMEHEHUS I TPEKpalleHus aHTHUKOarylsHTHOTo d¢ddexra naburatpaHa, HO JaHHBIC
OTHOCHUTEJIBHO UX MOJIb3bI B KIIMHUYECKHUX CUTYallUsX, & TAKKE OTHOCUTEIBHO BO3MOYKHOI'O PHCKa
PHUKOIIETHOM TPOMOOAIMOOINH OYEHb OTpaHUuYEHBl. Pe3ynbTaThl KOAryasUOHHBIX TECTOB MOTYT
CTaTb HEJOCTOBEPHBIMH IIOCJI€ TPUMEHEHHUsS [MpeajaraéMblX KOHIIEHTPaToB (haKTOpOB

CBCPTBIBAHUA KPOBHU. CnenyeT CO6J’IIOI[aTL OCTOPOXXHOCTb MpPU HUHTCPIIPETALUN 3THUX TCCTOB.
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HAJIMYUKA TPOMOOIUTONICHUN WM TNPUMEHEHUH AaHTUATPEraHTHBIX JIEKApPCTBEHHBIX CPEICTB
JUTMTEJIBHOTO IEUCTBUS. Bce CUMIITOMATHYECKOE JIEUEHUE IIPOBOIAT 10 PELICHUIO Bpaya.
B ciyyae 3HAYMTENBHOrO KPOBOTEYEHMs CIENAYET PACCMOTPETh BOIPOC O KOHCYJIBTAlUU

criequaiicTa 1mo reMocrasy (HpI/I HaJIn4uy JaHHOI'O CHCI_[I/IaJ'II/ICTa).

5. DPAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoauHaAaMHUYeCKHE CBOMCTBA

®dapMakoTepaneBTUYECKas TPyIIa: aHTUTPOMOOTHYECKHE CpPEICTBA; MpsSMble HHTUOUTOPHI
TpomMOuHa

Kon ATX: BOIAEO7

MexaHu3M ASHCTBUS

JlaburarpaHa 3TeKcuiIaT sABJISETCS HU3KOMOJIEKYJISIPHBIM, He 00J1a1at0iM (papMaKkoIoruyeckon
AKTUBHOCTBIO TIPEANICCTBEHHUKOM aKTHUBHOW Qopmbl naburarpana. Ilocie mpuema BHYTph
naburarpana dTeKcuiaT ObICTPO BCachiBaeTcs B kemynouHo-kumeyHoM Tpakre (JKKT) u, mytem
THJIPOJIM3a, KaTalM3UPyeMOro S3CTepa3aMu, B I€YEHHM M IUIa3Me€ KpPOBM IIpeBpallaeTrcs B
naburarpad. Jlaburatpas sBIs€TCS MOIHBIM KOHKYPEHTHBIM 00PaTUMBIM MTPSIMBIM HHTHOUTOPOM
TpOMOWHA 1 OCHOBHBIM aKTHBHBIM BEIIECTBOM B IIIa3M€ KPOBH.

Tak kak TpoMOWH (CepuHOBAs MPOTEa3a) B MPOIECCE KOATYISAIUU MpeBpamacT GUuOPUHOTEH B
¢uOpHH, yrHeTeHHe aKTMBHOCTH TPOMOHMHA MpEMNSTCTBYeT oOpa3zoBaHMI0 TpomOa. J[aburatpan
OKa3bIBaeT MHTUOMpYIOlee BO3/AEHCTBHE HAa CBOOOJHBIH TPOMOWH, TPOMOHWH, CBSI3aHHBIH C
(uOPUHOBBIM CI'YCTKOM, U BBI3BAHHYIO TPOMOMHOM arperanuo TpOMOOIIUTOB.

dapmakoagnaammudeckue YO PeKTol

B skcnepuMeHTaIbHBIX HCCIEIOBAaHUAX Ha Pa3MYHBIX MOJENAX TpoMOo3a in vivo U ex vivo
HOJTBEPAKIEHO aHTUTPOMOOTHUYECKOE JeHCTBUE M aHTUKOATYJISIHTHAS aKTUBHOCTH JlaburarpaHa
rocJyie BHyTPUBEHHOTI'O BBE/ICHHUS U Ja0urarpaHa sTeKcuiaTa — ocje npuemMa BHyTpPb.
VYcraHoBiieHa mpsMas KOppessus MEXIy KOHIEHTpauued aadurarpaHa B Ijla3Me€ KpPOBH U
BBIPQKEHHOCTBIO aHTUKOAryJasHTHOTO 3¢ ¢dekra. [laburarpan yJUIMHAET aKTUBUPOBAHHOE
yacTuuHoe TpomOormnactuHoBoe BpeMmsi (AUTB), skapunoBoe Bpemsi cBeptThiBanus (OBC) u
TpoMOuHOBOE Bpems (TB).

Ipogpunaxmuxa eenozuvix mpombosmbonuti (BT3) nocre s3noonpomesuposaHus KpynHwix
cycmaeos

Pe3ynbraThl KIMHUYECKUX UCCIEIOBAHUN Y MTAIUEHTOB, NEPEHECIINX OPTOMNEINIECKIE ONlepaliiu
— BHJOMPOTE3UPOBAHUE KOJIEHHOTO U Ta300€ApEHHOr0 CYCTaBOB, — MOJTBEPAUIN COXpaHEHHE

apaMeTpoB T'eMOCTa3a M SKBUBAJEHTHOCTh MpuMeHeHus 75 mr wiam 110 mr paOurarpana
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w 220 mMr 1 pa3 B cytku B TeueHue 6—10 gHell (Ipu omnepanuyu Ha KOJIEHHOM CYCTaBe) U
28-35 nmueit (Ha Ta300€JPEHHOM CYyCTaBe), IO CPAaBHEHUIO C SHOKcanapuHoM B f1o3e 40 mr 1 pa3 B
CYTKH, KOTOPBII IPUMEHSUIA HAKAHYHE U ITOCJIE ONIEPaLUH.

[Toka3aHa SKBHUBAJIEHTHOCTb aHTHUTpOMOOTHYEcKOro s¢¢ekra naburarpaHa 3TeKcuiIaTta IMpU
npuMmeHeHun 150 mr mim 220 Mr 1o CpaBHEHHUIO ¢ SHOKcamapuHOM B 7103¢ 40 MI B CyTKH IIpU
OLIEHKE OCHOBHOM KOHEYHOU TOUKH, KOTOPasi BKIIIOUAET BCE CIIy4and BEHO3HBIX TPOMOOIMOOIN 1
CMEPTHOCTb OT JIHOOBIX IPUYHH.

Ilpogunaxmuxa uncyroma u cCUCMEMHBLIX MPOMOOIMOOIUN Y NAYUEHMO8 ¢ uopuLisyuer
npedcepouti

[Tpu pyuTensHOM, B cpeaHeM okoio 20 MecsleB, IPUMEHEHUH Y NAlMeHTOB ¢ GUOpMILIsIIHei
npeacepaAnil U ¢ YMEPEHHbBIM WIIM BBICOKMM PUCKOM HMHCYJIBTA MM CUCTEMHBIX TPOMO0IMOOINI
ObUIO MMOKAa3aHo, 4TO JaburarpaHa sTekcuiar B go3e 110 mr, Ha3HaueHHBIN 2 pa3a B CyTKH, HE
ycryman BapdapuHy 10 3((EeKTHBHOCTH MpenoTBpalleHHs HWHCYJIbTa M CHCTEMHBIX
TPOMOOIMOOJUH y MAIUEHTOB ¢ (PMOPHIUTSIIIHEH TIPECePHii; TAKXKE B TPYIINE JadurarpaHa ObLiIo
OTMEYEHO CHIKEHHE PUCKA BHYTPUYEPEIHbIX KPOBOTEUEHUH U OOIIEH 4acTOThl KPOBOTEUEHUI.
[Tpumenenue Gosee BbICOKOM 103bl mpenapara (150 Mr 2 pas3a B CyTKH) JOCTOBEPHO CHMXKAJIO
PUCK HIIEMHYECKOIO U T'eéMOPParMueckoro HMHCYJIbTOB, CEPAECYHO-COCYIUCTOM CMEPTHOCTH,
BHYTPHUYEPEITHBIX KPOBOTEUCHUH 1 00IIIeH 4aCTOTHI KPOBOTEUCHHH 110 CPABHEHHIO C Bap(haprHOM.
Menbias 103a 1aburarpana XxapakTepu30BaJlach CyIIECTBEHHO 00Jiee HU3KUM PUCKOM OOJIBIINX
KPOBOTEUCHHI MO0 CPAaBHEHUIO C Bap(papruHOM.

Uuctelil kKIMHUYECKUH 3G (EKT OLeHUBAJICA MTyTEM ONpEeIeHUss KOMOMHUPOBAHHOW KOHEUHOU
TOYKHM, BKJIOYABIIEHM YacTOTy MHCYJIbTa, CHCTEMHBIX TpOMOOAMOOIMM,  JIETOYHBIX
TpoMO03MOOIHii, OCTpOro HH(apKTa MHOKAp/a, CEPAEUHO-COCYIUCTON CMEPTHOCTH U OOJIBIIUX
KPOBOTCYECHUH.

ExxeronHass yacToTa MNEpeYMCICHHBIX COOBITMHM Yy NAalMeHTOB, IOJIy4aBIIUMX JaOurarpaHa
ATEKCUJIAT, ObUIAa HUXKE, YEM Y MAIlMEHTOB, MOJIy4YaBIIUX BapdapuH.

W3meHeHus B 1a0OpaTOpHBIX MOKa3aTeNsX (YHKIMM TE€YEHH Yy TMAIMEeHTOB, IOJIy4aBIIMX
nadurarpaHa 3TeKCHUJaT, OTMEYaIMCh CO CPABHUMOM MIIM MEHBIIEH 4acTOTOM MO CpaBHEHMIO C
nanueHTaMu, oJy4yaBIIUMH BaphapuH.

JlononHurtenbHOEe M3ydeHHE AadurarpaHa 3TEKcuUjaTa B HaONIOJATENbHBIX HCCIEIOBAHUAX Y
NalMeHTOB ¢ GUOpHILILKEH peacepaAnil CBUIETENbCTBYET, YTO MOKa3zaTeslu 3(h(HEeKTUBHOCTH U
0€30MacCHOCTH  Tpermapara B  KIMHMYECKOW MPAKTUKE COOTBETCTBYIOT — pe3yJibTaraM

PaHIOMHU3UPOBAHHBIX UCCIICIOBAHUM.
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IPOIEMOHCTPUPOBAJIH, YTO BHITIOJTHEHUE KATETEPHOM abialiy y MarMeHToB ¢ TapOKCU3MaIbHON
WIA TepcucTupylomeid ¢GuOpwuianueil mpeacepAuid, IMONYyYalOUIMX HENPEPBIBHBIA Kypc
naburarpana stekcuiiara B 1o3e 150 mr (1 kamncyiia) 2 pa3a B CyTKH, XapaKTEPU3YETCs MEHBIIIUM
pUCKOM OOJIBIIMX KPOBOTEUEHMH B CPABHEHUHU C MALUEHTaMH, y KOTOPBbIX MpoLeaypa
BBITOJIHSIACH HA (POHE HEMPEPHIBHOTO Kypca BapdapuHa. Paznnumii Mexxay rpynmnaMu cpaBHEHUS
B OTHOLUEHUMM YaCTOThl KOMOMHHPOBAHHOM KOHEYHOH TOYKH, BKJIIOYAIOLIEH WHCYJIBTHI,
CHCTEMHbIE 3MOOIMH WIN TPAH3UTOPHbBIC HIIEMUYECKHE aTaKH, BBISIBIIEHO HE OBLIIO.

Pe3ynbTatsl OTKPBITOTO PaHIOMHU3UPOBAHHOTO HCCIIeIOBAHUS RE-DUAL PCI
MIPOJIEMOHCTPUPOBAJIM, YTO IPUMEHEHUE Jaburarpana aTekcuiaTa B go3e 150 mr 2 pasza B CyTKH,
an6o B no3e 110 mr 2 pa3a B CyTKM B KOMOMHAIMU C KJIOMMJIOTPEJIOM WJIM TUKAarpeiopoMm y
NAalMEeHTOB C HEKJIAaHHOM puoOpruIsinuel npeacepaui, NepeHecuINX YpeCKOKHOE KOPOHAPHOE
BMEILIATENILCTBO CO CTEHTUPOBAHUEM, XaPaKTEPU3YETCsl MEHBIIUM PUCKOM Pa3BUTHUS ITEPBUYHON
KOHEYHOU TOUKH (OOJIBIINE U KIMHUYECKH 3HAaYMMBbIE KpoBOTeUeHus 1o kinaccudukanuu ISTH) B
CpPaBHEHMHM C KOMOMHHMpPOBAaHHOW Teparuel, BKiIouaroleil B ceds BappapuH B COUYETAaHUU C
kionuaorpenom win tukarpenopom u ACK. Ilpu 3ToM B OTHOLIEHMHM KOMOMHHPOBAaHHOM
KOHEYHOU TOUKH 3((HEKTUBHOCTH, BKIIFOYABIICH B ce0s1 CMEPTh, TPOMOOIMOOIMUECKHIE COOBITHS
(uH(MapKT MHOKapJa, WHCYJIBT WIM CHCTEMHBIE 5MOONMH), JHOO HE3aIUIAHUPOBAHHYIO
peBacKyJsIpU3aluio, 0ObeAMHEHHAs TPYIIa MalueHTOB, MMOJYyYaBIINX JadurarpaHa ITEKCHUJaT
(06e 03Bl mpemnapara) B KOMOMHAIMM C KJIOMUIOTPEIOM MM THKarpeaopoM, He ycTymnana 1o
3 PEKTUBHOCTH TpYIIE MAUEHTOB, NOJYYaBIINX KOMOMHHUPOBAHHYIO TEpaNuio Bap(hapruHOM B
COUueTaHHUH ¢ Kionuaorpesnom min tukarpeiaopom u ACK.

Ipogunaxmuxa mpomb0oImMO0ULL Y NAYUEHMOE C NPOME3UPOBAHHBIMU KIANAHAMU Cepoya

B xome kmuHMueckux wuccienoBaHuil ¢asel Il mpumenenus naburatpana u BapdapuHa y
NAIMEHTOB, MEPEHECIINX ONEpPALUI0 M0 3aMEHE KiamaHa ceplla MEXaHUYECKHMM IPOTE30M
(HemaBHO NPOBECHHBIE ONEPAllMU U ONEpAlLlMU, IPOBEAEHHBIE Ooiee 3-X MecsIeB Ha3al), ObLIO
BBISIBJICHO T[OBBIIIEHWE YacTOThl TpoMOO3MOonui U oO0mero 4yucia KpPOBOTECUEHUM
(MperMyILECTBEHHO 3a CUET MaJbIX KPOBOTEUYEHHWH) y MAalMEHTOB, MOJYyYaBLIMX Ja0UraTpaHa
sTekcuaar. B paHHeM mocieonepanvoHHOM Mepuoje OOiblINe KPOBOTEUEHHS B OCHOBHOM
XapaKTepU30BAINCh TeMOPPArndeckuM BHIIIOTOM B MEPUKAp], OCOOCHHO Yy MallUEHTOB, KOTOPBIM
naburaTpaHa dTekcusaTr ObUl Ha3HAuY€H B paHHEM Iepuoje (Ha 3 JIeHb) Mmocie XUpPypruvyecKon
3aMEHbI KJIallaHoOB CepaLa.

Jleuenue ocmpoco mpombosza anyookux een (TI'B) uw/unu mpombosmbonruu necouHou apmepuu

(TDJIA) u npopunakmuka cmepmenbHbiX UCXOO08, BbI3LIBAEMBIX IMUMU 3A001e8AHUIMU
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

KOTOpBIE IEPBOHAYAIIBHO [TOJIy4aJIy NaPEHTEPAIbHYIO TEPANNIO B TEUEHNE, KAK MUHUMYM, 5 THEH,
HNOATBEPAMIN, YTO JaburarpaHa STeKcuiaaT B go3e 150 Mr, Ha3HaueHHBIH 2 pa3a B CyTKH, HE
ycrynan Bapdapuy 1o 3pGeKTUBHOCTH B OTHOUICHUH CHUKEHHSI YaCTOThI PELIMIMBUPYIOIIETO
cumrnromatnueckoro TI'B w/mmu TOJIA wu cinydaeB cmeptH, OOYCIOBICHHBIX ATHMHU
3a00JI€BaHUAMHU, HA MPOTSHDKEHUU O-MECSYHOIO MEpUOJa JeUeHUs. Y MalKMEHTOB, IOJyYaBLINX
naburarpaHa 3TEKCUJIAT, KPOBOTEUCHHS OTMEYAINCh 3HAYUTEIBHO pEXe, YeM Yy MaIlEeHTOB,
MOJTy4aBIIUX BaphapuH.

Yacrota pa3Butus nHbapkTa MUOKap/aa BO BCeX MPOBOAUMBIX uccienoBanusx npu BT, Bo Bcex
Je4eOHBIX TpyIax OblUia HU3KOM.

Tokazamenu gpynkyuu nevenu

B uccnenoBanusx ¢ MpUMEHEHHEM aKTHUBHBIX IPENapaToB CPABHEHUS BO3MOXHBIE M3MEHEHUS
nokasarenei (PyHKIUU MMeYeHH BO3HUKAIIM Y MAIMEeHTOB, MOTYYaBIIUX Ja0UrarpaHa 3TeKCHIIaT,
CO CpaBHUMOW WM MEHBIICH YacTOTOW, 4YeM Yy MalUeHTOB, Moiy4yaBmuxX Bapdapua. B
UCCJIEJOBAaHUM C IUIane00 CYIIECTBEHHOIO PA3jIMyusl B OTHOIICHWU HM3MEHEHMH IoKa3aTesiel
GYHKIIUM TE€YeHH, BO3MOXKHO MMEIONIMX KJIMHUYECKOE 3HAa4YeHHe, MEXIYy TpYNIaMu C
MpUMEHEeHUEeM AaburarpaHa u mianedo He 0TMEUYanoCh.

Ipoguraxmuxa peyuousupyroujeco mpombosa enyooxux een (TI'B) u/unu mpomb6osmb01UU
necounou apmepuu (TJIA) u cmepmenbHbIX UCXO008, BbI3LIBAEMBIX IMUMU 3AD0NIE8AHUAMU
Pe3ynpTaThl KIIMHUYECKOTO UCCIIEI0BAaHUs Y AlIMEHTOB ¢ peruansupyromuM TT'B u TOJIA, yxe
MIOJIy4aBIIUX B Te€UEHHUE OT 3 10 12 Mecs1eB aHTUKOATyJITHTHYIO TEPAIIUIO U HYXKIABIIUXCS B €€
MIPOJIOJDKEHHH, TTOATBEPANIIN, YTO JIEUeHUE JaburarpaHa sTekcuiatoMm B mo3e 150 mr 2 pasza B
CYyTKH He ycrynaio jeueoHomy sddexry Bapdapuna (p=0,0135). V mauueHToB, mOIydaBIINX
nadurarpaHa 3TEKCUIIAT, KPOBOTEUEHUS OTMEYaJIMCh 3HAYMTENbHO pEXEe, YeM Y MalUeHTOB,
HOJy4aBIIUX Bap(apuH.

B uccnenoBanuu cpaBHeHMs JaburaTpaHa dTeKcuiaTa ¢ rniamnedo y nalueHToB, yKe MoTydaBIInX
B TeUeHHE OT 6 110 18 MecsieB aHTaroHUCThl BUuTaMuHa K, OBIJIO yCTaHOBIIEHO, UTO JabUTraTpaH
IPEBOCXOIWII MJIae00 B OTHOIIEHUU MPO(MIAKTUKU PELUIUBUPYIOIIETO CUMITOMATUYECKOTO
TI'B/TOJIA, Bkirodass ciyyad CMEpPTH OT HEYCTaHOBJICHHOM NPUYHMHBI, CHIDKEHHE pHCKa 3a
nepuo. JedeHus coctaBmiio 92% (p<0,0001).

Yacrota pa3Butus HH(apKTa MUOKap/ia BO BCeX MPOBOIUMBIX UccienoBanusx npu BTO Bo Bcex
Je4eOHBIX Tpymnnax ObUia HU3KOM.

Tlokazamenu ¢pynkyuu nevenu

B uccnenoBaHusax ¢ mpuMEHEHHEM aKTHUBHBIX IpPENapaToB CPABHEHUS BO3MOKHBIE M3MEHEHUS

IoKa3aTesei (1)YHKIII/II/I MEYCHN BO3HUKAIN Yy MAUCHTOB, MOJYYaBIIUX 11a61/1ranaHa OTCKCHJIAT,

26



COOTBETCTEYET ZE'_I'" '

ot 03.04.202
CO CpaBHMMOHN WM MEHBIIEH 4YacTOTOH, 4YEM VY néﬂ%ﬁﬂ)@‘]'fﬁ%ﬁ\;ﬁ%ﬂk "'B](;ﬁ'(ﬁ:&f)lplrﬁf'. B

MY OTUETY

HCCICAOBaHUN C HHaHGGO CYHICCTBCHHOI'O pasiidvd B OTHOLICHUU W3MEHEHUH II0Ka3aTesiei
q)YHKI_[I/II/I ME4YCHHU, BO3MOXHO MHMCIOINIUX KIMHUYCCKOC 3HAUCHHUC, MCKAY TIpylnaMu C

IMPUMCHCHHUECM I[a6I/IFanaHa n nnaue60 HE 0TMEYaJIOCh.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

[Tocne mpuema BHYTph Aa0OUraTpaHa STEKCHWJIAT OBICTPO M IIOJHOCTBIO MpPEBpamiaeTcs B
nadurarpas, KOTOPBIH ABISETCSA aKTUBHOM (hopMoOii B Ii1a3Me KpoBH. Paciierienne nposiekapcTsa
nadurarpaHa 3TeKCHIaTa ¢ IOMOIIBIO KaTaIU3UPYEMOTo 3¢Tepa3oil 'uIpon3a 10 AeHCTBYIOLIETo
BellecTBa JalburarpaHa sBIISETCS MpeoOianaromeil MeTadoIndeckoi peaknueid. AOCOTOTHAsS
O0MOJ0CTYNHOCTh JalOurarpaHa IMocjie IMpueMa BHYTphb IMpenapara JnOuraTpaHa STEKCUiaTa
coCTaBsIa MPUOIU3UTEIBHO 6,5%.

[Tocne mpuemMa BHYTpb IHpemnapara jgaburarpaHa 3TeKCHJaTa y 3J0POBBIX J0OpPOBOJIBLIEB
dapmakokuHeTHYeCKH TpOoMIs AadUrarpaHa B IUIa3Me€ KPOBU XapaKTEPH3yeTCsl ObICTPBIM
YBEJIMUYEHUEM IIJIa3MEHHBIX KOHLIEHTpALUN ¢ JoCTUKEHUEM Cmax B TeueHue 0,5 u 2,0 yacos nociie
IpreMa Ipernapara.

AGcopbuus

HccnenoBanue, B KOTOpPOM OLICHMBAJM  BcachblBaHWE Ja0urarpaHa dTeKcuiara B
IOCJICONEPAIMOHHOM IIepuoie uepe3 1—-3 yaca nocie Xupypruueckoro BMEIIaTeIbCTBa, I0Ka3a10
OTHOCHUTEJIBHO HU3KYI0 CKOpPOCTb BCACBIBaHUS II0 CPaBHEHHUIO C BCACBIBAHUEM Y 370POBBIX
no6posobieB, AUC xapakTepu3yeTcs IOCTENEHHBIM OBBIIIEHUEM aMIUIUTY/ bl 0€3 MOSBICHUS
BBICOKOI'O ITMKA KOHIIEHTpALMH B T1a3Me. Cax B IJIa3Me€ KPOBU JOCTUTAETCS uepe3 6 uacoB mociie
NPUMEHEHHs I[pernapara B IOCIEONEPAlMOHHOM T[EpUOoJie 3a CUeT BIMSIHHMS TaKHUX
COIyTCTBYIOIUX (pakTopoB, kak aHecre3us, nape3 JKKT u BbIOSHEHHE XHPYPrUYECKOTrO
BMeIlIaTeNIbCTBA HE3aBUCUMO OT JIeKapcTBEHHOMU (opMbl penaparta. [lanpHeiiee ncciaeqoBanue
M0Ka3aJ0, YTO MEJJICHHOE U OTCPOUYEHHOE BCachlBaHME OOBIYHO HAONIIOAAETCS TOJBKO B JIEHBb
XUPYpru4ecKoro BMeUaTenbcTBa. B nocnenyronme AHU BcachblBaHUE JaOUraTpaHa MPOUCXOAUT
ObICTpO, ¢ JocTI)REeHNEM Cmax B TUIA3ME KPOBU Uepe3 2 yaca mocje npremMa npenapara.

[Tpuem nuimm He BAMsET Ha OMOIOCTYNHOCTD Ja0UraTpaHa 3TeKCHUiIaTa, HO 3aJepKHUBAET BpeMs
TOCTHKEHUS Cmax B TIJIa3ME KPOBH Ha 2 4aca.

Cmax 1 AUC ObUIH TTPOTIOPITMOHANIBHBI J03€.

[Tpu nepopanbHOM NpHeMe nesieT 6e3 rugpokcunponuiMerminesutoiaoznoi (I'TIML) obonouku
KarcyJbl, OMOJIOCTYITHOCTh MOXET BO3pacTaTh Ha 75% 1ociie oJJHOKpaTHOro rnpreMa u Ha 37% B
PaBHOBECHOM COCTOSIHUU 10 CPaBHEHHIO ¢ OMOJOCTYHMHOCTBIO MpU NMPUMEHEHHH pedepeHcHON

KallCyJIbHOH JIeKapCTBEHHOM (opMbl. [loaTOMY ciienyeT Bcerga CoxpaHsTh LETOCTHOCTh KaICyJl
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MY OTUETY

OMOO0CTYTHOCTH JadurarpaHa sTekcumnara (cMm. pasaen 4.2).

Pacnopenenenne

Ha6mronamace Huskas (34-35%), He3aBuCHMash OT KOHIIGHTPAllUM CTEIICHb CBS3bIBAHUS
naburarpaHa ¢ Oenkamu 1ia3Mbel KpoBu. OObeM pacmpenesieHuss aaduraTpaHa COCTaBIIsCT
60—70 1 u mpeBocxoaUT 00BEM OOIIETO COMACpXKAHHUS BOABI B OpPraHM3ME, YTO yKa3bIBaeT Ha
yMEpEeHHOE pacrpeielieHne JadurarpaHa B TKaHsIX.

BI/IOTDaHC(bODMaHI/IH

Metabonu3m U 3KcKpeuus AadurarpaHa ObUIM HM3YYeHbI MOCJIE OJHOKPATHOTO BHYTPHUBEHHOI'O
BBEJICHUS MEUYCHOTO pAJAMOAKTUBHBIM HW30TOMOM JaburarpaHa 3J0pOBBIM JTOOPOBOJIBIIAM
MyXckoro moja. [locie BHYTPUBEHHOrO BBEIEHUS MEUEHBIM paJHMOaKTUBHBIM HM30TOIIOM
naburaTpaH BBIBOJWICA TTIaBHBIM 00pa3zom moukamu (85%). Dxckperus uepe3 XKKT cocraBuna
6% BBEIECHHON [03bl. YCTAaHOBJEHO, 4YTO uepe3 168 YacoB mociae BBEICHUS MEYEHOTO
pamuoakTUBHOrO npemnapata 88—94% ero 10361 BRIBOJAUTCS U3 OpraHU3Ma.

Jlaburarpan moaBepraercsi KOHBIOTUPOBAHUIO ¢ 00pa3oBaHHEM (apMaKOJIOTUYECKH aKTHBHBIX
auuITIIOKypoHU0B. CyIlIEeCTBYIOT 4YeThlpe MO3MUMOHHBIX u3omepa, 1-O, 2-O, 3-O, 4-O-
AIWITITIOKYPOHUI, KaXIbld M3 KOTOPBIX cocTaBiasier Menee 10% oOmiero coaepxaHus
naburaTpaHa B mia3Me KpoBu. Cienbl Ipyrux MeTabOJIUTOB MOXKHO OBLTO OOHAPYKHUTH TOJIBKO C
MOMOIIbI0 BBICOKOYYBCTBUTEJIPHBIX AHATUTUYECKUX METOAOB. JlaburaTpaH BBIBOJUTCS B
OCHOBHOM B HEHU3MEHEHHOM BHUJE C MOYOW CO CKOpPOCThbIO mpubauszutenbHo 100 mu/MuH, 4TO
COOTBETCTBYET CKOPOCTH KIYOOUKOBOM (PUIbTpAIINH.

DJIMMUHAIIHS

KoHnentpanus naburatpaHa B TIUIa3ME€ CHHXKAETCS OMAIKCIIOHEHIMATBLHO CO CpPEIHUM
TePMHUHAIBHBIM TIEPUOAOM TONYyBbIBeACHHUS 11 4acoB y 3A0POBBIX JOOPOBOJIBLIEB MOXKUIOTO
Bo3pacta. llocme MHOTOKpaTHOrO NPUMEHEHUS TEPMHHAIBHBIA NEPHOJ TMOJYBBIBEACHUS
coctaBisul okoyo 12—-14 wuacos. Ilepuon mosyBbIBeEHUsT HE 3aBuUceN OT A03bl. [lepuon
MOJIYBBIBEJICHUS YJUTHHSETCS TPU HapylieHuu (yHKOUM mouek, cM. «Hapymenue QyHkmmm
MOYEK».

DapMaKOKMHETHKA Y 0COOBIX rpyni JannucHTOB

Hapywenue ¢ynxyuu novex

B wuccnenoanmsix 1 ¢assl skcnosunms (AUC) naburarpana mociie MepopalbHOrO MpuemMa
nadurarpaHa sTekcuiara Obuia MpUOIU3UTENHHO B 2,7 pa3a BbIIIE Y JJOOPOBOJIBIEB C YMEPEHHOM
noyeuHoi HegocTaTtouHOCThIO0 (KK 30—50 Mu1/MUH) IO CpaBHEHUIO ¢ IKCIIO3UIMEN faburarpaHa

y 100pOBOJIBIIEB 0€3 MOYEYHON HEJOCTATOYHOCTH.
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(KK 10-30 ma/mun) sxcnozunust (AUC) naburatpana Obiia mpuOIU3UTENBHO B 6 pa3 BhILIE, a
NEpUO/JI TOYBBIBEJACHUS — MPUOIU3UTEIBHO B 2 pa3a JAJMHHEE 10 CPABHEHUIO C MOMYJISIHEn

MAlMEeHTOB 0€3 MOYeUYHON HEeJ0CTaTOYHOCTH (CM. pazzaeinsl 4.2, 4.3 u 4.4).

Tabmuua 10. Ilepuon momyBbIBeAEHHUs 00mIero gadurarpaHa y 370pPOBBIX IMAlUEHTOB WU Y

ManuCHTOB C HAPYUICHUCM (1)YHKLII/II/I IIOYCK.

CkopocThb KITyO0OUKOBOH (QrITbTpaIiuu I'eomeTrpuueckoe cpennee 3naueHue (gCV%;
(Kmpenc Kpearnnauna, Mir/MuH) JIMara3oH) NMePHo/ia MOTYyBbIBEACHUS, 9

>80 13,4 (25,7%; 11,0-21,6)

>50—<80 15,3 (42,7%; 11,7-34,1)

>30—<350 18,4 (18,5%; 13,3-23,0)

<30 27,2 (15,3%; 21,6-35,0)

Kpome Toro, skcro3unus mnadurarpaHa (B MOMEHT AOCTHKEHHUS MUHHMAIbHON KOHIICHTpPAIUU
mpernapara B KpOBU M B MOMEHT JIOCTHKEHUSI MAaKCUMAIbHON KOHIICHTPAIMH MpenapaTa B KPOBU)
OblTa OIICHEHA B TPOCICKTHBHOM OTKPBITOM PAaHIOMH3UPOBAHHOM (apMAKOKHHETHUECKOM
UCCIICIOBAaHUH Yy TAIMEeHTOB ¢ HeknanaHHoW DIl ¢ TspkensiM HapymieHHeM (QYHKIHH MOYEK
(ompenensiembiM kak KK 15-30 mu/MuH), KOTOpble MOdy4yanu HabWraTpaHa STEKCWiIaT 75 mr
2 pa3a B CyTKU. DTOT PEXHM JO3UPOBaHUS OOECIeunBaj reOMETPHUUECKOe CpeHee 3HAYCHHE
KOHIIGHTPAllMd B MOMEHT JOCTHD)KCHHS MHUHHMMAJIbHOW KOHIICHTPAllUM Tpernapara B KpPOBHU
155 ur/mn (gCV 76,9%) npu u3mepeHnu HEMOCPEICTBEHHO Tepe] MPUEMOM CIEAYIOIIECH 10361 U
TeOMETPHUECKOE CpeiHee 3HaUeHne MakcuMaibHoU koHeHTpanuu 202 ur/mia (gCV 70,6%) npu
M3MEPEHUH Uepe3 2 yaca Mocie NprueMa MociaeIHeN 1035l

Knupenc naburatpana mpu reMoauanus3e HCCIelOoBajics y 7 TMAalMEHTOB C TEPMHUHAJIbHOMN
xpoHuueckor nouedHor HepocrarouHocThio (TXIIH) 6e3 dubpumisuun npeacepauii. Juanus
MPOBOAMIIN CO CKOPOCThIO MOTOKa nuanu3ata 700 MJ/MUH, ¢ MPOIOIKUTENFHOCTBIO 4 yaca U
ckopocThio kpoBoToka 200 mu/muH wmmu 350-390 mu/MuH. DTO TPHUBOJWIO K CHIKEHUIO
KOHIIeHTpanuu naburatpana Ha 50-60% cootBeTcTBeHHO. KONMMYecTBO J€KapCTBEHHOTO
CPEICTBA, KOTOPOE BBIBOJUTCS C MOMOIIbIO UAIN3a, MPOHNOPIHOHATIBLHO CKOPOCTH KPOBOTOKA
Opu CKOPOCTH KpoBOoTOkKa A0 300 Mi/MHH. AHTUKOAryJsIHTHAas aKTUBHOCTH JgaburaTpaHa
CHMYKalach MPU YMEHBIIEHUHU €r0 KOHIEHTPALMK B IJIa3Me€ KPOBH, U MPOLEIypa HE BIUsAIA Ha
dbapmakoguHAMUYECKHe/papMaKOKHHETUUECKHE B3aUMOCBSI3H.

Menuana KK B uccnenoBanun RE-LY cocraBmsina 68,4 mi/muH. IlpakThuecku y HOJOBHHBI
(45,8%) nmarmenTtoB B uccneaopanuu RE-LY KK cocrabmsm >50 — <80 mur/mMuH. Y manumeHToB ¢

yMmepeHHbIM HapymieHueM ¢yHkiun nmodek (KK 30—-50 mi/MuH) KOHIIEHTpanuu gaburaTpaHa B
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BBIIIIE 110 CPABHEHUIO C ManueHTaMu 0e3 Hapymenus Gpynkiun nmouek (KK >80 mn/mun).
Menunana KK B uccienosaunu RE-COVER cocrasaana 100,4 min/mun. Y 21,7% nanueHToB OBLIO
nerkoe HapymieHue Qynkiuu nouek (KK >50 — <80 mn/mun), u y 4,5% nanueHTOB OBLIO
ymepeHHoe Hapymienne (yHkiuu mnoudek (KK 30-50 mui/muH). Y NanueHTOB C JIETKHUM H
YMEpPEHHBIM HapymieHueM (YHKIHUU TMOYEK KOHIIEHTpAMH JabWraTpaHa B IJla3Me KPOBH B
PABHOBECHOM COCTOSIHMHM TI€pe]l IPHEMOM OYEPEIHOM J03bI OBUIM B CPETHEM COOTBETCTBEHHO B
1,8 pa3za u 3,6 paza Bbie 1o cpaBHeHHIo ¢ manueHTamu ¢ KK >80 Mi/MuH. AHalOTHYHBIE
sHauenust 111 KK Obimm oOHapyskensl B uccineaopanuu RE-COVER I1.

Mennana KK B uccnegosanuax RE-MEDY u RE-SONATE cocrasmstna 99,0 m/mun u 99,7
MJI/MHUH COOTBeTCTBEHHO. Y 22.9% u 22,5% mnaumentos B ucciuegoBanusx RE-MEDY u RE-
SONATE KK cocrapinsin >50 — <80 mn/muH, u'y 4,1% u 4,8% naunento KK cocrasisin ot 30 o
50 mi/MuH.

Toowcunvie nayuenmoi

B cnemumanbHbIX (papMakOKHHETHYCCKUX HCcleaoBaHusAX | (a3pl y ManUeHTOB MOXKUIIOTO
Bo3pacrta HaOmoaanoch yeenuuenne AUC Ha 40-60% u Crax Ooniee yem Ha 25% 10 CpaBHEHUIO
C MOJIOJIBIMH TalliEeHTaMH.

BinsiHe Bo3pacTa Ha 3KCIO3HIIHIO JadurarpaHa ObUIO OATBEpkKIeHO B uccienoBanun RE-LY:
C YBEJIMYEHHEM MUHUMAJIbHOW KOHIIEHTpAIMH MperapaTa B KpoBH (Mepe MPUEeMOM OYepeIHON
7103b1) IpUMepHO Ha 31% y manueHToB B BO3pacTe >75 €T U CHUXKEHUEM MpUMEpHO Ha 22% y
MAIMEHTOB B BO3pacTe <65 JIeT Mo CpaBHEHHIO ¢ MUHHMMAJbHOW KOHIIEHTpAllMel mperapara B
KpOBH (IIepe]l IpUeMOM OYEpETHOM J103bl) y MAallMEHTOB B Bo3pacte oT 65 10 75 neT (cM. pasaenbl
42u4d4).

Hapywenue ¢ynkyuu neuenu

He naGmromanoch M3MeHEHU B KOHIEHTpaluu gaburatpaHa y 12 ManueHTOB C YMEPEHHOM
MEeYEHOUYHON HelnocTaTouHOCThIO (Kiacc B mo Yaitna-I1p10) o cpaBHeHuto ¢ 12 marueHTamMu u3
rpynmnbl KOHTpouis (M. pasaensl 4.2 u 4.4).

Macca mena

Konnentpanuu gaburatpana B MOMEHT JTOCTHKEHUSI MUHUMAIBHON KOHIIEHTpAIIMU TIperapaTa B
KpoBH ObUIM IpuMepHO Ha 20% HuXe y maiueHToB ¢ Maccoit Tena >100 Kr mo CpaBHEHUIO C
nanueHTamu ¢ maccoil Tena 50-100 kr. bonbmuucTBo (80,8%) manueHToB OBl B KaTeropuu
Mmaccel Tena >50 kr u <100 kr, B mpenenax 3TOro Juana3oHa SBHBIX Pa3IUuuil KOHIICHTpAIUi
naburatpaHa He ycTaHoBleHO (cM. pasfensl 4.2 u 4.4). KnuHudeckue NaHHBIE B OTHOIICHHUU
MalMEeHTOB ¢ Macco Tena <50 Kr orpaHUYEHBI.

Ion
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npenapara B KpOBM M KOHIEHTpPAIMIO Ipenapara B KPOBHU IOCIE MpUEMa OYepeaHOM 103bI B
cpenuem Ha 30% Boimne. KoppekTupoBku 10361 HE TpedyeTcs (cM. paszaen 4.2).

Omuuueckue epynnol

He BBIABICHO KIMHUYECKH 3HAYMMBIX OTHHYCCKUX pa3auduii B (PapMaKOKUHETHKE U
dapmakoIuHAMUKE Ja0urarpaHa Cpeld TAIMEHTOB €BPOICOUTHONW pachkl, adpoaMepHKAHIIEB,
JATUHOAMEPUKAHILIEB, ATMOHIIEB WJIK KUTAUIIEB.

DapmakoKuHemuyecKue 3aumo0eticmeust

HccnenoBanust B3aMMOICHCTBUS in Vitro HE TIOKa3aJld MHTHOMPOBAHMS HIIM WHIYKIIMA OCHOBHBIX
u3zohepmMeHToB ruToxpoma P450. 310 OBLIIO TOATBEPKACHO UCCICIOBAHUSIMHE i1 ViVO C y9acTHEM
3JI0POBBIX JIOOPOBOJIBIIEB, Y KOTOPHIX HE HAOIIOAAIOCh HUKAKUX B3aMMOICHCTBHIA MEXKITY dTUM
mpernapaToM H CIEIyIOUIMMH JeHCTByIOmMMU BemlecTBamu: aropBactatuHoM (CYP3A4),
JUTOKCUHOM (B3aMMOJICHCTBHE C OCIKOM-TIEPEHOCYMKOM P-TIIMKONpOTenHA) B TUKIO()EHAKOM

(CYP2C9).

5.3. JlanHblIe JOKJIMHHYECKO 0e30acHOCTH

CornacHO JOKJIMHUYECKUM JaHHBIM, HE OBUIO BBISBIEHO OCOOBIX PHCKOB JUIS YEJOBEKa IO
pe3ynbTataM CTaHJIAPTHBIX HCCIICIOBaHHUHN (PapMaKoIOrHUecKoi 0e30MacHOCTH, TOKCHYHOCTH
HpI/I MHOFOKpaTHOM HpI/IMeHeHI/II/I U TCHOTOKCHUYHOCTU.

OddexTr, HaOMONaEMbIE B HCCIEAOBAHUAX TOKCHYHOCTH MPU MHOTOKPATHOM MPUMEHEHUU
npemnaparta, OblIH 00YCIOBIEHBI YCHIEHHBIM (DapMaKkoAMHAMUYECKUM JIeCTBUEM JaburaTpaHa.
EI)IJ'IO OTMCUYCHO BJIMAHHUC HaA q)epTI/IJ'II)HOCTI) CaMOK B BHUJIC YMCHI)HIGHI/ISI quciia I/IMHJ'IaHTaIII/Iﬁ nu
YBEJIMYEHUS MPEIUMIUIAHTAIIMOHHBIX TOTeph Mpu KoHUeHTpamuu 70 wmr/kr (B 5 pas
MPEBBIIIAIONICH YPOBEHb SKCIIO3UIIMU B IJIa3Me KPOBH y denoBeka). [Ipu mo3ax, oka3pIBarOMIMX
TOKCHYECKOoe BO3/elicTBUE HAa MaTh (B 5—10 pa3 MpeBBIIIAIONINX YPOBEHb SKCIO3UIIMH B IJIa3Me
KPOBH Yy 4eJIOBEKa), y KpbIC M KpPOJMKOB OBIJIO OTMEYEHO CHM)KEHHE MacChl Tejla |
JKU3HECTIOCOOHOCTH TIOIA HAPAY C YBEJIWYEHUEM YacTOThl OTKJIOHEHHWH B pa3BUTHU TUiona. B
WCCIICIOBAaHUM BJIUSHHUS Ha Tpe- W IOCTHATAbHOE pPa3BUTHE OBLJIO OTMEYEHO YBEIHUYEHUE
CMEPTHOCTH IIJIOJIOB TMPHU J103aX, OKA3hIBAIOIIMX TOKCHYECKOE BO3JCWCTBHE Ha CaMOK (J103a,
COOTBETCTBYIOIIAasl YPOBHIO SKCIO3UIINH B IJIa3Me KPOBH B 4 pa3a BHIIIE, UEM y UYETIOBEKA).

B nccrnenoBanny TOKCUYHOCTH Y HETIOJIOBO3PEINbIX Kpbic Buctap XaH cMepTHOCTH ObliIa CBSI3aHa
C KPOBOTEUYEHHSIMU TPU TAKUX K€ YPOBHIX CUCTEMHOTO BO3JIEUCTBHUS, IPU KOTOPBIX Y B3POCIBIX
JKAUBOTHBIX BO3HUKAJIM KpOBOTeUeHMs. CUUTAETCs, UTO CMEPTHOCTh KaK y B3pOCIHbIX, TaK U Y
HEIOJIOBO3PEJIBIX KPBIC CBA3aHA C MOBBIIEHHON (hapMaKOJIOTrH4eCKON aKTUBHOCTBIO JaduraTpaHa

B CBA3HM C MCXaHHYCCKHUM BOS)I@fICTBI/IGM BO BpPEMsA BBCIACHUA IIpCliapara H M&HI/IHYJ'IS[HI/I?I.
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BBISIBIICHO HH ITOBBIIIICHHOM YYBCTBUTCIIbHOCTU B OTHOIICHHWU TOKCHYHOCTH, HH KaKo#-1100

TOKCHUYHOCTH, CHCLIPI(bPI‘-IHOfI AJI HCIIOJIOBO3PCIIbIX JKUBOTHBIX.

B TokcHKoOIOrHUeCKHX HCCICAOBAHUAX Ha KPbICAX W MbIIIAX Ha MPOTAXKECHUHN KU3HU )KUBOTHBIX

HE OBLIO 06Hapy>I<eH0 IMPU3HAKOB OHKOI'CHHOI'O IIOTCHIHAJIa z[a6HranaHa IIpu MpUMEHCHUN B

no3ax 110 200 mMr/kr (MaKcuMasbHast).

JlaburarpaH, akTHBHOE BELIECTBO JlabUraTpaHa dTeKCHIIaTa ME3UiaTa, yCTOWYHB B OKPY KAIOIICH

cpene.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. Ilepeuenb BcioMoOraTe/ibHbIX BellleCTB

CoaepkuMo¢e KalCcyl:

BHHHAasA KHUCJI0Ta,

HU3KO3aMCIICHHASA THAPOKCUTIPOITHUIILCIIIIOJI034,

TUIIPOMEIIO3a,

TalIbK,

TUAPOKCUITPOITUIILICIIIF0JIO34a.

CocraB KalcyJIbHON 000JI0YKH:

— Kopnyc.

THUIIpOMEILIO3a,

tutana qokeun (E 171);

— KpbluledKa.

TUIIPOMEIIO3a,

tutana auokcun (E 171),

opwunanToBbli cuanii (E 133).

6.2. HecoBMecTHMOCTD

He npumenumo

6.3. Cpok rogHoCcTH (CPOK XpaHEeHHs )

2 rona.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH IPH XPAHEHUHU

XpaHUTh B OPUTMHAJIBHOW yHakoBKe (KOHTYpHas sSUEWKOBas YNaKOBKAa/KOHTYypHas suelKoBas

yIaKOBKa B MauKe) JUIs 3alIUTHI OT BJIATU MpU Temrieparype He Boiie 25 °C.
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He nomemnraiite kancynbl B TaOiaeTHULIBI (OpraHaiizepbl )_]1-JI1;_{ ;Te%@) EEJ&EIH‘I;O‘:IJHI/IEM Tex B

KOTOPBIX OHU MOTYT OCTaBaThCsl B OPUTMHAIBHOM YIIAKOBKE (KOHTYPHOU SIYEHKOBOM yIIaKOBKE).

6.5. Xapakrep M coaepkaHue NePBUYHON YIIAKOBKH

ITo 10 xamcyn B KOHTypHOW SYEHMKOBOM yHakOBKE M3 KOMOMHHMpPOBAHHON (ojibrd U (oJIbru
AIIOMUHUEBON JUIsl yHakoBKHU. [lo 6 KOHTYpHBIX SYEMKOBBIX YIAKOBOK BMECTE C JIMCTKOM-
BKJIQ/IBIIIEM B Tayke M3 KapToHa. [|Jis KOHTPOJIS MEepBOro BCKPHITHS OOKOBBIC KIIAMaHbI MAYKU

MOTI'YyT OBITH 3aKJICEHBI C JABYX CTOPOH 3TUKCTKAMM.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH TNPH  YHUYTOXKEHMH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOT0 mMpenapaTra WJIH OTXO0A0B, TMOJYYEHHbIX TIOCJde NPHMEHEHUs!
JIEKAPCTBEHHOT0 Npenapara, u Ipyrue MaAaHUMYJISIHH ¢ IPenapaToM

Oco0nIe YKa3aHus ITpY M3BJICYCHHUH KaIICVYJI U3 6J'II/ICTCD8.Z

Eciu Bam npenapar ynakoBaH B KOHTYPHYIO SIYEHMKOBYIO YIAKOBKY, TO H3BJIEKMTE KaIlCyily
CJICTYFOIIUM 00pa3oM:

Hlar 1. HemocpeAacTBeHHO mepea MPUEMOM KariCcyjibl aKKypaTHO BCKpPOWMTE SYEWKYy KOHTYPHOM
STYEHKOBOM YIaKOBKHU, IIPOJIAaBUB €€ 0 MEPUMETPY U OTOTHYB Kpail.

[ar 2. AKKypaTHO U3BJIEKUTE KaICylly U3 STYEHKHU.

[ar 3. He BbmaBnuBaiiTe Karcyny uyepe3 Qoibry.

[ar 4. He n3BiekaiiTe KancyJsl 3apaHee

Yuamnsanms

Ocobble TpeboBaHMA OTCYTCTBYHOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA
Poccuiickas ®enepanus

00O «Hayuno-texHonornueckas ¢papmanentuueckas pupma « IOJIMCAH»
(OO0 «HTD® «ITOJIMCAH»)

192102, r. Cankr-IleTepOypr, yu. Canosa, a. 72, kopi. 2, JuT. A.

Tenedon: +7 (812) 448-22-22

OnexTponHas noyra: info@polysan.ru

7.1. IlpeacraBure/ib AepKaTesss peruHCTPAlMOHHOIO YA0CTOBEPEHUS

[Iperen3un HOTD66I/ITCJICI71 HalnpasJIATH 110 aApECy:

Poccniickas @enepanvs

33


mailto:info@polysan.ru

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

~r (17 N4 075 M= 3987
o1 03.04 2025 Nz 3962

000 «Hay4Ho-TexHomornueckas dapmareBTuyecKas m%i&é&%@ﬁﬁéﬁﬂt“f’ CTb 0002

(000 «HTDD «ITOJIMCAH»)
192102, r. Caukr-IlerepOypr, yn. Canosa, 1. 72, Kopt. 2, TuT. A.
Tenedon: +7 (812) 448-22-22

DnexTponHas moyra: safety@polysan.ru

Pecriybnuka benapych

000 «ITpomoComntominy»

220007, r. Musnck, yn. Morunesckas, 1. 39A, BIl Bpems, mom. 210
+375 29 1585305

DnekTponHas moyra: info@promosolution.by

Pecny6nuka Kazaxcran

TOO «REGICOM»

050046, r. Anmartsl, ip. AObuait xana, 1. 122/64, ks. 12
+7 (705) 132-78-51, +7 (727) 261-22-15

DnekTpoHHas noydra: safety@regicompany.com

8. HOMEP PETUCTPALHMOHHOI'O YAOCTOBEPEHUA

9. IATA EPBUYHOMN PETUCTPAIIMA/TIOATBEPXKJIEHUA PETUCTPAIINA
(MEPEPEI'MCTPALIUN)

JlaTa niepBoi perucTpanuu:

10. IATA IEPECMOTPA TEKCTA

O6I_I_[a$[ XapaKTCPUCTHUKA JICKAPCTBCHHOI'O ITPpCIiapaTa I[a61/1r aTpaHa 3TCKCUJIAT Ilonucan AOCTYIIHA

Ha I/IH(I)OpMaI_II/IOHHOM noprajc EBpaSHﬁCKOFO 9KOHOMHUYECCKOIro cCoOmw3a B I/IH(i)OpMaLII/IOHHO'

KOMMYHUKaIMOHHOM cetn « HTepHe™» http://eec.eaeunion.org/
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