COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.08.2023 N= 14972

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 7003

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IPEITAPATA

Haburarpana stekcunat Kanon, 150 mr, kamncyiisl.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBI COCTAB

JleiicTBytollee BEMIECTBO: JaburarpaHa 3TeKCUar.

Kaxxnas xamncyna coaepxut gadurarpana 3TekcuiaaTa meswiara mnesietsl 41 % 422,00 mr, B ToM
yucie gaburarpaHa stekcunar mesmwnar 173,02 mr, B mepecuere Ha jga0OurarpaHa 3TEKCHIIAT
150,00 mr.

BcmomorarenbHbIe BElIeCTBa, HAMYHE KOTOPBIX HAJIO YYUTHIBATH B COCTABE JICKAPCTBCHHOTO
npernapara: KpacuTelb COJIHEYHBIN 3aKat )KeNThId, HaTpus creapuipymapar (cM. paszaen 4.4).

ITomubIit MNEPCUCHb BCIIOMOT'ATCIIbHBIX BCHICCTB IIPUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancynsl.
Tsepaple kancyibl Ne 0, Kopryc moutu 0en1oro nBeTa M Kpblllieuka roixyooro 1sera.

COHep)KI/IMOG KarcCyJa — MEJUICTBI OT MMOYTH Oeroro J0 CBECTJIO-KCJITOI'O IIBETA.

4. KINMHUYECKHUE JJAHHBIE

4.1. IToxka3aHusi K NPUMEHEHUIO

[Ipenapar [laburarpana stexcunatr KaHoH nmoka3aH K IPUMEHEHUIO y B3POCIIbIX MMallMEeHTOB.

— [IpodunakTrka HHCYIBTA, CHCTEMHBIX TPOMOOIMOOIHI U CHIXKEHUE CepJICUHO-
COCYJIUCTON CMEPTHOCTHU y B3pOCbIX MAIIMEHTOB (B Bo3pacTe OT 18 jieT) ¢ HeksanaHHOH
GbubpruIsinyeit npexcepauil 1 oJHUM WK O6osee pakTOpaMy PUCKa, TAKMMHU KaK MePEeHECeHHBIH
MHCYJIBT WM TpaH3uTOpHas umemuueckas ataka (TUA), Bo3pact >75 ner, XxpoHuuyeckas
cepaeuHas HegoctaTouyHOCTh (I hyHKIIMOHATBHOTO KIlacca 1o kiaccudukanuu NYHA),
caxapHbIif 1uabeT, apTepuanbHas TUIIEPTEH3Us, COCYAUCTOE 3a00eBaHue (IEPEeHECEHHBIN
uHapKT MUOKap/a, 3a0oeBaHne nepupepuyeckux apTepuil Ui aTepoCKIEpOTHYECKas
OJisiiKa B aopTe);

— Jleuenue u npo@uiIaKTUKa PEHUAMBOB OCTporo TpomoOo3a riaybokux BeH (TI'B) w/mnu
TpoMOooMOonuu  nerounoit aprepun (TOJIA) M mpouinakTHka CMEpPTENBHBIX HCXOJIOB,
BBI3BIBAEMBIX 3TUMH 3a00JI€BAHUSMH Y B3pOCIbIX NAIIMEHTOB (B Bo3pacte ot 18 ner).

4.2. Pe:xuM 103UPOBAHUS M CIIOCO0 NMPUMEHEHUs

PexxuM 103upoBaHus
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Taoauna 1. Pekomenayembie 1036l

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 04.08.2023 N= 14972

(NOCNEQCBATENEHOCTE 0003)

PeKOMeH)IyeMaH ao3a

[IpodunakTuka UHCYIIbTA, CHCTEMHBIX
TpOMOOIMOOJINIA U CHHIKEHUE CEPJICUHO-
COCYIIUCTON CMEPTHOCTHU Y B3POCIBIX
MalueHToB (B Bo3pacte oT 18 siet) ¢
HEeKJIananHo! GUOpHUILKEH Tpecepanii u
OJTHUM WK OoJiee pakTopamMu pucka

Cyrounas no3a 300 mr (1 karcyna o 150 mr
2 pa3a B CyTKH).

B HEKOTOPBIX KIMHUYECKUX CUTYaIHIX
MOYKET OBITh PACCMOTPEHO UCIOIb30BAHUE
CHUKEHHOM 10361 — 220 mr (1 kancyna mo
110 mr 2 pa3a B cyTku) — cM. Tabaumy 1 Huke
u pasaen «[IpuMeHeHne B 0cOOBIX rpymmax
MALMEHTOBY.

Jleuenue u npouIaKTHKA PEIUIUBOB
octporo TpoM6o03a riyookux BeH (TT'B)
W/ui TpoMOOIMOOJINH JIETOYHON apTePUH
(TDJIA) u mpodrITakTHKa CMEPTEITBHBIX
HCXOJIOB, BEI3BIBAEMBIX 3THUMU
3a00JIEBaHUSIMH Y B3POCIIBIX IMAIIMSHTOB (B
BO3pacte ot 18 ner)

Cyrounas no3a 300 mr (1 karcyna o 150 mr
2 pa3a B CyTKH) IIOCIIE TApEHTEPATHLHOTO
JICYCHUS] aHTUKOATyJIIHTOM, IIPOBOISIIETOCS
B TCUCHUE, KAK MUHUMYM, 5 JTHEM.

B HEKOTOpBIX KIMHUYECKUX CUTYaIUsIX
MOYET OBITh PACCMOTPEHO MCIIOIH30BAHUE
CHIKEHHOM 10361 — 220 mr (1 kancyna mo
110 mr 2 pa3a B cyTKu) — cM. Tabnuiy 1 Hibke
u pazzaen «l[IpumeHeHne B 0cOOBIX rpymnmax
MAIUEHTOBY.

PexoMeHI0BAHO CHHIKEHHE 10351

[TamenTst crapie 80 net

[TanmeHTsl, IOTyYaroIIMe BEPAAMUII

Cyrounas no3a 220 mr (1 xancyna nmo 110 mr
2 pa3a B CyTKH).

CHukeHue 103bI 110 YCMOTPEHHIO Bpaya

ITanmenTsr 75-80 meT

[TaneHThI ¢ yMEpeHHBIM HapyIIEHUEM
¢ynxun novex (KK 30-50 mui/mMun)

[TarueHTHI € 330(paruTom, raCTpUTOM WIH
ractpoa3ogareanbHOI pedIroKCHON
00J1e3HbI0

[[pyrI/Ie MalKUCHTBI C ITOBBINICHHBIM PUCKOM
KpPOBOTCUYCHHA

Cyrounas no3a 300 mr v 220 Mr g0mKHa
BBIOMPATHCS HA OCHOBE WHIUBUIAYATbHON
OIIEHKH pUCKa TPOMOOIMOOINH U PUCKA
KPOBOTEUYCHHUSI.

Jlns mokaszaHust: JeueHue u NpopuiIakTuKa peuuauBOB OCcTporo Tpombo3a rinyookux BeH (TI'B)

u/nnu TpoMO603MOouu serouHoi aprepuu (TOJIA) u npodunakTuka cMepTENbHBIX UCXO/0B,

BBI3BIBAEMBIX STUMHM 3a00JICBAHUSIMU — PEKOMCHAAI M IO UCITIOJIB30BAHUIO TO3bI IIpCIiapaTa

Jaburarpana srexcunar Kanon 220 mr (1 xancyna mo 110 Mr 2 pa3a B cyTKH) OCHOBaHa Ha

q)apMaKOKI/IHeTI/I‘IeCKI/IX u (bapMaKOJII/IHaMI/I‘IeCKI/IX JaHHBIX, JAHHBIC KIIMHUYCCKUX

HCCIIE0BAHUI OTCYTCTBYIOT.

Oyenka ¢ynkyuu nouex 0o u 6o epemsa mepanuu npenapamom abueampana smexcunam Kamnon

JIJist Bcex MaueHToB, 0COOEHHO Y MOXKHIBIX (>75 JIeT), MOCKOJIbKY MOYeYHAasi HeJOCTATOYHOCTh

MOKET OBITh YaCTOW B 3TOM BO3PACTHOM IpyIIIIE:
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.08.2023 N= 14972 N

. (roac OB HOC TR 0003
) [Tepen Tepamnueii, BO n30exaHue Ha3HAUYGHUS npe&pa're—al EI‘QLI'I/I%HJ&I%I'MRG MU =~

HapymeHusMu GyHkiuu nmovek (KK <30 mi/MuH), He0OX0aMMO TTpeABAPUTEIBHO OIEHUTH
KIIMPEHC KPEaTUHHHA;

. @DyHKIMS T0YEK JI0JIKHA OLIEHUBATHCS B IIPOLIECCE JICUEHUS, KOTJa BO3SHUKAET
MOJI03PEHHE O BO3MOKHOM CHIDKEHHH WM yXYAIIEHUH (PYHKIIMM MOYeK (Hanpumep, Ipu
TUIIOBOJIEMMH, JETUPATALUHU, OJHOBPEMEHHOM IPUMEHEHUH OINPEAEIEHHBIX JIEKAPCTBEHHBIX
npenaparoB U T.I1.).

JonomHuTenbHbIE TpeOOBaHUS JUIsl TAIMEHTOB C JITKOW W YMEPEHHOM IMOYCHYHOU
HEJIOCTaTOYHOCTBIO U Y MMAIMEHTOB CcTapiie 75 JIeT:

[lpu Tepanuu mnpemaparom Jlaburarpana stekcmnar KanoH mnodeuHas (yHKOusS IOJDKHA
OILICHUBATHCS KAK MUHUMYM OJIMH pa3 B IOJ1 WJIU Yallle, B 3aBUCMOCTH OT KJIMHUYECKON CUTYaIluH,
KOrJla BO3HHMKAeT IOJ03PEHHE O BO3MOXKHOM CHIDKEHUM WM YXYALUICHUU (PYHKIHUU MOYeK
(HampuMmep, MpHU TUIOBOJEMHHM, JErHjpaTalyy, OJHOBPEMEHHOM IPUMEHEHUU ONPEEIICHHBIX
JIEKapCTBEHHBIX MIPENapaToB U T.I1.).

B kagectBe MeTona oneHKkr QyHKIMU Moyek ucnonb3yercs pacuer KK mo ¢popmyne Kokpodra-
Tonta (Cockcroft-Gault method).

Jnumenvrocms npumenenus

JlnurensHOCTh NpUMeHeHUs mpenaparta JlaOurarpana stekcuiaT KaHoH ans mpoduiakTuku
uHcynbTa npu OII, TI'B u TOJIA npusenena B Tabnure 2.

Tab6auua 2. muTenbHOCTh NPUMEHEHU UTd npoduiakTuku nHeyabTa npu OI1 u TI'B/TOJIA

IToka3zanue I[JII/ITBJILHOCTB MNPUMECHCHUSA

[Ipodunaktrka Tepanus nomKkHA NPOAOIKATHCS OKU3HEHHO.
nHcynbTa npu OII

TI'B/TOJIA [IponomKUTENbHOCTS  TEpamuu  JOJDKHA  OBITH  OIpejiesieHa
WHAMBUYAJIbHO MOCJIE TIIATEIbHOM OLEHKH 3(PPEKTUBHOCTH JICUSHUS
U pUcKa KpoBoTeueHus (cM. pasaen 4.4).

KopoTkas npoaomKUTeIbHOCTh Tepanuu (1o KpadHei mepe 3 mecsia)
JOJKHA paccMaTpUBaTHCS MPU HAIMYUU TPAH3UTOPHBIX (HaKTOPOB
pucka (Hampumep, HeJaBHSsI ONeparys, TpaBMa, UMMOOMIIU3AIus), a
Oosee IHUTENbHAs MPOAODKUTEIBHOCTh TEpaNUUd — MpPU HAJUYUU
MOCTOSIHHBIX (paKTOPOB pUCKa WK Npu uanonarudeckom TI'B umm
TOJIA

IIponywennas ooza

[TponymienHyto 103y npenapara ATpoMOMI MOKHO MTPUHSATH B TOM CIIy4ae, €CiH JI0 IpuemMa
o4epeTHOH JT036I IpernapaTa ocTaeTcs 6 4acoB u 0oJee; eciu CPOK COCTABIII MEHee 6 4acoB,
NPOMYIIEHHYIO 03y MPUHUMATh HE CIIEIyeT.

B cnyuae nporrycka OTAeNbHBIX 103 HE CIEYET IPUHUMATh JBOWHYIO 103y Mpenapara.
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COOTBETCTEYET 3KCINEPTHO
ot 04.08.2023 N= 149
CTE 0003)

Ommena npenapama Jlabueampana smexcunam Kanon (NOCNEOOBATENEHO

Jleuenne mnpenapatoMm Jlaburarpana stekcunar KaHOH He JODKHO OBITH HpeKpamieHo 6e3
MEAWIIMHCKOW KOHCYNbTAlUU. [[allMeHThl JOKHBI OBITh MPOMHCTPYKTHPOBAHBI OOpAMIATHC K
JeJaleMy Bpady, €ClM y HHUX Pa3BHBAIOTCS JKEIYJIOYHO-KHIICYHBIC CHUMIITOMBI, TaKHE Kak
JIACTICTICHSI.

Hzmenenue aHmuKOClzyﬂlemHOﬁ mepanuu

Hepexod om npumeHeHus npenapama ﬂa6ueampaHa smexcunam Kanon_x napenmepanvromy

NPUMEHEHUIO AHMUKOA2VIIAHRMOB

[TapenTepanbHOE NPUMEHEHHE AHTUKOATYJISHTOB CIEAyeT HauuHaTh uyepe3 12 4acoB mocie
npreMa MocleAHeH 1036l ipernapaTa Jlaburatpana stexcwinatr Kanon (cMm. pazgen 4.5).

Hepexod om napermepaibHOo20 NPUMEHREHUA AaHMUKOAa2YJIAHRmMOo6 K NPpUMEHRHEHUN npenapama

Habueampana smexcunam Kanon

[lepBast mo3a mpenapara JlaGurarpana stexcuiar KaHoH Ha3zHavaeTcs BMECTO OTMEHSEMOTO
aHTUKOAryJisiHTa B uHTepBasie 0—2 yaca mepes BpeMEHEM BBEICHUSI €r0 OYEPEIHOMN J103bl WU
OJIHOBPEMEHHO C MPEKPAIIEHUEM B CIIy4ae HEMPEPHIBHOTO BBEICHUS (HAIIPUMED, BHYTPUBEHHOTO
npuMeHeHus HeppaKImoHrupoBaHHoro renapuda, HOI).

Hepexod onl_npuMEeHeHusl npenapanma ﬂa6u2ampaﬂa omexcunam Kanon NPUMEHEHUIO

aumazonucmos sumamuna K

[Tpu KK >50 mn/muH npuem antaronuctoB ButamuHa K MoxeT ObITh Havat 3a 3 aHs, a npu KK
>30—<50 m/MMH — 3a 2 THS 10 OTMEHBI nipemnapata Jlaburarpana srekcunat KaHoH.

[Tockonbky mnpemnapar Jlaburatpana stekcuinaT KaHoH MokeT BaMATh Ha MexayHapoJHOe
HopmanuzoBannoe Otnomenne (MHO), MHO Oyaer nyuiie orpaxars 3(p@QeKT aHTaroHUCTOB
BuTtamMuHa K Tonpko ciycTs He MeHee 2 IHel mociie OTMEHbI Ipemnapara JlaburatpaHna 3TeKcuiiat
Kanon. Jlo aToro 3nauenuss MHO n0/mkHBI ObITh HHTEPIPETHPOBAHBI C OCTOPOKHOCTBIO.

H€D€XOO Onl NPUMEHEHUA AHMA20RUCO6 6UMamMura Kk NPpUMEHEHUIO npenapama ﬂa6u2ampaHa

amexcunam Kanon

[IpuMeHeHHe aHTaroOHWCTOB BuUTamMMHAa K MpekpaliaroT, MpuMEHEHHe mpernapara Ampomoun
BOo3MOkHO ipu MHO <2,0.

Kapouosepcus

[TpoBeneHne TIAHOBOM WM OKCTPCHHOM KapAHMOBEPCHH HE TpeOyeT OTMEHBI Teparuu
npenaparom Jlaburarpana stTekcunat KaHoH.

Kamemepnas abrayus npu ¢hubpuniayuu npeocepoutl

KarerepHast abnarusi MOXeT OBbITh TIpOBEIEHA y TMAIMEHTOB, MPUMEHSIOIIUX Mpernapar

Jaburarpana stexcunat Kanon mo 150 mr (1 xaricyna) 2 paza B cyTku. BeinmoHeHHE KaTeTepHOM
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COOTBETCTEYET 3KCINEPTHO
o1 04082023 N= 14372
abyanu He TpeOyeT MepephiBa B MprUeMe Ipenapara I[a&ﬂ%érpl%gl'a‘t%ﬁc%gltﬁéﬁoﬁ {'c'nl/r-: 'ﬂé!léz[en

5.1).

Ypeckooicnvie koponapusie emeutamenvcmea (4KB) co cmenmuposanuem KoponapHuix apmepuii
VY nanueHToB ¢ HeKJIanaHHON GuOprLIsAIren mpeacepauii, KoTopbiM BeinojHeHo YKB co
CTEHTHPOBaHUEM KOPOHAPHBIX apTepHii, JadurarpaHa 3TeKCUIIAT MOXKET IPUMEHSITHCS B
KOMOHMHAIINY C aHTUTPOMOOIIMTAPHBIMU TIperapaTamu. JleueHue naburarpaHa STeKCUIaTOM
MOJKET OBITh HAUaTO MOCIIE JOCTIKECHUS remMocTasa (cM. paszaen S5.1).

Oco0nlie I'pYHOIIbI TAMEHTOB

Ilpumenenue y nodxcunvix nayueHmos

[TpuHIMIIBE BBIOOPA 0361 Mperapara y MOKWIbIX MallueHTOB yKa3aHbl B Tabmuie 1.
Ipumenenue y nayuenmoes ¢ NOGbLIUEHHLIM PUCKOM KPOBOMEYeHUl

[TanveHTaM C MOBBIIEHHBIM PHCKOM KPOBOTEUEHHUS I10KA3aHO TIIATEIbHOE KIMHUYECKOE
HaOroieHue (Ha peMeT BhISBICHUS IPU3HAKOB KPOBOTEUEHUH WM aHeMUH) (CM. pa3zaensl 4.4,
4.5 u 5). Pemenue o BEIOOpE 103bI ITpeniapaTa MPUHUMAETCS 10 YCMOTPEHHUIO Bpaya Ha OCHOBAaHUH
OLICHKHM NIOTEHIMAIbHOM MOJIb3bl U PUCKa JJis nauueHToB (cM. Tabmuny 1). Onenka napamMeTrpos
Koaryasiuu (cM. pasaen 4.4) MOXeT NOMOYb BBIIBUTH HAllMEHTOB C IOBBIIIEHHBIM PHCKOM
KPOBOTEUCHHMSI, BBI3BAHHBIM YpPE3MEpPHBIM BO3JEHCTBHEM jaaburaTpaHa. Eciau y nanueHToB c
BBICOKMM PHCKOM KpPOBOTEUYEHHMs BBISIBICHO Ype3MEpHOE BO3JeiCTBHE JaburaTpasa,
pexkomeHayeTcst yMeHbIHTh 103y A0 220 mr (1 xancyna mo 110 mr 2 pasza B cyrku). Koraa
BO3HUKAET KIIMHUYECKH 3HAUUMOE KPOBOTEUEHUE, JICUEHUE CIIEYET IIPEPBaTh.

VY ManueHToB € racTpUTOM, 330()arMTOM WM racTpos3odareanbHON pedroKCHOM 00sIe3HBIO
MOJKET OBITh PACCMOTPEHO CHUKEHHE J03bl M3-3a MOBBIIIEHHOTO PUCKA KEITYA0YHO-KHILIEYHOTO
KkpoBoTeueHus (cMm. Tabmuiy 1 u paznen 4.4).

Hapywenue ¢ynxyuu novex

Tepanus npenapatoM Jlaburatpana stekcunar KaHOH y ManUeHTOB € TSDKENbIM HapylIEHHEM
¢yukun novek (KK <30 mu/mun) npotuBonokasaHna (cM. pasaen 4.3).

Koppekuuu 10361 He TpeOyeTcs y MalMeHToB ¢ JIerkuM HapyuieHreM ¢pyHkiuu nodek (KK 50-<80
MiI/MuH). [{ng manueHToB ¢ ymepeHHbIM HapymieHueMm (yHkiuu nodek (KK 30-50 mu/mun)
pekoMeHayemas no3a npenapara Jlaburarpana stekcuiatr Kanon takke coctasmser 300 mr (1
karcyna mo 150 mr 2 pasa B cytku). Tem He MeHee, NIl TAIMEHTOB C BBICOKUM PHCKOM
KpPOBOTEUYEHHSI MOKET OBITh pACCMOTPEHA BO3MOXKHOCTh CHU)KEHUS J103bI Ipenapata /laburatpana
stexcunar Kanon g0 220 mr (1 kancyma mo 110 mr 2 paza B cytku) (cM. paznaenst 4.4 u 5.1). YV
NAllMeHTOB C HapylleHHeM (YHKIUH TOYEeK PpEKOMEHIYyeTcs THIaTeIbHOe KIMHUYECKOe

HaOJIFOJEHHE.
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COOTEBETCTEBYET JKCNEPTHO
ot 0408 2023 N2 14972

Oonospemennoe npumenerue npenapama /labu. >ampaHd: btk Kerhion B Ghentrub rioen

=

3]
="

uneubumopamu P-enuxonpomeuna (maxumu Kax amuoOapoH, XUHUOUH, 6epPanamui)
[Tpy 0THOBpEMEHHOM MTPUMEHEHUH aMHOAAPOHA UM XMHHUIMHA KOPPEKIMH J03bI HE TpedyeTcs
(cm. pasznmensr 4.4, 4.5 1 5.2).
CHMXKEHHUE T03bI PEKOMEHTYETCS JIJIsI MAlUeHTOB, KOTOPBIE OJHOBPEMEHHO TOJTYYatoT
Bepamamui (cM. Tabmumy 1 u pasgenst 4.4 u 4.5). B aToii cutyanuu npenapar Jlaburatpana
sTekcunatr KaHoH u Bepanamui cienyeT NpUHUMATh OJJHOBPEMEHHO.
Brusanue maccor mena
B cootBercTBUM ¢ (hapMaKOKWHETHYECKIMH U KIIMHUYECKUMU JTAHHBIMU KOPPEKIIUH JT03bI HE
TpeOyercs. OqHako, 3a NalueHTaMu ¢ Maccoil Tena MeHee S0 KT peKOMeHAyeTCs] KITMHUYECKOe
Ha0JII0/ICHUE.

eTU
[Ipenapat /laburarpana stekcunar KaHoH MpoTHBOIIOKa3aH y JeTel B Bo3pacte 10 18 nerT.

Cnoco0 npuMeHeHus

Karicynbl cnenyer npuHuMaTh BHYTPb HE3aBUCUMO OT BPEMEHU IpUeMa IUIIH, 3aIIMBasi CTAKAHOM
BOJIBI /17151 OOJIeTYeHHsI MPOXOKICHUS Mpernapara B xkenyaok. He cieayer BCKphIBaTh Karcyy.
Heo0xonumo npouHdopMupoBaTh MalyeHTa 0 TOM, YTO HE ClIelyeT BCKPBIBATh Karcyily, TaK KakK
ATO MOXET YBEJIIMUUTh PUCK Pa3BUTHS KPOBOTEUEHHUS (CM. paszzen 5.2).

WHCcTpyKIus 10 U3BJIEUEHUIO KallCyJl U3 YIIaKOBKU MpUBEIeHa B pazjene 6.6.

4.3. IlpoTuBONOKa3aHUS

— ['unepuyBCTBUTENHHOCTH K JabUraTpaHa STEKCUIATy WIIH K JIF0OOMY U3 BCTIOMOTATeNIbHBIX
BELIECTB, [IEPEUNCIICHHBIX B pa3aene 6.1.

- Tsoxenas creneds nouyeyHor HempoctaTogHocTH (KK <30 Ma/Mun).

— AKTHBHOE KJIMHUYECKH 3HAUUMOE KPOBOTECUCHHUE.

- IlopaxeHue OpraHoB B pe3yibTaTe€ KIMHUYECKH 3HAYMMOIO KpPOBOTEUYEHMS, BKIIOYAs
reMOpparu4ecKuil MHCYJIbT B TEUEHHE 6 MECSLEB 1O HaYasa TeparnH.

— Hanuune cocTostHMiA, TPU KOTOPBIX MOBBIIIEH PUCK OOJIBIINX KPOBOTEUYSHHUH, B TOM YHUCIIE:
uMerommecs: Wik HenaBHue u3bs3BiaeHUS JKKT, Hammume 370Ka4ecTBEHHBIX 00pa3oBaHUN C
BBICOKMM PHCKOM KpPOBOTEUEHHS, HEJABHEE IOBPEXKJEHUE TOJIOBHOTO WM CIIMHHOTO MO3ra,
HE/IaBHssl OIepalysi Ha TOJIOBHOM HJIM CIIMHHOM MO3Te WM OQTaabMOJOrHyecKas orepanus,
HEJaBHEE BHYTPUYEpPENHOE KPOBOUBIIMSAHUE, HaJIM4Me WM T[OJO03pEHHE Ha BapUKO3HO-
paclipeHHble BEHbl IMHUIIEBOJA, BPOXKIEHHbIE AapTEPHUOBEHO3HBIE JEPEKThl, COCYIUCTHIE
AQHEBPU3MBI WM OOJIbIINE BHYTPUIIO3BOHOYHBIE MM BHYTPUMO3TOBBIE COCY/AUCThIE aHOMAJINH.

- OnHOBpeMEHHOE NpPUMEHEHHE JIOOBIX APYIHMX AaHTUKOAryJasHTOB, Hampumep, HOTL,

HU3KOMOJIEKYJISIpHBIX TemapuHoB (HMI') (sHOkcamapuH HATpusi, JAITENApUH HATpUS U JIp.),
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COOTBETCTBYET 3KCINEPTHI
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NpOM3BOMHBIX TemapuHa (dponmanapunyke narprs u Y rdpopatttmnt A triedtysrron

“

MY OTUETY

(Bapdapun, puBapokcabaH, anukcadaH U JIp.), 3a UCKIIOUEHUEM OCOOBIX CIIy4aeB, TAKUX Kak:
M3MEHEHUE AaHTHKOAryJasHTHOW Tepanuu (cM. pazngen 4.2.), npumeHenue HOPI' B nozax,
HE0O0XOAUMBIX 1 obecnieueHus! (yHKIIMOHUPOBAHUS LIEHTPAIBHOIO BEHO3HOI'O KaTeTepa MU

apTepualibHOTO Karerepa wiu npumeHenne HOI' Bo Bpems katerepHOU abnanuu y MalydeHToB ¢

H®II (cm. pa3nen 4.5.).

- OnHOBpeMEHHOE Ha3HAYEHHWE MOIIHBIX MHTHOUTOPOB P-TIMKONMpoTeHHA: KETOKOHA30JIa

JUISL CHCTEMHOTO IPUMEHEHMSI, IUKJIOCIIOPUHA, UTPAKOHA30J1a, TAKPOJIUMYCa U IPOHEIapPOHA.

- Hapymenust ¢pyHkuuu neyeHu W 3a0ojeBaHUs MMEYEHH, KOTOPbIE MOTYT IMOBIHUSATH Ha

BBDKHUBAEMOCTD.
— Hamuue

aHTI/IKanYHSIHTHOﬁ TCparnu.

IMPOTC3UPOBAHHOI'O

KJiariaHa cepaua, Tpe6YIOIJ_ICFO HasHa4YCHUA

- EepeMeHHOCTL U ICpUOa rpyAHOI'O BCKApMIIMBAHUS.

4.4. OcoOble yKkazaHusl U MepPbl NPeIOCTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

Ta6auna 3. @akTopsl pUCKa, KOTOPbIE MOTYT HMOBBIIIATh PUCK KPOBOTECUCHHUS

KOHIIEHTpAIMIO Ja0uratpada B
IJ1a3M€ KPOBU

®dapMakoIMHAMHYEeCKHUE "
(papmakokuHeTH4eCKHE Bo3spact =75 ser
daxTopbl

DaKTOopBHlI, noBuImaromue | bonwmue:

* Ymepennoe Hapyumenne ¢yHkun nodex (KK 30-50 mn/mun)

* MoiHbsle WHrHOUTOPBI P-rimkomporenHa (3a HUCKITIOYEHHUEM
yKa3aHHBIX B pazzene 4.3) (cM. pasaen 4.5)

* CnaOble 1 yMepeHHble HHTHOUTOPHI P-riukonporenHa (Hanpumep,
aMUOJapOH, BeparaMil, XUHUIUH U THKArpesiop; cM. paszaen 4.5)
Mansie:

» Huskas macca tena (<50 xr)

®apMaKoIMHAMUYECKUE
B3aMMOJCHCTBUSA (CM. pasjen
4.5)

OnHOBpeMEHHOE MPUMEHEHHE:!

* ACK u apyrux MHTHOUTOPOB arperauy TpOMOOLIUTOB, TAKUX KaK
KJIOIUIOTpe

 HIIBIT

* CenleKTUBHBIE HHIHOUTOPHI OOPaTHOTO 3axBaTa CEPOTOHHMHA MITH
CEJIEKTUBHBIE WHTHOMTOPHI OOpaTHOTO 3axBaTa CEPOTOHHHA U
HOpaJpeHalInHa

» JIpyrux JeKapCTBEHHBIX IMPENapaToB, KOTOPbIE MOTYT HapyIIaTh
reMocTas

3abomneBaHus/IpOLEAYPHI C
0COOBIMHU TeMOPPArHIeCKUMHU
pucKaMu

* BpoxxaenHsle win nproOpeTeHHbIe HAPYLICHUS! CBEPTHIBAEMOCTH
KpOBH

* TpomOoumTonenus uin GyHKIHOHATBHBIE eQEeKTh TPOMOOLIUTOB
* HenaBHO mpoBeneHHass OMOICHSA WJIM TEPEHECCHHas OOIMpHAas
TpaBMa

* bakTepranbHbBIN SHIOKapAUT
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« Dsodarnt, factpur T -TAETposs00ardainai- peirokchian

0o0JIe3Hb

Puck pa3BuTHusg KpOBOTEUEHUN

[Tpumenenue npenapara /laburatpana stekcuiar KanoH, Taxke, Kak U IpyruxX aHTUKOATYJISIHTOB,
PEKOMEH]IYETCSI C OCTOPOXKHOCTBIO IMPU COCTOSTHUSIX, XapPAKTEPUBYIOIINXCS MOBBIIIEHHBIM PUCKOM
KpoBoTeueHHi. Bo Bpemsi Tepamuu mpenapatoMm [laGurarpana stekcuinar KaHOH BO3MOXKHO
pa3sBUTHE KPOBOTEUCHUH pa3IM4HON Jokanu3auuu. CHU)KEHUE YpPOBHS TeMOTJIOOMHA W/WIH
reMaToKpuTa 0 HEBBISICHEHHBIM MpUYUHAM, WIH CHIDKeHHE AJ[ SBJIseTcs OCHOBAaHUEM ISt
MOKMCKAa UCTOYHHUKA KPOBOTECUEHHUSI.

B curyanusx onacHoOro Juisl )KM3HM WJIM HEKOHTPOJIMPYEMOI'O KpPOBOTEUEHMsI, KOrja TpedyeTcs
OBICTpOE TPEKpAIICHUE aHTUKOATYISTHTHOTO A dekTa madurarpaHa, JOCTYICH crielu(pruaecKuii
AHTAroHUCT - uAapyuu3ymao (cMm. pazzaen 4.9).

B kxnuHMYeckHx HCCIeIOBaHUAX TNPUMEHEHHE aaburaTpaHa ObUIO CBSI3aHO C TOBBIIICHHUEM
yacToThl 001b1KX KK kpoBoTeueHuil. [1oBbIIeHHBIN prCK HA0JIIO1AJICS Yy TALUEHTOB MOKUIIOTO
Bo3pacta (=75 ner) mpu NpuUMEHEHHH paburatpaHa B go3e 150 mMr 2 pasa B CyTKH.
JomnonnurensHble (aKTOPhl PHUCKA BKIOYAIOT OJAHOBPEMEHHOE NPUMEHEHHUE HMHTHOUTOPOB
arperauuu TpomOouuToB, Hampumep, kimomuporpena u ACK wunu HIIBII, a taxke nHanuuue
s30(haruTa, racTpuTa WK ractpodzodareanbHol pedIIrOKCHON 00JIe3HH.

TmarenpbHOEe KIIMHHYSCKOE Ha6J'IIO}ICHI/IC

TmarenpbHOE HAOMIOIEHUE B OTHOIICHUN MTPU3HAKOB KPOBOTEUCHHSI IIM aHEMHH PEKOMEHIYEeTCs
Ha TPOTSHKEHUH BCEro IMepuoja JIeYeHUs, OCOOEHHO €clM INMPHUCYTCTBYIOT Cpa3y HECKOJIbKO
dakTopoB pucka (cM. pazaen 4.4). OcoOyr0 OCTOPOKHOCTH CIEAYyeT COONI0IaTh, KOTIa Ipenapar
Jaburarpana stekcuinar KaHOH Ha3HauyaeTcss OJTHOBPEMEHHO C BepanaMHJIOM, aMHOJApOHOM,
XUHUJIUHOM WU KJIAPUTPOMUIIMHOM (MHTHOUTOPHI P-TIUKONpPOTEMHA) W B YAaCTHOCTH TIPH
BO3HMKHOBEHUH KpPOBOTEUEHUS, OCOOCHHO y MAalMEHTOB, MMEIONIMX JIETKOE WM yMEepeHHOe
HapyleHue GyHKIMK oYek (CM. pa3zaen 4.5).

TmaTensHOE HAOTIOCHNE B OTHOIICHUH IPU3HAKOB KPOBOTEUSHHSI PEKOMEH/TYETCS Y TIAIIUEHTOB,
omHoBpeMeHnHo nonydaronux HIIBIT (cMm. pa3gen 4.5).

[IpekpalieHue mpueMa mnpemnapara

[Tpu pa3BUTHUM OCTPOI MOYSUHOM HEJOCTATOYHOCTH MpHEM Tipenapata Jlaburarpana sTekcuiar
KanoHn He0OX0 MO MPEeKpaTUTh (CM. Takke pasnen 4.3).

HpI/I Pa3BUTHU TSXKEIIOTO KPOBOTCUCHUA JICHCHUC HeO6XO}II/IMO MNPEKpaTuThb, HadaTb ITOUCK
HUCTOYHUKA KPOBOTEYCHHUS U PACCMOTPETh BO3MOXKHOCTH TMPUMEHEHHS crenu(uueckoro
aHTaroHUCTa — uaapynuszymada (cm. pasaen 4.9).

CHuxeHye 10351
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CHIKEHHE 10361 JOIKHO PACCMATPUBATHCS UITH peKOMeﬁ-Ll['t;'@B-a'Fll;:e;;‘ K-gg%ﬂokgaén%né% 2.

[IpumeHeHHne I/IHFI/I6I/ITODOB OPpOTOHHOIO Hacoca

Bo3moxHO Ha3HadueHWe WMHTHOUTOPOB mporoHHOro Hacoca (MITH) mins mpodunmaktuku KK
KPOBOTCUCHUH.

.Ha6ODaTODHBIe IIOKa3aTCJIn CBEPThIBAHUA KPOBU

Hecmotps Ha TO, yTO npenapar Jlaburarpana srekcuiat KaHoH B 11eiom He TpeOyeT peryssipHOro
AQHTUKOATYJITHTHOTO MOHHMTOPUHTA, W3MEPEHUE AHTUKOATYASHTHOTO 3(QeKTa, CBSI3aHHOTO C
naburaTpaHoM, MOXKET OBITh IMOJIE3HBIM JUIsl OOHAPY)KEHUS YPE3MEPHO BBICOKOW 3KCIO3HUIIUU
naburaTpaHa Ipy HaJIMYUU JONOJHUTENBHBIX (DAKTOPOB PHCKA.

PasBenennoe TtpomOuHoBoe Bpems (pTB), skapuHoBoe Bpemst cBepThiBanus (OBC) u
aKTUBUPOBAHHOE YaCTHYHOE TpoMOoIiacTuHOBOE BpeMs (aHTB) MmoryT nmpeaocTaBuTh MOJIE3HYIO
uH(pOpMallMI0, HO UX 3HAYEHUS CIEAyeT HHTEPIPETUPOBATh C OCTOPOKHOCTHIO H3-3a
BapralOeIbHOCTH PE3yJIbTaTOB, TONYYEHHBIX pa3HBIMH METOJaMH aHajiu3a. 3HaueHHe
MEXJYHapOJAHOro HopMmanu3oBaHHoro otHomeHus (MHO) sBnsercs HEZOCTOBEPHBIM Yy
NAIMEeHTOB, MPUHUMAIOMNX Ja0uraTpaH, u ObUIM OIMUCAHBI CIy4aW JIOKHOIIOJIOKUTEIHEHOTO
noBbiieHnss MHO. IToaromy uzmepenue MHO nipoBoauTh HE cieayer.

Ta6nmuuma 4. IloporoBble 3Ha4YeHHs] KOAryJdsSLUOHHBIX TECTOB B MOMEHT JIOCTHXKEHUS
MUHUMAaJIbHON KOHILIEHTPAllUM Mpernapara B KPOBH, KOTOPbIE MOTYT OBITh aCCOLMMPOBAHBI C

IMMOBBIIICHHBIM PHUCKOM KpOBOTe‘IGHI/Iﬁ

IHoka3aTenb (B MOMEHT JOCTH/KEHUSI MUHUMAJIbHOMN
Iokasanue
KOHIICHTPALMH NPenapara B KPOBH)
OIl u TT'B/TOJIA

pTB [ar/™Mi] >200

OBC [kpaTHOCTH NPEBBILLIEHUS] BEPXHEI IPaHUIIbI HOPMBI | >3

a4 TB [KpaTHOCTB NPEBBIIIEHNS] BEPXHEN I'PAHULBI HOPMBI | >2

MHO He cnenyer BBIIONHATD

HDI/IMeHeHl/Ie d)I/I6DI/IHOJ'H/ITI/I‘—IeCKI/IX npenaparoB AJId JICYCHUA OCTPOI'0 HMIMEMHUYCCKOIO MHCYJIbTA

[Tpumenenre pUOPHUHOMUTUYECKUX MPENAPATOB Jis JIEUEHUS OCTPOT0 UIIEMUYECKOTO MHCYJIbTa
MOYET OBITh PACCMOTPEHO, eciH pe3yibTarsl u3Mepenus pIB, OBC unu aUTB y nanuenra He
IpeBbIIAIOT BepxHe rpanunbl HopMmbl (BI'H) B cooTBeTcTBHM C MecTHBIM pedepeHCHBIM
JIUaTa3oHOM.

XI/IDVDFI/ILIGCKI/IQ BMCIHIATCJIHCTBA U MHBA3UBHBIC ITPOLICAYPHL

[TaruenTsl, KoTOpble NpuUHKMMaKT mpenapaT Jlaburarpana osrtekcunatr KaHoH, umeror
MOBBIIIEHHBIH PHUCK KPOBOTEUEHHUS IIPU BBIIOJIHEHUH XHUPYPIMUECKHUX WJIM HHBAa3HUBHBIX
nporenyp. BblmosHeHHe XHPYPruuecKoro BMELIATEIbCTBA MOXKET HOTPEeOOBAThH BPEMEHHOIO

npeKparieHus nmprema npernapara Jlaburarpana stexcunat KanoH.
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Kanon. BeimonHenune katerepHOil abmanuu npu GUOPWILISAIMM TpPEACepAud y NalKueHTOB,
nonyvaromux npenapat Jaburatpana stekcunar Kanon B goze 150 mr (1 kamcyna) 2 pasa B
CyTKH, He TpeOyeT mepepriBa B IpuemMe npenapara (cMm. pazaen 4.2).

Crenyet nposiBISTh OCTOPOKHOCTH IIPH BPEMEHHOM HPEKPAIICHUH JICYESHUS ISl BBITOTHEHHS
XUPYPTUYECKOr0 BMEIIATENBCTBA U 00ECTIEYNTh MOHUTOPUHT aHTUKOATyIsuK. BeiBeieHune
naburarpana U3 OpraHu3Ma y MaieHToB ¢ TOYSUHOW HET0CTaTOYHOCTHIO MOXKET MPOUCXOUTh
nosnbiie (cM. pazzen 5.2). DTo ciieyeT yIUTHIBaTh IIPU BHIIOJIHEHHUH JIFOOBIX Tporeayp. B Takux
ClTy4asix KOaryJISILIMOHHBIE TeCTHI (CM. pa3zen 5.1) MOryT MOMOYb ONPEACINUTh, COXPAHSIOTCS JIH
HapyIIeHUS TeMOCTa3a.

DKCTPEHHBIE XUPYPIUYECKHE BMENIATENLCTBA U IPOIEAYDEL

[Tpenapat Jlaburatpana srexcuiaT KaHOH cieyeT BpeMEeHHO OTMEHHUTh. Ecii 17151 BBIOJTHEHUS
BMeIlIaTeNIbCTBA/poLeypbl TpeOyeTcs OblcTpoe HpeKpallleHHe aHTUKOAaryJasHTHOTO >(QekxTa,
CJIEZIyeT PacCMOTPETh BO3MOXKHOCTh BBEJICHHsI CENM(PUISCKOTO aHTAaroHKUCTa K JaduraTpaHy —
uaapyuusymaoa.

[Ipekpamenue Ttepanuu AaOUraTpaHOM IIOJIBEPraeT MalUEHTOB TPOMOOTHYECKOMY PHCKY,
CBSI3aHHOMY C UX OCHOBHBIM 3a0osieBaHueM. [Ipuem npenapara Jlaburatpana stekcunar Kanon
MOKET OBITh BO300HOBJIEH uepe3 24 yaca Iociie BBEACHMS CHEIU(PUYECKOrO0 aHTaroOHHCTa K
Jnadurarpany — uaapynuszymada — Ipu yCIOBUU JOCTHKEHHS MTOJHOTO FeMOCTa3a U CTaOMIIBHOTO
COCTOSIHUS TALIMEHTA.

CpodHbIe XUPYPTUUSCKHUE BMEIIATEILCTBA/ Opoucaypbl

[Ipenapar JlaOuratpana otekcunar KaHoH cienyer BpemMeHHO OTMEeHUTh. CpodHoe
XUPYPTUYCCKOEC BMCIIATCILCTBO WM IMpOUHCAYypPY, MIPHU HAJIWYUHU TaKoHu BO3MOXXHOCTH,
11eJ1eco00pa3HO BHINIONHATE HE paHee, 4eM uepe3 12 yacoB mocie mocaeIHero mprueMa rnpemnapara
Jlaburatpana stekcunat KaHoH.

Ecnu omepammst mnm mporenypa HE MOXKET OBITh OTJIOKEHA, €€ BBIMOJTHEHHE Y TaIlMeHTa,
MOJTYYArOIIETo Ta0uTraTpaH, MOXKET ObITh ACCOIMUPOBAHO C TTOBBIIIEHHBIM PUCKOM KPOBOTECUCHHS.
DTOT PUCK KPOBOTEUEHHUSI CIIEIYET COMOCTABUTh CO CPOYHOCTHIO BMEILIATENbCTBRA.

[I1aHOBEIE XMPYPIUUECKHE BMEIIATEIbCTRBA

Ecnu Bo3moxHO, npenapat [laburatpana stekcuiat KaHoH ciiefyeT OTMEHUTH 1O KpaliHel mepe
3a 24 4aca [0 BBINOJHEHUS WHBAa3WBHBIX WIH XHPYPTUYECKHX MNpoUEeAyp. Y IALMEHTOB C
MOBBIIIEHHBIM PUCKOM KPOBOTEUEHUS WM MIPU OOLIMPHOM XHUPYPTUYECKOM BMEIIATENIBCTBE, /1€
MOXET MOTpeOOBaThCs MOJHBI TIeMocTa3, CleqyeT pacCMOTPeTh BO3MOXKHOCTb OTMEHBI

npenapara /laburarpana stekcunat KanoH 3a 2—4 HS 10 XUPYyPrUYECKOTO BMEIIATEIHCTRA.
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Taoauua 5. [IpaBmna ormens! npenapara J1abd ranaHd Dtdietimat- @Hgg%bbﬂlﬂaﬂaéﬂl \biv

WU XUPYPrU4ECKUMH MIPOLIEYPaAMH.

IIpexpaienue npuemMa npenapara nepe nJiaHoBoi

DOyHKIUA . N
XMPYpPru4ecKoii onepanuei

MmoYeK Te
(KK, Mmj1/MuH)

Bbicoknii pUCK KPOBOTEeYEHHUS HJIH

. CrangapTHbIN PUCK
npoBeeHue 00/1bIIONH Onepanuu

>80 ~ 13 3a 2 nusa 3a 24 yaca
>50—<80 ~15 3a 2-3 nusa 3a 1-2 nusa
>30-—<50 ~18 3a 4 qua 3a 2-3 nusa (>48 yacoB)

CrnuHanpHas aHCCTCSI/IH/BHI/IHVDaJ'IBHaH aHeCcTEe3Us/IIoMOaIbHAas IIYHKIIUA

Takue mpouenypbl, Kak CIMHHOMO3TOBas aHECTE3Ws, MOTYT IMOTpPeOOBaTh MOJIHOTO
BOCCTAHOBJIEHHSI T€MOCTa3a.

B cnywsae TpaBMAaTu4yHOW WM TIOBTOPHOW CIIMHHOMO3TOBOM MYHKIUU W JJIUTEIBHOTO
MCIIOJIb30BaHUS SMUTyPATHHOTO KaTeTepa MOYKET MOBBIIIATHCS PUCK PA3BUTHUSI CIUHHOMO3TOBOTO
KPOBOTEUCHHS WIH MHUAYypalibHON remaToMbl. [lepByto no3y npemnapara Jlaburatpana sTekcuiar
KaHoH crnenyer npuHHMaTh HE paHee, ueM uepe3 2 yaca rnocie yjaaneHus katerepa. HeoOxonum
KOHTPOJIb COCTOSIHMSI TAIIMEHTOB JUIS HMCKJIIOUYEHHUS HEBPOJIIOTUYECKUX CHMIITOMOB, KOTOpBIE
MOTYT OBITH 00YCIIOBICHBI CHUHHOMO3TOBBIM KPOBOTEUEHHUEM WIIH SMUAYPaATbHOI reMaTOMOM.

Ilocneoneparmonnas dasa

[Tocne WHBAa3WBHOW  MPOIEAYPH/XUPYPIHYECKOTO  BMEIIATENLCTBA TNPHEM  Iperapara
Haburarpana stexcunat KaHoH cienyeT BO300OHOBUTH/HAYaTh KaK MOXKHO OBICTpEE, €CIH 3TO
MO3BOJIIET KIIMHUYECKAsi CUTYallusl U JJOCTUTHYT aJIeKBaTHBIN TeMOCTa3.

VY nanueHToB ¢ pUCKOM KPOBOTEUSHMS WIIM UMEIOLIMX PUCK YPE3MEPHOM SKCIIO3UIMHU IpenapaTa,
OCOOEHHO y MalMEHTOB C yMepeHHbIM HapymeHueMm ¢yHkiuu nodek (KK 30-50 mn/mumn),
Tepamnuio cieayeT MPOBOIUTH C OCTOPOKHOCTHIO (CM. paznen S.1).

[TanMeHTHI ¢ BRICOKUM PUCKOM XMPYPTHUECKON CMEPTHOCTH M BHYTPEHHUMU d)aKTODaMI/I pHuCKa

TPOoMOOIMOOJIMUECKHAX OCIOKHEHUN

Jannsle mo >@gexkTuBHOCTM M 0Oe30macHOCTH JaburaTpaHa B JIaHHOW Tpylie NalleHTOB
OTpaHUYEHBI, TO3TOMY TEPAIIUIO CIEIYeT MPOBOJUTH C OCTOPOKHOCTHIO.

Hapymienue d)VHKUI/II/I OCYCHU

[TateHTH! ¢ MOBBIIIEHUEM aKTUBHOCTHU MEYEHOUYHBIX (hepMeHTOB >2 BI'H Obln MCKIIOUEHBI U3
OCHOBHBIX KJIMHHUYECKHUX HccienoBanuid. OmbITa MpUMEHEHHs Aa0uraTtpaHa B 3TOW MOATPYIIIE
nanueHToB Her. Hapymenune ¢yHKnum nedeHn win 3a0olieBaHHE TIEUEHH, KOTOpOE, Kak
0’KU/1a€TCsl, MOXKET MOBIUATH Ha BEDKUBAEMOCTb, SIBJISETCS POTUBOIOKA3aHUEM ISl TPUMEHEHHS
npenapata /laburarpana srekcuinar Kanon (cm. paznen 4.3).

B3anMoaeiicTBre ¢ HHAYKTOpaMU P-TiukonpoTenHa
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Oxwunaercsi, 4TO0 OJHOBPEMEHHOE Ha3HA4YEH I/IHI[y{(%gB_I ﬁﬂgﬁtﬁgﬁglféﬂ;& Tﬁpﬁsé'ztle'T K

CHUXKCHUIO KOHL[CHTpaL[I/Iﬁ ;[a6nranaHa B IJIa3MC€ KpPpOBU, U UX OJHOBPCMCHHOI'O IMPUMCHCHUA
cienyet uzberarsb (cM. pasaensl 4.5 u 5.2).

IlanmeHTsI ¢ aHTI/Id)OCd)OHI/IHI/IHHLIM CHHIPOMOM

VY nauueHToB ¢ aHTU(OCHOTUMUAHBIM CUHIPOMOM (O0COOEHHO MPH TPOHHOM MOJOKUTEIHHOM
pe3ynbraTe Ha aHTU()OCHONUITUIHBIC AHTUTEINA) MTOBBIIIEH PUCK TPOMOOIMOOTHUECKUX COOBITHIA.
Hecmotpst Ha To, 4TO 3D (PEeKTUBHOCTH MabWraTpaHa yCTaHOBIEHA JIJIS JICUCHUS U TPODUIAKTUKA
BEHO3HOM TpoMO0SMOONIMM, OHa He ObUla H3ydyeHa KOHKPETHO B MOJTPYIMIE MAlUEHTOB C
anTudocHoTUIUIHBIM CUHIPOMOM.

[TosTomy mepen npumeHeHuem mnpemnapata Jlaburatpana stexcunatr KaHoH y mamueHTOB ¢
aHTU(POCHOTUIHUIHBIM CHHIPOMOM PEKOMEHYETCs THIATEILHO PacCMOTPETh BCE BO3MOXKHBIE
BapHAaHTHI JIeYeHHsI (BKIIIOYAsi CTAaHIaPTHOE JICYEeHUE, TAKOE KaK aHTaroHucTamu ButamuHa K).
[TarueHTsl € aKTUBHBIMU  3JI0KQ4eCTBEHHbIMH  HOBooOpazoBanusmu  (TI'B/TDJIA)
OddexTuBHOCTF W 0€30MaCHOCTh NPUMEHEHUs naburatpana mius JyedeHus TIB/TOJIA y
MAIUEHTOB C aKTUBHBIMHU 3JIOKAYECTBCHHBIMU HOBOOOPA30BAaHUSIMU HE YCTAHOBJICHBI.

BcnomorarenbHbIe BEIECTBA

[Ipenapar [laburatpana stekcunaT KaHOH COOEP>KUT KpacuUTeNb COJIHEYHBIA 3aKaT >KEITHIH,
KOTOPBI MOKET BBI3BIBATh AJIEPTUUECKHUE PEaAKIUH.

JauHbIil penapat coAaep>KuT Menee 1 Mmoib (23 Mr) HaTpust Ha OJIHY Karcyily, TO €CTh 1O CyTH
HE COJICPKUT HATpPHS.

4.5. B3aumMmopeiicTBMe ¢ JPYrHMH JIEKAPCTBEHHBIMHM MpenapaTtaMu W JApyrue BHJbI
B3aMMO/1eiicTBUS

B3anMoaeictBus ¢ OeTKaMu-IEPEHOCYNKAMHU

Jaburatpana »sTekcuiar sBiseTcss cyoctparom 3ddimokcHoro Oenka-nepeHocunka P-
riukonporenHa. Oxuaaercs,, YTo 0OJIHOBPEMEHHOE Ha3Haue€HUe MHTMOUTOpOB P-rmukonporenHa
MIPUBOJIUT K TOBBIIICHUIO KOHIICHTPAMH TaduraTpana B Tia3Me KPOBH.

Ecnu He yka3aHo MHOE, TIPU OJTHOBPEMEHHOM IIPUMEHEHUH Ja0UraTpaHa i MOIIHBIX HHTHOUTOPOB
P-rnukonporenHa He0O0XOAMMO TIIATENbHOE KIMHHYECKOe HalOrofeHne (B OTHOILEHHH
NPU3HAKOB KPOBOTEUEHHUs WU aHeMuH). [Ipy OJHOBpEMEHHOM NpPUMEHEHMH jJaburaTpaHa c
HEKOTOPHIMH WHTHOUTOpPAMH P-TTIMKONPOTEMHA MOXET MOTPeOOBAaThCS CHIKEHHE JIO3BI (CM.
pasnenst 4.2.,4.3.,4.4. u5.1.).

Tabauua 6. BzanmoseiictBus ¢ GenkamMu-nepeHoCYMKaMu

Hneubumopwr P-enuxonpomeuna

Oonospemennoe npumMeHeHue nPOmu8onoKazamo (cm. pazoen 4.3.)

Kerokonazon Ketoxona3zon yeenmunBan oomue 3HadeHust AUCo- (TI10111a16 10T
KPHUBOM «KOHIEHTpAIus — BpeMsi») U Cmax (MaKCUMaIIbHON
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KOHLCHTpaLNy) nabutatpana B 0538 pastib 2,35 pase, - | o 1003

COOTBETCTBEHHO, II0CJIE OJHOKPATHOr'O Npuema BHYTpb 10361 400 mr,
u B 2,53 pa3za u 2,49 pasa, COOTBETCTBEHHO, I0CIIE MHOTOKPAaTHOT'O
npuema BHyTpb 1036l 400 Mr keTokoHa3o0ja 1 pa3 B CyTKH.

Hponenapon

[Ipu ogHOBpEeMEHHOM MTPUMEHEHUHU JadurarpaHa 3TeKcuiaTa u
nponenapona oduue 3HaueHus AUCo- U Cmax 1aburarpana
YBEJIUUHUBAIUCH IPUMEPHO B 2,4 pa3a u 2,3 pa3a, COOTBETCTBEHHO,
rociyie MHOrokparsHoro npuema 400 Mr 1poHenapoHa 2 pasa B CyTKH,
u npuMepHo B 2,1 pasza u 1,9 pa3za, COOTBETCTBEHHO, IIOCIIE
OJIHOKpATHOTO fpuemMa a03s1 400 mr.

HrpakoHnasoun,
LUKJIOCTIOPUH

Ha ocHOBaHuM pe3yabTaTOB MCCIICOBAHUH IN VILrO MOYKHO 0KUIATh
3 deKT, CXOTHBII C KETOKOHA30JI0M.

0()H06D€M€HHO€ NPpUMEHEHUE He DeKOMeHaVemCﬂ

Takponumyc

B uccnenoBanusix in Vitro o0HapyxeHo, 4TO TAKPOIUMYC HMEET
TaKOW e ypOBeHb HHTHOHpYyomiero 3¢ ¢dekra Ha P-rmukonporent,
KaK UTPaKOHA30J1 M UKJIocopuH. [Ipumenenue naburarpana
9TEKCHJIATa BMECTE C TAKPOJIUMYCOM HE OBLIO U3YyUYECHO B
KJIMHUYECKHUX uccienoBaHusX. OHaKo orpaHMYEHHbIE KIIMHUYECKHE
JIaHHbIE O MPUMEHEHUH BMECTe C IpyruM cyoctpaTom P-
IJIMKONPOTEHHA (IBEPOIUMYCOM) ITO3BOJISIOT MIPEIONI0KUTE, YTO
UHIHOMpoBaHKe P-riMKonpoTenHa TakpoJuMycoM ciiabee, ueM Mpu
MPUMEHEHUH MOLIHBIX HHTHOUTOPOB P-riinkonporenHa.

I'nexanpesup/
MUOpPEHTaCBUD

OnHOBpEMEHHOE UCTIOIB30BAHNE KOMOMHAIIMN (PMKCUPOBAHHBIX /103
WHTUOUTOPOB P-rimkonpoTenHa riekanpeBupa/muopeHTacBupa
MIPUBOJIUT K YBEITMICHHUIO KOHIICHTPAIMK JaObUraTpaHa B TIa3Me
KPOBH M MOXET MTOBBICHTh PHCK KPOBOTEUYCHHUH.

Credvem cobnrooamsb 0OCMOPOAICHOCHIb 8 CIYYAe 0OHOBDEMEHHO20 NPUMEHEHUSL (CM. Daz0eibl

42.u4d.4.)

Bepamamuin

[Ipu ogHOBpEMEHHOM IPUMEHEHUHU JadurarpaHa 3TeKcuiaTa

(150 mr) u Bepamamuiia yist ipueMa BHYTPb Cmax 1 AUC
naburaTpaHa yBeJIUYMBAIINCh, HO CTENIEHb 3TOT0 YBEIHMUEHUS
pasnauyanach B 3aBUCMMOCTH OT BPEMEHH MpueMa 1 JIEKapCTBEHHON
dhopmel Bepanamuiia (cMm. pazaensl 4.2 u 4.4).

MakcumanbHOe YBEIMUYeHHE HKCIIO3ULIMY JaburaTpana HabIr01a10Ch
IIpU IIpUEMe NEePBOH /103bI JIEKAPCTBEHHOM (hOpMBI Beparamuia ¢
HEMeJICHHBIM BBICBOOOK/ICHHEM 3a OJJMH Yac 710 IpuemMa
naburarpana stekcuiara (ypenuueHue Cmax IpUMEpHO B 2,8 paza u
yBenumuenue AUC npumepHo B 2,5 pasza). Db dexT mocTeneHHo
YMEHbILAJICS MPU IpUEeMe JIEKapCTBEHHOM (pOopMBbI BeparnaMura ¢
JUITUTEIbHBIM BbICBOOOKIeHHEM (yBennyeHHe Cmax TpuMepHO B 1,9
pa3a u yBennuenue AUC nmpumepHo B 1,7 pa3a) uinu npu npueme
MHOTOKPAaTHBIX 703 Bepanamuia (yBenndeHue Cmax mpuMepHo B 1,6
pa3a u yBennuenne AUC npumepHo B 1,5 pasa).

He naGumo1aioch 3Ha4MMBIX B3aUMOJICHCTBUI TIPU TIpUEMe

Beparammiia yepes 2 yaca rocie npuema gadurarpaHa 3TeKcuiaTa
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

npuMepHo B 1,2 paza). D10 00BACHIETCS MOTHBIM BCACHIBAHUEM
naburaTtpaHa depe3 2 gaca.

AMuoaapoH

[Ipu ogHOBpEeMEHHOM MPUMEHEHUU JaburaTpaHa ¢ OJHOKPAaTHOM
nepopainbHoi 10308 600 MIr aMHO1apOHa CTENEHb U CKOPOCTh
BCAChIBaHMS aMHOJapOHa U €ro akTUBHOTO MeTaboInTa
JIe33TUIIaMUOJapOHa CYIIECTBEHHO HEe U3MeHsIuch. 3HaueHust AUC
1 Cmax Jaburarpana Bo3pacrtaiu npumepHo B 1,6 pasa u 1,5 pa3sa,
COOTBETCTBEHHO. YUUTHIBAs JUIUTEIIbHBIA IEPHO/]T TTOJTYBBIBEICHUS
aMUOapOHa, BO3MOKHOCTh B3aUMOJICHCTBUSI MOYKET COXPaHATHCA B
TEYEHUE HECKOIBKO HEEIb IOCIe OTMEHBI aMUOIapoHa (CM.
paznensi 4.2 u 4.4).

XWHUIUH

XuHuOMH HasHayaitu B o3e 200 Mr kakaple 2 yaca 00 JOCTHKEHUS
obmeit 10361 1000 mr. J[laburarpana sTekcHIaT Ha3HAYaau 2 pasa B
CYTKH B T€4eHHUE 3 qHEH noApsAl, Ha 3-i JeHb — C XUHUIUHOM WIH
6e3 xuauauHa. 3HaueHUss AUC s 1 Cmaxss Jaburarpana
YBEJIMYUBAIUCH B cpenHeM B 1,53 paza u 1,56 paza, COOTBETCTBEHHO,
IIpY OJHOBPEMEHHOM IPUMEHEHUHU C XUHUJUHOM (CM. pa3zaeinsl 4.2 u

4.4).

Knaputpomunyn

[Ipu ogHOBpEeMEHHOM MTpUMEHEeHUHU KinaputrpomuiinHa (500 mr 2 pasa
B CYTKH) ¢ Aa0urarpaHa 3TeKCUJIATOM Yy 3I0POBBIX TOOPOBOJIBIIEB
Habmonanock ysenudenrne AUC npumepno B 1,19 paza u
yBesnnueHue Cmax puMepHo B 1,15 pa3za.

Tukarpenop

[Ipy 0THOBpEMEHHOM ITPUMEHEHNUN OJHOKPATHOM 03Bl 75 MI
naburarpaHa dTeKCcUiiaTa ¢ Harpy304Hoi 1030# 180 mr Tukarpenopa
3rHaueHuss AUC u Cmax TaburaTpana yBeIMuuBaincCh B 1,73 paza u
1,95 pasa, coorBercTBeHHO. [lociie MHOrOKpaTHOrO NpruemMa
tukarpenaopa 90 mr 2 pa3a B CyTKH yBEJIMUEHHUE DKCIIO3ULIAN
naburatpana coctaisuio 1,56 paza u 1,46 paza aiis Cmax 1 AUC,
COOTBETCTBEHHO.

OnHOBpeMEHHOE HA3HAYEHHUE HArpy304HOM 10361 180 mr
tukarpenopa 1 110 mr naburatpana sTekcuiiata (B paBHOBECHOM
coctostann) yBenuauBaino 3HaUeHUSI AUC ss 1 Cmax,ss TaburaTpana B
1,49 paza u 1,65 pa3a, COOTBETCTBEHHO, [0 CPABHEHUIO C IPHUEMOM
OJIHOTO aburarpana stekcuiara. [lpu Ha3HaueHUH Harpy304HOI
no3sl 180 Mr Tukarpenopa uepes 2 yaca nociue npuema 110 mMr
nadurarpaHa 3TeKcuiarta (B paBHOBECHOM COCTOSIHMM) CTETICHb
yBenuueHust AUCss U Cmax,ss 1aburarpana cHkanach 10 1,27 pasza
u 1,23 pa3a, COOTBETCTBEHHO, [10 CPABHEHUIO C IIPUEMOM OJHOIO
naburaTtpaHa sTekcuiiata. Takoi pa3ieabHbli IPUEM PEKOMEHTyeTCs
JUIS HayaJla Teparuy TUKarpeaopoM ¢ Harpy304HOU JJO3BI.
OnnoBpemeHHoe HazHayeHue 90 Mr Thkarpenopa 2 pasa B CyTKH
(momnepskuBaromas 103a) ¢ 110 Mr gaburarpana sTekcuiaTa
yBesMuuBaio ckoppektupoBaHHble 3HaueHUsI AUCss U Cmaxss
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naburarpana B 1,26 pp3a u 1 29' ”EU%)‘I‘EET&H&!E%‘ frd B 0003

CpaBHCHHIO C ITPUCMOM TOJIBKO I[a6I/II‘anaHa OTCKCHJIaTa.

ITo3zakona3zon [To3akoHa30i1 TakKe B ONPENEIEHHON CTENEHU HHIruoupyert P-
IJIMKOMPOTENH, HO OH He OblI U3y4YeH B KIMHUYECKHX
HCCIIEI0BAHMSIX.

Crenyer cobmoaTh OCTOPOKHOCTB, Korja penapat Jlaburarpana

srekcminaT KanoHn HazHadaeTcs OAHOBPEMCHHO C II03aKOHAa30JI0M.

Hnoyxmopwr P-enuxonpomeuna

Cﬂedyem uzbecamo 00H06D€M€HH020 NPUMEHEHUA

Hamnpuwmep, Oxwugaercsi, 4TO OJITHOBPEMEHHOE Ha3HAYEHUE MTPUBOAUT K
pubamMnuIyH, CHIDKEHUIO KOHLIEHTpalui gadurarpaHa.

3Bepoboit [IpenBaputenbHbIi TpueM UHAYKTOpA P-TiukonporenHa
MPOJBIPSIBJICHHBIN pudamnuiuHa B 103e 600 Mr 1 pa3 B cyTku B TeueHue 7 qHei
(Hypericum YMEHbIIAT MAKCUMAJIbHYIO M OOIIYIO SKCIO3UIINIO Ja0urarpaHa u
perforatum), o01uii ypoBeHb Bo3eicTBus Ha 65,5 % u 67 %, COOTBETCTBEHHO.
KapOamasenuH Nunynupyromuii 3 GexT yMEeHbIIAICS, YTO TPUBOIUIO K

Wi PeHUTONH IKCITO3UIINH JJadurarpaHa, 0JIM3KOH K pehepeHCHOMY 3HAYEHUIO, K 7-

MY JTHIO TIOCIIE TIPEKPAIICHIS JICYCHUS PUPAMITUITITHOM.
JlanpHeIero yBeqIu4eHus: OM0IOCTYITHOCTH €llle uepe3 7 THEeH He
Ha0JIFO JAJIOCh.

Hneubumopol npomeasvi, maxue Kax pumoHagup

OoHospemeHHoe npumMeHeHue He PeKOMEHOVemcsl

Hampuwmep, OTu npenaparsl BIUSIOT Ha P-riukonpoTrenH (1100 B KauecTBe
PUTOHABHUP U €0 WHTUOUTOpA, TMOO B KauecTBe UHIYKTOpa). OHU HE N3YYATHCh U
KOMOUHAIMH C II03TOMY HE PEKOMEHIYIOTCS [UIsl OAHOBPEMEHHOIO Ha3HAUEHUS C
OpYTUMH npenaparoM Jlaburarpana srexkcuiat KaHoH.

UHTUOUTOpaMHU

IIpOTEa3bl

Cybecmpam P-enuxonpomeuna

JIurokcuH B xoje uccieoBanus, MpOBEICHHOTO C y4acTHeM 24 3JI0POBBIX
TO0OPOBOJIBIIEB, TPH OJHOBPEMEHHOM IPUMEHEHUH JTadurarpaHa u
IATOKCHHA He HAOII0IaJI0Ch HUKAKUX M3MEHEHUH SKCITO3UIINU
IATOKCHHA U KIMHUYECKHU 3HAYMMBIX M3MEHEHHUH B 3KCIO3HUIINN
naburaTpasa.

AHTHKOAryIsSHTBI ¥ JICKAPCTBECHHBIC CPEACTBA, KOTOPHIC MHT I/I6I/IDVIOT arperamnunro TDOM6OI_II/ITOB

JlexapcTBEeHHBIE CpEACTBA, TEpaNHs KOTOPBIMU HE MCCIENOBANACH WIIA ONBIT NPUMEHEHMS
KOTOPBIX OTPaHMY€H, U KOTOpPbIE MOTYT MOBBICUTH PUCK KPOBOTEUEHUN NpPU OJHOBPEMEHHOM
npuMeHeHun ¢ mpenaparoMm Jlaburarpana stekcunar KaHOH: aHTMKOAryJsHTBI, TakMe Kak
HepakunonupoBanusli  remapuH (H®I'), nHuskomonekynspusle remapunsl (HMI) wu
MIPOU3BOJHBIE TenapuHa ((GoHIanapuHyKC, AE3UPYIUH), TPOMOOIUTHYECKHE JI€KapCTBEHHbIE
npenapatbl M AQHTaroHUCThl BUTaMuHa K, puBapokcabaH WM Jpyrue InepopajibHble

AHTUKOAryIsHTH (cM. pa3nen 4.3), a TakkKe JIEKapCTBEHHBIE CPElICTBA, KOTOPbIE MHTUOUPYIOT
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arperaruio TpOM6OHI/ITOB, TaKpe KakK aHTar - ¥Hkﬂ0HHhI/IH,

mpacyrpen, THKarpeaop, 1eKCTpaH u cylbGUHNUpa3oH (cM. pasnen 4.4).

Ha ocnoBanuu nanHbiX, coopanubix B uccienoBanuu I ¢gaser RE-LY (cMm. pazmen 5.1), Ob110
OTMEYEHO, YTO COIYTCTBYIOIIEE HCIIOIB30BAHUE JPYIHX MEPOPATbHBIX WM MapeHTEPaTbHBIX
AQHTHKOATYJITHTOB YBEIMYMBACT YacTOTY OOJIBIINX KPOBOTCUCHHIA IIPH JICYEHUH KaK Jadurarpana
ATEKCUJIATOM, TaK U Bap(hapruHOM MPHUOIU3UTEIHLHO B 2,5 pasa, TIIaBHBIM 00pa3oM, IIpU MEepPeBoOIe
C OJHOr0 aHTUKoaryiasiuta Ha napyroil (cm. pazgen 4.3). Kpome TOro, comyrcTByloiiee
npuMeHeHne antuarperanToB, ACK wimu kionuaorpena mpuOIU3UTENIFHO yIBAUBAIO YacTOTY
OOJIBIIMX KPOBOTCUCHUH NPH JICUCHUH KaK Ja0uratpaHa dTEKCHIIATOM, TaK U BaphapuHOM (CM.
pasnen 4.4).

H®I' MoXHO mpuUMEHSTH B J103aX, HEOOXOAMMBIX [UIS TOJJCPXKAHHUS IPOXOIUMOCTH
[EHTPAJILHOTO BEHO3HOTO MJIM apTePHaTIbHOTO Karerepa (cM. pasaen 4.3).

Tab6auna 7. B3auMoaelcTBysI ¢ aHTUKOATYJITHTAMH U JICKAPCTBEHHBIMU CPEJICTBAMH, KOTOPHIE

UHTUOMPYIOT arperamuio TPOMOOIINTOB

HIIBII [Tokaszano, uro npumenenue HIIBII mis kpaTkoBpeMeHHON
aHaJIbIe3ur HEe OBLJIO CBSA3aHO C MOBBIIIEHUEM PUCKA KPOBOTECUCHUS
MIPU OJTHOBPEMEHHOM IIPUMEHEHUH ¢ JaburaTpana stekcunaroM. [Ipu
JUTATETLHOM PUMEHEHUH B Xoj1e uccnenoanus RE-LY HIIBII
MOBBIIIANIN PUCK KPOBOTEUEHUS MPUOIM3UTENbHO Ha 50 % 11st
naburaTpaHa 3TeKcuiiaTa v BapdapHHa.

Knonunorpen VY 310pOBBIX MOJIOJBIX J0OPOBOJIBIEB MY>KCKOI'O TI0J1a
OJIHOBPEMEHHOE Ha3HaueHue jgadurarpaHa sTekcuiara u
KJIOMUIOTPEJIAa HE BBI3BIBAJIO JOTIOJIHUTEIBHOTO YBEINUEHUS
BPEMEHM KaIMJIIIPHOIO KPOBOTEYEHHUS 110 CPABHEHUIO C
MoHoTepanuen kionuaorpenom. K romy xe 3naueHuss AUC s u
Cmax,ss JabUraTpaHa 1 oKa3aTeny KoaryJssiiuy, UCTIONb3YIOIINecs
JUIsL OLIEHKU BJIMSHUS laburarpaHa WM MoKa3aTely BIUSHUS
KJIOMUJIOTpela Ha MOJaBJIeHHE arperaiui TpoMOOLIUTOB, OCTaBAIUCh
HEU3MEHHBIMH NPU CPaBHEHWH KOMOMHHUPOBAHHOM Tepanuu U
COOTBETCTBYIOIIEW MOHOTepanuu. [Ipyu npueme Harpy304HON 10351
xinonuaorpena 300 mr wim 600 mr 3HaueHuss AUCqss U1 Cmax,ss
nadurarpana yBenuuuBanuch npumepHo Ha 30—40 % (cm. paznen
4.4).

ACK OnHOBpEeMEHHOE MPUMEHEHHE ¢ JaduraTpaHa TeKCHIIaTOM B J103€

150 mr 2 pa3a B CyTKH MOJKET MOBBICUTH PUCK JHOOBIX KPOBOTEUEHUI
c 12% mo 18% wu 24 % npu nozax ACK 81 mr m 325 wr,
COOTBETCTBEHHO (CM. pazfnen 4.4).

HMTI' OnnoBpemenHoe npuMeHenre HMI', Takux kak 3HOKcanapvs, U
nadurarpana 3TeKCuIIaTa, ClielMaabHO He uccieaoBanock. [locie
nepeBojia ¢ TPEXAHEBHOM Tepamnuu 3HoKcanapuHoM 40 mr 1 pa3 B
CYTKH TI/K, uepe3 24 Jaca 1ociie BBeICHU MOCIIeAHEN 1035l
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SHOKCAIIAPUHA SKCTIOLIs JdONTATDAH bl FOCRONBKO HIKe dem

rocye MpUMEHEHHsI TOJIBKO Jaburarpana aTekcuiara (OAHOKpaTHas
no3a 220 mr). Habmroganocs noseiienne anTu-FXa/Flla aktuBHOCTH
nocje MpuMeHEeHHsl Jaburarpana 3TeKCcuiIarTa ¢ MpeaBapuTeIbHBIM
Ha3HAYEHUEM SHOKCAlaprHa 1o cpaBHeHuto ¢ antu-FXa/Flla
AKTUBHOCTBIO TPH JICUCHUH TOJIBKO TAOUTaTpaHa dTEKCUIATOM.
Cuwnrtaercsi, 9To 3TO OOYCIOBIEHO OCTaTOYHBIM 3(dekTom seucHus
SHOKCAllapUHOM W  HE  SIBJIICTCS  KIMHUYECKH  3HAYUMBIM.
[IpenBaputensHOoe Ha3HAYEHHWE SHOKCANApUHA CYIIECTBEHHO HE
BJIMSUTO HA IPYTHE aHTUKOATYJISIIUOHHBIC TIOKA3aTenn Ja0urarpaHa.

Jlpyrue B3auMOaeCTBUSL

Ta6auna 8. [Ipyrue B3auMoaeicTBus

Cenexmuenvie uneubumopwvl oopamnozo 3axeama cepomonuna (CHUO3C) unu cenexmugmvie
uHeUOUMOpPLL 0O6pamuo20 3axeama cepomonuna u Hopaopenaiurna (CUO3CH)

CHO3C, CUO3CH CHO3C u CMO3CH noBbIaig puck KpOBOTEUEHHUS B UCCIIEA0BaHNUN
RE-LY Bo Bcex rpymnmax jeyeHusl.

Beu;ecmea, eluAarouwue Ha pH .?fC@leaO"IHOZO codepmcuMoeo

[TanTompazon [Tpu ogHOBpEMEHHOM NPUMEHEHUH JaduraTpana ¢ HaHTOIPa30JIOM
HaOmonanocs ymensiienne AUC naburarpana npuOIn3uTeNTbHO Ha
30 %. B kmMHMYECKUX MCCIIEIOBAHUSAX ITAHTONPA30JI U APYTHE
UHTHOUTOPHI TpoToHHOTO Hacoca (WUITH) nasHavanuce
OJTHOBPEMEHHO C JIa0UraTpaHOM, H OJTHOBPEMEHHOE ITPUMEHEHHE
NIIH ne camkano 3¢p¢eKTUBHOCTH 1aburarpaHa.

Panutnaun OZ[HOBpeMeHHOC MMPUMCHCHUC pAHUTHAWHA C I[a6I/IFanaHOM HC
OKa3bIBaJIO KIIMHHUYCCKH 3HAYMMOI'O BJIMAHHA HA CTCIICHDb
BCaCbIBaHUA z[a6HranaHa.

BzamMoielicTBHs, CBSI3aHHBIC C META00INICCKIM HDOd)I/IJ'ICM z[a61/1ranaHa OTEKCHJIaTa H

naburarpaHa

JlaGurarpaHa sTeKcuiaT 1 AaburaTpaH He MeTaboIu3upyroTCsa cucteMoit nutoxpoma P450 u He
OKa3pIBAalOT N VIitr0 Hukakoro BiIusHUS Ha Qepmentsl 1mToxpoma P450. Ilostomy
B3aUMOJICHCTBUA Ja0uraTpaHa ¢ COOTBETCTBYIOUIMMHM JIEKAPCTBEHHBIMU CpEICTBAMH HeE
0’KHMJIaeTCA.

4.6. DepTUIBLHOCTD, 0€PEMEHHOCTD U JAKTAIUSA

bepemenHoCTh

JlaHHbIE O TpPUMEHEHUM JaburaTpaHa STEKCHJIaTa BO BpeMsl OEpeMEHHOCTH OTCYTCTBYIOT.
IToTeHIMaNbHBIN PUCK Y YEJIOBEKA HEU3BECTEH.

KenmHaMm penpolyKTUBHOTO BO3pacTa clieflyeT u30eraThb HAcTYIUICHHs OepeMEHHOCTH Mpu
neuyeHuun npenapatoMm Jlaburatpana stekcunar Kanon. Ilpu HacTyrieHuun OepeMEHHOCTH
IIPUMEHEHHUE Iperapara He pEKOMEHYETCsl, 3a UCKIIFOYEHUEM CIIy4aeB, KOI1a O’KHU1aeMast I10JIb3a

MIPEBBIIIAET BOZMOKHBIN PUCK.
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JlakTamus

[Tpu HEOOXOIMMOCTH IPUMEHEHHSI Mpenapara B IMEPHO IPYIHOTO BCKAPMIIMBAHMUS, B CBSI3U C
OTCYTCTBUEM KIIMHUYECKUX JAHHBIX, TPYAHOE BCKAPMIIMBAHUE PEKOMEHIyETCS IPEKPATUTD (B
Ka4yecTBE Mepbl IPEJOCTOPOKHOCTH).

DepTUILHOCTE

B OKCICPUMCHTAJIBHBIX UCCIICAOBAHUAX HC YCTAHOBJICHO He6HaI‘OHpI/ISITHOFO BOSHGﬁCTBHH Ha
q)epTI/IJIBHOCTL HJIU MTOCTHATAJIbHOC Pa3BUTUC HOBOpO)KI[éHHbIX.

4.7. BausiHde HA CNOCOOHOCTH YNPABJISATH TPAHCHOPTHBIMHM CpPeICTBAMH H PadoTaTh C
MeXaHU3MaMHu

BrusiHue maburarpaHa Ha ClIOCOOHOCTH YIPABIISATH TPAHCIIOPTHBIMH CPEIICTBAMHU M 3aHUMATHCS
APYruMru MNOTCHUHUAJIBHO OIACHBIMHM BHUAAMU ACATCIIBHOCTH, Tp€6y10HII/IMI/I MOBEIIICHHON
KOHIEHTPAllUU BHUMAHUSA U OBICTPOTHI ICUXOMOTOPHBIX PEAKIIHii, HE U3y4ajaoch, HO YUUTHIBas,
4YTo mpUMeHeHue rmpemnapata Jlaburarpana ostekcuinaT KaHOH MOXET COIMPOBOXKAATHCA
IMMOBBIIICHHBIM PHUCKOM KpOBOTC‘-ICHI/II\/JI, CJICOAYCT CO6JHOI[8.TI) OCTOPOIKHOCTH IIPU BBIITOJHCHHUHU
TaKuX BUJ0OB ACATCIIBHOCTH.

4.8. HexxesaTesIbHbIE peaKIHU

Pe3roMe HekenaTebHBIX PeaKIUn

YactoTa HeXeNaTeIbHBIX PeaKInid, KOTOPbIE MOTYT BO3HUKATh BO BPEMsI TepAIluy, IPUBEICHA B
BUJIE CIEAYIONIeH rpaganuu: odeHb yacto (>1/10); wacro (>1/100, <1/10); newacto (>1/1 000,
<1/100); penko (=1/10 000, <1/1 000); ouens penko (<1/10 000); Hen3BecTHO (YaCTOTa HE MOKET
OBITH OIICHEHA IO JOCTYITHBIM JIAHHBIM).

Tabauua 9. HexxenarenbHble peakuu

YacToTa BOBHUKHOBEHUSA

Jleyenne u npopuiiakTuka
IIpoduniaakTuka HHCYIbTA,
penIMBOB 0CTPOro TpomM603a

CHCTEMHBIX TPOMOO0IMOOJIHI 1
P riayooxux BeH (TI'B) n/unu

CHHIKEHHe CepIedHO-

. N TPOMO03MO0JIMHU JIETOYHOI
CucreMHO-OpraHHbIi kjaacce/ COCYIUCTOH CMEPTHOCTH Y

aprepun (TIJIA) n

IHo6ounblii 3¢ dexT B3POCJIbIX MALMEHTOB (B
npopuIaKTUKA CMEePTeIbLHBIX

Bo3pacte ot 18 j1eT) ¢
HCXO0/10B, BEI3LIBA€MbBIX 3THMHU

HeKJIaNaHHoi puopuiIIAuei
3a00JieBaHUSIMHU Y B3POCJIBIX

npeacepaAni U OTHAM HJIA

nanueHToB (B Bo3pacre ot 18
0oJiee (pakTOPpAMHU pHCKa

JIeT)
Hapywienus co cmopoHbl Kpo8u u iumMpamuieckoll Cucmembil.
aHEMMUS 4acTo HEYacTo
CHIDKEHHE YPOBHSI FeMOriIo0rnHa HEYacTo HEU3BECTHO
TPOMOOLIUTOTIEHHUS HEYacTo penko
CHIDKCHHME TeMaTOKpUTa penko HEHU3BECTHO
HelitponieHus™ HEU3BECTHO HEU3BECTHO
arpaHyJIoLUTO3™ HEU3BECTHO HEHU3BECTHO
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- MO AEOOBATENEHOCTE 003
Hapywenus co cmoporvl umMmyHHOU cucmemsi: TTULITEAUBATENTEAUL TR UUUS)
peakuu

HEYacTo HEYacTo

TUNIEPUYBCTBUTEIHFHOCTH
KO>KHAsl ChITTb HEYacTo HEYacTo
KOXHBIHN 3y HEYacTo HEYacTo
aHauIakTHYeCKas peaxius peaxo peaxo
AHTHOHEBPOTHUYECKUIN OTEK peaxo peaxo
KpanmuBHUIIA peaxo penko
OpoHXOCTa3M HEU3BECTHO HEH3BECTHO

Hapywenus co cmoponwl nepenoti cucmembl:

BHYTpPHYEPEITHOE KPOBOTCUCHUE HEYacTo penko

Hapywenus co cmoponul cocy0os:

reMmaromMa HEYacTo HEYacTo

KpPOBOTCUCHHUEC HEYacTo HEYacTo

Hapywenus co cmoponul ObixamenbHOl cucmembi, 0peaHos 2pyOHOU KIemKu U Cpe0oCmenUs.

HOCOBOC KPOBOTCUYCHUC qacTo qacTo

KpOBOXapKaHbC HEYacTo HEYacTo

KenyoouHo-KuueuHvle HapyueHus.

KCIIYAOYHO-KUIIICUYHBIC

4acTo 9acTo
KpPOBOTEUCHUS
00Jb B )KUBOTE 4acTo HEYacTo
arapest 9acTo HEYacTo
JCTICTICHS 9acTo 9acTo
TOITHOTA 4acTo HEYacTo
pEeKTabHBIC KPOBOTCUCHHUS HEYacTo 9acTo
reMOPPOUIAIIbHBIE

HEYacTo HEYacTo
KPOBOTCUCHHUS
W3BSI3BJIICHUE CIM3UCTON

HEYacTo HEYacTo
o6omouku KKT
ractpos3odarur HEYacTo HEYacTo
ractpoa3odareaibHast

HEYacTo HEYacTo
peduirokcHas 00JIe3Hb
pBOTa HEYacTo HEYacTo
nucharus HEYacTo penKo
Hapywenus co cmopoHbl neuenu u Jicenuesble00siuyux nymet.
HapylmeHne GyHKIUH eYeHH HEYacTo HEYacTo
MOBBIILIEHNE aKTUBHOCTH

HEYacTo HEYacTo
alaHMHaMUHOTpaHchepasbl
MOBBIILIEHNE aKTUBHOCTH

HEYacTo HEYacTo
acrmapTaTaMUHOTpaHCc(epasbl
ITIOBBIICHUE aKTUBHOCTH

penko HEYacTo

«TMI€YEHOYHBIX» TPaHCAMUHA3
runepomIMpyonHeMus peaxo HEU3BECTHO

H3menenus co CNMOPOHbL KOJHCU U NOOKOMNCHBIX MKAHEU:

KOXHBIN T€éMOppParun4ecKui
4acTo Yacro
CHUH/IPOM

aHOHeI_II/IH* HCU3BCCTHO HCU3BCCTHO

Hapymeﬂwz CO CMOPOHDbL MblmellHOLZ CKeNlemHOUL U COeOUHUMETIbHOU MKAHU:
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Hzmenenus co CNMOPOHbL NOYEK U MOW@GblGO()}lu/;MX nymeﬁ:

YPOTCHUTAJILHBIC
qacTo qacTo
KpOBOTCUCHMU:, B T.U. TEMaTypua

Obwue Hapywienus U peaKyuu 8 Mecme 66€0eHUsL:

KPOBOTEUCHHUS M3 MECTa
penKo penko
HHBEKIINU

KPOBOTCUCHHUA U3 MECTa

penko penxo
BBEJICHUS KaTeTepa

Tpa@Mbl, UHMOKCUKayust U OCJ0IAHCHEHUA npoue()yp:

MOCTTPAaBMATHIECKOE
penko HEYacTo
KpPOBOTEUCHHE
KPOBOTEUCHHUS M3 MECTa
penko penKo

OIIePaIMOHHOTO JOCTYTIA

[Tpumeuanue: * — Jlanusie mo6o4HbIe 3(h()EeKTh HEe ObUIM 3apPETHCTPUPOBAHBI B KIMHHYECKHX

HCIIBITAaHUAX KaK TOOOYHBIC ACHCTBUSA (TOIBKO TOO0YHBIC AP (EKTHI); CIIeI0BAaTEIbLHO, YACTOTA HE
MOYET OBITh paCCUUTAHA.
Pacyer yacToThl M000OYHBIX 3(h(HEKTOB OCHOBAH Ha MOCTMAPKETHHIOBOM OIIBITE.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo co0011aTh 0 I0103peBaeMbIX HEXKeNaTEIbHBIX PEaKIUIX MOCIe PErUCTPaliK Mpernapara ¢
HEeNbI0 O0ECleYeHUs] HENPEPHIBHOTO MOHUTOPUHTAa COOTHOILIEHHUS «IOJb3a — PHUCK»
JICKapCTBEHHOTO TIpernapara. MeIuIMHCKUM pa0OTHUKAM PEKOMEHIYeTCs COOOIIaTh O JTFOOBIX
MO/I03PEBACMBIX HEXENATEIbHBIX PEAKIUAX JIEKAPCTBEHHOTO Tperapara 4epe3 HallMOHAIbHBIC
CUCTEMBI COOOILEHUsI O HEXeJIaTeNbHBIX pPEaKIUsIX TocylapcTB — uieHoB EBpasuiickoro
SKOHOMHUYECKOTO COH03a:

Poccuiickas ®@eoepayus

®denepanpHas cayx0a mo Haa30py B chepe 3npaBooxpanenus (Poc3npaBHanzop)

109012, Poccuiickas @enepanus, r. Mocka, CnaBsiHckas miiomanb, 1.4, ctp.1

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

DnekTpoHHas noyta: pharm@roszdravnadzor.gov.ru

WNutepuer-caitt: https://roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CuMOTOMBI

Jo3sl npenapata Jlaburarpana stekcmiiat KaHoH, IpeBRIIAOIINE PEKOMEHIYeMbIe, TPUBOJIAT K
MOBBIIIICHUIO PUCKA KPOBOTCUCHHS Y TIAIIMCHTA.

Jleuenue

B cnydae momo3peHust Ha MEpeO3UPOBKY KOATYJISIIMOHHBIE TECTHI MOTYT IMOMOYb OMPEIEIUTh
puck kpoBoTedeHus (cM. pazaensl 4.4 u 5.1). KanuGpoBaHHbIi komuvecTBeHHBIH TecT (pTB) mun

NOBTOpHBIE H3MepeHus pTB [aroT BO3MOXKHOCT MPOTHO3UPOBATH BpeMs, Korjma OyayT
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JOCTUTHYTHI OIpe/eNieHHbIE YPOBHU JaburagpaHa ('JI-\I/I pﬁ%%n E'S‘ Tﬁﬂjfeh{'xteT Yeebree

JIOTIOJIHUTEIIbHONW MEPbl MOYKHO HayaTh TUAJIN3.

Upe3MmepHasi aHTHUKOATYJSIIMS MOXET NOTpeOOBaTh BPEMEHHOTO MpPEKpalleHHUsl JICYCHHS
npenapatoM Jlaburarpana srekcunat Kanon. Ilockonbky naburaTtpaH B OCHOBHOM BBIBOJUTCS
MOYKaMHU, CJIeTyeT MOAEPKUBATh aJIeKBAaTHBIN Tuype3. B cBs3U ¢ TeM, YTO CTeNeHb CBSI3bIBAaHUS
c OenkamM IUIa3Mbl KpOBM HHU3Kasl, Ja0uUrarpaH MOKET BBIBOJUTHCA C IIOMOILIBIO JHAIN3a;
KJIMHUYECKUM ONBIT, JAEMOHCTPUPYIOLIMH IO0Jb3y IPUMEHEHMS JUalu3a B KIMHUUYECKUX
HCCJIEIOBAHMIX, OTpaHuyeH (CM. paszaen 5.2).

Jleuenue kposomeuenuti

B cnyuae reMmopparnyeckux OCJIOKHEHMI JieueHue npenaparom J(adurarpana stekcunat Kanon
CJIelyeT MPEKPaTUTh U YCTAHOBUTh MCTOUHHUK KPOBOTEUEHUS. B 3aBUCHMOCTH OT KIMHUYECKOMN
CUTyalluu CJeAyeT HCIOIb30BaTh COOTBETCTBYIOUINE MOJICPKUBAIOIIUE METOJbI JICUCHHUS,
HalpuMep, Xupyprudeckuii remocras win Boccranosienne OLK, no pemenuto Bpaya.

Jist cutyanuii, korma TpeOyercs OBICTpOE YCTpaHEHHWE AHTHUKOATYJISHTHOW aKTUBHOCTH,
CYIIECTBYET Creun(pUIecKuii aHTaroHUCT (apMaKOJIWMHAMHYECKOTO JCHCTBHUS naburarpana —
uaapynuusymad, BBEACHHE KOTOPOTO IMO3BOJISIET HEHTPaTu30BaTh AHTUKOATYISIHTHBIA 3(QexT
npenapata [laburatpana stexcunar Kanon.

MOokHO paccMOTpeTh 11eJ1eCO000pa3sHOCTh MPUMEHEHNS KOHLEHTPAaTOB (PaKTOPOB CBEPTHIBAHUS
KpOBH (aKTUBMPOBAHHBIX MJIM HE aKTHUBHPOBAHHBIX) WIH pekoMOMHaHTHOro ¢akropa Vlla.
HMmeroTcss HEKOTOPBIE 3KCIEPUMEHTANIBHBIE JTaHHBIE, CBUAETEIbCTBYIOINE O BO3MOKHOCTH HX
NPUMEHEHUs /I TpeKpalleHdus aHTHKoaryilsHTHOro s¢dekra maburarpaHa, HO JaHHbBIC
OTHOCHUTEJIBHO UX MOJIb3bI B KIIMHUYECKUX CUTYAlIUSX, @ TAK)KE OTHOCUTEIBLHO BO3MOYKHOTO PHCKa
PHUKOIIETHON TpPOMOOIMOOIMHN OUYEHb OIpaHUYEHBI. Pe3ynbTaThl KOAryJaslHuOHHBIX TECTOB MOTYT
CTaTh HEJOCTOBEPHBIMHM TIOCJIE€ IPHUMEHEHHs MpeAjaraéMblX KOHLEHTPAaToB (PaKTopoB
cBepThIBaHUs KpoBH. CienyeT coOnroaTh OCTOPOKHOCTh NMPH HMHTEPHPETAlUU 3TUX TECTOB.
Taxxe crneayeT coO0AaTh OCTOPOKHOCTh MPH MPUMEHEHUH KOHILIEHTPATOB TPOMOOLIUTOB MPHU
HAJIMYUU TPOMOOLIMTONEHUH WJIM TNPUMEHEHUU AHTHArperaHTHBIX JIEKAPCTBEHHBIX CPEICTB
JUIMTEIBHOTO NeNCTBUS. Bece cuMnToMarnueckoe JIe4eHne IPOBOAST M0 PELICHUIO Bpaya.

B cnyuae 3HAUMTENBHOrO KpPOBOTEUEHMS CIEAYET PACCMOTPETh BONPOC O KOHCYJIbTALUU

CHeIHalIicTa Mo reMocTa3y (pHU HaJU4UU JAaHHOTO CIEeIHalnCTa).

5. PAPMAKOJIOTMYECKUE CBOMCTBA
5.1. ®apmakoauHAMHYECKHE CBOICTBA
dapMakoTepareBTHYECKas TPyIIa: aHTUTPOMOOTHYCCKUE CPEICTBA; MPSAMbIE HHTHOUTOPHI

TpoMOHHA.
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Mexanuszm geiicTBus

Jlaburarpana 3TeKCcuiIaT SBISETCS HU3KOMOJIEKYISPHBIM, HE 00J1a1at01iM (papMaKoIOrHUECKON
AKTUBHOCTBIO IIPEIIECTBEHHUKOM aKTUBHOM (OopMBbI AaburarpaHa.

[Tocne mpuema BHYTpb JabUrarpaHa 3TeKcUIaT ObICTPO BCACBHIBAETCS B KEIYAOYHO-KHIIECYHOM
tpakte (XKKT) u, myrem ruaposnsa, KaTaJIu3upyeMoro 3cTepa3amMu, B MEYEHU U IJIa3Me KPOBU
npeBpamaercs B gaburarpas. [laburarpaH sBiseTCsi MOLIHBIM KOHKYPEHTHBIM OOpaTUMBIM
PSIMBIM UHTHOUTOPOM TPOMOMHA U OCHOBHBIM aKTUBHBIM BELIECTBOM B IJ1a3M€ KPOBH.

Tak xak TpoMOUH (CepHHOBas MpOTea3a) B MPOIECCE KOATYJAIHUH MpeBpamiaetT GuOpruHOreH B
¢ubOpHH, yrHETeHHE aKTHMBHOCTH TPOMOHMHA TPEMSITCTBYEeT oOpa3zoBaHuio TpomOa. JlaburaTpan
OKa3bpIBaeT WHTUOMpYIOIEe BO3JCHCTBHE HAa CBOOOIHBIH TPOMOWH, TPOMOWH, CBSI3aHHBIH C
(GuOPHUHOBBIM CT'YCTKOM, U BHI3BAHHYIO TPOMOMHOM arperanuio TPOMOOILIUTOB.

Kinuanueckas 3¢ dekTUBHOCTE U O€30IIaCHOCTE

B aKcrneprMEHTaNbHBIX MCCICIOBAHMIX HA PAa3IM4YHBIX MOAEISIX TpomOo3a in VIVO u ex Vivo
MOJTBEPKIEHO aHTHTPOMOOTHYECKOE JCHCTBUE M aHTHUKOATYJISIHTHAS aKTHBHOCTH JaburarpaHa
10CJI€ BHYTPUBEHHOTO BBEJICHUS U Aa0UraTpaHa 3TeKCuiiaTa — ocie IpuemMa BHYTpb.
YcraHoBiieHa NpsiMas KOPpeNslUs MEXAy KOHIEHTpalued naburarpaHa B IUIa3Me KpOBU U
BBIPQKEHHOCTBIO AHTUKOAryJISHTHOTO d¢¢dekra. [laburarpaHn yuIMHSET aKTHBHPOBAHHOE
yacTuyHoe TpoMOomnactuHoBoe BpeMs (AUTB), skapunHoBoe Bpemsi cBepthiBaHus (OBC) nu
TpomOuHoBoe Bpems (TB).

IIpogunaxmuxa eenosnvix mpombosmoonuti (BT3) nocie snoonpomesuposanus KpynHuix
cycmagos

Pe3ynbTaThl KIMHUYECKUX UCCIIEIOBAaHUN Y MTAIIHEHTOB, IEPEHECITNX OPTOIEIUIECKUE OTIepaIin
— SHJONPOTE3UPOBAHNE KOJEHHOTO U Ta300€ApEHHOI0 CyCTaBOB, — MOJATBEPAMIN COXpPAHEHHUE
napaMeTpoB IeMocTa3a U SKBUBAJEHTHOCTb NpuMeHeHuss 75 mr uimu 110 mr gaGurarpana
aTeKkcuiiata yepe3 1—4 yaca nociue onepanyy U NOCiIeAyomend noaaepkuBaronmen 10361 150 mr
i 220 mr 1 pa3 B cytku B Tedenne 6—10 qael (pu orepanyy Ha KOJICHHOM cycTase) u 28—35
JHel (Ha Ta300eIpeHHOM CYCTaBe), 10 CPABHEHUIO ¢ SJHOKcanapuHoM B 703€ 40 Mr 1 pa3 B CyTKH,
KOTOPBII MPUMEHSUIM HaKaHYHE U TI0CJIe OTepaluu.

[ToxazaHa 3KBHUBAJIEHTHOCTh AHTUTPOMOOTHUECKOTro 3(dekra madurarpaHa 3TeKcuUiaTa IMpU
npumMeHeHnn 150 Mr wiam 220 Mr mo CpaBHEHHIO C YHOKCAanapuHOM B 103€ 40 Mr B CyTKH IpH
OLIEHKE OCHOBHOM KOHEYHOU TOUKH, KOTOPasi BKIIIOYAET BCE CIIy4and BEHO3HBIX TPOMO0OIMOO0IU 1
CMEPTHOCTb OT JIHOOBIX MPUYHH.

Ipoghunaxmuxa uncyioma u cucmemHwvix mpomooIMOOIUL Y NayueHmos ¢ pubpuiiayuei

npeocepouti
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[Ipyu nnurensHOM, B cpenHeM okoio 20 Mecsugs, HpI/IMELI'éHI/;UIE; HEHI/IEE%I_LZ dwTﬁ]bpfn Wneit

npeacepaAnuid U ¢ YMEPEHHBIM WIIM BHICOKMM PHUCKOM HMHCYJIBTA MM CUCTEMHBIX TPOMOOIMOOHIA
OBUIO MOKa3aHo, 4TO Jaburarpana sTekcuiar B go3e 110 mr, Ha3HaYeHHBIH 2 pa3a B CYTKH, HE
ycrynan BapapuHy 10 3((EKTUBHOCTHM IPEJOTBPALLCHUS HMHCYJIbTa W CHCTEMHBIX
TpOoMO0OIMOOJINI y TAITUEHTOB ¢ GUOPHILTALIMEH TIPEeICepANii; TAKXKE B TpyIITe JadurarpaHa ObLU1o
OTMEUEHO CHM)KEHHE PHUCKA BHYTPUUEPEIHBIX KPOBOTEUEHUIN U OOIIEN YaCTOThl KPOBOTEUEHMIA.
[Tpumenenue Ooiiee BBICOKOW 03Bl mpenapara (150 mr 2 pa3a B CyTKH) JOCTOBEPHO CHIIKAJIO
PUCK MIIEMMYECKOI'O0 M TeMOPParuyeckoro HHCYJIBTOB, CEPIEYHO-COCYAMCTOM CMEPTHOCTH,
BHYTPHUUYEPEIHBIX KPOBOTEUEHUH U 00111eH YaCTOThI KPOBOTEUSHUH 110 CPaBHEHHIO C Bap(aprHOM.
Menbias 103a 1aduraTpaHa XxapakTepU30BaIach CYIIECTBEHHO 00yiee HU3KUM PUCKOM OOJIBIINX
KPOBOTEUCHHIA TI0 CPABHEHUIO C Bap(PapruHOM.

YucTelit KIMHUYECKUH 3QPEKT OLeHUBAJICS IyTEM OIpe/esIeHUs] KOMOMHUPOBAHHOW KOHEYHOM
TOYKH, BKJIOYABIIEH  4YacTOTy MHCYJIbTa, CHUCTEMHBIX TpPOMOOAMOOJMH,  JErOYHbIX
TPOoMO0IMOOIHIA, OCTpOro HH(papKTa MHOKAp/Ia, CEPACIYHO-COCYTUCTONH CMEPTHOCTH U OOJBIINX
KPOBOTEYECHUH.

ExerogHass yacToTa NEpeYUCIIEHHBIX COOBITMM Yy MAIMEeHTOB, IOJIy4aBLUIMX JaburarpaHa
ITeKCHUJIAT, ObLIa HIJKE, YEM Y MAIMEHTOB, [10JIy4aBIIUX BappapuH.

W3meHeHnns B 11a0OpaTOpHBIX MMOKazaTeisX (QYHKIUM [E€YEHH Yy NallMEeHTOB, IOIY4aBIINX
naburaTpaHa 3TEKCWIAT, OTMEYAINCh CO CPAaBHMMOM WJIM MEHbILIEH 4acTOTOM MO CPAaBHEHUIO C
nalnveHTaMu, OoJTy4aBUIMMU Bap(papuH.

JlononHUTENbHOE M3ydeHHE JaburarpaHa 3TeKcuiaTa B HaOJIOJATENbHBIX HCCIEAOBAHUAX Y
MAalUEeHTOB ¢ GUOPHIUISIMEN TTpeAcepInid CBUIETENBCTBYET, UTO MoKa3aTeau 3PGEeKTUBHOCTH U
0e30MacHOCTH  Mpernapara B  KIMHUYECKOW IPaKTUKE COOTBETCTBYIOT — pe3yJibTaTaM
PaHIOMU3UPOBAHHBIX UCCIIEJOBAHUMN.

Pe3ynpTaThl  NMpOCHEKTUBHOrO  paHiomusupoBaHHoro  uccienoanus — RE-CIRCUIT
MIPOJIEMOHCTPUPOBAIIU, UTO BBIIOJIHEHNE KaTETEPHOM a0ialuy y MalueHToB ¢ MapoKCHU3MalbHON
WIM Tepcuctupyoomeil  ¢ubpuuisuued npeacepaui, MOIyYarolluX HENpephIBHBIA Kypc
naburarpana stekcuiara B go3e 150 mr (1 karncyna) 2 paza B CyTKH, XapaKTepU3yeTCsi MEHbIINM
pUCKOM OOJBIIMX KPOBOTEUEHMH B CPAaBHEHUM C TMAIMEHTaMH, y KOTOPHIX IHpolLeaypa
BBITNOJIHSUIACh Ha (POHE HEMPEPBIBHOTO Kypca BapdapuHa. Pazinuuunii Mexx 1y rpyninaMy cpaBHEHUs
B OTHOLIEHUH YacCTOThl KOMOMHHPOBAHHOM KOHEYHOW TOYKH, BKIIOYAIOUIEH WHCYIBTHI,
CHCTEMHbBIE 3MOOJIMH WIN TPAH3UTOPHBIE MIIEMUYECKHE aTaKH, BHISIBICHO HE OBbLIO.

PesynbraThl  OTKpBITOrOo  paHmoMu3upoBaHHoro  uccienoBanus  RE-DUAL PCI
MIPOJIEMOHCTPUPOBAJIM, YTO IPUMEHEHNE JadurarpaHa dTeKkcuiaTa B o3¢ 150 mr 2 pa3a B CyTKH,

au60 B mo3¢ 110 mr 2 paza B cyTkM B KOMOMHAIIMKM C KJIOMUIOTPEIIOM WJIHM THKarpeIopoM y
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MAlMEeHTOB C HEKJIaMlaHHOW (puOpHIIIIIMeH pe ucepnnﬁ':,qi'c'bé-}k%-

BMEUIATEIbCTBO CO CTEHTUPOBAHUEM, XapaKTEPU3YETCSI MEHBIIUM PUCKOM pa3BUTHS IEPBUYHON
KOHEYHOU TOUKH (OOJIbIINE U KIMHUYECKH 3HAaUMMBbIe KpoBOTeUeHUs 1o kinaccudukamymu [ISTH) B
CpaBHEHMM C KOMOMHHMpPOBAHHOM Tepamuel, BKIIOYawoleil B cedst BappapuH B COUYETaHUU C
kionuaorpesioM win tukarpeaopom u ACK. Ilpu 3ToM B OTHOIICHHMM KOMOWHHUPOBAHHOM
KOHEYHOU TOYKHU I(PPEKTUBHOCTH, BKIIIOUYABILIEH B ce0si cMEPTh, TPOMOOIMOOIMUECKIE COOBITHS
(uH(papKT MHUOKapJa, WHCYIbT WJIA CHCTEMHBbIE 5MOONNH), JHOO HE3aIUIAHUPOBAHHYIO
peBacKyIsIpu3aluio, oObeIMHEHHAs IpyIna MalUeHTOB, MOJIyYaBIIMX JaburarpaHa 3TEKCcUiatr
(06e 03Bl mpemnapara) B KOMOMHAIMKM C KJIOHNUAOTPEIOM WJIM THKArpeaopoM, He ycTymnajia 1o
3 PEKTUBHOCTH TPYIITE MAUEHTOB, MOTYYaBIINX KOMOWHUPOBAHHYIO TEPAIUIO Bap(hapuHOM B
COUYeTaHHUHM ¢ Kjonuaorpesnom win tukarpeiaopom u ACK.

IIpogunaxmuxa mpom603mbONULl Y NAYUEHMOS8 C NPOMEUPOBAHHBIMU KIANAHAMU CEPOYa

B xome kmuHMueckux uccienoBaHui ¢asel Il mpumenenus naburarpaHa u BapdapuHa y
NAIUEHTOB, MEPEHECIINX OMNEpalUI0 M0 3aMEeHe KiamaHa ceplla MEXaHMYECKHMM IpPOTE30M
(HeZaBHO MPOBEICHHBIC OTEPAIMU U ONIepaliH, TPOBEACHHBIEC Oojee 3-X MecsAIeB Ha3am), ObLIO
BBISIBICHO TOBBILIEHHE YacTOThl TpoMO03MOOIMi ¥  oOliero 4yucia KpPOBOTCUCHHH
(MperMyILECTBEHHO 3a CUeT MaJbIX KPOBOTEUYEHHH) Yy MALMEHTOB, MOJyYaBIIMX Aa0urarpaHa
TeKcwiar. B paHHeM mocieonepallMOHHOM Nepuojae OoNbIlne KPOBOTEUEHUS B OCHOBHOM
XapaKTepU30BAINCh N'eMOPParnyeckuM BhIIIOTOM B MEPHUKaAp]l, OCOOEHHO Yy MallMEHTOB, KOTOPHIM
nadurarpaHa TeKcujaaT Obl1 Ha3HAuY€H B paHHEM Iepuone (Ha 3 JeHb) Mmocie XUPYPruuecKoi
3aMeHbI KJIalaHoB cep/ua.

Jleuenue ocmpozo mpombosa enyboxux een (TI'B) u/unu mpomb6osmboruu necouHot apmepuu
(TOJIA) u npopunakmuka cmepmenbHbX UCXOO08, BbI3LIBAEMBIX IMUMU 3A001€8AHUIMU
Pe3ynbpTaThl KIMHUYECKUX MCCIEIOBAaHUN y MalueHToB ¢ HanuuueM octporo TI'B w/mmu TOJIA,
KOTOpbIE MEPBOHAYATILHO MOJTyYalli HapeHTepalIbHYI0 TEPAINIO B TEUEHNE, KAK MUHUMYM, 5 JTHEH,
MOATBEPAUIIN, YTO Ja0uraTpana sTekcuiar B no3e 150 mr, Ha3Ha4YeHHBIA 2 pa3a B CYTKH, HE
ycrynan BapdapuHy 1no 3p¢GEeKTHBHOCTH B OTHOUIEHUHM CHUKEHMSI YaCTOThI PEIUINBUPYIOIIETO
cumnromaruyeckoro TI'B w/mmu TOJIA wu ciaydaeB cMepTd, OOYCIOBICHHBIX OSTHMH
3a00JIeBaHUAMH, HA TPOTSHKEHUHM 6-MECSYHOTO MepHoja JieueHus. Y MalueHTOB, MOJyYaBIIUX
naburaTpaHa ITEKCWJIAT, KPOBOTEUEHMSI OTMEUYANUCh 3HAYMTENIBHO PEeXe, YeM Yy MalUeHTOB,
MOJTy4yaBUINX BaphapuH.

YacToTa pa3BuTHs HH(pApKTa MHOKapia BO BCEX MPOBOJAMMBIX HccienoBaHusax npu BTI, Bo Bcex
JeyeOHBIX Tpynnax OblUla HU3KOM.

Ipoghunaxmuxa peyuousupyroweeo mpombosa enyookux een (TI'B) u/unu mpomb6osmboruu

necounou apmepuu (TDJIA) u cmepmenbHbIX UCXO008, BbI3LIBAEMBIX IMUMU 3AD0IeBAHUAMU
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Pe3ynbrarhl KIMHUYECKOTO UCCIIEIOBAaHUS Y MAllUeHTOB 'Mﬁ%ﬂp@%ﬂﬁﬂwﬁﬁ%g TCJH'A: :'y>1<e

MOJyYaBIIUX B T€YEHHUE OT 3 10 12 MecsAleB aHTHKOATYJISIHTHYIO TEPAIUIO U HY)KJABIIUXCS B €€
MPOJOKCHHUH, TIOITBEPAUIIN, YTO JICUCHHE Na0duraTpaHa dTeKCUiIaToM B jo3e 150 mr 2 pasa B
CYyTKH He ycrynaio JieueoHomy 3ddexty Bapdapuna (p=0,0135). ¥ manueHTOB, MOJIy4aBIIHX
naburaTpaHa ITEKCWJIAT, KPOBOTEUEHHSI OTMEUAIUCh 3HAYUTENBHO PEeXe, YeM Yy IMalUeHTOB,
MOJy4YaBIIUX Bap(apuH.

B uccnenoBanuu cpaBHeHHs JadUraTpaHa dTEKCUiaTa ¢ mianedo y HanueHToB, Y)Ke HOTyYaBIInX
B TeueHue oT 6 10 18 mecsueB antaronuctsl ButamMuHa K, ObuI10 ycTaHOBIEHO, 4TO JaburaTpan
MPEBOCXOWI TUIale00 B OTHOIICHUU MPOQPMIAKTUKN PELUIUBUPYIOIIETO CUMIITOMAaTHYECKOTO
TI'B/TDJIA, Briroudasi ciydyan CMEpPTH OT HEYCTAaHOBJICHHOW NPUYHMHBI, CHI)KEHHE PHCKa 3a
nepuos jJedenus cocrabmiio 92% (p<0,0001).

Yacrota pazButus uH(papKkTa MUOKapia BO BCEX MPOBOIUMBIX UccienoBanusx nmpu BTO Bo Bcex
Je4eOHBIX TpyIax Obliia HU3KOM.

Tokazamenu ¢pynkyuu nevenu

B mccnenoBaHusax ¢ MpUMEHEHHEM aKTHBHBIX IPENIApaTOB CPABHEHHS BO3MOXHBIE U3MEHEHHUS
nokasareneil (PyHKIUU MMeYeHH BO3HHMKAIM y MAIlMeHTOB, MOJIYYaBIIUX Ja0urarpaHa STeKCuiar,
CO CPaBHUMOM WJIM MEHBIICH YaCTOTOM, YeM Yy MaIleHTOB, MOJIy4YaBIINX Bap(apuH.

B uccrnenoBanum ¢ mranebo CyniecTBEHHOTO Pa3fidyvs B OTHOIICHWH W3MEHEHHH MoKa3aTesen
(GYHKIMU TI€YeHH, BO3MOKHO HWMEIOIIMX KIMHUYECKOe 3HAYCHUE, MEXAYy TpYIIaMH C
NpUMEHEeHHEM JaburaTpaHa u mianedo He 0TMEYanoch.

5.2. ®apMaKOKHHeTHYECKHE CBOMCTBA

[Tocne mpuema BHYTph Ja0WraTpaHa STEKCHJIAT OBICTPO M TIOJIHOCTBIO TpEBpaImacTcs B
JaburatpaH, KOTOPBIH SBIIETCS aKTUBHOM (hOpPMOIA B T1a3mMe KpoBH. Paciieruienue mposyiekapcTa
nadurarpaHa dTeKCHIaTa ¢ IOMOLIbIO KaTaIU3UPYEeMOro 3CTepa3oi Tupoin3a 10 1eHCTBYIOIIEro
BeIlllecTBa JalburarpaHa sBseTcs Npeobianaronieil MeTaboaruecko peakiuei. AOGCONOTHas
OMOIOCTYIMHOCTD jJaburaTpaHa Mocjie mpruemMa BHYTPh IMpemnapaTta B (GopMme Karcya COCTaBisiia
npubau3uTeNnbHo 6,5 %.

[Tocne mpuema BHYTpb Ipenapara y 3J0pOBbIX 100pOBOJIbLEB (papMaKOKUHETHUECKUI TPOPHIIH
naburaTpaHa B IJJa3M€ KPOBH XapaKTEpU3yeTCs OBICTPHIM yBENWYCHHEM ILIa3MEHHBIX
KOHIIEHTpauui ¢ goctrkeHneM Cmax B Tedenue 0,5 u 2,0 yacoB mociie mpuema npenapara.
AOGcopOnus

HccnenoBanne, B  KOTOPOM OIIGHMBAIM  BCachblBaHWE JaburaTpaHa dSTeKCWiaTa B
nocjeonepaoHHOM nepuoie yepe3 1-3 yaca rmocsie Xupypraueckoro BMemaTenbCTBa, oKa3ano
OTHOCHUTEJIbHO HU3KYI0 CKOpPOCTb BCACBIBaHHS I0 CPaBHEHHUIO C BCACHIBAHHEM Yy 370POBBIX

noopososbiieB, AUC xapakTepu3yeTcs MOCTENeHHBIM MOBBIIICHUEM aMIUTUTY bl 0€3 MOsSBICHUS
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BBICOKOI'O ITMKa KOHOCHTpAIKWN B I1JIa3ME€. Cmax B 1IJ1a3MeE H)OMME@E%CS '6T‘I'aCb HbCJ’Ie

IPUMEHEHUs Ipernapara B IIOCIEONEPAMOHHOM IEpUOJE 3a CUET BIMSIHMS TaKHUX
comyTcTBYOmUX (akTopoB, kak aHecresus, nape3 JKKT u BbIOTHEHHE XHPYPrUYECKOTO
BMeENIaTeIbCTBA HE3aBUCUMO OT JIeKapcTBeHHOMU (hopMbl npemnapara. JlanbHeiiiee uccieaoBanmue
M0Ka3ajo, YTO MEJICHHOE U OTCPOUYEHHOE BCAChIBaHHE OOBIYHO HAOIIOAAETCS TOJBKO B JIEHB
XUPYPru4ecKkoro BMelarenscTBa. B nocnenyomuye AHU BcacklBaHME JaOuraTpaHa MpOMCXOAUT
ObICTPO, ¢ JocTHkEHNEM Cmax B IJIa3M€ KPOBH uepe3 2 yaca Iocie nprueMa npernapara.

[Tpuiem numM He BIMAET Ha OMOJOCTYIHOCTh JlabUrarpaHa 3TEeKCUIaTa, HO 3a/IepKUBAET BPeMs
noctkeHuss Cmax B Iu1a3Me KpoBHU Ha 2 yaca.

Cmax 1 AUC ObuTH TTPOTIOPIIMOHAIIEHBI JT03€.

[Ipu nepopanbHOM npueme nesiet 6e3 ruapokcunponuameruinesuitonoznon (I'TIML) o6onouku
Karcylbl, OMOOCTYITHOCTh MOXKET BO3pacTaTh Ha 75 % mocie ogHokpaTHOro npuema u Ha 37 %
B PAaBHOBECHOM COCTOSIHUHU 110 CPaBHEHHIO ¢ OMOJOCTYMHOCTBIO MPU MIPUMEHEHUU pedepeHCHON
KaICyJIbHOH JIeKapcTBeHHOU (opmbl. [losTOMy ciiegyeT Bcerja CoXpaHsaTh IeTOCTHOCTh Karcyl
n3 I'TIMI] npu KIMHAYECKOM INPUMEHEHMM I IPEIOTBPAIICHUS CIy4alHOI'O IOBBILICHUS
OMOJOCTYIMTHOCTH aburarpana sTekcuiara (cm. pasaen 4.2)

Pacupenenenue

HaGmromanace Hmskas (34-35 %), He3aBuCHMasi OT KOHIIEHTPAIMHA CTEICHb CBS3BIBAHUS
nmaburaTtpana ¢ 6enkamu Tia3Mel KpoBu. O0beM pacmpeeneHus naburarpana cocrapiset 60—70 i1
U TIPEBOCXOIUT 00beM OOIIEero coAepKaHus BOJbI B OpraHU3Me, UTO YKa3bIBaeT Ha YMEPEHHOE
pacmpezienieHue naburarpaHa B TKaHsX.

buorpaucdopmarms

MeTtabonu3M U dKCKpelus jaduraTpaHa ObUIM M3YYEHBI TIOCIIE OJHOKPATHOTO BHYTPHUBEHHOTO
BBEJICHHUS MEUEHOr0 paJMOAaKTHBHBIM M30TONOM JlaburatpaHa 3J0pOBBIM J00pOBOJIbLIAM
Myxckoro mosa. Ilocie BHYTpUBEHHOIO BBEICHHMS MEYEHbIH pagHMOaKTUBHBIM H30TOIIOM
naburaTpaH BbIBOJWIICS I1aBHBIM o0pa3om noukami (85 %). Okckpenus yepes KKT cocraBuna
6 % BBeIeHHOW J03bl. YCTAHOBJCHO, 4YTO uepe3 168 dYacoB Tmociie BBEJACHHS MEUYEHOTO
panuoakTuBHOTO npemnapara 88—94 % ero 1036l BHIBOJUTCS U3 OpraHU3Ma.

Jlaburatpan mojaBepraercsi KOHBIOTHPOBAHUIO ¢ 00pa3oBaHHEM (apMaKOJIOTUYECKH aKTHUBHBIX
AIINTIOKYpOHUIOB.  CyIIECTBYIOT YeThIpe IMO3MIIMOHHBIX H3omepa, 1-O, 2-O, 3-0, 4-O-
AIWITIIIOKYPOHH, KaXABI W3 KOTOpPhIX coctaBisier MeHee 10 % oOmero coaepxaHus
naburarpasa B ria3Me KpoBH. Cresibl Ipyrux MeTaboIuTOB MOKHO ObLIIO OOHAPYKUTH TOJIBKO €
MOMOIIIBI0 BBICOKOUYBCTBUTEJIBHBIX aHAJIUTUYECKUX METOJ0B. JlaOuraTtpaH BBIBOAUTCS B

OCHOBHOM B HEM3MEHEHHOM BHJE C MOYOW CO CKOpPOCThIO mpubam3utensHo 100 Mia/MuH, 9TO
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(NOCNEQCBATENEHOCTE 0003)

COOTBETCTBYET CKOPOCTH KITyOOUKOBOH (DUIBTPALIIH.

DIMMUHALIUA

Konnenrpanuss paburarpaHa B IUIa3Me€ CHHXKAETCS OHMIKCIIOHEHIIMAIILHO CO  CPETHUM
TEPMUHAIBHBIM TIEPHOIOM IOJyBBIBeIeHUST 11 YacoB y 370pOBBIX TOOPOBOJBICB MOMKHIOTO
Bo3pacta. [lociie MHOTOKpaTHOTO TPHUMEHEHHS TEPMHUHAIBHBIA TEPUOJl IOJTyBBIBEICHUS
coctaBisul okoyo 12—14 wuacos. Ilepuon mnosyBbIBeZeHUsT HE 3aBuces OT A03bl. [lepuon
NOJYBBIBE/ICHUS Y/UIMHSCTCS TpPU HapylIeHUH (YHKIMM TOYEK, CM. HWXKE TOApa3len
«Hapynienne QyHKIIUY TOYEK».

Oco0nlie T'PpYHOIIbI TAIKMEHTOB

Hapywenue ¢ynxyuu novex

B uccnenoBanmsx I ¢assr sxkcniozunust (AUC) maburaTpana mocjie nepopaibHOTO mpruema Oblia
npuOIU3UTENBHO B 2,7 pa3a Bhlllle Y JOOPOBOJIBIIEB C YMEPEHHON MOYEYHONW HEJOCTATOUHOCTHIO
(KK 30-50 mu1/mMHH) 110 cpaBHEHHIO C SKCIO3UIHMEN qaburaTpana y 100poBOIbIeB 0e3 MoYeuHoi
HEIOCTaTOYHOCTH.

Y HeOONBIIOro KOJMYECTBA JOOPOBOJIBLIEB C TSKEIIOW CTENEHBIO MOYEYHOW HEJOCTATOYHOCTH
(KK 10-30 mu/mun) sxcnozunus (AUC) naburatpana Obiia NpuOIM3UTEIHHO B 6 pa3 BhIIIE, a
NEepUOJ MOJIYBBIBEICHUSI — MPUOIU3UTENBHO B 2 pa3a JUIMHHEE 0 CPABHEHUIO C MOMYJsSIueit
MAIMEeHTOB 0€3 MOYeUHON HeJ0CTaTOYHOCTH (CM. pazaeinsl 4.2, 4.3 u 4.4).

[lepuon mosyBbIBeneHUs oOOIIEro gaburaTpaHa y 370pPOBBIX IMALMEHTOB U y MAIMEHTOB C
HapylIieHueM (yHKIUU TOYeK:

Ta6auua 10. Ilepuoa momyBbIBeZeHHs OOIIero aaduraTpa€a y 370pOBBIX NAIMEHTOB M Y

NAUEHTOB ¢ HapylIeHueM QyHKIUHU MOYeK

T'eoMeTpHUecKOe CpeaHee 3HAYEHH e
(9CV%; nuana3on) nepuoaa
MOJIyBbIBeIeHUS, Y

CxopocTthb KJ1y004KOBO#i (puaIbTpPannu
(Knupenc Kpearnnnna, Mj1/MuH)

>80 13,4 (25,7 %; 11,0-21,6)
>50-<80 15,3 (42,7 %; 11,7-34,1)
>30-<50 18,4 (18,5 %; 13,3-23,0)
<30 27,2 (15,3 %; 21,6-35,0)

Kpome Toro, skcno3unus naburarpana (B MOMEHT JOCTHXKEHHS MUHUMAJIbHOW KOHIEHTpaIUu
Ipernapara B KpOBU M B MOMEHT JIOCTHKEHUSI MaKCUMaJIbHON KOHIIEHTPALMK IIpenapara B KpOBH)
OblJa OlLIEHEHAa B MPOCIEKTUBHOM OTKPBITOM PAaHIOMH3UPOBAHHOM (hapMaKOKHHETHUECKOM
UCCJIEIOBAaHUM Yy MallMEeHTOB ¢ HeknanaHHoi Il ¢ TskensiM HapylieHueM (DyHKUIHUU MOYeK
(onpenensembiM kak KK 15-30 mui/mMuH), KoTOpbIe mosydanu gadurarpaHa sTekcuiaar 75 mr 2
pa3a B CyTKH. DTOT PEXUM J03UPOBAHUS OOECIedMBal I'€OMETPHUECKOE CpelHEe 3HAUCHUE

KOHICHTpAMKM B MOMCHT JOCTHUKCHHA MHHUMAaJILHOMN KOHLOCHTpAIMK IIpe€riapara B KpPOBHU
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155 ur/mi (gCV 76,9 %) nipu U3MepeHUH HETod encTBeHHO He})%%hﬁdé&glu 'éJTEﬂ'ylgﬁieﬁ HO3HI 1

reOMETPUUECKOE CpeIHee 3HaueHne MakcuMaiibHoU KoHueHTpauu 202 ar/mia (gCV 70,6 %) npu
M3MEPEHHUH uepe3 2 yaca Mociie nprueMa rnocjiaeIHe J1035l.

Knupenc naburatpana mpu remMojuanu3e HCCIEAOBajlCs y 7 MAallMEHTOB C TEPMHUHAIbHOMN
XpoHuueckor nouedHor HepocrarouHocThio (TXIIH) 6e3 dubpumisuuu npeacepauii. Juanus
IPOBOJWIN CO CKOPOCTBIO MOTOKa nuanuiara 700 Mi/MuH, ¢ IPOAOIDKUTEIBHOCTBIO 4 Yaca u
ckopocThio KpoBoToka 200 mur/muH wim 350-390 mu/mMuH. DTO TPHBOJWIO K CHIDKEHUIO
KOHIIEHTpanuu nmaburatpana Ha 50-60% cooTBeTcTBeHHO. KOJIWYECTBO JIEKapCTBEHHOTO
CPEICTBA, KOTOPOE BBIBOJUTCS C MOMOIIbIO UANIN3a, MPONOPIHOHATIBHO CKOPOCTH KPOBOTOKA
npyu CKOpOCTH KpoBoToka 10 300 Mi/MUH. AHTHKOAryissHTHas akTHBHOCTh Jaburarpana
CHW)XKAJIaCh TPU YMEHBIIICHUHU €r0 KOHIICHTPAIMH B TUTa3Me KPOBHU, W MPOIICAypa HE BIHsIIA HA
dapmakoguHaMUUecKre/papMaKOKHHETUYECKHE B3aUMOCBSI3H.

Menuana KK B uccnenoBanun RE-LY cocraBmsina 68,4 mu/mun. [IpakTudecku y MOJOBHHBI
(45,8 %) marmentoB B uccinegoBanuu RE-LY KK cocraBisin >50—<80 mi/mMuH. Y Han@eHTOB €
yMmepeHHbIM HapymeHueM ¢yHkuu modek (KK 30—50 mMi/MuH) KOHIIGHTpanuu JaduraTtpaHa B
J1a3Me KPOBH JIO | ITOCJIE TTpUEMa JI03bl ObUTH B CPETHEM COOTBETCTBEHHO B 2,29 pazau 1,81 paza
BBIIIIE IO CPABHEHHUIO C ManrenTamu 6e3 Hapymenus ¢pynkiun nouek (KK >80 mun/mun).
Menmnana KK B ucciegosannu RE-COVER cocrasisina 100,4 mir/mun. Y 21,7 % nanueHToB ObLIO
nerkoe Hapymenue ¢yHkuumu nodek (KK >50—<80 mu/mun), u y 4,5 % mnauueHtoB ObLIO
ymepenHoe Hapymenue ¢yHkiuu mouek (KK 30-50 mu/mun). YV nanweHToB C JerKuM U
YMEpEeHHBIM HapylleHueM (YHKIUU TOYeK KOHIIEHTpalluu naburaTpaHa B I1a3Me KPOBH B
PaBHOBECHOM COCTOSIHHH TIEpe]] PUEMOM OUYEPETHOU J03bI OB B CPETHEM COOTBETCTBEHHO B
1,8 paza u 3,6 paza Bbie no cpaBHeHuto ¢ marueHtTamu ¢ KK >80 mi/mMuH. AHanoruyHbie
3Hauenus A KK Obun o6Hapyxkens! B uccnenoBanuu RE-COVER 1.

Memnana KK B wuccaegoBanmsx RE-MEDY u RE-SONATE cocraBimsiia 99,0 mu/mMmuH 1
99,7 ma/muH, coorBeTcTBEHHO. Y 22,9 % u 22,5 % manuentoB B uccaegoBanusx RE-MEDY u
RE-SONATE KK cocrasmsutr >50-<80 mu/muH, u 'y 4,1 % u 4,8 % nanuentoB KK cocrarmsut ot
30 mo 50 mi/MuH.

Tloowcunvie nayuenmoi

B cnenmanbHBIX (papMaKOKMHETHYECKMX HCCAeIOBaHUAX | (a3bl y TAIMeHTOB IOXHIIOTO
Bo3pacta HaOmoanock yeenudernne AUC Ha 40—60 % n Cmax Oostee gem Ha 25 % 10 CpaBHEHUIO
C MOJIOJIBIMH TIallHEHTaMHU.

Brnusinue Bo3pacTta Ha SKCIO3UIIMIO AaburaTpaHa ObLTO MOATBEPkKACHO B uccienoBanuu RELY: ¢
YBEJIMYEHUEM MUHUMAJIbHOW KOHIICHTpAIMU Ipernapara B KpoBU (Ilepel MPUEMOM OYepeaHOMn

103b1) ipuMepHO Ha 31 % y manueHToB B Bo3pacte >75 JIeT U CHHKEHUEM NpuMepHo Ha 22 % y
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HalMEHTOB B BO3pacTe <65 JIET 110 CPaBHEHHK) C MHHM%BQ%H%&TIE%E relt -I;Fpéhdf)%!t’ra B

KpOBH (IIepe]l IPUEMOM OYEPEIHOM J103b]) y NALUEHTOB B Bo3pacte oT 65 10 75 neT (cM. pa3aesnbl
42u4.4).

Hapywenue ¢pynkyuu neuenu

He nabmromamoch M3MEHEHHMH B KOHIIGHTpAallMW JaduratpaHa y 12 ManweHTOB ¢ yMEpPEHHOH
MEeYEHOUYHON HenocTaTouHOCThIO (Kiacc B no Yaitna-I1si0) no cpaBHenuto ¢ 12 narueHtamu u3
rpynmbl KOHTpouist (M. pasaensl 4.2 u 4.4).

Macca mena

Konnenrpanuu naburatpana B MOMEHT JOCTHXKEHUS MUHUMAaJIbHOWM KOHLIEHTPALIUU Mpernapara B
KpoBH ObUH mpuMepHO Ha 20 % Hmke y manmueHToB ¢ Maccoil Tena >100 Kr mo cpaBHEHHUIO €
nanueHTamu ¢ Maccoi tena 50-100 kr. boasmmuctso (80,8 %) manueHToB ObUIM B KaTEropuu
Maccel Tenna >50 kr 1 <100 kr, B mpeaenax 3TOTo JUarna3oHa SBHBIX Pa3Iuyui KOHIEHTpAILM
naburatpaHa He ycTaHoBleHO (cM. pasnensl 4.2 u 4.4). Kiimnudeckue NaHHbIE B OTHOIICHHUU
HAIUEHTOB ¢ Maccol Tesa <50 Kr orpaHuYeHBbl.

Ilon

[TarueHTHI JKEHCKOTO 1oa ¢ GUuOPUIUISIIEH NpeacepaAni UMeI MUHUMATIbHYIO KOHIIEHTPAIHIO
mpenapaTa B KpOBM M KOHIIGHTpAIMIO Tpernapara B KPOBH IOCIE MpHEMa OYEepPEAHON J03bI B
cpennem Ha 30% Boite. KoppektupoBku 10361 HE TpeOyeTcs (cM. paznaen 4.2).

Omuuueckue epynnsi

He BbISIBICHO KIMHUYECKM 3HAYUMBIX OSTHHUYECKHX pa3nuuuii B (apMaKOKUHETHKE U
dbapmakouHAMUKe Ja0urarpaHa cpeid MaIleHTOB €BPONEOUTHON pachl, adpoaMepHKaHIIEB,
JaTUHOAMEPUKAHIIEB, STMOHIEB WX KUTANIIEB.

Dapmakokuremuyeckue 3aumooeucmsus

HWccnenoBanus B3auMOAEHCTBHS IN VItro He OKa3and HHrMOMPOBAHKS WIIH MHIYKIIHH OCHOBHBIX
u3odepmeHToB uToxpoma P450. 1o ObLTO MOATBEPKICHO UCCISIOBAHUSIMHU IN VIVO ¢ yuacTHem
3JIOPOBBIX JT0OPOBOJIBIEB, Y KOTOPHIX HE HAOIIOAANOCh HUKAKUX B3aUMOAECUCTBUNA MEXIY ITUM
mpenapaTtoM MW CICAYIOUIMMHU JACHCTBYIOIIMMHU BemiecTBaMu: artopBactaTuHOM (CYP3A4),
JTUTOKCUHOM (B3aMMOJICHCTBHE ¢ OETKOM-TIEpEHOCUMKOM P-riamkompoTrenHa) u aukioeHakoM

(CYP2C9).

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeueHb BcOMoOraTeIbHbIX BelleCTB

CoaepKUMOoe Karcyibl

Axanuu kaMmenn

['unpomeriosa (ruapoOKCHIIPONTUIMETHIIEIITI0N03a ES)
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I'mnponosa (rugpoxcunponunnenitonosa E LF (NOCNEOCBATENEHOCTE 0003)

TUIpoJio3a (TUapoKcurponmietoiao3a LF)
BuHHOM KHCIIOTHI MEJIETHI

Tanbk

Hatpus creapundymapar

CocraB 000JI0UYKH KaICVJIbI

Kopnyc

['unpomennosa

Twutana quokcug

Kpacurenp conHeuHbIN 3aKaT KEAThII

Kpvuueuxa

['unpomennosza

Twurana nuokcun

Kpacurens OpuImMaHTOBBIM CUHUMA

Kpacurenps kpacHblil 04apoBaTEIbHBIN

6.2. HecoBMecTHMOCTH

Henpumenumo.

6.3. Cpok roaHocTH (CpOK XpaHeHHs )

2 roza.

6.4. Oco0ble Mepbl NPEI0CTOPOKHOCTH NPH XPAHEHUH
ITpu Temneparype He Boime 25 °C.

6.5. XapakTep U coaep:kaHHe MEPBUYHOI YIAKOBKH

I[To 10 wmmm 15 xancyn B KOHTYpHYIO SIYEHKOBYHO YNAKOBKY W3  IUICHKH
MOJIMBUHUJIXJIOPU/TIONUXIOPTPUYTOPITHIIEH (IIBX/TIXT®I) WIN
NOJMBUHUWIXJIOpUA/monuaTuiaeH/nonuBuHmwnaenxiaopun  (IIBX/IIO/AIBAX) wu  donbru
AJIIOMUHHMEBOU I1I€YaTHOH JIAKUPOBAHHOM.

ITo 30, 60, 90, 120 nnu 180 karcyn B 6aHKY HOJIMMEPHYIO JJIs JIEKAPCTBEHHBIX CPEJCTB U3
MOJIMATUIIEHA HU3KOIO JIABJICHMS WIM MONUATHIeHTepedTanaTa. Kpblika U3 MoinusTUiIeHa Uiu
MOJIUIPOIMIICHA.

ITo 1, 3, 6, 9 KOHTYpHBIX TYEHKOBBIX YNakoBOK o 10 xancyn wiu 1o 1, 2, 4, 6 KOHTYpHBIX
SYEMKOBBIX YITAKOBOK MO 15 karcyn, win o 1 6aHke MoIMMEpHO 1715 JeKapCTBEHHBIX CPECTB
BMECTE C JIUCTKOM-BKJIA IbIIIEM TIOMEUIAIOT B MAYKy U3 KapTOHA Ui MOTPEOUTENHCKOM Taphl.
6.6. Oco6ble Mepbl NPEIOCTOPONKHOCTH TNPH YHUUYTOKEHHH MCIOJb30BAHHOIO
JICKAPCTBEHHOI0 Npenapara WJIM OTXOA0B, TMOJYYEHHBIX IOCjde TNPHMEHEeHHus!

JIEKApCTBEHHOI0 NMpenapara, u Ipyrue MaHUNyJIS1UH ¢ penapaToM
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] Y s A — 1 rn——_!.
VHCTPYKITHS TI0 M3BJICUSHHUIO KAICYJ M3 KOHTYPHOU stucHRbloi %K%B‘I&EHI:'H"-' CTh 0003)

Ecnu Bam npenapar ynakoBaH B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY, TO M3BJIEKHUTE KallCyIly
CIEeYIOIUM 00pa3oMm:

Ilar 1. AkkypaTHO BCKpPOWTE sSUEHKY KOHTYPHOH SYCHKOBON YIAKOBKH, MPOJABUB €€ IO
MIEpUMETPY U OTOTHYB KpaM.

Ilar 2. AKKypaTHO U3BJIEKUTE KAMCYy U3 STYCUKH.

Iar 3. IIpornotute Kancynay HEIUKOM, 3alIUBasi CTAKAHOM BOJIbI.

Ilar 4. He cuumaiite Goasry npu oTCyTCTBUM HEOOXOIUMOCTH B Karcyie.

NHCTpYKIMS 110 M3BJICUYCHHIO KAIICYJI M3 TTOJUMEPHOMN OaHKH

Ecnin Bam mpenapaT ynakoBaH B INOJMMEPHYIO OaHKY, TO W3BJIEKUTE KallCyly CIEIYHOLIMM
o0OpazoM:

Ilar 1. AKKypaTHOM OTKPOWTE KPBILIKY OaHKU.

Ilar 2. AKKypaTHO U3BJIEKHUTE KaICyily U3 OaHKU.

Iar 3. Ilocne n3BeYeHUs KancCysbl HE3aMeUIUTEIbHO 3aKpOiTe OaHKY KPBILIKOI.

Ilar 4. [IporinotuTe Kancynay HEIUKOM, 3alIUBasi CTAKAHOM BOJIbI.

Yrunuzauus

Becpb ocTaBmmiics JeKapCTBEHHBIN IIpenapaT U OTXOABI CIEAYET YHUUYTOXKUTh B COOTBETCTBUU C

YCTAaHOBJICHHBIMH HAIUOHAJIBHBIM 3aKOHOAATCIILCTBOM Tpe60BaHI/I$IMI/I.

7. JEPKATEJIb PETUCTPAIMOHHOI'O YAOCTOBEPEHUSA
Poccuiickas ®enepanus
3A0 «KaHoH(papma npoJaKIIH»

141100, MockoBckas 00u1., T.0. [1]&nkoBo, r. [I]énkoBo, yn. 3apeunas, a. 105.

Ten.: +7 (495) 797-99-54

OnekTponHas noyra: safety@canonpharma.ru
7.1. IlpencraBuTe b AepKaTesisi perucTPAllHOHHOIO YAOCTOBEPEeHHUSs

[Iperen3un HOT‘[)G6I/IT6J'ICI71 CIICAYET HAIIPABJIATH 11O aJAPECY.

Poccniickas @enepanvs

3A0 «KaHnoHdapma MpogaKIIH»

141100, MockoBckas 00u1., T.0. [1]&1koBo, r. [I]énkoBo, yn. 3apeunas, a. 105.
Ten.: +7 (495) 797-99-54

OnekTponHas noyra: safety@canonpharma.ru

8. HOMEP PETMCTPALIMOHHOI'O YIOCTOBEPEHHS
JITT-Ne(002951)-(PT-RU)
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9. JIATA TEPBUYHOWN PETMCTPAIIMN (MOJTBEPHIEHNS PEFUCTPAHUMN,

INEPEPETUCTPALIMN)

[ara nepsoii peructpauuu: 07 aBrycra 2023.

10. JATA IEPECMOTPA TEKCTA

OO0mast xapakTepUCTHKa JICKApCTBEHHOTO npenapara Jlaburarpana stexcuinat KaHoH pocrymnHa
Ha HUH(OpMaLMOHHOM TopTasie EBpa3uiickoro 3KOHOMUYECKOro cor03a B HH(MOPMAalMOHHO-

KOMMYHHKaIMOHHOM cetu «MHTepHeT» hitp://eec.eaeunion.org/.

C.32m3 32


http://eec.eaeunion.org/

