OBILIASA XAPAKTEPUCTHKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA
ITPAJAKCA, 150 mr, kancyJibl

2. KAYECTBEHHbIA U KOJJMYECTBEHHBIN COCTAB

JlelicTByto111ee BEIIECTBO: JabUTaTpaHa dTEKCUJIaT.

Kaxxnas kancyna cogepxut 172,95 Mr naburarpana dTeKCuiiaTa ME3UJiaTa, 9YTo COOTBETCTBYET
150 mr naburarpana 3TeKCUIaTa.

[TonHbIi mepedeHs BCIIOMOTAaTENbHbBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JJEKAPCTBEHHAS ®OPMA

Kancynsr.

[IpogonroBareie karcynbl, pasmep (. Kpblika — Hemnpo3paudHas, CBETJIO-CHHETO IIBETa,
KOPIyC — HEeMpo3pavHblid Oeoro 1Bera. Ha kpplliike HareyaTaH CMMBOJI KomTniaHuu bepurrep
WHrenbxaiim, Ha kopryce — «R150». LiBeT Haagne4yaTku — 4epHBIN.

CO,Z[ep)KI/IMOG KarcyJ — KCJITOBATBIC ICIIJICTHI.

4. KIMHUYECKUE JAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHHUIO

e [Ilpodpunaktuka HHCYNIbTa, CHUCTEMHBIX TPOMOOAMOONMH U CHUKEHUE CEepJeUHO-
COCYJIMCTON CMEPTHOCTH y B3pOCIBIX MAlMEHTOB (B Bo3pacTe OT 18 jeT) ¢ HekanaHHo!
bubpuuisnuel npenacepauii U omHUM uIU Oonee (QakTopaMu pHCKA, TAKUMH Kak
MepEHECEHHBIN MHCYJIBT WM TpaH3uTopHas umemudeckas araka (THA), Bo3pact >75 ner,
XpoOHHUYECKasl cepledyHas HegoctaToyHocTh (= Il ¢yHKIMOHambHOrO Kjacca IO
kinaccupukanun NYHA), caxapuelii aua0er, apTepualbHasi THHIEPTEH3Ms, COCYIUCTOE
3a0osneBaHue (epeHeceHHbI HH(PAPKT MUOKap/a, 3a00eBaHKe epu(epruuecKux apTepHii
WJIM aTePOCKIIEpOTHYECKas OJIAIIKa B a0pTe);

e Jleuenne m mpoduIIaKTHKAa PEUIUBOB OCTporo TpombOo3a raybokux BeH (TI'B) w/mmm
TpomMb0oIMOoMu JierouHoit aprepun (TDJIA) m mpodrrakTuka cMepTeIbHBIX HCXOJ0B,

BBI3bIBAEMBIX 3TUMU 3a00JIEBAaHUSIMHU Y B3POCIIBIX MAIMEHTOB (B Bo3pacTte OT 18 jeT).
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4.2. PesxuM 103MPOBAHUA U CTIOCO0 MPUMEHEHM I

PexxuM 103upoBaHus

Tabnuna 1. Pekomenmyembie 10351

Pexomennyemas 1o3a

[Ipodunaktuka  MHCYJIbTA,  CHUCTEMHBIX
TpOoMOOAMOONUIT U CHIKEHHE CepJeUHO-
COCYAMCTOH CMEPTHOCTH y  B3pOCIHBIX
nmanueHToB (B Bo3pacte OT 18 ner) c
HeKJIanaHHou (GuOpmUIsIIMel npeacepanii u

OJTHUM WK OoJiee pakTopaMu pucka

Cytounas no3a 300 mr (1 karcymna o 150 mr
2 pa3a B CyTKH).

B HEKOTOpBIX KIMHUYECKHX CHUTYyaIUsIX
MOKET OBITh PacCCMOTPEHO HCIIOJNb30BaHHE
CHIXKEHHON n103bl — 220 mr (1 kamcyna mo
110 Mmr 2 pa3a B cyTkH) — cM. Tabmumy 1
Hke U pazaen «lIpumeHenne B 0coObIX

Tpynnax nmanveHTOB.

Jleuenne u mnpodUIAKTHKA PELUUAUBOB
octporo Tpombo3a rinybokux BeH (TI'B)
u/umi TpoMOOAIMOOSINK JIETOYHOW apTepuu
(TOJIA) u mnpodwumakTHKa CMEPTEIbHBIX
HCXO0O0B, BBI3bIBACMBIX 3TUMHU
3a00JIeBaHUSAMHU y B3POCIHbIX MAIMEHTOB (B

BO3pacte ot 18 ner)

Cytounas no3a 300 mr (1 karcymna o 150 mr
2 pa3a B CYTKHM) IOCJIE€ HapeHTEPaTbHOIO
JIeUEHUs] aHTUKOATYJITHTOM, TPOBOISIIETOCS
B TEUCHHE, KaAK MUHUMYM, 5 THEH.

B HEKOTOpBIX KIMHUYECKUX CHUTYaIUIX
MOKET OBITh PAaCCMOTPEHO HCIIOH30BAHHE
cHWKeHHON 1o3bl — 220 mr (1 kamcyna mo
110 Mmr 2 pa3a B cyTku) — cM. Tabmumy 1
Hke U paznen «[IpumeHeHne B 0cOOBIX

IpyIIax NauEeHTOBY.

PexoMeHI0BaHO CHUKEHHE T035I

[TarmenTsl crapuie 80 met

[TaneHTsl, OJIyYaronue BeparnaMuil

Cyrounas mo3a 220 mr (1 kancyna o 110 mr

2 pa3a B CyTKH).

CHu:KeHHe 103bI 10 YCMOTPEHHI0 Bpaya

ITarmmenTtsr 75-80 net

HaHI/IeHTBI C YMCPCHHBIM HApyUICHHUCM

¢byukaun mouek (KK 30-50 mi/Mun)

[TareHTsl ¢ 330(aruTOM, TaCTPUTOM WU
ractpos3odareaabHON peduitokcHOM

00JIE3HBIO

Jlpyrue mauueHThl ¢ MOBBIIIEHHBIM PUCKOM

KpPOBOTCUYCHHA

Cyrtounas no3a 300 mr unu 220 Mr 10KHA
BBIOUpAThCS HAa OCHOBE WHIMBUIYaTbHOM
OIICHKH pUCKa TPOMOOIMOOIMU U pHUCKA

KPOBOTCUYCHUSI.
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Jlnst mokazaHust: iedeHue U MpodUIaKTUKA PEITUANBOB OCTPOro TpomMbO03a riryookux BeH (TI'B)
u/wim Tpom003MO0Hu erounoit aprepun (TDJIA) u nmpopunakTuka cMepTeNbHBIX HCXO/IOB,
BBI3BIBAEMBIX ATHUMH 3a00JIEBAaHUSMHU - PEKOMEHAANNS IO WCIOIh30BAaHUIO O3Bl Mpernapara
I[TPAJJAKCA 220 wmr (1 xamcyna mo 110 mMr 2 pa3a B CYTKHM) OCHOBaHa Ha
dapMakOKMHETHUECKUX U (apMaKOJIWHAMUYECKHX JaHHBIX, JaHHblE KIMHUYECKUX
MCCJIEJOBAaHUM OTCYTCTBYIOT.

Oyenxka ¢ynxyuu nouex 0o u 6o epems mepanuu npenapamom IHPAJAKCA

J151g Bcex maiueHToB, 0COOEHHO Y MOKUIBIX (>75 JeT), MOCKOJIbKY IMOYeyHasi HeA0CTaTOYHOCTh
MOKET OBITh YaCTOW B 3TOM BO3PACTHOM rpyIine:

o [Ilepen Tepanueid, B0 m30exaHWe Ha3HAUCHUS Mpenapara MAHEHTaM C TSDKEIBIMU
HapymeHusiMu  pyakuu nouyek (KK <30 mur/mMuH), HE00X0AMMO MpeaBapUTEIBbHO
OIICHUTH KIIMPEHC KPEaTHHHUHA;

e OyHKUMSA TOYEK JOJDKHA OLEHUBAThCA B IpoOIlecce JIEYEHHs, KOIJa BO3HUKAET
MOJI0O3PEHUE O BO3MOXHOM CHWKCHHWH WM YXYAIICHUU (DYHKIIMU TOYEK (HAIrpumep,
IpU TUIOBOJIEMUH, JAETHApATAIlMHM, OJHOBPEMEHHOM IPUMEHEHHH OIpeIeIeHHbIX
JICKapCTBEHHBIX MIPENapaToB U T.II.).

JlononauTenpHble TpeOOBaHUS IS MAlMEHTOB C JIETKOM M yMEpPEHHOW IMOYEeYHOM
HEJIOCTaTOYHOCTBIO U Y MAIMEHTOB CTaplle 75 JIeT:

[Ipu tepamuu mpenapatom [IPAJIAKCA moueunas (QyHKIMS TODKHA OICHHBATHCA Kak
MUHUMYM OJMH pa3 B TOJ WJIM Yalle, B 3aBUCHUMOCTH OT KJIMHHMYECKOH CHUTyalluu, Korua
BO3HHUKAET MMOJ03PEHUE O BO3MOKHOM CHIDKEHUU WIIH YXYIIICHUN (PYHKIIMU ITOYEK (Harpumep,
Opy  TUNOBOJEMHH, JACTUApPATAIIMU, OJHOBPEMEHHOM TMPHUMEHEHHH  OMPEeIIEHHBIX
JICKapCTBEHHBIX MIPENapaToB U T.II.).

B xauecTBe MeTo1a onieHKH (pyHKITMH 1ovek ucnonbiyercs pacyeT KK mo ¢popmyne Kokpodra-
Ionra (Cockceroft-Gault method).

Jnumenvrocms npumenenus

JnutensHocTh npuMeHenus npenapata [IPAJIAKCA s npodunaktuku uHcynbta npu OI,
TI'B u TOJIA npusenena B Tabnure 2.

Tabmuma 2. JInurenbHOCTh TpuMeHeHus 11 ipodrutaktuku nHcynbTa pu OI1 u TTB/TIJIA.

Iloxazanue JiIMTebHOCTE NPUMEHEHHU

[Ipodunaktuka Tepamnus A0KHA TPOJOIHKATHCS MOKU3HEHHO.

uHCyJbTa ipu DI

TI'B/TDJIA [IpoAoKUTENbHOCTS  TEpaluu  JOJDKHA OBITH  OmpesesieHa

WHANBUAYAIBHO TIOCTE TINATENbHON OleHKH 3((HEKTUBHOCTH
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JeYeHHss M pHcKa KpoBoTeueHUs (cM. paszpen «OcoOble
YKa3aHUSD»).

KopoTkass mpomomKuTenpbHOCTh Tepanmuu (1o KpailHeH Mepe
3 Mecs1a) 10JKHA pacCMaTPUBAThHCS IPU HATMYUK TPAaH3UTOPHBIX
¢dakTOpoB pHCcKa (HampuMmep, HEIABHSS OIepalus, TpaBMa,
uMMOOHUIM3aus), a Oojee JUIMTENbHAS MPOJOIIKHTEIHHOCTD
Tepanuy — MPU HAIWYMK NOCTOSIHHBIX (PAKTOPOB PUCKA WJIU NPH

uauonatnyeckoMm TI'B mmu TOJIA.

Ilponywennas 0oza

[Iponymennyto no3y npenapara [IPAJTAKCA M0XHO NpUHSTH B TOM ClTydae, €CJIH 0 TpueMa
ouepeIHOM 03Bl Mpemnapara octaeTcst 6 yacoB U 0oJiee; eciu CPOK COCTaBHII MEHee 6 4acos,
MPOMYIIEHHYIO 103y IPUHUMATh HE CIIeIyeT.

B ciiyuae nponycka oTeNnbHBIX 103 HE Cle1yeT NPUHUMATh ABOMHYIO 03y Mpenapara.
Ommena npenapama [IPA/JAKCA

Jleuenne mnpenapatom I[IPAJIAKCA He A0mkHO OBITH MpEKpamieHo 0e3 MEAMITUHCKON
KOHCYJbTaluu. [lanneHTsl JOMKHBI OBITH MPOMHCTPYKTUPOBAHBI OOpalaThCs K Jieyallemy
Bpady, €CJIM Y HUX Pa3BUBAIOTCS KEITYJOUHO-KUILIEYHBIE CUMIITOMBI, TAKUE KaK JUCIEIICHUSI.
Hsmenenue anmuxoa2yisaHmuol mepanuu

Hepexoo om npumenenus npenapama I[IPAHAKCA Kk napenmepaibHomy RNPUMEHEeHU

AHMUKoazyJIAHRmos

[TapenTepanbHOe MPUMEHEHHE aHTUKOAryJISTHTOB CIEAyeT HauumHaTh depe3 12 vacoB mocie
npuema nocneaneit 1o3el npenapara [IPAJTAKCA (cM. pasaen 4.5).
Ilepexod om napenmepanbHo2o npumeHeHus AHMUKOA2YIAHMO8 K NPUMEHEeHU0 npenapama

IIPAJIAKCA

ITepBas no3a npenaparta [IPAJIAKCA nHazHadaeTcss BMECTO OTMEHSIEMOI0 aHTUKOATyJISTHTA B

uHTepBane 0-2 yaca mepeq BPeMEHEM BBEJICHHUS €r0 OYEPEIHOMN J03bI WIH OJHOBPEMEHHO C
IpeKpalleHleM B ClIydae HEIpPepbIBHOTO BBEIEHU (HalpuMep, BHYTPUBEHHOTO TPUMEHEHHS
He(dpakimorupoBanHoro renapuHa, HOT).

Hepexoo om npumenenus npenapama [IPATAKCA Kk npumeneHuo auma2oHucmos sumamuta

K

ITpu KK >50 ma/MuH npuem aHTaroHuctoB ButamuHa K mMoxxer ObITh Havat 3a 3 qHS, a MpH
KK >30-<50 mn/muH - 3a 2 nus 1o ormensl mpenapara [IPAJTAKCA.
ITockonbky mpenapat [IPAJJAKCA moxer BiusasTh Ha MexayHapoaHoe HopmanuzoBaHHoe

Otnomenune (MHO), MHO 6yaer iyuiie otpaxartsb 3¢ ekt antaronnctoB ButamuHa K Toiapko
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crycta He MeHee 2 aHel nocie otMensl npenapara [IPAJIAKCA. [o storo 3navenns MHO
JIOJKHBI OBITH MHTEPIIPETUPOBAHBI C OCTOPOKHOCTHIO.
Ilepexo0 om__npumenenus anmacoHucmog sumamuna K K npumenenulo npenapama

IIPAJIAKCA

IIpumenenue anraronnucToB BuTamuHa K npexpamiator, npumenenue npenapara [IPAJJAKCA

BOo3MOxHO ipyu MHO <2,0.

Kapouoeepcus

[IpoBeneHNEe TIAHOBOM WM SKCTPEHHOW KapAUOBEPCHH HE TpeOyeT OTMEHBI Tepamuu
npenaparoM [TPAJJAKCA.

Kamemepnas abrayus npu ¢hubpuniayuu npedcepoutl

Karerepnast abnamusi MoXeT OBITh TPOBEJACHA Y MAlMEHTOB, MPUMEHSIONIMX IIpernapar
I[TPAJTAKCA mo 150 mr (1 kancyna) 2 pa3a B CyTKW. BeInoJiHeHHE KaTeTepHON abianuu He
TpebyeT nepepsiBa B nmpueme npenapara [IPAJJAKCA (cm. pazgen 5.1).

Upeckoocuvie koponapuvie emewamenvcmea (YKB) co cmenmupoeanuem KOPOHAPHBIX
apmeputl

VY manMeHToB ¢ HEKIamaHHOW (GuOpWUIAIued mpeacepaui, kotopbiM BeimosiHeHo YKB co
CTEHTHpPOBaHMEM KOPOHApHBIX apTepuil, naburarpaHa 3TEKCUJIAT MOXXET NPUMEHATHCA B
KOMOWHAIIMKM C aHTHUTPOMOOIMTAPHBIMH Tpenapatamu. Jleuenue nadurarpaHa 3TEKCHUIIATOM
MOKET OBITh HAUaTO IMOCIIE JOCTHKEHUS reMocTasa (cM. paszaen 5.1).

Oco0rIe I'pynIbl TanMEHTOB

IIpumenenue y nosxcunvlx nayueHmos

[TpunHnmns! BEIOOpa 036! MpenapaTa y MoKWIbIX NallMeHTOB yKa3zaHbl B Tabnure 1.
Ilpumenenue y nayuenmoes ¢ noblUEHHbIM PUCKOM KPOBOMEYeHUlL

[TarueHTaM ¢ MOBBILIEHHBIM PUCKOM KPOBOTEUEHHS IMOKAa3aHO TIIATEIbHOE KIMHUYECKOE
HaOMroZiIeHue (Ha TIPEeIMET BBISBJICHUS MTPU3HAKOB KPOBOTECUCHUHN WM aHEMUH) (CM. pa3ieiibl
4.4, 4.5 u 5). Pemuenue o BeIOOpe 103bI Ipenapara MPUHUMAETCS 110 YCMOTPEHUIO Bpada Ha
OCHOBAHMU OIICHKH NMOTEHIIMAIBHOM MOJIB3bI M pUCKa [T manueHToB (cM. Tabmuiy 1). Onenka
apaMeTpoB KoaryJisauuu (cM. paszaen 4.4) MOKET MOMOYb BBISIBUTH MALIMEHTOB C MOBBIIICHHBIM
PUCKOM KpOBOTEUEHHS, BBI3BAHHBIM 4Ype3MEpHBIM Bo3JeiicTBueM palOurartpana. Eciu y
NAllMeHTOB C BBICOKMM PUCKOM KPOBOTEUEHHs BBISBIEHO YPE3MEPHOE BO3JCHCTBHE
naburarpana, peKOMeHIyeTcss yMeHbIuTh 103y A0 220 mr (1 kamcyna mo 110 mr 2 pasa B
cyTkH). Korna Bo3HuKaeT KIMHUYECKH 3HAUMMOE KPOBOTEUEHUE, JICUSHHE CIIEYET PepBaTh.
VY manuMeHToB ¢ TacTPUTOM, 330()aruTOM WM racTpod3odareanbHOl pedIrOKCHONW 00JIE3HBIO
MOXeET OBITb PacCMOTPEHO CHH)KEHHE J03bl H3-32 MOBBIIIEHHOTO pPHCKA JKEIyJI0YHO-

KHIIIEYHOTO KpoBoTedeHus (cM. Tabmuiy 1 u paznen 4.4).
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Hapywenue ¢pynkyuu novex
Tepanus npenaparom [TPAJTAKCA y manueHToB ¢ TSHKEIbIM HapyLIeHHeM (YHKLIUHU MOYEK
(KK <30 mn/muH) npotruBomnoka3ana (cM. pazuen 4.3).
Koppexkuuu n03b61 He TpeOyercs y MAllMeHTOB C JIETKUM HapyuleHHeM (YHKLIHUU MOYeK
(KK 50-<80 mn/mun). Jlns mDanMeHTOB C YMEPEHHBIM HapylmieHHeM (QYHKIIUHU TIOYeK
(KK 30-50 mu/mun) pekomenayemast no3a npenapara [IPAJJAKCA rtakxe cocrasnser 300 mr
(1 xanicyna mo 150 mr 2 pasza B cyTku). Tem He MeHee, /Ul MAIMEHTOB C BHICOKMM PHCKOM
KPOBOTEUYEHHsS] MOKET OBITh PAacCMOTpPEHAa BO3MOXKHOCTb CHIJKEHHUS [03bl Ipernapara
I[MPAJTAKCA no 220 mr (1 xancyna mo 110 mr 2 pa3a B cyTku) (cm. pazaenst 4.4 u 5.1). ¥V
NAallMeHTOB C HapylleHHeM (YHKIMHM I0YeK PEKOMEHIYETCsl TINATeNbHOE KIMHUYECKOe
HaOro1eHue.
Oonospemennoe npumenenue npenapama IIPAJAKCA c¢ axmuenvimu uneubumopamu P-
2NUKONPOMeura (MmaKumu Kaxk amuooapoH, XUHUOUH, 6epanamii)
[Ipn ogHOBpEeMEHHOM TPUMEHEHHWU aMHOJApOHA WIM XUHUJAWHA KOPPEKIMH JI03bI HE
Tpebyercs (cM. pa3aens 4.4, 4.5 u 5.2).
CHmXeHue 03Bl PEKOMEHIYeTcs Uil TAalUeHTOB, KOTOPbIE OJHOBPEMEHHO TOJY4aloT
Bepanamud (cm. Tabmuiy 1 u pazgenst 4.4 u 4.5). B atoii cutyarnuu npenapat [IPAJTAKCA u
BeparmaMuil clielyeT IPUHUMATh OJTHOBPEMEHHO.
Bausnue maccol mena
B cooTBeTcTBHM ¢ (papMaKOKMHETUYECKUMH U KIMHUYECKUMH JaHHBIMU KOPPEKIMH J03bI HE
Tpebyercsa. OaHaKko, 3a MalMeHTaM: ¢ Maccoil Tena MmeHee S0 KT peKOMEHAYeTCs KIMHIYECKOe
HalroIeHue.

eTu
[Tpenapar [TPAJIAKCA npoTuBonokasaH y AeTeil B Bo3pacte a0 18 er.

Cnoco0 rmpuMeHeHus

Karcynel crnegyer npuHMMaTh BHYTPbh HE3aBUCHMMO OT BPEMEHHU INpHEMa MUINHM, 3alHuBas
CTaKaHOM BOJIbI JUIs 00JIErYeHHs IPOXO’KICHHUS Tperapara B xely1ok. He cienyer BckpbIBaTh
Karcyiy.
4.3. [IpoTruBonokasanus

e [ unepuyBCTBUTEIBHOCTh K Ja0UraTpaHy, faburarpaHa STEKCHIIATy WU K JTI000OMY U3

BCIIOMOTaTEIbHBIX BELIECTB;

o Tsxenas crenens moyeunoit HenocrarounocTr (KK <30 mu/mun);

e AKTHBHOE KIMHUYECKH 3HAYHMOE KPOBOTCUEHHE;

e [lopaxxeHue opraHoB B pe3yibTaTe KIMHUYECKH 3HAYMMOIO KPOBOTEYEHUS, BKIIIOUAs

reMopparu4ecKkuii HHCYJIbT B Te€UeHHE 6 MECALIEB 10 Hayalla Teparuu;
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e Hanmwune coCTOSHMI, IPU KOTOPBIX MOBBINICH PUCK OOJBIIUX KPOBOTECUEHUH, B TOM
yucne: uMeronuecss win HenaBHue uzbsasBieHus JKKT, nanuuume 310KauecTBEHHBIX
00pa30BaHMil ¢ BBICOKMM PUCKOM KPOBOTEUEHUS, HEJaBHEE IMOBPEKICHUE TOJIOBHOTO
WIM CIIMHHOTO MO3Ta, HEAAaBHSS Omepais Ha TOJOBHOM WJIH CIIMHHOM MO3Te WIIH
o(TanbMOJIOTHYECKas ~OMNepanus, HeJaBHEe BHYTPUUYEPEIIHOE KPOBOUBIIHUSHUE,
HaJIMYUe WM MOJI03PEHNE Ha BAPUKO3HO-PACIIUPEHHBIE BEHbI TUIIIEBOA, BPOXKICHHBIE
apTEpUOBEHO3HBIE  NE(QEeKTBl,  COCYIOHCTble  aHEBpPU3MBl WM  OOJbIINE
BHYTPHUITO3BOHOYHBIC UM BHYTPUMO3TOBBIC COCYANCTHIE AHOMAJIHH;

e OJIHOBpEMEHHOE Ha3HAa4YeHHE JIIOOBIX JPYTMX AaHTUKOAryJsHTOB, B TOM 4YHCIE,
HEe(PAKIIMOHUPOBAHHOTO TeMapuHa, HU3KOMOIEKYISpHbIX renmapuHoB (HMI)
(?HOKCamapwH, JajdTernapuH U JIp.), MPOU3BOJHBIX renapuHa ((poHmanapuHyke u ap.),
NepopaIbHbIX AHTHKOATYJSIHTOB (BapdapwH, puBapokcabaH, anmukcabaH W Ap.), 3a
UCKJIIOUEHHEM cilydaeB nepexona JyiedeHus ¢ win Ha npenapat [IPAJIAKCA umu B
clly4ae MpUMEHEHHsS HePPaKIIMOHUPOBAHHOTO TeMaprHa B 103X, HEOOXOIUMBIX IS
NOJJEPKAHUS LEHTPAJBLHOTO BEHO3HOIO WJIM apTepUAIbHOIO Karerepa W IpH
BBITIOJITHCHUH KaTETEPHOU abiaruu npu GUOPpHIUISIIIIN TIPEICeparii;

e OpHOBpEeMEHHOE Ha3HAUYEHUE MOIIHBIX HHTHOUTOPOB P-rimMKkonpoTenHa: KeTOKOHAa30J1a
JUIsL CHUCTEMHOTO TPUMEHEHUS, IHMKJIOCIHOpWHA, WTpPAKOHA30Jla, TaKkpoiIuMmyca U
JPOHEAPOHA;

e Hapymenus ¢yHKIUN TiedeHH W 3a00JIeBaHUs MEYCHH, KOTOPhIE MOTYT MOBJIUATH Ha
BBDKHBAEMOCTH;

e Hamuyne npOTE3MPOBAHHOTO  KJANaHa  cepjla, TpeOyIolmero Ha3HAuYeHUs
AHTUKOATyJITHTHOU Teparnuw,

e bepeMeHHOCTH U MEPUOA IPYAHOTO BCKAPMIMBAHUS.

4.4. Oco0ble yKka3aHusi H MepbI IPE0CTOPOKHOCTH NPU NPUMEHECHUHT

C 0CTOPOKHOCTBIO

Tabmuia 3. ®akTopbl pUCKa, KOTOPHIE MOTYT MOBBIIIATH PUCK KPOBOTCUCHHS.

@®apmakoauHamudeckue u | Bospacr =75 ner
(apMaKOKMHETHYECKHE

(bakTopsI

®dakTopbl, mNoBbIIIAONME | bonbime:
KOHLIEHTPALUIO *  VYwmepennoe Hapymenue ¢yakmuu noyek (KK 30-50
naburaTpaHa B IUTa3Me | MJI/MUH)

KpOBH
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*  MouHsle UHTUOUTOPHI P-rnukonporenna (3a
WCKIIIOUEHHEM YKa3aHHbIX B pazjene 4.3) (cm. paznen 4.5)

* (Cnabple U yMepeHHbIE WHTHOMTOPHI P-rimkomporenHa
(HarmpuMep, aMHOIapOH, BepanamMil, XHHAMH ¥ THKArpesop;
cM. pazzen 4.5)

Mausle:

*  Huskas macca Tena (<50 kr)

dapMaKoIMHAMHUYECKHE
B3aUMOJICHCTBUSA (CM.

paznen 4.5)

OIIHOBpeMEHHOE MTPUMEHEHHUE:

* ACK u apyrux MHTHOMTOPOB arperanu TPOMOOIIMTOB,
TaKUX KaK KJIOMHUIOTPE

« HIIBII

*  CeleKTUBHBIC WHTHOUTOPBI oOpaTHOTO 3axBara
CEepOTOHMHA WJIM CENEKTUBHBIE HWHTUOUTOpPHI 0OpaTHOTrO
3axBaTa CEPOTOHMHA U HOPAJpeHAINHA

* Jlpyrux JeKapcTBEHHBIX IPEMapaToB, KOTOPbIE MOTYT

HapymaTh reMocTas3

3aboneBaHus/TIPOLIEAY PBI

C 0COOBIMU
reMOpparuueCKuMu
pHCKaMH

* BpoxneHnsile  wid  NpUOOPETCHHBIE  HAPYUICHHS
CBEPTHIBAEMOCTH KPOBHU

* Tpombonuronenus wiM (QyHKIIMOHAIBHBIE ACHEKTHI
TPOMOOIIUTOB

* HemaBHO mpoBeAcHHAss OWOICHS WM TEPESHECCHHAS
o0mMpHas TpaBMa

* baktepuaibHBIN YHAOKAPAUT

*  D3odarwur, racTpUT WIn ractpoa3odareanbHas

pedarokcHas 60Ie3Hb

Puck pa3sBuTHs KPOBOTEUCHUH

[Ipumenenue mnpenapara I[IPAJJAKCA, Takke Kkak UW JApPYruxX aHTHUKOAryJSHTOB,

PCKOMCHAYCTCA € OCTOPOKHOCTBIO HNPU COCTOSAHUAX, XAPAKTCPUIYIOHIUXCA IMOBLINICHHBIM

puckom kposoreueHuil. Bo Bpems tepanuu npenapatom [IPAJIAKCA BO3MOXHO pa3BUTHE

KPOBOTEUEHHH pa3nyHOM Jokanu3anuu. CHIXKEHHE YPOBHS reMOoriio0uHa U/l reMaTOKpUTa

10 HCEBBIAICHCHHBIM IIPUYMHAM, WM CHHXKCHHUC Aﬂ SABIACTCA OCHOBAHHEM [JIs1 ITIOHMCKa

HCTOYHHKA KPOBOTCUCHUS.
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B curyanusax onacHoro Ass JKU3HU UM HEKOHTPOJIMPYEMOT0 KPOBOTEUEHHUS, KOT/la TpedyeTcs
ObICTpOE  TpEeKpalleHHe  aHTHUKOAryJsHTHoro  3¢ddekra  maburaTpaHa, JOCTyIEH
cnenuguueckuii anraronuct IIPAKCBAMH]T (unapyuusyma6) (cM. paszaen 4.9).

B xnmHnueckux wuccnenoBanusx npumeHeHue mnpemnapata [TPAJJAKCA Obuto cBsizaHO C
noBeIieHreM 4actoThl O0oabimux KK kpoBoreueHuit. [loBwieHHBINH pUCK HaOmIOgANCS Y
NAMEHTOB MOXKWIOro Bo3pacTa (=75 net) npu npumenennu npenapara [IPAJTAKCA B nosze
150 Mmr 2 paza B cytku. JlomonHuTENbHBIE (AKTOPBl pPHCKa BKIIOYAIOT OJHOBPEMEHHOE
IPUMEHEHHE MHTMOUTOPOB arperaiuy TpoMOOLMTOB, HanpuMep, kiaonuaorpena 1 ACK nnm
HIIBII, a Taxke Hamumuue 330(aruTa, racTpuTa WU TacTpod3odareanbHON pedIIroKCHON
00J1e3HH.

TmaTenbHOE KIMHUYSCKOE Ha6HIOZ[eHI/I€

TmarenbHoe HaOMIOJEHHE B OTHOIICHWH TPU3HAKOB KPOBOTEUEHHUS WM aHEMUU
peKOMEHAyeTCsl Ha IPOTSKEHUH BCETro NepUoa JIedeHHsI, 0COOEHHO €CIIU MPUCYTCTBYIOT CPpas3y
HECKOJIBKO (pakTOpoB pucka (cM. pazaen 4.4). Oco0yro OCTOPOKHOCTH CIEAYEeT COONIOAATH,
xorza npenapat [IPAJIAKCA HazHauaeTcsi OJHOBPEMEHHO C BEpalaMHJIOM, aMHOapOHOM,
XUHUIUHOM WIH KJIAPUTPOMHUIIMHOM (MHTUOUTOpHI P-riiMkornporenHa) M B YaCTHOCTH MpU
BO3HUKHOBEHHUHU KPOBOTEUYEHHS, OCOOCHHO y MAI[MEHTOB, UMEIOLIUX JIETKOE WM YMEPEHHOE
HapyueHne QyHKIMU ovek (cM. paszaen 4.5).

TmatenpHoe HaOIIOAEHUWE B OTHOLICHWM IPH3HAKOB KPOBOTEUYEHHUS PEKOMEHIYETCS Y
MalrueHToB, oJHOBpeMeHHo nonrydaronux HIIBIT (cm. pazaen 4.5).

[Ipexpaiienye npuema mpemnapara

[Ipn pa3BuTMM oOCTpoll mnoYedyHON HenocrarouHocTd mnpueM npenapata [IPAJTAKCA
HE00X0IMMO MPEKPATHTh (CM. Takxke pazaen 4.3).

[Tpy pa3BUTHN TSHKENOro KPOBOTEUEHUS JIEYEHHE HEOOXOOUMO IPEKpaTUTh, HayaTh MOMCK
UCTOYHHUKA KPOBOTEUYEHUS M PACCMOTPETh BO3MOXKHOCTb INPUMEHEHUS CHEIU(PHUUECKOro
anTaronucra — npenapata IIPAKCBAVH/J] (nnapyrmsyma6) (cM. pasaer 4.9).

CHIKEHNE 10351

CHmKeHre 03kl JODKHO pPacCMaTPUBATBhCS WM PEKOMEHIIOBAaThCSA, KaK OMHCAaHO B
paznene 4.2.

ITpumMmeHeHune I/IHI‘I/I6I/ITODOB IIPOTOHHOIO Hacoca

Bo3MoxHO HazHaueHue MHTHOMTOPOB mpoToHHOoro Hacoca (MITH) mms mpodunaktuku KK
KPOBOTECUCHUH.

JIabopaTopHbIe OKa3aTEIN CBEPTHIBAHMS KPOBHU

Hecmotpss Ha To, uto mnpemapar I[IPAJJAKCA B wnenom He TpedyeT peryIspHOro

AHTUKOATryJIIHTHOI'O MOHUTOPHHTA, USMCPCHUC AHTUKOAI'YJITHTHOT'O 3(1)(beKTa, CBsA3aHHOI'O C
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JaburaTpaHoM, MOXKET OBITh MOJIE3HBIM JJIsi OOHAPYKEHUS YPE3MEPHO BBICOKON 3KCIO3HUIIMU
naburaTpaHa Ipy HaJIMYUU JOMOJHUTENBHBIX (DAKTOPOB pHUCKA.

PazBenennoe TpomOuHOBOe Bpemsi (pTB), skapuHoBoe Bpems cBepThiBanus (OBC) u
aKTHBUPOBAHHOE YacTHYHOE TpomobOoractuHoBoe BpeMs (aUTB) moryr mnpemoctaBuTh
MOJIE3HYI0 HH(OPMALINIO, HO UX 3HAUEHHUS CIIeAyeT UHTEPIPETUPOBATH C OCTOPOKHOCTHIO U3-
3a BapuaOENbHOCTH PE3yJIbTATOB, MOJTYYCHHBIX PA3HBIMH METOJaMH aHajdu3a. 3Ha4YCHHE
MEXIyHApOJAHOTO HOpMan3oBaHHOTO oTHomeHuss (MHO) sBisieTrcs HEIOCTOBEPHBIM Yy
nanuentoB, npuHuUMatomux npemnapatr [IPAJIAKCA, wu Opu  ommcaHbl — Cilydyau
noxkHonosoxkurenbHoro noseimieHus MHO. Ilostomy usmepenne MHO npoBoauth He
ClenyerT.

Tabmuna 4. IloporoBble 3HA4YCHHsI KOATYJSIIMOHHBIX TECTOB B MOMEHT JIOCTHXKEHUS
MUHUMAaJIbHON KOHIEHTpAMU IpernapaTa B KPOBU, KOTOPbIE MOTYT OBITH aCCOLIMUPOBAHBI C

IMOBBIIICHHBIM PHUCKOM KpOBOTG‘IGHHfI.

ITokazaTtenr (B MOMEHT  JOCTHDKCHHST ~ MHHUManbHOH | ITokazanue
KOHIICHTpALIUHU Mpenapara B KPOBH)
OIl u TT'B/TOJIA
pTB [ar/™Mi] >200
OBC [KpaTHOCTb NPEBBIIEHUS BEPXHEN TPaHULIBI HOPMBI | >3
aYTB [kpaTHOCTB IPEBBIIEHUS] BEPXHEN IPAHULIBI HOPMBI | >2
MHO He cnenyer BbIIOIHATH

[IpuMmeHeHnEe d)I/I6DI/IHOJ'II/ITI/I‘ICCKI/IX nopeénaparoB  AJsd  JCYCHHA OCTPOro HMIMEMHYCCKOTO

HHCYJIbTa

[Ipumenenre QGUOPHHOINTUYECKUX TNPENapaToB Uil JIEYEHHUS OCTPOro HIIEMHUYECKOTOo
MHCYJIbTa MOXET OBITh PAaCCMOTPEHO, eciu pe3ysbraThl u3Mepenus pIB, OBC nmmu aiTB y
MalyeHTa He TPEBBIMAT BepxHel rpanuibl HopMmbl (BI'H) B cooTBeTcTBHM ¢ MECTHBIM
pedepeHCHBIM Arana3oHOM.

Xupyprudeckrue BMEIIaTeIbCTBA M MHBA3UBHEIC ITPOIESAYPEI

[TanmenTel, kotopsle npuHuMaroT npenapar ITPAJIAKCA, uMeroT NOBBINIEHHBI PHUCK
KPOBOTEUECHHMSI ITPU BBIMIOJIHEHUN XUPYPrHUECKUX WM MHBA3UBHBIX Npoleayp. BeimonHnenue
XUPYPrUYECKOTO BMEUIATEIbCTBA MOXKET MOTPEOOBaTh BPEMEHHOIO MPEKpALEHUs Ipuema
npenapara [IPAJIAKCA.

[IpoBenenue kapauoBepcun He TpeOyer mepepbiBa B mpueme mnpenapata [IPAJIAKCA.

BrimonHenne karerepHoil abmamuu  npu  GUOPWIUISIIIMM  TpENCcepAri Yy TAIMEHTOB,
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noyvaronux npenapar [IPAJIAKCA B goze 150 mr (1 xarcyna) 2 paza B CyTKH, HE TpeOyeT
nepepsiBa B IpueMe npenapara (cM. paszaen 4.2).

CrnemyeT mposBISATH OCTOPOIKHOCTD MTPH BPEMEHHOM MPEKPAIICHUH JICUCHHS JJTsI BBITTOJIHEHUS
XUPYPru4ecKoro BMEIIATeIbCTBA U 00ECTIeYUTh MOHUTOPUHI aHTUKOAryJIsIUKU. BeiBeneHue
naburaTpaHa U3 OpraHu3Ma y MalueHToB ¢ TOYEYHOM HEeT0CTaTOYHOCTHIO MOKET MPOUCXOIUTD
noneine (cMm. pazzmen 5.2). ITo clieyeT YUYUTHIBATh MPHU BBIIOJHEHUU JTIOOBIX Tporeayp. B
TaKUX CIy4asX KOAaryJsIUOHHBIE TeCThl (CM. pazmen 5.1) MOryT MOMOYL ONPEIEIHTH,
COXPAHSIIOTCS JIW HAapyIIEHUs FeMOCTa3a.

OKCTPEHHBIC XUPYPIHUSCKHE BMEIIATEIHLCTBA M IIPOICIYPEI

[Ipenapar IIPAJIAKCA cnexyer BpeMEHHO OTMEHHUTb. Ecim 118  BBIIOJIHEHHUSA
BMEIATeNLCTBA/TPOoLIeyphl TpeOyeTcst ObICTpOe MPeKpalleHne aHTUKOAryITHTHOTO d(deKTa,
CJIeZyeT pacCMOTPETh BO3MOXHOCTb BBEJCHMS CHELU(PUUECKOrO aHTAarOHUCTa K Ipenapary
[IPAJIAKCA, npenapara [IIPAKCBAVH/I (nxapyusyma6).

[Ipekpamenue Tepanuu Aa0UraTpaHOM IOJBEPraeT MAIEHTOB TPOMOOTHYECKOMY PHUCKY,
CBSI3aHHOMY C MX OCHOBHBIM 3a0oneBanueM. [Ipuem mpemnaparta ITPAJIAKCA moxer ObITh
BO300OHOBJICH Yepe3 24 vaca 1mocje BBEICHHs CHEIU(DUUEeCKOro aHTaroHucTa K JgaduraTpany
[IPAKCBAMH/I (ugapyrmsymaG) 0pu YCIOBHH NOCTIDKGHHSI IIOJHOTO TeMOCTa3a M
CTaOMIIBHOTO COCTOSIHUS NaIlMEHTA.

CDO‘IHBIG XUPYPTHUICCKHUEC BMEIIATEILCTBA/ Oponcaypbl

IIpenmapar TIPAJIAKCA cienyer BpeMEHHO OTMEHUTb. CpodyHOE XHUPYpPrHYECKOe
BMEIIATEILCTBO WJIM NPOLEAYpY, NPU HaJIMYUKU TaKOW BO3MOXKHOCTH, II€eCO00pa3HO
BBITIOJIHSTH HE paHee, uem uepe3 12 yacoB nocne nociennero npuema npenapara [IPAJIAKCA.
Ecnu omepanus uny mporenypa He MOXKET OBITh OTJIOKEHA, €€ BBHIMOJTHCHHE Yy MAIUeHTA,
MOJTydarolero gaburaTpad, MOXET OBbITh AacCOLUMHUPOBAHO C TMOBBIIIEHHBIM PUCKOM
KpOBOTEYEHMsI. DTOT PHUCK KpPOBOTEUEHHUS CIEAYeT COIMNOCTaBUTh CO CPOYHOCTHIO
BMEIIATEIbCTBA.

IImanHoBEIE XUPYPIrUUYSCKUE BMEIIATEILCTBA

Ecnu Bo3mosxkHo, npenapat [IPAJJAKCA crienyer oTMeHUTh TIO KpaitHel mepe 3a 24 yaca 10
BBIMIOJTHEHHS] MHBA3UBHBIX WM XUPYPTrHUYECKHX MpoIenyp. Y MHAIHEHTOB C IMOBBIIIEHHBIM
PUCKOM KPOBOTEUYEHHS MM MPH OOMIMPHOM XUPYPrHUYECKOM BMEIIATENBCTBE, TE MOXKET
noTpebOoBaThCs TOMHBIA TEMOCTa3, CIEeIyeT PacCMOTPETh BO3MOXKHOCTh OTMEHBI Ipernapara
ITPAJAKCA 3a 2-4 aHst 10 XUPYPru4ecKOro BMEIIATeIbCTBA.

Tabmuma 5. IlpaBunma otmensl mnpemapata [IPAJIAKCA mnepen WHBa3WBHBIMUA WU

XUPYPrU4ECKUMU IIPOLIEYPAMH.
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OyHKIUA Tin [Ipekpammenue npueMa npernapara nepen IIJIAHOBOM

nouek (KK, XUPYPrU4ECKOM ornepanuen

MJI/MUH) Bricokuii  puck  kpoBoTeueHuss wiau | CTaHIApTHBIA PUCK

MPOBEICHHE OONBIION OTIepalUN

>80 ~13 3a 2 gus 3a24 4
>50-<80 ~15 3a 2-3 nusa 3a 1-2 qusa
>30-<50 ~18 3a 4 nua 3a 2-3 nusa (>48 q)

CouHalIbHAs aHECTE3Us/AIMUAYPaAIbHAS aHECTE3U/JIIOMOaIbHAS TYHKIIUS

Takue mnpouemypbl, Kak CIMHHOMO3IOBas aHECTE3Ms, MOTYT MOTpeOOBaTh IOJHOTO
BOCCTAaHOBJICHHSI T€MOCTa3a.

B cimywyae TpaBMaTM4HOM WIM IIOBTOPHOM CIMHHOMO3IOBOM IIYHKIMM M JUIMTEIBHOIO
UCIIOJB30BAaHUsl  JMUIYpPalIbHOIO  KaTeTepa MOJXET IOBBIIATBCA  PUCK  Pa3BUTHUSA
CIIMHHOMO3IOBOI'O0 KPOBOTEUYEHMS WM DMIUAYPaIbHOM remaroMmsl. IlepByro nosy mpenapara
ITPAJAKCA crnenyer nmpuHUMaTh HE paHee, 4eM udepe3 2 yaca Mocie yJaleHHsl KaTeTepa.
Heo6x0a1uM KOHTPOJI COCTOSIHUS MAITUEHTOB JJIS1 UCKITIOUEHHS HEBPOJIOTHUECKUX CUMIITOMOB,
KOTOpbIE MOTYT OBITH OOYCJIOBJIEHBI CIIMHHOMO3IOBBIM KPOBOTEYCHHEM HIIU SIHUIYpPATbHOM
reMaTOMOM.

[locneonepanronsas dasa

[locne WHBa3sMBHOW MPOLEAYPHI/XUPYPrHUECKOTO BMEIIATEIbCTBA IPUEM IpenapaTa
IMPAIAKCA cnexyer BO300HOBUTH/HaYaTh Kak MOXHO OBICTpEE, €CIH 3TO I03BOJISET
KJIMHUYECKasi CUTYyalusl U JJOCTUTHYT a/IeKBaTHBIA TeMOCTas3.

VY nNanMeHTOB € PUCKOM KpPOBOTEYEHHUS WIM HUMEIOIUX PHCK YpPEe3MEPHON HKCIO3MLUHU
npernapara, 0COOCHHO y MalMEHTOB ¢ yMepeHHbIM HapymienueM ¢yHkuuu nouek (KK 30-
50 MII/MHH), TEpaNHIoO CJIEAYeT MPOBOJAUTH C OCTOPOKHOCTHIO (CM. pa3zaen 5.1).

ITanMeHTEl ¢ BBICOKMM PHCKOM XHPYPIrHYSCKOM CMEPTHOCTH M BHYTPEHHUMH (baKTODaMI/I

pucKa TpOMOOIMOOINYECKHUX OCIOKHEHNUI

Hannbie no 3¢ ¢dextuBHocTH U OezomacHoctu mnpenapara [IPAJIAKCA B manHOM Tpymme
NaIMEeHTOB OTPAHUYEHBI, TOITOMY TEPAIUIO CIIEAYET MIPOBOIUTH C OCTOPOKHOCTBIO.

Hapynrenue d)VHKHI/II/I INECYCHHU

[TaniueHTHI ¢ TTOBBIIICHHEM aKTUBHOCTH MeueHOYHBIX (pepmenToB >2 BI'H Obutn uCKITIOUEHBI
U3 OCHOBHBIX KIMHMYECKUX HccienoBaHuid. Oneita npumenenus npenapara [IPAJTAKCA B
3TOHM moArpyrmnie nanueHtoB HeT. Hapymenune QyHKIuM nedeHu mwiM 3abosieBaHUE NEUCHH,
KOTOpOE, KaK 03KHJIaeTCsl, MOKET MOBJIUATH HAa BBDKUBAEMOCTbD, SIBJISIETCS IPOTUBOIIOKA3aHUEM

st npumenenus npenapara [IPAJIAKCA (cm. pazaen 4.3).

Yr1Bepxaeno: 25.09.2025 12



BsanMoaelicTBUE ¢ HHAYKTOpaMHU P-TIukonpoTernHa

Oxwunaercsi, 4TO OJHOBPEMEHHOE Ha3HAUEHUE HMHIYKTOPOB P-rimkomporenHa NpUBEAET K
CHIDKEHHIO KOHIIEHTpaMi JaburaTpaHa B Iuia3Me KpoBU, U UX OJJHOBPEMEHHOTO MTPUMEHEHHS
cnenyet uzberath (cM. pazaensl 4.5 u 5.2).

[NarmenTsl ¢ aHTUGOCHOTUIUIHLIM CHHIPOMOM

VY nanuueHToB ¢ aHTU(POCHOTUTHIHBIM CHHIPOMOM (OCOOEHHO NP TPOHHOM MOJ0KHUTEITHHOM
pe3ynpTare Ha aHTH(OCHOIUMHUIHBIC AHTUTENA) TMOBBILIEH PHCK TPOMOOIMOOIUYECKUX
COOBITHH.

HecMmoTtpst Ha To, uTo 3hdpextuBHOCTh Tipenapara [IPAJTAKCA ycranoBieHa sl JIeUeHUS U
npo(UIAKTUKA BEHO3HOH TpoMO03MOOIIMK, OHa HEe OblIa M3y4eHa KOHKPETHO B MOATPYIIE
NAIMEeHTOB ¢ aHTU(HOCHOIUITUIHBIM CHHAPOMOM.

[ToaTomy nepen npumenennem npenapara [IPAJJAKCA y narueHToB ¢ aHTH(HOCHOIUTTHTHBIM
CHHIIPOMOM PEKOMEHAYETCS TIHIATEIBHO PACCMOTPETh BCE BO3MOXHBIC BapUAHTHI JICUCHUS
(BKJIIOUAs cTaHAApPTHOE JIeUeHHE, TaKOe KaKk aHTaroHncTamu Butamuna K).

TTanreHTHl ¢ AaKTUBHBIMU 3J10Ka4YeCcTBEHHBIMUA HOBOOOpaszosanusamu (TT'B/TDJIA)

DddexkTuBHOCTE U Oe3omacHocTh npuMmeHeHus: mnpemnapata [IPAJTIAKCA i nedenus
TI'B/TOJIA y mnamueHTOB C AaKTUBHBIMH 3JIOKAYECTBEHHHIMH HOBOOOpPA30BaHHUSIMU HE
YCTaHOBJICHBI.

4.5. BzaumoaeiicTBHe ¢ IPYrHMH JIEKAPCTBEHHbIMHU NMpPeNapaTaMu U Ipyrue BUAbI
B3aUMOJAEeHCTBUSA

BsaumoneiicTBus ¢ OEIKaMHU-IIEPEHOCYUKAMU

Jaburarpana sTekcuiar sBIseTcs cyOcTpaToM 3¢QuioKcHOro Oemka-nepeHocunka P-
rmukonporenHa.  OXuIaercs, 4YTO OJHOBPEMEHHOE Ha3HaueHHe WHTHOUTOpoB  P-
TJIMKOIIPOTENHA IPUBOJUT K TIOBBIIICHUIO KOHIIEHTpaNNi TaburaTpana B mia3mMe KpoBH.

Ecinm He yka3aHo WHOe, NpH OIHOBPEMEHHOM IIPUMEHEHUHM Ja0WrarpaHa W MOIIHBIX
UHTUOUTOPOB P-ramKornpoTenHa HEOOXOJMMO TIIATENbHOE KIMHUYECKOe HalOioJeHue (B
OTHOILIECHUM TPU3HAKOB KPOBOTEUCHHS] WM aHeMuu). Ilpu OTHOBpEMEHHOM NPHUMEHEHHH
JaburarpaHa ¢ HEKOTOPBIMA HWHTHOMTOpaMH P-riamkonmpoTrenHa MOXET TOTpeOOoBaThCs
CHIWDKeHHUE 7103bI (cM. pa3nensl 4.2, 4.3,4.4u5.1).

Tabmuua 6. BzaumoneiicTBus ¢ GeKaMU-IIEPEHOCUNKAMHU.

Hneubumopwr P-enuxonpomeuna

Oo0HospemeHHoe npuMeHeHUue RPOMUBONOKA3AHo (cm. pazoen 4.3)

Kerokonazon Kerokonazon yBenmuumBan oOmme 3HaueHUS AUCoo U Cmax
naburarpana B 2,38 paza u B 2,35 pa3a COOTBETCTBEHHO, IOCIIE

OJHOKpaTHOro mpuemMa BHYTph 1036l 400 mr, 1 B 2,53 pa3a u 2,49 paza
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COOTBETCTBEHHO, I10CJI€ MHOIOKPAaTHOrO IpreMa BHYTpb 1036l 400 Mr

KETOKOHa30J1a | pa3 B CyTKH.

Hponenapon

[Ipy ogHOBpeMEHHOM TMpPUMEHEHUHM JaldurarpaHa »J3TeKcujiaTa |
nponepapona ooOmue 3HadeHHS AUCoo U Cpax JaOurarpana
YBEJIMUYUBAINCH IPUMEPHO B 2,4 pa3za 1 2,3 pa3a COOTBETCTBEHHO, II0CTIE
MHOrokparHoro npuema 400 Mr apoHemapoHa 2 pa3a B CyTKH, U
npumMepHo B 2,1 paza u 1,9 paza cOOTBETCTBEHHO, MOCII€ OJHOKPATHOTO

npuema 10361 400 mr.

HrpakoHasoun,

LUKJIOCIIOPUH

Ha ocHOBanuu pe3ynbTaTroB HUCCIENOBAHUUN i1 Vifro MOXHO OXKHIATh

3¢ heKT, CXOTHBINA C KETOKOHA30JIOM.

OOHO@D@M@HHO@ NPpUMEHEHUEe He pexoxwem)vemcg

Takposnmyc

B uccnenoBanusx in vitro oOHapyKEHO, YTO TAKPOIUMYC UMEET TaKOh
e ypoBeHb uWHTHOWpYyromero 3¢dekra Ha P-rmukomporenH, Kak
UTPAKOHA30J1 U uKJIocnopuH. [IpuMeHenne qaduratpaHa 3TeKcuiara
BMECT€ C TaKpOJUMYCOM He OBUIO M3yYeHO B KIMHUYCCKHX
uccienoBanmsix. OJHAKO OrpaHUYEHHBIC KIMHUYECKUE HaHHBIE O
NPUMEHEHUH BMECTE C JpyruMm cyocTtpatoMm P-rmukomporenHa
(9BEpOMMMYCOM) TIO3BOJISIOT MPEATIONOXKHUTh, YTO UHTHOMpoBaHue P-
TIIMKOTIPOTEMHA TaKpOJIMMYCOM cllabee, 4YeM Tpu [PUMEHEHHU

MOIITHBIX I/IHI‘I/I6I/ITOpOB P-FJII/IKOHpOTeI/IHa.

I'nexanpeBup/

MUOpPEHTACBUP

OnHOBpEMEHHOE HCIIONb30BaHUE KOMOMHALNMK (PUKCHPOBAHHBIX 103
WHTUOUTOPOB P-rmukonporenna  riekamnpeBupa/muOpeHTacBUpa
NPUBOJIUT K YBEITMYCHHUIO KOHIICHTPALIMH TabUraTpana B Iia3Me KPOBU

Y MOKET IOBBICUTH PUCK KPOBOTECYCHUM.

Cneoyem cobnrwdams OCMOPOIAHCHOCHIb 6 CTIYyUae 00H06D€M€HH020 NPUMEHEHUA (CM. pazoenvl

4.2u4.4)

Bepanamuin

[Ipu ogHOBpEeMEHHOM NpUMEHEeHUH AaburarpaHa srekcuiara (150 mr)
U Bepamammia s npueMa BHYTPh Cmax W AUC paOurarpana
YBEIMUUBAINCh, HO CTENEHb 3TOT0 YBEJIWYEHHs pasziuyagach B
3aBUCUMOCTH OT BPEMEHU TIpUeMa U JIEKapCTBEHHOH (OPMBI
Bepanamuia (cM. paznensl 4.2 u 4.4).

MaxkcumanbHOE YBEIWYEHHE 3KCIIO3UIMH Ja0uraTtpaHa HaOI01anoch
npyu TpueMe MepBOM 03Bl JIEKapCTBEHHOW (OpMBI Bepamamuia ¢

HEMeE/JICHHBIM BBICBOOOKICHHEM 3a OJIMH Yac JI0 IpuemMa jJadurarpaHa
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sTekcunara (yBenndeHUe Cmax NPUMEPHO B 2,8 paza M yBEINYECHHE
AUC npumepHo B 2,5 paza). DPPeKT NOCTENeHHO yMEHBIIAICS TpU
npueMe JIEKapCTBEHHOM (opMBl BepamaMmwia C  JAJIUTEIbHBIM
BBICBOOOXKeHHEeM (yBenmmueHue Cmax mnpuMepHo B 1,9 pasa u
yBenuuenne AUC npumepHo B 1,7 paza) unm npu npueme
MHOTOKpaTHBIX 703 Bepanammia (yBenudeHue Cmax TpuMepHO B 1,6
pasa u yBennuenue AUC npumepHo B 1,5 paza).

He waGmoganock 3HAYMMBIX — B3aWMOJCHCTBHM TpU  TIpHEME
BepamamMmia uepe3 2 yaca Iociie npueMa aadurarpaHa 3TeKcuiara
(yBennuenne Cmax ipuMepHo B 1,1 paza u yBenuuenne AUC npuMepHO
B 1,2 pa3a). OT0 0OBACHSAETCA TOJHBIM BCACHIBAHMEM Ja0uraTpaHa

yepes 2 yaca.

Amuonapon

IIpu onHoBpemenHoM npumeHenun npenapata IIPAJTAKCA ¢
OJIHOKPAaTHOM mepopanbHOi 103011 600 Mr amuomapoHa CTENEHb M
CKOPOCTh BCAaChIBaHMSI aMHUOJAPOHA M €ro aKTHMBHOIO MeTabojuTa
JIe33TUIIaAMUOIapOHa CYIIECTBEHHO He M3MeHsuch. 3HadyeHuss AUC u
Cmax JmaburaTpanHa Bospactanu mnpumepHo B 1,6 paza u 1,5 paza
COOTBETCTBEHHO. YUWTHIBAasl JJIUTENbHBIM IEPHOJ IOTYBBIBEICHUS
aMHOJIapOHa, BO3MOXKHOCTb B3aMMOJECHCTBHUS MOXET COXPAHSITHCS B
TE€YEHHE HECKOJIbKO HeJNlesb MOC/ie OTMEHBl aMHOIapoHa (CM. pa3/ieibl

42u4.4).

XUHUIUH

Xuuuane HazHayaad B 1o3e 200 Mr xaxkable 2 4yaca J0 JOCTHIKEHUS
obmeit mo3b1 1000 mr. /laburarpana sTeKcwJiaT Ha3Ha4ajdud 2 pasza B
CYTKHU B T€YeHHE 3 AHEH monpsi, Ha 3-i IeHb — C XMHUJAWMHOM WK 0e3
xuHuAnHA. 3HAaYeHUS AUC 55 B Cax,ss TaOUTaTpaHa YBETUYHBAIINCH B
cpennem B 1,53 pa3a u 1,56 paza cOOTBETCTBEHHO, PY OJHOBPEMEHHOM

MIPUMEHEHUU ¢ XUHUAUHOM (CM. pa3aensl 4.2 u 4.4).

Knaputpomunyn

[Ipu omHOBpEeMEeHHOM TTpUMEHeHnH KiaputpomuiHa (500 mr 2 pa3a B
CYTKM) C Jga0buraTpaHa 3TEKCHUJIATOM Y 3JIOPOBBIX J100pPOBOJIBLIEB
Habmonanock ysenuuenue AUC npumepno B 1,19 pa3a u yBenuuenue

Cmax ipuMepHoO B 1,15 paza.

Tukarpenop

IIpy OJHOBpEMEHHOM MPUMEHEHUH OJHOKPATHOM J03bl 75 Mr
nadurarpaHa dTEKCWJIaTa ¢ Harpy3o4Hoil no3oii 180 mr tukarpenopa
3HayeHuss AUC u Cmax JaOurarpana yBenuuuBaiuch B 1,73 pasa u

1,95 paza  coorBercTBeHHO. Ilocie  MHOrokpaTHOro  mnpuema
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tukarpeaopa 90 Mr 2 pa3a B CYTKM YBEIMYEHHE OHKCIO3ULUU
naburarpana cocraBisuio 1,56 pasa u 1,46 paza it Cmax 1 AUC
COOTBETCTBEHHO.

OnHOBpeMEHHOE Ha3HAYEHUE HArpy304HOM 10361 180 Mr Tukarpenopa
u 110 mr paburarpana srtexcmiara (B PaBHOBECHOM COCTOSIHHH)
yBennunBano 3Ha4eHUsI AUC:ss U Cmax,ss JaOuratpana B 1,49 pasa u
1,65 paza COOTBETCTBEHHO, IO CPAaBHEHUIO C TMPHUEMOM OJHOTO
naburarpana srekcwiara. [Ipyu Ha3HaYeHUH HAarpy3049HOM 10361 180 Mr
TUKarpesnopa uepe3 2 daca mnociue mpuema 110 mr paburarpana
dTeKCUIaTa (B paBHOBECHOM COCTOSIHUN) cTeneHb yBenudeHust AUC s
U Chaxss Jaburarpana cHmwxkamace 10 1,27 paza u 1,23 paza
COOTBETCTBEHHO, IO CPaBHEHHIO C IMPUEMOM OJHOro jaaldurarpaHa
aTekcuiiata. Takoi pa3lenbHbId MPUEM PEKOMEHAYETCS IS Hadaja
TEpanuy TUKArpeaopoM C Harpy304HOM 103bI.

OpnnoBpemeHHoe HaszHaueHue 90 Mr Tukarpeinopa 2 pa3a B CYTKH
(momnepxkuBaromiass go3a) ¢ 110 Mr pmaburaTtpaHa STeKcuiata
yBenmuuuBaio ckoppekthupoBaHHble 3HAYeHUS AUCiss U Crmaxgss
naburarpana B 1,26 paza u 1,29 paza cOOTBETCTBEHHO, IO CPAaBHEHHIO C

IPUEMOM TOJBKO JadurarpaHa 3TeKCUIaTa.

ITo3akoHa3zo0m1

[TozakoHa3om Takke B OINPEACICHHOW CTENeHHW WHruoupyer P-
TJIMKOTIPOTENH, HO OH HEe OBUT U3yYeH B KIIMHUYECKUX MCCIIEIOBAHUSIX.
Crnenyer coOmromath OCTOpPOKHOCTh, korma mpemapat [TPAJIAKCA

Ha3sHaA4YacTCsA OAJHOBPEMEHHO C ITO3aKOHA30JI0OM.

Hnoyxkmopwt P-enukonpomeuna

Cnedyem uzbezcamo 00H06D€M€HH020 NPUMEHEHUA

Hamnpumep,
pudammuImH,
3Bepoboit
IIPOJABIPSIBICHHBIN
(Hypericum
perforatum),
KapOamMasenuH

win (EHUTONH

Oxmumaercs, YTO OJJHOBPEMEHHOE HA3HAYCHHUE MIPUBOJUT K CHUKCHUIO
KOHIICHTpaIuid JaburarpaHa.

[IpenBaputenbHbIN pueM WHIYKTOpa P-rimukonporenna
pudamnunuHa B 103e 600 mMr 1 pa3 B CyTKHU B TeUeHHUE 7 THEH yMEHbIAT
MaKCHMAaJIbHYIO U OOIIYIO SKCTIO3HIINIO JaburaTpaHa u oOIIHid ypOBEHb
Bo3AercTBUs Ha 65,5% u 67% coorBeTcTBeHHO. WMHIynupyrommii
3¢ dexT yMeHbIIaICsa, YTO MPUBOAMIO K SKCIO3UIMU Jaburarpana,
OJIM3KOM K pedepeHCHOMY 3HAYCHHUIO, K 7-MY JHIO ITOCIIE TPEKPAICHUS
nedeHus pupaMnuuHoM. [labHeNIero yBenndeHus: OMoJ0CTyTHOCTH

erie uepes 7 JHEH He HaOII01a10Ch.
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Huneubumopel npomeasvl, maxue Kax pumoHasup

00H06D€M€HHO€ NnpumeHeHue He peKOMeﬂdvemc;z

Hanpuwmep, OTH mpenapathl BIUSAIOT Ha P- raukonporewH (qub00 B KadecTBe
PUTOHABUP M €r0 | MHTUOUTOpa, JUOO B KadecTBEe HHAYKTOopa). OHM HE H3ydaluCh M
KOMOMHAIIMK  C | TO3TOMY HE PEKOMEHIYIOTCS JUIsl OJHOBPEMEHHOTO HAa3HAYEHUS C
JIpYTUMU npenapatoM [TPAJTAKCA.

WHTUOUTOpaMHU

pOTea3bl

Cybcmpam P-enuxkonpomeuna

Jurokcun B xome wuccienoBaHus, TMPOBEICHHOTO C ydacTueM 24 310pOBBIX
TOOpOBOJIBIIEB, TIPM  OJIHOBPEMEHHOM TPUMEHEHHMH Tperapara
IMPAJJAKCA u guroxkcrHa HE HAOJIOJAI0Ch HUKAKMX W3MEHEHHI
SKCHO3ULIMM JHUTOKCMHA W KIWHWYECKH B3HAYMMBIX HM3MEHEHUH B

AKCTIO3UIMH JaburarpaHa.

AHTI/IKOEIFV.H}IHTBI Hn  JCKAPCTBCHHBIC CPCACTBA, KOTOPLIC I/IHFI/I6I/IDVIOT arperaimro

TPOMOOIIUTOB

JlekapcTBEHHBIE CPEICTBA, TEPaINUs KOTOPHIMU HE HCCIIENOBAIaCh WU OMNBIT MPUMEHEHUS
KOTOPBIX OIPaHUYEH, U KOTOPhIE MOTYT MOBBICUTH PUCK KPOBOTEUEHUH MPH OJHOBPEMEHHOM
[IPUMEHEHUN c npernapatoM  [IPAJTAKCA: AQHTUKOATYJISHTBI, TakMe  Kak
HepakunonupoBanHslii remapudH (HOI), nuzkomonekynspueie remapunbl (HMI) u
MpOM3BOHBIC renapuHa (hoHganapuHYKC, AE3UPYINH), TPOMOOIUTHIECKUE JIEKAPCTBEHHBIE
mpernapaTbl M aHTAaroHUCThl BUTamMuHAa K, puBapokcabaH wuiud Jpyrue mepopaibHbie
AHTUKOAryJISHTHI (cM. pasnen 4.3), a Takke JIEKapCTBEHHBIE CPENICTBA, KOTOPhIe HHTHOUPYIOT
arperanuio TpoMOOIIMTOB, Takue Kak aHTaroHucThl perentopoB GPIIb/Illa, TuxmonuauH,
mpacyrpell, THKarpenop, IeKCTpaH u CyabGUHITUPA30H (cM. pazaen 4.4).

Ha ocHoBanuu nanubix, coopannbix B uccienoBanuu 11 ¢aszer RE-LY (cMm. pa3nen 5.1), 6pu10
OTMEUEHO, YTO COIyTCTBYIOIIEE UCIIOJIb30BAHUE JIPYTUX MEPOPATHHBIX WM MapeHTEPATbHBIX
AHTUKOATyJISHTOB YBEIMYMBAET YACTOTYy OOJNBIIMX KPOBOTCUCHUH TMPHU JICUCHUU KaK
JaburarpaHa STEKCHJIATOM, TakK W BappapuHOM NpHOIU3WTENBHO B 2,5 pasa, TJIaBHBIM
00pasoM, mpu MEPEBOJIC C OJHOTO AaHTUKOATYJISIHTA Ha Apyrou (cm. pazzaen 4.3). Kpome Toro,
COIMYTCTBYIOIIEe MpuUMeHeHne antuarperanToB, ACK wnm kimomugorpena mpuOIU3UTEIHHO
yABaMBAJIO YACTOTY OOBIINUX KPOBOTCUCHH MTPH JICUCHUH KaK JaburaTpaHa dTEKCHUIATOM, TaK

u BaphapuHoM (cM. paznen 4.4).
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H®T' MoXHO mnpuMEHSTh B J03aX, HEOOXOAUMBIX MJI MOAJCPKAHUSA IMPOXOJUMOCTH
[IEHTPaAJILHOTO BEHO3HOT'O MJIM apTepHalibHOTO KaTerepa (cM. pasnen 4.3).
Tabnuua 7. B3aumozeicTBUS ¢ aHTUKOATYJISHTAMH U JIEKaPCTBEHHBIMHU CPEJICTBAMU, KOTOPBIE

WHTHOMPYIOT arperanuio TPOMOOIIMTOB.

HIIBII IToka3zano, yto npumenenne HIIBII niis kxpaTKOBpEMEHHON aHAIbI€3UU
He OBLUIO CBSI3aHO C TMIOBBIIEHHEM pPHUCKAa KPOBOTEUCHUS IPHU
OJIHOBPEMEHHOM TIPHUMEHEHUW ¢ jaburarpaHa jsTekcuiatoMm. I[lpu
JIJIMTEIbHOM TIpuMeHeHuu B Xxone wucciegoBanuss RE-LY HIIBII
MOBBIIIIAIM  PUCK KPOBOTeUeHUs mpubmm3utenbHo Ha 50%  mois

naburarpana sTeKcuiara u BapgapuHa.

Knonunorpen VY 310pOBBIX MOJIOJIBIX JOOPOBOJIBLIEB MYKCKOTO 110JIa OAHOBPEMEHHOE
Ha3HayeHHe JaburaTpaHa 3TEKCHJIaTa M KJIOMUAOTpeNa HE BBI3BIBAJIO
JIOTIOJIHUTEIBLHOTO YBEIMUYECHHSI BPEMEHU KaUJUISIPHOTO KPOBOTECUEHUS
110 CPaBHEHUIO ¢ MOHOTepamnuen kionuaorpenoM. K tomy ke 3HaueHHst
AUCrss U Chaxss Jgaburatpana ¥ TOKa3aTeId  KOATYJISAIUH,
MCIIOJIB3YIOLIUECS JIsl OLICHKHU BIIMSHUA Aa0urarpaHa Wi MOoKa3aTean
BIUSHUS KJIONUAOTpPENa Ha IMOJaBIEHUE arperanuyd TPOMOOIIUTOB,
OCTaBalUCh HEU3MEHHBIMH TIPU CpPaBHEHUH KOMOWHHUPOBAHHOMN
TepamMu M  COOTBETCTBYIOUIEH MOHOTepanuu. Ilpm  mpueme
Harpy304Ho# 10361 kaonuaorpesna 300 mr wim 600 mr 3HaueHuss AUC g
U Cuaxss AaOurarpana yBenuuuBainch npumepHo Ha 30-40% (cm.

paznen 4.4).

ACK OnHOBpeMEHHOE TTPUMEHEHHUE ¢ JaburaTpaHa dTeKCUiIaToM B jo3e 150
MT 2 pa3a B CYTKH MO>KET MOBBICUThH PUCK JIIOOBIX KpoBOTeueHuM ¢ 12%
1o 18% u 24% npu gozax ACK 81 mr u 325 Mr coOTBETCTBEHHO (CM.

paznen 4.4).

HMI' OnnoBpemenHoe npumeHenne HMI', Takux Kak SHOKCalapuH, M
naburaTpaHa JTEKCuiaTa, CHeNualbHO He uccienoBanock. Ilocne
nepeBojia ¢ TPEXIHEBHOM Tepanuu dHokcanapuHoM 40 mr 1 pa3 B cyTku
/K, 4epe3 24 daca mocie BBEACHUS IMOCIEAHEH 03Bl YHOKCAapuHa
9KCIO3ULMs JaldurarpaHa Obljla HECKOJIBKO HIKE, 4YeM [oclie
IPUMEHEHUS TOJbKO JaburaTpaHa STekcuiara (OZHOKpaTHas [03a
220 mr). Habmromanock noseiienre antu-FXa/Flla akTuBHOCTH mocie
OpUMEHEeHHUs  JaburaTpaHa dJTEKCHIaTa C  [PEABAPUTEIBHBIM

Ha3Ha4YCHWEM »JHOKcamapuHa 10 cpaBHeHuio ¢ aHtu-FXa/Flla
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aKTUBHOCTBIO TIPU JIEYEHUU TOJBKO Ja0urarpaHa 3TEKCHUIIATOM.
Cumnraercsi, 4To 3T0 00YCIOBICHO OCTaTOYHBIM S(PPEKTOM JIeUCHHUs
SHOKCAallapuHOM ¥ HE  SBIAETCAd  KIMHUYECKH  3HAYHMBIM.
[IpenBapuTensHOE HA3HAYCHNE YHOKCAITAPHHA CYIIECTBEHHO HE BIIUSIIO

Ha JPYTruc aHTUKOAT'YJISIHUOHHBIC ITOKA3aTCIIN ;[a61/1ranaHa.

JIpyrue B3auMOJIEHUCTBUSI

Ta6muma 8. J[pyrue B3auMoaeiCTBUSI.

Cenexmugnvie uneubumopwvl oopamnoeo saxeama cepomonuna (CHUO3C) unu cenexmusHwle

uHeubUmMopwvl 06pamno2o 3axeama cepomonuna u Hopaopenaruna (CHO3CH)

CHO3C,
CHO3CH

CHO3C u CMO3CH noBsIIaJii pUCK KPOBOTEUEHHS B UCCICIOBAHUU

RE-LY Bo Bcex rpynmax JieyeHusl.

Bewecmea, enuaowue na pH dcenyoounozo cooepicumozo

[TanTompazon

IIpu ongHoBpemenHom mnipumeHenun npenapara I[IPAJIAKCA ¢
naHTomnpasoysioM Habmonmanoch ymenbmenne AUC paburarpana
npubmm3utenbHo  Ha  30%. B KIMHMYECKHMX — HCCIETOBaHUSIX
NAHTONPa30Jl M JApyrue WHTHOUTOpHI mpoToHHoro Hacoca (MITH)
Ha3Hayaauch onaHoBpemMeHHO ¢ npenapatom [IPAJIAKCA, wu
onHoBpeMeHHoe mnpumenenne WIIH nHe cHmwkano sddekTuBHOCTH

npenapara [IPAJIAKCA.

Panntunun

OnHOBpeMEHHOE  NPUMEHEHUE  paHUTUAMHA C  [pPEenaparom
ITPAJIAKCA He oKa3pIBaji0 KIMHAYECKH 3HAYMMOI'O BIMSHHUS Ha

CTCIICHb BCAaCbhIBaHUA /:[a6HranaHa.

BzaumonencTeus,

CBA3aHHBIE C MeTaboanyeckuM npoduieM aadurarpaHa dTEKCUIIaTa

naburaTpaHa

Jlaburarpana 3TekcuiaaT U gaburarpaH He METa0OJIM3UPYIOTCS CHCTeMOM IuToxpoma P450 u

HE OKAa3bIBAIOT in Vitro HUKAKOTO BIUsHMUS Ha ¢epMmeHThl 1uToxpoma P450. Ilostomy

BSaHMOﬂeﬁCTBHH z[aGHranaHa C COOTBCTCTBYIOIIMMH JICKAPCTBCHHBIMU CPCACTBAMH HC

OXXHNAACTCA.

4.6. PepTUIBHOCTD, 0€PEMEHHOCTb U JIAKTAIUSA

bepemeHHOCTD

JlanHble O MpuUMEHEHWH AaburatpaHa STEKcUaTa BO BpeMs OEPEeMEHHOCTH OTCYTCTBYIOT.

IToTeHUMaNBHBIN PUCK Y YEJIOBEKA HEU3BECTEH.

KenmnaMm penpoyKTUBHOTO BO3pacTa ciielyeT u30erarb HacTyIUIeHHUs] OepeMEeHHOCTH MpHU

JICYEHUU TIpernapaToM
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mpernapara HE pPEKOMEHIYeTCs, 3a HCKIIOYCHHMEM CIIydaeB, KOIZAAa OXKuAaemas I10Jb3a
IIPEBBIIIAECT BO3MOKHBIN PUCK.

Jlakranus

ITpu HeoOXxoaMMOCTH IPUMEHEHHUS IIpenapara B IEpUO/ TPYJHOIO BCKapMIIMBaHMsI, B CBA3H C
OTCYTCTBUEM KIIMHUYECKUX JaHHBIX, TPYJHOE BCKapMIIMBAHUE PEKOMEHYETCs IPEKPATUTh (B
KaueCTBE MEPHI IPELOCTOPOKHOCTH).

DdepTUabHOCTD

B skcniepuMeHTanbHBIX MCCIEIOBAHUAX HE YCTAHOBJIEHO HEOIAroNnpHUsATHOrO BO3/IEHCTBUS Ha
(epTHIIBHOCTD WM MIOCTHATAIBHOE PA3BUTHE HOBOPOKIAEHHBIX.

4.7. BuusiHMe Ha CTIOCOOHOCTDH YNPABJIATH TPAHCIIOPTHBIMH CPeICTBaMHU U PadoTaTh €
MeXaHU3MaMH

Brmusaue npenapata [TPAJIAKCA Ha cmocoOHOCTh yIPaBJIsITh TPAHCIIOPTHBIMU CPEICTBAMHU
U 3aHUMATbCA JPYTUMHU IOTEHIMAIbHO ONACHBIMHU BUAAMHU JESITEIbHOCTH, TPEOYIOLIMMHU
NOBBIIIEHHONW KOHIIGHTPALlMM BHUMAaHHUS M OBICTPOTHI IICUXOMOTOPHBIX peakiuil, He
U3y4aJloch, HO yUuThIBas, uyTo npumeHeHue npenapara [IPAJTAKCA MoxeT conpoBOXIaThCs
HOBBIIIEHHBIM PHUCKOM KPOBOTEYEHUH, ClIeAyeT COOII01aTh OCTOPOKHOCTh ITPH BBIOJIHEHUH
TaKUX BUJOB J€SITEIbHOCTH.

4.8. HexenaTeabHbIEe peakunu

TabauyHoe PEe3IOME HEXKENATEIbHBIX DEAKIIUN

YacToTa HOOOYHBIX pEaKIfii, KOTOPbIE MOTYT BOZHUKATh BO BPEMsI TEpAITUH, IIPHUBEICHA B BUJIC
cienyromend rpaganuu: o4eHb dacto (>1/10); gacto (>1/100, <1/10); mewacto (>1/1 000,
<1/100); peaxo (>1/10 000, <1/1 000); ouenp penko (<1/10 000); HEem3BecTHO (YacTOTa HE
MOXKET GBITB OLICHCHA 1O AOCTYITHBIM ,Z[aHHBIM).

Tab6muia 9. [lobouHbIe peakum.

CucTeMHO-OpraHHbIN Kiacc/ YacToTa BOSHUKHOBEHHUS

[To6ounkrit 3 ekt IMpo¢dunaxkruxa uHCYybTa, | Jleuenne ®  TpoQHIAKTHKA
CHCTEMHBIX TPOMO0IMOOJINI U | peIUIUBOB OCTpOTO
CHIDKEHHE cepaedHo- | TpoM003a  TIIyOOKHX

cocymuctoii cmeptHoctH Y | (TT'B) w/mnm tpombGoamOboann
B3pOCIBIX  manueHtoB (B | jerounoi aprepuu (TOJIA) n

Bo3pacte oT 18 Jer) c | mpoduIaKTHKa CMEpPTENbHBIX

HEKJIaaHHOW (QUOpHILIAIIneH
MpeAcepAud W OJHUM WJIHU

6onee pakTopamu pucka

HCXO/I0B, BBI3bIBAEMbBIX STHMHU
3a00JIEBAHUSIMH Y B3POCIIBIX
ManueHToB (B Bo3pacTte oT 18

JIET)

Hapywenus co cmoponul kposu u tumgamuueckou cucmembl:
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aHeMMUs 4acTo HEYacTo
CHI)KCHHE YPOBHS TeMOTriioOnHa HEYacTo HEU3BECTHO
TPOMOOIIUTONICHHUS HEYacTo penko
CHI)KCHHE TeMaTOKPUTA penko HEU3BECTHO
HeUTponeHus* HEHM3BECTHO HEU3BECTHO
arpaHyJoIHUTO3* HEH3BECTHO HEH3BECTHO
Hapywenus co cmopoHvl UMMYHHOU cucmembi:

peaKIuy TUIIEPIYBCTBUTEIBHOCTH HEYacTo HEYacTo
KOJKHasl ChIIb HEYacTo HEYacTo
KOXKHBIN 3y]1 HEYacTo HEYacTo
aHapUITAKTUYECKAst PEaKIus peako peako
AHTMOHEBPOTUYECKHH OTEK penko penko
KpaIruBHUIIA penko penko
OpoHxocma3m HEU3BECTHO HEU3BECTHO
Hapywenus co cmoponul HepsHotl cucmembi:

BHYTPHUYEPEITHOE KPOBOTCUCHUE HEYacTo penko
Hapywenus co cmoponwl cocyoos:

reMaToMa HEYacTo HEYacTo
KPOBOTCUCHHE HEYacTo HEYacTo
Hapywenus co cmopoHbvl dvixamenvbHoll cucmembvl, OP2ano8 2pyoOHOU KiemKu U CPe0OCmeHUs.:
HOCOBOE KPOBOTCUCHHUE 4acTo 4acTo
KpOBOXapKaHbe HEYacTo HEYacTo
Kenyoouno-Kuuieynvie HapyuleHus:

YKEITYIOYHO-KHUIIIEUHBIE KPOBOTCUCHUS 4acTo 4acTo

0O0JIb B KHUBOTE 4acTo HEYacTo
muapest 4acTo HEYacTo
JACTICTICHSI 4acTo 4acTo
TOITHOTA 4acTo HEYacTo
peKTaIbHbIE KPOBOTECUCHHUS HEYacTo 4acTo
reMOPPOUTATIbHBIC KPOBOTCUCHHMS HEYacTo HEYacTo
n3bs3BiICHUE ciu3uctoi 00omouku JKKT HEYacTo HEYacTo
ractpo33odarur HEYacTo HEYacTo
ractpoa3odareaabHas pedirokcHas | He9acTo HEYaCTO
00JIe3Hb
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pBOTa HCYaCTO HCYaCTO

mucharus HEYacTo peako

Hapymenuﬂ CO CMOPOHbL neverHu u cheﬂ’{e6b1600ﬂu4ux nymeﬁ

HapyueHne QyHKIMY TeUeHH HEYacTo HEYacTo

IIOBBIIICHUEC AKTUBHOCTH | HCYACTO HCYaCTO

aJlaHMHAMUHOTpaHCcepasbl

ITOBBIIICHHUEC AKTUBHOCTH | HEYACTO HEYacTo

acrapTaTaMHHOTpaHC(epasbl

HOBBIIICHHE AKTUBHOCTH «IECUYCHOYHBIX» | PENIKO HEeJyacTo
TpaHCaMHUHa3
rUnepouInpyOuHeMus penko HEU3BECTHO

Hzmenenus co CMOPOHbL KOJHCU U NOOKOMCHBIX MKAHE:

KOKHBIM reMOpparu4ecKuii CHHIPOM 4acTo 4acTo

a.HOHGI_II/IH* HCHU3BCCTHO HCHU3BCCTHO

Hapymenuﬂ CO CNMOPOHbBL MbluxlellHOiz, CKeNlemHOl U COeOUHUMETbHOU MKAHU.!

reMapTpo3 penKo HEYacTo

Hzmenenus co CMOPOHbL NOYEK U MO‘[Q@bl@O()}lu/[MX nymeﬁ

YPOIrCHUTAJIIbHBIC KPOBOTCUCHUA, B T.4. | 4aCTO qacTo

remMarypust

Obwue HapywieHus U peakyuu 8 Mmecme 66€0eHUsL:

KPOBOTCUYCHUA U3 MCCTAa NHBCKIITUN pEaKo pPEaAKo

KPOBOTEUYEHHMSI U3 MECTa BBEJICHUS KaTeTepa | PeIKo penko

Tpasmsi, uHmMOKCUKAYUA U OCTIOHCHEHUS NPOYeOdYD:

MOCTTPAaBMATHUYECKOE KPOBOTCUCHHE penKo HEYacTo
KPOBOTCUCHHSI M3 MECTa OIEPAlMOHHOTO | PEIKO penKo
JOCTYyTIa

* JlanHble 10604HbIe 3()(HEKThI He OBUTH 3apPETUCTPUPOBAHBI B KIIMHUYECKUX UCTBITAHUAX KaK
MoOOYHBIE ACUCTBUS (TOIBKO MOOOUYHBIE A (DEKTHI); ClIeI0BATEIHHO, YaCTOTA HE MOXKET OBITh
paccunTaHa.

Pacuer yacToThl T0O6OYHBIX 3((HEKTOB OCHOBAH HA TOCTMAPKETHHIOBOM OIIBITE.

COO6H_IGHI/IG 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo cooOmarb 0 mOI03pEBaeMbIX HEXKENATEIbHBIX PEaKIMsIX IMOoCIe pPerucTpanuu

mpenapaTta ¢ LEeJbl0 O0ecCreueHus: HEeMpPEephIBHOIO MOHUTOPUHIA COOTHOUIICHMS «I10JIb3a —
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PHUCK» JIEKapCTBEHHOT'O Mpemnapara. MeauImHCKUM paboTHUKaM peKOMEHAYyeTcsl coo0marTh o
TIOOBIX TOA03PEBAEMBIX HEXKENATEIbHBIX PEaKIUAX JIEKapCTBEHHOTO TMpernapara uepe3
HAI[MOHAJIbHBIC CHUCTEMBI COOOINEHUS O HEKENATeIbHBIX PEAKIHMSIX TOCYyNapCTB — YIICHOB

EBpa3zuiickoro 3KOHOMHUYECKOT0 COH03a:

Poccuiickas @edepayus:

denepanpHas cnyx0a mo Haa30py B chepe 3npaBooxpanenus (PocsnpaBHanzop)

109012, MockBa, CnaBsgHcKas II0maab, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

OnexTponHas noyra: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru/

Pecnyonuxa Kazaxcman:

PI'TI na IIXB «HaunonansHubiil LieHTp sKCEpTU3bI IEKAPCTBEHHBIX CPEACTB U MEIULIMHCKUX
u3nenuity Komurera MeaumuHCKOTO # (HapMaleBTHYECKOTO KOHTpoJis MUHHUCTEpCTBa
3npaBooxpanenus Pecy6nuku Kazaxcran

010000, r. Acrana, paiion baitkonsip, yi. A. Umanosa, 13 (bL] «Hypcaynet 2»)

Tenedon: +7 7172 235 135

OnexTponHas noyra: farm@dari.kz

http://www.ndda.kz

Pecnybnuxa benapyco:

VII «LIeHTp 3KCIIEepTU3 U UCIIBITAHUH B 3{PaBOOXPAaHEHUN»

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

Tenedpon/dPaxc: + 375 17 242 00 29

DnekTpoHHas rovrta: repl@rceth.by

http://www.rceth.by

4.9. Ilepeno3upoBka

CuMnOTOMBI

Ho3sl npenapata [TPAJIAKCA, npeBsilarone peKkoMeH1yeMble, TPUBOIAT K MOBBIIICHUIO
pHUCKa KPOBOTEUCHHSI Y TIAIIMCHTA.

Jleuenue

B ciydyae mono3peHus Ha Iepeo3UpOBKY KOAryJIslHOHHbIE TECThI MOTYT IIOMOYb ONPEAEIUTh
puck kpoBoteueHus (cMm. pasznenst 4.4 u 5.1). KanubGpoBanHsiii konudecTBeHHBIN TecT (pTB)
WIH TIOBTOpHBIE U3MepeHus pTB maroT BO3MOKHOCTh IMPOTHO3UPOBATH BpEeMs, Koraa OyayT
JOCTUTHYTHI OMNpPENEICHHbIE YPOBHH naduratpana (cMm. pasmen 5.1), Takke B KadecTBe

HOHOHHHTGHBHOﬁ MEPbI MOKHO HaA4YaTh AUAJIN3.
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UpesMepHasi aHTUKOATYJSIIHUS MOXKET MOTpeOOBaTh BPEMEHHOTO MPEKpalIeHHs JeueHUs
npenapatom [IPAJTAKCA. ITockonbKy gaburaTpa B OCHOBHOM BBIBOJHMTCS TOYKAMH, CIIETYET
NOJ/ICP)KUBATh aJIeKBaTHBINA auype3. B CBS3u ¢ TeMm, YTO CTENeHb CBS3BIBAHUSA C OelKaMu
I1a3Mbl KPOBH HU3Kasl, JaOUraTpaH MOXET BBIBOJUTHCS C MOMOUIBIO IHAN3a; KIMHUYECKUN
OTIBIT, AEMOHCTPUPYIOMIUN TMOIb3y NPUMEHEHHUs Iuaiu3a B KIMHUYECKUX HCCIIEOBaHUSIX,
orpaHuueH (cM. pazzien 5.2).

Jleuenue kposomeuenuu

B cinywae remopparnueckux ocnoxsHenuil sedenue npenapatom IIPAJIAKCA crnenyer
NPEKPAaTUTh U YCTAHOBUTH MCTOYHHMK KpPOBOTEUYEHMs. B 3aBUCMMOCTH OT KIMHHUYECKON
CUTYyallMM CJeIyeT HCIOJb30BaTh COOTBETCTBYIOIIME MOJACPKUBAIOLINE METObI JICUCHHUS,
HarpumMmep, XUpypruueckuii remoctas i Boccranonienue OLK, no pemenuto Bpaya.

Jns cutyauuii, xorma Tpedyercsi ObICTpoe yCTpaHEHUE AHTHUKOAryJIsSHTHOW aKTUBHOCTH,
CYLIECTBYET cnerupuyeckuii aHTaroHucT (apMaKoJUHAMUYECKOrO JeHcTBUs naburarpasa,
npenapat IIPAKCBAVH]] (unapyuusyma6), BBeIeHHE KOTOPOTO TI03BOJISIET HEHTPaIH30BaTh
aHTUKOAryJIAHTHBIN 3¢ ekt npenapara [IPATAKCA.

Mo>KHO paccMOTpPETH 11eJecO00pa3HOCTh MPUMEHEHHS KOHLIEHTPATOB (haKTOPOB CBEPTHIBAHUS
KpOoBU (aKTMUBHPOBAHHBIX WJIM HE aKTMBHUPOBAHHBIX) WIM pekoMOMHaHTHoOro (akropa Vlla.
HmeroTcst HeKOTOpbIe SKCIIEPUMEHTANIbHBIE TaHHBIE, CBUIETEIbCTBYIOIINE O BO3MOKHOCTH UX
NpUMEHEHHs JJIsl TMPEeKpalleHus aHTUKOAryJasHTHOTO 3¢¢ekra nadurarpaHa, HO JaHHbIC
OTHOCHUTENIbHO UX MOJb3bl B KIMHUYECKUX CUTYyallMsIX, a TAKK€ OTHOCHUTEIbHO BO3MOXKHOTO
pUCKa PHUKOIIETHOW TPOMOOSMOOIUU OYEHb OrpaHUYEHBI. Pe3ynbTarhl KOaryJasiuOHHBIX
TECTOB MOTYT CTaTh HEIOCTOBEPHBIMH IOCJIE MPUMEHEHHs IpeagaraeMblX KOHIICHTPATOB
¢daxTOopoB cBepTHIBaHMS KpoBH. ClieyeT coOM01aTh OCTOPOKHOCTD MPH UHTEPIPETALIUN STHUX
TecToB. Takxke cieayeT coOMIOAaTh OCTOPOKHOCTh TMpU NPUMEHEHHHM KOHIIEHTPATOB
TPOMOOLIUTOB TPHU HAJIMYUKU TPOMOOLMTONEHUH WM TNPUMEHEHUM AaHTHArperaHTHbBIX
JIEKapCTBEHHBIX CPEJCTB JUTMTEIBHOTO ACHCTBH. Bee cumnromarnyeckoe iedeHrne IpoBOIsST
10 PELICHUIO Bpaya.

B cnyuae 3HAYMTENBHOrO KPOBOTEUEHHS CJIEAYET PAaCCMOTPETh BOMPOC O KOHCYJbTALUU
CHEIHaJIMCTa M0 reMocTa3y (MIpH HaJTU4YUU JAaHHOTO CIEINANINCTA).

5. ®APMAKOJOTMYECKHE CBOMCTBA

5.1. ®apmakoaMHAMHUYECKHE CBOMCTBA

dapMakoTeparneBTUYECKas TPyMIa: aHTUTPOMOOTHYECKHE CPENICTBA; NPSIMbIE MHTUOUTOPHI
TpoMOHHa

Kox ATX: BOIAEO7

Mexannsm geiicTBus
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Jaburatpana  3TeKcWiaT  SIBISETCS  HU3KOMOJIEKYJISIPHBIM, HEe  o0majgaroumm
(apMaKoIOTHYECKON aKTHMBHOCTBIO TPEALIECTBEHHUKOM aKTUBHOW (OpMbI naburarpana.
[Tocne mpuema BHyTph AaOuraTpaHa TEKCUIAT OBICTPO BCACKIBACTCS B JKEITYJOUHO-KUIIIETHOM
tpakte (OKKT) u, myrem ruaponusa, KaTaau3upyeMoro 3cTepa3amMu, B IIEUCHH U TIJIa3Me KPOBU
npeBpaniaerca B gaburatpad. JlaburaTtpaH sBIsSE€TCS MOIIHBIM KOHKYPEHTHBIM OOpaTUMBbIM
PSIMBIM UHTHOUTOPOM TPOMOMHA i OCHOBHBIM aKTUBHBIM BEII[ECTBOM B IJIa3Me€ KPOBH.

Tak kak TpoMOMH (CEpUHOBAs TPOTEa3a) B MPOIIECCEe KOATYIIAINN MpeBpamaeT GuOpUHOTeH B
GbuOpuH, YTHETCHHE aKTUBHOCTH TPOMOHMHA MPETISITCTBYET 00pa3oBaHuio TpoMOa. J[aburaTpan
OKa3bIBaeT MHTUOWPYIOIIEEe BO3ACHCTBHE HAa CBOOOJHBIA TPOMOWH, TPOMOWH, CBSI3aHHBIN C

(UOPHHOBBIM CTYCTKOM, U BBI3BAaHHYIO TPOMOMHOM arperamuio TpoMOOIIMTOB.

dapmakognaamMuyeckue P PeKTnl

B skcriepuMeHTaNbHBIX HCCIEA0BAHUAX Ha Pa3IMYHbIX MOJEISIX TpoMOo3a in vivo U ex vivo
MOJATBEPXKJIEHO  AHTUTPOMOOTHYECKOE JEWCTBUE W  AHTUKOAryJIsSHTHAas aKTUBHOCTh
naburaTpaHa Tocie BHYTPUBEHHOTO BBEICHHS M Ja0urarpaHa dTEKCUiaTa - Mocie ImpueMa
BHYTPb.

YcraHoBneHa mpsiMasi KOppessius MeXAy KOHLEHTpaluuen naburarpaHa B I1a3Me KpPOBU U
BBIPQXXEHHOCTBIO AHTHUKOAryJasHTHOro sQdekra. JlaburarpaH yaguHSET aKTHBUPOBAHHOE
yactuuHoe TpoMOorutactuHoBoe BpeMsi (AUTB), sxapunoBoe Bpems ceepThiBanus (OBC) u
TpomOuHoBoe Bpems (TB).

Ipogpunaxmuxa eenosuvix mpombosmoonut (BTD) nocne sndonpomesuposanus KpynHwix
cycmaesos

Pe3ynpTaThl KIMHUYECKHX HCCICNOBAHUN Yy TAIMEHTOB, MEPEHECHINX OPTONEANYECKUe
OTIepalliu - SHIOMPOTE3UPOBAHNE KOJEHHOTO U Ta300€JpEHHOr0 CYCTaBOB, - MOATBEPIUIN
COXpaHEHHE MapaMeTpPOB IeMocTa3a M SKBUBAJIECHTHOCTh NMpUMEHeHus 75 Mr win 110 mr
naburatpaHa dTeKcuiaTa yepe3 1-4 gaca mocie oneparuu 1 Mmocjaeayoen moaIepKuBaroIei
10361 150 mr umm 220 mr 1 pa3 B cyTku B TeueHue 6-10 nHeil (mpu onepanuu Ha KOJIEHHOM
cycraBe) u 28-35 nHeil (Ha Ta300€pEeHHOM CYCTaBe), IO CPABHEHHIO C SHOKCATIAPUHOM B J103€
40 mr 1 pa3 B CyTKH, KOTOPbIY MPUMEHSIIM HAKAHYHE U MOCIIE ONEpPallUH.

[TokazaHa >KBHBAJICHTHOCTh aHTUTpOMOOTHYECKOro 3¢ dexra maburarpaHa 3TeKCuiara Mpu
npuMmeHeHnn 150 Mr win 220 Mr no cpaBHEHHIO ¢ SHOKcanapuHOM B 7j03€ 40 MI' B CyTKH Npu
OIICHKE OCHOBHOM KOHEYHOW TOYKHM, KOTOpas BKJIIOYAET BCE CIydyal BEHO3HBIX
TPOMOOIMOOJINIA U CMEPTHOCTH OT JIFOOBIX TPUYHH.

Ipogpunaxmuxa uncyroma u cucmemHvlx mpomoOOIMOOIUU YV NAyueHmos ¢ Guopuiiayuetl

npeocepouti
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[Ipu pnurensHOM, B cpeiHeM 0K0J10 20 MecsIeB, MPUMEHEHNHN Y MAIMEeHTOB ¢ PuOpusIsIuen
npefcepauii W ¢ YMEPEHHBIM WM BBICOKUM pPHUCKOM HWHCYJIbTa WM CHCTEMHBIX
TpoMO03MOOIHi OBIIIO TIOKA3aHO, YTO AadUraTpaHa sTeKcuiat B o3¢ 110 mr, Ha3HaYeHHBIH 2
paza B CyTKW, He ycTynan BapdapuHy 1mo 3¢GGEeKTUBHOCTH MPEIOTBPAIICHUS WHCYJIbTA U
CHUCTEMHBIX TPOMOOAMOOJNH y MAMEHTOB ¢ GUOPWILIANMEH TPEACepanid; TakKe B TPYyIIe
naburarpana ObUIO OTMEUEHO CHIDKEHHE PHCKa BHYTPHUYEPENHBIX KPOBOTEUCHHMH U 0OIIei
4acTOThl KpoBoTeueHui. [Ipumenenue Gonee BhICOKOW M03blI mpemaparta (150 mr 2 pasa B
CYTKH) JOCTOBEPHO CHIDKAJIO PHUCK HIIEMHYECKOTO U TEeMOpPParuyeckoro HHCYJIbTOB,
CEPICYHO-COCYAUCTOM CMEPTHOCTH, BHYTPUUYEPEIHBIX KPOBOTECUEHUW M OOIIEH YacTOTHI
KPOBOTEUCHMI 1O  CcpaBHEHHMI0O C  BapdapuHoM. MeHbpmas 703a  jgaburaTpaHa
XapaKTepU30BaJIaCh CYIIECTBEHHO Ooyiee HHU3KUM PUCKOM OOJNBIINX KpPOBOTEUEHHUH 10
CpaBHEHUIO C BappapHHOM.

YucTelii KIMHUYECKUH A(QPEKT OIEeHUBAICA IyTEeM OMNpEACSIiCHUsT KOMOMHUPOBAHHOU
KOHEYHOW TOYKH, BKIIOYABIICH YaCTOTY MHCYJIbTA, CUCTEMHBIX TPOMOOIMOOIHMA, JTETOYHBIX
TpoMO0dMOOIHii, ocTporo uH(papKTa MHOKapAa, CEpIeYHO-COCYAUCTOW CMEPTHOCTH U
OOJIBIITUX KPOBOTCUEHUH.

ExeronHasi 4acToTa MEpEYUCIIEHHBIX COOBITUH Yy MAllMeHTOB, IMOJIyYaBIIUX JaburaTpaHa
ATEKCUJIAT, ObLTA HUXKE, YeM Y TIAIIEHTOB, TIOTyJYaBIINX Bap(apuH.

N3menenust B 1a0OpaTOPHBIX IMOKA3aTeNsX (YHKIMH TMMEYCHH Y MAIMEHTOB, MOTydYaBIINX
JaburarpaHa dTEKCHUJIAT, OTMEUAIMCh CO CPAaBHUMOMW MJIM MEHBIIIEH 9acTOTOM 10 CPaBHEHUIO C
nanueHTaMu, MoJy4aBIIUMH BappapuH.

JlononmHUTENbHOE M3yUYeHUE Ja0uraTpaHa 3TEKCWiIaTa B HaOMOJATEeIbHBIX UCCIICAOBAHUAX Y
NaIMEeHTOB ¢ GUOPHILILMEH TIpeaAcepInil CBUIETEIbCTBYET, YTO MOKa3aTeNn d3PPEKTUBHOCTH
u 0Oe30macHOCTH TMpenapaTta B KIMHUYECKOW TPAKTHKE COOTBETCTBYIOT pe3ysbTaTaM
PaHAOMU3HPOBAHHBIX HCCIIEIOBAaHUM.

PesynpTaTel  mpocnekTMBHOTO  paHaoMmusupoBaHHoro — uccienoBaHuss  RE-CIRCUIT
IPOJIEMOHCTPUPOBAIM, 4YTO BBIIOJHEHHWE KaTeTepHOM alnanuMum y TAIHEHTOB C
MAapOKCU3MAIIBHOW WM TEPCUCTUPYIOMICH (GUOPWILIIAIINCH Npeacepanid, IMOTydaromnux
HEMPEPBIBHBIA Kypc maduratpana stekcmiara B go3e 150 mr (1 kamcyna) 2 pasa B CYTKH,
XapaKTepu3yeTcs MEHBLINM PUCKOM OOJBIINX KPOBOTEUCHHUN B CPABHEHUU C MALMEHTAMU, Y
KOTOPBIX TMpOLEAypa BBHINONHSIACH Ha (pOHE HempephIBHOTO Kypca BapdapuHa. Pazmmumii
MEXJy TpyIIlaMd CPaBHEHHUS B OTHOIICHHWU YaCTOThl KOMOWHHPOBAHHON KOHEYHOW TOYKH,
BKJIIOYAIOLIEH MHCYJIBTHI, CUCTEMHbIE 3MOOJMU WIM TPAH3UTOPHBIE WIIEMHYECKHE aTaKH,

BBIABIIEHO HE OBLIO.

Yr1Bepxaeno: 25.09.2025 26



PesynbpTarel  OTKpHITOrO  pangomMusupoBaHHoro  ucciegoBanuss RE-DUAL  PCI
IPOIEMOHCTPUPOBAIM, YTO NMPUMEHEHHE naburarpaHa sTekcuiara B go3ze 150 mr 2 pasa B
CyTKH, 1100 B 103¢ 110 Mr 2 pa3a B cyTKH B KOMOWHAIIMHU C KJIOTUOTPEIOM HIIK TUKATrPeIOpoOM
y TMAIMeHTOB ¢ HEKJIAlaHHOW (QUOPWLIAIUCH Tpeacepauil, IMEepeHeCHInX YPECKOKHOE
KOpPOHapHOE BMENIATEIbCTBO CO CTEHTHPOBAHHUEM, XapaKTEPU3yeTCd MEHBUIMM PHUCKOM
pa3BUTHSI IEPBUYHON KOHEYHOUN TOUYKHU (OOIbIINE U KITMHUYECKH 3HAYUMbIE KPOBOTEUCHUS 110
knaccuukanuu ISTH) B cpaBHeHUN ¢ KOMOMHHPOBAHHOM Tepamuel, BKIOYarouie B cels
Bap(hapuH B cOYETaHUU ¢ Kionuaorpenom uwin tukarpesopom u ACK. Ilpu 3Tom B OTHOIIIEHUN
KOMOWHHUPOBAHHON KOHEUHOH TOYKM H((HEKTUBHOCTH, BKIIOUYABIIEH B ce0sd CMEpTh,
TpoMO0odMOOIHUecKre COOBITHS (MH(pAPKT MUOKapAa, WHCYJIbT WM CUCTEMHbIE 3MOOJINN),
anb0  HE3alUIAaHMPOBAHHYIO  PEBACKYJSIPU3AINI0, OObEIUHEHHAs TpyIa MalUeHTOB,
MOJTyYaBIINX JaburarpaHa sTekcuiar (00e 1036l Ipenapara) B KOMOMHAIINY C KIIOTMUIOTPEIIOM
WIM TUKarpeaopoM, He ycrynana 1o 3(G(EeKTHUBHOCTH TpYIE MAlHEeHTOB, MOIy4YaBIIMX
KOMOMHHPOBAHHYIO Teparuio BapPpapruHOM B COYETAHUH C KIOMUIOTPETIOM WIIA THKATPEIOPOM
u ACK.

IIpogunaxmuxa mpomb60oIMO0IULL Y NAYUEHNO8 C NPOME3UPOBAHHBIMU KIANAHAMU Cepoyd

B xonme knmHMueckux wucciemaoBaHuii ¢asel Il mpumenenus naburatpana u BapdapunHa y
MAIMEHTOB, NIEPEHECHINX OIMEepaIfio M0 3aMEHe KIamaHa ceplla MEXaHWYECKUM MPOTE30M
(HemaBHO MPOBEJICHHBIC OMEPAllMM W OIMEpaliy, MPOBEIeHHBIC Oojiee 3-X MecslleB Hazan),
OBLTIO BBISIBJICHO TIOBBIIIICHUE YacTOTHI TPOMOOAIMOONHI W OOIIEro yuciaa KpOBOTECUCHUH
(MpeuMyIeCTBEHHO 3a CUeT MajblX KPOBOTEUEHHI) Yy MAllMEHTOB, MOJIy4YaBIIUX Aa0urarpaHa
sTeKcuiar. B paHHeM mocieoneparioHHOM Tepuoje OOJbIINe KPOBOTEUEHUS B OCHOBHOM
XapaKTepU30BAINCh TEMOPPArHUYeCKUM BBIIIOTOM B TEpUKAp], OCOOEHHO y TMAIMEHTOB,
KOTOPBIM JabuWrarpaHa 3TEKCHUJAT ObLI Ha3HA4YeH B paHHEM mepuojae (Ha 3 JCHB) IMOcie
XUPYpPTrU4YeCcKON 3aMEHBI KJIallaHOB Cep/lia.

Jleuenue ocmpoeo mpombo3a enyookux eer (TI'B) u/unu mpombosmobosuu 1e2ounol apmepuu
(TDJIA) u npogunaxmuxa cmepmenbHbIX UCXOO08, BbIZLIBAEMBIX IMUMU 3AD0NE8AHUAMU
Pe3ynbTarhl KIMHUYECKHUX HCCICNOBAHUN Yy TMAIMEHTOB ¢ Hajauuwem octporo TI'B w/mmm
TOJIA, xoTopble NEpBOHAYAIBHO MOJYYaJIUd MAPEHTEPAIbHYIO TEpalHui0 B TEYECHHUE, Kak
MUHUMYM, 5 THEH, OITBEPANUIIN, YTO Ha0urarpaHa dTeKcwiar B no3e 150 Mr, Ha3HaYeHHBIH
2 pa3a B CyTKH, He ycTynai Baphapuny 1o 3p(HeKTUBHOCTH B OTHOLICHUN CHUKEHUS YaCTOTHI
peuuauBupytomero cumnromarudeckoro TI'B  w/mmu TOJIA u  ciaydaeB cMmepTH,
00yCIIOBJIIEHHBIX 3TUMH 3a00JI€BaHUSIMH, Ha MPOTSKEHUH O-MECSIYHOTO Meproja JiedeHus. Y
MAIMEHTOB, MOJYYaBIINX Ja0urarpaHa 3TEKCHIIAT, KPOBOTEYCHHS] OTMEYAIIMCh 3HAUUTEIHHO

pexe, 4eM y MalueHTOB, MOIy4aBUINX BaphapuH.

Yr1Bepxaeno: 25.09.2025 27



Yacrora pa3sutus nHpapKTa MUOKapJa BO BCEX MPOBOAMMBIX HccienoBanusx npu BT, Bo
BCEX JIeYeOHBIX rpymmax Obljia HU3KOM.

Iokazamenu ¢pynkyuu nevenu

B nccnenoBaHusx ¢ NpUMEHEHUEM aKTHBHBIX IPENAPATOB CPABHEHUS BO3MOKHBIE U3MEHEHUS
nokasarenel (QYHKIMM TI€YeHW BO3HMKAIM Yy TMAlMEHTOB, MOJYy4yaBIIMX JaburaTpaHa
ITEKCUJIAT, CO CPABHIUMOM HITM MEHBIIIEH YaCTOTON, YeM y IAIIUEHTOB, IOJy4YaBIINX BappapuH.
B uccrnenoBanuu ¢ mianedo cymecTBeHHOTO pa3uirsl B OTHOIIICHUH H3MEHEHH MTOKa3aTenei
GYHKIIUM T€YeHU, BO3MOXKHO HMEIOUIMX KIMHUYECKOE 3HAaYeHHe, MEXAy TIpyIIaMu C
MpUMEHEHHEM JlaburarpaHa u miarnedo He 0TMEYaoCh.

Ipogpuraxmuxa peyuousupyroweco mpomoosa enyookux eex (TI'B) u/uru mpom60s3m601UU
nezounou apmepuu (TIJIA) u cmepmenvHvix UCX0008, 8bI3bIBAEMBIX IMUMU 3A00NEEAHUAMU
Pe3ynbTaThl KIMHUYECKOTO UCCIEA0BAaHMS Y aMeHToB ¢ peuuauBupyommm TI'B u TOJIA,
yXK€ TMOJy4aBIIMX B TeUYeHHWE OT 3 A0 12 MecsdleB aHTUKOAryJSHTHYIO TEpanuio u
HY>KJABIINXCS B €€ MPOJIOJDKEHUH, MOATBEPANIIN, YTO JCUeHHE Na0urarpaHa dTEKCUIaTOM B
no3ze 150 mr 2 pa3a B cyTku He ycTynano jeuebHomy 3ddekry Bapdapuna (p=0,0135). V
NAIMEHTOB, MOJYYaBIINX Ja0urarpaHa 3TeKCHJIAT, KPOBOTEUEHHs] OTMEYAIUCh 3HAUYUTEIHHO
pexe, 4eM y MalueHToB, MOJIy4YaBIINX BappapuH.

B wuccnenmoBanuu cpaBHEeHHs naburaTpaHa JTEKCHJIaTa C IUianebo y MalueHTOB, YkKe
MOJTy4aBIIUX B TeueHUE OT 6 10 18 MecsieB aHTaroHUCTH BUTaMuHA K, OBLTIO yCTaHOBJICHO,
YTO JNaburarpaH MPEeBOCXOIMII IUaled0 B OTHOMICHUH MPOPUIAKTHKU PELMINBUPYIOIIETO
cumrnromatnueckoro TI'B/TDJIA, Bkiatouast cirydyan CMEPTH OT HEYCTAaHOBJICHHOW MPUYUHBI;
CHID)KEHME PHUCKA 3a IIEpUOJ JeueHus coctaBuio 92% (p<0,0001).

Yacrora pa3BuTus WHpapKTa MHOKAapAa BO BCEX MPOBOJUMBIX HccienoBaHusx npu BTD Bo
BCEX JICUEOHBIX TPyIINax Obljia HU3KOM.

Tlokazamenu ¢pynkyuu nevenu

B uccnenoBanusix ¢ npuMeHEHUEM aKTUBHBIX MIPENapaToB CPAaBHEHUSI BO3MOYKHBIE U3MEHEHUS
nmokasareneil (QYHKIMM TICYeHW BO3HHMKAIM Y TMAlMEHTOB, TMOJYyYaBIIMX JabWraTpaHa
3TEKCUJIaT, CO CPAaBHUMOM WIJIM MEHbILIEH YaCTOTOM, UeM y MallMeHTOB, MOTyYaBIINX BaphapuH.
B uccnenosannu c miane0o CylecTBEHHOT0 pa3inyrs B OTHOLLIEHUN H3MEHEHUH MoKa3aTeei
GYHKIIUM TIEYEHU, BO3MOXKHO HMEIONIMX KIWHUYECKOE 3HAYCHHE, MEXKIy TpYIIaMud C
NpUMEHEeHHEM JaburaTpaHa u miane0o He 0TMEeYanoch.

5.2. @apmakokHeTHYECKHE CBOMCTBA

[Tocne mpuema BHYTpb AalOurarpaHa S3TEKCUJAT OBICTPO M TOJHOCTHIO MpeBpallaeTcs B
naduratpaH, KOTOpBIM SIBIseTCs AakTUBHOM (opMOM B mia3mMe KpoBH. Pacmieruienue

npoJieKapcTBa Jaburarpana dTEeKCHIaTa ¢ MOMOIIBIO KaTaTU3UPYyEMOT0 3CTepa3oi TUAPOIN3a
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JI0 JIEHCTBYIOIIETO BEIIECTBAa jJabuWrarpaHa SBISIECTCS MpeoOdiafaromed MeTadoJInYecKon
peakiuei. AOGcoaoTHass OMOJOCTYHMHOCTh Ja0urarpaHa Iociie NpueMa BHYTpb Iperapara
IMPAIAKCA cocrasisiia npubau3uTensHo 6,5%.

[Tocne mpuema BHyTpp mpenapatra [IPAJIAKCA y 310poBbIX  J0OpOBOJIBIICB
(bapMakOKMHETHYECKUN NMPOodUIL JadurarpaHa B Tula3Me KPOBH XapaKTEPU3yeTCs] OBICTPHIM
YBEJIMUEHUEM IUIA3MEHHBIX KOHLEHTpAUUN ¢ JOCTHKEHUEM Cmax B TeueHue 0,5 u 2,0 yacos
nocJje nmpueMa rnpenapara.

AbGcopbuus

HccnenoBanrie, B KOTOPOM OIEHMBAJIM BcachblBaHME JalurarpaHa JTeKcuiara B
IIOCJIEONIEPALIMOHHOM Tiepuose uepe3 1-3 uaca mocie XHpPYpruueckoro BMENIATENbCTBA,
MI0Ka3aJI0 OTHOCUTEIBHO HHU3KYIO0 CKOPOCTh BCACHIBAHMSI 110 CPAaBHEHHIO C BCACBIBAHUEM Y
310poBBIX 100poBoibieB, AUC xapakTepusyercss MOCTENEHHBIM MOBBIIICHUEM aMIUTUTYbI
0e3 MOsBIECHUS BBICOKOTO MHUKa KOHUEHTpalUuu B miaa3Me. Cmax B IJ1a3Me€ KPOBU JOCTUTAETCS
yepe3 6 4acoB Mociie IPUMEHEHHUS Mperapara B OCIeONepaiOHHOM ITEPHO/IE 3a CUET BIUSHUS
TaKUX COMYTCTBYIOIUX (akTopoB, Kkak aHecrezus, mnape3 JKKT wu BbmonHeHue
XUPYPru4eckoro BMEIIATEIbCTBA HE3aBUCHMO OT JIEKApCTBEHHOW ¢opMbI TMpemnapara.
JlanbHeliee nccieoBaHUE MOKA3aJ10, YTO MEUIEHHOE U OTCPOUYEHHOE BCAaChIBaHHE OOBIYHO
HaOJIoaeTcsl TOJIBKO B JIEHb XHMPYPTUYECKOrO BMEIIATeNbCTBA. B mocnenyroniye aHU
BCachIBaHHE Ja0UraTpaHa MpOUCXOAUT OBICTPO, C JOCTHKEHUEM Cmax B TUIa3Me KPOBHU uyepes
2 yaca mocJie mprema Inpernapara.

[Tpuem nuiy He BIMsgeT Ha OMOJIOCTYITHOCTh Ja0urarpaHa 3TEeKCHIIaTa, HO 3aJepKUBACT BpeMsl
noctukeHUs! Cmax B IJIa3ME KPOBU Ha 2 yaca.

Cinax 1 AUC ObUTH IPOTIOPIIMOHANBHEI 103€.

[Ipu mnepopanpHOM TmpueMe TMeuieT 0e3 ruapokcunporuaMeruaeuitonosHon (I'TIMLI)
000JIOUKH KarmcyJjbl, OMOJOCTYITHOCTh MOXXET Bo3pacTtatb Ha 75% IMocie OJHOKPaTHOTO
npuema U Ha 37% B paBHOBECHOM COCTOSIHUM IO CPaBHEHMIO C OMOIOCTYNMHOCTBIO MpPH
npUMeHeHUH peepeHCHON KarcylbHOW JekapcTBeHHOW ¢opmbl. [losToMmy ciemyer Bcernaa
COXpaHATh HeNOCTHOCTh Kamcyn wu3 [TIMI] npu KIMHUYECKOM TIPUMEHEHUU A
MPEIOTBPALCHHS CIy4yallHOTO TMOBBIIIEHUS OMOJOCTYIHOCTH JaburaTpaHa 3TeKcuiaTta (CM.
paznen 4.2).

Pacnpenenenue

Ha6mronamace Huskas (34-35%), HezaBUCHMMasi OT KOHIIGHTpPAIlUM CTENEHb CBS3BIBAHUS
naburarpaHa ¢ 0eiakaMu 1uta3Mbl KpoBu. O0BEM pacnpeneneHus: qaburarpana cocrasisier 60-
70 1 ¥ TPEBOCXOTUT 00BEM OOIIEro CoAepXaHUs BOJABI B OpraHuU3Me, YTO YyKa3bIBaeT Ha

yMepeHHOe pacmpeielieHne JadurarpaHa B TKaHsX.
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Buorpancdhopmarims

MeTtaboau3M 1 SKCKpenus Jadurarpana ObUTH U3YYEHBI ITOCIE OAHOKPATHOTO BHYTPUBEHHOTO
BBEJICHUS MEUEHOI0 DPAaJMOAKTUBHBIM H30TONOM Ja0urarpaHa 370pOBBIM JOOPOBOJIBIIAM
Myxckoro mona. [locie BHYTPUBEHHOTO BBEIEHHS MEUYEHBIM DPaJUOAaKTUBHBIM H30TOIOM
naburaTpaH BHIBOAMIICS TNIaBHBIM 00pa3om noukamu (85%). Dkckpeuns uepes3 KKT cocrauia
6% BBEIEHHON [03bl. YCTaHOBIEHO, 4YTO 4yepe3 168 wyacoB mocie BBEIEHUS MEYEHOTO
paaroakTUBHOrO npenapara 88-94% ero 1036l BEIBOJUTCS U3 OpraHu3Ma.

JlaburarpaH noaBepraeTcsi KOHbIOTUPOBAHHIO ¢ 00pa3oBaHuEeM (PapMaKOIOrMUECKH aKTUBHBIX
AUWITTIOKYpOHUAOB. CylIEeCTBYIOT YEThIpe MO3UIMOHHBIX H3oMmepa, [-O, 2-O, 3-0,
4-O-anuIriIroKypoHU, KaKIbld U3 KOTOPBIX cocTaBisieT MeHee 10% oOiiero comep:kaHus
naburarpasa B 1uiazMe KpoBu. Ciesibl APYruxX METab0IUTOB MOXKHO ObIITO OOHAPYKUTH TOJIBKO
C TIOMOIIbI0 BBICOKOUYBCTBUTENIBHBIX aHATUTHUYECKUX METOJOB. JlaburaTpaH BBIBOAMTCS B
OCHOBHOM B HEM3MEHEHHOM BHJIC C MOYOH CO CKOPOCThIO MpuOmm3uTenbHo 100 Mi1/MUH, 9TO
COOTBETCTBYET CKOPOCTH KJIyOOUKOBOM (hribTpanuu.

DJIMMUHALHS

KoHuenTpanuss paburatpaHa B IUla3M€ CHMIKaeTcs OMIKCIIOHEHLUHUAIBHO CO CPEJHHUM
TEPMUHAJIBHBIM NIEPUOJIOM MOJYBbIBEIeHUS 11 4acoB y 3/10pOBBIX JOOPOBOJIBILEB MOKUIIOTO
Bo3pacta. [locie MHOrOKpaTHOro NHPUMEHEHUs TEPMHUHAIBHBIM NEPUOA IOJYBBIBEACHUS
coctaBisn okojo 12-14 wyacos. Ilepmon monyBbIBEAEHMSI HE 3aBUceNl OT 103bl. Ilepuon
NIOJyBBIBEICHUS YJUIMHACTCS NPU HapylleHUH (QyHKUUHU nodek, cM. «Hapymenue QyHKuu
HIOYEK».

DdapMaKOKMHETHKA Y 0COOBIX T'pYIII ITAITMCHTOB

Hapywenue ¢pynxyuu novex

B uccnenoBanmsix 1 ¢aszer skcnosunusa (AUC) maburarpana rmocie ImepopaibHOTO MpueMa
npenapara [IPAJIAKCA Obuta mpubnusutensHo B 2,7 pa3a Bblle y JO0OPOBOJBIEB C
yMepeHHoi nodeunoii HegocrarounocTbio (KK 30-50 Mi1/MHUH) O CpaBHEHHIO ¢ SKCIO3ULIUEH
naburarpana y 100poBOJIbLIEB 0€3 MOYEYHOI HEJOCTATOUHOCTH.

Y HeO0JIBIIIOTO KOJTUYECTBA TOOPOBOJIBIIEB C TSHKETION CTEIICHBIO MMOYEUYHON HEA0CTAaTOYHOCTH
(KK 10-30 mn/mun) sxcnosutus (AUC) naburarpana Obu1a mpuOJIM3UTENHHO B 6 pa3 BHIIIE, a
MIEPUOJ] TIOYBBIBEICHUSI — IPUOIU3UTENHHO B 2 pa3a AJIMHHEE 110 CPABHEHHIO C MOMYIIIuei
MAIMEHTOB 0€3 MOYEYHON HEOCTATOYHOCTH (CM. paziensl 4.2, 4.3 u 4.4).

Ta6muma 10. Tlepuon monyBbIBeCHHS OOIIETO JaburarpaHa y 30POBBIX IMAIMEHTOB U Y

MAIMEHTOB C HapylIeHneM (QyHKIUU TOYEK.
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CkopocTb KiTy004KOBOU (QUIBTPAIIUU I'eomeTpuueckoe cpeHee 3HaUEHUE
(Knupenc Kpearnnvna, mii/MuH) (gCV%; nuamna3on) nepuoaa

IMOJIYBBIBCACHUS, U

>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)

Kpowme Toro, skcriozunust jaburatpana (B MOMEHT JTOCTHIKEHUS MUHUMAIBHON KOHIICHTPAIHH
mpernapaTa B KpOBU U B MOMEHT JOCTHIKCHHSI MaKCHMAJIbHON KOHIICHTpAIMH Ipernapara B
KpoBM)  OblJa  OIEHEHa B  MIPOCHEKTUBHOM  OTKPBITOM  PaHAOMHU3UPOBAHHOM
(hapMaKOKMHETHYECKOM HCCIICIOBAaHUHM Y TalUeHTOB ¢ HekmamanHo DII ¢ Tsoxembim
HapymeHneM (yHkiuu nouek (ompenensembiM kak KK 15-30 mi/mMuH), KOTOpbIe MOTydain
naburaTpaHa sTekcwiaT 75 Mr 2 pasa B CYyTKH. DTOT PEXUM J0O3UPOBaHHS OOecrednBal
TEOMETPUUECKOE CpellHee 3HaueHUEe KOHLEHTPALUM B MOMEHT JIOCTH)KEHHS MHHHMMAJIbHOU
KOHIEHTpaluu rnpenapara B kposu 155 ur/mi (gCV 76,9%) npu nusmMepeHun HemocpeaCTBEHHO
nepe] MNPUEeMOM CJIEAYIOUIEH T03bl U T€OMETPUYECKOE CPEJHEE 3HAUYEHHE MaKCUMAaJbHOMN
koHueHtpauuu 202 ur/ma (gCV 70,6%) npu u3MepeHHH dYepe3 2 dYaca IOCie NpHeMa
MOCJIEIHENA TO3EI.

Knupenc maburatpaHa mpu reMOIuaIN3e HCCIENOBAICS y 7 TAlMEHTOB C TEPMUHAIBLHON
XpoHu4ecko modeuHoit HepocratouHocThio (TXITH) 6e3 pubpumuisaiuu npeacepauii. Juamus
MPOBOAMIIN CO CKOPOCTBIO MOTOKa auanu3ara 700 Mi1/MUH, ¢ TIPOAOIKUTEIHHOCTRIO 4 Yaca U
ckopocThio KpoBoToka 200 mur/muH wimm 350-390 mu/mMuH. DTO TPHUBOAMIO K CHIKCHHIO
KOHIIeHTpanuu nadburarpana Ha 50% — 60% cootBeTcTBeHHO. KOMMYECTBO JIEKapCTBEHHOTO
CPEICTBA, KOTOPOE BBIBOJUTCS C IOMOILBIO JUANIN3a, IPOIIOPLHOHAIIBHO CKOPOCTH KPOBOTOKA
opu CKOpocTH KpoBoToKa a0 300 mMu/MUH. AHTHKOAryjsHTHas aKTUBHOCTh Ja0HraTpaHa
CHI’KAJIaCh MPU YMEHBIIEHUH €T0 KOHLIEHTPALUY B TUIa3Me KPOBH, U MPOLIeypa He BIussa Ha
dbapmakoguHaMuYecKre/(hapMaKOKMHETHIECKHUE B3aUMOCBSI3H.

Menunana KK B nccnenoBanuu RE-LY cocraBnsna 68,4 mur/mMuH. [IpakTHyecku y mMoJIOBHHBI
(45,8%) mammenToB B uccienoBanuu RE-LY KK cocrapisut >50-<80 mu/MuH. Y MalMEHTOB C
yMepeHHBIM HapyterreM ¢yakinu movek (KK 30-50 mi/mMuH) KOHIIGHTpauu JadurarpaHa B
m1a3Me KpOBH JI0 M TIOCJE MpUeMa J03bl ObUIM B CPEIHEM COOTBETCTBEHHO B 2,29 paza u
1,81 paza BbIlIe MO CpaBHEHHIO C ManueHTtamu Oe3 HapymeHus QyHkuuu nouek (KK >80
MJI/MUH).

Menuana KK B uccienosannu RE-COVER cocrasnana 100,4 ma/mun. ¥V 21,7% nanueHToB

Ob110 nerkoe Hapymenue ¢pyHkiun noyek (KK >50-<80 mn/mun), u y 4,5% nanueHToB ObU10
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ymepeHHoe Hapymenne (Gyskiuu mnouek (KK 30-50 mu/munH). Y manumeHTOB C JIETKHM U
YMEpPEHHBIM HapylleHHeM (YHKIUU MOYeK KOHIIGHTpAIMK JaburaTpaHa B IJIa3Me KPOBH B
PaBHOBECHOM COCTOSIHUU TIEpe]] IPUEMOM OUYEPETHON 1035l OBLTH B CPEIHEM COOTBETCTBEHHO
B 1,8 pasa u 3,6 pasa Beimie 1o cpaBHeHuIo ¢ manmueHTamu ¢ KK >80 mur/muH. AHamorudHbie
sHauenust 115t KK O0b1mm oOHapysxensl B uccienoBannu RE-COVER 1.

Mennana KK B uccinemoBanusix RE-MEDY u RE-SONATE cocrasiasna 99,0 miu/MuH u
99,7 MI/MHH COOTBETCTBEHHO. Y 22,9% u 22,5% mnanuedTos B ucciaenosanusx RE-MEDY u
RE-SONATE KK cocrasisin >50-<80 mn/muH, u'y 4,1% u 4,8% nanuentoB KK cocrasisit ot
30 mo 50 mur/mMuH.

Toowcunvie nayuenmoi

B crnenuanpHbIX (hapMaKOKMHETHYECKHX HccleqoBaHusX | (a3pl y MalMeHTOB MOXKUIIOTO
Bo3pacta Habmoaanoch yBenuueHue AUC Ha 40% — 60% u Cnax Oonee uem Ha 25% mo
CPaBHEHMIO C MOJIOABIMU MAIlIEHTAMHU.

BrusiHue Bo3pacta Ha HKCIO3UIMIO AaburarpaHa ObLTO MOATBEPKACHO B UccienoBaHnu RE-
LY: ¢ yBennyeHHeM MHUHUMAJIbHOW KOHLIEHTpAIlMM Ipenapara B KpoBU (IlEpei MpUEMOM
ouepeIHoM 103b1) mpuMepHO Ha 31% y manueHToB B Bo3pacTe >75 JIeT U CHUKEHUEM IPUMEPHO
Ha 22% y manyeHToB B Bo3pacTe <65 JIeT N0 CPaBHEHHUIO ¢ MUHUMAJIbHOW KOHLEHTpauuen
mpernapaTta B KpoBH (TIepea MPUEeMOM OYEpEeIHOM M103bI) Yy MAlMEHTOB B Bo3pacte OT 65 10
75 net (cM. pazuenst 4.2 u 4.4).

Hapywenue ¢ynkyuu neuenu

He nabmionanoch M3MEHEHUH B KOHIIGHTpAIlMU Ja0durarpaHa y 12 manueHToOB ¢ YMEpPEHHOH
MEYCHOYHON HEeM0CTaTOUYHOCThIO (Kiacc B mo Yaiina-ITk0) mo cpaBHeHuto ¢ 12 manueHTaMu
U3 TPYIIIBI KOHTPOJISA (cM. pa3zaensl 4.2 u 4.4).

Macca mena

Konnentpanuu naburarpana B MOMEHT JOCTHKEHHSI MUHUMAJIbHON KOHILIEHTPALIUY Mpenapara
B KpoBHU ObUTH IpuMepHO Ha 20% HIDKE Y TalMeHTOB ¢ Maccoi Tena >100 Kr o cpaBHEHHIO C
narueHTamu ¢ Maccoit Tena 50-100 kr. bonbmmHCcTBO (80,8%) ManeHTOB OBLITN B KATETOPUU
Maccsl Tenna >50 kr u <100 kr, B mpeienax 3TOro auana3oHa sSIBHbIX Pa3IMuUil KOHIIEHTpaun
naburarpaHa He YCTaHOBJIEHO (cM. pazzaensl 4.2 u 4.4). Knuandeckrue qaHHBIE B OTHOIICHUH
MAalUEeHTOB ¢ Maccoil Tena <50 Kr orpaHUYeHBI.

Lon

[TaniueHTHl JKEHCKOTO Tmoja ¢ GUOpWUIANHEH TNpeAcepauid HWMETd MHHUMAaIbHYIO
KOHIIEHTPAIMIO Tpernapara B KPOBHM M KOHLIEHTPALMIO MperapaTta B KpPOBU IOCIE MpHUeMa
ouepenHoil n03b1 B cpenHeM Ha 30% Boime. KoppekTupoBku 10361 He TpeOyercst (CM.

paznen 4.2).
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Omuuueckue epynnul

He BBISIBIEHO KIMHUYECKHM 3HAYUMBIX STHUYECKUX pazauuuii B (PapMaKOKMHETHKE U
(dapmakomHaMHKe Ja0UraTpaHa Cpeau MalueHTOB €BPOIEOUTHON packl, appoaMepHKaHIIEB,
JAaTHHOAMEPUKAHLIEB, STOHIIEB UM KUTAMNIIEB.

Dapmarxokuremuyeckue 63auMo0etcmsus

HccnenoBanust B3auMOJECHCTBUA in Vifro HEe TOKa3ajdd HHTUOWPOBAHUS WJIM WHAYKLIUH
OCHOBHBIX M30(epMeHTOB 1uToXpoMa P450. D10 O6bUI0 MOATBEPKIECHO HUCCIEAOBAHUSMU in
Vivo C yYacTHeM 3J0pOBBIX J0OOpPOBOJBLIEB, Y KOTOPBIX HE HAOIIOAAIOCh HHUKAKUX
B3aUMOJICHICTBUI MEXIy 3TUM MpenapaToM M CIEIYIOIUMH JEHCTBYIOIIMMHU BEIECTBAMU:
atopBactatiHoM (CYP3A4), nurokcuHOM (B3aUMOJIEHCTBUE C OEIKOM-TIEPEHOCYHMKOM P-
rimKonporenHa) u nukiaogpenakom (CYP2C9).

5.3. lanHbIe JOKJIMHUYECKHH 0€30IaCHOCTH

CornacHo AOKIMHMYECKHM JAaHHBIM, HE ObLJIO BBISBIEHO OCOOBIX PHCKOB JJISl YEJIOBEKA IO
pe3yibTaTaM CTaHJApTHBIX HCCIe0BaHUN (hapMaKoIOruyecKoi 6e30MacHOCTH, TOKCHYHOCTH
P MHOTOKPaTHOM IIPUMEHEHUU U T€HOTOKCUYHOCTH.

D¢ dexThl, HaOMOJaEMbIE B HCCIEIOBAHNUAX TOKCUYHOCTU IIPU MHOTOKPAaTHOM HMPUMEHEHUU
npenapara, ObUIM  OOyCIIOBJICHBI  YCHWJIEHHBIM  (apMakOJAMHAMHUYECKUM  JIeHCTBHEM
naburaTpaHa.

Bruto oTMedeHo BiusHUE HAa (PEPTHILHOCTh CAMOK B BUJ/I€ YMEHBIICHUS YMCIa UMILIAHTALUI
U YBEIMYECHMs NPEIUMIIAHTALMOHHBIX IOTEpPb INpH KoHHeHTpauuu 70 Mr/kr (B 5 pas
IPEBbIIIAIOIIEH YPOBEHb SKCIIO3UIMH B IIa3Me KpOBH y uesioBeka). [Ipu 103ax, oka3bIBaroIux
TOKCHYECKOE BO3/IelicTBHE Ha MaTh (B 5—10 pa3 mpeBbIIaOIINX YPOBEHb SKCIIO3ULINH B IJIa3Me
KPOBHU Yy 4eNOBEKa), y KpbIC M KPOJHKOB OBUIO OTMEUYEHO CHMIKEHHE MAacChl Tella U
AKHU3HECTIOCOOHOCTH IUI0J1a HAaps1y C yBEJIMYEHUEM YaCTOThl OTKJIOHEHUH B pa3BUTHH Iu10/1a. B
UCCIICIOBAaHUM BIMSHMS Ha Ipe- U MOCTHATAJIbHOE Pa3BUTHE ObUIO OTMEYEHO YBEIMUYCHHE
CMEPTHOCTH IUIOAOB IPHU J03aX, OKa3bIBAIOIMX TOKCHYECKOE BO3JEHCTBUE HAa caMoOK (7103a,
COOTBETCTBYIOIAsl YPOBHIO SKCIIO3ULIMH B ITIa3M€ KPOBU B 4 pa3a BBILIE, YEM Y YEJIOBEKA).

B wuccrnenoBaHMM TOKCHYHOCTH Yy HEMOJIOBO3pEbIX Kpbic Bucrap Xan cmepTHOCTH ObLia
CBsI3aHa C KPOBOTEUEHUSMU IPHU TAKUX K€ YPOBHIX CUCTEMHOI'O BO3JICHCTBHUSA, IPH KOTOPBIX Y
B3POCJIBIX )KUBOTHBIX BO3HUKAINA KPOBOTE€UEHUs. CUMTAETCS, YTO CMEPTHOCTD KaK Y B3POCIbIX,
TaK ¥ Y HEMOJOBO3PENbIX KPBIC CBsI3aHa C MOBBIMIEHHON (hapMaKoJIOTHYeCKOH aKTHBHOCTHIO
nadurarpaHa B CBSI3M C MEXaHHYECKHMM BO3JEHCTBHEM BO BpEeMsl BBEJEHHS Ipernapara U
MaHUIyJAnui. COrnacHo 1aHHBIM UCCIIEA0BAaHUS TOKCUYHOCTH Y HEMOJIOBO3PEIBIX KUBOTHBIX
HEe ObUIO BBISIBIIEHO HM TOBBIIICHHONH YYBCTBUTENBHOCTH B OTHOUICHWHM TOKCHYHOCTH, HH

KaKo#-1100 TOKCUYHOCTH, CHGLII/Iq)I/I‘-IHOI\/'I AJId HECITOJIOBO3PCIIbIX ) KUBOTHBIX.
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B TOKCHKOJIOTMUECKMX HCCIECJOBAaHUAX HAa KpbICaX M MbIAX HA MPOTSDKCHUU IKH3HU
KUBOTHBIX HE OBLJIO OOHApy)XeHO NMPHU3HAKOB OHKOTEHHOT'O MOTEHIMaja JaduraTpaHa Mpu
npUMeHeHHH B 103ax 70 200 MI/Kr (MakcUMallbHas ).

JlaburaTtpaH, aKTHBHOE BEIIECTBO Ja0uraTpaHa »JTeKCHIaTa Me3WjaTa, YyCTOWYHMB B
OKpYXalolleu cpere.

6. ®APMAIIEBTUYECKHUE CBOVICTBA

6.1. [lepeyeHb BCIOMOraTe/IbHbIX BelIeCTB

CoaepKuMoe Karcyil

Axanuu kamenn

Bunnas kuciora, KpynmHo3epHHUCTAast
BuHnHnas xucnora, mopouiok

BunHas kucnora, Kpuctajuinueckas
I'mnpomennosa 2910

JInMeTuKOoH

Tanbk

['unposo3a (ruapOoKCUITPOTTUIIIIEIUIION03)

CocTaB KalcyabHOM 000JI0YKH

Kancyna wu3 ruapoxcunponwiMerminemtonodsl  (I'TIMII) ¢ HagnedaTtkoll 4YepHBIMU
YEepHUJIaMHU

Cocras I'TIMII xancyn

Kapparunan (E407)

Kanus xnopun

Turana quokeun (E171)

Nunuroxapmux (E132)

['unpomennosa (TuapOKCUIIPOTAIMETHIIICILTION03a)
Bopa ouniennas

CocTaB YeEpHUI YEPHBIX

[lenmax

Bbyrtanon

N3onponanon

Kpacurens xene3a okcun uepHbiii (E172)
Bona ouniennas

[IponuneHrnuKob

DTaHoa 0€3BOAHBIN

AMMHaK BOIHBIN
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Kanus rugpoxcu

6.2. HecoBMecTHMOCTD

He npumenumo

6.3. Cpok roaHocTu (CpOK XpaHeHus)

3 roxa.

6.4. Oco0Oblie Mepbl NPEeIOCTOPOKHOCTH NPH XPAHEHUH

XpaHUTh B OpPUTHMHAIBHON ymakoBke (OMUCTEp B mMauyke) JUisl 3allUThl OT BJIArd, NpH
temneparype He Bbiie 25 °C.

He nmomemaiite karcynbl B TaOJIETHULIBI M OpraHai3epbl AJis JIEKApCTB, 32 UCKIIIOUEHUEM TeX,
B KOTOPBIX OHU MOTYT OCTaBaThCsl B OJHCTEpE.

6.5. Xapakrep u cogep;kaHHe NEPBUYHON YIIaKOBKH

ITo 10 xancyn, ynakoBaHHbIX B Omuctep ¢ 10 0AHOMO030BBIMH OJHMCTEPHBIMU SYEHKAMHU.
brucrep pazaenen nepdoparueit Ha OTIeIbHBIC OJUCTEPHBIC STUYSHKH I KKIO0M KarCyJibl.
bructep cocTouT U3 aTrOMUHUEBOM MOKPOBHON (posbru /i neyatu U QoabIru 1isi GOPMOBKHU
Ha OCHOBE aMOMMHUSA. 1, 3 wim 6 GIMCTEepOB B MAaYKy KapTOHHYIO, HA KOTOPOW JIOMYyCKaeTCs
HaJIMYMe KOHTPOJIS IEPBOI'O BCKPBITHSI, BMECTE C JIMCTKOM-BKJIa/IbIIIIEM.

MynbtrynakoBka: mo 10 kancys, yrnakoBaHHBIX B Ouctep ¢ 10 01H01030BBIMU OJIUCTEPHBIMHU
suerikamu. brimcrep pasznenen nepdopaiueiit Ha OTAeIbHBIC OJUCTEPHBIC TYCHKU T KaXI0U
KarcyJsbsl. baucrep coCTOUT U3 aJlFOMUHUEBON MMOKPOBHOW (POJBIU Ui MeYaTd U (HOJIBIU JUIS
(OpMOBKH Ha OCHOBE aJTIOMUHHMS. 6 OIUCTEPOB B MAYKy KAPTOHHYIO, HA KOTOPOH JIOMyCKaeTcs
HaJIMUME KOHTPOJS IEPBOIO BCKPBITUS, BMECTE C JIMCTKOM-BKiaabimeM. Ilo 3 maukm
KapTOHHBIE B IJICHKY U3 MOJIUIPOMHIICHA.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TNPU YHHUYTOKEHHH HCIOJH30BAHHOIO
JICKapCTBEHHOI0 Ipenapara MJIH OTXO/A0B, IOJY4YEeHHbIX IOCJIe¢ NPHMEHEHHus!
JIEKAPCTBEHHOI'0 Mpenapara u Apyrue MaHUMYJIALIMHU ¢ PenapaToM

Oco0ble YKa3aHus [IPU U3BITHHN KarcyJa n3 Oaucrepa:

- OTOPBUTE OJMH UHIWBHUYaIbHBIN OJUCTEp OT OJUCTEP-YIaKOBKH MO IMHUU Niepdopaliuy;
- BBIHBTE KarCyily U3 Omucrepa, oTciauBas Qpoibry;
- HE BBIJJABIIMBANTE KaIICyJIbl Yyepe3 QobTy.

Yrunuzauus

Het 0co0bIx TpeOOBaHM K yTHIIM3AIUH.

7. JEPXKATEJIb PETUCTPAIHIMOHHOI'O YAOCTOBEPEHUSA

I'epmanus

bepunrep Mnarensxaiim Uatepuentan 'm6X

bunrep tpacce 173, 55216 Unrenpxaiim-Ha-Peline
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Ten: +49 6132 770
®daxc: +49 6132720
7.1. IlpeacraBuTesb 1ep:KaTej sl PerucTPANMOHHOIO YI0CTOBEPEeHH S

[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccuiickasa ®@eoepayus

00O «bepunrep Uurenpxaiim»

125171, Mockaa, Jlennnrpazackoe mocce, 16A, ctp.3

Ten: +7 495 544 50 44

@axc: +7 495 544 56 20

OnextponHas noyra: info.ru@boehringer-ingelheim.com
Pecnybnuxa Kazaxcman

Ounman «bepunrep Marensxaitm ®@apma INecemmmadt m.06.X»
050008, r. Anmatsr, ip. Abast, 52, BI[ «Innova Tower», 7 aTax
Ten.: +7 727 250 00 77

®akc: +7 727 244 51 77

OnektponHas nouta: PV local Kazakhstan@boehringer-ingelheim.com
Pecnyonuxa benapyco

Bepunrep Uurensxaiim MaTeprensn ['M6X

bunrep Iltpacce 173, 55216 Unrensxaiim-Ha-Peline, I'epmanus

DnekTpoHHas nmovra: pvlocalcis.mos@boehringer-ingelheim.com

8. HOMEP PETUCTPAIMOHHOTI'O YIOCTOBEPEHMSI
JITI-Ne(001907)-(PT-RU)

JITI-Ne001907-TTI-KZ

JITT-Ne001907-TTI-BY

9. JATA IEPBUYHOM PETMCTPAIIMM (ITOATBEPXKJIEHUS PETUCTPAIINY,
HEPEPETUCTPALINN)
Hara nepoii peructpanuu: 09.03.2023

10. JATA IEPECMOTPA TEKCTA
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O6mas xapakrepucTrka JexapcrBeHHoro npenapata [IPAJJAKCA nocrynna Ha
uHOpPMaLIMOHHOM TopTanie EBpa3uiickoro 3kOHOMHUYECKOT0 CO03a B HH(OPMAIIMOHHO-

KOMMYHUKaImoHHou cetu «uTepHeT»: http: //eec.eaeunion.org/
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