OBILIASA XAPAKTEPUCTHKA JIEKAPCTBEHHOI'O ITPEITAPATA

1.

HAMMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

ITPAJAKCA, 150 mr, kancyJibl

2. KAYECTBEHHBIN U KOJIUMYECTBEHHBIN 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 Oenoro 1Bera. Ha kpplliike HarieyaTan CMMBOJI KomniaHuu bepurrep

WHrenpxaiim, Ha kopryce — «R150». LIBeT Hagne4yaTku — 4epHBIN.

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

4. KIMHUYECKHUE JAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHHUIO

[Ipodpunaktuka HHCYNIBTa, CHUCTEMHBIX TPOMOOAMOOIMH W CHUIKEHUE CEpJCUHO-
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 uimemudeckas araka (THA), Bospact >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);

Jleyenne u mpoduIakTUKa PEIUANBOB OCTporo TpombOo3a rinybokux BeH (TT'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) MOCJIE€ 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. Tabmuiy 1
Hke U paznen «[IpumeHeHne B 0cOOBIX

IpyIIIax 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 TI0 WCIOIh30BAaHUIO O3Bl Mperapara
I[TPAJJAKCA 220 wmr (1 xamcyna mo 110 mMr 2 pa3a B CYTKHM) OCHOBaHa Ha
dapMakOKMHETHUECKUX U (apMaKOJIWHAMUYECKHX JaHHBIX, JaHHblE KIMHUYECKUX
MCCJIEJOBAaHUM OTCYTCTBYIOT.

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

J151s Bcex maiueHToB, 0COOEHHO Y MOKUIBIX (>75 JeT), MOCKOJIbKY MOYeyHasi HeA0CTaTOYHOCTh
MOKET OBITh YacTOW B ATOM 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, JAETHApATAIlNHM, OJHOBPEMEHHOM IPUMEHEHHH OIpelIeIeHHbIX
JICKapCTBEHHBIX MIPENapaToB U T.II.).

JlononauTenpbHble TpeOOBaHUS IS MAlMEHTOB C JIETKOM W yMEpPEHHOW IOYEeYHOM
HEJIOCTaTOYHOCTBIO U Y MAIMEHTOB CTaplle 75 JIeT:

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

B xauecTBe MeTo1a onieHkHu (pyHKIMH 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 nucynbTa 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 pHcKa (Hampumep, HEIABHSS OIepalus, TpaBMa,
uMMOOHUIM3aus), a Ooiee JUIMTENbHAS MPOAOIIKHTEIHHOCTD
Tepanuy — MPU HAIWYUK MOCTOSIHHBIX (PAKTOPOB PUCKA WIIH NPH

uauonatnyeckoMm TT'B miu 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-KUILICYHBIE CUMIITOMBI, TAKUE KaK JUCIIEIICHUSI.
Hsmenenue anmuxoa2yisaHmuol mepanuu

Hepexoo om npumenenus npenapama I[IPAHAKCA Kk napenmepaibHomy RNPUMEHEeHU

AHMUKoazyJIAHRmos

[TapenTepanbHOe MPUMEHEHHE aHTUKOAryJISTHTOB CIEAyeT HauumHaTh depe3 12 vacoB mocie
npuema nocneaneit no3el 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 BBEICHHUS €r0 OYEPEIHOMN J03bI WIH OJHOBPEMEHHO C
IpeKpalleHeM B ClIydae HEIpPepbIBHOTO BBEICHU (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 iyuie 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

[Ipumenenue anraronncToB BuTamuHa K npexpamiator, npumenenue npenapara [IPAJJAKCA

BOo3MOxHO ipu MHO <2,0.

Kapouoeepcus

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

Kamemepnas abrayus npu ¢hubpuniayuu npedcepoutl

Karerepnast abnmamusi MokeT OBITh TPOBEJCHA Y MAlMEHTOB, MPUMEHSIONIMX IIpernapar
I[TPAJTAKCA mo 150 mr (1 kancyna) 2 pa3a B CyTKW. BeImoyiHeHHE KaTeTepHO abianuu He
TpedyeT nepepsiBa B nmpueme npenapara [IPAJJAKCA (cm. pazgen 5.1).

Upeckoocuvie koponapuvie emewamenvcmea (YKB) co cmenmupoeanuem KOPOHAPHLIX
apmeputl

VY manMeHToB ¢ HEKIamaHHOW (GuOpWUIAIMed mpeacepaui, kotopbiM BeimosiHeHO YKB co
CTEHTHpPOBaHMEM KOPOHApHBIX apTepuil, naburarpaHa 3TEKCUJIAT MOXXET NPUMEHATHCA B
KOMOWHAIMM C aHTUTPOMOOIMTAPHBIMH 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 MOTEHIIMAIBHOM 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 KPOBOTECUCHHs 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 manMeHToB ¢ TacTPUTOM, 330()aruTOM WM racTpold3odareanbHOl 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 ¢ TSKEIbIM HapylIIeHHEM (YHKLIUHU IOYEK
(KK <30 mn/muH) npotruBomnoka3ana (cM. pazuen 4.3).
Koppexkuuu n03b61 He TpeOyercs y MAllMEHTOB C JIETKUM HapyuleHHeM (YyHKLIHUU MOYeK
(KK 50-<80 mn/mun). Jlns mDanuMeHTOB 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 xarncyna mo 110 mr 2 pa3a B cyTku) (cm. pazaenst 4.4 u 5.1). ¥V
NAalMeHTOB C HapylleHHeM (YHKIHMHM I0YeK PEKOMEHIYETCsl TIIATeNbHOE KIMHUYECKOe
HaOro1eHue.
Oonospemennoe npumenenue npenapama IIPAJAKCA c¢ axmuenvimu uneubumopamu P-
2NUKONPOMeurHa (Mmakumu Kaxk amuooapoH, XUHUOUH, 6epanamii)
[Ipn ogHOBpEeMEHHOM TPUMEHEHHWU aMHUOJApOHA WIM XWHUJAWHA KOPPEKIMH J03bI HE
Tpebyercs (cM. pa3aens 4.4, 4.5 u 5.2).
CHmKXeHue 03Bl PEKOMEHIYeTcs Ui TAalUeHTOB, KOTOPbIe OJHOBPEMEHHO TOJY4aloT
Bepanamud (cm. Tabmuiy 1 u pasgenst 4.4 u 4.5). B atoii cutyarnuu npenapart [IPAJTAKCA u
BeparmaMuil clielyeT IPUHUMATh OJTHOBPEMEHHO.
Bausnue maccol mena
B cooTBeTcTBHM ¢ (hapMaKOKMHETUYECKHUMH U KIIMHUYECKUMHU JaHHBIMU KOPPEKIMH J03bI HE
Tpebyercsa. OaHako, 3a MalMeHTaM: ¢ Maccoil Tena MmeHee S0 KT peKOMEHAYeTCs KIIMHIYECKOe
HaOro1eHue.

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

Croco0 ImpuMeHeHus

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

reMOpparn4ecKuii HHCYJIbT B TEUCHHE 6 MECSIIEB JI0 Hayaja Teparnuny;
Hara yrBepxaenus: 09.03.2023
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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, HEJAaBHSS Omepaiys Ha TOJOBHOM WJIH CIIMHHOM MO3Te WIH
o(TanbMOJIOTHYECKas ~OMNepanus, HeJaBHEe BHYTPUUYEPEIIHOE KPOBOUBIIHUSHUE,
HaJIMYUe WM MOJI03PEHNE Ha BAPUKO3HO-PACIIUPEHHBIE BEHbI TUIIIEBOA, BPOXKICHHBIE
apTEpPUOBEHO3HBIE  JE(QEeKThl,  COCYIOHCTble  aHEBpPU3MBl WM  OOJbIINE
BHYTPHUITO3BOHOYHBIC WJIM BHYTPUMO3TOBBIC COCYANCTHIE AHOMAJIHH;

e OJIHOBpEMEHHOE Ha3HAa4YeHHE JIIOOBIX JPYrMX AaHTUKOAryJsHTOB, B TOM 4YHCIE,
HEe(PAKIIMOHUPOBAHHOTO TeMapuHa, HU3KOMOIEKYISpHbIX remapuHoB (HMI)
(PHOKCamapvH, 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
NOJJEPKAaHUS LEHTPAJLHOTO BEHO3HOTO WJIM apTepUAIIbHOTO KareTrepa W IpH
BBITIOJITHCHUH KaTETEPHOU abiaruu npu GuOpHILISIIIIN TIPEICeparii;

e OpaHOBpEeMEHHOE Ha3HAUYEHUE MOIIHBIX HHTHOUTOPOB P-rimMkonpoTenHa: KeTOKOHA30J1a
JUIsL CHUCTEMHOTO TPUMEHEHUS, IHMKJIOCIHOpWHA, WTpPAKOHA30Jla, TaKkpoiIuMmyca U
JPOHEAPOHA;

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

e Hamuyne npOTE3MPOBAHHOTO  KJAmaHa  cepjma, TpeOyIolero  Ha3HAuYeHUs
AHTUKOATyJITHTHOU Teparnuw,

e bepeMeHHOCTH U NEPUOA IPYAHOTO BCKAPMIMBAHUSI.

4.4. Oco0ble yKka3aHusi H MepbI IPE0CTOPOKHOCTH NPU NPUMEHEHUHT

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 OIIHOBpeMEHHOE MTPUMEHEHHUE:
B3aUMOJICHCTBUSA (CM. * ACK u apyrux MHTHOMTOPOB arperanu TPOMOOIIMTOB,
paznen 4.5) TaKUX KaK KJIOMHUIOTPEI

« HIIBII

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

* Jlpyrux JeKapcTBEHHBIX IPEMapaToB, KOTOPbIE MOTYT

HapymaTh reMocTas3

3aboneBanus/mpoueaypbl | ¢ BpoxaeHHele — WiIM  NPUOOpPETEHHbIE  HApYIICHUS

C 0COOBIMH | CBEPTHIBAEMOCTH KPOBHU
reMopparuiyecKuMu * Tpombonuronenus wiM (QyHKIIMOHAIBHBIE ACHEKTHI
pUCKaMH TPOMOOIIUTOB

* HemaBHO mpoBeAcHHAss OWOICHS WM TEPESHECCHHAS
o0mMpHas TpaBMa

* baktepuaibHBIN YHAOKAPAUT

*  D3odarwur, racTpUT WIn ractpoa3odareaapHas

pedarokcHas 60Ie3Hb

Puck pa3sBuTHs KPOBOTEUCHUH

[Ipumenenue mnpenapara I[IPAJJAKCA, Takke Kkak UW JApPYruxX aHTHUKOAryJSHTOB,
PEKOMEHAYETCSI C OCTOPOXKHOCTBIO TPU COCTOSIHUSIX, XapaKTEPU3YIOLIMXCS IOBBIILIEHHBIM
puckom kposoreueHuil. Bo Bpems tepanuu npenapatom [IPAJIAKCA BO3MOXHO pa3BUTHE
KPOBOTEUCHUH pa3IMyHOM JoKaau3auuu. CHUXKEHUE ypOBHS reMorIo0nHa U/1IIM TeMaTOKpUTa
II0 HEBBIACHEHHBIM INpPUYMHAM, WM CHMKeHuEe A/l sBifeTcs OCHOBAaHMEM JUIsl IOMCKa

HCTOYHHKA KPOBOTCUCHUS.

Hara yrBepxaenus: 09.03.2023
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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 MOXKUJIOro Bo3pacTa (=75 net) npu npumenennu npenapara [IPAJTAKCA B nose
150 Mmr 2 paza B cytku. JlomonHuTeNbHBIE (AKTOPBl pPHCKa BKIIOYAIOT OJHOBPEMEHHOE
IPUMEHEHHE UHTMOUTOPOB arperaiuy TpoMOOLUTOB, HanpuMep, kiaonuaorpena u ACK nnm
HIIBII, a Taxke Hamuuue 330(arurta, 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 BEpalmaMHJIOM, aMHOapOHOM,
XUHUJAUHOM 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] (nnapyrumsyma6) (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 HazHaueHHe MHTUOMTOpPOB mpoToHHOro Hacoca (MITH) mms mpodunaktuku KK
KPOBOTECUCHUH.

JIabopaTopHbIe OKa3aTEIN CBEPTHIBAHMS KPOBHU

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

AHTUKOATryJIIHTHOI'O MOHUTOPHHTA, USMCPCHUC AHTHUKOAl'YJITHTHOT'O 3(1)(beKTa, CBA3aHHOI'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 3HA4YCHHs] KOATYJSIIMOHHBIX TECTOB B MOMEHT JIOCTHXKEHUS
MUHUMAaJIbHON KOHIEHTpAUU 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.

Xupyprudeckmue 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 [IPAJTAKCA.

BrimonHenne karerepHoil abmamuu  npu  GUOPWIUISIIIMM  TpENCcepAri Yy TAIMEHTOB,

Hara yrBepxaenus: 09.03.2023
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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
BMEIIATeNLCTBA/TPOoLIeyphl TpeOyeTcst ObICTpOe MPeKpalleHne aHTUKOATyISTHTHOTO d(deKTa,
CJIeZyeT pacCMOTPETh BO3MOXHOCTb BBEJCHMS CHELU(PUUECKOrO aHTAarOHUCTa K Ipenapary
[IPAJIAKCA, npenapara [IIPAKCBAVH/I (nxapyusyma6).

[Ipexpamenue Tepanuu Aa0UraTpaHOM MOJBEPraeT MAIlEHTOB 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
CTaOMIJIBHOTO COCTOSIHUS NaIlMEHTA.

CDO‘IHBIG XUPYPTHUICCKHUEC BMEIIATEILCTBA/ Oponcaypbl

IIpenmapar TIPAJIAKCA cienyer BpeMEHHO OTMEHUThb. CpodyHOE XHUPYpPrHYECcKOe
BMEIIATEILCTBO WJIM NPOLEAYpY, NPU HaJIMYUKU TaKOW BO3MOXKHOCTH, II€eCO00pa3HO
BBITIOJIHSTH HE paHee, yem 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. ODTOT 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 WM MPH OOMIMPHOM XUPYPrHUYECKOM BMEIIATENBCTBE, TJE MOXKET
noTpebOBaThCs TOMHBIA TEMOCTa3, CIEeIyeT PacCMOTPETh BO3MOXKHOCTh OTMEHBI Ipernapara
ITPAJAKCA 3a 2-4 aHst 10 XUPYPru4ecKOro BMEIIaTeIbCTBRA.

Tabmuma 5. IlpaBunma otmensl mnpemapara I[IPAJIAKCA mnepen WHBa3sWBHBIMUA WU

XUPYPrUU4ECKUMU MIPOLIEYPAMH.
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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 HIIM SIHIYpPaTbHOM
reMaTOMOM.

[locneonepanronsas dasa

[locne WHBa3sMBHOW MPOLEAYPHI/XUPYPrHUECKOTO BMEIIATEIbCTBA IPUEM IpenapaTa
[MPAIAKCA cnexyer BO300HOBUTH/HaYaTh Kak MOXHO OBICTpEE, €CIH 3TO IO03BOJISET
KJIMHUYECKasi CUTYyalusl U JJOCTUTHYT a/IeKBaTHBIA TeMOCTas3.

VY DanMeHTOB € PUCKOM KpPOBOTEYEHHUS WIM HUMEIOIUX PHUCK YpEe3MEPHON HKCHO3ULUHU
npernapara, 0COOCHHO y MalMEHTOB ¢ yMepeHHbIM HapymienueM ¢yHkuuu nouek (KK 30-
50 MII/MUH), TEpanUIoO CIEAYeT 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 [IPAJTIAKCA B manHOM Tpymme
NaIMEeHTOB OTPAHUYEHBI, TOITOMY TEPAIUIO CIIEAYET MIPOBOIUTH C OCTOPOKHOCTBIO.

Hapynienue d)VHKHI/II/I INICYCHHU

[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).
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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 ¢ aKTUBHBIMU 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 MpPeNapaTaMu 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-rimKonpoTerHa HEOOXOJMMO TIIATENbHOE KIMHUYECKoe HalOoJeHue (B
OTHOILIECHUM IPU3HAKOB KPOBOTECUCHHS] WM aHeMuu). Ilpu OTHOBPEMEHHOM NPHUMEHEHHH
JaburarpaHa ¢ HEKOTOPBIMH HWHTHOMTOpaMH P-rimkonmpoTrenHa MOXET TOoTpeOOoBaThCs
CHIWDKEHHUE 7103bI (cM. pa3nensl 4.2, 4.3,4.4u5.1).

Tabnuua 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
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OJIHOKpaTHOI o IipreMa BHyTpb 103b1 400 mr, u B 2,53 paza u 2,49 pasa
COOTBETCTBEHHO, I10CJI€ MHOIOKPAaTHOTO IpreMa BHYTpb 1036l 400 Mr

KETOKOHa30J1a 1 pa3 B CyTKH.

Hponenapon

[Ipy ogHOBpeMEHHOM TMpPUMEHEHUHM JaldurarpaHa »J3TeKcujiaTa |
nporenapona ob6mme 3HaueHUsT AUCoo U Cmax Jaburarpana
YBEJIMUYUBAINCH IPUMEPHO B 2,4 pa3za 1 2,3 pa3a COOTBETCTBEHHO, II0CTIE
MHOrokpatHoro mnpuema 400 Mr apoHemapoHa 2 pa3a B CYTKH, U
npuMepHo B 2,1 paza u 1,9 paza cOOTBETCTBEHHO, MOCJI€ OJHOKPATHOTO

npuema 103sl 400 mr.

HrpakoHasoun,

IMUKJIOCIIOPHH

Ha ocHOBanuu pe3ynbTaroB HUCCIENOBAHUMN i1 Vifro MOYXHO OXKHJIATh

3(deKT, CXOTHBIN C KETOKOHA30I0M.

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

Takposnnmyc

B uccnenoBanusix in vitro 0OHapy»eHO, 4TO TAKPOJIUMYC UMEET TaKou
K€ ypoBeHb HHruOupyromero 3¢dekra Ha P-rimmkonmporenH, Kak
UTPAKOHA30J1 U uKJIocnopuH. [IpuMeHenne qaduratpaHa 3TeKcuiara
BMCCTC C TaKpOJIUMYCOM HC 6]:1)10 HN3Y4YCHO B KJIIMHHUYCCKUX
HUCCIICOOBAHUAX. O,Z[HaKO OrpaHUYCHHBIC KIIMHUYCCKUC HOAHHBIC O
NpUMEHEHHH BMecTe C JApyruM cyOctpatoMm P-rimkomporenHa
(9BEpOMMMYCOM) TIO3BOJISIOT MPEATIONOXKHUTh, YTO UHTHOUpoBaHue P-
[JIMKONPOTEMHA TaKpOJIMMYycoM ciabee, dYeM TMpu [PUMEHEHHU

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

['nmexanpeBup/

MUOpPEHTACBUP

OmHOBpEMEHHOE HCITOJb30BaHHE KOMOWHAINK (PUKCHPOBAHHBIX 103
WHTUOUTOPOB P-rmukonporenna  riekamnpeBupa/muOpeHTacBUpa
MMPUBOAUT K YBCIIMUCHUTIO KOHIICHTPpAalIuN ;[a61/1ranaHa B IJIa3M€ KpOBU

Y MOKET IOBBICUTH PUCK KPOBOTECYCHU.

Credyem cobnrodams 0CMOPOHNCHOCHb 8 CAVYAe 0OHOBDEMEHHO20 NPUMEHEHUS (CM. Daz0eibl

4.2u4.4)

Bepanamui

[Ipu ogHOBpeMeHHOM MPUMEHEHUH Aadurarpana stekcunara (150 mr)
U Bepamammwia s npueMa BHYTPh Cmax W AUC paOurarpana
YBEJIUYHUBAINCh, HO CTENEHb 3TOT0 YBEJIMYEHHUS pa3iuyanach B
3aBUCUMOCTH OT BPEMEHU TIpUeMa U JIEKapCTBEHHOM (OPMBI
BepanaMmuia (cM. paszaensl 4.2 u 4.4).

MaxkcumanbHOE YBEIWYEHHE 3KCIIO3UIMH Ja0uraTtpaHa HaOI0anoch

pu TIpHEeMe TEPBOM [I03bI JICKAPCTBEHHOW (OpMBI Bepamamuia ¢
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HEMeUIEHHBIM BBICBOOOKICHHEM 3a OJJUH Yac 10 Ipuema Jjaburarpana
aTekcunara (yBenndeHHe Cmax NPUMEPHO B 2,8 paza M yBEINYECHHE
AUC npumepno B 2,5 paza). Dh(PEeKT MOCTENEeHHO YMEHBINAJICS TPH
npueMe JIeKapCTBEHHOM (opmbl Bepamamuiaa ¢ JAJUTENIbHBIM
BbICBOOOXKIeHHEM (yBenmuueHue Cmax npuMepHo B 1,9 paza wu
yBenuuenne AUC npumepHo B 1,7 pasza) unm npu npueme
MHOTOKPATHBIX 703 Bepanamuia (yBennueHue Cmax TpuMEpHO B 1,6
pasa u yBenunuenue AUC npumepHo B 1,5 paza).

He mnabGmiomanock 3HAYMMBIX — B3aUMOACWUCTBUH TpU  NpHEME
BepamamMmia yepe3 2 yaca Iociie npueMa aadurarpaHa 3TeKcuiIara
(yBemnueHue Cmax puMepHo B 1,1 paza u yBenuuenne AUC nmpumepHO
B 1,2 pa3a). OT0 0OBACHSAETCA TOJHBIM BCACHIBAHHEM Ja0uraTpaHa

yepes 2 yaca.

Amuonapox

IIpu onHoBpemenHoM npumeHenun npenapata IIPAJJAKCA c
OJHOKpaTHOW mepopaibHOi a030i 600 Mr amuogapoHa CTE€NEHb U
CKOPOCTh BCAChIBaHMSI aMHUOJAPOHA MU €ro aKTHMBHOIO MeTabojuTa
Je33TUJIAaMUOapOHa CYIIECTBEHHO He M3MeHsuIUCh. 3HaueHuss AUC u
Cmax HaburaTpana Bospactanu npumepHo B 1,6 paza u 1,5 paza
COOTBETCTBEHHO. YUWTHIBasl JJIUTENbHBIN TEpPHOJ TMOIYBBIBEICHUS
aMHOJIapOHa, BO3MOXKHOCTb B3aMMOJECHCTBHUS MOXET COXPAaHSITHCS B

TCYCHHUC HCCKOJIBKO HCACIIb IMMOCJIIC OTMCHBI aMUOJapOHa (CM. pasaciibl

42w 4.4).

XUHUIUH

XuHuauH HaszHayaiau B go3e 200 Mr xaxkaple 2 4Jaca OO0 JOCTYDKEHUSI
obmeii mo3e1 1000 mr. /laburarpana sTeKcwJiaT Ha3Ha4ajdud 2 pasza B
CYTKH B T€UCHHE 3 JHEH moaps, Ha 3-i eHb — C XUHUIUHOM WU 0e3
xuHuAnHA. 3HAaYeHUS AUC s B Crax,ss TaOUTaTpaHa YBETUYHBAIINCH B
cpenneM B 1,53 pazau 1,56 paza cOOTBETCTBEHHO, IPU OJHOBPEMEHHOM

MPUMEHEHUU ¢ XUHUIAMHOM (CM. pa3aensl 4.2 u 4.4).

Knapurpomunux

[Ipu onHOBpeMEeHHOM NpUMeHeHuH KinaputpoMulaa (500 mr 2 pasza B
CYTKH) C Jga0uraTpaHa 3TEKCHJIATOM Y 3JIOPOBBIX J100OpPOBOJIBLIEB
HaOmoganock yeenuuenne AUC npumepno B 1,19 pa3a u yBenudeHue

Cmax ipuMepHoO B 1,15 paza.

Tukarpenop

IIpy OAHOBpPEMEHHOM IIPUMEHEHMM OIJHOKPAaTHOM J03bl 75 Mr

nadurarpaHa dTEKCWJIaTa ¢ Harpy3o4Hoil no3oii 180 mr tukarpenopa
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3HayeHuss AUC u Cmax JaOurarpana yBenuuuBaiuch B 1,73 pasa u
1,95 paza  coorBercTtBeHHO. Ilocne  MHOrokpatHoro  mpuema
tukarpesiopa 90 Mr 2 paza B CYTKHM YBEJIMYEHHE SKCIO3HUIUU
naburarpana coctaBisuio 1,56 paza m 1,46 pasza st Cmax 1 AUC
COOTBETCTBEHHO.

OpnHOoBpeMEHHOE Ha3HAaUYE€HUE HAarpy304Hoi 1036l 180 mMr Tukarpenopa
u 110 Mr maburatpana sTekcwiara (B pPaBHOBECHOM COCTOSTHUH)
yBenuuuBaio 3HaueHUsI AUC ss U Cmax,ss Aaburatpana B 1,49 pasa u
1,65 paza COOTBETCTBEHHO, II0 CpPAaBHEHHIO C MPUEMOM OJHOTO
naburarpana stekcuiara. [lpu HazHaueHuH Harpy304HoOH 10361 180 mr
TUKarpejgopa dvepe3 2 dYaca mociae mnpuema 110 mr paburarpana
JTeKcuiIaTa (B paBHOBECHOM COCTOSIHHH) cTenieHb yBeTuIeHUS AUC
U Chaxss Jaburarpana cHmwxkamack 10 1,27 paza u 1,23 paza
COOTBETCTBEHHO, 110 CPAaBHEHUIO C IMPHEMOM OJHOro nadurarpana
JTeKCcHiIaTa. TakoW pa3fesIbHBIA IPUEM PEKOMEHIYETCs Ul Hadajia
Tepanuu TUKarpeJopoM C Harpy304HO 103bI.

OnHoBpemeHHOe HazHadeHue 90 Mr Tukarpenmopa 2 pa3a B CyTKH
(mognmepxkuBaromass go3a) ¢ 110 wmr maburarpana JTekcuiaTa
yBenuuuBaino ckoppektupoBaHHble 3Hau€HUS AUCiss U Caxss
naburarpana B 1,26 pa3a u 1,29 pa3za cOOTBETCTBEHHO, 110 CPAaBHEHHIO C

IPUEMOM TOJIBKO JaburarpaHa dTeKcuiara.

Tlo3zakoHa30:1

[lo3akoHa30m Takke B OINpPENEICHHOW CcTeneHu uHruoupyer P-
INIMKOIPOTENH, HO OH HE ObUI N3Y4€H B KIIMHUUYECKUX UCCIIEJOBAHUSIX.
Cnenyer coOmoaTh OCTOPOXHOCTh, Korma mpemnapar [TPAJJAKCA

Ha3sHa4YacTCsA OAJHOBPEMEHHO C ITO3aKOHA30JI0OM.

Hnoyxmopwr P-enuxonpomeuna

Credvem uzbezamsv 00HOBPEMEHHO20 NPUMEHEH U

Hanpuwmep,
pubamMIuImH,
3Bepoboit
MPOABIPSIBJICHHBIN
(Hypericum

perforatum),

Oxunaercs, YTO OJHOBPEMEHHOE HAa3HAYCHHE MPUBOJIUT K CHUKCHUIO
KOHIICHTpaluii naburarpana.

[IpenBapurenbHbli [IpUEM UHIYKTOpa P-rimukonporenna
pudammnuimaa B 103¢ 600 Mr 1 pa3 B CyTKH B TeUCHHE 7 THEH YMEHbIIIAI
MaKCHUMaJIbHYO M OOIIYIO IKCIIO3UIINIO Ta0uraTpana u o0l ypOBeHb
Bo3aeiictBus Ha 65,5% u 67% coorBercTBeHHO. MHaynupyrommit

ekt yMeHbIIANCsa, 4TO MPUBOAMIO K SKCIO3UIMU Aadurarpana,
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KapOamazenuH O5u3K0H K pepepeHCHOMY 3HAYEHHUIO, K 7-My JTHIO MTOCIIE MTPEKPAIIECHUS
win (EHUTONH neueHus pupamnuurHoM. JlanpHeiero yBeanueHust Ono10CTyTHOCTH

erie uepes 7 AHEH He HaOI01a10Ch.

Hneubumopol npomeassi, maxue Kax pumoHagup

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

Hanpuwmep, OTH mpenapathl BIUSIOT Ha P- raumkomporewH (qub00 B KadyecTBe
PUTOHABUP M €r0 | HHrUOUTOpa, JUOO B KadecTBEe HHAYKTOopa). OHM HE H3ydauCh M
KOMOMHAIIMM  C | IO3TOMY HE PEKOMEHIYIOTCS IJIi OJHOBPEMEHHOTO HA3HAYEHUS C
ApYruMu npenapatoM [TPAJTIAKCA.

WHTUOUTOpaMHU

pOTea3bl

Cybcmpam P-enuxkonpomeuna

Jurokcun B xonme wuccrnenoBaHusi, HMPOBEIEHHOIO C ydacTHeM 24 310pOBBIX
TOOpOBOJIBIIEB, TIPH  OJIHOBPEMEHHOM TPUMEHEHHMH Tperapara
IMTPAJJAKCA u purokcmHa He HAOIIOAANOCh HUKAKWX H3MEHCHHI
OKCIIO3UIIUU JUTOKCHMHA W KIMHHUYCCKHU 3HAYUMBIX H3M€H€Hﬂﬁ B

HKCTO3ULIUY JaburaTpaHa.

AHTHKOAryJISIHTBI M JICKApPCTBEHHEIC  CPEACTBA, KOTOPKIS I/IHFI/I6I/IDVIOT arperamnuro

TPOMOOIIUTOB

JlekapCTBEHHbIE CPENCTBA, TEpamnus KOTOPHIMU HE HCCIEIOBalaCh MM OINBIT NMPUMEHEHUS
KOTOPBIX OIPaHUYEH, U KOTOPbIE MOTYT MOBBICUTH PUCK KPOBOTEUEHUH MPH OJHOBPEMEHHOM
MIPUMEHEHUU c npernapaToM I[TPAJAKCA: AHTUKOATyJISHTHI, TaKue Kak
HeppakiumonupoBanubii  renapud  (H®I'), wuszkomonekynspasle remapunbl (HMI) u
IPOM3BOJIHBIC TenapuHa ((PpoHAANAPUHYKC, NE3UPYANH), TPOMOOIUTHIECKUE JIEKAPCTBEHHBIE
mpernapaTbl M aHTAaroHUMCThl BUTamMuHAa K, puBapokcabaH wuind Jpyrue mepopaibHbie
AQHTUKOAryJISHTHI (cM. pasnen 4.3), a Takke JIEKapCTBEHHbIE CPEICTBA, KOTOpble MHTHUOUPYIOT
arperauio TPOMOOIMTOB, TaKHe Kak aHTaroHuctsl peuentopoB GPIIb/IIla, Tuxmonunuy,
npacyrpen, THKarpenop, AeKCTpaH U Cyab(UHINPa3oH (cM. pasaen 4.4).

Ha ocHoBanuu nanubix, coopannbix B uccienoBanuu 11 ¢aszer RE-LY (cMm. pa3nen 5.1), 6pu10
OTMEYEHO, YTO COIMYTCTBYIOIIEE UCIIOJIb30BAHUE JIPYTUX MEPOPaIbHBIX WM MapeHTEePaTbHbIX
AQHTUKOATYJIIHTOB YBEIMYMBACT YACTOTy OOJBIIMX KPOBOTCYCHHMH TMPH JICYEHUH KakK
nadurarpaHa 3TEKCHJIATOM, TaKk M BappapuHOM NpUOIM3UTENBHO B 2,5 pasa, TIIIaBHBIM
00pasoM, mpu MEPEBOJIC C OJHOTO aHTUKOATYJISIHTA Ha Apyrou (cm. pazzaen 4.3). Kpome Toro,

CONYTCTBYIOIlee NMpUMeHeHne antuarperantoB, ACK mnmm kinommmorpena mpuOIH3UTENBEHO
Hara yrBepxaenus: 09.03.2023
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yABaMBAJIO YACTOTY OOJBIINX KPOBOTEUEHHH MPH JICUEHUH KaK JaburaTpaHa 3TeKCUIaToM, TakK
u BappapuHoM (cM. paznen 4.4).

H®I' MoxHO mNpUMEHSATh B J03aX, HEOOXOAMMBIX I TOJIJCPXKAHHUS IMPOXOIUMOCTH
LEHTPaJIbHOTO BEHO3HOTO WJIM apTepHalIbHOTO KaTeTepa (cM. pazzaen 4.3).

Tabmuia 7. BzaumonelicTBHs ¢ aHTUKOATYJISTHTAMH | JIEKAPCTBEHHBIMH CPEACTBAMU, KOTOPHIE

UHTUOMPYIOT arperamuio TPOMOOIUTOB.

HIIBIT ITokazano, yto npumenenne HIIBII niis kpaTkoBpeMeHHOM aHaIbre3uu
HEe OBLIO CBSI3aHO C TIOBBIIIEHHEM pHUCKAa KPOBOTEUEHUS MpHU
OJIHOBPEMEHHOM TMpUMEHEHHH C pJaburarpaHa stekcuiatoM. [lpu
JJIMTEIbHOM TpuMeHeHMH B Xxone wucciegoBanus RE-LY HIIBII
NOBBIIIAIM PUCK KpoBOTeueHus mnpubiausutenbHo Ha 50%  1ois

JaburarpaHa dTeKcuiiaTa u BaphapuHa.

Knonunorpen VY 310pOBBIX MOJOABIX JOOPOBOJIBLIEB MY>KCKOTO I10JIa OJJHOBPEMEHHOE
Ha3HAa4YCHHE JabWraTpaHa ITEKCHJIaTa M KJIOMUAOTPENIa HE BBI3BIBAJIO
JIOTIOJIHUTEIIBHOTO YBEINYEHHS] BPEMEHN KaUJUISIPHOTO KPOBOTEUYEHUS
10 CPaBHEHUIO ¢ MOHOTEpanuen kionuaorpenoM. K romy ke 3HaueHus
AUCrss U Cuaxss JAaburarpana  ©  IOKa3aTeId  KOATyJISINH,
WCTIONIB3YIOLITUECS ISl OIICHKHU BIIMSIHUS JaOurarpaHa Wi MMOKa3aTean
BIMSHUS KJIONUAOTpENa Ha IMOJaBJIEHUE arperamud TPOMOOIUTOB,
OCTaBAJIUCh HEU3MEHHBIMM TpU CpPaBHEHHUM KOMOWHHPOBAHHOMN
TepalMi MW  COOTBETCTBYIOLIEH MOHOTepanuu. llpm  npueme
Harpy3ouHoi 10361 kionuaorpena 300 mr niau 600 mr 3HaueHns AUC
U Cmaxss AaOurarpaHa yBenuuuBaiuch npumepHo Ha 30-40% (cwm.

pasnen 4.4).

ACK OnHOBpeMeHHOE MPUMEHEHHE ¢ JaburarpaHa STeKcuiaToM B o3e 150
MT 2 pa3a B CyTKH MOXET MOBBICHTH PUCK JIIOOBIX KpoBoTeUeHUH ¢ 12%
1m0 18% u 24% npu go3ax ACK 81 mr u 325 Mr cCOOTBETCTBEHHO (CM.

pasznen 4.4).

HMI' OpnnoBpemenHoe mnpumeHenne HMI', Takux kak »HOKcamapuH, M
naburaTpaHa STEKCWIaTa, CIHEUANIbHO HE uccienoBaiock. Ilocme
MepeBo/ia ¢ TPEXIHEBHOM Tepanuu dHoKkcanapuaoM 40 mr 1 pa3 B CyTku
/K, yepe3 24 yaca mocjie BBEICHUS MOCISAHEH T03bl YHOKCAmapuHa
OKCMIO3UIUSl JaburarpaHa Oblla HECKOJBKO HHXKE, 4YeM TocTe

IMPUMCHCHUA TOJIBKO ;[aGHranaHa 9TCKCHJIaTa (OI[HOKpaTHa}I J03a
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220 mr). Habmromanock noseiienre antu-FXa/Flla akTuBHOCTH mocie
OpUMEHEeHHUs  JaburaTpaHa dJTEKCHIaTa C  [PEABAPUTEIBHBIM
Ha3Ha4YCHHWEM »JHOKcamapuHa 10 cpaBHeHuio ¢ aHtu-FXa/Flla
AKTUBHOCTBIO TIPW JIEYCHHWU TOJNBKO Ja0uraTrpaHa OSTEKCHIIATOM.
Cumnraercsi, 4To 3T0 00YCIOBICHO OCTaTOYHBIM 3(PPEKTOM JIeUCHHUS
DHOKCAIAPUHOM W HE  SBISIETCS  KIMHUYECKH  3HAYMMBIM.
[IpenBapuTensHOE HaA3HAYCHHUE YHOKCAIAPUHA CYIIIECTBEHHO HE BIIHSIIO

Ha JIpyTue aHTUKOAryJISIUOHHBIE MIOKa3aTeNu JadurarpaHa.

JIpyrue B3auMOJIENCTBUSI

Tab6muma 8. JIpyrue B3auMoaeiCTBUS.

Cenexmuenwvie uneubumopwvt oopamuoeo zaxeama cepomonura (CHO3C) unu cenexmugHule

uHeubUmMOopsvl 06pamno2o 3axeama cepomonuna u Hopaopenaruna (CHO3CH)

CHO3C, CHO3C n CUO3CH nosblmanu puck KpOBOTEYEHHSI B UCCIIEIOBAaHUH

CHUO3CH RE-LY Bo Bcex rpynnax JieueHusl.

Bewecmea, enuaowue na pH dcenyo0ounozo cooepicumozo

ITanTompazon IIpu opnoBpemenHoM mnpumeHeHun npenapara IIPAJTAKCA c
naHTomnpasoysioM Habmonmanoch ymenbmienne AUC paburarpana
npuoim3uTenbHo  Ha  30%. B kIuHWYECKMX — HCCIEIOBaHUSIX
NAHTONPa3oJl M JApyrue WHTHOUTOpHI mpoToHHoro Hacoca (MITH)
HazHayaJluch onHoBpeMeHHOo ¢ npenapatrom IIPAJTAKCA, wu
onHoBpeMeHHoe mnpumenenne WIIH He cHmkano s¢dekTuBHOCTH

npenapara [IPAJIAKCA.

Panutunun OnHoBpeMEHHOE  MPUMEHEHHE  pPAaHUTHAMHA C  [pPEernapaTom
ITPAJJAKCA He oKa3plBal0 KIMHUYECKM 3HAYMMOIO BIIMUSHUSA Ha

CTCIICHb BCAaCbhbIBaHUA /:[a6HranaHa.

Bs3aumMonelicTBusl, CBsI3aHHBIE C MeTa0OJH4YecKHM ImpoduiaeM padurarpaHa JTEKCHaTa

naburaTpaHa

Jlaburarpana sTeKcuiIaT U Jaburarpad He MeTabOJIM3UPYIOTCsS cucTeMol nuroxpoma P450 u
HE OKAa3bIBAIOT in Vitro HUKAKOTO BIUsHMUS Ha ¢epMmeHThl 1uToxpoma P450. ITostomy
B3aMMOJICHCTBUS JaburaTpaHa C COOTBETCTBYIOUIMMH JIEKAPCTBEHHBIMU CPEACTBAMHU HE
OKHJAETCSL.

4.6. ®epTWIBHOCTD, 0€PEMEHHOCTb U JIAKTALNS

bepemeHHOCTD

Hara yrBepxaenus: 09.03.2023
19



Jlannble 0 mpuMeHeHHM Aa0uratpaHa STeKcujara BO BpeMs OEpEeMEHHOCTH OTCYTCTBYIOT.
IToTeHUMaNbHBIN PUCK Y YEJIOBEKA HEU3BECTEH.

XeHmumHaMm penpoayKTUBHOTO BO3pacTa CleayeT u30eraTb HacTyIUICHHs] OEpPEeMEHHOCTH MIPH
neyennn npenapatroM [IPAJIAKCA. Ilpu wnHactymieHnn O€peMEHHOCTH MPUMEHEHHE
npenapara He PEKOMEHIYEeTCs, 3a HCKIIYEHHEM CIydaeB, KOI/Ia OXKHMJaeMas I10JIb3a
IIPEBBIIIAECT BO3MOKHBIN PUCK.

JlakTanus

[Tpu HEOOXOAMMOCTH MPUMEHEHUS MpernapaTa B IEpUo IPyJHOTO BCKapMIIMBAHUS, B CBSI3U C
OTCYTCTBHEM KIMHUYECKUX JIaHHBIX, TPYIHOE BCKapMJIMBAaHUE PEKOMEHYETCsl TPEKPaTUTh (B
KaueCTBE MEPHI IPELOCTOPOKHOCTH).

depTUabHOCTD

B skcniepuMeHTanbHBIX HCCIEIOBAHUAX HE YCTAHOBJIEHO HEOIAroNnpHUsITHOrO BO3/IEHCTBUS Ha
(epTHIIBHOCTD WM MIOCTHATAIIBHOE PA3BUTHE HOBOPOKIAEHHBIX.

4.7. BuusiHMe Ha CTIOCOOHOCTH YNPABJIATH TPAHCIIOPTHBIMH CPeICTBAaMHU U PadoTaTh €
MeXaHU3MaMH

Brmusaue npenapata [TPAJIAKCA Ha cmocoOHOCTh yIPaBJIsITh TPAHCIIOPTHBIMU CPEICTBAMHU
U 3aHUMATbCA JPYTUMHU IOTEHIMAIbHO ONACHBIMH BUAAMHU JESITEIbHOCTH, TPEOYIOLIMMHU
NOBBIIIEHHONW KOHIIGHTPALlMM BHUMAaHHUS M OBICTPOTHI TICHXOMOTOPHBIX peakiuil, He
U3y4aJloch, HO yUuThIBas, uyTo npumeHeHue npenapara [IPAJTAKCA MoxeT conpoBOXIaThCs
HOBBIIIEHHBIM PUCKOM KPOBOTEYEHUH, ClIeAyeT COOMI01aTh OCTOPOKHOCTh ITPH BBIIOJIHEHUH
TaKUX BUJOB J€SITEIbHOCTH.

4.8. HexenaTebHbIEe 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); Hen3BecTHO (YacTOTa HE
MOXKET GBITB OLICHCHA 1O JOCTYITHBIM ,Z[aHHBIM).

Tab6muia 9. [lobouHbIe peakum.

CucreMHO-OpraHHbIN Kiacc/ YacTtoTa BO3HUKHOBEHHUS

[Mo6ounkrit 3 dekT IIpodunakruka  uHCYynbTa, | Jledenne u mpoduIaKTHKaA
CHCTEMHBIX TPOMO0IMOOJINI U | peIUIUBOB OCTpOTO
CHIDKEHHE cepaedHo- | TpoM003a  TIIyOOKHX
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Bo3pacte oT 18 er) c | mpoduIaKTHKa CMEpPTENBHBIX




HEKJIalaHHOH (UOPMUIANNEH | HCXOHOB, BEI3BIBAEMBIX 3TUMHI
MmpeacepAuii W OJHUM WU | 3a00JICBAHUAMHU Y B3POCIBIX
OoJiee (pakTOpaMu pUCKa nagueHToB (B Bo3pacte oT 18
Jer)
Hapywenus co cmoponwl kposu u aumghamuyueckoti cucmemvi:
aHEMUA qacTo HEYaCTO
CHUXXCHUC YPOBHA reMoriaoonHa HEYaCTO HEU3BCCTHO
TPOMOOIIUTOTICHHUS HEYacTo penKo
CHMXXCHHUEC IreMaTOKpHUTa PEAKO HEU3BECTHO
HeHTporneHus* HEU3BECTHO HEU3BECTHO
arpaHyJoIHUTO3* HEHU3BECTHO HEHU3BECTHO
Hapywenus co cmoponvl ummyHnou cucmemul:
PCaKku runiCcpIyBCTBUTCIIBHOCTH HE4YaCTO HE4YaCTO
KOXKHas CBhIIIb HEYaCTO HEYaCTO
KOKHBIN 3y HEYaCTO HEYaCTO
aHa(UIaKTHYECKas peaKIus penko penko
AQHTMOHEBPOTUYECKUN OTEK penKo penKo
KparnuBHUIA penKo penKo
6p0oncna3M HEU3BCCTHO HEU3BCCTHO
Hapywenus co cmoponwl nepsHoti cucmembvi:
BHYTPHUYEPEITHOE KPOBOTCUCHUE HEYaCTO penko
Hapywenus co cmoponwl cocyoos:
remaroma HEYaCTO HEYaCTO
KPOBOTCYCHUC HEYaCTO HEYaCTO
Hapywenus co cmopoHbvl OvixamenvbHoll cucmembvl, OP2ano8 2pyoOHOU KiemKu U CPe0oCmeHUs.:
HOCOBOC KpPOBOTCUCHUC qacCTo qacCTo
KpOBOXapKaHbC HEYaCTO HEYaCTO
Kenyoouno-Kuuieynvie HapyuleHus:
JKCITYJOUYHO-KHIICYHBIC KPOBOTCYCHU A qacTo qacTo
00JIb B )KUBOTE 4acTo HEYacTo
Auapes qacTo HEYaCTO
JUCIICIICUA qacCTo qacTo
TOIIIHOTA qacTo HEYaCTO
PCKTAJIbHBIC KPOBOTCUCHU A HEYaCTO qacTo
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reMOPPOUIATBEHBIC KPOBOTCUCHHUS HEYacTo HEYacTo
U3bs3BICHUE CITM3UCTON 000mouky KKT HEYacTo HEYacTo
ractpo33odarur HEYacTo HEYacTo
ractpo33odareanbpHas pedaroKCcHas | He4acTo HEYacTo
00J1e3Hb

pBOTa HEYacTo HEYacTo
nucharus HEYacTo penko
Hapywenus co cmoponvl neuenu u sHcenyegbl8o0AWUx nymelu.

HapylieHne QyHKIUN NeYeHn HEYacTo HEYacTo
MOBBILICHHE aKTUBHOCTH | HEYacTO HEYacTo
aJlaHUHAMUHOTpaHchepasbl

MOBBILICHHE aKTUBHOCTH | HEYAcTO HEYacTo
acnapraTaMHUHOTpaHc(epasbl

MOBBIIIICHAE AKTUBHOCTU «IEYCHOYHBIX)» | PEIKO HEYacTo
TpaHCaMUHa3

rUnepormIMpyOnHEe MU penko HEU3BECTHO
H3menenus co cmopomnvl KOXHCU U NOOKOHNCHBIX MKAHEU.!

KOXKHBIM T€MOPParn4eCcKuii CHHIPOM 4acTo 4acTo
anonenus™® HEU3BECTHO HEU3BECTHO
Hapywenus co cmoponvl mvluteyHotl, ckeliemHou 4 cCOeOUHUMENbHOU MKAHU:
remMapTpo3 peako HEYacTo
H3zmenenus co cmoponvl nouex u Mouebl800AUUX Nymell:

ypOTreHUTalbHbIE KPOBOTEUYEHMS, B T.4. | YACTO 4acTo
reMarypus

Obwue napywienus u peakyuu 6 mecme 66e0€HUsL:

KPOBOTEUYEHHMSI U3 MECTAa UHBEKIIUU penko penko
KPOBOTEUECHHS U3 MECTa BBEACHUS KaTeTepa | peaKo penko
Tpasmbl, uHmoxcukayus u OCLOHCHEeHUs npoyeoyp:

MOCTTpaBMaTH4ECKOe KPOBOTEUECHHE penko HEYacTo
KPOBOTEUYECHHUSI W3 MECTa OIEPAlMOHHOTO | PEAKO penko

JIOCTyTIa
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* JlanHapie Mo60uYHBbIE A(Q(DEKTHI HE OBUIN 3aPETUCTPUPOBAHBI B KIIMHUYECKUX UCIIBITAHUSIX KaK
no0OYHbBIE ACUCTBUS (TOJIIBKO MOOOYHBIE AP PEKTH); CIeAOBATEIBHO, YACTOTa HE MOXKET OBITH
paccumTaHa.

Pacuet yacToThl m0O0YHBIX 3P(HEKTOB OCHOBAH Ha MTOCTMAPKETUHTOBOM OIIBITE.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HEXKCIATCIbHBIX PCAKIINAX

BaxxHo cooOmarh O MOM0O3PEBAEMBIX HEXKENATENbHBIX PEAKIUAX II0CIIe PETUCTPAluU
mpernapaTra ¢ Lelbl0 O0ECTeueHUs] HEeMPEPHIBHOTO MOHUTOPUHTA COOTHOIICHHS «II0Jbh3a —
PHUCK» JIEKapCTBEHHOT'O Mpemnapara. MeauImHCKUM paboTHUKaM peKOMEHAyeTcsl coo0arTh o
JT00BIX TOJ03PEBAEMBIX HEXKENATEIbHBIX pEaKUUsAX JIEKapCTBEHHOIO Ipenapara uepes
HAI[MOHAJILHBIC CHUCTEMBI COOOINEHUS O HEKENATENbHBIX PEAKIHMSIX TOCYNapCTB — YIICHOB

EBpa3uiickoro 5KOHOMHUYECKOI0 COK03a:

Poccuiickas ®@edepayus:

109012, MockBa, CnaBsHCKas IJ1011a/1b, 1. 4, cTp. 1

denepanpHas cnyx0a mo Haa30py B chepe 3npaBooxpanenus (PocsnpaBuanzop)
Tenedon: +7-495-698-45-38, +7-499-578-02-30

®dakc: +7-495-698-15-73

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru/

Pecnybnuxa benapyco:

220037, r. Munck, ToBapuiueckuii nep., 2a

Pecny6nnkanckoe yautapHoe npeanpusitiue «LIeHTp sKcrepTu3 U UCIIBITaHUH
3IpaBoOXpaHeHU» MUHUCTEPCTBA 3paBooxpadHeHus Pecyonmmku benapych
Tenepon/dPaxc: +375-17-242-00-29

OnexTpoHHas noyra: repl@rceth.by

http://www.rceth.by

Pecnyonuxa Kazaxcman:

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

PI'TI na IIXB «HaunonansHubiil LIeHTp sKCEpTU3bI IEKAPCTBEHHBIX CPEACTB U MEAULIMHCKUX
u3nenuity Komurera MeaumuHCKOTO u (hapMameBTHYECKOTO KOHTpoJis MUHHUCTEpCTBA
3npaBooxpanenus Pecy6nuku Kazaxcran

Tenedon: +7 (7172) 78-98-28

OnekrponHas nmoura: farm@dari.kz

http://www.ndda.kz

4.9. Ilepeno3upoBka
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CumMnOTOMBI

Jo3sl npenapara [TPAJIAKCA, npesblinaroniue peKOMEHyEMbIE, IPUBOIAT K MOBBIILIEHUIO
pHUCKa KpOBOTEUEHHMSI y IAlIMEHTA.

Jleuenune

B ciydyae mono3peHus Ha nepe03upOBKY KOaryJislHOHHbIE TECThI MOTYT IIOMOYb ONPEAEIUTh
puck kpooredenust (cm. pasaenst 4.4 u 5.1). KanubpoBannslii konndecTBeHHbIH TecT (pTB)
WIN TIOBTOPHBbIE U3MepeHus pTB 1aioT BO3MOXKHOCTH MPOrHO3UPOBATh BpeMsi, Koraa OymyT
JIOCTUTHYTHI OIpEJCICHHBIE YPOBHM paburatpaHa (cMm. paszaen 5.1), Takke B KayecTBe
JOTIOTHUTEILHOW MEpbl MOYKHO HayaTh TUAJIH3.

Upe3MepHasi aHTHKOATYJSIIHMS MOXET IOTpeOOBaTh BPEMEHHOIO IPEKPALICHUs JICUEHUS
npenapatom [IPAJTAKCA. ITockonbKy gaburaTpa B OCHOBHOM BBIBOJHMTCS TIOYKAMHU, CIIETYET
NOJJICPKUBATh aJ€KBAaTHBIA Tuype3. B cBs3M ¢ TeM, 4TO CTemneHb CBSI3bIBaHUS C OelKaMu
I1a3Mbl KPOBH HU3Kasl, JaOUraTpaH MOXET BBIBOJUTHCS C MOMOUIBIO IHAN3a; KIMHUYECKUN
OTIBIT, JEMOHCTPUPYIOIINK MMONB3y MPUMEHEHHUs OUaln3a B KIMHUYECKUX HCCIIEIOBAHMSAX,
orpaHuueH (cM. pazzuen 5.2).

Jleuenue kposomeuenut

B cinywae remopparnueckux ocnoxsHenuil sedenue npenapatom IIPAJIAKCA crnenyer
OPEeKpaTUTh W YCTAaHOBUTh HCTOYHHMK KPOBOTEUEHHUS. B 3aBHCHMOCTH OT KIMHHYECKOM
CUTyallUl CJEAYyEeT UCIOJIb30BaTh COOTBETCTBYIOIIME MOJACPKHUBAIOIIME METOABI JICUEHUS,
HanpuMmep, XUpyprudeckuii remoctas uinu Boccranonienue OLIK, nmo pemennto Bpaya.

Jns cutyauuii, xorma Tpedyercsi ObICTpo€ yCTpaHEHUE AHTHUKOAryJISHTHOW aKTUBHOCTH,
CyLIECTBYET Creun(UYecKrii aHTaroHUCT (hapMaKOAMHAMUYECKOTO NeHCTBUs JaduraTpaHa,
npenapat IIPAKCBAVH]] (unapyuusyma6), BBeIeHHE KOTOPOTO TI03BOJISIET HEHTPaIH30BaTh
aHTuKoaryJIssHTHBIN 2 dexT npenapara [IPAJTAKCA.

MOo>KHO paccMOTpETH 11e7ecO00pa3HOCTh MPUMEHEHHS KOHLIEHTPATOB (DaKTOPOB CBEPTHIBAHUS
KPOBU (aKTHBHPOBAHHBIX WJIM HE aKTUBHUPOBAHHBIX) WIM peKoMOMHAHTHOro (akropa VlIla.
HMeroTcs HEKOTOpBIE SKCIIEPUMEHTANIBHBIE JaHHBIE, CBUIETEIbCTBYIOIINE O BO3MOXHOCTH UX
NPUMEHEHUS JI1 MPEeKpalleHUs aHTUKOAryJIsHTHOro 3¢dekra padurarpaHa, HO JaHHbIE
OTHOCHUTENIbHO UX MOJb3bl B KIMHUYECKUX CUTYalMsIX, a TAaKK€ OTHOCHUTEIbHO BO3MOXKHOTO
pUCKa PHUKOIIETHOH TpOMOOAIMOOIUN OYEHb OrpaHUYEHBI. Pe3ynbTaThl KOaryJsLuOHHBIX
TECTOB MOT'YT CTaThb HEIOCTOBEPHBIMU IIOCIIE NMPUMEHEHMs NpeUlaraéMblX KOHIIEHTPAaTOB
dakTopoB cBepThIBaHMsI KpoBU. ClieyeT co0It01aTh OCTOPOKHOCTD ITPU UHTEPIIPETALIUN ITUX
TecToB. Takxke cieayeT coOMI0AaTh OCTOPOKHOCTh MpU MPUMEHEHHHM KOHIIEHTPATOB

TpOMGOL[I/ITOB npu HaJIUIUn TpOM6OHI/ITOH€HI/II/I WM TPHUMCHCHUU AHTHAIPCTAaHTHBIX
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JIEKAPCTBEHHBIX CPEJICTB JJIUTEIBHOIO JeHCTBUS. Bee cuMnroMarnyeckoe Je4eHrue IpoBOIsT
10 PELICHUIO Bpaya.

B ciyuyae 3HAaYMTENBHOrO KPOBOTEUEHHs CIIEAYET PAaCCMOTPETh BOIPOC O KOHCYJIBTALUU
CHelHalIiCcTa Mo reMocTa3y (IpH HaJTU4YUU JAaHHOTO CHEINANINCTA).

5. ®APMAKOJIOTMYECKUE CBOMCTBA

5.1. ®apmakoaMHAMHUYECKHE CBOMCTBA

dapmakoTepaneBTHUECKasi rpynmna: aHTUTPOMOOTHUYECKUE CPEICTBA; MPSIMbIe MHTUOUTOPHI
TpoMOMHa

Kox ATX: BOIAEO7

Mexannsm neiicTBus

Jlaburatpana  OSTEKCWJIAT  SABISETCS  HU3KOMOJEKYJISIPHBIM, He  oOiajmaromum
(hapMaKkoJIOTHYECKONH aKTUBHOCTHIO TPEAIISCTBEHHHUKOM aKTHUBHON (opMbl maburaTpana.
[Tocne nmpuema BHYTpb JaburaTpaHa 3TeKCHUIaT ObICTPO BCACHIBAETCS B JKEJYJOUHO-KUILIEUHOM
tpakTe (KKT) u, myrem ruziponunsa, KaTaIu3upyeMOro 3CTepa3aMu, B IEUYEHU U I1J1a3Me KPOBU
npeBpamaercs B naburarpat. JlaburaTpaH sBISETCS MOIIHBIM KOHKYPEHTHBIM OOpaTHMbIM
HPSMbIM HHTHOMTOPOM TPOMOHMHA M OCHOBHBIM aKTHBHBIM BELIECTBOM B IIJIa3M€ KPOBH.

Tak xkak TpoMOMH (CEpUHOBas MPOTEa3a) B MPOIIecce KoAryJIsiiuy mpeBpammaet GuOpruHOreH B
¢ubOpHH, yrHeTeHHEe aKTUBHOCTH TPOMOKHA MPETSITCTBYET 00pazoBanuio TpomoOa. /laburarpan
OKa3bIBaeT MHIHOMpYIOIIee BO3JEHCTBHE Ha CBOOOAHBIM TPOMOWH, TPOMOWH, CBSI3aHHBIN C

(UOPUHOBBIM CTYCTKOM, M BBI3BAHHYIO TPOMOMHOM arperamuio TpOMOOIIMTOB.

dapmakoauHamuyeckue 3P PeKTol

B skcnepuMeHTaIbHBIX UCCIEIOBAHUAX HA PA3MUYHBIX MOAEISAX TpomOo3a in vivo U ex vivo
MNOJATBEPXKIEHO  AHTUTPOMOOTHYECKOE JeMCTBUE W AHTUKOAryJsSHTHAs  aKTUBHOCTb
nadurarpaHa I1ocjie BHyTPUBEHHOIO BBEIEHUS M JaburaTpaHa 3TEKCHJaTa - Iocie Ipuema
BHYTPb.

YcraHoBieHa npsMasi KOppessus MEXIy KOHLIEHTpaluel naburarpaHa B IUla3Me KpOBH U
BBIPQKEHHOCTBIO AHTHKOAryJIsHTHOro 3¢dekra. Jlaburatpan y/UIMHSET aKTHBHPOBAHHOE
yacTUYHOE TpomOoruiactuHoBoe BpeMsi (AUTB), skapuHoBoe Bpems cBepthiBanus (OBC) u
TpomObuHOBOE Bpems (TB).

IIpogpunaxmuka eeno3nvix mpombosmbonuti (BT3) nocne snoonpomesuposanusi KpynHwix
cycmaeoe

Pe3ynbraThl KIMHUYECKMX MCCIEIOBAHUN Yy MAlMEHTOB, MEPEHECHIMX OPTONEANYECKHE
OIlEpaLMU - SHJONPOTE3UPOBAHNUE KOJEHHOTO U Ta300€JPEHHOI0 CyCTaBOB, - MOATBEPIUIN

COXpaHEHHE IapaMEeTPOB I'€MOCTa3a U SKBUBAICHTHOCTb NpuUMeHeHus 75 mr wim 110 mr
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naburarpaHa dTeKcuiaTa yepe3 1-4 yaca mocie oneparyu 1 mocjaeayoen moaIepKuBaroIei
10361 150 mr umm 220 mr 1 pa3 B cyTku B TeueHue 6-10 nueil (mpu onepanuu Ha KOJIEHHOM
cycrase) u 28-35 nHeil (Ha Ta300€pEHHOM CYCTaBe), IO CPABHEHHIO C SHOKCATIAPUHOM B J103€
40 mr 1 pa3 B CyTKH, KOTOPbIY MPUMEHSJIM HAKAHYHE U MOCJIE ONEepPallUH.

[ToxazaHa >KBHBAJICHTHOCTb aHTUTPOMOOTHYECKOro A dekra maburarpaHa dTeKCUiIara Mpu
npuMmeHeHnn 150 Mr win 220 Mr no cpaBHEHHIO ¢ SHOKcanapuHOM B 7j03€ 40 MI' B CyTKH Npu
OLICHKE OCHOBHOM KOHEYHOM TOYKM, KOTOpas BKIIOYaeT BCE CIydyal BEHO3HBIX
TPOMOOIMOOJINIA U CMEPTHOCTH OT JIFOOBIX TPUYHH.

Ipoghunaxmuxa uncyroma u cucCmemHulx MpomMOOIMOOIUL V NAYUeHmos ¢ Guobpuiiayuetl
npeocepouti

[Ipu nyuTensHOM, B cpeiHeM okoio 20 MecsieB, IPUMEHEHUH Y TAaIlMEeHTOB ¢ puOpHuIsnueit
npencepaIuii M C YMEPEHHBIM WM BBICOKUM PHCKOM HHCYJIbTa WM CHCTEMHBIX
TpoMO0IMOOIIHIA OBIIIO TTIOKA3aHO, YTO JaburaTpaHa dTekcuiat B 03¢ 110 Mr, Ha3HaueHHBIH 2
pa3a B CyTKH, He ycTymnaia BapdapuHy 1o 3¢pGEeKTUBHOCTH NPEIOTBPALICHUS HHCYJIbTa U
CHCTEMHBIX TPOMOO03MOOJM y ManueHToB ¢ (GUOPMILIIAIMEN Mpeacepauil; Takke B TpyIre
naburatpaHa ObLJIO OTMEUEHO CHIDKEHUE PUCKAa BHYTPHUEPENHBIX KPOBOTEUEHUH U OOmIei
4acTOThl KpoBoTedeHHH. [Ipumenenne Gosiee BhICOKOM 03kl mpemapara (150 mr 2 pasza B
CYTKH) JIOCTOBEPHO CHIDKAJIO PHUCK HIIEMHYECKOTO W TEeMOPPAarMyeckoro HWHCYJBTOB,
CepACYHO-COCYTUCTON CMEPTHOCTH, BHYTPHUYEPEIHBIX KPOBOTEUCHHUH U OOIIEH YacTOTHI
KpOBOTEUEHHM 1O cpaBHeHHI0O ¢ BaphapuHoMm. Menbimas go3a  jgaburarpaHa
XapaKTepu30Balach CYIIECTBEHHO Oo0jee HHU3KMM PHUCKOM OONBIINX KPOBOTEUEHUH IO
CpaBHEHHIO C Bap(papruHOM.

UucTpld  KIMHAYECKUA H(PQEKT OIEHMBAICI MYyTEeM ONpeleNeHHss KOMOWHUPOBAHHOM
KOHEYHON TOYKH, BKJIIOYABIIEH YacCTOTY MHCYJIbTA, CUCTEMHBIX TPOMOOIMOOIUH, JIErOYHBIX
TpoMOOIMOOIINIA, OCTpOro HH(pApPKTa MHUOKapAa, CEPACYHO-COCYJIUCTON CMEPTHOCTH U
0O0JBIINX KPOBOTCUCHUH.

EsxeromHass yacToTa NEPEUYMCICHHBIX COOBITMH y MAIMeHTOB, MOJYYaBIIUX Ja0HraTpaHa
JTEKCUiIaT, Obla HUXKE, YEM Yy TAIlMeHTOB, MOJy4YaBIINX BappapuH.

W3meHenus B 1abOpaTOpHBIX MOKa3zaTeasX (PyHKUMH MEYEeHHW y MAlUEHTOB, IMOITYyYaBIIUX
nadurarpaHa 3TeKCHIIaT, OTMEYAIUCh CO CPABHUMOM MJIM MEHBILIEH YacTOTOH 110 CPABHEHUIO C
NarUeHTaMH, TTOTy4aBITUMU Bap(apuH.

JlononHuTtenpbHOE M3ydeHHE qaburaTpaHa dTeKCUiIaTa B HaOJIOaTeNbHBIX HCCIEI0BAHUAX Y
MalKUeHTOB ¢ GUOpMILIAIMEH Tpencepanii CBUAETEIBCTBYET, YTO MOKa3aTeau 3 (HEeKTUBHOCTH
U 0e30MacHOCTH TpenapaTa B KIMHHUYECKOW TMPAKTHUKE COOTBETCTBYIOT pe3yJbTaTaMm

PaHIOMHU3UPOBAHHBIX UCCIIEIOBAaHUMN.
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Pe3ynbpTarel  MpOCHEKTUBHOTO  paHaomuszupoBaHHoro  uccienoBanusi  RE-CIRCUIT
IPOJIEMOHCTPUPOBAIM, 4YTO BBIIOJHEHHWE KaTeTepHOM aljanuMu y TAIHEHTOB C
NapOKCU3MAIbHOW WJIM TepCHCTUpYIomed (GUOpmUIIUel mpeacepauii, Moaydaromux
HETPEPBIBHBIA Kypc maduraTtpana stekcmiara B go3e 150 mr (1 kamcyna) 2 pasa B CYTKH,
XapaKTepU3yeTCs] MEHBUINM PUCKOM OOJIBIINX KPOBOTEUEHUN B CPAaBHEHUU C MAIlUCHTAMU, Y
KOTOPBIX MPOIIEypa BBIMOJHAJIACHK HAa (POHE HEMPEPHIBHOTO Kypca Bapdapuna. Pazmmumii
MEX]y TPYIIaMd CPAaBHEHHUs B OTHOIICHHWU YaCTOTHl KOMOWHHWPOBAHHON KOHEYHOW TOYKH,
BKJIIOYAIOLIEH MHCYJIBTHI, CUCTEMHbIE 3MOOJMU WIM TPAH3UTOPHBIE WIIEMHYECKHE aTaKH,
BBISIBJICHO HE OBLIO.

PesynpTaTel  OTKpBITOrOo  paHgomusupoBaHHoro  ucciuenoBanuss ~ RE-DUAL  PCI
IPOIEMOHCTPUPOBAIM, YTO NMPUMEHEHHE naburarpaHa sTekcuiara B go3ze 150 mr 2 pasa B
CyTKH, 1100 B 03¢ 110 Mr 2 pa3a B CyTKH B KOMOWHAIIMH C KJIIOMUIOTPEIIOM MIIA THKArpeaopoM
y TMAalMeHTOB ¢ HEKJIAlaHHOW (GUOPWLIAIUCH Tpeacepauil, IMEepeHeCHInX YPECKOKHOE
KOpPOHApHOE BMEIIATEIbCTBO CO CTEHTHPOBAHUEM, XapaKTEPU3YETCS MEHBIIUM PHUCKOM
pa3BUTHS MIEPBUYHON KOHEUHOW TOUYKH (OOJBIINE M KIMHUYECKHA 3HAYMMbIE KPOBOTEUEHHUS 110
knaccuukanuu ISTH) B cpaBHEHUH ¢ KOMOMHUPOBAHHOW Tepanuei, BKIIOYAIOIICH B ceOst
Bap(hapuH B cOYETaHUU ¢ Kionuaorpenom uwin tukarpesopom u ACK. Ilpu 3ToMm B OTHOIIIEHUN
KOMOWHUPOBAaHHON KOHEYHOH TOYKM 3(P(PEKTUBHOCTH, BKIIOYABIIEH B ce0s CMeEpTh,
TpoMO0IMOOIHUecKre COOBITHS (MH(pAPKT MUOKapAa, WHCYJIbT WM CHUCTEMHbIE 3MOOJINN),
anb0  He3alUIaHMPOBAHHYIO  PEBaCKyJSIpU3aliio, OObEeOUHEHHas TpyIna MalUueHTOB,
MOJTy4aBIIUX Jaburarpana sTekcuiat (00e 1036l mpenapara) B KOMOMHAITNY C KJIIOMUIOTPEIIOM
WIH TUKarpeIopoMm, He ycrynana 1o 3((GEKTUBHOCTH TPYIIE MAIMEHTOB, MOTYYaBIIHX
KOMOWHHUPOBAHHYIO TEPANTUIO BapPapuHOM B COYETAHUH C KIJIOMUAOTPEIOM HITH TUKATPEIOPOM
u ACK.

IIpogunaxmuxa mpomb60oIMO0ULL Y NAYUEHIO8 C NPOME3UPOBAHHBIMU KIANAHAMU Cepoyd

B xonme xnmmHmyeckux wuccrnenoBanuil ¢asel Il mpumeHenus naburatpaHa ¥ BapdapuHa y
NAIMEeHTOB, MEPEHECHINX OINEpalyio M0 3aMeHEe KJalaHa ceplAla MEXaHWYECKHM IMPOTE30M
(HemaBHO TPOBEJEHHBIC ONEpallid U ONEepaliy, MPOBEICHHBIE Oojiee 3-X MecsleB Hazan),
OBLIO BBISIBJICHO TIOBBIIIICHUE YacCTOTHI TPOMOOAIMOONHI W OOIIEro uuciaa KpOBOTECUCHUH
(MpeuMyIIECTBEHHO 3a CUET MaJbIX KPOBOTCUCHHI) Y MAIIMEHTOB, MOJIyYaBIIUX AadurarpaHa
sTeKcuiar. B paHHeM mocieoneparioHHOM Tepuoae OOJbIINe KPOBOTEUEHUS B OCHOBHOM
XapaKTepU30BAINCh T'€MOPPAarMuecKUM BBIIIOTOM B NEpUKapl, OCOOEHHO y MaIlMEHTOB,
KOTOpBIM JabuWrarpaHa 3TEKCHUJAT ObLI Ha3HA4YeH B paHHEM mepuojae (Ha 3 JCHB) IMOCie

XUPYpPru4ecKoi 3aMEHbI KJIallaHOB CepALa.
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Jleuenue ocmpoco mpombosa enyooxkux een (TI'B) u/unu mpombosmoonuu iecounol apmepuu
(TDJIA) u npogpunaxmuxa cmepmenbHbIX UCXOO08, BbIZLIBAEMBIX IMUMU 3AD0NE8AHUAMU
Pe3ynbraThl KIMHUYECKUX HCCIEAOBAaHMM y MalMEeHTOB ¢ HaiuyueM octporo TI'B w/mmm
TOJIA, xoTopble NEpBOHAYAIBHO MOJYYaJIHd MMAPEHTEPAIbHYIO TEpalHi0 B TEUYEHHUE, Kak
MUHHUMYM, 5 THEH, MOATBEPANIH, YTO AabWrarpaHa 3TeKcuiaT B 1o3e 150 mr, Ha3HauYeHHBIN
2 pasa B CyTKH, He ycTynai Baphapuny 1o 3p(HeKTHBHOCTH B OTHOLICHUN CHUKEHUS YaCTOTHI
permmauBupytomero cumnromarnueckoro TI'B  w/mmu  TOJIA w  ciydaeB  cMepTH,
00yCIIOBJIIEHHBIX 3TUMH 3a00JI€BaHUSIMH, Ha MPOTSKEHUH O-MECSYHOTO Meproja JiedeHus. Y
MAIMEHTOB, MOJYYaBIINX Ja0urarpaHa 3TEKCHJIAT, KPOBOTEUEHHs] OTMEYAIUCh 3HAUYUTEIBHO
pexe, 4eM y MaIHeHTOB, OTYy4YaBIInX BapapuH.

Yacrora pa3Butus MH(papKTa MUOKapa BO BCeX MPOBOAMMBIX HccienoBanusx npu BT, Bo
BCEX JICUEOHBIX TPYyIINax Oblja HU3KOM.

Tlokaszamenu ¢pynkyuu nevenu

B uccnenoBanusix ¢ npuMeHEHUEM aKTUBHBIX MIPENapaToB CPAaBHEHUSI BO3MOYKHBIE U3MEHEHUS
nmokasareneil (QYHKIMM TICYeHW BO3HHMKAIM Y TMAlMEHTOB, TMOJIYYaBIIMX JabWraTpaHa
3TEKCUJIaT, CO CPAaBHUMOM WJIM MEHbILIEH YaCTOTOM, UeM y MallMeHTOB, MOJIyYaBIINX BaphapHH.
B uccnenoannu c miane0o CymecTBEHHOT0 pa3inyrs B OTHOLLIEHUN H3MEHEHUH oKa3aTenei
(GYHKIMM TI€YeHH, BO3MOXKHO HMEIOMIMX KIMHUYECKOE 3HAYCHHE, MEXIy TIpyNmamu ¢
NpUMEHEHHEM JladuraTpaHa u miane0o He 0TMEeYanoch.

Ipoghunaxmuxa peyuousupyrowezo mpomoosa enyooxux een (TI'B) u/uru mpom6osmboruu
necounou apmepuu (TJIA) u cmepmenvbHbIX UCXO008, BbI3BLIBAEMBIX IMUMU 3AD0NEBAHUAMU
Pe3ynpTaThl KIMHUYECKOTO HUCCIIEI0BaHMS y NMauueHToB ¢ penuausupyoumm TI'B u TOJIA,
yKe TOJIy4aBIIMX B TeueHHe OT 3 10 12 MecsleB aHTUKOATYJSHTHYIO TEpanuio Hu
HYKJABIIMXCS B €€ MPOJIOJDKEHUH, MOATBEPAMIIN, YTO JeUeHue nadurarpaHa dTeKCUIaToM B
no3e 150 mr 2 pa3a B cyTku He ycTynaio JiedeoHomy s dexty Bapdapuna (p=0,0135). ¥
MAIMEHTOB, MOJYYaBIINX Ja0urarpaHa 3TEKCHJIAT, KPOBOTEUCHHS] OTMEYAIIMCh 3HAUUTEIHHO
pexe, 4eM y MaIMeHTOB, OTYy4YaBIIiX BappapuH.

B wuccnenoBanum cpaBHeHusi AaOurarpaHa S3TeKcujaTa ¢ IUlanedo y TMAaleHTOB, YiKe
MOJTy4YaBIIUX B TeYeHHUE OT 6 10 18 MecsieB aHTaroHucThl BUTaMruHa K, ObIJI0 yCTaHOBIICHO,
YTO Ja0urarpaH MPEeBOCXOAMI IUIaledo0 B OTHOIICHUH MPOQPHIAKTUKU PELUIUBHPYIOLIETO
cumnromarnyeckoro TI'B/TOJIA, Bkimouas ciyyan CMEPTH OT HEYCTaHOBIIEHHOW MPUYMHBI,
CHI)KEHME PHCKa 3a Iepuo JeueHus coctaBuio 92% (p<0,0001).

Yacrora pa3BuTusi nHpapKkTa MUOKapa BO BCEX MPOBOJUMBIX HccienoBanusx npu BTD Bo
BCEX JIeYeOHBIX rpynmax Obljia HU3KOM.

Tokazamenu ¢pynkyuu nevenu
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B nccrnenoBanusx ¢ npuMeHEHUEM aKTUBHBIX MPENapaToB CPaBHEHUS BOZMOKHbBIE U3MEHEHUS
nokasareneid (QYHKIMM TI€YeHW BO3HHMKAIM Y TMAlMEHTOB, TMOJIYYaBIIMX gabWraTpaHa
ITEKCUJIAT, CO CPABHIUMOM HITM MEHBIIIEH YaCTOTON, YEM y IAIIMEHTOB, IOJTyYaBIINX Bap(papuH.
B uccnenoanuu c miane0o CylecTBEHHOT0 pa3inyrs B OTHOLLIEHUN U3MEHEHUH MoKa3aTeei
GYHKIIUM TE€YeHU, BO3MOXKHO HMEIOUIMX KIMHUYECKOE 3HAaYeHHe, MEXAy TIpyIIaMud C
NpUMEHEeHHEM JaburaTpaHa u miane0o He 0TMEeYanoch.

5.2. ®apmakoKHHeTHYECKHE CBOMCTBA

[Tocne mpuema BHYTpb AalOurarpaHa STEKCUJaT OBICTPO M TOJHOCTHIO MpEBpallaeTcs B
naburatpaH, KOTOPBIA SBISIETCS aKTHBHOM ¢GopMol B Tuta3Me KpoBH. PacmieruieHue
poJIeKapcTBa JaburarpaHa 3TeKCHiIaTa ¢ TOMOIIBIO KaTaTu3uPyeMOTro ICTepa3oi THAPOIU3a
0 JCUCTBYIOIIETO BellecTBa AaburaTpaHa sBISETCS Mpeobianaromeil MeTadoIuIecKon
peakmueit. AGcomoTHass OMOAOCTYMHOCTh Ja0uraTpaHa IOCie MpuUeMa BHYTPh Ipemapara
[MTPAZJAKCA cocrtapnsna npuOiausutensHo 6,5%.

Ilocne mnpuema BHyTpp mpenapara I[IPAJJAKCA y 310poBBIX  JOOPOBOJIBIIEB
(dapmakokuHeTHYeCKHH NpomiIb qaburarpana B mijaa3Me KPOBH XapaKTEPH3yeTCsl OBICTPBIM
YBEJIMYECHUEM ILJIA3MEHHBIX KOHUEHTPALUMN ¢ JOCTUAKEHUEM Cmax B Teuenue 0,5 u 2,0 yacos
nocJie nprueMa mnpemnapara.

AOGcopbuus

HccnemoBanme, B KOTOPOM OLIGHWBAIM BcachiBaHWE JaburaTpaHa »dSTeKcuiaTa B
MOCIICONIEPAllMOHHOM Tiepuoje uepe3 1-3 yaca mocie XHpPYpruuyeckoro BMeENIaTeNbCTBa,
M0KAa3aJl0 OTHOCHUTENbHO HU3KYIO CKOPOCTbh BCAChIBaHHS 1O CPABHEHHMIO C BCACBIBAHUEM Y
310poBbIX H00poBoibiieB, AUC xapakTepu3yercs MOCTECIICHHBIM MOBBIMICHUEM aAMILTUTY/IbI
0e3 MOsBIICHUSI BBICOKOTO MHUKAa KOHIEHTPAUU B mia3Me. Cmax B IJI1a3Me KPOBU JOCTUTACTCS
yepes 6 yacoB MocJjie MpUMEHEHUs MpernapaTa B [OCIeoNnepaiiOHHOM MIEPUOJE 3a CUET BIUSIHUS
TaKUX CONMyTCTByromuX (akrtopoB, kak anectesus, mape3 JKKT wu BbImogHEHHE
XUPYPTrU4ecKoro BMEMIATEIhCTBA HE3aBUCHMO OT JIGKAPCTBEHHOW (OpMBI Tpernapara.
JlanpHeiiiee ncciegoBaHue MOKa3aJio, YTO MEUIEHHOE M OTCPOUYCHHOE BCACBIBAHUE OOBIYHO
HaO0IaeTCsl TOJIBKO B JIEHb XHUPYPrHUECKOro BMeIlaTeNnbCcTBa. B mocienyrouiye THU
BcachlBaHME Aa0urarpaHa MPOUCXOAUT OBICTPO, € NOCTHKEHUEM Cmax B IIa3ME KPOBU uepe3
2 yaca mocJie mpuemMa rnpemnapara.

[Tpuem numum He BIHsieT Ha OMOAOCTYIMTHOCTh JabUraTpaHa dTEKCUIaTa, HO 3aJIep>KUBaeT BpeMs
TOCTHKEHUST Cmax B TIJIa3ME KPOBH Ha 2 yaca.

Cmax 1 AUC 6bUTH TTPOTIOPITMOHAIBHBI J03€.

[Ipu mnepopanbHOM mnpueme mnemier 0e3 Truapokcunponuameruineuioao3noi (I'TIML)

000JIOYKHU KarcyJibl, OMOIOCTYMHOCTh MOXET BoO3pacTarb Ha 75% mocie OJHOKPAaTHOTO

Hara yrBepxaenus: 09.03.2023
29



npuemMa U Ha 37% B paBHOBECHOM COCTOSIHUU IO CPaBHEHHIO C OMOIOCTYIHOCTHIO MpHU
npUMeHeHUH peepeHCHON KarcylbHOW JekapcTBeHHOU ¢opmbl. [loaTomy ciemyer Bcernaa
COXpaHATh LenocTHOCTh Kancya w3 [TIMI[ npu KIMHMYECKOM IPUMEHEHMM Ul
IPEJOTBPALICHNs CIy4alfHOrO MOBBIIIEHHUsS OMOMOCTYMHOCTH Aa0urarpaHa 3TEKCuiiaTa (CM.
pasnen 4.2).

Pacnpenenenue

Hab6mronanace Huskas (34-35%), He3aBUCHMas OT KOHIICHTpAIlMM CTETCHb CBS3BIBAHUS
naburarpaHa ¢ 0eiakaMu Tuta3Mbl KpoBu. O0bEM pacnpeneneHus: qaburarpana cocrasisier 60-
70 1 ¥ TPEeBOCXOIUT 00BeM OOILEro cojiepaHusi BOJAbl B OpraHu3Me, YTO YyKa3bIBaeT Ha
yMEpeHHOe pacrpesielieHne JadurarpaHa B TKaHsX.

Buorpancdopmarus

MeTtabonn3m 1 3KcKpenus JadurarpaHa ObUIM U3YYEHBI MOCIEe OAHOKPATHOTO BHYTPUBEHHOTO
BBEJICHUS MEUEHOI0 pPAaJMOAKTUBHBIM M30TONOM JaburaTpaHa 3J0pPOBBIM J10OpPOBOJIBIIAM
MyKCKoro moja. Ilocne BHYTPHBEHHOTO BBEACHHS MEYEHBIH PaJHMOAKTUBHBIM H30TOIIOM
nadurarpaH BEIBOJWIICS TTIaBHBIM 00pa3oM nmoukamu (85%). Dkckpenust uepes JKKT cocraBuna
6% BBEIECHHOW M03bl. YCTaHOBJEHO, 4YTO uepe3 168 yacoB mociie BBEICHUS MEUEHOTO
panuoakTuBHOrO npemnapata 88-94% ero 1036l BEIBOAUTCS U3 OpPraHu3Ma.

JlaburarpaHn nmoaBepraeTcsi KOHbIOTUPOBAHHIO ¢ 00pa3oBaHueM (papMaKOIOTHUECKH aKTUBHBIX
AlMINTIOKYpOoHUI0B.  CyIECTBYIOT 4YeThIpe IO3MLMOHHBIX H3oMepa, 1-O, 2-O, 3-0,
4-O-amIrTroKypOHHU, KXl W3 KOTOPBIX cocTaBisieT mMeHee 10% oOmiero comepxaHus
naburarpana B miazme KpoBH. Cliiesibl IpyTrux MeTa00IMTOB MOKHO OBIIIO 0OHAPYKHUTh TOJIBKO
C TIOMOIIbIO BBHICOKOYYBCTBUTEIBHBIX AHATHUTHYECKUX METOJOB. JlaburaTpaH BBIBOAUTCS B
OCHOBHOM B HEM3MEHEHHOM BHUJIE C MOYOH CO CKOPOCThIO npuOam3uTenbHo 100 mi/MuH, 4To
COOTBETCTBYET CKOPOCTH KITyOOUKOBOH (DUIIBTpAITHH.

OJIMMUHALNS

Konnenrtpanuss nabwratpaHa B IUIa3Me€ CHIDKAETCS OWAKCIOHEHIMATBHO CO CPEIHHUM
TEPMHHAILHBIM TIEPUOJIOM TMOYBbIBeICHUS 11 4acoB y 370POBBIX JTOOPOBOJBIEB MOKUIOTO
Bo3pacta. [locie MHOrOKpaTHOrO NPUMEHEHHS TEPMHUHAIbHBIM NEpUOa TOJYBBIBEICHUS
cocTaBiisul 0kojo 12-14 wacos. Ilepumon monyBbIBeeHMST HE 3aBUcen OT A03bl. [lepuon
MOJTYBBIBEJICHUS YAJIMHSCTCS MIPU HapylieHnu QyHKIUH modek, cM. «Hapymenue GyHKInn
HIOYEK.

dapMaKOKMHETHKA Y 0COOBIX T'pYyHIl TannuceHTOB

Hapywenue ¢ynxyuu novex
B uccnenoBanusix 1 ¢aser sxcnosunus (AUC) gaburatpana mocie NepopaibHOTO MpuemMa

npenapata [IPAJIAKCA Obuta npubnusurtensHo B 2,7 pasza Bblie Yy JOOPOBOJIBIEB C
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yMepeHHOU nmouedHoi HemocTaTouHOCThI0 (KK 30-50 Mi1/MHH) 110 CpaBHEHHUIO € SKCIIO3UIIUCH
naburarpana y 100poBOJIbLIEeB 0€3 MOUYEYHO HEJOCTATOUHOCTH.

Y HeOONBIIOTO KOJIMYECTBA JOOPOBOIBIIEB C TSHKEION CTEIICHBIO MOYEUYHON HEJOCTATOYHOCTH
(KK 10-30 ma/mun) skcnosutus (AUC) naburarpana Obu1a mpuOJIM3UTENHHO B 6 pa3 BHIIIE, a
NepUOJ MOJyBBIBEICHUS — IPUOIU3UTENBHO B 2 pa3a JJIMHHEE 110 CPABHEHHIO C MOMYJIAnuei
MAIMEHTOB 0€3 MOYEYHON HETOCTATOYHOCTH (CM. paziensl 4.2, 4.3 u 4.4).

Tabmuua 10. Ilepuon mosyBbIBeAeHUsT 00IIero mAaduraTpaHa y 370pOBBIX MAIlEHTOB U Y

MAIMEHTOB ¢ HapylIeHHeM (QyHKIUHU TOYEK.

CkopocTb KiTyO004KOBOU (QUIBTPAITUU I'eomeTpuueckoe cpeHee 3HaUEHUE
(Knupenc Kpearnnvna, Mii/MuH) (gCV%; nuamnas3on) nepuoaa

IMOJIYBBIBCACHUSA, 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 JTOCTHKEHUS MUHUMAIBHON KOHIICHTPAIHH
npenapara B KpOBU U B MOMEHT JOCTHXKEHHMSI MaKCUMAaJIbHOW KOHIIGHTpAllMU Ipernapara B
KpOoBM)  OblJa  OI€EHEHa B  IPOCHEKTUBHOM  OTKPBITOM  PaHAOMHU3UPOBAHHOM
(hapMaKOKMHETHYECKOM HCCIICIOBAaHUHM Y TalnueHTOB ¢ HekmamanHo PII ¢ Tsoxembim
HapymeHneM (yHkiuu mnouek (ompenensembiM kak KK 15-30 ma/mMuH), KOTOpbIe MOTydain
naburatpaHa 3TekcwiaT 75 Mr 2 pasa B CYTKH. DTOT PEXUM JO3UPOBaHHS OOecrednBal
TEOMETPUUECKOE Cpe/lHee 3Hau€HUE KOHLEHTPALMW B MOMEHT JIOCTH)KEHHS MHHHMMAJIbHOU
KOHIEHTpaluu npenapara B kposu 155 ur/mi (gCV 76,9%) npu nu3mMepeHun HemocpeACTBEHHO
nepes MNPUEeMOM CJIEAYIOUIEH T03bl U T€OMETPUYECKOE CPEJHEE 3HAUYCHHE MaKCUMAaJlbHOMN
koHueHtpauuu 202 ur/ma (gCV 70,6%) npu u3MepeHHH dYepe3 2 dYaca IOCie NpHeMa
MOCJIETHEN TO3EI.

Knupenc maburatpaHa mpu reMOIuaIN3€ HCCIENOBAICSd y 7 TAlUEHTOB C TEPMUHAIBLHON
XpoHu4ecko moyeuHoi HepocratouHocThio (TXITH) 6e3 pubpumuisaimu npeacepauii. Juamus
MPOBOAMIIN CO CKOPOCTBIO MOTOKa auanu3ara 700 Mi1/MUH, ¢ IPOAOIKUTEIHHOCTEIO 4 yaca u
ckopocThio KpoBoToka 200 mu/mun wimm 350-390 mur/mMuH. DTO TPHUBOAMIO K CHIKCHHIO
KOHIIeHTpanuu naburarpana Ha 50% — 60% cootBeTcTBeHHO. KOMMYECTBO JIEKapCTBEHHOTO
CPEICTBA, KOTOPOE BBIBOJUTCS C IOMOILBIO JUANIN3a, IPOIIOPLHUOHAIIBHO CKOPOCTH KPOBOTOKA
opu CKOpocTH KpoBoToka a0 300 mu/MUH. AHTHKOAryJjsHTHas aKTUBHOCThH Ja0HraTpaHa
CHI>KAJIach MPY YMEHBIIEHUH €T0 KOHLEHTPALIUU B TUIa3Me KPOBH, U MPOLIeypa He BIussa Ha

dbapmakoguHaMuuecKre/(hapMaKOKMHETHIECKHUE B3aUMOCBSI3H.
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Menunana KK B uccnenoBannn RE-LY cocraBnsna 68,4 mu/mMus. [IpakTruuecku y mOJIOBUHBI
(45,8%) manmenToB B uccienoBannu RE-LY KK cocrapisut >50-<80 miu/MuH. Y MalMEHTOB C
yMmepeHnHbIM HapymieaueM pyukmuu nouek (KK 30-50 mur/MuH) KOHIIGHTpaIuu 1aduraTpana B
ma3Me KpOBH JI0 M TIOCJE MpUeMa J03bl ObUIM B CPEIHEM COOTBETCTBEHHO B 2,29 pa3a u
1,81 pa3a BbIlIIe MO CpaBHEHHIO ¢ ManueHTamMu 0e3 Hapymenus ¢yHkumu mnouek (KK >80
MJI/MUH).

Menuana KK B uccnenosanuu RE-COVER cocrasasana 100,4 muo/mun. Y 21,7% manueHToB
Ob110 nerkoe Hapymenue ¢pynkiun noyek (KK >50-<80 mn/mun), u y 4,5% nauueHToB ObU10
ymepeHHoe Hapymenne (pynkmuu mnouek (KK 30-50 mu/munH). Y manumeHTOB C JIETKHUM U
YMEpPEHHBIM HapylieHreM (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 o cpaBHeHuIo ¢ nmanmueHTamu ¢ KK >80 mur/muH. AHamorudHbie
sHauenust 11t KK O0b1mm oOHapysxensl B uccienoBannu RE-COVER 1.

Menmunana 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 ucciaegosanusx RE-MEDY u
RE-SONATE KK cocrasisin >50-<80 mn/muH, u'y 4,1% u 4,8% nanuentoB KK coctasist ot
30 mo 50 mur/mMuH.

Tlooxcunvie nayuenmoi

B crnenuanpHbX (hapMaKOKMHETHYECKHX HccleoBaHusX | (a3pl y MalMeHTOB MOXKUIIOTO
Bo3pacta Habmoaanoch yBenuueHue AUC Ha 40% — 60% u Cnax 6onee uem Ha 25% 1o
CPaBHEHMIO C MOJIOABIMU MAIIIEHTAMHU.

BnusiHue Bo3pacta Ha AKCIO3UIMIO AaburarpaHa ObLTO MOATBEPKACHO B MccienoBaHnu RE-
LY: ¢ yBennyeHHeM MHUHUMAJIbHOW KOHLIEHTpAIMM Mpenapara B KpoBU (IIEpei MpUEMOM
ouepeIHOM 103b1) mpuMepHO Ha 31% y manueHToB B Bo3pacTe >75 JIeT U CHUKEHUEM IPUMEPHO
Ha 22% y manyeHToB B Bo3pacTe <65 JeT N0 CPaBHEHHUIO ¢ MUHUMAJIbHOW KOHLEHTpauuen
mpernapaTa B KpoBH (TIepea MPUEeMOM OYEpEJIHOM M103bI) Yy MAlMEHTOB B BO3pacte OT 65 10
75 net (cM. pazgenst 4.2 u 4.4).

Hapywenue ¢ynkyuu neuenu

He nabmionanoch M3MEHEHUI B KOHIIGHTpAIlMU JadurarpaHa y 12 marueHTOB ¢ YMEpPEHHOH
MEYCHOYHON He0CcTaTOUYHOCThIO (Kiacc B mo Yaiina-Ils0) mo cpaBHeHuIo ¢ 12 manueHTaMu
U3 TPYIIIBI KOHTPOJIS (cM. pa3zaensl 4.2 u 4.4).

Macca mena

Konnentpanuu naburarpana B MOMEHT JOCTHKEHHSI MUHUMAJIbHON KOHILIEHTPALIUY Tpenapara
B KpoBHU ObUTH IpuMepHO Ha 20% HIDKe Y TalueHTOB ¢ Maccoi Tena >100 Kr o cpaBHEHHIO C

narueHTamu ¢ Maccoit Tena 50-100 kr. bonbmmaCcTBO (80,8%) ManKeHTOB OBLITN B KATETOPUU
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Maccsl Tena >50 kr u <100 kr, B mpeenax 3TOro uana3oHa sIBHBIX Pa3IMuUi KOHIIEHTpaun
naburaTpaHa He yCTaHOBJICHO (cM. pasnensl 4.2 u 4.4). Knuaudeckue JaHHbIE B OTHOIICHUH
MAalMEeHTOB ¢ Maccoil Tena <50 Kr orpaHUYeHBI.

Ilon

[TaniueHTHl JKEHCKOTO Tmoja ¢ GUOpWUIAIHEH TNpeAcepauid HWMETd MHHUMAaIbHYIO
KOHIIEHTPALMIO Tpenapara B KpOBHM M KOHLIEHTPALMIO IIperapara B KPOBU IIOCIE IpHUEMa
ouepenHoil 10361 B cpenHeM Ha 30% Boime. KoppekTupoBku 10361 He TpeOyercst (CM.
paznen 4.2).

Omuuyeckue epynnoi

He BBISIBIEHO KIMHUYECKHM 3HAYUMBIX STHHUYECKUX pazIuuuii B (PapMaKOKMHETHKE U
(dapmakonmHaMHKe JabUraTpaHa Cpeau MalueHTOB €BPOIIEOUTHON packl, appoaMepHKaHIIEB,
JaTUHOAMEPUKAHIIEB, STOHIEB WX KUTANIIEB.

DapmakokuHemuyecKkue 83aumoo0elcmasusl

HccnenoBanust B3auMOJCHCTBUA in Vifro He TOKa3ajdl HHTUOWPOBAHUS WJIM WHAYKUUH
OCHOBHBIX M30(epMeHTOB 1uToXpoMa P450. D10 O6bUI0 MOATBEPKIECHO MCCIEIOBAHUSMH in
Vivo C ydacTHeM 3J0pOBBIX JI0OpOBOJBIEB, y KOTOPBIX He HaOII0JAOCh HUKAKUX
B3aMMOJICHCTBUI MEXIy ATHUM IpenapaTroM U CIeAYIOUIMMH JIEHCTBYIOIIMMH BELIECTBAMMU:
atopBactatiHoM (CYP3A4), nurokcuHoM (B3aUMOJIEHCTBUE C OEIKOM-TIEPEHOCYHMKOM P-
rimKonporenHa) u nukiaogpenakom (CYP2C9).

5.3. lanHbIe JOKJIMHUYECKHH 0€30IaCHOCTH

CornacHo JAOKJIMHUYECKUM JaHHBIM, HE ObUIO BBISBIEHO OCOOBIX PHCKOB I YeJOBeKa IO
pe3yibTaTaM CTaHJApTHBIX HCCIe0BaHUN (hapMaKoIOruyecKoi 6e30MacHOCTH, TOKCHYHOCTH
IIPY MHOTOKPaTHOM IIPUMEHEHUU U T€HOTOKCUYHOCTH.

O¢ddexTrl, HaOMOAaEMbIE B UCCIEIOBAHUIX TOKCUYHOCTH MPH MHOTOKPAaTHOM MPHUMEHEHUU
npenapata, ObUTd  OOYCIIOBJEHBI  yCHJIEHHBIM  (papMaKkOAMHAMUYECKUM  JE€HCTBUEM
naburaTpaHa.

Bruto orMedeHo BiusHUE HAa PEPTHILHOCTh CAMOK B BUJ/I€ YMEHBIICHUS YMCIa UMILTAHTALUH
U YBEJIWYEeHHs] TNpEAUMIUIAaHTAIIMOHHBIX NOTepbh Npu KoHHeHTpamuu 70 mr/kr (B 5 pa3
MpEBbIIIAIOIIEH YPOBEHb SKCIIO3UIINH B IJIa3Me KpOBH y yenoBeka). [1pu 103ax, oka3pIBaronmx
TOKCHYECKOE BO3/IelicTBHE Ha MaTh (B 5—10 pa3 mpeBbIIaOIINX YPOBEHD SKCIIO3ULINH B IJIa3Me
KPOBHU Yy 4eNOBEKa), y KpbIC M KPOJHKOB OBUIO OTMEUYEHO CHIIKEHHE MAacChl Tella U
YKU3HECITOCOOHOCTH IIJ10/1a HAPSAY C YBEJIMYEHHEM YacTOThI OTKJIOHEHHI B pa3BUTHH IU10Aa. B
UCCJIEIOBAaHUM BJIMSHUSA Ha Tpe- U MOCTHATaJIbHOE pa3BUTHE ObLIO OTMEUYEHO YBEIMUEHUE
CMEPTHOCTH IUIOAOB IPHU J03aX, OKa3bIBAIOIMX TOKCHYECKOE BO3JEHCTBUE Ha caMoOK (7103a,

COOTBETCTBYIOIIAsl YPOBHIO 3KCIO3UIIUHU B IJIa3Me KPOBH B 4 pa3a BbIIIE, UYEM Y UYEIIOBEKA).
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B wuccrnenoBaHuM TOKCHYHOCTH Yy HEMOJIOBO3pEbIX Kpbic Bucrap Xan cmepTHOCTh ObLia

CBS3aHa C KPOBOTECUEHUSAMM IIPU TAKUX 7K€ YPOBHAX CUCTEMHOI'O BO3IEUCTBUSA, IIPU KOTOPBIX Y

B3POCIJIBIX )KUBOTHBIX BO3HUKAJIN KPOBOTCUCHU . C‘-II/ITaGTC}I, 4TO CMCPTHOCTD KaK Y B3pOCIIbIX,

TaKk U y HEMOJOBO3PENbIX KPbIC CBsI3aHA C MOBBIIMIEHHON (hapMaKOJIOTHYECKOW aKTUBHOCTHIO

naburaTpaHa B CBSA3M C MEXaHMYECKMM BO3JIEHCTBHMEM BO BpeMs BBEJIEHHUs IperapaTa U

MaHHHyHHHHﬁ. CornachHo JAaHHBIM UCCJIICAOBAHUS TOKCUYHOCTHU Y HCIIOJIOBO3PCIIbIX JKUBOTHBIX

He OBLIO BBIIBICHO HH ITOBBIIIEHHON YYBCTBUTCIIBHOCTH B OTHOHICHUH TOKCUYHOCTU, HU

KaKOH-IM00 TOKCUYHOCTH, CIIEITU(DUIHON I HETTOJIOBO3PEIIbIX KUBOTHBIX.

B TokcuKOIOrMUecKux HCCICOOBAHMAX Ha KpbICAX W MbIIIAaX Ha MIPOTAKCHHU XKXHU3HU

KUBOTHBIX HE OBLJIO OOHApy>XKeHO NMPU3HAKOB OHKOTEHHOTO MOTEHIMaja Ja0duraTpaHa Mpu

NpUMEHEHHH B 703ax A0 200 Mr/Kr (MakcuMalbHas).
JlaburarpaH, axkTHBHOE BEIIECTBO JabwWrarpaHa
OKpYXalolleu cpere.

6. ®APMAIIEBTUYECKHWE CBOMCTBA
6.1. [lepeyeHb BCIOMOraTe/IbHbIX BelIeCTB

CoaepKuMoe Karcyil

Axanuu kamenn

Bunnas kuciora, KpynmHo3epHHUCTAast
BuHnHnas xkucnora, mopouiok

BunHas kucnora, Kpuctajuinueckas
I'mnpomennosa 2910

JInMeTuKoH

Tanbk

['unposo3a (ruapOoKCUITPOTTUIIIIEIUIION03)

CocTaB KalcyabHOM 000JI0YKH

Kancyna wu3 ruapokcUnponmIMeTHILEIIF0I03bI
YEepHUIaMU

Cocrag I'TIMIT karnicyi:

Kapparunan (E407)

Kanus xnopun

Turtana quokcun (E171)

Nunuroxapmux (E132)

['unpomeriosa (ruapOKCUIIPOITAIMETHIICIITION03a)
Bopa ouniennas

CocTtaB YepHWI YEPHBIX:

O9TCKCHJIaTa MeE3ujara, YCTOP'I‘IHB B

(I'TIMII) c¢ HagneyaTKOM YepHBIMU
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[ennak

byranon

H3onponanon

Kpacurens xene3a oxkcup uepHsiii (E172)

Bona ouniennas

[IponuneHrnukonnb

DraHon 6e3BOIHBII

AMMHAaK BOIHBIN

Kanus rugpoxcu

6.2. HecoBMecTHMOCTD

He npumenumo

6.3. Cpok roaHocTu (CpOK XpaHeHus)

3 roxa.

6.4. Oco0Oblie Mepbl NPEIOCTOPOKHOCTH NPH XPAHEHUH

XpaHUTb B OPUTMHATILHOM YIIAKOBKE /JIs 3allIMTHI OT BJaru, Ipu Temieparype He Boiie 25 °C.
He nomemnaiite kancyssl B TAOJETHULBI U OpraHai3epsl Ui JIEKapCTB, 32 UCKIIOYEHUEM TEX,
B KOTOPBIX OHM MOTYT OCTaBaThCs B OPUTHHAIBHOM yIakoBKe (OsucTepe).

6.5. Xapakrep u cojep:kaHue NEPBUYHONH YIIAKOBKHU

ITo 10 xamcyn B 6mucrep ¢ nepdoparueit u3 Al/Al ¢ponsru. 1, 3 nam 6 GarcTepoB B MauKy
KapTOHHYIO, Ha KOTOPOW [JOIyCKAaeTCs HaJIM4Yue KOHTPOJIS IEPBOTO BCKPBITHS, BMECTE C
JIUCTKOM-BKJIQ/IBIIIIEM.

MynptrynakoBka: mo 10 karncyn B 6mucrep ¢ nepdopanueii uz Al/Al ¢onbru. 6 61ucTepoB B
MavyKy KapTOHHYIO, HAa KOTOPOM IOMyCKaeTcsl HaJIMYhe KOHTPOJIS IIEPBOTO BCKPBITHUS, BMECTE C
nucTkoM-BkiabIiem. 1o 3 mauku KapTOHHBIE B IJIEHKY W3 MOJUITPOINUIICHA.

6.6. Oco0Oble Mepbl TNPEIOCTOPOKHOCTH TPH YHHYTOKEHUM MCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 TMpenapara MJIM OTXO/A0B, MOJY4YEeHHbIX IOcjde NpPHMEHEeHUus:
JIEKApPCTBEHHOI'0 MpenaparTa u Apyrue MaHUIyJISIUM C PenapaTomM

Oco0ble YKa3aHus [IPU U3BIATUN KAICYyJ U3 Oaucrepa:

- OTOPBUTE OJAMH UHAMBHUIYAIbHBII OJHCTEp OT OJIMCTEP-yIIaKOBKH 10 JIMHUH TIepOoparuu;
- BBIHBTE KaIlCy1y U3 OaucTepa, oTciianBasi Goybry;
- HE BBIJIABIIMBANTE KAIICYyJIbI Yepe3 QOIbTy.

Yrunusauus

Het oco06b1x TpeOoBaHUil K yTHIN3AINH.
7. JEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

I'epmanus
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bepunrep Mnarensxaiim Uatepuentan ['m6X

bunrep Iltpacce 173, 55216 Unrensxaiim-Ha-Peline

Ten: +49 - 6132 -770

Qaxc: +49 - 6132-720

7.1. IlpencraBuTeb JAep:KaTessi peruCTPAIIMOHHOI0 YA0CTOBEPEHUs

IIperen3uun norpedbuTesiel HANPABIATS 10 AJIPECY:

Poccuiickas @eoepayus

00O «bepunrep UHrenpxaiimy»

125171, MockBa, JIennnrpanackoe mocce, 16A, crp.3

Ten: +7 (495) 544 50 44

@axc: +7 (495) 544 56 20

OnekTpoHHas noyra: info.ru@boehringer-ingelheim.com
Pecnyonuxa benapyco

[IpencraBuTensCcTBO NapTHEPCTBA € oOrpaHuueHHOl oTBeTcTBeHHOCThIO «EUROMARSH
CORPORATION LP» (Benukobputanus) B Pecriy6nuke benapychb
220123, r. Munck, yn. B. Xopyxeit, 22-1402

Ten: +375 17 242 16 33

@axc: +375 17 242 16 40

DneKTpoHHas mouTa: pv(@euromarsh-corporation.com

Pecnyonuxa Kazaxcman

Ounman «bepunrep Marensxaitm ®@apma INecemmmadt m.6.X»
050008, r. Anmarsl, ip. AGas, 52, BIl «Innova Tower», 7 aTax
Ten.: +7-727-250-00-77

Qaxc: +7-727-244-51-77

OnektponHas noura: PV _local Kazakhstan@boehringer-ingelheim.com

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

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

10. JATA IIEPECMOTPA TEKCTA
09.03.2023
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O6mas xapakrepucTrka JexapcrseHHoro npenapata [IPAJJAKCA nocrynna Ha
MH(POPMALMOHHOM IopTane EBpa3zuiickoro 3kOHOMMUYECKOT0 CO03a B HH(OPMaIlMOHHO-

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