1.

ot 11.06.2024 Nz 11638
OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHGFOTIPERAPATA 1002

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O IIPEITAPATA

Tpanumad, 150 mr, kancysbl

2.

KAUYECTBEHHbBIN 1 KOJIMYECTBEHHBIN COCTAB

JleiicTBytolIee BEMIECTBO: JadurarpaHa 3TeKCHUaT.

Kaxxnas xarcysa cogepxut gaburarpaHa dTeKcuiata Mesmiara nesuietsl 42 % 411,4 mr, B Tom

yucie gaburarpaHa dTeKcwiar meswnar 172,96 mr, B mepecueTe Ha maburaTrpaHa STEKCHIIAT

150 wmr.

[TonHbIi MepevyeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEJIEH B pasnene 6.1.

3.

JIEKAPCTBEHHAS ®OPMA

Kancynbl.

TBepaple Karcyasl ¢ KOPIYCOM OT 0enoro 70 Oenoro ¢ JKeNTOBAaThIM OTTEHKOM IIBETa M

KpLImquOﬁ FOJ'Iy60l"O OBECTA.

COI[ep)KI/IMOG Karcyia — IMCJUICThl OT 0ejoro A0 JKCJITOIO 1OBETA, AOIYCKACTCA HAJIUYUC

HCE3HAYUTCJIIbHOI'O KOJIMYCCTBA IIOPOLIKA 0eJI0ro MiIu MoYTH OEI0ro OBCTA.

4.

KIMHUYECKUE JAHHBIE

4.1. Tloxka3aHusi K NPUMEHEHUIO

[IpodunakTrka MHCYIbTA, CHCTEMHBIX TPOMOOIMOOIUI U CHUKEHHUE CEPAEUHO-COCYIUCTOM
CMEPTHOCTH y B3pPOCJIBIX TAIMEHTOB (B Bo3pacTe OoT 18 neT) ¢ HekmananHou Guopwsiuen
npencepauit (HOIT) u ogaum mim Oonee (axkropaMu pucKa, TAKUMH KakK IE€pPEHECEHHBIH
MHCYJIBT WM TpaH3UTOpHas uieMmudeckas araka (THMA), Bo3pact > 75 ner, XpoHHYecKas
cepaeuHast HegocTarouHocTh (> I pyHKIMOHaNBHOTO Kitacca mo kimaccudukanuu NYHA),
caxapHblii AualeT, apTepualibHas TMIIEPTEH3Us, COCYIUCTOE 3aboseBaHue (TepeHeceHHbIN
uHpapKT MHOKapna, 3a0ojeBaHMe NepuPEpUUYEcKUX apTepuil WM aTepOCKIepOTHYECKas
OJAIIKa B a0pTe).

Jleuenne u mpoduiIaKkTHKa pPeUUIUBOB ocTporo Tpombo3a rinyookux BeH (TI'B) w/mnum
TpoMO0o3MOonuu nerounoit aprepuu (TOJIA) u mpodunakTHKa CMEPTENbHBIX HCXOJIOB,

BbI3bIBACMBIX 3THUMHU 3a60JICBaHI/IHMI/I, Y B3pOCJIbIX MMAllUCHTOB (B BO3pacTe OT 18 J'ICT).

4.2. PeuM 103MPOBAHMA U CNIOCOO MPUMEHEHHUSs

PexuMm no3upoBaHus

Ipoghunakmuxa uncynoma, cucmemusvix mpomooIMOOIUL U CHUIICEHUE CePOEeYHO-COCYOUCON
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Gaxmopamu pucka; nedenue u npoguiakmuxa peyuousog ocmpoeo TI'B uw/umu TOJIA u

npoqbuﬂakmuka CMeEPNIE/IbHbLX MCXOaOG, 8bl3bl6AEMbIX IMUMU 3a60ﬂ€661Hu}lMu, Y 63pociblx

nayuenmos (6 éozpacme om 18 nem)

Pexomenyemble 10361 IpUBEICHBI B Tabaue 1.

Tabmuua 1. Pexkomengyemble 10361

PeKOMEHHyeMaﬂ J03a

[MpodunakTrka WHCYNIBTA, CUCTEMHBIX TpOoMOOIMOOIHI
U CHIXKEHHME CEepJeUHO-COCYJUCTOIl CMEpPTHOCTH Yy
B3pociblX mnanueHtoB ¢ H®II u omuum wmm Gosee
(hakTopamm prcka

Cytounas no3a 300 mr (1 xancyna no 150 Mr nBa pasa B
CYTKH).

B HEKOTOPBIX KIMHUYECKHX CHTYaIHsIX MOXET OBITh
PacCMOTPEHO NPUMEHEHUE CHUKEHHOM 103bl — 220 Mr
(1 xamcyna mo 110 mMr nBa pasza B CyTKH) — CM. TabIHIly
1 amwxe u noapazaen «OcoOble TPYIIHI TAIUEHTOBY.

Jleuenne W mpodMIAKTHKA peruauBoB octporo TI'B
w/umn TOJIA u npoduiakTHKa CMEPTENbHBIX HCXOJIOB,
BBI3BIBAEMBIX ITUMHU 3a00JI€BaHUAMHU

Cytounas no3a 300 mr (1 xarcyna mo 150 Mr mBa pasa B

CYTKH)
AHTUKOAr'yJISIHTOM,

mocJie JICUCHUA

KakKk

MapeHTEePAIBLHOTO
MPOBOJAIIEIOCS B TEYEHHE,
MUHUMYM, 5 IHEH.

B HEKOTOpBIX KIMHUYECKUX CHUTYaIUSX MOXKET OBbITh
pPaccMOTpPEHO TPUMEHEHUE CHUKEHHOW 103bI — 220 mr
(1 xamcyna mo 110 mMr gBa pasa B CyTKH) — CM. TaOJIHILy
1 amwxe u moapazaen «OcoOble TPYIIIHI TAIUSHTOBY.

PeKoMEHI0BAHO CHUKEHUE N03bI

[TauuenTs! crapue 80 et

[TareHTsI, OAHOBPEMEHHO MOJTy4YaroIiye BepanaMuil

Cytounas no3a 220 mr (1 xarcyna mo 110 Mr 1Ba pasa B
CYTKH).

CHukeHHne A03bI IO YCMOTPECHUIO Bpavya

[TauuenTs! B Bo3pacte oT 75 1o 80 net

[ManueHTsl ¢ yMEPEHHBIM HApyLICHUEM (YHKIMU MOYEK
(KK 30-50 mi/muH)

HaHI/IeHTBI C 330(1)3FI/ITOM njm

ractpoa3odareanabHoil pedurokcHoit 6oe3nsto (I'IPB)

TracTpUTOM,

Jpyrue nauueHTbl C MOBBIIIEHHBIM PUCKOM DPa3BUTHUS
KPOBOTEUECHUS

Cytounas no3a 300 mr wu 220 MT T0JDKHA BEIOUPATHCS
WHAWBUIYATbHOW  OLEHKH  pHUCKa
TPOMOOIMOOINH U PHUCKA KPOBOTECUCHUS.

Ha OCHOBC

s mokaszaHus: JedeHue W MpodUIaKTHKa PEIUANBOB OCTporo TpomOo3a raybokux BeH (TI'B)

u/umn  TpoMOodIMOomu nerouHor aprepuu (TOJIA) u mpodumiakTuka CMEpPTEIbHBIX HCXOJIOB,

BBI3BIBAEMBIX OSTHMH 3a00JIEBaHUSIMH — PEKOMEHIAlWs IO WCIOJNB30BAaHUIO JI03bl Npernapara

Tpanunad 220 mr (1 xancyna mo 110 mMr 2 pa3za B CyTKH) OCHOBaHa Ha (papMaKOKHMHETHUECKUX U

(bapMakoIMHAMUYECKHUX TAHHBIX, TAHHbIE KIMHUYECKHX HCCIIEJOBAHUI OTCYTCTBYIOT.

Oyenxa ¢hyHxyuu nouex 00 u 80 8pems ieverus npenapamom Tpanudab

Jly1st Bcex ManueHToB, 0COOCHHO Y MOXKHMIBIX (>75 JeT), MOCKONbKY HapyIIeHHs (YHKITUN TTOYEK

MOTYT OBITh YaCTHIMU B 3TOI BO3PACTHOM IpyIIe :

— mepen Tepamuel, BO M30EKaHWE HA3HAYEHHS TIperapara MalueHTaM C TsDKeIbIMU
HapymeHusmu Gyukuu novek (KK < 30 mu/muH), He0OX0AMMO TIPEeIBAPUTETHLHO OIEHUTH

KJINPEHC KPEaTUHNHA;
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BO3MOXXHOM CHMKCHUHW WM yXYIIIEHUH (QYHKIIMH TOYeK (Hampumep, Mpy TUIIOBOJIEMUH,
JeTuApaTalii, OJHOBPEMEHHOM IPUMEHEHHUHN OIPEICIEHHBIX JIEKAPCTBEHHBIX MPErapaToB
U T.IL.).

JlononmHUTENbHBIE TPEOOBaHMS K TAIMEHTaM C HapylmieHHeM (QYHKIHUW TIOYEeK JIETKOH H

YMEPEHHOH CTENEeHH TSHKECTH U MAIlMeHTaM cTapiie 75 JeT:

— mpu Tepanuu mpenapatoM TpaHuga® movedyHas (GYHKIUS JIOJDKHA OICHMBATHCS, Kak
MUHHMYM, OJMH pa3 B I'OJ] WIM Yallle, B 3aBUCHMOCTH OT KIMHHYECKOW CHUTYyalllH, KOTna
BO3HUKAET IMIOJ03PEHUE O BO3MOXXHOM CHWKCHHHM WM YXYAIICHUH QYHKIHH TOYEK
(Hampumep, TpU  TUMOBOJEMUH, JETHJpATAllUd, OJHOBPEMEHHOM  NPUMEHECHUHU
OTIPEICIICHHBIX JIEKAPCTBEHHBIX MPENapaToB U T.I1.).

B kaudectBe MeTo/a OlleHKU (DYHKIMHU 1o4YeKk ucnoibdyercs pacuer KK mo ¢popmyne Kokpodra-

[onra (Cockcroft-Gault method).

JnumenvHocmv npumeneHus

JUMTenbHOCT, TPUMEHEHHs TMpernapara TpaHumad s npoQWIAKTUKA WHCYJIBTA  IPH

bubpumsauuun npencepauit (OI1), TT'B u TOJIA npuBenena B Tabnuie 2.

Tabmuua 2. J{nurensHOCTh TpuMeHeHus 111 podunakTiky uaeynbTa npu @I u TTB/TOJIA

[oka3anue JuanTebHOCTH IPUMeEHEHHS
[Mpodunakrrka uncynsra npu OI1 Tepanus Jo/DKHA IPOLOJIKATHCS TOKU3HEHHO.
TI'B/TDJIA [IpodomKUTEIPHOCTE ~ TEpamuu  JOJDKHA  OBbITh  OMpEJIeiicHa

MHJIMBHU/YAJIbHO MOCJIE TIATEILHON OLEHKH d(PEKTUBHOCTH JICUECHUS
U pUCKa KpoBoTeueHHs (cM. paznen 4.4).

KopoTkast mpo1omKuTeTbHOCTE Tepanuy (1o KpaifHel mepe 3 MecsIa)
JIOJDKHA paccMaTpUBaThesl TPH HATMYMHM TPAH3UTOPHBIX (DaKTOpOB
pHcka (HampuMmep, HeJaBHssI Olepanusi, TpaBMa, MIMMOOMIN3AINA), a
Oosiee anMTENBHAS TPOJOIDKUTENIBHOCTh TEPANMHM — TPH HATUYUH
MIOCTOSTHHBIX (JAaKTOPOB pHCKa WM TpH uauonatudeckom TI'B wmm
TOJIA.

Ilponywennas ooza

[Tponymennytoo no3y mpemnapara TpaHunad MOXXHO NPHUHATH B TOM Ciydae, €Cld 10 Mpuema
OUYEepEeHOM 03Bl Mpernapara ocTaeTcst 6 4acoB M 0oJjee; ecli CPOK COCTaBHI MeHee 6 4Jacos,
NPOMYIIEHHYIO 03y PUHUMATh HE CIIETyeT.

B ciydae npomycka OTA€IbHBIX 103 HE CeyeT MPUHUMATh ABOMHHYIO 103y Ipernapara.

Ommena npenapama Tpanuoad

Jleuenne mnpemapatroM TpaHumgad He cieayeT MpeKpamars 0e3 KOHCYJIhTAllMd C BPAdoOM.
[TaruenTa cnepyeT nponHGOPMUPOBATH O HEOOXOAUMOCTH OOpaIeHHs K JIeHallleMy Bpauy, eciu
y HUX Pa3BUBAIOTCS JKEIY0YHO-KUILICYHbIE CUMIITOMBI, TAKHE KaK JIHUCIICIICHUSL.

H3menenue aHmuKOGZyJZ}ZHmHOﬁ mepanuu
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AHMUKoazyJIARmoe6

[TapenTepaibHOE NPUMEHEHHE AHTUKOATYJSHTOB CJEIyeT HauyMHaTh 4depe3 12 yacoB mocie
npuemMa nocieHei 103ul npenapata Tpanunad (cm. pazgen 4.5).

Hepexod om ndperHmepailbHo20 NPUMEHEHUA aHMUKOA2YIAHIMO6 K NPUMEHEHUNO npenapama

Tpanuoab

[lepBasi mo3za mpemnapata TpaHuma®d Ha3Ha4aeTCss BMECTO OTMEHSEMOTO AHTHKOATYJISHTA B
untepBane (-2 daca mepel BBEIEHHEM €ro O4YepelHON 103l WJIM OJHOBPEMEHHO C
MpEeKpalIeHueM B CiIy4ae HEMpepbIBHOTO BBEJEHHUS (HANpUMEp, BHYTPUBEHHOTO MPUMEHEHUs
HO®I).

HEDQXOO om npumeHeHuA npenapamada TDCZHMOCZ6 K NPUMEHEHUI aHmMa2oHucmos sumamvuna K

[Tpu KK > 50 mu/MuH nipreM aHTaroHucTtoB BUTamMuHa K Mo)keT ObITh HauaT 3a 3 AHS, a IIpU
KK >30 - <50 mur/muH — 3a 2 AHs 10 OTMEHBI npenapata Tpanuaal.

[Tockonbky mnpenapatr Tpanuma® MOXET BIUATH HAa MEXKIYHApOJHOE HOPMAIM30BAaHHOE
ornomenne (MHO), MHO Oyner nmyumie otpaxars 3p¢GeKT antaronuctoB Butamuaa K tomnpko
CIycTs He MeHee 2 JHed mocie oTMeHbl mpemapaTta Tpanunad. o storo 3nHauenus MHO
JOJIKHBI OBITH MHTEPIPETUPOBAHBI C OCTOPOIKHOCTHIO.

Hepexod Om_NpumMeHerus. anmazornucmos sumamuna K k npumenenuio npenapama TpaHu0a6

[Ipumenenue aHTaroHucroB BuTamuHa K mnpekpamaror, npumeHeHue npenapara Tpanuga0
BO3MOKHO nipu 3HaueHnu MHO < 2,0.

Kapouosepcus

[IpoBeneHne IUIAHOBOM WJIM 3KCTPEHHOW KapJUOBEpCUM HE TpeOyeT OTMEHbl Tepanuu
npenapatoM TpaHuaaob.

Kamemepnas abnayus npu @I1

Karerepnas abnarust Mo>xeT ObITh IPOBE/IEHA Y MALMEHTOB, MPUMEHSIONMX npenapat Tpanunad
no 150 mr (1 xamcyna) nBa pasa B CyTKU. BeimonHeHue kareTepHoM aOnanuu He Tpedyer
nepepeiBa B npueMe npenapara Tpanuaad (cm. pazmen 5.1).

Upeckoorcnvie Koponapuvie emewamenvcmea (YKB) co cmenmuposanuem KopoHApHbIX
apmeputl

VYV namuentoB ¢ HOII, xoropsiM BeimoaHeHo YKB co cTreHTHpOBaHMEM KOpOHApHBIX apTEpHUi,
naburaTpaHa OJTEKCHJIAT MOXKET MPUMEHSThCS B KOMOMHAIMM C aHTUTPOMOOLIMTApHBIMU
npenapatamu. Jleyenue naburarpaHa 3TEKCHIIATOM MOXKET ObITh HAyaTO IOCHE JTOCTHUIKEHUS
remocrasa (cm. pazzaen 5.1).

Oco0ble TPVIIILI TAIIMEHTOB

HauueHmbz NnOJ2HCUTIOC0 803pacma
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Ilpumenenue y nayuenmoes ¢ no8bIUEHHbIM PUCKOM KPOBOMEYEHUU

[TarueHTaM ¢ TOBBINICHHBIM PHCKOM KPOBOTCUYCHHS IMOKA3aHO TINATEIBHOE KIMHHYECKOE
HaOo/IeHue (Ha MpeIMEeT BbISBICHUS NMPU3HAKOB KPOBOTEUCHHH WM aHEMHUH) (CM. pasjieibl
4.4, 45 u 5). Pemenue o BeIOOpE 03Bl Ipenapara MPUHUMAECTCS MO YCMOTPEHHUIO Bpaya Ha
OCHOBAHUU OLIEHKH MOTEHUHUAIBLHON MOJB3bl U pUcKa Juisl manueHToB (cM. Tabnumy 1). Ouenka
napameTpoB Koaryssiuuu (cM. paszuen 4.4) MOXKET OMOYb BBISIBUTH MAIIMEHTOB C MOBBIIICHHBIM
PUCKOM KpPOBOTEYEHHMsI, BBI3BAaHHBIM UpE3MEPHBIM BO3JeicTBUEM nalurarpanHa. Ecmu y
MAlUEHTOB C BBICOKUM PHUCKOM KpPOBOTEUEHHUS BBISIBICHO YpE3MEPHOE BO3JICHCTBUE
naburarpana, peKOMEHIyeTcsl yMEHbIIUTh 103y 10 220 mr (1 kamcyna mo 110 mr 2 pasza B
cyTtkn). Korna BO3HHKAeT KIIMHUYECKHA 3HAYUMOE KPOBOTEUCHHE, JICUCHUE CIIeyeT IpepBaTh.

VY manMeHToB ¢ racTpuToM, 330(aruToM WM TacTpodsodareaqbHON pedIIroKCHON 00Ie3HBIO
MOJKET OBITh PACCMOTPEHO CHUKEHHE J03bl M3-3a MOBBIIIEHHOTO PUCKA YKEITYA0YHO-KHIIEYHOTO
KkpoBoTeueHus (cm. Tabmuiy 1 u paznen 4.4).

Hapywenue ¢ynxyuu novex

Tepanus mnpemapatom TpaHuga®d y HaIMEHTOB C TSHKENBIM HapylieHUEM (QYHKIMH TMOYeK
(KK < 30 mn/mun) npotuBomnokaszaHna (cMm. pasaen 4.3).

Koppekuuu 1036l He TpeOyeTcs y MalUMeHTOB C JIETKUM HApymIeHUEM (QYHKIMH ITOYCK
(KK 50 - < 80 mu/mun). Jlns8 manMeHTOB € yMEPEHHBIM HapylIeHHEM (QYHKIUU TOYEK
(KK 30-50 mu/muH) pekoMeHayemasi ao3a mpemnapata Tpanumal taxke coctaBiser 300 mr
(1 xancyna mo 150 mr 2 paza B cytku). TeM He MeHee, AJsl MAIlMEHTOB C BBICOKUM PHCKOM
KPOBOTEUCHHSI MOXET OBITh pacCMOTpPEHA BO3MOKHOCTh CHIDKEHUS 03Bl TipermapaTta TpaHumad
o 220 mr (1 xancyna mo 110 mr 2 paza B cyrku) (cM. pazaensl 4.4 u 5.1). Y nmauueHToB ¢
HapylieHneM (QyHKIIUU TOYeK PEKOMEHYeTCs TIIaTeIbHOE KIMHUYECKOe HAO0IeHUE.
Oonospemennoe npumeneHue npenapama Tpanuoab ¢ akmueHviMu uHeubumopamu P-
2NIUKONPOMeUHa (MaKumu Kaxk amuooapot, XUHUOUH, 8epanamii)

[Tpr 0THOBPEMEHHOM NMPUMEHEHHH aMHOapOHa WIM XHHUUHA KOPPEKIIUH JI03bI HE TpeOyeTcs
(cM. pazmensi 4.4, 4.5 u 5.2).

CHKeHHEe 10361 PEKOMEHAYEeTCs JJs TAalleHTOB, KOTOphIe OJHOBPEMEHHO TOJTy4aroT
Bepanamui (cMm. Tabmuity 1 u pasnenst 4.4 u 4.5). B sroit cutyannn npemnapat Tpannmad u
Beparamul clieyeT MIPUHUMATh OJTHOBPEMEHHO.

Bausnue maccor mena

B cootBercTBUU € (papMaKOKMHETHUYECKUMH U KIMHUYECKUMHU JAHHBIMH KOPPEKIUHU J103bI HE
Tpebyercsa. OnHaKo, 3a ManueHTaMu ¢ Maccou Ttena MeHee 50 Kr peKOMEHIYeTCsl KIIMHUYECKOe

HaOJIFOJEHHE.
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[Tpenapat Tpannga® npoTUBONOKa3aH y AeTel B Bo3pacte a0 18 jer.

Cnooco0 nnpuMeHeHus

Kancynel cnenyer nmpuHUMaTh BHYTPb HE3aBHCUMO OT BPEMEHHM IIpUeMa IUINM, 3alluBast
CTaKaHOM BOJbI JUIsl 00JerYeHus: IpOX0XKICHUs Ipenapara B xenynok. He cienyer BckpbiBaTh
Karcyiy.

4.3. TIpoTHBONMOKA3aHMA

— T'unepuyBCTBHTENBHOCTH K JaOWTraTpaHa 3TEKCUJIATy WU K JIIOOOMY M3 BCIIOMOTAaTEIbHBIX
BEILIECTB, IEPEUUCIICHHBIX B pazjeine 6.1;

— Hapymenune ¢pynkuuum nouek tsoxenoi crenenu tsoxectu (KK < 30 mur/mun);

—  AKTHBHOE KJIMHMYECKH 3HAYUMOE KPOBOTECUECHHUE;

— IlopaxeHue OpraHoB B pe3yibTaTe KIMHUYECKM 3HAYMMOTO KpPOBOTEUEHMs, BKJIOYas
reMOpparuiyecKuil UHCYJIbT B TEUEHHE 6 MECALEB JI0 Havajla Tepanuu;

— Hanuuue cocTosiHUM, IPU KOTOPBHIX MOBBIIIEH PUCK OOJIBIINX KPOBOTEUEHUM, B TOM YHCIIE:
UMEIOIIMECS WM HEeJaBHUE M3bA3BICHUS KenynodHo-kumieynoro tpakra (JKKT), nannune
3JI0KQUeCTBEHHBIX  00pa30oBaHUM C BBICOKMM pHCKOM KPOBOTEYEHHUS, HE/IaBHEe
HOBPEXJCHUE TOJIOBHOI'O MJIM CIMHHOIO MO3ra, HEJIaBHSS OIepalys Ha TOJOBHOM WIIU
CIMHHOM MO3T€ WM O(TaJbMOJIOTHYecKas OIlepanus, HeIaBHEEe BHYTPUYEPEITHOE
KpPOBOU3JIMSHUE, HAJIMYME WM MOJI0O3PEHUE HA BapUKO3HO paCIIMpPEHHbIE BEHbI MUILEBOAA,
BPOXKJIEHHBIE apTEPHOBEHO3HbIE JE(PEKThl, COCYAUCTbIE AHEBPU3MBI MU OOJbIINE
BHYTPUIIO3BOHOYHBIE WJIM BHYTPUMO3IOBBIE COCYAMCTHIE AHOMAJINH;

— OnHOBpEMEHHOE Ha3HAYCHHE JIIOOBIX JAPYIMX aHTHKOAryJIsHTOB, B ToM umcie, HOT,
HU3KOMOJIEKYIApHbIX renmapuHoB (HMI') (sHOKcamapuH, fantenapuH U Ap.), TPOU3BOIHBIX
renapuHa (doHHamapuHyKC U Jp.), MEpPOpPAIbHBIX AaHTUKOAryJIsHTOB (BapdapuH,
pvBapokcabaH, anukcabaH U JIp.), 32 UCKIIOYECHUEM CITydaeB Mepexoja JCUCHHs ¢ WM Ha
npenapat Tpanupad wim B ciaydae npuMmeHeHuss HOPIT B 1o3ax, HEOOXOOUMBIX s
NONJEPKAHUS ILEHTPAJIbHOIO BEHO3HOTO WJIM apTepUANbHOIO KaTreTepa WM IpHU
BBIMIOJTHEHUH KaTeTepHON abianuu npu GuOpUILISLUY IpeIcepanii;

—  OJHOBpEeMEHHOE Ha3HAUYE€HUE MOIIHBIX MHIMOUTOPOB P-gp: KeTokoHa3o0Jsa sl CUCTEMHOTO
MPUMEHEHHUS, IIUKJIOCIIOpHHA, UTPAKOHA30J1a, TAKPOJIMMYCa U IPOHEapOHa,

— Hapymenus ¢yHKuMHM TieyeHHM M 3a00J€BaHUS TEUEHH, KOTOpbIE MOTYT IMOBIUATH Ha
BbDKHBAEMOCTH;

— Hanmnuue IIPOTE3UPOBAHHOTO KJIariaHa cepaua, TpeOyro1Iero Ha3HAYCHUS
AHTUKOAryJIsiHTHOM Tepanuu;

— bepemeHHOCTH M TEpHOA IPYJHOTO BCKAPMIIUBAHMS.
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C 0CTOPOKHOCTBLIO

Tabmuua 3. @akTopsl prCcKa, KOTOPbIE MOTYT MOBBIMIATH PUCK KPOBOTEUCHUS

DapMaKoIUHAMUYECKHE u | Bospacr >75 ner
(apmakokuHeTHYeCKHE (aKTOPBI

®axkTophl, noselmatomye | bonpmue:

KOHIEHTPAIMIO naburaTpaHa B IUIasMe |e  YmepeHHoe HapymreHue ¢pynkimu modek (KK 30-50 mi/mun)

KpOBH e Momnsle wuHrHOUTOpPHI P-gp (32 HCKIIIOUYEHMEM YKa3aHHBIX B
pasznene 4.3) (cm. paznmen 4.5)

e (Crmabple U ymepeHHBIE HHTHOUTOPE P-gp (Hampmmep, aMHOTapoOH,
BepanaMu, XMHUJIMH U THKarpesiop; cM. paszen 4.5)

Mannsle:

e  Huskas macca tena (< 50 kr)

dapMakoUHAMUYECKHE OnHOBpeMEHHOE NIPUMEHEHHE:

B3aMMOZEHCTBHSA (CM. paszen 4.5) e anermncamuumioBoil kucinotel (ACK) u apyrux HWHrHOMTOpOB
arperamyy TPOMOOINTOB, TAKMX KaK KIOMHIOTPET

®  HECTEpPOMHBIX MPOTUBOBOCHAINTENLHBIX TpenapaToB (HITBIT)

e  CeJleKTHBHBIX MHTHOMTOPOB OOpaTHOTO 3axBaTa CEPOTOHHMHA HIIU
CEJICKTUBHBIX WHTHOMUTOPOB O0OpAaTHOTO 3axBaTa CEPOTOHWHA U
HOpaJpeHanrHa

e Jlpyrux nexkapcTBEHHBIX IIperapaToB, KOTOpBIE MOTYT HapyllaTh
reMocTas

3aboneBaHus/IpoLEaypEl C OCOOBIMU |e  BpoKAeHHBIE WIM TIPUOOPETEHHBIE HAPYLIEHHS CBEPTHIBAEMOCTH

reMOpparn4ecKUMU pUCKaMu KPOBH

e  Tpomboruronenus win GpyHKIIHOHAIBEHBIE Te()EeKTH TPOMOOIUTOB

e HenmaBHo mnpoBencHHas OWOIICHS WM TIEpPEHECEHHas OOMMpHas
TpaBMa

e  bakrepuanbHbIil SHOOKApIUT

e D3odarur, ractput win [ OPb

Puck pa3sBuTus KpoBOTEUEHN N

[Tpumenenue npenapara TpaHunad, Takke Kak U JAPYrUX aHTUKOAryJISHTOB, pEKOMEHAYETCS C
OCTOPOIKHOCTBIO ITPHU COCTOAHHAX, XAPAKTCPUSYIOIIUXCA MMOBBIIICHHBIM PHUCKOM KpOBOTC‘-ICHI/II\/'I.
Bo Bpems Tepamuu mnpernaparoM TpaHHIa®0 BO3MOXHO pa3BUTHE KPOBOTCUCHHN pPa3IHUYHOM
gokanu3aiu. CHW)KEHHE YpPOBHS TIeMOIJoOMHA W/WIKM TEeMAaTOKpUTa IO HEBBIICHEHHBIM
NpUYMHAM, WK CHIKCHUE apTepuaibHoro naeieHus (AJ]) siBisieTcss OCHOBaHHEM ISl TIOMCKA
HCTOYHHKA KPOBOTCUCHUA.

B cuTyaiusix omacHOTO ISl )KU3HU MM HEKOHTPOJHPYEMOTO KPOBOTCUCHHUS, KOT/ia TpeOyeTcs
ObICTpOE MpeKpalieHne aHTHKOATYISHTHOTO 3(ddekra maburatpaHa, JOCTyNeH CrenuGuIecKuit
anrtarounct [IPAKCBAMH] (napyuusyma6) (cm. paszen 4.9).

B KIMHHYECKMX HCCIEI0BaHUAX IPUMEHEHHE aaburarpaHa STEKCHJIaTta OBUIO CBA3aHO C
MOBBIIIEHHEM YaCTOThI OOnbIHX skenynouno-kuirednsix (JKK) xkpoBoreuenuii. IToBbIIEHHBIN
PHCK HAOIOAAJICS Y MAI[MEHTOB MMOKUIIOT0 Bo3pacTa (> 75 jer) npu npuMeHEeHHH JaburarpaHa

sTekcuiara B go3e 150 mMr aBa pasza B cyTku. [lomonHuTenbHBIE (PAKTOPBI PUCKA BKIIOYAIOT
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u ACK wnm HIIBIIL, a taxke Hannuue 330¢aruta, ractpura uiau ' OPb.

TmarenbHOEe KIMHHISCKOE H3.6JIIOZ[€HI/I€

TmarenbHOE HAOIOIEHUE B OTHOIICHUH TPU3HAKOB KPOBOTEUECHUS UITM AHEMHUH PEKOMEHIYETCSI
Ha TPOTSHKEHUM BCEro IMepuoja JICUYEHHUs, OCOOCHHO €CIM MPUCYTCTBYIOT Cpa3y HECKOJIbKO
dakropoB pucka (cm. pazzaen 4.4). OcoOyro OCTOPOKHOCTH CIEAYET COONIOIaTh, KOT/Ia mpenapar
Tpannga® Ha3zHayaeTcsi OJHOBPEMEHHO C BEpalnaMuiIoM, aMUOAAPOHOM, XUHUAMHOM WIIU
KJIQPUTPOMULIMHOM (MHTHOUTOpPHI P-Qp) M, B 4acCTHOCTH, NMPU BOZHUKHOBEHUH KPOBOTEUEHUS,
OCOOCHHO Yy MAIeHTOB, UMEIOIIUX JIETKOe WM yMEpPEHHOE HapylleHue (YHKIUHU MOYeK (CM.
paznen 4.5).

TmrarenpHOEe HAOMIOEHWE B OTHOIICHWHM IPU3HAKOB KPOBOTCUCHUS PEKOMEHIYETCS Y
NaIUeHToB, ofHOBpeMeHHO nonydaromux HIIBIT (em. pazaen 4.5).

IIpekpalieHue npreMa npenapara

[Ipu pa3BuTHH OCTpOI MOYEYHOW HEJOCTATOYHOCTH IMPHEM Ipenapara TpaHumad HE0OXO0IMMO
IPEKPaTUTh (CM. Takxke paznen 4.3).

[Tpr pa3BUTUM TSHKEIOrO KPOBOTEUEHHUS JIeUeHHE HEOOXOIUMO IpPEeKpaTUTh, HAayaTh IOUCK
UCTOYHHKA KPOBOTEUEHHUS M PacCMOTPETh BO3MOXHOCTh IPUMEHEHHs crenuduyeckoro
anrtaronncra [IPAKCBANH/L (nnapyuusyma6) (cM. paszaer 4.9).

CHIKEHMeE 10361

CHuxenue J03bI JOJDKHO paCCMAaTpUuBATLCA UJIHM PCKOMCHAOBATLCA, KaK OIIMCAHO B Pa3aciic 4.2.

[IpuMeHeHne HHrHOUTOPOB HPOTOHHOro Hacoca (UITH)

Bosmoxno naznauenune UITH mist npodunaktuku KK kpoBoTeueHuit.

Ha6ODaTODHBI€ IIOKa3aTCJIn CBEPThIBAHUA KPOBU

Hecmotps Ha TO, uro mpemapar Tpanumad B 1enoM He TpeOyeT peryisipHOTo
AHTUKOAryJIsSsHTHOTO MOHHMTOPHMHTAa, U3MEPEHHE AHTHKOATyISHTHOro 3(¢eKTa, CBA3aHHOTO C
JTabUraTpaHoM, MOXET OBITh IMOJIC3HBIM JUIsl OOHAPYKEHUS YPE3MEPHO BBICOKOW 3KCIIO3HIIHU
nmaburaTpaHa P HAJIMYUHU JOTOJHUTEIBHBIX (DAKTOPOB PHCKA.

PasBenennoe tpomOuHoBoe Bpemsi (pTB), oskapunoBoe Bpems cBepteiBanus (OBC) u
AKTUBHPOBAaHHOE 4YacTHYHOEe TpoMmoOomiaacTuHoBoe Bpems (aUTB) Moryt mnpemocTaBuTh
MOJIC3HYI0 HH(OPMAIIHIO, HO WX 3HAYCHUS CJICAYyeT HHTEPIPETUPOBATH C OCTOPOKHOCTHIO M3-32a
Bapra0eIbHOCTH PE3yIbTaTOB, OJYUYEHHBIX Pa3HBIMU METOaMH aHAJIH3a.

3nauenue MHO sBrsieTcss HEAOCTOBEPHBIM Y MAIIMEHTOB, MPUHUMAIONINX TpermapaT TpaHuaao,
¥ ObUIM OMHCAaHBI CIydau JIOXKHOMOJIOXHUTeTbHOro moBeimieHuss MHO. Iloatomy usmepenue
MHO npoBoauTh HE CIEAYET.

Tabmuma 4. IloporoBbie 3HAYE€HHS KOATYJSIIIUOHHBIX TECTOB B MOMEHT JIOCTHKCHUS



COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 11.06.2024 N= 11632
MHMHHUMAJIbHOM KOHIIEHTPAIlMK IIperapara B KPOBH, Kd%ﬁb%g%%ugﬁﬁt%émpbﬁﬁm .

MIOBBIIICHHBIM PUCKOM KPOBOTEYECHU I

Iloka3arenn Iloka3anue
(B MOMEHT JOCTHKEHHS] MUHHMMAJIbHOI KOHIIEHTPAIlNHU Npenapara
B KPOBH)
OITu TTB/TOJIA
pTB [ar/™Mi] > 200
OBC [kpaTHOCTB TIpEBHIIICHUS BepXHEH TpaHuisl HopMel (BIH)] >3
aUTB [kpatHOCTB npeBBImicHns BI'H] >2
MHO He cnenyer BBINOIHATH

HDI/IMGHCHI/IC d)I/I6DI/IHOJII/ITI/I‘-IeCKI/IX npenaparoB AJIA JICYCHHUA OCTPOI'0 MIIEMHUYCCKOIO MHCYJIbTA

[Tpumenenne GUOPHUHOMUTHYECKUX TPEMIAPATOB IS JICYCHHUSI OCTPOTO UIIEMHYECKOTO WHCYIbTA
MOXET OBITh PAaCCMOTPEHO, eclii pe3ynbTarhl u3Mepenus pTB, OBC unu aUTB y nanuenrta e
npesbimatoT BI'H B cooTBeTcTBUYU € MECTHBIM pedepPEHCHBIM INANIa30HOM.

XUpYyprudecKrue BMENIATEIbCTBA U HHBA3UBHELIE IIPOIIEYPEL

[TaruenTsl, KOTOpbIE MNpUHUMAIOT mpenapar TpaHuga®, HMMEIOT MOBBILEHHBIM PHUCK
KPOBOTEUEHHMsI MPHU BBINOJHEHUH XUPYPTUUYECKUX WM HHBA3WBHBIX Mpoleayp. BoimomHeHnue
XUPYPrU4eCKOro BMEIIATeNbCTBA MOXET MOTpeOoBaTh BPEMEHHOIO MPEKpalleHUs IMpuemMa
npemapara Tpanuaal.

[TpoBenenue kapauoBepcun He TpedyeT nepepbiBa B IpueMe npernapara TpaHuaal.

Jannsle o mpumeHeHuu mpenapata Tpanummad (1 kamcyna mo 110 mr 2 pasza B CyTku) y
MAIMEHTOB, KOTOPBHIM BBIMOJHIETCA KaTeTepHas abnanus npu (GUOPWLISIUU TpelICcepaui,
OTCYTCTBYIOT (cM. pasnen 4.2). BeimosHeHue KaTeTepHOW alnaruu npu  GUOPHILIISAIIAN
npeacepauil y MalueHToB, ModyJdarmux npenapat Tpanuaad B qo3e 150 mr (1 kancyna) 2 paza
B CYTKH, He TpeOyeT nepephiBa B preMe npenapara (cM. pazaen 4.2).

Crnenyetr mposBISITH OCTOPOXKHOCTh MPU BPEMEHHOM IMPEKPAIICHUU JICYEHUS NIl BBIMOJIHEHUS
XUPYPrU4eCKOro BMEIIATENCTBA M 00ECNeYuTh MOHMTOPUHI aHTHUKOArylsnuu. BeiBeneHue
JaburaTpaHa U3 OpraHu3Ma y MalKdeHTOB ¢ HapylIeHHUEM (PYHKIMU MOYEK MOKET MPOUCXOAUTH
noJibie (M. pazzen 5.2). DTo cieayeT yYuThIBAaTh MPHU BBITIOJIHEHHUH JIFOOBIX Mporeayp. B Takux
CIIy4asiX KOaryJasIUOHHBIE TeCTHI (CM. pa3zien 5.1) MOTyT MOMOYb ONPENEIUTh, COXPAHSIIOTCS TN
HapyllIeHUs reMocTasa.

3KCTDGHHBI€ XHPYPIrudeCKUeE BMCIIATCIbCTBA U TPOIIEAYPHI

[Mpemapar  Tpanwma®  cileayeT  BPEeMEHHO  OTMEHUTh. Eciau  JUIsl  BBINTOJIHEHUS
BMEIIATEebCTBA/IPOLIEAYPHI TpeOyeTcsl OBICTpOe MpeKpalleHue aHTHUKOAryIsHTHOro 3(dekTa,
CIIeIlyeT PacCMOTPETh BO3MOXKHOCTH BBEJCHHS CHENU(UYSCKOT0 aHTaroHUCTa K TMpernapary
Tpanunab, npenapara [IPAKCBAVH/L (ngapyrusyma).

[Tpexpamenne Tepanuu JabUraTpaHoM TOJBEpPraeT MNAIMEHTOB TPOMOOTHYECKOMY PHUCKY,

9



COOTBETCTEYET ZKCNEPTHOMY OTYETY
ot 11.06. 2024 N= 11638
CBS3aHHOMY C HMX OCHOBHBIM 3a00JICBaHHEM. Hpnemlﬁbe;lggd%@i-&f&gﬁﬁgﬁl Lot G

BO300HOBJIEH uYepe3 24 yaca mocje BBEACHHUS CHEIM(PHUUYECKOro aHTaroHWCTa K JaburarpaHy
[TPAKCBAMH/ (upapyumsyma®) mpH YCIOBHHM JOCTHXKEHHMS TIIOJIHOTO TeMOCTasza |
CTaOMIJIBHOTO COCTOSIHUSA NAllUEHTA.

CpoYHBIEC XUPYPTHIYSCKHE BMCIHaTeJ'IBCTBa/HDOHCI[VDI)I

[Ipenapat Tpanugal ciemyer BpeMEHHO OTMEHUTH. CpoyHOE XHPYpPrHYecKOe BMELIATeIhCTBO
WIN TIPOLEAYPY, IPU HAJMYUU TAaKOW BO3MOXKHOCTH, II€TIECOO0PA3HO BHITIOIHATH HE paHee, YeM
yepe3 12 dacoB mocie mnocienHero npuema npenapata Tpanunad. Ecnu onepanus ninm
npoleypa He MOXKET ObITh OTJIOXKEHA, €€ BBIIIOJIHEHUE Y MAallUeHTa, [10JIy4arollero faburarpas,
MOYET OBITh aCCOLMUPOBAHO C MOBBIIIEHHBIM PHCKOM KPOBOTEUEHHS. DTOT PUCK KPOBOTECUCHUS
CJIEZyeT COIIOCTABUTH CO CPOUYHOCTHIO BMEIIATENIBCTBA.

I11aHOBEIC XUPYPTUUECKHE BMEIIATEILCTBA

Ecnu Bo3MoOkHO, mpemapaT Tpanupmabd cieayeT OTMEHHTH MO KpaiiHed mepe 3a 24 yaca 10
BBITIOJIHCHHUSI WHBA3UBHBIX WJIM XHPYPTUYECKUX TMPOUEAYp. Y TMAlHUEHTOB C TOBBIIMICHHBIM
PUCKOM KpPOBOTEYECHHS WM TPU OOMIMPHOM XHUPYPTUYECKOM BMEHIATEIBCTBE, TAE MOXKET
noTpeboBaThCs MOJHBIA TEeMOCTa3, CIEAYeT PacCMOTPETh BO3MOXKHOCTh OTMEHBI Ipemnapara
Tpanunab 3a 2-4 AHs 10 XUPYPru4ecKOro BMENIaTelbCTBA.

Tabmuna 5. [IpaBuna orMeHs! penapara Tpanuaad nepea HHBa3UBHBIME WM XUPYPTUUYECKUMU

poueaypamMu
DyHKUMA 10YeK T IIpexpameHue npruemMa npenapara nepej JaHOBOH XUPYpPru4eckoi
(KK, ma/mMun) onepaunuei
Bricokuil puck KpoBOTEUEHUS WU CraHgapTHBIN pUCK
IIPOBEJICHNE OOJIBIION OTlepanyu

>80 ~13 3a 2 nHA 3a 24 gaca
>50-<80 ~15 3a 2-3 nux 3a 1-2 nHs
>30-<50 ~18 3a 4 nux 3a 2-3 nus (> 48 yacos)

CrnuHangpHas aHeCTe3I/I$I/3HI/IHVDaJ'IBHaH aHecTe3us/moMOaIbHas IIYHKIIUA

Takue mpoueaypsl, Kak CHOHHHOMO3TOBas aHECTe3Wsl, MOTYT MOTpebOBaTh IOJHOTO
BOCCTAHOBJICHHS T€MOCTa3a.

B cnydae TpaBMaTWyHOW WM TOBTOPHOW CIMHHOMO3TOBOM MYHKIWM W JUIATEIBHOTO
WCIIOJIb30BAHMUS  DJIHUAYPAJIBHOIO  KareTepa  MOXET  NOBBIIATBCA  PUCK  Pa3BUTHA
CIIMHHOMO3TOBOI'O0 KPOBOTEYEHUs WM SNUAYpalibHOW rematomsl. [lepByro 103y mnpemnapara
Tpanmma® crmeayer mpuHMMaTh HE paHee, YeM dYepe3 2 dYaca Tocle YAAJICHHS Karerepa.
HeobxoauM KOHTPOJIb COCTOSTHUS MAIIMEHTOB JJII UCKITIOUEHUS HEBPOJOTHYECKUX CHUMITTOMOB,
KOTOpBIE MOTYT OBITh OOYCIIOBJIEHBI CIIMHHOMO3TOBBIM KPOBOTEYEHHEM HIIM SIUIypalbHON
reMaTOMOM.

INocneonepanmonnas dasa
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COOTBETCTEBYET 3K
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I[Tocie MHBA3MBHOM MPOLEAYPHI/XHUPYPTUYECKOfO BMedﬂbﬁﬁal%;"ﬁBﬁ%Hﬁéﬂfaﬁﬁé Tpannia6

_NNEPTHOMY OTYETY

ClIeZlyeT BO30OHOBUTh/HAYATh KaK MOYKHO OBICTPEE, €CIIU 3TO MO3BOJISICT KIMHHUUECKAs CUTYaIlHsI
U JOCTUTHYT aI[eKBaTHBIfI reMocCTas.

VYV MalueHTOB ¢ PHCKOM KPOBOTCUCHHS WJIM HMEIOLIMX DPUCK YPE3MEPHOH IKCIIO3HIIUH
npernapara, OCOOCHHO y MAlMEHTOB C yMepeHHbIM HapyiieHueM ¢yHkiun modek (KK
30-50 mur/MHH), Tepanuio CleAyeT IPOBOJUTH C OCTOPOKHOCTHIO (cM. pazmen S.1).

HaL[I/IeHTBI C BBICOKHUM PHUCKOM XHDVDFHHGCKOﬁ CMCPTHOCTH M BHYTPCHHHUMU d)aKTODaMI/I pHuCKa

TPOMOOIMOOJIMUECKHAX OCJIOKHEHUN

Jannsie o > dextruBHOCTH U Oe30macHOCTH Ipenapara Tpanuaad B JaHHOM rpymnme naiueHToB
OTrpaHHYEHBL, I03TOMY TEPAIIUIO CIENYET IPOBOJUTH C OCTOPOKHOCTHIO.

XuUpypruyeckoe BMELIATENLCTBO OPU IIEPEIOME EHKHU OeIPEHHON KOCTH

Januple 00 wucnonb30BaHMM npenapata TpaHunad y MNaUEHTOB, KOTOPHIM IPOBOJUTCA
XUPYpPruYeckoe BMEIIATENbCTBO MpPU IepeiaoMe IIeHKH OeIpeHHOW KOCTH, OTCYTCTBYIOT.
Tepanus HE peKOMEHLYETCHS.

HaDVHIeHI/IG d)VHKHI/II/I IICUYCHU

[TareHThI ¢ TOBBIIIEHHEM aKTUBHOCTH MEeYeHOUHBIX GepMeHTOB > 2 BI'H ObuH UCKITFOUEHBI U3
OCHOBHBIX KJIIMHUYECKUX HccleaoBaHui. OmbITa MpuMeHeHUs qaburaTpaHa dTEKcuiaaTra B 3TOU
MOJTPYIIIE MalMeHToB HeT. Hapyiienne GyHKIUN MeYeHn WK 3a00JieBaHUE TICUEHU, KOTOPOE,
KaK OXKHJACTCS, MOXET TMOBJIMATh HAa BBDKUBAEMOCTH, SIBJISCTCS MPOTHUBOIOKA3aHUEM IS
npuMeHeHus npenapara Tpanuaad (cm. pasnaen 4.3).

B3anmopeiictsue ¢ nHIykropamu P-gp

Oxupaercsi, 4TO OJHOBPEMEHHOE Ha3HAYCHHWE WHIYKTOpOB P-gp TpuBeAeT K CHUKECHHUIO
KOHIIGHTpaluii naburarpana B IIa3Me€ KPOBH, M MX OJHOBPEMEHHOTO NPUMEHEHHS CIIETyeT
u3berath (cM. pazzaenst 4.5 u 5.2).

ITamueHTEI ¢ aHTI/Id)OCd)OJ'II/IHI/IHHLIM CHHAPOMOM

VY nauueHToB ¢ aHTU(OCHOTUNUIHBIM CUHIPOMOM (OCOOEHHO MPH TPOHHOM IOJOKUTEIHHOM
pe3yapTaTe Ha aHTHU(POCQOJIUIMUIHBIE AHTUTENA) TMOBBIIIEH PHUCK TPOMOOIMOOITHUECKUX
COOBITHIA.

Hecmotpst Ha TO, 4TO 3¢ (EKTUBHOCTh JaburaTpaHa 3TEKCHUJaTa yCTaHOBJEHA JJIS JICYEHUS U
NpOPUIAKTUKA BEHO3HOM TpoMOOIMOONHH, OHA HE OblIa M3y4eHa KOHKPETHO B TOITPYIIE
MAIUEHTOB ¢ aHTUPOCHONTUNTUTHBIM CHHAPOMOM.

[TosToMy mepesn mpuMeHeHHeM mpemnapara TpaHuaad y HalKMeHTOB € aHTHU(POCHOIUIHIHBIM
CUHAPOMOM PEKOMEHIYETCS TINATEIBHO PAacCMOTPETh BCE BO3MOXKHBIE BAapHAHTHI JICUEHMS
(BKJIIOYAs CTaHAAPTHOE JIeUeHUe, TaKoe KaK aHTaroHncramu Butamuna K).

ITarueHThl ¢ aKTUBHBIM 3JI0Ka4eCTBEHHBIM HOBOOOpaszoBanueM (TI'B/TOJIA)
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ot 11.06.2024 N= 11638

D¢ heKTUBHOCTh U O€301aCHOCTh TPUMEHEHUS Ipenapangl @ﬁaﬁﬁ%%ﬁl GEeR-TEB/ THIA y

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

IMagUCHTOB C AKTUBHBIMHU 3JIOKAYCCTBCHHBIMHA HOBOOGpaBOBaHI/ISIMI/I HC yCTaHOBJIeHBI.
4.5. BzaumojeiicTBHEe ¢ JPYrMMH JIeKAPCTBEHHBIMH MpenaparaMu W JApyrue BH/bI
B3aNMOJAEeHCTBUSA

BzanmoeiicTBre ¢ 66J'IKaMI/I-HCDCHOC‘II/IKaMI/I

Jlaburatpana »TeKcwiar sBIseTcs cyOcTpatom 3ddurrokcHoro Oenka-nepeHocunka P-gp.
Osxupaercsi, YTO OJHOBPEMEHHOE Ha3Hau€HHE WHTHOMTOPOB P-gp NPUBOAUT K TOBBIIICHUIO
KOHIICHTpAIlMK JaburarpaHa B miia3Me KpOBH.

Ecnmu He ykazaHo wWHOe, TpH OJHOBPEMEHHOM NPUMEHEHHMH Ja0uratpaHa W MOIIHBIX
UHTUOUTOPOB P-gp HEoOXOoIuMO THIATENbHOE KIMHUYECKOe HaOmrogeHue (B OTHOIICHHH
NPU3HAKOB KPOBOTCUYCHHUsI WM aHeMuu). [Ipu OIHOBpEMEHHOM NpPUMEHEHHMH JadurarpaHa c
HEKOTOPHIMU UHTHOHTOpamMu P-gp MokeT moTpeOoBaThCsi CHIKEHHE 10361 (CM. pasnensl 4.2, 4.3,
44us.1).

Tabmuua 7. B3aumopeiicTBue ¢ GekaMu-TIepeHOCUNKaMU

Huzubumoper P-gp

Oonospemennoe npuUMeHeHue NPomueonoKa3ano (cm. pasoen 4.3)

KertoxoHazon KeTokoHa3on yBenmumBai oOuye 3Ha4eHus IUTOMIA ¥ 110]] KPUBOH «KOHIICHTpAIIHs-
Bpems» (AUC.,,) 1 MmakcuManbHoO# kKoHIeHTpanuu (Cpa) nadburarpana B 2,38 pasza
1 2,35 pa3a COOTBETCTBEHHO MOCJIE OJHOKPATHOTO IpHeMa BHYTpb B 103¢ 400 Mmr, u
B 2,53 pa3a u 2,49 pa3a COOTBETCTBEHHO IOCJI€ MHOTOKpPATHOIO NpHEMa BHYTPb
10361 400 MI KETOKOHA30J1a OJMH pa3 B CYTKH.

Jponenapon [Ipy omHOBpEeMEHHOM TIpUMEHEHWH Ja0uraTpaHa OSTEKCHWIaTa W IpoHEJapOHa
o6mue 3HaueHust AUCy., 1 Crax JaOurarpana yBeImduBaInCh MPUMEPHO B 2,4 pasa
U 2,3 paza COOTBETCTBEHHO Tocje MHOTrokpaTHoro mpuema 400 Mr npoHemapoHa
JBa pa3a B CyTKH M, mpumepHo, B 2,1 pa3a u 1,9 pa3a COOTBETCTBEHHO MOCIe
OJTHOKpaTHOTO TipueMa 70361 400 mr.

WtpakoHa3ou, DUKIOCIOpHH | Ha OCHOBaHMM pe3yJbTaTOB HCCIEAOBaHMI N VItr0o MOXHO 0xHIaTh 3DQEKT,
CXOJIHBIH C KETOKOHA30JIOM.

O()HO@D@M@HHOQ npumMeHeHue He pekomem)vemc;z

Takpommmyc B wuccnenoBanusx in Vitro oOHapy»KeHO, YTO TAKPOIMMYC UMEET TAaKOU e YPOBEHb
unrudupyroniero 3pdexkra Ha P-gp, Kak HUTPAaKOHA307 ¥  IMKIOCIIOPHH.
[Mpumenenue naburarpaHa dTeKCHIaTa BMECTE C TAKPOIMMYCOM He OBbLIO M3YUEeHO B
KIMHUYECKUX HCCIICAOBAHUAX. OI[HaKO OrpaHUYCHHBIC KIIMHUYCCKHUE JaHHBIC O
NpUMEHEHHH BMECTE C ApyrmM cybcrpatom P-gp (9BepoaMMycoM) MO3BOJSIOT
MPENNOJNIOKUTh, YTO WHTHOWpoBaHWE P-gp TakpomumycoMm ciabee, 4eM IpH
MIPUMEHECHUN MOIIHBIX HHTHOUTOPOB P-gp.

I'nexanpeBup/mubpentaceup | OZHOBpEMEHHOE HCIIOJIb30BaHNE KOMOMHAIMK (DUKCHPOBAHHBIX JI03 WHTHOUTOPOB
P-gp rnexampeBupa/muOpeHTacBHpa TNPHBOIUT K YBEIMYECHUIO KOHLEHTPALMH
JaburarpaHa B I1a3Me KPOBH U MOJKET IIOBBICHTH PUCK KPOBOTCUEHHH.

Credyem cob1100ams 0CMOPOICHOCHb 8 CIIY4ae 0OHOBPEMEHHO20 NpuMenerus (cm. pazoenvt 4.2 u 4.4)

Bepanamun I[Ipy oxHOBpeMEHHOM NpHUMEHEHHWH maburatpaHa ostekcuiara (150 wmr) u
Bepamammia i npuema BHYTPh Crax 1 AUC maburaTpaHa yBeTWYHBAJINCh, HO
CTENeHb 3TOT0 YBEIMUYEHHs pa3luyagach B 3aBUCHMOCTH OT BPEMEHM IpHeMa U
JIeKapcTBEHHOW (OpMBI Bepanamuia (cM. pazneinst 4.2 u 4.4).

MakcumanbHOe yBEeJIMYeHHE SKCHO3UIMK JAaduratpaHa HaOII0AlIOCh TP IIpHEMe

NepBoi 03Bl  JIEKapCTBEHHOW  (OpPMBI  BepamaMmwia C  HEMEIJIEHHBIM
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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BBICBOOOXK/ICHHEM 33 OJRH Yac 10" EH;fe;/ra_li E&%H&fﬁ;}gg%k@ﬂﬁ&gzﬁ;ﬁegﬁ%Hﬂe

Crax mnpumepno B 2,8 paza wu yeenmuenue AUC  npumepHo B
2,5 paza). D¢ddexT mocTeneHHO yYMEHbIIAJCS TP TpUEMe JIEKapCTBEHHON (HOPMBI
BepanamMmia ¢ JIUTEIBHBIM BBICBOOOXKACHUEM (yBenmaeHue Cax mpuMepHo B 1,9
pa3a u yBenmuenne AUC mpumepro B 1,7 pasa) win npu mpreMe MHOTOKPAaTHBIX
no3 Beparnamuia (yBenuueHune Cpax npuMepHo B 1,6 pasa m yBemmuenne AUC
IpuMepHo B 1,5 paza).

He naOmomanoch 3HaYMMBIX B3aMMOJICHCTBHI NpH NpHEMe BHYTPb Beparammiia
yepe3 2 yaca nociie npueMa gaburarpasa srekcuiara (yBeandeHue Cpay MpUMEpHO
B 1,1 pa3za u yBemuuenune AUC npumepso B 1,2 pasza). OT0 0OBSICHIETCS MOJHBIM
BCachIBAaHMEM JaburaTpaHa dyepes 2 Jaca.

Awmuonapon [Ipy onmHOBpeMEHHOM TIPUMEHEHNH MabWraTpaHa ATEKCWIaTa C OJHOKPATHOW
mepopairbHO 1o30#f 600 Mr aMmomapoHa CTENeHb W CKOPOCTh BCACHIBAaHHSA
aMHoOJapoHa M €r0 aKTHBHOTO METa0oNHTa AE33THIAMHOIApOHa HE W3MCHSIIUCH.
3nauenus AUC u Co Jaburarpana Bo3pacTaiu npuMmepHo B 1,6 pasza u 1,5 pasa
COOTBETCTBEHHO.

VYuuTeiBas JJIMTENBHBIH NEPHOJA TIOJNYBBIBEJCHUS aMHOIApOHA, BO3MOXKHOCTH
B3aUMOJICHCTBUSL MOXET COXPaHSATbCS B TEUCHHUE HECKOJIBKHUX HEJeNb MOocle
OTMEHBI aMHoAapoHa (cM. pasnensl 4.2 u 4.4).

XUHUIUH XuHuauH HaszHayaiad B go3e 200 Mr kaxkasle 2 4aca 4O JOCTVIKEHHSA OOIEN T03BI
1000 mr. JJaburaTpanHa 3TeKCHIAT Ha3HAYaJId ABa pa3a B CYTKH B T€UCHHE 3 ITHEU
noApsA, Ha 3-# AeHs — ¢ XuHUAUHOM i 0e3 xuHuauHa. 3Ha9eHIT AUC, (11 Craxss
JaburarpaHa yBeJIHUYIINCH B cpeaHeM B 1,53 pasza u 1,56 pa3za cOOTBETCTBEHHO IPHU
OJIHOBPEMEHHOM MPUMEHEHUH ¢ XUHUIUHOM (CM. pazzaensl 4.2 u 4.4).

Knapurpomurun IIpu omHOBpeMEeHHOM NMpUMEHEHUH KiapuTpomunuHa (500 Mr aBa pasza B CyTKH) C
JaburaTpaHa 3TEKCHIATOM Yy 3I0POBBIX JOOPOBOJIBLEB HAOIIONANH yBEIHMYCHHE
AUC npumepHo B 1,19 pa3za n yBenmuenne Cp,x npumepHo B 1,15 paza.

Tukarpenop [Ipu ogHOBpeMEHHOM MpPUMEHEHHH OJHOKPAaTHOH H03bI 75 Mr paburatpaHa
aTeKcuiara ¢ Harpy3ouHod no3oil 180 mr tukarpenopa 3HaueHUSI AUC U Cpax
nmaburatpaHa ysenmdymBaiuch B 1,73 pasa m 1,95 pasza coorBerctBeHHO. [locie
MHOTOKPAaTHOTO IpueMa THkarpenopa 90 Mr 1gBa paza B CYTKH YBCJIHUCHHE
9KCIO3MIMU JaburarpaHa cocrassuio 1,56 pasa u 1,46 pasa mis Cpa 1 AUC
COOTBETCTBEHHO.

OnHOBpeMEHHOE Ha3HaueHWe Harpy3o4yHou no3bl 180 mMr tukarpenopa u 110 mr
naburatpaHa dSTeKcwiata (B PaBHOBECHOM COCTOSIHUHM) YBEITUYMBAJIO 3HAYSHHSI
AUC, i u Cpaxss maburatpana B 1,49 paza um 1,65 pasa COOTBETCTBEHHO IIO
CpPaBHEHHMIO C NPHEMOM OJHOTO paburaTpaHa »sTekcwiata. lIpm Ha3zHaueHHH
Harpy3ouHoil n03bl 180 Mmr Tukarpenopa yepe3 2 yaca mocie npuema 110 mr
JaburaTpaHa 3TeKCHiaTa (B paBHOBECHOM cOCTOsiHUM) cTeneHb yBeaudeHus AUC,
1 Cpaxss aburarpana cHmxanach 10 1,27 pasa n 1,23 paza COOTBETCTBEHHO IIO
CPaBHEHHMIO C IIPHEMOM OJHOTO JjaduraTpaHa 3TeKcHWiara. Takod pa3/iesbHBIA
IIpUeM PEKOMEHyeTCs U1l Hadasla TePaliy THKAarpeJIopoM ¢ Harpy304HOil 03I
OpHoBpeMeHHOe Ha3HadeHne 90 Mr THKarpeiopa JBa pa3a B CyTKH
(momnepxwuBaromiasi 1o3a) ¢ 110 Mr pmaburarpana 3TeKcuiIaTa YBEIMIHBAIIO
ckoppextupoBansble 3HaueHHI AUC, U Chaxss Baburatpana B 1,26 pasa u 1,29
pa3a COOTBETCTBEHHO O CPaBHEHHIO C TIPUEMOM TOJIBKO Ta0HraTpaHa dTeKCHaTa.

ITo3akonazon [To3akoHazon Takke B ONpENENeHHON cTerneHH MHruoupyer P-gp, HO OH He ObLI
n3y4yeH B KIMHUYECKUX HccienoBanusaxX. Cienyer cobroiaTh OCTOPOKHOCTD, KOTIa
npenapat TpaHunad Ha3HaAUaeTCsl OHOBPEMEHHO C TI03aKOHA30JI0M.

Huoyxkmopwer P-gp

Credyem uzbecamv 0OHOEDEMEHH020 NPUMECHEHUS

Hampumep,  pudammuius, | OXnugaercs, YTO OJHOBPEMEHHOE HA3HAYEHHWE TIPUBOIUT K  CHIKCHHIO
3Bepo0oii MPOABIPSABICHHBIN | KOHIIEHTpAIlMH JaburarpaHa.

(Hypericum perforatum), | IIpenBapuTenbHblid mpueM UHAYKTOpa P-gp pudammumuHa B 103e 600 Mr oauH pa3s
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Kap6aMa3enuH WIN | B CyTKH B TedeHne 7 Aueil ymeHbhrairMaxenmbiibyio ¥ 0biltyto—sKerdsuimo
(henuTonH naburatpaHa u oOmuid ypoBeHb BO3AEUCTBHS HA 65,5 % u 67 % COOTBETCTBEHHO.

Nunynupyromuii 3¢p¢GeKT yMEeHbIaNCs, YTO0 MPUBOIWIO SKCTIO3HUINK JaburaTpaHa,
ONMU3KOH K pedepeHCHOMY 3HAUCHHIO, K 7-My [IHIO ITOCTe MPEKpaIleHUs JICUCHHUS
pudammmHOM. [lansHeHIero yBenaeHns: ONoIOCTYIIHOCTH ellle uepe3 7 THel He
Ha0JI01a710Ch.

Huzubumopur npomeaswi, maxue Kax pumoHagup

O()HO6D€M€HHO€ npumeHeHue He pexomem)yemc;z

Hampumep, putoHaBup u ero | DTH mpenapars! BIHSOT Ha P-gp (u6o B KauecTBe HHIMOWTOpA, JIHOO B KAUECTBE
KOMOMHAIMK C  OpyruMu | mHAykropa). OHM HE U3ydYaiamchb U [O3TOMY HE PEKOMCHIYIOTCS IS

HHTHOUTOPAMH TIPOTEa3hl OJIHOBPEMEHHOTO NMPUMEHEHUs ¢ mpenaparoM Tpauunad.
Cybocmpam P-gp
Jluroxcun B xozme uccienoBaHus, MPOBEAECHHOTO C y4acTHeM 24 30pPOBBIX J0O0POBOJIBIIEB,

npu OAHOBPEMCEHHOM IPUMCHCHUUN aaGMranaHa OTCKCUJIaTa M JUI'OKCHHaA HC
Ha6mo,uanocr, HUKAKUX M3MEHCHHMH B SKCHO3MIHUM JWTOKCMHA W KIWHUYECKH

3HAYMMBIX U3MEHEHHH B AKCIIO3ULIUU L[a61/1ranaHa.

AHTI/IKOaFVHHHTI)I " JICKaApCTBCHHBIC CPEACTBA, KOTOPBIC I/IHFI/I6I/IDVIO arperaimro TDOM60HI/ITOB

JlekapcTBeHHbIE CpPEJCTBa, Tepamnus KOTOPBIMH HE MCCeNoBajlach WM OINBIT HPUMEHEHHS
KOTOPBIX OTPaHUYEH, U KOTOPbIE MOTYT IMOBBICUTh PUCK KPOBOTEUYEHHUH NPHU OAHOBPEMEHHOM
IpUMEHEHUH ¢ npenaparoM TpanugaO: aHTUKOArynsHtbl, Takue kak H®I, HMI u
NpOM3BOJIHBIE TrenapuHa ((QOoHIANMAPUHYKC, AC3UPYAUH), TPOMOOJIHTUYECKHE JIEKAPCTBEHHBIC
npenapatbl M aHTaroHWcThl BUTaMuHa K, puBapokcabaH win Jpyrue InepopajibHble
AHTUKOATYJISIHTHI (CM. pa3zaen 4.3), a Takke JeKapCTBEHHbIE CPEJCTBA, KOTOPbIE MHIHOMPYIOT
arperamyio TPOMOOIIMTOB, TakWe Kak aHtaroHUCThl peuentopoB GPIIb/Illa, TuxmonuouH,
mpacyrpe, THKarpesop, 1eKCTpaH u CyabGUHIHIPa30H (CM. pasnen 4.4).

Ha ocHoBanum nanHbIX, coOpanHbix B uccienoBanuu I ¢a3er RE-LY (cm. pasgen 5.1), Obu1o
OTMEUEHO, 4YTO COIYTCTBYIOLEE MCIOIb30BAHUE JPYTUX IEPOPAIBHBIX U NapEeHTEPaIbHBIX
AQHTUKOAryJssHTOB YBEJIMYMBAET YacTOTy OOJIBIIMX KPOBOTEUEHMH TMpU JICYEHHUU Kak
JaburarpaHa dTEKCUIIATOM, TaK ¥ BappaprUHOM MPUOIH3UTEIHHO B 2,5 pasa, IIaBHBIM 00pa3om
OpU TEpeBOfe C OJHOIO aHTUKoaryiasHTa Ha japyroi (cm. pasgen 4.3). Kpome Toro,
COIyTCTBYIOIlee NpuMeHeHue anTuarperantoB, ACK wim xmonmjporpena mNpuOIU3UTENBHO
yZIBaUBaJIO YaCTOTY OOJBIINX KPOBOTEUEHUH MPH JIEUEHUH KaK JaburaTpaHa 3TEeKCHIIaTOM, TaK U
BappapuHoM (cM. pazzen 4.4).

H®I' MOXHO mDpuUMEHATh B /103aX, HEOOXOMUMBIX Ul TMOAJIEPKAHUS TMPOXOJUMOCTH
LIEHTPaJIbHOTO BEHO3HOT'0 WM apTepHAILHOrO KaTterepa (cM. paszaen 4.3).

Tabmuna 7. B3auMmoaeicTBusl ¢ aHTUKOAryJIssHTaMU U JIEKApCTBEHHBIMH CPEACTBaMH, KOTOPbIE

MHTHOUPYIO arperamuio TpoMOOIIUTOB

HIIBII IToxazano, yto mpumenenne HIIBII mis kpaTkoBpeMeHHOW aHAJIbre3Wd HE OBLIO CBS3aHO C
MOBBIIIEHUEM pHCKAa KPOBOTEYEHHUS IIPH OJHOBPEMEHHOM TIIPHIMEHEHWHM C JaduraTpaHa
atekcuiarom. [lpu qurenbHOM puMeHeHnd B xoe uccienoBanus RE-LY HIIBIT noeimanm

PHUCK KpOBOTEUEeHMsI MPUOIM3uTEIpHO Ha 50 % nist maburatpaHa sTekcuiara u BapdapuHa.
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Knormmmporpen Y  300pOBBIX MOJOABIX TOOPOBQUIBIICB MSJ;(&K;FJE;BH’AE"%EE(JQMEHQOE: i:llasga;!q'e}me

naburaTpaHa STEKCHJIaTa M KIOMHIOTPeNia HE BBI3BIBAJIO JIOMOJHUTEIEHOTO YBEITUYCHUS
BpEMEHHU KaNWUIIPHOTO KPOBOTECUEHHS 1O CPABHEHHIO ¢ MOHOTepamnuei kiomumorpenoM. K
tomy ke 3HaueHHI AUC. U Cpis Aaburatpana ©  TOKa3aTelnd  KoaryJusiiuy,
WCTIONB3YIOIINECs IS OIICHKH BIUSHUA TaOWraTpaHa WK ITOKa3aTeNd BIMSIHUS KIOMUIOTpea
HAa TIOJABIICHHE arperandd TPOMOOIMUTOB, OCTABAIUCh HEH3MCHHBIMU TMPU CPaBHCHUH
KOMOWHUPOBAHHOW TEpamuy U COOTBETCTBYIONICH MoHOoTepanuu. [Ipu mpueme Harpy3ouHOU
no3sl knomuporpena 300 mr mmm 600 mr 3HaueHus AUC, u Chpass Jaburatpana
yBenuuuBanuchk npumepHo Ha 30-40 % (cm. pasznen 4.4).

ACK OpnHOBpeMeHHOE IpUMEHEHHe ¢ JaduraTpaHa 3TeKCHiIaToM B go3e 150 mr 1mBa pasa B CyTKH
MOXET TTOBBICHTh PHCK JTFO0BIX KpoBoTeueHuH ¢ 12 % no 18 % n 24 % npu nozax ACK 81 mr u
325 Mr COOTBETCTBEHHO (CM. pa3zuen 4.4).

HMTI' OpnnoBpemenHoe npuMmeneHne HMI, Taknx Kak SHOKcamapwH, W JaOWUraTpaHa STEKCHIaTa
clienuanbHO He ucciefoBanochk. [locne nepeBona ¢ TpexAHEBHON Tepanmuu dHOKcanapuHom 40
Ml OJIMH pa3 B CYTKHU I/K 4epe3 24 yaca Mocie BBEACHUS MOCICIAHEH M03bI JHOKCANapHHA
9KCIO3MIMUS JaburaTpaHa OblUla HECKOJBKO HIDKE, YeM IIOCIe MPUMEHCHHS TOJBKO
naburaTpaHa »Tekcuinata (omHokpatHas jgo3a 220 wr). HaGnromamoch MOBBINIEHHWE aHTH-
FXa/Flla akTHBHOCTH mMOCie NPUMEHEHHs aaburatpaHa 3TEKCHIAaTa C MPEIBAPUTEIbHBIM
Ha3HAYCHHEM JHOKCamapuHa 1o cpaBHeHuio ¢ aHTu-FXa/Flla akTMBHOCTBIO MpU Je4YeHHH
TONBKO JaburarpaHa sTekcunaToM. CauTaeTcs, 9To 3T0 00YCIOBICHO OCTATOYHBIM 3 (PEeKTOM
JICYCHUs] HSHOKCAllapWHOM W HE SBIACTCS KIMHUYECKH 3HAYUMBIM. [IpenmBapurensHOE
Ha3HAUCHUE OJHOKCANapHHA CYIISCTBEHHO HE BIMUIO Ha JpPyrue aHTHKOATYIIIHOHHBIC
mmoKasarenu qaburarpaHa.

Jlpyrue B3auMoOACHCTBHUS

Tabmuna 8. JIpyrue B3aumMoieicTBUs

Cenexmugnvie uneubumopsl obpammnozo 3axeama cepomonuna (CHO3C) wunu cenexmugnvle un2UOGUMOPLL
o0bpamnozo 3axeama cepomonuna u nopaopenanuna (CHO3CH)

CHO3C, CUO3CH CHO3C u CHUO3CH nossimanu puck kpoBoTedeHus B uccienoBanun RE-LY Bo Bcex
rpynax jJedeHus.

Bewecmea, enuaiowue na pH sceny0ounozo cooeprcumozo

[TanTompazon [Ipn oxHOBpeMEHHOM TIpHMEHEHMH Ja0uraTpaHa »JTEKCHWJIATa C IIaHTONPa30JIOM
HaOmonanocs ymeHbmienne AUC naburarpana mnpuOmusurensHo Ha 30 %. B
KIMHUYECKHUX MCCIE0BaHuAX naHronpason u apyrue UITH HazHayammch oHOBPEMEHHO
¢ pmaburarpaHa STeKCWIATOM, M ojxHOBpeMeHHoe npumeHenne WIIH He cHmkano
3¢ GeKTUBHOCTH JabUraTpaHa dTCKCHATa.

Panutnaun OpnHOBpeMEHHOE NMPHMEHEHHE PAHWUTHIMHA C JaburaTpaHa STEKCHJIATOM HE OKa3bIBAIO
KJIMHUYECKH 3HAYMMOTO BIMSIHUS Ha CTETIeHb BCAChIBaHUs JaburaTpaHa.

BzamMojieiicTBHs, CBI3aHHBIC C META00INYECCKUM H‘[)Od)I/IJ'IeM )1a61/1ranaHa OTCKCHJIaTa U

naburatpaHa

JlaGurarpana sTeKcUaT U Ja0UraTpaH He METa0OIM3UPYIOTCs cucTteMol uToxpoma P450 u He
OKa3bIBAIOT IN VIr0 HUKAKOro BIMSHUS Ha (epMeHThl cucTeMbl nutoxpoma P450. TMostomy
B3aMMOJICHCTBUS JaburaTpaHa C COOTBETCTBYIOLIMMH JIEKAPCTBEHHBIMU IIperaparaMu He
OJKHJACTCA.

4.6. @epTUIBbHOCTH, 0€PEMEHHOCTH U JAKTALUS

bepemeHHOCTBL
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JlanHble 0 mpuUMeHeHUM paldurarpaHa 3TeKclaTa Bwlsbeﬂfg%eﬁé‘n}@rggﬁﬁ "-JTE}'IJF\:%;}'IIOT.

[ToTeHIManbHbBINA PUCK JIS YETOBEKA HEU3BECTEH.

JKenmmHaM penpolyKTHBHOTO BO3pacTa cliefyeT u30eraTh HACTYIUICHHS OCpEMEHHOCTU IMpH
nedeHuu npenapatom Tpanungad. [Ipu HacTymmeHnn 6epeMEHHOCTH NTPUMEHEHHE Ipernapara He
PEKOMEHYETCS, 3a UCKIIFOYEHUEM CIIY4aeB, KOT/Ia OXKUJlaeMasi Mojib3a MPEBBIIIAET BO3MOKHBIIN
PHCK.

JlakTanms

[Ipn HEOOXOIUMOCTH MPUMEHEHHMS Ipernapara B IEPHOJ TPYJHOTO BCKAPMIIMBAHHMS, B CBS3H C
OTCYTCTBHEM KJIMHUYECKUX JAHHBIX, TPYIHOE BCKapMIIMBAaHUE PEKOMEHIYETCS MPEKpPaTUTh (B
KaueCTBE MEphI MPEIOCTOPOKHOCTH).

DdepTUabHOCTD

B skcnepuMeHTaNbHBIX HCCIEIOBAHUSAX HE YCTAHOBJIEHO HEOIAaronmpusTHOTO BO3JCHCTBUS Ha
(bepTUIBLHOCTD WM MMOCTHATAJIBLHOE PAa3BUTUE HOBOPOIKICHHBIX.

4.7. BausiHHMe HA CNMOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPeACTBAMHU U PadoTaTh €
MeXaHU3MaMu

Bnusnue npenapara Tpanugad Ha COCOOHOCTH YIPaBISTh TPAHCHIOPTHBIMU CPEICTBAMH H
3aHUMATbCA JPYrUMH [OTCHIMAIbHO OMACHBIMH BHUIAMH JESTEIBHOCTH, TPEOYIOUTUMU
MOBBIIICHHOW KOHIIEHTPAIlMU BHUMAHUS U OBICTPOTHI IICUXOMOTOPHBIX PEaKIUid, HE U3y4alioCh,
HO YYMTHIBas, YTO NPHUMEHEHHUE mpernapara TpaHugad MOKET CONMPOBOXKIATHCS TOBBIIICHHBIM
PUCKOM KPOBOTEUEHHUH, CleAyeT COONII0AaTh OCTOPOKHOCTh MPHU BBIMOJIHEHUU TaKUX BUIOB
JeATEIbHOCTH.

4.8. HexenatelbHbIe peaKIUu

PesroMme HexxenaTenbHBIX PEAKIINT

YacroTa HexxeIaTeNbHbIX peaklnii, KOTOpble MOTYT BO3SHHKATh BO BpeMs TE€paluu, MPUBEIACHA B
BHUJIE CIIeyIoIei rpamauu: oueHb yacto (> 1/10), gacto (> 1/100, o < 1/10), nevacro (> 1/1
000, o < 1/100), penxo (= 1/10 000, vHo < 1/1 000), ouenp penxo (< 1/10 000), gactora
HEU3BeCcTHA (Ha OCHOBAHWY UMEIOIIMXCS JAHHBIX OIICHUTH HEBO3MOXKHO).

Tabnuna 9. HexxenarenbHble peakiiuu

CucreMHoO-opratHubii kjaacce/ YacTroTra BO3HMKHOBEHHS

Hexenarenbnas peakuusi

[po¢unakTuka HHCYIBTA,
CHCTEMHBIX TPOMO03IMOOIINI 1
CHIDKEHHE CEpAECUHO-COCYIUCTON
CMEPTHOCTH y B3pOCIBIX
marueHToB (B Bo3pacte oT 18 jer)
¢ HOIT u ogunm nnu 6oiiee
(hakTopamu pHcKa

Jleuenue U npopUIaKTHKA
peunanBos octporo TI'B n/umu
TOJIA n npodunaxkrrka
CMEpPTEJILHBIX UCXO/I0B,
BBI3BIBAEMBIX ITUMH
3a00JICBaHUSAMH Y B3POCIIBIX
manyeHToB (B Bo3pacte oT 18 ner)

Hapywenusi co cmopousl Kposu u Jum@amuieckoli cucmembl

AHeMmus Yacro Hewacto
CHWXKEHHE YpOBHS reMOriIoonHa Heuacrto HeussecTHO
TpomOonuroneHus Heuacrto Penxo
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CHmXeHHe reMaToKpura Penxo LT TE Hessdddias BRI TD UUUS]
Hetitponenns* HeunssecTtHO HeussectHo
ArpanynounTtos* HeunssecTtHO HeunssectHO
Hapywenus co cmoponbl ummyHHOU cucmembl

Peakuusi runepyyBCTBUTEILHOCTH Heuacto Heuacto
KoxHas cbinb Heuacto Heuacto
KoxHsli 3y1 Heuacto Heuacto
AnaduakTiyeckas peaxuus Penxo Penxo
AHTMOHEBPOTHUYECKUN OTEK Penxo Penxo
Kpanusauna Penxo Penxo
bpouxocnazm HeussecTHO HeussecTtHO
Hapywenus co cmoponul HepsHOU cucmembl

BuyTpuuepenHoe KpoBoTeUeHUE | Heuacto Penxo
Hapywenus co cmoponwi cocydos

I'emaToma Heuacto Heuacto
KpoBoteuenue Heuacto Heuacto
Hapywenus co cmoponsl dvixamenbHou cucmembvl, 0p2anos 2pyoHOl KIemKU U cpedoCmeHusl
HocoBoe kpoBoTeueHue Yacto Yacto
KpoBoxapkaHbe Heuacto Heuacto
JKenyoouno-kuueunvie HapyuieHus

Kenynouno-kuieynsie Yacro Yacro
KpOBOTEUCHHE

Bbousb B )xuBOTE Yacto Heuacto
Hunapes YacTo Heuacto
Jucnercus Yacto Yacto
TomHoTa YacTo Heuacto
PexranbHble KPOBOTEUEHHUS Heuacto YacTo
I'emoppongabHBIE KPOBOTEUCHHUS Heuacto Heuacto
W3bsa3Bnenne cnu3uctoit obonoukn | Hewacto Heuacro
KKT

lactpoazodarut Heuacto Heuacto
I'OPb Heuacto Heuacto
PBoTta Heuacto Heuacto
Hucoarus Heuacto Penxo
Hapywenus co cmopoHvl neyenu u xcenuegbl800sauux nymet

Hapymenue ¢QyHKIINN nedeHn Heuacto Heuacrto
[ToBbIIEHHE AKTUBHOCTH Heuacrto Heuacro
ATaHHHAMHAHOTpaHCc(hepa3bl

[ToBbIIEHHE AKTUBHOCTH Heuacrto Heuacro
acrapraraMHHOTpaHc(epasbl

[ToBeIIEHHE AKTUBHOCTH Penxo Heuacro
«TEYEHOYHBIX» TPAaHCAMHHA3

IM'unepOunupyonaeMust Penxo HeussecTHO
Hapywenus co cmoponsl Ko#CU U NOOKOHCHBIX MKAHEl

KoxubIi reMopparuueckuii | Hacro Yacro
CHHJIPOM

Anonermst* HewusBecTHO HewnssecTtHO
Hapywenus co cmoponsl mbluleyHot, CKelemHoll U COeOUHUMENbHOU MKAHU

I'emapTpo3 | Penxo Heuacrto
Hapywenus co cmoponsl nouex u Mouesbigo0sauux nymetl

YporenuranbHble KpOBOTECUYEHUS, Yacro Yacro
BKJIFOYAST TeMaTypHs

Obwue napywenus u peaxyuu 8 mecme 66e0eHUs

KpoBoreueHnus u3 mecra unbekunu | Peaxo Penxo
KpoBoTeueHnus nu3 Mmecra BBEACHUSA Penxo Penxo
KareTepa

Tpasmbi, UHMOKCUKAYUU U OCTOHNCHEHUS NPOYEOYD

ITocrrpaBMaTHueckoe Penxo Heuacro
KPOBOTEUYEHHE

Kposoreuenue u3 mecra Penxo Penxo

OTIEPAIMOHHOTO JIOCTYTIA
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* JlaHHBIC HEeXeNMaTeIbHBIC PEaKiy He OBLIH 3apETHCTPUPOBAHEI B Khhdrebrik pta T Ant i Rk ndie bbbl

peaknuu (TobKOo MoOoUHbIE 3P PEKTHI); CIeTOBATEILHO, YACTOTa HE MOXKET OBITh pacCUNTaHA.
PacueT 4acToThI HeXeNaTeNbHbIX PEaKIHii OCHOBAH Ha MOCTMAPKETHHIOBOM OIIBITE.

COO6H_IGHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

Baxxno coob1iate 0 mojo3peBaeMbIX HeKeIaTeNbHbIX PeaklUiX MOCie PerucTpaluu rnpemnapara
C 1enplo 00ecredYeHHs HENPEePhIBHOTO MOHHUTOPUHTA COOTHOIICHHUS <II0JIb3a — PHCK»
JICKapCTBEHHOTO Tpernapara. MeIuIMHCKUM pa0OTHUKAM PEKOMEHIYeTCs COOOIIaTh O JIF0OBIX
M0JI03PEBACMbBIX HEXKENATeIbHBIX PEaKIUIX JIEKApCTBEHHOrO IMpenapara 4epe3 HallMOHaJbHbIe
CUCTEMBbl COOOIIEHUS O HEXeJIaTeNbHbIX pEaKIHUsIX ToCylapcTB — wieHOB EBpasuiickoro
YKOHOMHUYECKOTO COI03a.

Poccniickas @enepanus

®denepanbHas ciayx0a 1mo Haa30py B cdepe 3apaBooxpanenus (PoczapaBHanzop)

Anpec: 109012, r. MockBa, CnaBsiHcKasi 1iiomiaib, a. 4, ctp. 1

Temedon: +7 800 550 99 03

DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

Caiir: https://www.roszdravnadzor.gov.ru

Pecny6nuka benapychb

PVYII «lleHTp 3KCIIEPTU3 U UCIIBITAHUM B 31PaBOOXPAHECHUN»
Anpec: 220037, r. Munck, niep. ToBapuieckuii, 2a
Tenedon: +375 17 231 85 14

®axc: +375 17 252 53 58

Onekrponnast moyra: repl@rceth.by

Caii: www.rceth.by

Pecniybnuka Kazaxcran

PecniyOnukanckoe rocyaapCTBEHHOE NPEANpPUSITHE Ha MpaBe XO3SIMCTBEHHOTO BeEJEHUs
«Hammonanbnslii  L[eHTp SKCHEpTH3Bl JIEKAPCTBEHHBIX CPEACTB M MEIULIMHCKUX W3
Komurera MeauuuHckoro u ¢papmareBTuyeckoro KoHTposist M3 PK

Anpec: 010000, r. Acrana, yn. MmanoBa, 13

Tenedon: +7 7172 78 98 28

DnexkTponnas noyra: farm@dari.kz

Caiit: www.ndda.kz

Pecniybnuka ApmeHust

AO3T «HayuHblif LIEHTp 3KCHEPTHU3bI JIEKAPCTB U MEIULMUHCKUX TEXHOJIOTUH WM. aKaJeMHKa
3. I'abpuensHa»

Anpec: 0051, r. EpeBan, np. Komuraca 49/5

Tenedon: +374 60 83 00 73
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Keipreizckas Pecniyonuka

JlemapraMeHT JIE€KapCTBEHHBIX CPEACTB M MEAUUMHCKUX WU3Jenuil Ipu  MuHHCTEpCTBE
3npaBooxpanenus Keipreizckoit Pecryomuku

Anpec: 720044, r. bumikek, yiu. 3-a Jluaus, 25

Tenedon: 0800-800-26-26, + 996-312-21-92-88

Onexrponnas noyra: dlomt@pharm.kg

Caiit: www.pharm.kg

4.9. Ilepeno3upoBka

CuMnTOMBI

Jo3bl npenapata Tpanunad, NpeBbIIAIONINE PEKOMEHAYEMbIC, IPUBOAT K MOBBIIICHUIO PUCKa
KPOBOTEYEHHMS Y MAllUEHTA.

Jleuenue

B cinyuae momo3penus Ha NepeO3UPOBKY KOATryJISIIMOHHBIE TECTHI MOT'YT I1OMOYb ONPEEIIUTh
puck kpoBoTeueHus (cM. pazaeinsl 4.4 u 5.1). KanubpoBanHbiii konumdecTBeHHBIH TecT (pTB) mim
NOBTOpHBIE H3MepeHus pTB [aroT BO3MOXKHOCTH MPOTHO3UPOBATH BpeMs, Korma OyayT
JOCTUTHYTBHI OIpEJCICHHbIC YPOBHM maburarpana (cMm. pasmen S.1), Takke B KadecTBe
JOTIOJTHUTEIILHON MEphl MOXKHO HA4YaTh AUAJIH3.

UpesMepHasi aHTUKOAryJISIUS MOXET IMOTpeOOBaTh BPEMEHHOIO MPEKpalleHHs] JIeUeHUs
npemnapatoM Tpanugab. Ilockonpky maburaTpaH B OCHOBHOM BBIBOJAMTCS TMOYKAMHU, CIIEAYET
NOJ/ICP’KUBATh aJIeKBATHBIA IWype3. B CBA3M C TeM, YTO CTENeHb CBS3BIBAHHUS C OelkaMu
TUTa3Mbl KPOBU HM3Kasl, NaOWUTAaTpaH MOXKET BBIBOJUTHCS C MOMOINBIO THANN3a; KIMHUYECKUN
OTIBIT, JIEMOHCTPUPYIOIIUN TMONb3Y MPUMEHEHHS [uain3a B KIMHUYECKUX HCCIEIOBAHUSAX,
orpaHuyeH (cM. pazzaen 5.2).

Jleuenue kposomeuenuui

B cnydyae remopparnueckux OCIOXHEHUH JiedeHHue npenaparoM TpaHuaad cienyer npeKpaTuTh
U yYCTAaHOBUTH MCTOYHHUK KPOBOTEUEHHUS. B 3aBHCHMOCTH OT KIMHMYECKON CHUTyallMH CIEAyeT
UCMOJIb30BaTh  COOTBETCTBYIOLIME  IMOAJCPKHMBAIOIIME  METOJbl  JICUEHHs,  HampuMmep,
XUPYPTHUECKUN TeMOCTa3 WIM BOCCTaHOBJIEHHE oObema mupkyaupyromeir kposu (OLIK), mo
pEeIIeHHnI0 Bpaya.

Jns cutyanuii, korga TpeOyeTrcs OBICTpOE YCTpaHEHHWE AHTUKOATYJISHTHOW AaKTUBHOCTH,
CYIIECTBYeT crnenu(puueckuii aHTaroHUCT (apMaKOAMHAMUYECKOTO IeHCTBUS naburaTpana,
npenapar [IPAKCBANH]I (nmapyuusyma), BBEACHHE KOTOPOTO MO3BONSET HEHTPAIM30BATH

AHTUKOAryJIsHTHBIN 3¢ ekt npenapara Tpanuaao.
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KpOBU (AaKTUBHUPOBAHHBIX WJIM HE aKTUBUPOBAHHBIX) WJIM peKoMOMHaHTHOro (akropa Vlla.
VIMeroTCsT HEKOTOpBIE 3KCIIEPUMEHTAIbHBIE JAaHHBIE, CBUAETEIBCTBYIOIKME O BO3MOXKHOCTH HX
OPUMEHEHMs Ul NpPEKpallleHHs aHTUKOaryJsHTHoro s¢¢exra paburarpaHa, HO JaHHbIE
OTHOCHUTEIIBHO HX IIOJIb3bl B KIMHMYECKHX CHUTYalMsX, a TAKK€ OTHOCHUTEIBHO BO3MOKHOIO
pHICKa PUKOIIETHOH TPOMOOIMOOIUN OUEHb OTPaHUYEHBI. Pe3ynbTaThl KOAryJIALMOHHBIX TECTOB
MOTYT CTaTh HEJOCTOBEPHBIMHU IIOCJIE€ NPUMEHEHHUs NpeAsiaraeMblX KOHIICHTPATOB (aKTOPOB
cBepThIBaHUs KpoBH. Cienyer coOnrofaTh OCTOPOKHOCTb NPU MHTEPHPETALUU ITHUX TECTOB.
Taxoke cienyer coOIr01aTh OCTOPOKHOCTh MPH MPUMEHEHHH KOHIIEHTPATOB TPOMOOLUTOB IpU
HAJIMYUKA TPOMOOIMTONCHUN WIA TNPUMEHEHHH AaHTHArperaHTHBIX JIEKAPCTBEHHBIX CPEJICTB
JUIMTEJIBHOTO IEUCTBUS. Bce CUMIITOMATHYECKOE JIEUEHUE IIPOBOJIAT 110 PELICHUIO Bpaya.

B cnydyae 3HAUMTENBHOrO KPOBOTEYEHMs CJIENYET PAcCMOTPETh BOIPOC O KOHCYJIbTalUU

CrienuaJIicTa 1o remocrasy (HpI/I HaJIn4yuy JaHHOI'O CHCI_II/IaJ'II/ICTa).

5.  ®APMAKOJIOT'MYECKHUE CBOVMCTBA

5.1. ®apmakoguHaMHYecKHe CBOiicTBa

dapmakoTepaneBTHUECKasi TPYIIa: AHTHTPOMOOTHYECKUE CPEACTBA; MPSIMbIC HHTHOUTOPHI
TpoMOUHa.

Kox ATX: BO1AEQ7

MexaHu3M ASHCTBUS

JlaGurarpaHa 3TeKcuiat sSBJISETCS HU3KOMOJIEKYISIPHBIM, HE 00J1a1at01M (hapMaKoJIOTHIecKOi
AKTHBHOCTBIO MPEIIIECTBEHHUKOM aKTUBHON Qopmbl naburartpana. Ilocie npuema BHYTpPb
naburatpana stekcuiaT ObicTpo BcachiBaeTcst B JKKT u myrem ruaponusa, KaTaauzupyeMoro
JcTepa3aMy, B MEYEHU M IUIa3Me KPOBU IpeBpalaercs B gaburarpad. JlaburatpaH siBiseTcs
MOIIHBIM KOHKYPEHTHBIM OOpaTHMBIM TNPSMBIM HHTHOUTOPOM TPOMOMHA ¥ OCHOBHBIM
AKTHUBHBIM BEILIECTBOM B IJIa3M€ KPOBH.

Tak xak TpoMOUH (CepHMHOBas MpoOTeas3a) B MPOIECCe KOATYISINU MpeBpamiaet GuOpuHOTEeH B
(¢uOpHH, yrHeTeHHe aKTHMBHOCTH TPOMOMHA INpENsTCTBYeT oOpa3oBaHuio TpomOa. Jlaburatpan
OKa3bIBaeT MHIUOMpYIOlee BO3/IEHCTBHE Ha CBOOOAHBIM TPOMOMH M TpOMOWH, CBSI3aHHBIN C
(GuOPHUHOBBIM CI'YCTKOM, a TaKXKE BBI3BAHHYIO TPOMOMHOM arperamuio TpoMOOIIUTOB.

dapmakoagnaamuueckne YO HeKTol

B SKCHCPUMCHTAJILHBIX MCCIICAOBAHUAX HA PA3JIMIHBIX MOJCIIAX TpOM603a Y )KUBOTHBIX in vivo
U ex Vvivo MOATBCPIKIACHO aHTI/ITpOM6OTI/IquKOe JeicTBHE U AHTHUKOAr'yJIiHTHAasd AKTUBHOCTb

):[a61/1ranaHa IIOCJI€ BHYTPHMBCHHOI'O BBCIACHHA U )1a6HranaHa OTEKCHJIaTa — IIOCJIE IIpueMa

BHYTDb.
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BBIPQKEHHOCTBIO AHTUKOATYJSIHTHOTO dddekra. Jadburatpan ymmuaser aiTB, 3BC wu
TpombunoBoe Bpems (TB).

Ipogpunaxmuxa BTO y nayuenmos nocie 3HOONpome3uposanusi KpynHulx cycmasos

Pe3ynbrarhl KIMHUYECKHX HCCIENIOBAaHUN Yy TMAIUEHTOB, [EPEHECIINX OPTONEANYECKUe
ornepanuu (SHAOMPOTE3UPOBAHUE KOJEHHOTO M Ta300€IpEeHHOr0 CYCTAaBOB) MOJITBEPIMIN
COXpaHEHHE IMapaMeTPOB TIeMOCTa3a W SKBUBAJEHTHOCTh NpuMeHeHus 75 mr wmm 110 mr
naburaTpaHa sTekcuiiara uepe3 1-4 yaca mociie omnepanuu U MOCIeIyIoen MoaIep:KuBaoen
10361 150 mr mimm 220 mr 1 pa3 B cyTku B TeueHue 6-10 nHei (mpu omepanuy Ha KOJICHHOM
cycraBe) u 28-35 mHelt (Ha Ta300€IpEHHOM CYCTaBe), 10 CPAaBHEHHUIO C YHOKCAIIAPUHOM B J103€
40 mr 1 pa3 B cyTKH, KOTOPBII IPUMEHSIN HAKaHYHE U I10CJIE ONEpaluu.

[TokazaHa >KBHUBaJIEHTHOCTh AHTUTpOMOOTHUECKOro 3¢dekra madurarpaHa 3TeKcuiaTa IMpU
npumeHeHud 150 mr wiam 220 Mr no cpaBHEHUIO C YHOKCanapuHoM B A03€ 40 Mr B CyTKU NpHU
OLIEHKE OCHOBHOW KOHEYHON TOYKH, KOTOpasi BKIIOYAET BCE CIy4aW BEHO3HBIX TPOMOOIMOOIMit
Y CMEPTHOCTD OT JIFOOBIX MPUYHH.

Ilpogpunaxmuxa uucyroma u CUCMEMHBIX MPOMOOIMOOIUL Y NAYUEHMO8 C ubpuiiayuel
npeocepoulti

[Ipu mMrensHOM, B cpenHeM okojo 20 mecsueB, npuUMeHeHuu y mnauueHtoB ¢ @Il u c
YMEPEHHBIM I BHICOKUM PUCKOM MHCYJIbTA WJIM CUCTEMHBIX TPOMO03IMOOIHiA ObIIIO TTOKa3aHo,
4yro jgadurarpaHa stekcunaT B no3e 110 Mr, Ha3HAyeHHBIM [Ba pa3a B CYTKH, HE YCTyIam
BapdapuHy 1no 3(pPeKTUBHOCTH NPEAOTBPALICHUs MHCYJIBTA U CUCTEMHBIX TPOMOOAIMOOIUH y
naiueHToB ¢ @II; Takke B rpymnme pgadurarpaHa OBLJIO OTMEUYEHO CHIIKEHHE pHCKa
BHYTPUYEpPENHBIX KPOBOTEUEHUH M 0Omell wyacToTel KpoBoreueHuil. Ilpumenenue Ooinee
BBICOKOM 1036 npenapaTa (150 Mr 2 pa3a B CyTKH) JOCTOBEPHO CHMYKAJIO PUCK HIIEMHYECKOTo U
reMOPParu4eckoro  MHCYJIbTOB,  CEPAEYHO-COCYIAUCTOM  CMEPTHOCTH, BHYTPHUYEPEIHBIX
KPOBOTEUYECHHH M OOIIEH YaCTOTHl KPOBOTEUEHUH MO CpaBHEHUIO ¢ BappapruHOM. MeHbIas 103a
naburaTpaHa XxapakTepu3oBaiach CYHIECTBEHHO 00Jjiee HU3KUM PUCKOM OOJIBIINX KPOBOTEUEHUM
10 CPaBHEHUIO C Bap(papruHOM.

YucTelit KIMHUYECKUH 3P PEKT OLeHUBAJICS MyTeM OIpeesIeHUs] KOMOMHUPOBAHHOW KOHEUHOU
TOYKHM, BKJIOYABIIEM YacTOTy MHCYJIbTA, CHCTEMHBIX TpPOMOO3MOOJMI, JEroYHbIX
TpoMO0IMOOIIHIA, OCTPOTO MH(PAPKTAa MUOKAP/Ia, CEPACIHO-COCYIUCTON CMEPTHOCTH U OOJBIITHX
KPOBOTCYECHUM.

ExxeromHass yacToTa mMepeYMCICHHBIX COOBITHI y TAIMEeHTOB, IMOJy4aBIIUX JaOurarpaHa

ATEKCUJIAT, ObUIa HUXKE, YEM Y MAllMEeHTOB, MOTY4aBIINX BapdapuH.
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nadurarpaHa 3TeKCHUJIaT, OTMEYAINCh CO CPABHUMOM MJIM MEHBIIEH 4acTOTOM MO CPaBHEHHMIO C
NalMeHTaMH, TOTy4aBIIMMH Bap(papuH.

JlononHUTENbHOE M3ydeHHE JaburarpaHa 3TEKCHUiIaTa B HaOJIIOJATENIbHBIX HCCIENOBAHUSAX Y
nanveHToB ¢ @Il cBuperenbcTBYeT, 4TO MOKazareaun >PQPEeKTUBHOCTH U 0€30MacCHOCTH
npernapara B KIMHUYECKOM IIPAKTHKE COOTBETCTBYIOT peE3yJIbTaTaM pPaHIOMU3HPOBAHHBIX
UCCIIE0BAHUMN.

PesynpTaTtel  mpocmekTHBHOrO  panaommsupoBaHHoro — ucciaegoanuss — RE-CIRCUIT
IPOIEMOHCTPUPOBAIIM, YTO BHIMOJIHEHUE KATETEPHON abjaluy y NallMEeHTOB ¢ MAPOKCU3MAIbHON
win nepcuctupyromeiit @I, noaydarommx HeNpepbIBHBINA Kypce qadurarpana STeKCHiiaTa B J103€
150 mr (1 xamcyma) nBa pa3a B CYTKH, XapaKTePU3YyeTCS MEHBIIUM PHUCKOM OOJBIINX
KPOBOTEUCHUI B CPAaBHEHMM C MMAlMEHTAMH, y KOTOPBIX IpOIelypa BBIIOJHIACH Ha (OHE
HEMpepbIBHOIO Kypca BapdapuHa. Pasnuumit Mexay rpynmaMud CpaBHEHUS B OTHOIIEHUH
4acTOThl KOMOMHMPOBAHHONW KOHEYHOM TOYKH, BKJIHOYAIOIIEH MHCYNIbTHI, CUCTEMHBIE 3MO0JINN
WIN TPAaH3UTOPHBIE UIIEMUYECKHUE aTaKH, BBISIBIIEHO HE OBLIO.

Pesynbratet OTKPBITOTO PaHIOMHU3UPOBAHHOTO HCCIICA0BaHUS RE-DUAL PCI
IPOIEMOHCTPUPOBAJIM, YTO MPUMEHEHHE AadurarpaHa sTekcwiata B jgo3e 150 mr gBa pasa B
cyTkd, 6o B nmo3e 110 mMr nBa pa3a B CyTKM B KOMOMHAIIMM C KIIOMUZOTPEIOM HIIU
tukarpenopom y nanueHtoB ¢ HOII, nepenecinx UKB co crenTupoBaHueM, XapakTepus3yercs
MEHbBIIUM PUCKOM Pa3BUTHs MEPBUYHOM KOHEUHOW TOUKU (OOJIbLIME U KIMHUYECKH 3HAYUMBbIE
KpoBoTeueHuss no kinaccuukammu ISTH) B cpaBHeHMM ¢ KOMOMHMPOBAHHOW Tepamuei,
BKJItOUaroleil B ce0st BapdapuH B coueTaHUU ¢ KionuaorpenaoM win tukarpeaopom u ACK. Ilpu
3TOM B OTHOIIEHWH KOMOWHHUPOBAHHON KOHEYHOW TOUYKU I(P(PEKTHBHOCTH, BKIIIOUABLICH B ceOs
CMepTh, TPOoMOO3IMOOIMYECKHE COOBITHS (MHPAPKT MHUOKapJa, HHCYAbT WIM CHCTEMHbIE
aMO0suM), 100 He3aIITaHUPOBAHHYIO PEBACKYJSApPHU3alMI0, O0bEMHEHHAs TpyIa NalueHTOB,
MOJIy4YaBIIMX Ja0uraTpana sTekcmiar (00e 1036l mpenapara) B KOMOMHAIIMU € KIOMUIOTPEIIOM
WIM THUKarpeiaopoM, He ycTynaiga 1o 3(Q(GEeKTUBHOCTH TIpyMNe NalleHTOB, IOJIYy4aBIINX
KOMOMHUPOBAHHYIO T€PANUIo BapGapuHOM B COYETAaHUH C KIJIOMUAOIPEIOM MU TUKArPEIOpPOM U
ACK.

Ipoghunaxmuxa mpomb60osImMOOIUL Y NAYUEHMO8 C NPOME3UPOBAHHBIMU KIANAHAMU CEPOYA

B xome xnmmumyeckux wucciemoBanuii ¢aszpl Il mpumeHeHuss naburarpaHa u BapdapuHa y
NAIMEHTOB, MEPEHECIINX ONEpPAlUI0 M0 3aMEHE KiamaHa ceplua MEXaHMYECKHMM IpPOTE30M
(HeZaBHO MPOBEICHHBIE ONEpalMy U ONepaliy, IPOBEACHHbIe OoJiee 3-X MecsleB Hazal), ObLIO
BBISIBJICHO IIOBBIIIEHWE YacTOThl TpoMOo3MOonuii u  oOmiero 4Yucia KpPOBOTEUEHUN

(MpeuMyIIECTBEHHO 3a CUET MaJIbIX KPOBOTEUEHHUM) y MAlMEHTOB, MOJIy4aBIIUX Aa0urarpaHa
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XapaKTePU30BAINCH TEMOPPATHUECKUM BBIIIOTOM B IIEpUKAp.l, 0COOEHHO y MaIlUEeHTOB, KOTOPHIM
naburarpana TeKcuiaaT OblT Ha3HAuYeH B paHHEM mepuojie (Ha 3 JeHb) MOocie XUPYyprudecKon
3aMEHBI KJIAIIaHOB CEepALa.

Jleuenue ocmpoco TI'B u/unu TOJIA u npoghunakmuka cmepmenvpHbiX UCX0008, Bbl3blBAEMbIX
SMuUMU 3a001€e6aHUAMU

Pe3ynbTaThl KIMHUYECKHX UCCIEI0BAaHMN y MaMeHTOB ¢ HamyueM octporo TI'B n/umm TOJIA,
KOTOpBIE IE€PBOHAYAIBHO IIOJydYaJId IApEHTEPAIbHYIO TEpalui0 B TEYECHHE, KaK MHHHMYM,
5 IHEeW, MOATBEPIUIIN, YTO AaburaTrpaHa 3TeKkcuiaaT B o3¢ 150 mMr, Ha3Ha4YeHHBIN 2 pa3a B CyTKH,
He ycrynan BapdapuHy 10 IPQPEKTHUBHOCTH B  OTHONICHWH CHIDKCHHS  YaCTOTHI
peunauBHupyomero cumnroMmarrnueckoro TI'B u/mmm TOJIA u ciaydaeB cmepTH, 00yCIOBICHHBIX
3TUMU 3a00J€BaHUAMHU, Ha MPOTSHKEHUH O-MECAYHOro Nepuojia JiedeHus. Y MalUeHTOB,
HOJyYaBIIMX JaburarpaHa 3TEKCHJIAT, KPOBOTEUEHHUsS] OTMEUYAINUCh 3HAYUTENBHO pPEXe, YeM Y
MAIMEeHTOB, OJTYYaBIINX BaphapuH.

Yacrora pa3Butusi mHpapKTa MHOKapAa BO BCEX MPOBOAMMEBIX HcclemoBaHusx npu BT, Bo
BCEX JIeYeOHBIX rpynnax Obljia HU3KOH.

Ilokazamenu ¢ynkyuu nevenu. B HCCIEIOBAHUSAX C NPUMEHEHHEM AaKTHBHBIX IPENaparoB
CPaBHEHMsI BO3MOKHbIE M3MEHEHHS IoKa3aTeseld (PYHKUMM ME€YEHH BO3HUKAIM Yy IAlUEHTOB,
NOJIy4yaBUIMX JaOuraTpaHa 3TEKCUJAT, CO CPAaBHUMOM WJIM MEHbIIEH 4YacTOTOH, 4eM Yy
HalMEeHTOB, MoylyyaBIuX BapdapuH. B uccnenoBanuu ¢ mianedo CymiecTBEHHOIO pa3jivyus B
OTHOILEHUM M3MEHEHUH IoKazaTesnedl (yHKIMHM IeYeHH, BO3MOKHO HMEIOLMX KIMHUYECKOe
3HaueHUe, MeXKAy TPYyNIaMy ¢ IPUMEHEHUEM JadurarpaHa U mniamnedo He 0TMEYanoch.
Ipoghunaxmuxa peyuousupyroweeo TI'B u/unu TOJIA u cmepmenvHblX UCX0008, 8bl3bIBAEMBIX
IMuUMU 3a601e8aHUAMU

Pe3ynbrarhl KIMHMYECKOTO HCCIEAOBAHMS Yy MalMeHToB ¢ peuuausupyomuM TI'B u TOJIA,
YK€ MOJIy4aBIIUX B Te4eHHE OT 3 10 12 MecsleB aHTUKOATYJISIHTHYIO TEPANMIo U HYKAABIIUXCS
B €€ MPOJOHKEHUH, TTOATBEPIUIIH, UYTO JICUCHHUE JaOurarpaHa sTekcuiatoM B 1o3e 150 mr nsa
pasa B CyTKH He ycrynaino jeyeOHoMmy 3ddexty Bapdapuna (p = 0,0135). YV mnanueHros,
NOJyYaBIIUX JaburarpaHa 3TEKCHJIAT, KPOBOTEUEHHUS] OTMEUAINCh 3HAYUTENBHO peXe, YeM Y
MAIMEHTOB, OJy4aBLINX BaphapHH.

B wuccnenoBanum cpaBHeHUs JaburaTpaHa JTeKcuiata ¢ IUlanedo y MalueHTOB, YXKe
MOJIy4aBIIUX B TeUeHHUE OT 6 10 18 MecsieB aHTaroHucTsl BUTaMuHa K, ObU10 YCTaHOBJIEHO, YTO
naburarpaH MOpPEeBOCXOMMJ IUTaled0 B OTHOUIGHWH NPOPHIAKTHKH — PEIUIMBUPYIOIIErO
cumnromarudyeckoro TI'B/TOJIA, Bkitouas ciiydad CMEPTH OT HEYCTAHOBJIEHHOM MPUYMHBI;

CHIDKCHHUE PHCKa 3a Mepuo/I JieueHus coctasmiio 92 % (p < 0,0001).
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YacroTa pa3BuTus HHPapKTa MHOKapia BO Bce HpOBO[[‘.[JI-Il/IITlI:XJ]%;II : "ng%ﬁmh BT9%b beex

Je4eOHBIX Tpynnax OblUia HU3KOM.

THokazamenu ¢ynkyuu nevenu: B HCCICNAOBAHUSAX C TPUMEHEHUEM AaKTHUBHBIX IIPEMapaToB
CpaBHEHHUS BO3MOXHBIC M3MCHCHHS ITOKa3aTesied (YHKIMHM TEYCHH BO3HHMKAIM y TAIMEHTOB,
MOJIYJaBIIMX Jla0urarpaHa ATEKCHJIAT, CO CPAaBHMUMOW WJIM MEHBIIEH YacTOTOH, 4YeM Yy
MAIMEHTOB, MOJYYaBIIUX BapdapuH. B uccienoBanuu ¢ mianedo CYIMIECTBEHHOTO pa3iudus B
OTHOIICHHH W3MEHEHWH ToKa3aTeleld (yHKIMHM IEYCHH, BO3MOXHO HMCIOIIMX KIMHHYECKOE
3HAYCHHE, MEXKy TPYIIIIaMH ¢ IPUMEHEHHUEM JlaburaTpaHa 1 Ianedo He 0TMEYaIoCh.

5.2. dapMakoKHHeTHYEeCKHE CBOWMCTBA

[Tocne mpuemMa BHYTph JaburaTpaHa JTEKCHJIAT OBICTPO M TOJTHOCTBIO MPEBpANIACTCS B
naburarpaH, KOTOpBIM SIBISIETCS AaKTHBHOM (¢opMol B IulazMe KpoBH. PacuierieHue
MpoJeKapcTBa qaburaTpana STEKCUiaTa ¢ MOMOIIBI0 KaTATM3UPYyEeMOT0 ACTepa3oi THIPOIN3a 10
JEHCTBYIOIIETrO BellecTBa JaburaTpaHa sBJseTcs Mpeodiafaronieii MeTaboIu4ecKon peakiuei.
AOcomoTHass ~ OMOJOCTYIHOCTh  Ja0urarpaHa IOCjie INpUeMa  BHYTPh  COCTaBJsUIa
npuOIM3UTENBEHO 6,5 %.

[Tocne mpuema BHYTpPh JaOurarpaHa JTEeKCHJIaTa Yy  370POBBIX  JOOpPOBOJIBLICB
dbapmakokuHeTHuecKuid mpodunas AadurarpaHa B IUTa3Me€ KPOBH XapaKTEpU3YETCs OBICTPHIM
YBEJIMUCHUEM TUTA3MEHHBIX KOHIICHTpAIMii ¢ JocTrkeHneM Crpax B Tedenue 0,5 m 2,0 gacos
mocJie mprueMa Tpernapara.

AOGcopOuus

HccnenoBanwe, B KOTOpPOM OIICHMBAJIM BcachblBaHWE JaburatpaHa dTeKcuiara B
MOCJICOTIEPAIIIOHHOM TIepuojie depe3 1-3 dYaca mociie XHpPYpruvyeckoro BMENIaTeNIbCTBA,
MOKAa3aJI0 OTHOCHTEIHFHO HU3KYI0 CKOPOCTh BCACHIBAHUSI 10 CPAaBHEHHWIO C BCAChIBAHUEM Y
310poBbIX A00poBoublieB, AUC xapakTepu3yeTcsi MOCTETIEHHBIM MOBBIIIEHUEM aMILTUTYIbI 0€3
MOSIBJICHUS BBICOKOT'O MHKA KOHIIEHTPAIMH B Tu1a3Me KpOBU. Cmax B MJIa3Me€ KPOBU JOCTUTAETCS
4yepe3 6 4acoB IMOCIIe TPUMEHEHHUS TaduraTpana 3TeKCHIaTa B IOCICONEePAIMOHHOM TIEPHOIC 32
CYeT BJIMSHHUS TaKMX COIYTCTBYIONMX (hakTopoB, Kak aHecte3ws, mape3 JKKT u BwImosHeHUE
XUPYPTrU4eCKOro BMENIATeThCTBA HE3aBHUCHMMO OT JIEKAapCTBEHHOW (OpMBI  Tpemapara.
JlanbHeliiee uccieqoBaHUe MOKa3ano, YTO MENJIEHHOE M OTCPOUYEHHOE BCACBhIBAHHWE OOBIYHO
HAOJIOJTaeTCS TOJBKO B JIEHh XUPYPrUYECKOrOo BMENIATENbCTBA. B  IMOCienyrommue JHU
BCACBhIBaHHE JAOWTaTpaHa MPOUCXOTUT OBICTPO, ¢ JOCTHNKECHHEM Cmax B TUTa3Me KPOBH uepe3 2
Yaca moclie mpuemMa mpernapara.

[Tpriem mumM He BIUAET Ha OMOJOCTYIMHOCTh Ja0UrarpaHa dTEKCUiIaTa, HO 3aJep)KUBAET BpeMs
nocTkeHUsT Cpax B TIa3Me KPOBH Ha 2 Jaca.

Cmax 1 AUC ObuTH TTPOTIOPITMOHAIIEHBI JT03€.
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KariCyJIbHOH 000JIOUKH, M3TOTOBJIEHHOW M3 THIPOMEIJIO3bl, OHOIOCTYIMHOCTh aburarpana
MOET Bo3pacTaTh Ha 75 % mocie oAHOKpaTHOro npueMa u Ha 37 % B paBHOBECHOM COCTOSIHUU
[0 CpPaBHCHHIO C OHOJOCTYINHOCTHIO TIPH TPUMEHEHHH pePEepeHCHON KalCylbHOM
JekapcTBeHHOH ¢opmbl. [loaToMy ciemyer Bcerma COXpaHSATh IIEIOCTHOCTh — KarCyil,
M3TOTOBJICHHBIX M3 TUIPOMEIUIO3bI, HPU KIMHUYECKOM IMPHUMEHEHHH I NpPeAOTBpPAIICHUS
CIIy4aifHOTO TIOBBIIIICHHSI OMOIOCTYITHOCTH JJa0urarpaHa srekcunara (cM. pasaen 4.2).

Pacopenenenue

Ha6mronamace Huskas (34-35 %), He3aBucuMas OT KOHIIGHTPAIlMM CTEIICHb CBS3bIBAHUS
naburatpana ¢ OenkamMu TIa3Mbl KpoBu. OOBeM pacrpenencHUs Jga0urarpaHa COCTABIISET
60-70 1 1 mpeBocXoaAUT 00BbEM OOIIEro COJEp)KaHHs BOABI B OPraHU3ME, YTO YKa3bIBaeT Ha
YMEPEHHOE paclipe/ie/ieHue fadurarpana B TKaHsIX.

BI/IOTDaHCd)ODMaHI/IH

MeTtabonu3M U dKCKperusi AadurarpaHa ObUIM M3Y4YEeHBI MOCJIE OJHOKPATHOTO BHYTPHBEHHOTO
BBEJICHUS MEYEHOTO paJMOAKTHBHBIM HM30TOIOM JaburarpaHa 3J0pOBBIM JI0OpPOBOJIBLIAM
MyKckoro mona. llocie BHYTPUBEHHOTO BBEIEHUS MEUYEHBIH paJAMOAKTUBHBIM H30TOIIOM
naburaTpaH BBIBOAMIICS TNIaBHBIM 00pa3zom nmoukamu (85 %). Dkckperus yepes XKKT cocraBuna
6 % BBEeIEGHHOW MJ03bl. YCTAaHOBIEHO, 4YTO 4epe3 168 YacoB mocie BBEICHUS MEUEHOTO
pamuoakTuBHOTO npemnapara 88-94 % ero 10361 BBIBOAUTCS U3 OpraHU3Ma.

JlaburaTtpan moaBepraeTcsi KOHbIOTUPOBAHUIO ¢ 00pa3oBaHHEeM (DapMaKOIOrMUeCKd aKTUBHBIX
aluIrIoOKypoHu10B. CyIIecTBYIOT 4eThIpe MO3MLMOHHBIX H3omepa: 1-O, 2-O, 3-O, 4-O-
AlWITIIIOKYPOHU, KaXKIbI W3 KOTOpBhIX cocTaBisier MeHee 10 % oOmiero cojaepkaHus
naburarpaHa B mia3Me KpoBHu. Cienpl ApyruX MeTaOOJMTOB MOKHO OBLIO OOHAPYKUTH TOJBKO
MOMOIIbIO BBICOKOYYBCTBUTEIBHBIX AHAIUTUYECKHMX MeToN0B. JlaOurarpaH BBIBOJUTCS B
OCHOBHOM B HEHM3MEHEHHOM BHJE C MOYOH CO CKOPOCThIO mpuOmu3utensHo 100 mi/MuH, 4TO
COOTBETCTBYET CKOPOCTH KJIIYOOUKOBOM (pUiIbTpaLiuu.

DJIMMUHAIIHS

Konnenrpanuss pgaburarpaHa B IUla3Me€ CHIDKAeTCs OHMIKCIOHEHIIMAIBHO CO  CPEeTHUM
TePMHUHAIBHBIM TIEPUOAOM TONYyBbIBeAeHHUs 11 4YacoB y 310pOBBIX JOOPOBOJIBILIEB MOXKUIOTO
Bo3pacta. [locie MHOTOKpPAaTHOTO TPUMEHEHHS TEPMHHAIBHBIA TIEPUOJ  TOJYBBIBEICHUS
coctaBisul okojo 12—14 wyacos. Ilepuon mnomyBbIBeeHUsT HE 3aBUCEN OT J03bl. llepuon
MONTYBBIBEJICHUS y/UIMHSIETCS TPU HapylieHUH (QYHKIUH Modek, cM. «Hapymienue ¢yHKIMN
MOYCK».

q)aDMaKOKI/IHeTI/IKa Yy 0COOBIX T'PVYIIII ITAITMEHTOB

Hapywenue ¢pynkyuu novex
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B uccnenoBanusx I ¢azer axcnozunus (AUC) ;[a6HraTﬂQ{g:;f351%%%ﬁd_&M%:gﬁﬂg§ig Boina

NpUOIM3UTENBHO B 2,7 pasa BhIIIE Y JOOPOBOIBIEB C YMEPEHHBIM HAPYIIEHUEM (PYHKITHH MTOYCK
(KK 30-50 mui/mMuH) 1O CpaBHEHHMIO C OJKCHO3WIHMEH naburaTpaHa y Jgo0poBOibIEeB 0Oe3
HapymeHus QyHKITNH TOYCK.

Y HeOOoNBIIOro KOJIMYEeCTBa JTOOPOBOJBICB C HAPYIICHHEM (YHKIUU MOYEK TSHKEIOW CTEHCHH
soxectr (KK 10-30 mu/mun) sxcno3urust (AUC) nmaburatpana Obiia mpuOIM3UTENBHO B 6 pa3
BBIIIIE, & |1/ — MPUOIU3UTENLHO B 2 pa3a JIUHHEE 110 CPABHEHHIO C TOMYJISIIIMCH MallueHTOB 0e3
HapymeHus QyHKIuy mouek (cM. pasnenst 4.2, 4.3 u 4.4).

[lepuon mosyBbIBEeZCHUsT OOIEro gadurarpaHa y 3J0pOBBIX MAIMCHTOB W Y MAIMEHTOB C
HapylmeHneM (yHKIUN TOYeK:

Tabmuna 10. Ty, obmero gaburatpaHa y 340pPOBBIX MAIMEHTOB U Y MAIIMEHTOB C HAPYIICHUEM

GyHKINH TOYEK.

CxopocThb KJ1y00UKOBOM I'eomerpuueckoe cpennee 3nauenue (gCV %; nmanason) nepuojaa
¢uabTpamun, (KK mi/mun) N0JIYBbIBEICHHS, Y
>80 13,4 (25,7 %;11,0-21,6)
>50-<80 15,3 (42,7 %; 11,7-34,1)
>30-<50 18,4 (18,5 %; 13,3-23,0)
<30 27,2 (15,3 %; 21,6-35,0)

Kpome Toro, skcno3unus gadurarpaHa (B MOMEHT JOCTHKEHHS MUHUMAIbHON KOHIEHTPAlUU
npernapata B KpOBM M B MOMEHT JOCTH)KEHHS MAaKCHUMaJlbHOM KOHIIEHTpalMM Ipernapara B
KPOBH) Obula  OICHEHa B  IPOCIIEKTHBHOM OTKPBITOM  PAaHJOMM3UPOBAHHOM
dbapMakOKMHETHUECKOM HccleoBannu y nanueHToB ¢ HOII ¢ TsxensiM HapymieHueM G yHKITUU
nouek (ompenensembiM kak KK 15-30 mu/mMuH), KoTopble moiydanu AaOurarpaHa 3TeKcHiatr
75 Mr 2 pasa B CyTKH. OTOT PEXHUM JO3MPOBaHUs 0OecredrBall F€OMETPHUYECKOE CpeaHee
3Hau€HUE KOHUEHTPAllMd B MOMEHT JOCTHMKEHHMsSI MUHUMAaJIbHON KOHIIEHTpAlMu IpernapaTra B
kpoBH 155 ur/mia (gCV 76,9 %) npu n3MepeHuu HEMOCPEICTBEHHO Mepe MPUEeMOM CIeAYIoIei
03Bl U TEOMETPUYECKOE CpelHee 3HAUeHHE MaKCUMallbHOM koHueHTpauuu 202 ur/mn (gCV
70,6 %) npu U3MEpEeHUH uepe3 2 yaca Mmociie mprueMa MmocjiaeHeH T03bI.

Knupenc naburatpana mpu reMoauanus3e HCCIelOoBajicCs y 7 TMAalMEHTOB C TEPMHUHAJIbHOMN
xpoHuueckord moueyHor HemoctatroyHocThio (TXIIH) 6e3 ®II. Jluanu3 mnpoBOAMIU CO
CKOpPOCThIO TOTOKa auanu3ara 700 MJI/MHH, C MPOAODKUTENBHOCThIO 4 Yaca M CKOPOCTBIO
kpoBotoka 200 mu/muH win 350-390 mi/MUH. DTO HNPUBOIMIO K CHIKEHUIO KOHILEHTpaLUU
nmaburatpana Ha 50-60 % coorBercTBeHHO. KOJNIMYECTBO JIEKAPCTBEHHOTO CPEICTBA, KOTOPOE
BBIBOJIUTCSI C IOMOULIBI JHaJIM3a, IMPONOPLHUOHAIBHO CKOPOCTH KPOBOTOKA NPU CKOPOCTH
kpoBoToka a0 300 MiI/MHH. AHTUKOArylsiHTHas aKTUBHOCTh JaOWraTpaHa CHIDKalach MPHU

YMCHBIICHUMU €ro KOHLOCHTpalWMHu B IIa3M€ KpPOBH, W IIpoLcaAypa HE BJMsdIa Ha
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dbapmakoguHaMUUYeCKHe/ papMaKOKMHETHIECKHS

MY OTUETY

Menuana KK B uccnenoBannu RE-LY cocraBmsuia 68,4 mui/mMuH. [IpakTHUecKd y HOJOBHUHBI
(45,8 %) nmamuenToB B ucciegopannu RE-LY KK cocrasmsur >50 - <80 mu/MuH. Y MalueHTOB C
ymepeHHbIM HapymieHueM ¢yHkiuu nmodek (KK 30-50 mu/MuH) KOHIIEHTpaluu qadurarpaHa B
I1a3Me KpoBU JI0 U TOCTE MpUeMa J03bl ObUIM B CPEIHEM COOTBETCTBEHHO B 2,29 pasza u
1,81 pasa Bbllle MO CpaBHEHUIO C MHalMeHTamMu Oe3 HapymeHus Qyskuuu mouek (KK >
80 mi1/mMHH).

Menuana KK B ucciaemoBannu RE-COVER coctasisiia 100,4 mia/mun. Y 21,7 % nanueHTOB
ObL10 Nerkoe Hapymenue Gynkuuu noyek (KK >50 - <80 mun/mun), u y 4,5 % nauueHToB ObLIO
ymepenHoe Hapymenne (ynakuuu mouek (KK 30-50 mi/muH). Y manMeHTOB ¢ JETKHM U
YMEpPEHHBIM HapylieHueM (YHKIUU IMOYEK KOHIICHTpAIMH Ja0uraTrpaHa B IUIa3Me KPOBU B
PaBHOBECHOM COCTOSIHUM Tepe]] IPUEeMOM OYepeIHON J03bI ObLIU B CPETHEM COOTBETCTBEHHO B
1,8 paza u 3,6 pasa Beime no cpaBHeHHIO ¢ manueHTamMu ¢ KK > 80 mu/MuH. AHamornuuHbIe
snavenus st KK 6pumn o6Hapyxkens! B uccnenosannu RE-COVER 1.

Memnana KK B uccinegoBanmsix RE-MEDY u RE-SONATE cocraBmsuta 99,0 mu/mMmuH u
99,7 mi/mMuH cooTBeTcTBeHHO. Y 22,9 % u 22,5 % naumenToB B uccieaoBanusx RE-MEDY u
RE-SONATE KK cocraBmnsin >50 - <80 mn/muH, 'y 4,1 % u 4,8 % nauuentoB KK coctasmsn ot
30 mo 50 mu/mMuH.

Tayuenmsr nodxcunozo 6ospacma

B cneunanpHbpix (papmakokuHeTHUECKHX wHcchenoBaHusx [ (as3pl y MalnueHTOB MOXKUIIOTO
Bo3pacta HaOmoaanock yBenuueHne AUC Ha 40-60 % u Cpax 6071ee yem Ha 25 % 1o cpaBHEHUIO
C MOJIOABIMHU TTAIIUEHTAMH.

BnustHue Bo3pacta Ha 9KCNO3UIIMIO JaburaTtpaHa ObUTO OATBEPKIAEHO B ucciaeaoBanuu RE-LY:
C YBEJIMYEHHEM MHHHMMAIBHOW KOHIIEHTPAIIUU MpernapaTa B KpOBH (Mepe]l MPUEeMOM OuepeIHOM
7103b1) IpUMepHO Ha 31 % y manueHToB B Bo3pacTe > 75 JeT U CHWKEHUEM puMepHo Ha 22 % y
MaIlMeHTOB B Bo3pacTe < 65 JIeT M0 CpaBHEHUIO C MUHUMAJIBLHON KOHIIEHTpaIlMel mpenapara B
KpOBH (IIE€pe]l MPUEMOM OuYEepeIHOM 103bl) Yy MAallMEHTOB B Bo3pacTe OoT 65 ao 75 ner (cwm.
paznensl 4.2 u 4.4).

Hapywenue ¢ynkyuu neuenu

He nabmionanu u3MeHeHMI! B KOHLEHTpalUuu naburaTtpaHa y 12 ManueHTOB C YMEpPEHHBIM
HapymeHueM (QyHkiuu nedeHu (kiaacc B mo Yaina-I1Tsi0) mo cpaBHeHUto ¢ 12 manueHTamMu U3
IpyNIbl KOHTPoJis (cM. pasaensl 4.2 u 4.4).

Macca mena

KoHnnentpanuu naburatpana B MOMEHT JOCTHKEHHSI MUHUMAJIbHON KOHIIEHTpAIIMH Mpernapara B

KpoBH ObuTH mpuMepHO Ha 20 % Huke y manueHToB ¢ Maccoi Tena > 100 Kr mo cpaBHEHHIO C

27



COOTBETCTEBYET 3KCNEPTHOMY OTYETY
~ o711.06.2024 N2 11638
nanueHTaMu ¢ Maccoi Tena 50-100 kr. BoibmMHCTBO (%@-‘Jﬁ%&@&%ﬁ%t@ﬁhTB:'K'éT‘e'l;!deH

Mmaccsl Tena > 50 xr u < 100 kxr, B ipefenax 3Toro guana3oHa SIBHBIX pa3IndMil KOHLEHTpalui
naburatpana He ycTaHoBleHO (cM. pasnensl 4.2 u 4.4). KiimHudeckue NaHHBIE B OTHOIICHHUU
MalMeHToB ¢ Maccou Tena < 50 Kr orpaHUYEHBI.

Llon

DKCIO3UIMS ISHCTBYIOIIETO BEIIECTBA B UCCIIEAOBAHMIX NepBUYHON npodunaktiuku BTD Obuta
npumMepHo Ha 40-50 % BbIlIe y MAMEHTOB KEHCKOTO T0J1a; KOPPEKTUPOBKH /1036l HE TpeOyeTcs.
Omuuueckue epynnsi

He BbISBIEHO KIMHUYECKM 3HAUYUMBIX STHHUYECKHX pa3iuuuii B (apMaKOKUHETHKE U
dapmakonuHamMuKe Aa0UraTrpaHa Cpead MAIeHTOB €BPOINCOMAHOM packl, adpoaMepuKaHIIEB,
JaTHHOAMEPUKAHLIEB, STIOHIIEB WM KUTAHNIIEB.

DapmakokuHemuyeckue 3aumooeticmaus

HWccnenoBanus B3auMOACHCTBHS IN VItro He MOKa3aid HHrMOMPOBAHKS WIIH MHIYKIIMH OCHOBHBIX
u3odpepMeHTOB muroxpoma P450. DTo OBUIO MOATBEPKIACHO HCCICIOBAHUAMHU (N VIVO ¢
y4acTHEM 3JI0POBBIX JTOOPOBOJIBIEB, Y KOTOPBHIX HE HAOIIONANIOCh HUKAKUX B3aMMOCHCTBHMA
MEXIy JTUM IMpernapaToM U CIEIYIOIIMMH JEHCTBYIOIIMMHU BEUIECTBAMH: aTOPBACTATUHOM
(CYP3A4), nuroxcuHoMm (B3aUMOJICHCTBUE C OenKOM-TiepeHocYrKoM P-gp) u auxnodeHakom

(CYP2C9).

6. ®APMAIIEBTUUECKHWE CBOWCTBA
6.1. IlepeyeHb BcIOMOraTeJIbHBIX BeleCTB
Cocmas neanem 42% (macc./macc.):

Bunnas kucnora (B BUE MEIIIET)

BunHas kucnora

Axanuu kaMenb

['unpomeriosa (15 cps)

['unposo3a (ruapOKCUIPOTUIIIEIUIINI03A)
Tanpk

JInMeTuKoH

W30nponunoBslii CIUpPT

Bona ounimennas

Bcnomozamenvhvie eewjecmesa:

Harpus kpockapmernnosa

ITonokcamep 188

Cooeporcumoe kancyn:
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Turtana guokcun (E171)

WNupuro kapmun (E132)

Kanus xnopun

Kapparunan (E407)

['unpomennosa

Bona ounienHas

6.2. HecoBMecTHMOCTH

He npumenumo.

6.3. Cpok roagHoctu (Cpok XpaHeHmusl)

3 rona.

6.4. Oco0ble Mepbl MPeI0CTOPOKHOCTH NPH XPaHEHUH

XpaHUTh B OPUTHHAIBHON yIAaKOBKE (KOHTYPHOH SYEHKOBOM YIMAKOBKE) ISl 3aIUTHI OT BJaru
npu Temneparype He Bbiie 25 °C.

6.5. XapakTep u coaep:kaHHe MEPBUYHOI YIAKOBKH

[To 10 xamcyn B KOHTYPHOH SYEHKOBOW YIAKOBKE, COCTOSIIECH M3 (OIBIM TPEXCIOWHOW C
MOJIMAMHTHOW/aJTFOMUHUEBOM/TTONTMBUHUIXJIOPUIHON  JTaMUHAMe W (ONBI'M  aIFOMHUHHUEBOU
MEeYaTHOU JJAKUPOBAHHOM.

ITo 1, 3 win 6 KOHTYPHBIX SYEHKOBBIX YIMAKOBOK BMECTE C JIMCTKOM-BKJIAQJIBIIIIEM OMEIIAIOT B
MayKy KapTOHHYIO.

Ha pbiake MoryT ObITh IPECTaBICHBI HE BCE 00BEMBI YITAaKOBOK.

6.6. Oco0Oble Mepbl NPEIOCTOPOKHOCTH NPH YHUYTOKEHHH  HCHOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemapara WJIM OTX0JA0B, TMOJYYEHHBIX TOCJe NPUMeHEeHus
JIEKAPCTBEHHOT'0 Mpenapara, uid padoTbl ¢ HUM

Het oco6b1x TpeboBaHuil.

HNHCcTpYKINA 110 BCKPBITUIO KOHTYPHOU SYEMKOBON YIAKOBKH

N3Bneup kancyny HEOOX0AUMO CIEAYIONIUM 00pa3oM:

1. COrHyTh KOHTYPHYIO STYEHKOBYIO YIaKOBKY.

2 BCKpBITE KOHTYPHYIO STYEHKOBYIO YIAKOBKY, OCTOPOXKHO.
3. OCTOpPOXHO M3BJIEYDb KAIICYITy.
4

HpOFHOTI/ITL Karcyiny HEJIWKOM, 3alliBas CTAKaHOM BOJIbI.

7.  JEPXATEJIb PETUCTPAIHUMOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanvs
000 «M3Bapuno dapmar

Anpec: 108817, r. MockBa, kM BHykoBckoe mocce 5-i (1. BuykoBckoe), asia. 1, ctp. 1
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Tenedon: +7 (495) 232-56-55 (MOCNELOBATENBHOCTE 0003)

daxkc: +7 (495) 232-56-54

DnekTponHas noyra: info@izvarino-pharma.ru

7.1. llpeancraBuTelib AepKaTesisi PerucTPAIIMOHHOTO YA0CTOBEPEHUSA

[Iperen3zun HOTD66I/ITCJ'ICI71 HaITpaBJIATH I10 aAPECY.

Poccwuiickas ®@enepanmsi, Keiprezckas Pecriydnuka, Peciyonuka Apmenusi, PeciyOnnka
benapych

Anpec: 108817, r. MockBa, km BHykoBckoe mocce 5-i (1. BuykoBckoe), asia. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

dakc: +7 (495) 232-56-54

DnekTponHas noyra: info@izvarino-pharma.ru

PecnyOnuka Kazaxcran

TOO «LEKARSTVENNAYA BEZOPASNOST (JlekapcTBeHHast 6€3011acHOCTD)»

Anpec: 050047, Kazaxcran, ropon Anmatsl, Anatayckuii paiton, Mukpopaiton Casuibl, 1. 16,
KB. 8

Tenedon: +7 (777) 064 27 02; +7 (499) 504-15-19

OnekrponHas mouta: adversereaction@drugsafety.ru

8.  HOMEP PETUHCTPALIMOHHOI'O YAOCTOBEPEHUSA

9. JIATA NEPBUYHOM PETMCTPAILIMM (ITOATBEPXKJIEHUSA PETUCTPALIMH,
MNEPEPETNCTPALIMN)

[lata nepBoii perucTpanmmu:

10. JATA NIEPECMOTPA TEKCTA

OO61as xapakTepuCcTHKa JeKapCTBEHHOTo npenapaTta Tpanuaad noctynHa Ha HHGOPMAMOHHOM
noptane EBpazniickoro 3KOHOMHYECKOTO CO103a B MH(OPMAIIMOHHO-KOMMYHHUKAIIMOHHON CETH

«urepHer» https://eec.eaeunion.org/
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