OBILIAA XAPAKTEPUCTUKA JTJEKAPCTBEHHOI'O ITPEITAPATA

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

Jlabukcom, 150 mr, Karcysl

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBII COCTAB

JlelicTBy1oIIIee BEIIECTBO: JabUraTpaHa dTEKCUIaT.

Kaxnas kamcyna comepxut 150 mr maburarpana stexcuiata (B BUAE JabWraTpaHa 3TEKCHiara
ME3HJIaTa).

[TonHbIi IepeueHb BCIIOMOTaTENbHBIX BEIIECTB MTPHBEIEH B pa3zaeie 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancynbr.

Kamncynbr Ne 0. Kppitieuka Kamncysiisl — CHHEro 1BETa, KOPIIYC KarcyJibl — O€I0ro Wik Mo4YTH 06eIoro
uBera. Ha kopiryc KancyJsibl Y4epHbIMU YepHUTIaMU HaHeceHa Haanuch « 150». Comepkumoe KarcyJibl:
MIEJUIETHI OT YKEJITOBATO-0EJIOT0 10 CBETIIO-’KEITOrO I[BETA.

4. KIMHUYECKUE JAHHBIE
4.1. Iloka3zaHusi K IPUMEHEHHIO

e [IpodpunakTuka MHCYNIbTa, CUCTEMHBIX TPOMOOAIMOOIUI U CHI)KEHUE CEepAEYHO-COCYIUCTON
CMEPTHOCTH y B3pOCIBIX MAallMEHTOB B Bo3pacTe OT 18 jer ¢ HekinanaHHoW (uOpusuianuen
npencepauit (HOIT) u ognuMm unu Oonee akropamu pHcKa, TAKUMH Kak MEpEHECEHHBIN
MHCYJIBT WM TpaH3UTOpHas umemuueckas araka (TUA), Bo3pact > 75 ner, XpoHuuyeckas
cepaeunas HepoctatoyHocTh (XCH) (> Il dyHKIIMOHANBEHOTO Kiacca MO KiaccUpUKalUU
NYHA), caxapubiii paualer, apTepuaigbHasi TUIEPTEH3US, COCYIUCTOE 3abosieBaHUE
(mepeHeceHHbI MH(ApKT MuUOKapaa, 3alojieBaHMe MepU(epUUecKuX apTepuil win
aTepoCKJIepoTHUEecKas OJIAIIKa B a0pTe).

e Jleuenne u mnpoduIaKTUKAa peUUAUBOB ocTporo TpombOo3a riybokux BeH (TI'B) w/mnum
TpoM60o3MOonuu nerounoil aprepun (TOJIA) m nmpodunakTuka cCMEpTEIbHBIX HCXOOB,
BBI3BIBAEMBIX 3TUMH 3a00JI€BAHUSAMH, Y B3POCIIBIX MALIMEHTOB B Bo3pacTte oT 18 neT.

4.2. Pe:xuM 103MPOBaHUS U CIIOCO0 MPUMEHEHU S

[Tpenapat Jlabukcom BeIyckaercs B karcynax 75 mr, 110 mr u 150 mr.

PexxuM 1o3upoBaHust

Ilpodhunakmuka uncyibma, CucCmemMHolu_mpomMooIMOOIUU U _CHUNCEHUE CePOEUHO-COCYOUCHOU
cmepmuocmu y 63pociavix nauuernmoe ¢ H®OII ¢ oonum unu 6on1ee pakmopamu pucka

Jeuenue u npogunaxmurxa peuyuoueoe ocmpozo TI'B uw/unu TIIA u npodunaxmura
CMEPMENAbHBIX UCX0008, bI3bIEACMBIX IMUMU 3A001C6AHUAMU, V 63DOCBIX RAUUECHINO0E




Pexomenayemsie 10361 mipenapara Jlabukcom npeacrasiensl B Tabmuue 1.

Taoiuna 1. Pexkomenayemble [103bl NPH NPOPUIAKTHKE HHCYJIbTAa, CHCTEMHBIX
TPOMO03MO0/IHII U CHUKEHHH CEPAEeYHO-COCYANCTOI CMEPTHOCTH Y B3POCJbIX MAIMEHTOB C

H®II u ogaum uium 6oJ1ee pakropamu pucka, TI'B u TIJIA

Pexomenayembie 103b1

[IpodunakTiika  WHCYJIbTa,  CHUCTEMHBIX
TpOoMOOAMOOTMH H CHIDKEHHUE CEpACTHO-
COCYJIUCTOM  CMEPTHOCTH Y  B3POCIBIX
manueHToB ¢ H®PII m oguuMm wmim Oosee
(dhakTOpamMu pucKa

Cytounast no3a 300 mr npenapata Jlabukcom (1 xancymna
o 150 Mr iBa pa3a B CyTKH).

B HEKOTOpBHIX KJIMHUYECKHX CHUTYaLUsIX MOXET OBITh
PacCMOTPEHO TMPUMEHECHUE CHWXXEHHOU 10361 — 220 mr
(1 xancyna mo 110 mr iBa pasa B cytku) (cm. Tabmuiy 1
HUKe U nojpasaen «OcoOble rpyiTbl HalueHTOB)

Jledenne ¥ TPOPUIAKTUKA PELUIUBOB
octporo TI'B w/unu TOJIA u npodunakTrka
CMEpTENbHBIX UCXO0B, BEI3BIBAEMBIX 3TUMHU
3a00JIeBaHUSIMH

Cytounas no3a 300 mr mpenapata J{abukcom (1 xamncymna
mo 150 Mr gBa pa3a B CyTKH) IOCIE MapeHTEPaTLHOTO
JICYCHUS aHTHUKOAryJIsIHTOM, IMPOBOAALICTOCA B TCUCHUC,
KaKk MUHUMYM, 5 JHEH.

B HEKOTOpBHIX KIMHUYECKHX CHTYallUsIX MOXKET OBITh
PacCMOTPEHO NMPUMEHEHUE CHWXXEHHOU 103b1 — 220 Mr
(1 xancyna mo 110 mr gBa pasa B cyTku) (cm. Tabmuiy 1
HUKe U nojpasaen «OcoOble rpyiTbl HalueHTOB)

PexoMeHI0BaHO CHIKEHHE 103bI

[Tauuents! crape 80 et

ITanuenTsl,
BeparnamMui

OOIHOBPEMCHHO IIOJIy4Yaromiue

Cyrounast go3a 220 mr mpenapara Jlabukcom (1 xarcyia
mo 110 mr iBa pa3a B CyTKH)

CHukeHne A03bI IO YCMOTPCHUIO Bpa4ia

[Tauuents! B Bo3pacte ot 75 no 80 ner

[ManeHTBl € yMEpPEeHHBIM HapylICHHEM
¢bynaxun mouek (KK 30-50 mu/mun)

[TanmeHThl ¢ racTpUTOM, 330(aruTOM HIIH
ractpoa3odareabHON pedurrokcHoN
6oxe3nsio (I'OPB)

I[pyrne MAalUCHTHI C MOBBIMNICHHBIM PUCKOM
Pa3BUTUA KPOBOTCUCHUA

Cytounyto o3y 300 mr uam 220 mr npenapata JJadbukcom
clenyeT TOoaOMpaTh WHAWBUIAYadbHO HA OCHOBaHUHU
OIIEHKH MOTEHIMATBHOTO PUCKA Pa3BUTHSI TPOMOO3MOOIHU
1 KPOBOTCUCHUA

Jlig mokaszaHus — ieueHue u npodunaktuka penuansos octporo TI'B n/umu TOJIA u npodunaktuka
CMEPTENbHBIX HCXOJIOB, BBI3BIBAEMBIX ATUMHU 3a00JIEBaHUSIMHM, Y B3POCIBIX MAI[MEHTOB
peKoMeHaluu 1o npuMeHeHuto npenapata Jlabukcom 220 mr (1 karcyna no 110 mr aBa pasza B
CYTKH) OCHOBaHbl Ha (apMaKOKHMHETHYECKUX M (apMaKOJMHAMMUYECKUX JaHHBIX; JaHHbIE
KJIMHUYECKUX UCCIEA0BAaHUN OTCYTCTBYIOT.

OrleHka QYHKIMU [MOYEK JI0 M BO BpeMsl JedeHus npernaparoM JJabukcom




VY Bcex ManueHTOB, OCOOCHHO Y MAIlMEHTOB MOXKUJIOTO Bo3pacTta (> 75 JeT), MOCKOJIbKY IMOoYeqHast
HE/I0CTaTOYHOCTh MOKET OBbITh YaCTOW B 3TOM BO3pacTHOM Ipymiie, claelyer:

e 10 Havasa JiedeHus rnpemnapatom Jlabukcom Bo n3bexaHue Ha3HAYEHUS Mpenapara nanueHTaM
¢ TspkenbiM HapymieHueM GyHkimn nodek (KK < 30 mu/MuH) HE0OX0AMMO MpeIBapUTEIILHO
orleHUTh GyHKIUIO mouek myteM onpenenenus KK (cm. pazaens 4.3.,4.4. 1 5.2.);

¢ (DyHKIMS MOYEK JOKHA OLIEHUBATHCS B MPOIECCE JICUEHUS], KOTr/1a BO3HUKAET MOJ03PEHUE O
BO3MOXHOM CHIDKEHUU WIIU YXYIIICHUW (YHKIMH MOYEK (HampuMmep, NpU THIIOBOJIEMUH,
JeruapaTalnuu, OTHOBPEMEHHOM IPUMEHEHUH OIpeIeJICHHBIX JIEKAPCTBEHHBIX IIPENapaToB U
T. IL.).

JlonoynHUTENbHBIE TPEOOBaHUS K MAalleHTaM C HapylleHHeM (DyHKIMU MOYEK JIETKOM U cpenHei
CTEIECHU TSHKECTH U MalMEHTaM cTapiie 75 Jer:

e (QDYyHKIHMIO TIOYEK BO BpeMs JedeHHs mpenapatoM JlaOMKCOM cienyeT OIeHHMBATh, Kak
MUHUMYM, OJIMH pa3 B IoJl WJM 4Yallle, B 3aBUCUMOCTH OT KJIMHUYECKOW CHUTyallMH, KOrJa
BO3HUKACT I10JI03PEHUE O BO3MOXKHOM CHHKEHMHM WIHM YXYJIIIEHUH (QYHKIUM IOYeK
(Hampumep, MpU TUIIOBOJEMUM, OOE3BOXKHMBAHUM, WM B CIy4a€ OJHOBPEMEHHOIO
IIPUMEHEHMSI HEKOTOPBIX JIEKAPCTBEHHBIX MIPENAapaToB U T. I.).

B kauectBe Meroma omeHkU QyHKIMH Todek ucmnoib3yercs pacuer KK mo dopmyne Kokpodra-
TNoura.

JIUTEeNbHOCTh NPUMEHEHUS

[IpogomxuTensHOCTh MPUMEHEHHU MpenapaTa Jabukcom nipencrasieHa B Tabnuie 2.

Tabmmpa 2. JIUTeJBbHOCTH NPHMEHEHHSl Ipenapara NpH NPOPHIAKTHKE WHCYJIbTA,
CHCTEMHBIX TPOMO003MO0O0/MIi M CHUKEHHMHU CEpPAeYHO-COCYIMCTON CMEPTHOCTH Yy B3POCJIbIX
nanueHToB ¢ H®II n oquum niu 0ostee paxkropamu pucka, TI'B u TIJIA

IToxa3anue K NMPUMEHCHUIO I[J'IHTeJ'leOCTb NPUMEHCHUSA

[podunaktrka uHCyJIbTa, | Tepamus AOJDKHA TPOJOIDKATHCS NOXKU3HEHHO.
CHUCTEMHBIX  TpOMOOOMOONHMH  H
CHWXEHHH  CEpIeYHO-COCYIHCTON
cMepTHOcTU y nanuveHToB ¢ HOII u
OJTHUM WK OoJiee paKkTopamul prcKa

TI'B/TDJIA JIUTEenbHOCTh Tepanuu J0JAKHA ONPEACNATHC UHAUBULYIHHO
MOCIie TIIATEIEHON OleHKU 3(¢GEKTUBHOCTU JICUEHUS M PUCKA
pasBUTHS KpoBOoTeUeHUs (cM. pasnein 4.4.).

KopoTkass mpomomkuTensHOCTs Tepamuu (10 KpaiiHel mepe
3 Mecsi1eB) JOJKHA pacCMaTPUBATHCS IPU HATMYUH HPEXOASIINX
¢dakTOopoB  pucka  (HampuUMep, HEJABHO  NPOBEICHHOE
XUPYPTHYECKOe BMEIIATENbCTBO, TPaBMa, MMMOOWIM3ANNA), a
Oonee JuIMTENbHAS TIPOIOJDKUTETFHOCT TEPANH — MTPH HATWIHH
MOCTOSIHHBIX (DaKTOPOB pUCKa WM Ipu uaunonatuyeckom TI'B
i TOJIA.

IIponviiieHHas no3a

[Tponymiennyto 103y mnpenapara J[aOMKCOM MOXHO HPUHATH B TOM Cllydyae, €Cld 10 Ipuema
OuepesHOM N103bl IpemnapaTa ocTtaercss 6 yacoB M 0ojiee; e€clIM CPOK COCTaBHJI MEHee 6 4acos,
IIPOIYIIEHHYO 03y IPUHHUMAaTh HE cieqyeT. B ciayuyae mpolrycka OTAENBHBIX 103 HE CIEHAYET



MIPUHUMATh JIBOMHYIO 03y IIpenapara.

OtmMmeHa npenapara JJadukcom

Jleuenne npenaparom J[abuKcoM He cienyeT npeKpamark 0e3 KOHCYIbTaluu ¢ BpadoMm. [lanmenrta
cieayer TpouH(MOPMUPOBATH O HEOOXOAMMOCTH OOpalieHHs K JiedamemMy Bpady Ipu
BO3HUKHOBEHHUU CHMIITOMOB CO CTOPOHBI TMHIIEBAPUTEILHONW CHCTEMBI, TaKHe Kak, Hampumep,
mucrencus (cm. paszaen 4.8.).

H3Mmenenne aHTUKOAryJISHTHON Tepanuu

llepexoo om npumenenus npenapama Jlabukcom K NApeHMeparbHOMYy  NPUMEHEHUIO
AHMUKOARYTIAHMO8

[TapenTepaibHOEC MPUMEHEHUE AaHTUKOATYJITHTOB CJIeyeT HaunHATh Yepe3 12 4acoB mocie npruema
nocJyenHen 103el npenapara Jlabukcom (cm. pasaen 4.5.).

Ilepexo0 om napenmepaibHO20 NPUMEHEHUS. AHMUKOAZYTSAHMOS8 K NPUMEHEHUIO npenapama
Jlabuxkcom

[lepBas no3a npemnapara JJabukcom Ha3HAYAETCS BMECTO OTMEHSIEMOI0 AaHTUKOATryJISTHTa B UHTEpBaJIe
0—-2 gaca mepesa BBEIEHHUEM €T0 OYEPETHON J03bI MM OJHOBPEMEHHO C MPEKpalleHHUEeM B cliydae
HEMPEPBIBHOT'O BBEJICHUS (HapuMep, BHyTpuBeHHOTo npuMeHeHuss HOT).

Ilepexoo om npumenenus npenapama /labuxcom k npumenenuro anmazonucmos eumamuna K (ABK)
Hauano npumenenus ABK crnenyer ckoppektupoBaTh ¢ yuerom KK cremyrommim oopazom:

e ipu KK > 50 mn/mun npumenenne ABK crnenyer HaunHath 3a 3 qHS 10 OTMEHBI Ipemnapara
Jlabukcowm;

e npu KK > 30-<50 min/mur — npumenenne ABK crnemyer HaumHaTh 3a 2 AHS 0 OTMEHBI
npemnapara /[abukcom.

[Tockonbky nmpenapat [Jabrkcom MOXKET BIUATh HA MEKIYHAPOJHOE HOPMAIN30BaHHOE OTHOIICHHE
(MHO), MHO Oy et nyumie otpaxkaTs 3¢ dext ABK Tonbko crycTst He MeHee 2 aHel mocie OTMEHbI
npenapata /Jabuxcom. Jlo Tex mop 3nauenuss MHO crnenyet nuHTEpnpeTUpoBaTh C OCTOPOKHOCTHIO.

Ilepexoo om npumenenuss ABK k npumenenuro npenapama /labuxcom

[TpumeHeHHne aHTaroHUCTOB BuTaMuHa K ciiegyeT nmpekpaTuth; BO3MOXKHO IPUMEHEHHE Tpernapara
Jabukcom npu 3nagennn MHO < 2,0.

Kapouosepcus

[IpoBeneHMe MIAHOBOM WIJIM DKCTPEHHOM KapIMOBEPCUHU HE TPEOYyeT OTMEHBI TE€paluu MpernapaTom
Jlabukcom.

Kamemepnas abnayus npu HOI1

Karetepnast aGnanusi MoeT OBITh MPOBEACHA y MAIMEHTOB, MPUMEHSONMX npenapar {abukcom
(1 xancyma mo 150 mr 1Ba pa3a B cyTku). BbInonHeHne KaTeTepHO# abnaiu He TpeOyeT mepepbiBa
B npueme mnpemnapara Jlabukcom (cM. pazzgen 5.1.).

Upeckoowcnoe koponaproe emeutamenvcmeo (YKB) co cmenmuposanuem KoponapHvix apmepuil

V¥ nmauuentoB ¢ HOII, kortopeim BbmonHeHo UKB co creHTMpOBaHHMEM KOpPOHApPHBIX ApTEPUH,
naduraTpaH MOXKET IPUMEHATHCS B KOMOMHAIIMU C aHTUTPOMOOLIMTApHBIMU Npenaparamu. Jleuenue
naburaTpaHOM MOXKET OBITh HAYaTO MOCJE JOCTHKEHUS TeMocTasa (cM. pazzaen 5.1.).

Oco0Oble T'PYIITBI TAITWMEHTOB




Jluya noorcunoco 6o3pacma
N3menenne no3upoBaHus I JaHHON KaTeropyuu NManueHToB cM B Tabmwuiie 1 Brime.
Ilpumenenue y nayuenmos ¢ nOBbIUEHHLIM PUCKOM PA3GUMUSL KPOBOMEUEeHUs

[TanimeHTaM C MOBBIIIICHHBIM PUCKOM Pa3BUTHS KpoBoTeueHus (cM. pasaensl 4.4., 4.5., 5.1. u 5.2.)
MOKa3aHO THIATEIbHOE KIMHUYECKOe HaONoJeHne (Ha TMpeIMeT BBIABICHHS CHMIITOMOB
KpOBOTEUYEHHs] WM aHeMuu). Pemienne o BbIOOpe J03bl Ipernaparta CleqyeT NpUHUMATh II0
YCMOTPEHMIO Bpaya Ha OCHOBAHMM OLIEHKM IOTEHLHUAIbHOI'O COOTHOIIEHUS «I10J1b3a — PUCK»
MHIUBUAYAIBHO JUIS KaxKaoro namuenta (cM. Tabnuiy 1 Beime). OuieHka napaMeTpoB KOoaryJisiiuu
(cMm. pasgen 4.4.) MOXET IIOMOYb BBIIBUTH IAIUEHTOB C IIOBBILICHHBIM PHUCKOM pPa3BUTHUSA
KPOBOTEUYEHHS B pe3yJIbTaTe Ype3MEPHOT0 BO3/IeHCTBUS naburaTrpana. Eciu y naiiieHToB ¢ BBICOKUM
PHUCKOM pa3BUTHUS KPOBOTEUEHUS BBISBICHO YPE3MEPHOE BO3/ICIICTBIE AaburaTpaHa, peKOMEHIyeTcs
yMEHbIIUTH 103y 10 220 mr (1 xancyna mo 110 Mr nBa pasa B cytku). [Ipu pa3BuTuu KIMHHYECKH
3HAYUMOT'0 KPOBOTEUEHUS JIEUEHHUE CIIEAYET NpEpBaTh.

VY manueHToB ¢ ractpuToMm, 330darurom wim ['OPb MoXHO paccMOTpeTh BO3MOYKHOCTh CHHMIKEHUS
JI03BI U3-32 TTOBBIIICHHOTO PUCKA PAa3BUTHSI OOIIMPHOTO KEITyT0YHO-KHIIIEIHOTO KPOBOTEUYCHUS (CM.
Tabnuiy 1 Boie u pazaen 4.4).

Haquenmbl C NOYEUHOU HeOOCMAamo4HOCHbIO

[Tpumenenne npenapata JlaOMKCOM y TAIMEHTOB C TSDKEJIBIM HapylICHHEM (QYHKIUH IOYEK
(KK < 30 mi/muH) nmpotuBomnioka3ano (cM. pasaen 4.3.).

Koppekiuu 10361 He TpeOyeTcss y MalMeHTOB C JerkuM HapyuieHueM (yskuuu nodek (KK 50—
<80 ma/mun). Y mammeHToB ¢ yMmepeHHbIM HapymenueM ¢yHkuuu mnodek (KK 30-50 mu/mun)
pekoMeHayemas no3a npenapara J{abukcom cocrasisger 300 mr (1 kancyna nmo 150 Mr nBa pasa B
cyTku). Tem He MeHee, AJIs NAIMeHTOB C BBICOKMUM PUCKOM Pa3BUTHUSI KPOBOTEUEHUSI MOKET OBITh
paccMOTpeHa BO3MOXXHOCTh CHH)KEHUS 1036l ipenapaTa Jlabukcom a0 220 mr (1 kancyna mo 110 mr
nBa paza B cyTku) (cMm. pazzgensl 4.4. u 5.2.). Ilaumentam c HapyueHueM (QyHKUIHMU TOYEK
peKOMeHAyeTCs TIATeNIbHOE KIMHUYECKoe HaOIII0ICHHE.

Oonoepemennoe npumenenue npenapama Jlabuxcom ¢ axmunvlmMu uHeubumopamu P-gp
(Hanpumep, amMuoO0apoH, XUHUOUH UTU 8ePANAMUTL)

HpI/I OIHOBPEMCHHOM IMPUMEHCHUHN C aMUOJapOHOM HUJIM XUHUIWHOM KOPPEKIUU OO3bI HE Tpe6yeTcs1
(cm. pazmensr 4.4.,4.5. 1 5.2.).

[Tpr OHOBpEMEHHOM IMPHMEHEHHH C BEpalmaMHIOM PEKOMEHIyeTCS CHIDKEHHE JO3blI Iperapara
Habukcom (cm. Tabmuiy 1 Bbimie u paszaenst 4.4. u 4.5.). B a1oit curyauun npenapar Jlabukcom u
Beparnamui cieyeT MIPpUHUMAaTh BMecTe (OJHOBPEMEHHO).

Macca mena

YuutriBas HNMCIOIIIHUECSA KIIMHUYCCKHUEC U (bapMaKOKI/IHeTI/I‘IeCKI/Ie JaHHBIC, KOPPEKIHKU OO3bI HE
Tpebyetcst (cMm. pasgen 5.2.). OmHako manuMeHTaM ¢ Maccod Tena MeHee 50 KI' peKOMeHIyeTcs
TIIATEIHHOE KIMHUYECKOE HaOmoieHre (cM. pazzaen 4.4.).

Llon
Koppeknuu n0361 HE TpeOyeTces (cM. pazaen 5.2.).
eTH

[To mokazaHuio mpoUIAKTHKA WHCYJIbTA, CUCTEMHBIX TPOMOOSMOONUN W CHHKEHUE CeplIeyHO-
COCYAHMCTON CMEPTHOCTH Yy B3pociblx nanueHToB ¢ HOII u oqaum unm Gonee daxTopamu prcka
npenapar /labukcoM y nereii v moApOCTKOB 110 18 jieT He mpuMeHseTCs.



ITo noka3zanusM: nedeHue u npopunakruka penuanBos octporo TI'B n/unu TOJIA u npopunakrTuka
CMEpTENbHBIX HMCXOJIOB, BBI3BIBAEMBIX 3THUMHU 3a00JIeBaHUSAMHU, 0€30MacHOCTb U 3(P(HEKTUBHOCTH
naburarpaHa y Jetei B Bo3pacte /10 18 jieT Ha 1aHHBIA MOMEHT HE yCTaHOBJIEHBI. MMeromuecs Ha
CErOJIHAIIHMIA MOMEHT JaHHbIC MpPUBEIECHBI B mojapaszaene 4.8., 5.1., 0lHAKO HEBO3MOXKHO JaTh
PEKOMEHJIallUU 110 PEKUMY JO3UPOBAHUSL.

Cnocob IIPUMCHCHU A

Buytps. IIpenapar /labukcom MOKHO MPUHUMATh HE3aBUCUMO OT IpuemMa numu. Karmcyny cienyer
[IPOrjaThiBaTh LIEIMKOM, 3allMBasi CTAKAHOM BOJIbl, YTOObI OOecleYUTh IONaJaHHe Ipernapara B
XKEILy I0K.

Heo6xoanmMo nponH(pOopMUpOBaTH NAMEHTA O TOM, YTO HE CJIeTyeT BCKPBIBATh KAICYyITy, TaK KaK 3TO
MOJKET YBEJIMYUTh PUCK PA3BUTHUS KPOBOTEUEHHUS (CM. pa3einsl 5.2. u 6.6.).

4.3. IlpoTuBOMOKA3aAHUS

¢ ['Mnep4yBCTBUTEIBHOCT K JCHCTBYIOIIEMY BELIECTBY WM K JIFOOOMY U3 BCIIOMOTATEIbHBIX
BELIECTB, [IEPEUNCIICHHBIX B pa3jeie 6.1.

e Hapymenue ¢pynkiuu nouek tsoxenoi crenenu (KK < 30 mu/mun).
¢ AKTHMBHOC KIIMHMYECKH 3HAYMMOE KPOBOTEUCHUE.

e 3a0oseBaHNE MM COCTOSIHME C BBICOKMM PHCKOM pa3BUTHs OOIIMPHOIO KPOBOTEUEHUS,
HalpuMep, aKTUBHOE WM HENABHO IEPEHECEHHOE H3bA3BICHUE KEIYyAOYHO-KHILIEYHOIO
TpaKTa, 3J0KaueCTBEHHOE HOBOOOPA30BAHHE C BBICOKUM PUCKOM DPa3BUTHUSI KPOBOTCUCHHI,
HEJaBHO IOJyYEHHBIE YEPEIHO-MO3roBasi TpaBMa WJIM TpaBMa CIIMHHOIO MO3Ta, HElIaBHO
IIPOBEJEHHOE XUPYPru4ecKOe BMELIATEIBCTBO HA I'OJOBHOM MO3r€, CIIMHHOM MO3T€ WU
oTampMoyIOTHYECKass ~ omepanusi,  HeJaBHEE  BHYTPUUYEPENHOE  KPOBOUBJIUSHUE,
JUarHOCTUPOBAaHHOE BAPUKO3HOE PACHIMPEHUE BEH IHILIEBOJA WM IOJO3PEHHE HA HETO,
apTepUOBEHO3HAs Mayibpopmalusi, COCyAMCTas aHeBpU3Ma WIM 3HayMMasl MaTOJIOTHus
COCYZIOB CIIMHHOT'O MJIY TOJIOBHOT'O MO3Ta.

e OJHOBpEMEHHOE TPUMEHEHUE JIOObIX JApPYruX AaHTUKOAaryJsHToB, Hampumep, HOT,
HU3KOMOJIEKYJISIpHbIX renapuHoB (HMI') (3HokcanapuH HaTpus, AaiaTenapuH HaTpus U 1p.),
IPOM3BOJIHBIX TenaprHa (poHaanapuHyKc HaTpUs U Jp.), NEPOPATbHBIX aHTUKOATYJIIHTaMH
(Bapdapun, puBapokcadbaH, anukcadaH u ap.), 3a UCKIIOYEHUEM 0COOBIX CIIy4aeB, TAKUX KakK:
U3MEHEHHE aHTUKOaryJsHTHOH Tepanuu (cMm. pasznen 4.2.), npumeHenne HOI' B nozax,
HEOOXOIMMBIX Ui oOecredeHrs (YHKIMOHUPOBAHUS IIEHTPAIHHOTO BEHO3HOTO KaTeTepa
WIM apTepHaJbHOro Karerepa wiu npumeHenne HOI Bo Bpems karerepHoil abmauuu y
nanuenToB ¢ HOII (cm. paznen 4.5.).

o Jleuenounas HEAOCTATOYHOCTh HIIN 3a00JIeBaHue MEYCHHU, KOTOPBIC MOT'YT IIOBJIMATH Ha
BBIDKMBAaCMOCTbD.

e OJHOBpEeMEHHOE NPUMEHEHHE MOIIHBIX MHTMOMTOPOB P-gp: KeTOKOHA307 A CHUCTEMHOTO
NPUMEHEHHS, IHKIOCIIOPUH, WUTPAKOHA30J, APOHEIAPOH, TAKPOIUMYC M (DUKCHpOBaHHAS
KOMOUWHAIM TIIeKanpeBup + nubpeHtacBup (cM. paznen 4.5.).

e Hanuune mpoTe3upOBaHHBIX KIAMAHOB Cepllla, TPEOYIONMX Ha3HAUEHUS! aHTUKOATYJISTHTHOM
tepanuu (cM. pazzaen 5.1.).

4.4. OcoOble yka3aHHusl M Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

Puck pa3sBuTHs KpOBOTEUCHUH




[Tpumenenue npenapata J[aOMKCOM, Tak ke, KaK M APYTUX aHTUKOAryJSHTOB, PEKOMEHIYETCS C
OCTOPO’KHOCTBIO TIPU  COCTOSHHAX, CONPOBOKIAAIOLIMXCSA IOBBILICHHBIM PHUCKOM Pa3BUTHUSA
KpOBOTEUYEHMSI, UJIU IIPU OJJHOBPEMEHHOM IIPUMEHEHHUH JIEKAPCTBEHHBIX IIPENApaTOB, BIUAIOIMX Ha
reMocTa3 3a CYeT WMHIMOMpOBAaHMs arperauuu TpoMmOouuToB. Bo BpeMs Tepamuu mnpenapaToM
JlabMKCOM BO3MOXKHO pa3BHTHE KPOBOTCUCHHH pa3iuyHOW Jokaimu3ammu. ClemayeT MpOBOIHUTH
IIOUCK HMCTOYHUKA BEPOATHOIO KPOBOTEUEHMS INPHU JHOOOM HEOOBSICHUMOM CHUKEHHUU YPOBHS
reMOTJI00MHA U/WJIM TEeMAaTOKPUTA WK apTEPUATBHOTO JaBIICHUSL.

B curyanum omacHOro uis JKM3HM WM HEKOHTPOJHPYEMOTrO KPOBOTEUYEHHS, Korjga Tpedyercs
ObICTpOE TIpEKpalleHHe aHTHKOAryJsHTHOro »>(dexra madurarpaHa >3TEKCWiaTa, JOCTYIIEH
cienuduyYecknii  aHTaroHUCT (apMaKOJMHAMHYECKOTO JEeWCTBHS Ja0uraTpaHa, —Iperapat
[TpakcOaitnn (nmapyumsymal). JlaGuratpan MOXeT OBITh yJaJ€H M3 OpraHu3Ma C IOMOIIBIO
reMoranu3a. Js B3pOCIBIX MAlEeHTOB JAPYTMMH BO3MOXKHBIMH BapUaHTAMHU SIBIISICTCS BBEICHUE
CBEOXCW IIEIbHOW KPOBH WM CBEKE3aMOPOXKCHHOW IJ1a3Mbl, (PAKTOPOB CBEPTHIBAHUS KPOBHU
(akTUBUPOBAaHHBII MM HEAKTUBUPOBAHHBIN) B (hopMme nrodpuIn3ara 11 IPUrOTOBICHUS PacTBOPA,
¢dakTopoB cBepThiBaHMs KpoBW VIla peKOMOMHAHTHBIA WM  TPOMOOIMTAPHOW  MAacChl
(cMm. pasgen 4.9.).

B kinumHMYecKMX HCCIEIOBaHUSAX IPUMEHEHME JaburarpaHa JTEKCwiara ObUIO CBSI3aHO C
MOBBIIIEHUEM YacCTOThl OOJBIINX >KETYJOYHO-KUIIEYHbIX KpoBOTeueHWH. IloBBIIEHHBIH pHUCK
HaOMIO#ancst y MAIlMEeHTOB TOXHIJIOTO0 Bo3pacTa (= 7571er) mpu NpUMEHEHHWH gaburarpana
sTekcuiara B jgo3ze 150 mr nBa pasa B cyTku. JlomonHuTenbHbIE (AKTOPbl PHCKA BKJIHOYAIOT
OJTHOBPEMEHHOE TMPUMEHEHUE WHTUOMTOPOB arperand TPOMOOLMTOB, TAaKUX KakK KJIOMHIOTPET U
anerwicanuuuioas kuciaora (ACK) mim HecTepoMIHBIX MPOTHMBOBOCHAIMTEIbHBIX INpENapaToB
(HIIBII), a Taxxe Hanuuue 330¢arura, racrpura win 'OPb.

Daxmopuwl pucka

B Tab6nuue 4 npuBeneHbl pakTopbl, KOTOPbIE MOTYT YBEIMUNUTH PUCK PA3BUTHSI KPOBOTEUEHHUSI.

Tabauna 4. @akTophl, yBeIUYMBAIOIINE PUCK PA3BUTHSI KPOBOTEYEeHH

(I)apMalcozlnHaanecmle u

bapmakoxknHeTH4YecKHe Bospacr > 75 ger
(¢axkTopsl
daxTopHl, HOBBIIIAIONIYE | 3HAYUTEILHBIC

KOHIIGHTpaIuio jJaburatpana B

[LTa3Me KPOBH e VYmepenHoe HapymeHue ¢pynkuun mouek (KK 30-50 mn/mun).

Momabie mHTHOUTOPEI P-gp (cM. pasaenst 4.3. n 4.5.)

e OnHOBpeMEHHOE MpHMEHEeHHe WHTHOMUTOpoB P-gp oT cialeix mo
YMEpPEHHBIX (HalmpuUMep, amMHOAapOH, BepamaMmui, XWHUAWH H
THKarpesnop; cM. pasznen 4.5.).

HesnauutenbHble

e Huskas macca tena (< 50 kr).

OOHOBpPEMEHHOE MPUMEHEHNE

e ACK u apyrux WHTHOMTOPOB arperanuy TPOMOOIIUTOB, TAKHX KaK
KJIOMMUJOTPETL.

e HIIBIIL

e CeNeKTUBHBIX WHTHOMTOPOB OOpaTHOro 3axBaTa CEPOTOHMHA
(CHUO3C) wmnm ceneKTUBHBIX HMHTHOWTOPOB OOpaTHOTO 3axBara
ceporonnHa u HopanuHedpuna (CMO3CH).

e Jlpyrux jeKkapcTBEHHbIX IIPerapaToB, IPUMEHEHUE KOTOPBIX MOKET
BBI3BAaTh HapyIIEHUE FeMOCTa3a.

dapMakoMHAMUYECKOE
B3auMoOJIecTBHE (CM. pazaer 4.5.)




e BpoxaeHHOEe WIH TPHOOPETEHHOE HAPYIIEHHE CBEPTHIBAEMOCTH

3abomneBaHus/IPOLEAYPHI c
KPOBH.
0CO0BIM pHCKOM pa3BUTHSA po p
[ ]
KpOBOTEUEHUsT TpombonnTonIeHUS I (GyHKIIMOHATEHOE HapyIIeHHe
TPOMOOLIUTOB.

e HepnaBHo nmpoBeneHHas Ouorncus, oOMIMpHAs TpaBMa.
e bakTepHaNbHBIN SHIOKAPAUT.
e  D3odarut, ractput uiau ['OPB.

OrpaHuueHHbIE JaHHBIC JOCTYITHBI JJIS IMAIIUEHTOB ¢ Maccoit Tena Menee S0 kr (cM. paszmen 5.2.).

Mepuoi npedocmopo.?fmocmu U KOHmMpOJib pucKa pazeumusd KpoeomeueHus

Nudopmanus o redeHnn KpOBOTEUCHUH Tak)Ke MpeicTaBlieHa B pasaene 4.9.
Oyenka coomHoweHUs: «no1b3a — PUCKY

Hanuuue 3aboneBanuii, npoBeeHHE XUPYPrUUECKUX ONMEPALUN HIIM UMHBA3UBHBIX MPOLEIYp W/WIH
OJIHOBPEMEHHOE NPHUMEHEHUE JIeKapCTBEHHbIX IpenapaTtoB (Hampumep, HIIBII, unruOurtopos
arperauuu tpomborutoB, CMO3C u CUO3CH, cMm. pa3nen 4.5.), 3HAUUTENBHO YBEIMYHUBAIOIINX
PUCK pa3BUTHS OONIMPHOTO KPOBOTEYCHHS, TPEOYIOT TINATEIHHOW OIICHKH COOTHOIICHHS
«monb3a — puck». Ilpemapar [labukcoM creqyer Ha3HayaTh TOJNBKO B clyyae, €CIM IO0Jb3a
MIPUMEHEHUS MPEBHIIIACT PUCK PA3BUTHUS KPOBOTCUCHHSI.

TmameﬂbHoe KIUHUYeckoe Haobaooenue

B Tedenme Bcero mepmojna JICYCHUS MAIMEHTHI HYXAAIOTCS B TPUCTAIHLHOM HAONIONECHUH IS
BBISIBJICHUSI CHUMIITOMOB TI'€MOPpParv4eckuxX OCJIOKHEHHM M aHEMUH, OCOOEHHO MNpH HAJIWYUU
HECKOJBKUX (hakTopoB pucka (cM. Tabmuiy 3 Beimie). OcoOyr0 OCTOPOKHOCTD CIIEAYET MPOSBISTH
IpU OJHOBPEMEHHOM IpUMEHEHUHM Tmpenapara Jlabukcom ¢ BepamaMmioM, aMHUOIAPOHOM,
XUHUJIMHOM WJIH KJIapUTPOMUIMHOM (uHruOutopamu P-gp) U ocoOeHHO TpH Ppa3BUTHH
KPOBOTEUEHHH, B YaCTHOCTH y MAIlMEHTOB C HapylIeHHEeM (YHKLUHU MOYEK JIETKOM MM cpenHei
crenenu (cm. pasznen 4.5.).

VY manuenTtoB, ogHoBpeMeHHO nony4daromux HIIBII, pexkomenayeTcs TiiatensHoe HaOMIOACHNE 32
CUMIITOMaMHU KpOBOTEUEHHS (CM. paznen 4.5.).

Ommena mepanuu npenapamom J{abuxcom

B ciyuae pa3BuTHs OCTpOW MOYEYHOM HEAOCTATOUYHOCTH mpemnapaT [[abukcoM cieayer OTMEHHUTh
(cm. Takxe paznen 4.3.).

[Ipu pa3BuTHH OOIIMPHBIX KPOBOTEUEHUM Nipenapat JJabukcom cienyeT OTMEHUTh, HAUTH NCTOYHHK
KPOBOTEUEHHsI M PACCMOTPETh BO3MOXXKHOCTb TPUMEHEHHUS CIEHU(UUECKOro aHTaroHUCTa
(dapMakoIMHAMUYECKOr0 JeWcTBUsA naburarpana, npenapart IlpakcOaitnn (npapyuusymad) (cwm.
paznen 4.9., noapyOpuky «JleueHue OCI0KHEHHI KPOBOTCUSHUIN).

CHuotcenue 003bl

Cnenyer paccMOTpeTh BO3MOXHOCTh WJIM PEKOMEHJIOBATh CHUKEHUE JI03bI B COOTBETCTBUU C
pazaenom 4.2.

Ipumenenue uneubumopos npomonrot nomnwt (UIII1)

[Tpumenenune UIIIl moxHO paccmarpuBaTh Kak croco® MpOoUIaKTHKU JKETyJOYHO-KUIIEYHOTO
KPOBOTEYECHHUS.

Jlabopamopuvie nokazamenu ceepmolgaroujeli cucmemsl (K0a2ynoepamma)

HecmoTpst Ha TO, 4TO MpUMEHEHUE AadurarpaHa TeKCHiaTa He TpeOyeT MOCTOSHHOIO KOHTPOJIS
AHTUKOAryJISHTHOM AaKTMBHOCTHM, IPU HAJUYUU JIONOJHUTENIBHBIX (PAKTOPOB pHUCKA OLEHKa
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YTHETEHHS CHCTEMBbI CBEPTHIBAEMOCTH (Ha ()OHE Tepanuu JadburarpaHa 3TEKCUIATOM) MOXKET OBITh
Heo0X0/1MMa JJIs1 BBISIBJIICHUS YPE3MEPHOU aHTUKOATYJITHTHOM aKTUBHOCTH JabuUraTpaHa STeKCHiIaTa.

Omnpenenenue mokaszareneil pa3doaBieHHOro TpPOMOMHOBOTO BpeMeHH (pTB), skapiuHOBOTO BpeMeH!
ceepthiBanus (OBC) W akTHBHPOBAaHHOTO YaCTHUYHOTO TpomboriacTuHOBOro BpemeHu (AUTB)
MOTYT TPEIOCTaBUThH IMOJIE3HYI0 HH(POPMALMIO, HO PE3YJIbTaThl CIEAyeT HHTEPIPETUPOBATH C
OCTOPO’KHOCTBIO U3-3a BapHabeIbHOCTU MEXy HccienoBaHusMu (cM. pazzaen 5.1.). Onpenenenue
MEXIyHapOoAHOr0 HopManu3oBaHHOro oTHoieHus: (MHQO) HeHaie:)kHO y NAIMEeHTOB, MOTYYaloluX
npenapat JJabukcom, Tak KaKk perucTpUpOBAIIUCH JIOKHOIOJIOKUTEIbHbIC TOBBILICHHS MOKa3aTeNnei
MHO. ITostomy onpenenenne MHO npoBoauTth He ciieqyer.

B TaGnuie 4 npeacraBieHbl MUHUMAJIBHBIC TOPOTOBBIC 3HAYCHHUST KOAryJIOTrPaMMbl, KOTOPhIE MOTYT
OBITH CBSI3aHBI C MMOBBIICHHBIM PHCKOM Pa3BUTHS KPOBOTEUYCHHMS (CM. pasnen 5.1.).

Ta6auna 4. MuHMMAaIbHbIe MOPOTrOBbIe 3HAYEHHS KOAryJ0rPaMMbl, KOTOPble MOTYT ObITh
CBSI3aHbI C MOBBIIIEHHBIM PUCKOM Pa3BUTHS KPOBOTEYEHUS

JlaGopaTopHblii NOKa3aTe/b

IHoka3zaHue K NIpMMEHEHHIO
(MMHMMAJIbHOE 3HAYEHHE)

[MpodunakTka WMHCYNBTA, CHCTEMHBIX TPOMOOAIMOOIUN U
CHUKEHUE CEPIEYHO-COCYIUCTON CMEPTHOCTH y nTanueHToB ¢ HOIT
u nevyenue/npopunakrtuka TTB/TIJIA

pTB [Hr/mi] > 200

OBC [x-kpaTHas BepxHSs TrpaHuna|> 3

Hopmel (BI'H)]

AUTB [x-kpatnast B['H] >2

MHO He nmpoBoasr

HDI/IMGHGHI/IG d)I/I6DI/IHOJ'II/ITI/III€CKI/IX nopeénaparoB AJId JICYCHUSA OCTPOIro HIMEMHUYCCKOTO MHCYJIbTA

[Tpumenenne GUOPUHOTUTHYECKUX MPENapaToB MOXKET PacCMaTPUBATHCS TOJIBKO B CIydae, ecliu
nokazatenn TB, O9BC unmu AYTB y namuenta He npesbimator BI'H mectHoro pedepencuoro
Jana3oHa.

XI/IDVDFI/I‘IGCKI/IG BMCIIATCIbCTBA 1 MHBA3UBHBIC IIPOLICAYPHIL

VY manueHToB, MOTYYaIOUINX Tepanuio JadurarpaHa STeKCUIATOM IPU MPOBEIECHUH XUPYPrHYECKUX
or[epaum‘/i HJIM UHBA3WBHBIX MPOUECAYP, ITOBBIMIACTCA PUCK PAa3BUTHUA KPOBOTCUCHUS. BrmonaeHnE
XUPYPTUYECKOr0 BMELIATEIbCTBA MOXET MOTpeOoBaTh BPEMEHHOIO NpEKpalleHus IpueMa
npenapata JJabukcom.

Brimonnenue kapanosepcuu npu HOII He Tpebyet nepepsiBa B npueMe npemnapata /Jladbukcom.

He cnenyer npepsiBath seuenue npenapatom labuxcom (150 Mr nBa pasza B CyTKH) y MallUEHTOB,
KOTOPBIM NpOoBOAUTCS KaTerepHas abnauus npu HOII (em. paznen 4.2.).

Cremyer TpOSIBISATH OCTOPOKHOCTh TPU BPEMEHHOM IPEKPAIICHWH JIEYCHUSI TMPH TMPOBEICHUU
XUPYPTUYECKUX BMEIIATENLCTB; TpeOyeTcsl NpOBEIEHHE MCCIEOBAaHUS KOaryJlorpaMMel. Y
MAIllieHTOB C TIOYEYHOH HENIOCTaTOYHOCTHIO KIHMPEHC Ja0uraTpaHa MOXKET YAJTHHSTHCS
(cM. pazgen 5.2.). OTO cieayeT Y4YUTHIBaTh INeped TMPOBEACHHEM JIIOOBIX XHPYPrHUYECKHX
BMEIIATENbCTB. B Takux cirydasx mpoBeJeHNe UCCIEI0BaHMs KOAryJIorpaMmel (cM. pasaenst 4.4. u



5.1.) HOMOXET JMarHOCTUPOBATh HApYyILIEHNUE TeMOCTa3a.

IDKCMPEHHOe XUPYP2UYECKOE BMEUAMEeabCme0 Uil HeOMA0NCHbLE npouedvpbz

[Ipemapar [labukcoMm ciexyeT BpEMEHHO OTMEHHTh. ECIU N7 BBINOJHEHUS XHPYPTHUECKOTO
BMEIIATEIILCTBA/TIPOIIEYPhl  TpeOyeTcss OBICTpOE NpeKpalleHHe aHTHKOAryJISIHTHOTO J(QeKTa,
CIIEYyeT PacCMOTPETh BO3MOKHOCTh BBEACHUS CIEUM(UYECKOTO aHTaroHWcTa padburarpaHa —
[IpakcOaiinn (maapyu3zymao).

Jlaburatpan MOXKeT ObITh yAaJIeH U3 OPraHu3Ma C TOMOIIBI0 TeMOIHATN3A.

[Ipekpamenne  Tepanmuu  gaburatpaHa  J3TEKCHJIATOM  IOJBEPraeT  IMalMeHTa  PHCKY
TpoMO00Opa30BaHUs, CBA3aHHOMY C MX OCHOBHBIM 3abosieBanmeM. lIpuem mpemapara [labukcom
MOXET OBbITh BO300HOBIICH dYepe3 24 yaca TIOCJIE BBEACHUS CIEIU(PHUECKOTO aHTAarOHUCTa
naburatpana — [IpakcOaitan (naapynu3ymad) IpHu YCIOBHH JOCTYKEHUS aJIeKBATHOTO T'eMOCTa3a
KIIMHHYECKH CTAOUIIBHOTO COCTOSTHHSI MAI[CHTA.

CDOVHO@ xupypzauieckoe emewameﬂbcmeo/npouedypbl

CrnenyeT BpeMEHHO MpeKpaTUTh MpueMm mpemnaparta Jlabukcom. XuUpypruueckoe BMEIIATEeNbCTBO
CIIEYET TI0 BO3MOYKHOCTH OTJIIOXKHTh MUHUMYM Ha 12 4acoB MOCIE MOCIEAHEro MpreMa mpernapara
Habukcom. Eciam xupyprudeckoe BMENIATENLCTBO HE MOXKET OBITh OTJIOXKEHO, BBIITOJIHEHUE
OTIEpALUU MOXKET OBITh ACCOLMUPOBAHO C IMOBBIIICHHBIM PHCKOM pa3BHUTHUs KpoBoTedeHus. Ciemyer
OLICHUTH COOTHOIIIEHHE PUCKA PA3BUTHUS KPOBOTEUECHHUS U HEOOXOJUMOCTH BMEIIATEIhCTBA.

Inanosoe xupypauueckoe emeuiamenbCmeo

Ecnu Bo3moxkHO, mpemapar J[abukcom cienyer OTMEHHUTh, MO KpaiHedl Mepe, 3a 24 yaca 10
BBITIOJTHEHUS! MHBA3UBHBIX M XUPYPrHUECKUX Hpoueayp. Y MHalMEeHTOB C MOBBIIIEHHBIM PUCKOM
pa3sBUTHS KPOBOTEUEHHUS WM Iepe]l MPOBEACHUEM OOIIMPHBIX XMPYPIUYECKUX BMEIIATENbCTB,
TpeOyIOUIMX aJeKBaTHOIO IeMOCTa3a, CIEAYeT pPacCMOTPETh BO3MOXHOCTh OTMEHBI Mpernapara
JlabukcoMm 3a 2—4 nHS 10 XUPYPruuecKoro BMEIIaTeIbCTBA.

B Tabmuue 5 mnpencraBieHbl NpaBuia MpeKpalleHus IpHeMa Ipenapara Iepe] HWHBAa3UBHOU
IIPOLEAYPOU MM XUPYPTUYECKUM BMEIIATENHCTBOM

Tab6auuna 5. [IpaBuia npexpainieHusi NpueMa npenapara nepej HHBa3MBHOM NMpoueaypoil Wi
XHPYPrU4eCKHM BMeEIIATEJIbCTBOM

Jleuenue npenapatom [a0uKcom cjieayeT NPeKpaTUTh Mmepe
Tpexnoaaraemprii IJIAHOBOIi onepaiueit
DyHKUUA nepuon
nouek (KK, Broicokmii puck pa3zBuTHs
MOJIYBbIBeIEHUS .
MJI/MMH) (TY%, 1ac) KPOBOTEYEeHHS WM CepPbe3HOe CranaapTHbIH puck
» XHPYPruvyecKoe Pa3BUTHSI KPOBOTEYEHUS
BMeNIATEJILCTBO

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

Cnunanvuas aHecme3uﬂ/3nu0VpaﬂbHaﬂ anecme3us/iomoanbHas NYHKUUA

Taxue nponeaypsl, Kak CHUHHOMO3TOBasi aHECTE3UsI, MOTYT MOTPeOOBATh MOJTHOTO BOCCTAHOBIICHHS
reMocrasa.
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TpaBMaTUYHOE BBHIMIOJIHEHUE SIUIYPATbHON WIM CIMHHOMO3TOBOM MYyHKIMM WJIA TOBTOpPHAS
MyHKIUSL TaKkKe MOTYT IOBBIIATh PUCK, @ TaKKe UIMTEIbHOE HCIOJIb30BAHUE SIUIYPATBHOTIO
KaTeTepa MOJKET IMOBBIIIATh PUCK PA3BUTHUSI CHUHHOMO3IOBOI'O KPOBOTEUEHHUS WM SMUAYPATHHOU
rematomsl. [lepByro 103y mpenapara J{abukcom cieayeT mpuHUMAaTh HE paHee, yeM depes 2 yaca
nocyie yjaaneHus karerepa. IlanueHTsl HOHKHBI HAXOAMTHCS MOJ HAOIOJEHUEM [l BBISIBICHUS
MPU3HAKOB WJIM CUMITOMOB HEBPOJOTMYECKHX HApPYIICHUU, KOTOpbIE MOTYT OBITH OOYCIIOBJIECHBI
CIIMHHOMO3TOBBIM KPOBOTEUEHUEM WIIH MUY PATIBHOW FeMaTOMOM.

Hepuod nocie npoeedeﬂuﬂ UHBAZUBHOLL npoue()vpbz/xupvpeuqecmeo emeuiamelibcmea

ITocne nHBa3MBHOM MPOLEAYPHI WM XUPYPrUUECKOr0 BMEIIATEILCTBA IIpUeM npenapara Jlabukcom
clielyeT BO300HOBUTH/HA4aTh KaK MOXHO CKOpEe, €CIU I03BOJIAET KIMHUYECKOE COCTOSIHHUE U
JOCTUTHYT aJIcKBATHBINA FE€MOCTa3.

CnemyeT C OCTOPOXHOCTBIO HAONIOAATh 32 COCTOSHMEM TAllMeHTOB C PHCKOM Pa3BUTHS
KPOBOTCUCHHS WJIH C PUCKOM PA3BUTHS NEPEIO3UPOBKH, OCOOCHHO Y MAIUECHTOB C YMEPCHHBIM
HapymenueM pynkuuu nouyek (KK 30-50 m/mun) (em. pasgenst 4.4. u 5.1.).

HaHI/IeHTI)I C BBICOKHMM PHCKOM XI/IDVDFI/I‘-IGCKOI;'I CMCPTHOCTH WM BHYTPCHHHMMU d)aKTODaMI/I pHCKa
Pa3BUTHA TDOM603M6OJ'II/I‘I€CKI/IX OCJIOJKHCHUM

Janueie 10 3¢ (GEeKTUBHOCTH M OE30MACHOCTH IMpPHMEHEHHs naburarpaHa JTEKcuiaTra y 3THX
HAIMEHTOB OrPaHUYEHBI, IO3TOMY UX cJelyeT HaOIr01aTh C OCTOPOKHOCTBIO.

XHUPYPruyeckoe BMEIIATSILCTBO IIPH IIEPEIOME IITCHKHI 66,[[1)3

Her nmaHHbIX 0 mpumeHeHHH mnpenapara J[aOMkcoM MalMeHTaMu, MEPEeHECIIUM XHPYyprudecKoe
BMELIATEIbCTBO 110 IIOBOY NepesioMa Liekku O6eapa. B cBs3u ¢ 3TuM, iIedueHre He PEKOMEHyETCsl.

Hapyuienue d)VHKHI/II/I TNCYCHHU

[TarueHTH! ¢ TIOBBIIIICHHON CHIBOPOTOYHON aKTHBHOCTBIO «IIEYCHOYHBIX» (PEepPMEHTOB (> 2-KpaTHOM
BI'H) Obutn MCKITIOUEHBI U3 OCHOBHBIX HCCIENOBaHUI. B 3Tol rpymnme ManueHToB OMBIT JeUeHUs
OTCYTCTBYET, MOATOMY NMPUMEHEHHE Tpenapara J[aOMKcoM TakuM TMaIlMeHTaM HE PEKOMEHIYETCS.
[IpemapaT mpOTHMBOMOKAa3aH MallMEHTaM C IEYEHOYHOW HEIOCTaTOYHOCThIO WU 3a00JieBaHUEM
M€YEeHU, KOTOPbIE MOTYT MOBJIHUATh HA BBLDKMBAEMOCTh (cM. pazzen 4.3.).

BzaumoaeiictBrue ¢ nHayKTopamMu P-gp

OpnHOBpEeMEHHOE NPUMEHEHHE MHAYKTOPOB P-gp MOXKeT MpHUBECTH K CHUKEHHIO KOHLEHTpaluu
naburaTpaHa B IJ1a3Me KPOBH, IO3TOMY OJJHOBpEMEHHOE TPUMEHEHHE ¢ HHAYKTopamu P-gp cnenyer
n3berats (cM. pazaensl 4.5. u 5.2.).

IManwmenTsl ¢ anTrdochomunmuaHeIM cuaapoMoM (ADPC)

[IpumMeHeHne aHTHKOAryJsSIHTOB MPSMOrO NEHCTBHS, B TOM 4YHCIE Ja0UrarpaHa 3TEKCHiaTa, He
pPEKOMEHAyeTCs y MAIlMeHTOB, UMEIOIUX TpOMOO03bI B aHaMHe3€e, Y KOTOpbIX AuarHocTrupoBan ADC.
VY nanueHToB ¢ TPOHHOM CepONnO3UTUBHOCTHIO (HATMUME BOJTYAHOYHOIO aHTUKOATYJISIHTa, aHTUTEI K
KapJMOJIUIHMHY U aHTUTEN K Oera-2-TIMKONpOTeHHY I) Tepamust aHTHUKOAryJssHTaMH IPSMOTO
JEHCTBUSL COMPOBOXKAAETCS TOBBIIMIEHHON YacTOTOW pEenUAMBOB TPOMOOTHYECKHX COOBITHI B
cpaBHeHuu ¢ tepanueit ABK.

Muadapkr muokapma (MM)

B uccnenosanuu III dpaser RE-LY (cMm. pazgen 5.1.) obmiast wactora pazsutust UM cocraBuna 0,82,
0,81 u 0,64 % B rox mpu MpUMEHEHWHU HabWrarpaHa 3Tekcuiata B go3e 110 mr 1Ba pasza B CyTKH,
naburaTtpaHa dTekcuiara B 1o3e 150 Mr 1Ba pasza B CyTKU U BapdaprHa COOTBETCTBEHHO, YBEITUUYCHUE
otHocuTenbHOro pucka (OP) mia maburatpana Ha 29 % u 27 % mno cpaBHeHHIO ¢ BaphapHHOM.
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He3aBucuMo OT Tepanmuu caMblii BBICOKMHA aOCONIOTHBIM pucK pasButuss VM nHabmonanu B
CIIEQYIOIIUX MNOArpynmnax ¢ a"anoruyusiM OP: manumentsl ¢ nepeHeceHHblM MM, nanueHTs! B
BO3pacte > 65 ner ¢ caxapHbiM guaberom wim MBC, mamueHTtsl ¢ ¢pakiueil BeIOpoca JIEBOTO
xemynouka < 40 % u nmanueHTsl ¢ HapyleHueM (QyHKIMK oYeK cpeiHel creneHu Tshxkectu. Kpome
TOr0, 00J1€€ BHICOKUH pUCK pa3BuTHs UM oTMeuany y naiueHToB, 01HOBpeMEHHO nosrydaBimux ACK
B KOMOMHAIMHU C KJIIOMUIOTPEIOM MM MOHOTEPAIIMIO KJIOMHUIOTPEIOM.

B tpex uccnenosanusix Il ¢azer TI'B/TDJIA, KoHTpoIupyeMbIX NO ACWCTBYIOLIEMY Mpenapary,
coobmanoce o0 6onee BBICOKOHM uyacToTe pa3BuTus MM y mamueHToB, mody4yaBIIMX jJa0urarpaHa
STEKCHJIAT, B CPABHEHUH C MaIleHTaMH, rosyyatomumu Baphapun: 0,4 % mno cpasuenuto ¢ 0,2 % B
kpatkocpounbix uccienoBanusix RE-COVER u RE-COVER II; u 0,8 % no cpasnenuto ¢ 0,1 % B
noinrocpouHom uccinenoBannn RE-MEDY. B pamkax JaHHOrO MCCIEAOBAHUS TAKOE YBEIUYEHUE
ObuT0 cTaTHcTHYecKH 3HaunMbIM (p = 0,022).

B uccnenoannun RE-SONATE, B koTopoM cpaBHUBaM 1aburaTpana 3TeKCUIaT ¢ mianedo, 4acToTa
pasButus UM cocraBuna 0,1 % 115 mamueHToB, Moidy4yaBIIMX AadurarpaHa stekcunart, u 0,2 % —
JUTS TTAIMEHTOB, TOJTyYaBIIUX Iare0o.

[TanMeHTHl ¢ aKTUBHBIM 3JI0KaYyeCcTBEHHBIM HOBOooOpaszosanueM (TT'B/TDJIA)

He 6bumn onpenenensr 3 PpexkTHBHOCTD B O6e30macHoCTh s nanueHToB ¢ TI'B/TOJIA u akTuBHBIM
3JI0KaYECTBEHHBIM HOBOOOPA30BaHUEM.

4.5. B3aumojaeiictBue ¢ JPyrUMH JIeKAPDCTBEHHBIMH TMpenapaTaMu ¥ Jpyrue BHJbI
B3aMMOJACHCTBUSA

B3auMoaelicTBre ¢ IEPEHOCUUKAMU

JlaburaTpaHa sTeKCHJIaT peAcTaBiIsgeT co0oi a(dutokcHbIi nepeHocunk s P-gp. Oxunaercs, yto
OJIHOBPEMEHHOE MpUMeHeHHe HHruouTopoB P-gp (cm. Tabmumy 6) mpuBeAeT K YBEIUYEHHIO
KOHIIEHTpALlMy JJaburarpaHa B Ijia3Me KpOBH.

Ecnu He yka3zaHo MHOE, IPU OJJHOBPEMEHHOM NPUMEHEHMM JaburaTpaHa 3TeKCHJaTa ¢ MOUIHBIMU
uHruouropamu P-gp Tpebyercst TIaTelbHOE KIMHUYECKOE HAOIIOACHHE C 1LEJbI0 BBIABICHUS
MPU3HAKOB KPOBOTEUYEHHS WM aHeMuu. lIpu OJHOBpEMEHHOM IPUMEHEHMHM C HEKOTOPBIMU
uHruoMTopamu P-gp Moxer norpeGoBaThCsi CHUKEHUE 1036l (M. paznenst 4.2.,4.3.,4.4.u 5.1.).

Tab6anna 6. BzaumoneiicTBue ¢ nepeHOCYMKAMH

Huaruourtopsl P-gp

Oonoepemennoe npumeHeHue RPOMUGONOKA3AHO (cm. pazden 4.3.)

Kerokonazon Kerokona3on yBenWumBaJl COBOKYIHBIE 3HAY€HHWS IUIOMIANM TIOA KPUBOM
«xonrenrparus-BpeMs» (AUCox) u wMakcuManbHOW  KOHIEHTpAUH  (Cmax)
naburarpaHa B IuiasMe kpoBu B 2,38 w 2,35 pa3, COOTBETCTBEHHO, IIOCIIE
OJTHOKpATHOro npuema BHyTpb B 03¢ 400 Mr u B 2,53 u 2,49 pa3 cOOTBETCTBEHHO —
MocJie MHOTOKPAaTHOTO MPUMEHEHHUS BHYTPh B 03e 400 Mr KeTOKOHa30J1a OAMH Pa3 B
CYTKH.

Jponenapox [Ipn omHOBpeMEHHOM NpUMEHEHHHM Ja0uraTpaHa STEKCHJaTa W JApPOHeIapOHa
coBokymHble 3HaueHUs1 AUCo. 1 Crmax JabUraTpaHa yBeJIMUUBAINCh IPUMEPHO B 2,4
n 2,3 paza COOTBETCTBEHHO, IIOCIE€ MHOTOKPATHOTO MpuMeHeHus no3el 400 mr
JpOHEJapoHa /IBa pa3a B CyTKH U puMepHo B 2,1 u 1,9 pa3za, COOTBETCTBEHHO — [TOCIIE
OJTHOKPATHOTO MpUMEHEHHS B 103¢ 400 M.
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Htpakonaszou, Ha ocHoBaHWM pe3yabTaTOB B YCIOBHAX IN VItr0 MoXHO oXuaath 3¢dexTa,
IIAKIIOCTIOPUH aHAJIOTUYHOTO 3P PeKTy KETOKOHA30IA.

I'mexampeBup + | OmHOBpeMEHHOE TpPHUMEHEHHE ma0uraTpaHa »dJTEKCHiIaTa C KOMOWHAIMEH
MUOPEHTACBUP WHTHONTOpPOB P-gp riekampeBup + mNHOpEeHTACBHp YBEIMYHWBAET JKCIO3ZHIIAIO

naburatpaHa ¥ MOKET YBEIHMYUBATH PUCK PA3BUTHS KPOBOTEUECHHS.

Oonospemennoe npumeHenue He PeKOMeHOyemcs

Takponumyc

B ycnoBusx in Vitr0 OOHapyXHIH, YTO TaKpPOJMMYC OKa3blBaeT TaKoe IKe
uHrubupyromee aeicTsue Ha P-gp, 4TO W WUTpPakoHa30J, WU IUKIOCIIOPHUH.
OnHOBpPEMEHHOE IPUMEHEHHE C TAKPOJIMMYCOM KIMHUYECKU HE U3YUYEHO.

Tem He MeHee, orpaHMYCHHBIC KIIMHUYECKHE NaHHBIE ¢ IpyruMm cyoctpatom P-gp
(3BeponuMycC) MpeAToNararT, 9TO HHrHOnpoBaHue P-gp mocpencTBoM TakpomuMyca
Oounee cnaboe, 4eM TO, KOTOpOe HAOIIOJaeTCsl C MOITHBIMHA HHrHOUTOpaMu P-gp.

OoHo8pemeHHOe npUMEHEHUEe C OCHLOPOMCHOCHbIO (CM. pazdensl 4.2. u 4.4.)

Bepanamun

I[lpu onHOBpeMeHHOM TpUMEHEHWH JaburatpaHa osTekcuwiara (150 wmr) c
BepanmamMmiioM (g mpuema BHYTpb) 3HaueHUS Cmax u AUC pgaburartpana
YBEIMYHMBAINCH, HO BEJIMYMHA STOTO M3MEHEHHS Pa3INYaeTCs B 3aBHCHUMOCTH OT
BpEMEHH NMPUMEHEHHS U JIEKapCTBEHHOH (GOpMBI Bepamamuina (cM. pasaenst 4.2. u
4.4).

HaunGonpmee yBenwmueHHe SKCMO3WIHMH AaOWTaTpaHa HAOMIOAANM TPH TMpPHEME
MEepBOi O3Bl BepamaMuiia B JIEKAPCTBEHHOW (hopMe TabIeTKH C HEeMeIJICHHBIM
BBICBOOOXKJICHMEM, IOJYYECHHOHW 3a 4Yac JI0 MpueMa jJaduratpaHa 3TEKCHiaTa
(yBenmnuenue Cmax mpuMepHo B 2,8 pa3 u AUC — npumepHo B 2,5 pa3). Dddexr
MPOTPECCUBHO CHIDKANCS IPH NPUMEHEHWH BepanamMuia B JIEKapCTBEHHOH (opme
TaOJIETKH C MPOJOHTUPOBAHHBIM BBICBOOOXKIeHHEM (yBenudeHHe Cmax TIPUMEPHO B
1,9 pa3 u AUC — mpumeprno B 1,7 pa3) wiM NpH MpHeMEe MHOTOKPATHBIX 103
Bepamnamuia (yBenudeHne Cmax IpuMepHO B 1,6 pa3 u AUC — mpumepHo B 1,5 paz).

[Ipu mpueme BHYTph BepamaMmia depe3 2 yaca IMocie Npuema gaburarpaHa
JTEKCHJIaTa 3HAUYUMOro B3auMoJeHCTBus He HaOmiomanu (yBenuueHHe Crmax
npumepHo B 1,1 pa3 u AUC — npumepHo B 1,2 paza). D10 00BsICHAETCS MOJHBIM
BCachIBaHMEM JlabHUraTpaHa STeKcuiara uyepes 2 yaca.

AmMuogapoH

[Ipu omHOBpEMEHHOM MPUMEHEHUH 1a0UTaTpaHa ITEKCUIIATa C OJHOKPATHOM 10301
amuomapona (600 MT), IPUHUMABIIIETOCS] BHYTPh, CTEIIEHb U CKOPOCThH BCACHIBAHIIS
aMHO/IapOHa M aKTUBHOI'O €ro MeTaboymTa (Ie33TWIAMHOAApOHa) HE U3MEHSIIHCE.
3nauenuss AUC u Cmax maburarpaHa yBeIMYMBaJIMCh puMepHo B 1,6 u 1,5 pas
COOTBETCTBEHHO.

Beuny mmurensHoro TY amuojapoHa TIOCA€ €ro OTMEHbI  BO3MOXHOCTB
B3aMMOJICHCTBHSI MOXKET COXPAHSTHCS B TCUCHHE HECKOIBKHUX HENENb (CM. pa3zelbl
42.u4.4.).

XUHUIAH

XuHAIUH TIpUMEHsUTH B 103¢ 200 Mr Kakaeie 2 9aca 10 JOCTHKEHHUS COBOKYITHOMN
10361 1000 mr. laburarpana 3TeKCHIAT NPUMEHSUIM /IBa pa3a B CYTKU B TEUEHHE
3 nHel moxpsn, HAa 3 JeHb — ¢ XUHUJUHOM win 0e3 Hero. [Ipu oHOBpeMEeHHOM
npuMeneHnd XuHUAUHA AUC, s B Cmax, ss JabMratpana yBeJIMYMINCh B CPEITHEM B
1,53 pa3 u 1,56 pa3 cooTBeTcTBEeHHO (CM. pazaensl 4.2. u 4.4.).
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Knaputpomuiux

[Ipu ogHOBpEeMEHHOM NMPUMEHEHUU KiapuTpomuinHa (500 Mr 7Ba pa3a B CYTKH) C
naburarpaHa 3TEKCHJIATOM Yy 3J0POBBIX JOOPOBOJIBLIEB HAOIONANIH YBEIHUCHUE
AUC npumepso B 1,19 pa3 u Cpax — mpumMepHo B 1,15 pas.

Tukarpenop

[Ipn omHokpaTHOM TmpueMe 75 MT maburarpaHa STEKCHIIaTa OIHOBPEMEHHO C
Harpy3ouHoit 1030 180 mr tukarpenopa AUC u Cmax Jaburatpana yBeInuHBaINCh
B 1,73 pa3 u 1,95 pa3 coorBerctBeHHO. Ilocie MHOTrOKpaTHOTO MHpPHUMEHEHMS
TuKarpenopa B go3e 90wmr nmBa pasa B cyTkd Cmax 1 AUC paburarpana
yBenuuuBaiuck B 1,56 pa3 u 1,46 pa3 cooTBETCTBEHHO.

OnHoBpeMEHHOE MpUMEHEeHHe Harpy304Hoi 10361 (180 Mr) tukarpenopa u 110 mr
naburatpaHa 3TekcuiaTa (B paBHOBECHOM cocTosiHuM) yBenmunBaio AUC; s u
Cmax,ss maburarpana B 1,49 u 1,65 pa3 COOTBETCTBCHHO, II0 CPaBHEHHIO CO
SHAaYCHUAMU IIpHU MMPUMCHCHUU I[a6I/IFanaHa OTCKCWJIaTa B MOHOTCpAIIUH. HpI/I
MIPUMEHEHUH Harpy304Ho# 10361 (180 Mr) THkarpenopa yepes 2 yaca mocjie npuema
110 mr maburarpana 3Tekcuiara (B paBHOBECHOM cocTosiHUH) yBennueHne AUC: ss
U Cmax, ss 1aburatpana cHU3MWIOCH 70 1,27 u 1,23 pa3 COOTBETCTBEHHO, 10 CPAaBHCHUIO
CO 3HA4YCHUAMU IIpU NPHUMCHCHUU ;[a6HranaHa OTCKCUJIaTa B MOHOTCpAInu.
IlonoGHast cTymeHuaTass cxemMa PpEKOMEHAYeTCs Uil Hayajla [PUMEHEHHS
TUKarpeaopa B Harpy304Hoii 1o3e.

OpHOBpeMEHHOE MpHUMEHEHHe THKarpenopa B o3¢ 90 Mr naBa pasa B CYTKH
(monmeprkuBaromas 103a) ¢ JabuUrarpana dTekcuiatoMm B mo3e 110 mr yBenmanBana
ckoppektupoBaHHble AUC:i U Cmaxss HTaburatpana B 1,26 pa3 u 1,29 pas
COOTBCTCTBECHHO, IO CPAaBHCHUIO CO 3HAYCHHUAMU IIPpHU NPHUMCHCHHUU z[a6HranaHa
JTeKCHUJIaTa B MOHOTEPAIIUH.

ITo3akonason

[To3akoHa307 Takke B HEKOTOPOW CTENEHH MHIHOMpyeT P-gp, HO ogHOBpeMeHHOe
MIPUMEHEHNE KINHUYECKH HE U3y4aocCh.

Cnenyer cobmo1aTh OCTOPOKHOCTD NTPU MIPUMEHEHNH 1aburaTpaHa 0JHOBPEMEHHO
C T03aKOHA30JIOM.

HNunykropnl P-gp

Cnedyem uzbezamov 00HOBPEMEHHO20 RPUMEHEHUS

Pudpammuims,
npernapaTbt
3Bepobos
HPOJIBIPSIBIICHHOTO,
KapOaMasenuH Wi
(heHuTONH

OxugaeTcs, 9T0 OTHOBPEMEHHOE BBEJICHHE MPUBEACT K CHIDKEHUIO KOHIICHTPAITHH
naburarpaHa B IjIa3Me KpPOBH.

[IpenBaputenbHOEe MPUMEHEHUE 30HI0BOTO HHIYKTOpa pudaMnuiuna B go3ze 600 mr
OJVH pa3 B CyTKM B TeUeHHE 7 AHEH CHM3WIO OOIIMi MUK JaOuratpaHa v OOIIyIO
akcro3uiio Ha 65,5 % u 67 %, coorBerctBeHHO. Wuayuupyrommii 3hdekt
YMEHBIIHJIICS, YTO K 7 JHIO MOCTIe TPeKpalieHus JIedeHus: prudaMIHITHOM TIPUBEIIO
K JKCIO3MIMM JadurarpaHa, Onm3koil k cranmaptHoi. Cmycta eme 7 JHEH
JanbHEeHIIero yBeIMYeHns: OM0oJOCTYITHOCTH He HabJII01a10Ch.

HHruouTOphsl NPOTEa3hbl, HAPUMEP, PUTOHABHDP

Oonoepemennoe npumenenue nHe peKOMeHoyemcs
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PuronaBup u ero | Bmustor Ha P-gp (kak mHrHOuTOop nub0 mHAyKTOp). He m3yuanuck u mosToMy He
KOMOMHaLINU C | peKOMeHIYrOTCS ISl OTHOBPEMEHHOTO MPUMEHEHHS C JabUTaTpaHa dTEKCHUIATOM.
JPYyTUMH
HHTHOUTOpaMHU
pOTeaskl

Cyocrpatsl P-gp

Hurokcun B wuccienoBanuy, MpoBEeACHHOM C ydacTHeM 24 310pOBBIX J0OPOBOJBIEB, MPU
IIPUMEHEHUH Ja0uraTpaHa 3TEKCHIaTa OJHOBPEMEHHO C IUTOKCMHOM HE OTMedasn
HUKaKUX U3MEHEHUH B OTHOIIEHUH TUTOKCHHA U KIMHUYECKH 3HAUMMBIX U3MEHEHUH
B OTHOLICHUH KCIIO3ULIUH Ja0urarpaHa.

AHTHKOAryJISHTEL M aHTHArPETaHTHBIC JIEKAPCTBEHHBIE IPENapaThl

OTCyTCTBYyEeT WM OrPaHUYEH OIBIT NPUMEHEHHs JIEKAPCTBEHHBIX CPEACTB, KOTOpPBHIE MOTYT
YBEIIMYUTh PUCK PA3BUTHS KPOBOTCUCHHWH NpPU OJHOBPEMEHHOM NpPHUMEHEHHWH C Jaburarpana
ATEKCHJIATOM: aHTHKOAryJISIHTHI, Takue kKak HOI', HMI' u npou3sBoHbie remapuna (poHpanapuHykKc,
Je3UpyInuH), TPOMOOIUTHYECKUE JIeKapcTBeHHbIe mpemnapatsl 1 ABK, puBapokcaban win npyrue
IepopajibHble aHTUKOAryJISIHTHI (CM. pa3zaen 4.3.) U aHTUarperaHTHbIe JIeKapCTBEHHbIE IIpenaparsl,
Takue kKak antaroHuctsl perentopoB GPIIb/Illa, TukinonuauH, mpacyrpen, TUKarpenop, 1eKCTpaH u
cynbpHUHIINPA30H (cM. pa3aen 4.4.).

Ha ocHoBanuu nanubix, coopanHbix B uccienoBanuu RE-LY Il da3br (cm. pasmen 5.1.), otmeTnimy,
9TO OJHOBPEMEHHOE TPUMEHEHUE JPYTUX aHTHKOATYJSIHTOB JUIS TpHeMa BHYTPb WM
MapeHTEePAIbHOTO BBEACHHS YBEIMUMBAET YACTOTY Pa3BUTHS OOIIMPHBIX KPOBOTCUEHHUH Kak Ipu
NPUMEHEHUN JaburaTpaHa 3TeKcuiara, Tak U BapdapuHa IpUMeEpHO B 2,5 pas3a, UTO B OCHOBHOM
CBSI3aHO C CUTYallUsIMU [IPU MEPEX0/JI€ C OTHOTO aHTUKOAryJIsTHTa Ha Ipyroi (cM. pa3zaen 4.3.). Kpome
TOT0, OJTHOBPEMEHHOE NpHuMeHeHne aHTharperantoB, ACK mnm kimomumporpena mpuMepHO BIBOE
YBEJIMYUBAIO YacCTOTy pPAa3BUTHUSL OOLIMPHBIX KPOBOTEUYECHUU MPHU MOJYYEHUH Kak gaburaTpaHa
STEeKCHIIaTa, Tak U Bapdapuna (cMm. pazzaen 4.4.).

H®I" M0oXHO BBOJMTH B J03aX, HEOOXOAUMBIX JUIS MO KaHUS (PYHKIIMOHUPOBAHUS OTKPHITOTO
[EHTPAIILHOTO BEHO3HOTO HJIM apTepUAIbHOTO KaTeTepa, WM BO BpeMsl KaTeTepHOW abianuu mpu
HO®IT (cMm. paznen 4.3.).

Tabdauuma 7. B3auMogeiicTBHSI ¢ AHTHKOATYJISIHTAMH M AHTHATPEraHTHBIMHM JIEKAPCTBEHHBIMH
npenapaTamu

HIIBIIT HIIBII, npumensemsle Uil KpaTKOBPEMEHHOH aHaIbre3Wd, HE CBSA3aHBI C
MTOBBIIIIEHHBIM PUCKOM Pa3BUTHSI KPOBOTEUEHHUS MPH IPUMEHEHNH B KOMOHMHAITUH C
nmaburaTtpana sTekcuinatoM. B nccnenoannu RE-LY nipu anmuTensHOM NpUMEHEHUN
HIIBII nosbImanyu puck pa3BUTHs KpoBOTE€UEHHs NpuMepHO Ha 50 % mpu npueme
Kak JaburaTpaHa 3TeKCWIaTa, Tak U BapdapuHa.

Kmormmmmorpen Y MONOABIX 3I0POBBIX JAOOPOBOIBIICB MY>KCKOTO I0JIa IPUMEHEHHE JaduratpaHa
JTEKCHJIaTa OJHOBPEMEHHO C KIIOMUAOTPEJIOM HE MPUBOJIWIO K JallbHEHIIeMY
YBEJIIMUYEHUIO MPOJIOIDKUTEIBHOCTH KAIMILIIPHOTO KPOBOTCUCHHSI TTO CPABHEHUIO C
MoHoTepanueil kimormuaorperaoM. Kpome toro, AUC: ss 1 Cmax, ss JaOurarpana u
MOKA3aTeJIN KOAryJsiiuu st 3 dexTa 1adurarpana Wi HHTHOUPOBaHMS arperaiiu
TPOMOOIIUTOB KaK 3(h()eKT KIOMUAOTrPENIa OCTAIHUCH IPAKTUIECKH HEM3MEHHBIMU 10
CPaBHECHHUIO C TAKOBBIMU TPU KOMOWHHPOBAHHOM JICYCHWH W MOHoTeparuu. [Ipu
OJTHOBPEMCHHOM TIPUMEHEHHHM Harpy3o49Hod mo3el 300 mMr wmmum 600 mr
kionuaorpena u madurarpada 3HadeHHS AUC;ss W Cax ss  YBEITHYIHBAINCH
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npumepHo Ha 30—40 % (cMm. pasgen 4.4.).

ACK OpnnoBpemennoe mpumenenne ACK u 150 mr maburatpana sTekcuiara 1Ba pasa B
CYTKH MOJKET yBEIIMYMBATh PUCK Pa3BHUTHS JIF000T0 KpoBoTeueHus ¢ 12 1o 18 % u
24 % nipu nonmyuenun 103e1 81 Mr u 325 mr ACK cootBercTBeHHO (CM. paznen 4.4.).

HMTI' He wusyuanu moapoOHO oxpHOBpeMeHHoe mpuMmeHeHne HMI, Ttakux Kak
SHOKCaNapuH, W maburarpana sTekcuinat. Ilocne mepexoma ¢ 3-mHEBHOTO Kypca
JIeUeHHS YHOKCAAPHHOM ISl TOJIKOKHOTO (I1/K) BBeeHHUs B jo3e 40 MT o/1MH pa3 B
CYTKH 4epe3 24 yaca mociie BBeJICHHs MOCIEeIHEH 1036l YHOKCATAPHHA YKCTIO3UIHS
nmaburaTpaHa ObLTa HECKOJBFKO HIDKE, YeM TIOCIIe MTPUMEHEHUS TOJIhKO TaduraTpaHa
sTekcuiata (oqHokpaTHas mo3a 220 mr). bonee Beicokas antu-FXa/FIla akTuBHOCTB
HaOdromanace mocie TNpUMEeHeHus jgaburatpaHa OdTekcuiata Ha — QoHe
NPeIBapUTEIBHOrO JICUCHHS YHOKCATIAPUHOM I10 CPABHEHHIO C aKTUBHOCTBIO 11OCTIE
JieYeHUs OIHMM TOJIbKO pmaburatpana dTekcuiaaroMm. CuuTaercsi, 4TO Takas
AKTUBHOCTH CBSI3aHa C OCTaTOYHBIM 3(peKTOM JieueH!Us JHOKCATAPHUHOM H HE UMEET
KJIMHAYECKOTO 3Ha4yeHus. Pe3yibTaThl APYTHX CBSI3aHHBIX C JaOWraTpaHoM
AQHTUKOAryJSHTHBIX ~TECTOB HE ObUIM 3HAYMMO H3MEHEeHbl Ha  (oHe
NpeBApUTEIHHOTO JICUSHUS YHOKCATIAPUHOM.

Jlpyrue B3auMOJENCTBUS

Tabéanna 8. [Ipyrue B3anmoneiicTBus

CHO3C nnmu CMO3CH
CHoO3c/ B uccnenoBanuu RE-LY CMO3C u CMMO3CH noBbImany puck pa3BUTHS KPOBOTEUEHHS
CHO3CH BO BCEX I'pyMIax J€YEeHUS MallUEeHTOB.

Bemectna, Bnusromue Ha pH xexyzouHoro coxka

[ManTonpazon [Ipu mnpumeHeHnn paburarpaHa »>TEKCHIIATa OJHOBPEMEHHO C IIaHTOIPA30JIOM
Habmogamu cHmwkenue 3HadeHnid AUC pgaburatpana mnpumepHo Ha 30%. B
KIIMHUYECKHUX UCCIIEI0OBAHUAX TTanTorpa3on u apyrue UM npuMeHsi oTHOBPEMEHHO
c pgaburaTpaHa OSTeKcwiIatoM u comyrtcrBytomee Jsedenue MIIIl He cHmxano
3¢ (heKkTUBHOCTH naburarpaHa STeKCHIIATa.

Panuruaun [Ipumenenne paHUTHIWHA B KOMOWHAIIMKA C Ja0UTaTpaHOM STEKCHUIIATOM HE OKa3ajo
KJIMHAYECKH 3HAYUMOTO BIIUSHUS HA CTETICHL BCAChIBAHUS JaburaTpana.

BzauMoieiicTBHS, CBSI3aHHBIC C MeTa00aIU3MOM z[a61/1ranaHa OTCKCHJIATa U ,ua61/11“ aTpa”Ha

JlaOuratpana sTekcunaT U gaOurarpaH He MeTabOIM3UPYIOTCS cUcTeMol nuroxpoma P450 u He
OKa3bIBAaIOT B YCIOBUSX IN Vitro Bo3neiicTBus Ha epMeHTHI cucTeMbl nuToxpoma P450 venoseka.
TakuMm o0Opa3oM, HUKAaKUX B3aUMOJIEHCTBUHN JabUrarpaHa ¢ COOTBETCTBYIOIIUMU JIEKAPCTBEHHBIMU
npernapaTamMy He OXKHJIAeTCA.
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4.6. ®epTUIBHOCTD, 0EPEMEHHOCTD U JIAKTALUSA

JKeHIIUHEI ¢ JIETOPOIHBIM MOTSHIINAIOM

JKeHmmHaM ¢ JETOPOIHBIM TMOTEHIIMAIOM CIIeAyeT n30erarb HACTYIUICHUS OCpEeMEHHOCTU IpH
nedeHuu npenaparom J[abukcom.

bepemeHHOCTD

JlanHbIC O TPUMEHEHUH JaburaTpaHa dTeKCUIaTa y OEpeMEHHBIX KEHIIMH OrPAaHUYCHBI.

B uccnenoBanusx Ha )KMBOTHBIX OOHApyKeHa PENPOyKTUBHAS TOKCUYHOCTH (CM. paszaen 5.3.).
[ToTeHMaabHBIN PUCK 71 YeJIOBEKA HEM3BECTCH.

[Ipemapar [labukcoM He cleayeT MPUMEHSITh BO BpeMsi OEPEMEHHOCTH, €CITU TOJIBKO KIIMHUYECKOE
COCTOSIHHE >KEHIIIMHBI He TpeOyeT Tepanuu JaburaTpaHa 3TEeKCHIATOM.

JlakTarms

Bnusnue npaburatpaHa sSTekcuiaTa Ha HOBOPOXKICHHBIX (JeTeil), HaXOASIIUXCS Ha TPYyAHOM
BCKapMJIMBAaHUU MaTEPsIMU, TPUHUMAIOIIMMH MIpenapar, He 00HApyKEHO.

B nepuon JICYCHU: IperapaTomM [[a6I/IKCOM IrpyAHOC BCKapMJIMBAHUEC CIICAYCT ITPCKPATUTD.

DepTHIbHOCTD

Z[aHHHe AJIs1 YCJIOBCKA OTCYTCTBYIOT.

B HCCICAOBAHUAX HA XHUBOTHBIX OTMCYAJIM BJINAHUC na61/1ranaHa OTEKCUJIaTa Ha CbepTI/IJII)HOCTI)
CaMOK B BHJI€ YMEHbBILIEHHsS KOJIMYECTBA MMIUIAHTALUUN M YBEIMUYEHHs MPEeIUMILIaHTALMOHHBIX
MOTEph MPH MOoTyueHuH A03bl 70 MI/KT mpenapaTa (4To B 5 pa3 MpeBbIIAeT YPOBEHb SKCIIO3UILINHU B
IUIa3Me KPOBHU IO CPAaBHEHHMIO C TAKOBBIM y MaIMEHTOB). [pyrux s¢dexToB Ha GepTUIBHOCTD Y
caMOK He oTMeueHo. Biusaus Ha q)epTI/IJ'IBHOCTI) CaMIIOB HE PETUCTPUPOBAJTIHN. B J03aX, TOKCUYHBIX
11 MaTepeit (uto coctanisieT 5S—10-KpaTHYI0 HKCIO3UIIUIO [0 CPAaBHEHHUIO C TAKOBOM B IJIa3Me KPOBU
y MalMEeHTOB), Y KPbIC U KPOJUKOB HAOIIOAAIN CHUKEHHE MacChl Tela IUIoa U AMOprodeTaabHOM
KHM3HECTIOCOOHOCTH, a TaKKe YyBEeIMYEeHUE BapuabeIbHOCTH IUIoga. B mpeHaranbHbIX U
IMMOCTHATAJIbHBIX MCCICAOBAHUAX IIPU J03aX, TOKCUYHBIX IJId MaTCpu (LITO COCTAaBJIACT 4-KpaTHy10
HKCHO3MLMIO 110 CPABHEHHUIO C TAaKOBOW B IIa3Me KPOBU y MAIMEHTOB), HAOJIIOJAIM yBEIMUYEHUE
CMEPTHOCTH ILI0JA.

4.7. BiusiHue Ha CHOCOOHOCTH YINPABJATH TPAHCHOPTHBIMH CpeACTBAaMH M PpadoTaTh ¢
MeXaHU3MaMH

[Tpenapat J[abukcoM He OKa3bIBaeT WM OKAa3bIBAE€T HECYIIECTBEHHOE BIIMSHUE HAa CHOCOOHOCTH
YOPaBIISATh TPAHCIIOPTHBIMU CPEJICTBAMHU M pabOTaTh C MEXaHU3MaMHU.

4.8. HexkesaTeibHbIE peaKk UM

Pesrome nmpodmiig 0e30ImacHOCTH

bezonacHocTh maburaTpaHa 3TEKCHUJIaTa OLEHMBAIN B MCCIEIOBAaHUU NMPO(UIAKTUKH MHCYJIbTA U
cucteMHOi TpombosIMOonmu y marueHToB ¢ HOII, B nByx ucciaenoBanusx neuenus TIB/TIJIA,
KOHTPOJIMPYEMBbIX MO JeHCTBYIOIIEMY Ipernapary, ¥ B OIHOM HCCIEIOBaHUU MPOPUIAKTUKU
TI'B/TOJIA, KoHTponIMpyeMOM TO JeHCTByIOLIEMy Inpenapary. B 3Tux ueTeipex uccienoBaHHUsIX
Il ¢pa3er gaburarpana srekcuiar noiaydanu 16 709 nanuentos (cm. Tabnuity 9).

Taommma 9. Yumciao 00cjeq0BAaHHBIX MANMEHTOB, MAKCMMAJIbHAfl CYTOYHAsl /032 B
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uccaenosanusax I ¢pasel

Yuciao
NalHNeHTOB,
MakcumajibHast
IToka3anue K NpMMeHEHUIO NOJy4aBIINX
CYTO4YHAasl 1032
aaduraTpaHa
ITEKCHJIAT
[IpodunakTrka MHCYJIbTA U CUCTEMHOM 6 059 300 mr
TpoMO03MOoaHH y naruenTo ¢ HOII 5983 220 Mr
Jleuenue TI'B/TDOJIA (RE-COVER, RE-COVER 2 553 300 mr
1)
[Mpodunakruxa TT'B/TIJIA 2114 300 mr
(RE-MEDY, RE- SONATE)

B o6meii cnosxknoctu 22 % nanuentos ¢ HOII nomyyanu euenue ¢ nennbro npoduaakTuKU UHCYJIbTa
Y CUCTEMHOM TpoMO03MO0IMH (JUIMTENbHOE JieueHue 10 3 jeT), 14 % nanueHToB Noayvaiu JeUeHne
TI'B/TOJIA u 15 % nanweHToB MONydYalnd JIeYEHHE C IETbI0 NPOQIIAKTHKH HEKEITaTeIbHBIX
peakmuit TTB/TDJIA.

Haunbomnee pacripocTpaHeHHbIE HEXETAaTENbHbIEC SBJICHUS BKIIOYAIOT KPOBOTEUYEHUS, BO3HUKAIOIINE
npuMepHo y 16,6 % y manuentoB ¢ HOII, koTtopble moigydyanu IUIMTEIBHOE JIEYEHHE B paMKax
Npo(UIAKTUKU MHCYJIbTAa M CUCTEMHOW TpomOoamOomuu, u 'y 14,4 % mnanueHToB, MOJSydaBIINX
neuenue no nosoxgy TI'B/TOJIA. Kpome Toro, kpoBoreueHue BO3HUKIO y 19,4 % maiueHToB B
uccnenoBann RE-MEDY npu npodunakruke TI'B/TOJIA n 'y 10,5 % nauueHToOB B UCCIIEIOBaHUH
RE-SONATE npu npodunaxtuxe TI'B/TOJIA.

[TockoapKy MOMYTSIUN TAIIUEHTOB, MOTYYaBIINX JICYCHHUE 110 TPEM MTOKA3aHUSIM, HECOITIOCTABUMBI, a
KpOBOTEUYEHHsI pacIpeieleHbl 0 HeCKOIbKUM Kiaccam cucteM opranoB (KCO), kpaTkoe onucanue
OOIIMPHOTO U JIFOOOT0 KPOBOTEUEHHUS PA3/IEICHO MO MOKa3aHWsIM U mpejcTaBieHo B Tabmumax 11—
14 auxe.

HGCMOTPSI Ha HU3KYIO HaCTOTY pa3BUTUA KPOBOTCUCHHU A B KIIMHUYCCKHUX UCCIICAOBAHUAX, BOBMOXKHO
pa3BUTHC O6IJ_II/IpHOFO HJIN TAXKEIJIOTO KPOBOTCUCHUSA U, HC3aBUCHMO OT JIOKaJIM3alluh, OHO MOXKCT
IMPUBCCTHU K HUHBAJIMAN3AUA, YTPO3€ IJIA )KU3HHU UIIN JAXKE JICTAIbHOMY UCXOOY.

Tabnuunoe pe3roMe HeXKellaTelIbHbIX peaKIIni

B Tabnune 10 npencrtaBieHbl HeXellaTelbHbIE pEaKLWU, 3apEeTrUCTPUPOBAHHBIE B KIMHHUUYECKUX
UCCIIEIOBAHMSX, a TaKKe B IOCTPETUCTPALMOHHOM IEpHOJEe MO MOKa3aHWI0 MNpOo(UIaKTHKA
UHCYJIbTA, CHCTEMHON TpoMOOAMOONIMH U CHUXKEHHE CEpAeYHO-COCYIUCTOW CMEPTHOCTH Y
naruenToB ¢ HOII, neuenne TI'B/TOJIA u npopunakruxku TI'B/TIJIA.

YacToTa BCTPEUaEeMOCTH OMpeeIcHa CIEAYIONMM 00pa3oM:

oueHsb vacto (> 1/10);

gacto (> 1/100, vHo < 1/10);

Heyacto (> 1/1 000, Ho < 1/100);

penko (> 1/10 000, mo < 1/1 000);

oueHb peako (< 1/10 000);

JaCcTOTa HEM3BECTHA (HA OCHOBAHUW MMEIOIIUXCS TAHHBIX OIICHUTh HEBO3MOXHO).
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HexenarenpHbie peaknuu CrpynimnupoBaHbl B COOTBCTCTBHUU C IMOPAJKOM HAa OCHOBAHHMU CUCTCMHO-

opranHubix kiaccoB (COK).

Tadoauna 10. HexkenareJibHble peakun

Yacrora pa3BuTus

IpodunakTuka
HHCYJIbTAa, CHCTEMHBIX

COK / nexenarejbHasi peakuus . Jleuenune TI'B/TIJIA n
TPOMO0IMOO0IUI 1
CHHMIKEHHE CepAeYHO- npoguIaKTika
COCYIMCTOI CMEPTHOCTH TIB/TIIA
y nanueHToB ¢ HOII
Hapywenus co cmoponvl kposu u numgamuueckou cucmemol
AHemus Yacro Heuacto
CHuxeHne ypoBHS reMOIrJIOOHHA Heuacto HewussectHo
TpomMOoruTOTICHUS Heuacto Penxo
CHukeHune ypoBHS FreMaToKpuTa Penko HewnssectHo
Henitponienust HewussectHo HewusectHo
ArpanysonuTos HewnssectHo HewnssectHo
Hapywenus co cmoponvl ummyHnnou cucmemol
Peakuus runepuysctBurensHoctd | Hewacto Heuacro
KosHas ceinb Heuacto Heuacto
KoxHnslii 3y1 Heuacro Heuacro
AHadunakTudeckas peakius Penko Penko
AHTHOHEBPOTHYECKHI OTEK Penxo Penxo
KpanusHuna Penko Penko
Bbponxocnasm HewnssectHo HewnssectHo
Hapywenus co cmopoHuvl HepeHoll cucmemul
Bnytpuuepennoe kposousnusaaue | Hewacto Penko
Hapywenus co cmoponwl cocyoos
I'emaroma Heuacto Heuacro
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Kposousnusaue Heuacro Heuacro
Hapywenus co cmopoHbl ObixamenbHoUl cucmemsl, opeanos epyOHOU KIemKU U cCpe0oCmenus
HocoBoe kpoBoTeueHue Yacro Yacto
KpoBoxapkanbe Heuacro Heuacro
Hapywenus co cmoponul sicenyodouno-kuuieuno2o mpaxkma
KenynouHo-kuieyHoe Yacto Yacto
KpPOBOTEUECHHUE

bonsb B )xuBOTE Yacro Heuacro
Muapes Yacro Heuacto
Jucnerncus Yacto Yacto
TomHoTa Yacrto Heuacro
KpoBoreuenue u3 npsamont knumku | Hewacto Yacto
I'emoppounansHOE KPOBOTEUECHNE Heuwacro Heuacro
N3bsa3BICHNHE CIIM3UCTON Heuacto Heuacro
ob6omouku JXXKKT, B TOM umclie si3Ba

MHIIEeBOAA

l"actpoazodarut Heuacto Heuacto
I'OPb Heuacrto Heuacro
PBota Heuacto Heuacro
Hucdarus Heuwacro Penxo

Hapywenus co cmoponul neuenu u srcenuesbi8ooauux nymeti

Hapymenue pynkunn Heuacto Heuacto
MIeYEHHU/OTKIIOHEHHE TToKa3aTeen
(GYHKIUY MIEYEeHU OT HOPMBI

TloBEINIeHNE aKTUBHOCTHU Heuacto Heuacto
anannHamuHoTpaHcdepassl (AJIT)
B IUIa3M€ KPOBU

TloBEbIIIEHNE AKTUBHOCTHU Heuacto Heuacto
acmapraTaMHHOTpaHc(epasbl
(ACT) B ma3me KpoBH
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FemoppaeuquKue OCJIOJMCHEHUA
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IloBbI1IEHNE AKTUBHOCTH Penko Heuacro
(epMEeHTOB IIEUeHH B ILIa3Me
KpOBH
['unepOunupyOouneMus Penxo HewussectHo
Hapywenus co cmoponbl Kodicu u n0OOKOACHBIX MKAHel
KpoBousnusanue B KOXKy Yacro Yacto
Arnonenus HewussectHo HewusBectHO
Hapywenus co cmopoHbl Mbluieunoll, KOCMHOU U COeOUHUMENbHOU MKAHU
I'emaptpo3 Penko Heuacto
Hapywenus co cmopoHuvl nouex u Mouesbi8o0sauux nymetl
YporenuranbHOE KPOBOTEUECHHE, Yacro Yacto
BKJIIOYAsl TEMATypPHUIO
Obwue paccmpoiicmea u HapyuieHus 8 Mmecme 66e0eHuUs
KpoBoreuenue u3 mecra uabekuuu | Penko Penko
KpoBoreuenue u3 mecra BBeieHus | Penxo Penxo
Karerepa
Tpasmol, unmoxcukayuu u OCI0HCHEHUs MAHUNYIAYUL
[TocTTpaBmaTnyeckoe Penko Heuacto
KPOBOTEUYECHHE
KpoBorteuenue n3 mecra Penko Penko
OTIEPaI[MOHHOTO JI0CTYIIa

Onucanuie OTAEIbHBIX HEKENATEAbHBIX PEAKIINN

B cBsa3u ¢ (apMakonornyeckuM MEXaHM3MOM JIeHCTBHS NpUMEHEHHEe JadurarpaHa dTeKcHiaTa
MOKET OBITh CBSI3aHO C IOBBIIIEHHBIM PHUCKOM Pa3BUTHS CKPBITOTO WJIM SIBHOTO KPOBOTEUEHUS
0601 nokanu3anud. CUMOTOMBI M CTETIEHB TSKECTH (B TOM YHCIIE JIETAIBHOCTh) OYAyT OTIAMYATHCA
B 3aBHCHMOCTH OT JIOKQJIM3ALMK ¥ OOIIMPHOCTH WM JUIUTEILHOCTU KPOBOTEUEHUS 1/WK aHeMHuu. B
KIMHUYECKUX MCCIIEJOBAHUSAX KPOBOTEUEHMS M3 CIM3HMCTBIX 000JI0UeK (HampuMmep, >KeNlyI04HO-
KHILIEYHOT'O TPaKTa, MOYENOJIOBOM CHCTEMBI) HAOIIOJAINCh Yallle BO BPEeMsl JUIUTEIBHOTO JIEUYEHUS
nadurarpaHa 3TekcuiatoM no cpaBHeHHto ¢ jeueHneM ABK. Takum oGpa3om, B J0MOJHEHHE K
a/IeKBaTHOMY KJIMHMYECKOMY HAOJIIOJIEHUIO Ui BBISIBICHUS CKPBITOIO KPOBOTEUEHHS HMEET
3Ha4YeHUe J1abopaTOpHOE HMCCIIEeOBAHUE OMpEeNeHs] YpOBHEH reMorioOonHa/reMaTokpuTa. Puck
pa3BUTHS KPOBOTEUEHUSI MOKET ObITh YBEJIIMYEH B ONPEEICHHBIX IPYIINax NalMeHTOB, HAIIPUMED, Y
NAIMEHTOB C HapyWEHUAMU (YHKIMHA TOYEK CpPEeIHEH CTEeNeHM TSHKECTH /MM Yy TMalueHTOB,
KOTOPBIE HAaxOJATCS Ha JICUEHUHU IMpenaparamu, BIMSIOIIMMHA HAa TeMOCTa3, WU y MalleHTOB,




MIOJIyYaloIUX MOUIHbIE MHrHOUTOpbl P-gp (cM. pasgen 4.4. «Puck pa3BUTHS KPOBOTEUEHHUS).
I'eMopparuueckue  OCJIOKHEHMsT MOTYT THpOSIBIATBCS B BUAE  ciabocTH, OieaHoCTH,
TOJIOBOKPY’KEHUS, TOJOBHOW OOJM MM OT€Ka HEYCTAaHOBJICHHOW STHOJOTHH, OABIIIKH W IIOKa
HEYCTaHOBJIEHHOM 3THOJIOTUH.

IIpu npuMeHeHnn faburaTpana 3TeKcuiiaTa perucTpUpOBaId TAKUE OCIOXKHEHUS KPOBOTEUEHMSI, KaK
KOMIIAPTMEHT-CUHJPOM (CHHAPOM CHABIEHMSI) U OCTpas IOYEYHAas HEAOCTATOUYHOCTh, BCIIEACTBUE
runonepdys3un. [1o3ToMy Hpu OLIEHKE COCTOSIHHSA TMAlMEeHTa, MOJIYYaIOLIero aHTUKOAryJISTHTHYIO
TEepanuilo, CIeNyeT yYMThIBaTb pPHUCK pa3BUTHS KpOBOTedYeHHA. B  ciydae pasBuTHA
HEKOHTPOJIMPYEMOTO KPOBOTEUEHUS HMPUMEHseTCs crnenu(uyeckuii mpemnapar, HEeHTpaln3yromui
neicTBre nadurarpana, — uaapynusymao (cM. pasaen 4.9.).

Ipogpunaxmuka uncynoma u cucmemHou d2mb6oauu y 83pocavix nayuenmog ¢ H®OII, ¢ oOnum uiu
HeCKONbKUMU (hakmopamu pucka

B Ta6muue 11 mpexacraBieHsl ciiydyanm KPOBOTCUCHHMH C pa3lelieHHEM Ha OOMIMpHBIE WU JIFOOBIE
KpPOBOTEUEHHsI B MCCIEJOBAHUU MPO(UIAKTUKA TPOMOOIMOOINYECKOIO HMHCYJIbTa M CUCTEMHOU
aMO0mK y nanueHToB ¢ HOII.

Taoiuma 11. KpoBoreueHuss B wucciaeJ0BAHMH NPOPUIAKTHKHA TPOMO0IMOOIMUYECKOTO
HHCYJbTA H CUCTeMHOI 3M001u y nanueHToB ¢ HOIT

Jdadurarpana Jladurarpana
rekcuaar 110 mr | stexcmiaar 150 mr Bapgapun
JBa pa3a B CYyTKH | JBa pa3a B CYTKH N (%)
N (%) N (%)
Panniomu3upoBaHHbIe 6 015 6 076 6 022
YYACTHUKH
OOmmupHbIe 347 (2,92 %) 409 (3,40 %) 426 (3,61 %)
KPOBOTCUCHHSI
BuyTpuuepenubie 27 (0,23 %) 39 (0,32 %) 91 (0,77 %)
KPOBOTCUCHHSI
Kenynouno- 134 (1,13 %) 192 (1,60 %) 128 (1,09 %)
KUIICYHOE
KPOBOTEUCHHE
KpoBoreuenue ¢ 26 (0,22 %) 30 (0,25 %) 42 (0,36 %)
JIETaIbHBIM HCXOI0M
HesnauurtensHoe 1,566 (13,16 %) 1,787 (14,85 %) 1,931 (16,37 %)
KPOBOTCUCHHE
JIro6oe KpoBOTEUECHHE 1,759 (14,78 %) 1,997 (16,60 %) 2,169 (18,39 %)

[TarueHTH! OBLTH PaHIOMHU3UPOBAHBI HAa TPYIILIL: Ja0urarpaHa sTekcuiaat B jo3e 110 mr nBa pasza B
CYTKH W jgaburatpaHa 3Tekcuiar B 03¢ 150 Mr iBa paza B CyTKH; OTMEUaIH 3HAYUTEITHHO MEHBIIINNA
PUCK pa3BUTUS YTPOXKAIOIIUX KU3HU KPOBOTEUEHHUM M BHYTPUUEPENHBIX KPOBOMBJIUSHHUI IO
CpPaBHEHUIO C TAKOBBIM MpH NpuMeHeHnu Bapdapuna [p < 0,05]. O6e 10361 qaburarpaHa 3TeKcUiIaTa
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TaKXKe JEMOHCTPUPOBAJIM CTATUCTUYECKH 3HAUYMMOE CHW)KEHUE OOIIeld 4YacTOThl DPa3BUTHUSA
KpoBoTeueHui. [lanmeHThl, mpuHIUMaroe JaduraTpaHa sTekcuiar B 1o3e 110 Mr aBa pasza B CyTKH,
JIE€MOHCTPHPOBAIIN 3HAYUTEIIbHO MEHBIINHA PUCK Pa3BUTHSI OOIIMPHBIX KPOBOTEUEHHH IO CPABHEHHUIO
C TakoBbIM IpH npumeHeHuu Bapdapuna (OP — 0,81 [p =0,0027]). [lamueHThI, TPUHUMAOIINAE
nadurarpana 3TeKcuiat B 1o3¢ 150 Mr 1Ba pas3a B CyTKH, I€MOHCTPUPOBAIH 3HAYUTEIHHO OOJBIIHIA
PHCK OOIIMPHBIX KEIyIOYHO-KUIIICYHBIX KPOBOTEYCHUH IO CPABHEHUIO C TAKOBBIM IIPU TPUMEHEHHUH
Bapdapuna (OP — 1,48 [p = 0,0005]). Takoii 3pdexT oTMedanr B OCHOBHOM y NAIIMEHTOB B BO3pacTe
> 75 ner.

Knuanueckast 3¢ppekTuBHOCTD NMpHMEHEHHs JaduratpaHa 3TEKCWJIaTa C IEJbl0 MPO(UIAKTUKA
MHCYJIbTa M CHCTEMHOM 3MOOJIMU U CHIDKEHHS PUCKA PAa3BUTHS BHYTPUYEPEIHOTO KPOBOM3IIMSHUS
[0 CPaBHEHUIO C BappapuHOM COXpaHSETCS B OTACIBHBIX MOATpYyMIaxX (Hampumep, MarueHThl ¢
HapynieHueM (QYHKIMM II0YEeK, MAalUeHThl pa3HOro BO3pPacTa, MHAlMEHTHI C COIMYTCTBYIOIIUM
MPUMEHEHHEM JICKAPCTBEHHBIX CPEJICTB, TAKMX KaK aHTHArPEraHThl WM UHTHOUTOPHI P-gp). B TO
BpeMsi, KaK y ONpEAEICHHBIX MOATPYII MAlMeHTOB (PUKCUPYIOT TOBBIIICHHBIA PUCK Pa3BUTHUS
OOIIMPHOTO KPOBOTECUCHHS IPH NPUMEHEHHUH AHTUKOATyJSHTOB, MOBBIIICHHBIA PHUCK pa3BUTHS
KPOBOTEUEHHMsI NpPU TNPUMEHEHUHM Ja0urarpaHa dSTEKCHWIaTa CBS3aH C JKENYJOYHO-KHIICYHBIM
KPOBOTEYEHHEM, KOTOpOe OOBIYHO HAOJIOAAIOT B TEUEHHE IEPBBIX 3—6 MeCsIeB IOcie Hadaia
JeYeHus TaburaTpaHa TEKCUIIATOM.

Jlewenue TI'B u TOJIA, npoguraxmuxa peyuousos TI'B u TOJIA y e3pocivix nayuenmos (ieuerue
TI'B/TOJIA)

B TaGaune 12 npencraBieHbl ciiydan KpOBOTEUCHUN B 00BEIUHEHHBIX OCHOBHBIX MCCIICIOBAHUSIX
(RE-COVER u RE-COVERII) neyenms TI'B um TDJIA. B 00beAMHEHHBIX HCCIIEI0BAHUIX
MEePBUYHBIE KOHEYHBIE TOYKM O€30MacHOCTH — OOMIMPHOE KPOBOTEUYEHHUE, OOIIMPHOE WU
KIIMHUYECKH 3HAYMMOE KPOBOTEUEHHE W TH000€ KPOBOTEUEHUE — PETHCTPUPOBATH 3HAYUTEIHHO
pexe, 4eM Npu NpUMEHEHUHU BapdapuHa Mpu HOMUHAJIBHON BepoSITHOCTH omuOKku I poaa, paBHOH

5 %.

Tadoauua 12. KpoBoreuenus B uccijenopanuax RE-COVER u RE-COVER I (1euenusi TT'B u
TIJIA)

OP no cpaBHeHHIO €
TAKOBBIMHM IIPH

Jadurarpana
NpUMeHeHHH
rexkcuaar 150 mr Bapgapun o
Bapgapuna (95 %0
ABa pa3a B CyTKH .
AOBepPHUTENbHbII

unTepsaJ (AN))

ITanneHThl, BKIIFOYEHHBIE 2 456 2 462
B aHAJIN3 0€30MMaCHOCTH

O6wmpHbIe 24 (1,0 %) 40 (1,6 %) 0,60 (0,36, 0,99)

KpPOBOTEUECHUS

BuyTtpuuepennoe 2 (0,1 %) 4 (0,2 %) 0,50 (0,09, 2,74)

KPOBOU3JIUAHUEC

O6wmpHoe 10 (0,4 %) 12 (0,5 %) 0,83 (0,36, 1,93)
KEJTy0YHO-
KHUIIICYHOC
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KpPOBOTCUYCHUC

Yrpoxaroiee 4 (0,2 %) 6 (0,2 %) 0,66 (0,19, 2,36)
KU3HU
KPOBOTECUCHHE

OOmpHbIE 109 (4,4 %) 189 (7,7 %) 0,56 (0,45, 0,71)

KPOBOTEUCHHSI/KIIMHUYEC
KU 3HaYMMBbIe
KPOBOTECUCHHS

JIro60€e KpOBOTCUEHHE 354 (14,4 %) 503 (20,4 %) 0,67 (0,59, 0,77)

Jio60e 70 (2,9 %) 55 (2,2 %) 1,27 (0,90, 1,82)
JKECIIYAJOYHO-
KHUIICYHOC
KpPOBOTCUCHHUC

KonnuecTBo kpoBOTEUEHUH 17151 00EMX CXEM JIeUEHUS MOJCUYUTHIBAIOT OT MEPBOT0 MpreMa BHYTPh
naduraTpaHa 3TeKcuiaTa Wik BappapHuHa Nocie NMpeKpalleHus NapeHTepaaIbHON Tepanuu (Iepruos
JICYCHUs TOJBKO MpU MpueMe JaburaTpaHa dTEeKcuiaTa BHYTPb). YUHMTHIBAIOT BCE KPOBOTEUEHHUS,
BO3ZHUKILIME BO BpeMs JieUeHUs JaOurarpaHa STEKCHUIATOM. YUYUTHIBAIOT BCE KPOBOTEUEHUS,
BO3HUKIIIME BO BpEMs JICUeHUs BappapruHOM, 32 UCKITIOUCHHEM TEX, KOTOPbIE PAa3BIIUCH B TIEPUOT
MEePEKPHITUS MPpUMEHEHHs Bap(apuHa U MapeHTepabHON Tepanuu.

B Tabnuune 13 mnepeunciiensl kpoBoTeueHus wuccienoBanus RE-MEDY, mnocsieHHOM
npopunaktuke TI'B u  TOJIA. Hekoropele kpoBoTedueHUs (OOIIMPHOE KPOBOTEUCHHE
(OK)/xmuanuecku 3HauuMoe kpoBoreueHue (K3K); mro0oe kpoBoTeueHue) BCTpeEHaIuCh
3HAYUTENBHO peKe MPH HOMUHAIBHOW BeposTHOCTH omMOKu I poxa, paBHOW 5 %, y ManueHTos,
MOJIy4aBIIUX JabUraTpaHa ATEKCUIAT IO CPAaBHEHUIO C TEMH, KTO MOJIy4as BaphapuH.

Tab6anna 13. Kposoreuenns B ucciaenosanun RE-MEDY (mpogunakruka TTI'B u TIJIA)

OP no cpaBHenuIo ¢
Jadurarpana TAKOBBIMHM NIPH
rexkcnaar 150 mr Bapgapun NPUMEHEeHHH
JBa pa3a B CYTKHU Bapgapuna (95 %
AN)
[TanueHTEl, BKIIFOYEHHBIE B 1430 1426
aHanu3 6€30MacHOCTH
OOmIupHbBIe KPOBOTCUCHHUS 13 (0,9 %) 25 (1,8 %) 0,54 (0,25; 1,16)
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BuyTtpuuepennoe 2 (0,1 %) 4 (0,3 %) Heso3moxHO
KPOBOM3JIHSIHUE BBIYHMCIIUTH ¥
OO1pHOe 4 (0,3 %) 8 (0,5 %) HeBo3MoxHO
KEJTyI09HO- BBIYMCIIUTH ¥
KHIIEYHOE
KpPOBOTEUCHHE
Yrpoxaroiee 1(0,1 %) 3 (0,2 %) HeBo3moxHO
YKU3HU BBIYUCIIHTH *
KpPOBOTEUCHHE
OOmmupHoe 80 (5,6 %) 145 (10,2 %) 0,55 (0,41; 0,72)
KPOBOTEUCHHE/KITMHUYECKH
3HAYNMOE KPOBOTECUCHUE
JIro6oe KpoBOTEUEHHE 278 (19,4 %) 373 (26,2 %) 0,71 (0,61; 0,83)
JIroboe ey 10uHO- 45 (3,1 %) 32 (2,2 %) 1,39 (0,87; 2,20)
KHUIICYHOE
KPOBOTECUECHHE

*HeB03M0kHO o1leHUTh OP, IOCKOJIBKY HU B OJTHOIT KOTOPTE/TPYIIIIE JIeUeHHsI KPOBOTEUCHUE HE 3apErUCTPHPOBAIIN

B Tab6nune 14 nepeuncnens! kpoBoteueHus B ucciaenoBanuu RE-SONATE (npodunaktuka TI'B n
TOJIA). Yactora pa3sutus komOnHanuu OK/K3K u yactora pa3BuTHs 11000ro KpoBoTeueHus Oblia
3HAYUTENbHO HIDKE NMPU HOMUHAJIBHOW BeposiTHOCTU omuOku I pona, paBHO#l 5 %, y manueHTos,
MOJIy4aBIIUX IJ1a11e00, 10 CPaBHEHUIO € MAllMeHTaMH, OJy4YaBIIMMH JaOUraTpaHa dTeKCUIaT.

Tab6anna 14. Kposoreuenus B ucciaenosanun RE-SONATE (mpodgunaktuka TI'B u TIJIA)

OP no cpaBHeHHIO €
Jadurarpana
TAKOBBIMH NPH
rekcuiaar 150 mr Inanedo
JBa pa3a B CYTKH MpHMEHenun
mianedo (95 % JAN)
ITarneHTEl, BKIIFOYEHHEIE B 684 659
aHanu3 0€30MacHOCTH
OOmmpHBIE KPOBOTCUCHUS 2 (0,3 %) 0 HeBo3moxHO
BBIYUCIIUTH *
BnyTtpuuepennoe 0 0 HeozmoxxHO
KPOBOM3JIASTHHAC BBIYUCITUTH ¥
O6mupHoe 2 (0,3 %) 0 HeBo3moxHO
JKEITy A0YHO- BBIYUCIIATH *
KHIIIEYHOE
KPOBOTCUCHHE
Yrpoxaromiee 0 0 HeBo3moxxHO
KHU3HH
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KpPOBOTCUYCHUC BBIYMCIUTE *

OOmmpHoe 36 (5,3 %) 13 (2,0 %) 2,69 (1,43; 5,07)
KPOBOTCUYCHHE/KITHHUYECKU
3HaYMMOE KPOBOTEUYCHHUE

JIro6oe KpoBOTEUCHHE 72 (10,5 %) 40 (6,1 %) 1,77 (1,20; 2,61)
JIro6o¢ xKemy10uHO- 5 (0,7 %) 2 (0,3 %) 2,38 (0,46; 12,27)
KMIIIEYHOE
KPOBOTEUCHHE

*HeBo3moxHO onieHnTh OP, MOCKONBKY HM B OTHOH IpyTIIE JEUCHUsI KPOBOTCUCHHE HE 3apETUCTPUPOBAIH
Aepanynoyumos u HetimponeHus

B xoxe mpumeHeHus naburarpaHa 3TEKCHIIATa B MOCTPETUCTPALIMOHHOM TMEPUOJE OYEHb PEIKO
OTMEYaIM arpaHyJIoONUTO3 M HeHTpomeHuto. [1ocKoIbKy HeXenaTelbHbIe peakiuu (HUKCUPYIOT B
pamMKax MOCTPErUCTPALMOHHOTO HAOIIOACHUS TIOMYJIALUYA HEONPEIEICHHOTO pa3Mepa HEBO3ZMOKHO
JIOCTOBEPHO OMPENETUTh YaCTOTY UX pa3BuTHsA. YacToTy cOOOIEeHUN OLEHWIIN Kak 7 SBJICHHM Ha
1 MUITMOH TAIMEHTO-JET AJs arpaHyjIoluTo3a W 5 sBlIEeHUN Ha | MUJJIMOH MAIMEHTO-JET s
HEUTPOIICHUH.

COO6H.I€HI/IG O ITOJ03PCBACMBIX HCXKCIATCIbHBIX PCAKIINAX

BaxHo coo0mare O IOJO3PEBAaCMbIX HEKEJIATEIbHBIX PEAKUMAX IOCIE€ PErucTpanuu
JIEKapCTBEHHOT'0 Iperapara ¢ ILeblo 00ecreueHus] HEMpPepbIBHOIO MOHMTOPUHIA COOTHOLICHHUS
«I10JIb3a — PHUCK» JIEKAPCTBEHHOro Ipenapara. MeAMIUHCKUM paOOTHUKaM pPEKOMEHIYEeTCs
coo0MIaTh O JIOOBIX MM0I03PEBAEMBIX HEXKENIATENIbHBIX PEAKIMAX JEKapCTBEHHOr0 MpenapaTa yepes
HalmMOHAJIbHBIE CHUCTEMBI COO6HI€HI/I$[ 0 HCXKCIIATCIIbHBIX pPEaKOUAX TOCydapCTB — YJIICHOB
EBpasniickoro 5KkOHOMHUYECKOr0 COI3a.

Poccuiickas @enepanns

denepanbHas ciayx0ba Mo Haa30py B cepe 3ApaBOOXPAHCHHUS

109012, r. Mocksa, CrnaBsiHCKast Tiiomanp, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

Anpec snekTponHo# ouThl: pharm@roszdravnadzor.gov.ru wiau npr@roszdravnadzor.gov.ru

Caiit B uH(pOpMAIIMOHHO-TEICKOMMYHHKAMOHHOM ceTn « HTepHe™: https://roszdravnadzor.gov.ru

Pecry6nuka benapych

VII «lleHTp dKCnepTu3 U UCIBITAHUN B 3PaBOOXPAHCHUN

220037, r. Munck, ToBapuieckuii nep., 1. 2a

Tenedon: +375 (17) 242 00 29

®akc: +375 (17) 242 00 29

Anpec 37eKTpOHHOI mouThl: repl@rceth.by

Caiit B uH(GOPMAITMOHHO-TEIIEKOMMYHHUKAIIMOHHOM ceTn «HTepHe: https://www.rceth.by

Pecny6nuka Kazaxcran

PI'TI na IIXB «HannoHanbHBIM LEHTP HKCIEPTU3BI JIEKAPCTBEHHBIX CPEACTB M MEIUIINHCKHUX
m3nenuity  Komurera MemumMHCKOro M (papmaneBTHUYEeCKOro KOHTpoist  MwuHHCTepcTBa
3npaBooxpanenus Pecnyonmku Kazaxcran

010000, r. Acrana, paiion baiikonslp, yi. A. Umanosa, a. 13, BII «Hypcayner 2»

Tenedon: +7 7172 235 135

Anpec 31eKTpoHHO# mouThl: farm@dari.kz
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Caiit B mH(MOpPMALIMOHHO-TEIEKOMMYHUKAIIMOHHOM cetn «MHTepueT»: https://www.ndda.kz

Pecry6nnka Apmenus

I'HKO «IleHTp 3KcniepTU3bl JEKAPCTB U MEJULIMHCKUX TEXHOIOTHID)

0051, r. Epesan, rip. Komuraca, 1. 49/5

Tenedon: (+374 10) 20 05 05, (+374 96) 22 05 05

Anpec snekrponHoii mouTsl: Vigilance@pharm.am

Caiit B uH(MOPMALIMOHHO-TEIIEKOMMYHHUKAIIMOHHOM cetn «HTepHeT: https://pharm.am

Ksiprezckas Pecy6imka

JlemapTaMeHT JICKapCTBEHHBIX CPEACTB U MEIUIIMHCKUX U3ICIIUN

720044, Yyiickas obnactsb, . bummkek, yiu. 3-1 Jluaus, x. 25

Tenedon: +996 (312) 21 92 86

Anpec aaekTponHoit moutsl: pharm@dIismi.kg

Caiit B uH(MOpPMAIIMOHHO-TEIEKOMMYHUKaIIMOHHOM cetn «MuTepuer»: https://www.dIsmi.kg

4.9. Ilepeno3upoBKa

ILO?:I)I I[a61/1ranaHa OTCKCHJIaTa, MNPCBLIIIAKOINNE PCKOMCHAOBAHHBIC, IIOABCPrarlOT IMMAlMCHTA
IMOBBINICHHOMY PHUCKY PAa3BUTUA KPOBOTCUYCHHH.

CHUMIITOMBI

[Ipy mono3peHHM Ha TEPEJO3UPOBKY JjJa0WraTpaHa ASTEKCHJIATOM IPOBEICHUE HCCIICIOBAHUS
KOaryJjorpaMMbl MO>KET NOMOYb ONPEIEIUTh PUCK pPa3BUTUSA KPOBOTEUEHUs (CM. paszieinbl 4.4. u
5.1.). KamuOpoBanHoe koyimdecTBeHHOE ompeneneHrue pTB uiau ero MOHUTOPHHI IO3BOJISIOT
IMPOTrHO3UPOBATE BPEMSA JOCTUKCHHUA OIMPEACICHHBIX CBIBOPOTOYHBIX KOHIICHTpaIII/II\/'I I[a61/1ranaHa
(cMm. pazgen 5.1.), B TOM 4ucle TpH MPOBEACHUU IOMOJHUTENBHBIX Mep (Hampumep, BHadae
Iann3a).

IIpy K30BITOYHOM YTHETEHUH CBEPTHIBAEMOCTH KPOBH NpPUMEHEHHE NpenapaTa IMpeKpaliaror.
VYuuTbiBas OCHOBHOM ITyTh BBIBEIEHUS JaburatpaHa (IOYKaMH), PEKOMEHIyeTcs OO0ecleyuTh
aznekBaTHbIA anypes. Ilockonbky nadurarpan o0yiaaeT HU3KOW CIIOCOOHOCTBIO K CBSI3BIBAHHUIO C
OenKkaMy IJIa3Mbl KPOBH, IIPENapaT MOKET BBIBOJAUTHCS MPU MeMOJUAIN3€, OJJTHAKO KIMHUYECKUIN
OTIBIT MO UCTOJIb30BAHUIO IUANIN3A B ATUX CUTYAIUSAX OTpaHUYeH (cM. pazaen 5.2.).

Jleuenue

[Ipu pa3BUTHH KPOBOTEUEHHUs JeueHUEe AadurarpaHa ITEKCHIIATOM HEOOXOAMMO MPEKPAaTUTh H
JUAarHOCTUPOBATh HMCTOYHHUK KPOBOTEUEHHUS. B 3aBUCHMOCTH OT KIMHHYECKOM CHUTyalldd TIO
YCMOTPEHHUIO Bpaya CIeAYET IPOBOJUTH COOTBETCTBYIOIIEE MOAEPKUBAIOLIEE JICUEHUE, TAKOE KaK
XUPYPTHUECKUH TeMOCTa3 M BOCTIOIHEHUE o0beMa nupkyupytomen kposu (OLK).

Jnisa cutyanuii, korna TpedyeTcst ObICTpOe YCTpaHEeHNE aHTUKOATYISTHTHON aKTHBHOCTH, CYIIIECTBYET
cnenuuaeckuii  aHTaroHUCT  (papMaKOAMHAMHUYECKOTO JICWCTBHUS Ja0uraTpaHa, mpemnapar
[Ipakc6aiinn (npapyunsymad), BBeIeHHE KOTOPOTO MO3BOJISIET HEUTPAIN30BaTh AaHTUKOATYJISTHTHBIN
addext mpenapara Jabukcom (cm. pazaen 4.4.).

[Ipu mepeno3upoBke mpemnapara Jlabukcom (B ciiydae OTCYTCTBHSI BO3MOXKHOCTH TPUMEHEHUs
crenuuueckoro aHTaroHWcTa JgaduraTpaHa) BO3MOKHO TPUMEHEHHE KOHIIEHTPATOB (DakTopoB
CBEPTHIBAHUS (AaKTUBHPOBAHHBIX WM HEAKTUBHPOBAHHBIX) WU peKoMOuHaHTHOTO (pakTopa Vlla.
CylIecTBYIOT JKCIIEPHMEHTAJIbHBIC JaHHBIC, MMOATBEPXIAMOIINE YYaCTHE 3THUX JIEKAPCTBEHHBIX
CPEICTB B HEUTpalM3alli aHTUKOATYJSIHTHOTO 3(dekra madurarpaHa, OJHAKO ITaHHBIX 00 HX
3¢ PEeKTUBHOCTH U BO3MOKHOCTH PUCKA TOBTOPHOTO PA3BUTHS TPOMOOIMOOINH OYCHb OTPAaHUYCHBI.
[Tocne mpuMeHEHUST PEKOMEHIOBAHHBIX KOHIIEHTPATOB (PAKTOPOB CBEPTHIBAHUS KPOBH PE3YIbTATHI
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KOaryJorpaMMbl MOTYT HCKaxaTbcd. CrenyeT MNposiBIATH OCTOPOXKHOCTh IPU HHTEPIIPETALUU
PE3yJIbTaTOB KOAryJIOrpaMMBbl.

B cnyuae pa3BuTHS TPOMOOIMTOINICHWU WJIM TPH NPUMEHEHHH AHTHATPETAaHTOB JUIMUTEIHLHOTO
NEHCTBUSL MOXET OBbITh PAcCMOTPEH BOINPOC O NPUMEHEHWH TPOMOOLMTAPHOH MAcCCHI.
CuMnITOMaTHYECKOE JICYEHHE JI0OJKHO MTPOBOJIUTHCA B COOTBETCTBUU C HA3HAYEHHEM Bpauya.

HpI/I 06I_HI/IpHOM KPOBOTCUCHUU CIICAYET PAaCCMOTPETH BO3MOXHOCTE KOHCYJIbTallUX IreMaToJiora.

5. PAPMAKOJIOTUYECKUE CBOMCTBA
5.1. @apmakoauHaMHuYecKHe CBOiiCTBA

dapMakoTepanieBTUYECKasi TIpyMNMa: aHTUTPOMOOTHYECKHE CPEACTBA; MPSAMbIE HWHTHOUTOPBI
TpoMOMHa
Kox ATX: BO1IAEOQ7

MexaHHn3M Al CTBUS

JlaburaTtpaHa 3TEKCHJIAT SBJSIETCS HU3KOMOJEKYJISIPHBIM, HE OOnafaronmM (apMaKoJIOTH4ecKon
aKTUBHOCTBIO IPEJIIECTBEHHUKOM aKTUBHOM ¢opmbl naburarpana. lIlocie mnpuema BHYTpPb
naburarpaHa 3TEKCHIIaT OBICTPO BcachiBaeTcst B kemynouHo-kumedHoM Tpakre (JKKT) u myrem
THJIPOJIN3a, KaTaIU3UPYyEMOro 3CTepa3aMy, B [IEYEHHU U IJIa3Me KPOBU NpeBpallaeTcs B JaOurarpas.
JlaburaTpaH SBJISIETCS MOIIHBIM KOHKYPEHTHBIM OOpaTHMBIM MPSIMBIM MHTHOMTOPOM TPOMOHMHA U
OCHOBHBIM aKTHBHBIM BELIECTBOM B IUIa3M€ KPOBH.

Tak kak TpoMOWH (CepMHOBas TMpoTea3a) B MpoIlecce KOoaryJsiuu TpeBpamiaer (GuOpHHOTEH B
¢ubpuH, yrHeTeHHE aKTHBHOCTU TPOMOMHA MpEMATCTBYeT oOpa3oBaHHiO TpomOa. JlaburaTpan
OKa3bIBaeT MHIUOMpYIOIIEe BO3JEHCTBUE Ha CBOOOJHBIM TPOMOMH, TPOMOWH, CBS3aHHBIA C
(UOPUHOBBIM CTYCTKOM, U BBI3BAaHHYIO TPOMOMHOM arperanuo TpoMOOIUTOB.

dapmakonmaamMmueckie YO OEKTH

B OKCIICPUMCHTAJIBHBIX UCCIICAOBAHUAX HA PA3JIMYHBIX MOACIIAX TpOM6038. Y JKUBOTHBIX in vivo u ex
Vivo MOATBCPKIACHO aHTI/ITp0M6OTI/I‘IeCKOG I[Gf/iCTBPIG 1 aHTHUKOATr'yJIAHTHAsA aKTUBHOCTD z[a61/1ranaHa
IMOCJIC BHYTPUBCHHOT'O BBEACHHUA U z[a61/1ranaHa 9TCKCHJIaTa — IIOCJIC IpUEMa BHYTPb.

VYcTaHoBneHa mpsiMasi KOppessalMs MEXIy KOHIEHTpalued padurarpaHa B IjIa3Me€ KpOBU U
BBIPQ)KEHHOCTBIO aHTUKOAryJIssHTHOTo 3¢dexra. Jlaburarpan ynnunaser AUTB, O9BC u TB.

KanubpoBanHoe konuuecTBeHHOe ormpeneieHne plB obecrneynBaeT OLIEHKY KOHLEHTPALUU
naburarpaHa B IUIa3M€ KPOBH, KOTOPYIO MOXKHO CpPaBHUTh C OXXKHJAEMbIMHU KOHLIEHTPAIMSIMU
naburarpaHa B IUila3Me KpoBU. Ecnu kanmumOpoBaHHOE KOJMMYECTBEHHOE ormpeaeneHue plB
JEMOHCTPHPYET KOHILIEHTpAIMIO Ja0duraTpaHa B IUIa3Me€ KPOBHM Ha YPOBHE WJIM HHXKE Mpeaena
KOJMYECTBEHHOTO  ONpeJeNieHus, CJleIyeT pPAacCMOTPETh BO3MOXKHOCTb  JOIMOJIHUTENIBbHBIX
HCCIIeI0OBaHMM Koaryorpammsl, Takux kak TB, 9BC wim AYTB.

OBC moxeT obecnieunTs NpsIMOe OTpeieTieHe aKTUBHOCTH MPSIMBIX HHTHOUTOPOB TPOMOUHA.

Omnpenenenne AYTB mUPOKOAOCTYNHO U JaeT MNPUOIM3UTENIBHOE TpeACTaBIeHUE 00
MHTEHCUBHOCTU aHTHKOAryJslW{, JOCTUTaeMOil MOCpencTBOM JaburarpaHa. Tem He MeHee,
onpenenenne AUYTB nmMmeer OrpaHMYEHHYIO YyBCTBUTEIBHOCTb M HE MOAXOOUT A1 TOYHOMN
KOJIMYECTBEHHOM OLIEHKH aHTUKOAryJSHTHOTO 3¢eKTa, 0COOEHHO MPHU BBHICOKMX KOHIIEHTPAIMIX
nadurarpaHa B Ij1a3Me KpoBH. XOTs BbICOKHI mokazatens AUTB cienyer mHTEeprnpeTupoBaTh ¢
OCTOPOXHOCTBIO; BBICOKMU mokazatenb AUTB yka3piBaeT Ha TO, 4YTO MAIMEHT MOJy4aeT
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AHTHUKOAI'yJIAHTBL.

B menom MOXHO MPEANnoyoKHUTh, YTO TaKHUE MOKA3aTeIH AHTUKOATYJISHTHOW aKTUBHOCTH MOTYT
OTpaXkaTh CHIBOPOTOYHBIEC KOHIIEHTPAIUU Ja0UTaTpaHa U MOTYT CIIYKUTh PyKOBOACTBOM JIJIsl OLIEHKU
pUCKa pa3BUTHA KPOBOTEUEHHUsS, T.e€. TMpeBblleHne 90-ro MpOUEHTUISE MHUHUMAIbHBIX
CBIBOPOTOUHBIX KOHLIEHTPALMN JaburarpaHa Wiy aHajau3a KoaryJupyroueil akTHBHOCTH, TAKOT0 KaK
AUYTB, u3mMepeHHOro Ha MHUHMMaJIbHOM ypoBHE (rmoporoBeie 3HaueHus AUTB mpencrabiieHsl B
pazznene 4.4., Tabnuua 4), cauTaeTCs CBA3aHO C OBBIIIEHHBIM PUCKOM Pa3BUTHS KPOBOTCUCHHS.

Cpennsis reometpuueckasi Cmax JaburaTtpaHa B IUla3Me€ KPOBH B PABHOBECHOM COCTOSIHHH,
M3MEpeHHas IpUMEpHO yepe3 2 yaca rocie Moxy4eHus qadurarpana srekcunara 150 mr nsa pasa B
CYyTKH, cocTtaBisiia 175 Hr/mn ¢ mumamazoHom 117-275 vr/mn (muamasoH ot 25-ro o 75-ro
npouentmwien). Cpenass reomerpudeckass Cmin gaOurarpaHa B Iuta3Me KpOBU, H3MEPCHHas B
YTPCHHUE Yachl B KOHIIE MHTEpBajia JIO3UpOBaHMs (T. €. yepe3 12 4YacoB mociie mpuemMa BHYTPb
naburatpana 150 Mr B BedepHHE 4Yachl), coctaBmwia B cpexneM 91,0 Hr/min ¢ muanazoHoMm 61,0—
143 ar/mn (qnana3oH ot 25-ro 10 75-T0 IpoLeHTHIIeH ).

s manmenToB ¢ HOII, momydaromux JiedeHne ¢ 1EeNbi0 NTPOQUIAKTHKHA WHCYJIbTa U CUCTEMHBIX
TpoMO03MOoIuii B Buje naburatpana stekcunara 150 mr aBa pa3a B CyTKH:

e 90-if mpoLEHTHIb KOHLEHTpAluM JaburarpaHa B IIIa3Me€ KpPOBH, W3MEPEHHbIM Ha
MUHHMaJIbHOM ypoBHE (Yepe3 10—16 wacoB mocie mpuema mpenbiIymei 103bl), COCTaBUII
okoJio 200 Hr/mir;

e OBC na muHHManbHOM ypoBHEe (uepe3 10-16 wacoB mocne mpuemMa MNpeabIaylied 03bl),
npessimatoiee BI'H npumepno B 3 pa3za, otHocutcs k HaOnogaemomy 90-My NpoLeHTHIIIO
yanunenust OBC Ha 103 cexyHabl;

e otHomenne AYTB, mnpesbinatomee BI'H B 2 paza (mpononramuss AUTB npumepHo Ha
80 cexynn) Ha MuHUMaiIbHOM ypoBHE (10—16 wacoB mociie mpuema TpeabIIyIIeld T03bI),
orpaxkaeT 90-i mporeHTIb HaOIIOACHUH.

V¥ nmauuenTtoB, nonydaBmux jedeHue TI'B u TOJIA (maburarpana stexcuiar 150 Mr nBa pasza B
CYTKH), cpeanss reomerpuueckas Cmin 1aburatpana, usmepeHHas B TedeHue 10-16 vacoB mocie
npueMa 7035l B KOHIIE HHTEpBaJia Jo3upoBaHus (T. €. yepe3 12 yacoB mocie mpuema aaduraTrpaHa
150 mr B BeuepHHe 4achl), coctaBumna 59,7 Hr/ma ¢ quana3zonoM ot 38,6 10 94,5 Hr/mi (auamnazoH ot
25-to 10 75-ro nponertmieit). [1pu euernnn TI'B u TOJIA (maburarpana stekcunar B go3e 150 mr
7B pasa B CyTKH):

e 90-if mpOLEHTWIb KOHIIEHTpalMii JadurarpaHa B IUIa3Me€ KpPOBH, H3MEPEHHBI Ha
MUHUMAaIbHOM ypoBHE (uepe3 10—16 yacoB mocie momydeHus mpeablayei 103bl), COCTaBHII
0Ko0JIO 146 Hr/MmiI;

e OBC Ha mmHMManbsHOM ypoBHe (uepe3 10-16 gacoB mocne mpuema TpeapLIyIiei 103bI),
MIPEBBIIIAIOIIEe UCXOHBIN MOKa3aTellb MpUMEpHO B 2,3 pa3a, OTHOCUTCS K HAOII0IaeMOMY
90-my mpontenTiuro yymmHeHuss OBC Ha 74 ceKyHIBL;

¢ 90-if nponierTIiIE AUTB Ha MuaMansHOM ypoBHe (10—16 gacoB mocie npruema mpeasiayen
J103b1) cocTaBisil 62 CeKyHIbL, YTO B 1,8 pa3 npeBbIIaeT UCXOAHBIN MOKAa3aTENb.

Jlannable 10 (apMaKOKMHETHKE y MAIlMeHTOB, MOJyYaBIIUX JIEYeHHE Ja0urarpaHa 3TEKCHJIATOM B
no3e 150 Mr 1Ba pa3za B CyTKH ¢ 11ebio IpodunakTuky peruauBos TI'B u TOJIA, oTcyTCTBYIOT.

Knuanueckas 3¢ dheKTUBHOCTE U 0€30I1aCHOCTD

OmHuueckoe npoucxodrcoeHue
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KilMHM4YecKM 3HAYMMBIX OTHHYECKMX pa3iM4Uud CpeIMd IIallMEHTOB €BPOIECOMIHOM  Ppachl,
appoaMepHKaHIIEB, JaTHHOAMEPHUKAHIIEB, MOHTOJIOUTHOM pachl (anueHToB u3 SAnonuu u Kuras) He
HaOI0 1AMy,

Ipoghunaxmuxa uncyroma u cucmemuou mpomoodmo0auU y 83pocivix nayuenmos ¢ HOII, ¢ 00num
UNU HECKOILKUMU (haKkmopamu pucka

[Ipu miutenbHOM, B cpeaHeM okosio 20 MecsleB, MPUMEHEHUH y MAlUeHTOB ¢ (ubpusuisnuen
NpeJCcepAnid U C YMEPEHHBIM WJIM BBICOKMM PHUCKOM WHCYJIBTA HJIM CHCTEMHBIX TPOMOOIMOONUH
ObUIO MOKa3aHo, 4TO AadurarpaHa 3Tekcuiar B no3e 110 mr, Ha3HaueHHBIA 1Ba pa3a B CyTKHU, HE
ycrynan Baphapury 1mo 3pPeKTUBHOCTH PETOTBPAIICHUS HHCYIbTA U CHCTEMHBIX TPOMO0OIMOOIHIA
y mnauueHtoB ¢ H®II; Takxke B rpynme padurarpaHa ObLI0O OTMEUYEHO CHUXKEHHME pHCKa
BHYTPHUYEPEITHBIX KPOBOTEUCHUH M 0O0IIeH 4acTOThl KpoBoTeueHuil. [Ipumenenue Oosee BHICOKON
no3bl mpenapata (150 Mr aBa pasa B CyTKH) JOCTOBEPHO CHIDKAIO PHUCK HIIEMHYECKOTO U
reMOpPPAaruieckoro  HMHCYJIbTOB,  CEPACYHO-COCYIUCTOM  CMEPTHOCTH,  BHYTPUYEPEITHBIX
KpOBOTEUYEHHI U 0OIIeil 4acTOThl KPOBOTEUCHM MO CpaBHEHHUIO C BaphapruHOM. MeHblias 103a
nadurarpaHa XapaKTepr30Bajach CyIIECTBEHHO 00Jiee HU3KUM PUCKOM OOJIBIINX KPOBOTEUCHUH 11O
CPaBHEHHUIO ¢ BappapUHOM.

Yuctpiii kuHUYECKAN 3(PQEKT OmeHMBaICA MyTeM ONpeAeieHHUs KOMOMHHPOBAHHON KOHEYHOM
TOUKH, BKJIIOYABLIEH 4acTOTYy MHCYJIbTA, CUCTEMHBIX TpoMOoaMbonuii, TOJIA, octporo nngapkra
MHUOKap/ia, CEpACUHO-COCYIUCTON CMEPTHOCTH U OOJIBIINX KPOBOTECUEHHUH.

E>xeroanas 4actora epedrcIeHHBIX COOBITHN y MAMEHTOB, MOJIyYaBIIUX JaburarpaHa 3TeKCHUIIaT,
ObUIa HIDKE, YeM y MAIMeHTOB, MOJTyYaBIIUX BaphapyuH.

W3meHeHus B 5a0OpaTOPHBIX TMOKa3zaTensX (YHKIMM TEYEHH Y TMAalHUeHTOB, TMOTYYaBIINX
naburarpaHa 3TEKCUJIAT, OTMEUAJIUCh CO CPAaBHUMOW WJIM MEHBIIIEH YacTOTON IO CPAaBHEHHIO C
MarueHTaMHu, Oy4aBIIUMU Bap(apuH.

I[OHOJ'IHI/ITGHI)HOG HN3YUYCHHUC }Ia6I/IFanaHa OTCKCHUJIaTa B Ha6J'IIOI[aT€J'H)HI)IX HCCIICOOBAHUAX Y
MNalMUuECHTOB C H®II CBHUICTCIILCTBYCT, UYTO IMOKA3aTCIIN Sq)(l)eKTI/IBHOCTI/I 1 0e30IaCHOCTH npemnapara
B KIIMHUYECKOM MPAKTHUKE COOTBCTCTBYIOT PE3yJIbTaTaM PAHIOMHU3UPOBAHHBIX PICCJ'ICI[OB&HHﬁ.

PesynbTarsl IIPOCIEKTUBHOIO PaHIOMU3UPOBAHHOTO VICCIIEIOBAHHUS RE-CIRCUIT
MIPOJIEMOHCTPHUPOBAJIH, YTO BBIIOJHEHNE KATETEPHOW a0ialuy y MAIMEeHTOB C MapOKCH3MalbHOU
WIM Tepcuctupyromei ¢ubpwuisiuued npeacepauii, MOJyYalOIMIMX HENPEpBIBHBIA  Kypc
naburatpana stekcuiara B go3e 150 mr (1 karcyna) nBa pa3a B CyTKH, XapaKTepU3yeTCs] MEHBIINM
PHUCKOM OONBIINX KPOBOTEUEHUH B CPAaBHEHHUH € MAIIMEHTaMH, Y KOTOPBIX MPOLEAYpPa BHINOJIHAIACH
Ha (oHE HenmpephIBHOTO Kypca BapdapuHa. Pazmuuuii Mex 1y rpymniaMu CpaBHEHHST B OTHOLICHUU
94acTOThl KOMOMHUPOBAHHOM KOHEYHOM TOYKH, BKIIOYAIOIIEH WHCYJIBThI, CHCTEMHbIE SMOOIUHN WIN
TPAH3UTOPHBIC UIIEMHYECKUE aTaKH, BHISIBJICHO HE OBLIO.

Hayuenmui, nepenecuwue YKB co cmenmuposanuem

Pesynbrarel OTKPBITOTO PaHIOMHU3UPOBAHHOTO HCCIEA0BAHUS RE-DUAL PCI
MIPOIEMOHCTPUPOBAJIH, YTO IPUMEHEHHE JaduraTpaHa sTekcuiara B 1o3e 150 mMr aBa pasa B CyTKH,
mu60o B no3e 110 Mr aBa paza B CyTKM B KOMOMHAIMM C KJIONHAOTPEIOM WM THUKArpeiopoMm y
nanueHToB ¢ HOII, nepenecimx YKB co creHTUpoBaHuEM, XapaKTepU3yeTCs MEHBIIUM PUCKOM
pa3BUTHS TMEPBUYHON KOHEYHOW TOUYKM (OOJbIIME W KIMHUYECKH 3HAUYMMbIE KPOBOTEUEHHUS IO
knaccupukanuun ISTH) B cpaBHeHMM ¢ KOMOMHUPOBAaHHOM Tepamuel, BKJIIOYarolied B cels
Bap(hapuH B coueraHuu ¢ kiommaorpenom win Tukarpenropom u ACK. Ilpu sTom B OTHOmIEHUH
KOMOWHUPOBAaHHOH KOHEYHOM TOUKM d(PPEKTUBHOCTH, BKIIOYABIIEH B ceds cMepTh,
TpoMOOIMOOIIMUecKkre COOBITHS (MHGAPKT MHUOKApa, MHCYJIbT WU CUCTEMHBIC 3MOOIHH), JTHO0
HE3aIUIaHUPOBAHHYIO PEBaCKyJsipU3alnio, OOBbEIUHEHHAsh TpyIa MalueHTOB, IOTY4YaBIINX
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naburarpana sTekcuiar (o0e 1036l mpernapaTa) B KOMOMHAIIUH C KJIOHIOTPEIOM HIIM TUKATrPEIOpOM,
He ycrynana 1o 3((eKTHBHOCTH TpyINe MAalMeHTOB, MOJYYaBIINX KOMOMHHPOBAHHYIO TEPAInio
Bap(papruHOM B COUYETAHHUHU C KIOMHUIOTPesoM miu Tukarpeiaopom u ACK.

Hpodmﬂakmuka I’I’ZDOM603M60JZMIZ Y nauuerHmos ¢ npome3upoearHHbiM Kianaiom cepaua

B xone xnmmHMYecknx uccneaoBanuii ¢asel Il mpuMeneHus qaburatpana dTeKcuiata u BapdapuHa y
MAIMEeHTOB, TIEPEHECIINX OIIEPAIIHIO [0 3aMEHE KJIalaHa cep/Ia MeXaHU4eCKUM MPOTe30M (HeTaBHO
MIPOBE/ICHHBIC ONEpalMy U OIepalyy, MPOBeACHHbIe Oojee 3-X MecsAleB Ha3aa), ObUIO BBIABICHO
MOBBIIIIEHUE YaCTOTHI TPOMOOIMOOIIHMI U OOIIEro Ynciia KPOBOTCUSHHH (IPEUMYIIIECTBEHHO 3a CUET
MaJIbIX KpPOBOTCUCHMI) Yy TMAalMEHTOB, TMOJyYaBIIMX Ja0urarpaHa »sTekcuiaar. B panHem
MOCJICONEPAIIMIOHHOM ~TIEpHOJIe  OOJBbIIME KPOBOTEYCHUST B OCHOBHOM XapaKTEPU30BAIUCH
reMOpParunueckKruM BBHIIIOTOM B IEPHKAp/], 0COOEHHO Y MallMEHTOB, KOTOPBIM JadUraTpaHa dTeKCHUaT
ObUI HA3HAYCH B PaHHEM Mepuojie (Ha 3 JIeHb) MOocie XUPYPrUIeCKON 3aMeHbl KilarmaHa cepia (CM.
paznen 4.3.).

Jlewenue TI'B u TOJIA y e3pocavix nayuenmog (newenue TI'B/TDJIA) u npoghunakmura cmepmenbHvix
UCX0008, 8bI3b16AEMBIX IMUMU 3AD0NEBAHUAMU, Y 3POCILIX NAYUEHINO8

Pe3ynbpTaThl KIMHUYECKUX HCCIEAOBAHUN Yy manueHToB ¢ HamuuueM octporo TI'B w/mmm TOJIA,
KOTOpBIE MEPBOHAYAIBHO MOJIyYaIu NapeHTEPATbHYIO TEPAIMIO B TEYEHUE, KAK MUHUMYM, 5 ITHEMH,
MOATBEPANIIN, YTO Ja0urarpaHa sTekcuiaT B Ao3ze 150 Mr, Ha3HaueHHBINH [Ba pa3a B CYTKH, HE
ycrynan BapdapuHy 1Mo 3(P(EKTUBHOCTH B OTHOIICHWUH CHW)XCHHSI YaCTOTHI PEIMINBHPYIOIICTO
cumnroMatudeckoro TT'B w/unu TOJIA u ciiydyaeB cMepTd, 00yCIOBIEHHBIX STUMH 3a00JI€BaHUSAMU,
Ha MPOTSHKEHUU 6-MECIYHOrO0 TEepHoja JICYCHHsS. Y TAIlMEHTOB, MOJy4YaBIIUX JaburarpaHa
STEKCUJIaT, KPOBOTEUEHHUS OTMEYAIMCh 3HAUYUTEIBHO pEXe, 4YeM Yy MalHUeHTOB, MOJIy4YaBIIMX

BapQapuH.

YacTora pa3BuTus MH(pApKTa MHOKapAa BO BCEX MPOBOAUMBIX HccienoBaHuax npu BT Bo Bcex
Je4eOHBIX Tpymnmax Oblia HU3KOH.

Tokazamenu (;bVHKLlLlLl nevyeru

B wuccnenoBaHusX ¢ NPUMEHEHUEM AKTHBHBIX IIPENAapaTOB CPABHEHUS BO3MOXKHBIE HM3MEHEHHS
nokasaresnei (yHKIMU MeYeHU BO3HUKAIM y MAalMEHTOB, MOJy4YaBIIUX Aa0UraTtpaHa 3TeKCHIaT, Co
CpPaBHMMOM WJIM MEHBIIIEH YaCTOTON, YeM y MAllMEHTOB, MOTy4YaBIIUX BapdapuH. B uccnenoannu ¢
1anedo CyIIeCTBEHHOTO pPa3fMuMs B OTHOIIEHMM M3MEHEHHWH IMoka3aTeneil (QpyHKUUU MeyYeHH,
BO3MOXXHO HMMEIOIINX KIMHUYECKOE 3Ha4YeHHE, MEXIy IpylnaMu ¢ MpUMEHEHHeM JaduratpaHa
STeKCHUJIaTa U Manedo He OTMEYalloCh.

Ipoghunaxmuxa peyuousupyroweco TI'B u TOJIA y e3pocavix nayuenmos (npoguiraxmura
TI'B/TDJIA)

Pe3ynpTarhl KIMHUYECKOTO UCCIAEAOBAHMS y aueHTOB ¢ peuuauBupyromum TI'B u TOJIA, yxe
MOJIy4aBIIUX B T€YeHHE OT 3 10 12 MecslleB aHTUKOATYISHTHYIO Teparuio U HYXIaBIIUXCS B €
MIPOJIOJKCHHH, TTOATBEPIMIIH, YTO JICUYCHHE Ja0urarpaHa dTekcwiatoMm B jmo3e 150 mMr aBa pasa B
CYTKH He ycrynano nedeOHomy 3ddexty Bapdapuna (p = 0,0135). YV manueHToB, MOTydaBIINX
naburarpaHa JTEKCHJIAT, KPOBOTEUEHHUS OTMEYAIMCh 3HAYMUTEIBHO pEeXe, YeM Yy TMAalleHTOB,
MOJTy4aBIIUX BaphapuH.

B nccnenoBanum cpaBHeHUs JaOurarpaHa 3TEKCUIaTa ¢ Iianedo y NalueHToB, yKe MOIy4aBIInX B
teyeHue ot 6 1o 18 mecsueB ABK, O6bu10 ycTaHOBIIEHO, 4TO Aa0UraTpaH MpeBOCXOMI Mianedo B
OTHOIICHUHU NMPOPHUIAKTUKH peluIuBUpYytomiero cumnromaruueckoro TI'B/TDJIA, Bkitouas ciayyan
CMEpPTH OT HEYCTAaHOBJICHHOW NMPUYHMHBI; CHWKEHHE PHUCKA 3a MEpHOA JieueHUs coctaBuiio 92 %

(p < 0,0001).
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Yacrora pa3Butus nH(papKTa MHOKAapAa BO BCEX MPOBOAMMBIX HccienoBanuax npu BT Bo Bcex
JIe4eOHBIX TpyNax OblIa HU3KOH.

Loxazamenu d)VHKuMM nevyerHu

B wuccnenoBaHusX C NPUMEHEHUEM AaKTUBHBIX IIPENApaTOB CPaBHEHUS BO3MOXKHBIC W3MEHEHHUS
nokasaresei ()yHKIHHU MMeYeHU BO3HUKAIH y MAlMEHTOB, MOJyYaBIIUX Aa0UraTpaHa STEKCHIAT, CO
CPaBHUMOM MJIM MEHBLIEH 4aCTOTOM, 4eM Yy IallMEeHTOB, MOITy4aBIINX BapdapuH. B uccnenoBanuu c
ranedo CyHIeCTBEHHOTO pPa3NiMyvs B OTHOIICHHHM W3MEHEHHH IMoKa3aTened (pyHKIUU IeueHw,
BO3MOYKHO HMMEIOLIMX KIMHUYECKOE 3HAuY€HHUE, MEXAy IpylNIaMu C IPUMEHEHUEeM Jadurarpasa
ATEKCUIIAaTa U I1aledo HE OTMEYAIOCh.

5.2. ®DapMakOKHHEeTHYECKHE CBOICTBA

[Tocne mpuema BHYTpb JaburarpaHa 3TEKCUJIAT OBICTPO M MOJHOCTHIO MPEBpaIlaeTcs B Jadurarpas,
KOTOPBIN SIBNISIETCS aKTUBHOU (opMoOii B Tu1a3Me KpoBH. Paciiennienue npojekapcTBa gaburatpana
STEKCWJIaTa B pe3yjbTaTe KaTaJu3UpPyEeMOrO 3CTEpa3oil TUAPOJIM3a 10 AaKTUBHOIO BEIIECTBA
naburaTpaHa sBIsETCS Mpeodiagaromieil MeTaboInyecKoi peakiuei. AGCOI0THAsS OMOIOCTYITHOCTD
naburaTpaHa mocje npuemMa Jadurarpasa BHyTpb COCTaBHIIa IpuMepHO 6,5 %.

[Tocne npuema naburarpaHa BHYTPb y 3J0POBBIX JOOPOBOJIBLIEB (hapMaKOKMHETHYECKHI MPO(UIH
naburarpaHa B Iia3Me KpOBU XapaKTEPU3YEeTCsl OBICTPHIM YBEJIMUYEHUEM KOHIEHTpAIMU B ILJIa3Me
KpOBH, ITpH 3TOM Cmax focturaercs B Teuenue 0,5 u 2,0 yacoB nociie npuema.

AOGcopOrms

IIpu npumeHeHuMn paburaTpaHa 3TeKcuiara yepe3 1-3 yaca y MalMEHTOB IIOCIE ONEPATUBHOIO
JICYEHUSI OTMEYAEeTCsl CHUKEHHE CKOPOCTH BCAChIBAaHUs IMpeIapara 10 CPAaBHEHHMIO CO 30POBBIMHU
no6posoibiamMu. AUC xapakTepusyeTcs MOCTENEHHBIM MOBBIIIEHUEM aMIUIUTY/Ibl 0€3 MOsBICHUS
BBICOKOTO MTHWKa KOHIIEHTPAIMH B TuIa3Me KpoBU. Cmax B IJIa3Me KPOBH OTMEYAeTCs uyepe3 6 yacoB
nocje TNpUMEHEHUs paburarpaHa sTekcuiata. Cieayer OTMETUTb, YTO Takue (akTopbl, Kak
aQHEeCTe3Msl, Iape3 >KeyJOYHO-KHIIEYHOIO TpaKTa M XUPYprudeckas orepanus MOTYT HMETh
3Ha4YeHHUE B 3aMeJIJICHUHU BCAChIBaHUS HE3aBUCUMO OT JIEKapCTBEHHOH (hopMbl npenapara. CHUKEHHE
CKOpPOCTH BCachbIBaHUs IpenapaTa 0OTMEYaeTcsl OOBIYHO TOJIBKO B JI€Hb olepanuu. B nocienyromue
JTHYM BcacbIBaHME JaburaTpaHa MPOUCXOJIUT OBICTPO, ¢ AOCTHKeHHEM Cmax uepes 2 yaca 1mocie ero
IIpueMa BHYTPb.

[Tpuem NIy He BIUSET HA OMOJIOCTYITHOCTh JabUraTpaHa dTEKCHIIaTa, OJTHAKO BPEMS JIOCTUKCHUS
Cmax BO3pacrtaer Ha 2 vaca.

3naueHust Cmax 1 AUC ObUTH IPOTIOPIIMOHAILHEI IPUHSATONW BHYTPH J03€.

ITpu npueme naGurarpaHa dTeKCWiaTa B BUAE MeuleT 0€3 CIEeNUaJbHONW KalCylIbHOH 000JI0UYKH,
M3TOTOBJIEHHOM M3 THIIPOMEIUIO3bl, OMOAOCTYTHOCTh JaburaTpaHa 1o CpaBHEHHUIO C JIEKAPCTBEHHOU
dbopMoil B Karcynax MOXET yBEIMUMBAThCA NpUMEPHO Ha 75 % Npu OJHOKPATHOM IpHEME U
npuMepHo Ha 37 % mpu JOCTHXKEHHUU PAaBHOBECHOrO cocTosiHuA. IloaTomy ciemyer coxpaHATh
L[EJIOCTHOCTD KaICyJl, U3TOTOBJIEHHBIX U3 TUITPOMEIIO3bI, IPU MPUMEHEHUH IIpernapara ¢ TeM, YTOObI

I/I36e)I(aTB HECMPECAHAMCPCHHOI'O ITOBBIIIICHU 6I/IOI[OCTy1'IHOCTI/I L[a61/1ranaHa 3TCKCHJIaTa (CM. pasaci
4.2).

Pacnpenenenue

Hab6mromanock He3aBuCHMMOE CBSI3BIBaHUE JadWTaTpaHa ¢ OeIKamMu IIa3Mbl KpPOBH MpH HU3KOM (34—
35 %) ero xonneHTpanun. O0beM pacnpeaeneHus nadurarpana cocrapiser 60—70 1 u mpeBocXoauT
0o0beM 00IIEero cojep)kKaHHs BOJBI B OpraHMW3ME, YTO YKa3bIBaeT HA YMEPEHHOE paclpeleieHue
naburaTpaHa B TKaHSX.
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Buorpancdhopmars

MeTabos13M M BBIBEICHHE Ja0UTraTpaHa W3ydaiad IMOCIe OJHOKPATHOTO BHYTPHUBEHHOTO BBEIICHUS
PaIMOAKTUBHO MEUEHOro JaduraTpaHa 30pOBbIM MykuuHaM. [locie BHYTPHMBEHHOTO BBEICHUS
pagnoaKTUBHAs METKa Ja0uraTpaHa BBIBOJWIACH B OCHOBHOM Io4kamu (85 %). BeiBenenue uepes
KHUIIEYHUK COCTaBIsuio 6 % oT BBeneHHOU /103bl. CTeneHb U3BJICUEHUSI OOIIeH pajMOaKTUBHOCTH
cocraBisuia 88—94 % oT BBEICHHOM /10361 uepe3 168 4acoB mociie BBEICHHS JT035I.

Jlaburatpan moaBepraeTcs KOHBIOTaMM ¢ O0Opa3oBaHUEM (HapMaKOJOTHYECKH aKTHUBHBIX
anUITITIOKypoHU0B. CyIIECTBYIOT 4YeThIpe MMO3UIMOHHBIX u3omepa, 1-O, 2-O, 3-O, 4-O-
AlWITIIOKYPOHU, KaXIbIi M3 KOTOpBIX cocrtaBiser MeHee 10 % or olmero konuuecta
naburarpaHa B IUiasMe KpoBu. Crembl JIpyrux METa0OJUTOB OOHAPYKHBAKOTCA TOJIBKO MpPU
WCIOJIb30BAHUN BBICOKOYYBCTBUTEIIBHBIX aHATUTHYECKUX METO/A0B. Kak mpaBmio, nadurarpan
BBIBOJMTCS B HEM3MCHCHHOM BHJC IIOYKaAMH CO CKOpPOCThIO mpumepHo 100 mur/muH,
COOTBETCTBYIOIEH CKOPOCTH KiIy0oukoBo# puibTpanuu (CKD).

OIMMUHALIMSA

Konnenrpanust naburarpaHa B IUila3Me KpPOBU IPOJEMOHCTPHpPOBaja OMIKCIIOHEHIIHAIHLHOE
CHWKEHHE CO CpeIHUM KOHEeuHbIM nepuogoM mnonyBeiBeaeHus (T°2) 11 uyacoB y 370pOBBIX
TOOPOBOJIBIIEB MOKUIOTO Bo3pacTa. [ociae MHOTOKpaTHOTO MPUMEHEHHs Tpernapara KoHeuHbid T2
coctaBusl okosio 12—-14 yacoB. T'.2 He 3aBuCENl OT MPUHATON BHYTPh N103bl. 1'% yJUIMHSETCA TpU
HapylLIeHUH (PyHKLHU NOYEK, 4TO oTpaskeHo B Tabmnuue 23.

Oco0Oble I'pYHIIBI MIalIMCHTOB

Toueunas neoocmamounocme

B uccnenoBanusax I daszsr sxcnozunus (AUC) gaburatpaHa mocie mpueMa BHYTPb NMPHMEPHO B
2,7 pa3 BeIE y TOOPOBOJBIEB ¢ YMepeHHOU modeuHoi HemoctaTtouHocThio (KK 30-50 Mu/muH),
4eM y JOOpOBOJIBbIIEB O3 HAPYIICHUH (DYHKIIUH TTOYCK.

YV HeOoNBIIOTro Yucia T0OPOBOJIBIEB C MOYEUHON HEIOCTaTOYHOCTHIO Tspkenon crenenu (KK 10—
30 ma/mun) AUC naburarpana Obliia mpUMepHO B 6 pa3 Bhlille, a T'2 npuMepHO B 2 pa3a JAJTUHHEE,
YeM y MalMeHTOB 0€3 MOYEYHON HEeJOCTaTOYHOCTH (cM. paznensl 4.2., 4.3. u 4.4.).

Tabauna 23. T% CcOBOKYNHOro AaduraTpaHa y 3A0POBbIX YYACTHUKOB M YYACTHMKOB €
HapyumieHneM (PYHKIMHU MOYeK

[M(;I/CMT:H] Cpennnii reomerpudeckuii (gCV %; nuanason) Tz [yac]
>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, skcmosuruio maburatpana (MUHUMaJIbHOE W THMKOBOE 3HAYCHUsS) OICHUBAIU B
MPOCIIEKTUBHOM OTKPBITOM PAaHIOMH3UPOBAHHOM  (HapMaKOKMHETUYECKOM HCCIEIOBaHUU Y
nanueHToB ¢ HOII n HapymieHneM QyHKIIMN MTOYEK TSHKETIOW CTETICHH (OIpeesseMoi KaK KIIMPEHC
kpeatuauHa [KK] 15-30 mu/mMuH), monyyaronux gadurarpaHa 3TeKcuiaT 75 Mr JBa pa3a B CyTKH.

Takol pexuM TpHBEN K CPEAHEH reoMeTpUuecKOo MUHUMAIbHON KOHIEHTpamu# (Cmin), paBHOM
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155 ur/mi (gCV — 76,9 %), u3MepeHHO# HEeMTOCPEACTBEHHO Mepe/] MOIyICHUEM CIISAYIOMIEH 10351, U
K cpeaneit reomerpuueckoil Cmax, paBHo#l 202 ur/mn (gCV 70,6 %), usmepeHHoil dyepe3 JaBa yaca
1OCJIe MOTyYSHHS TOCIIeIHEH T03BI.

BriBenenne pgaburarpaHa MocpelCTBOM I'eéMOAHMAln3a HCCIEAOBAIU y 7 MAMEHTOB C MOYEYHOU
HEJOCTATOYHOCTHIO B TEPMUHAIBHOM cTanu 6e3 GuOpuiuIsiuy npeacepanii. J{nanu3 npoBom co
CKOPOCTBIO MOTOKA nuanu3ata 700 Mi1/MUH, MPOIOIKUTEIBHOCTBIO 4 yaca U CKOPOCThIO KPOBOTOKA
200 m/muH umn 350-390 mu/mMuH. DTO mpuBENO K cHMXeHHI0 oT 50 mo 60 % KoHueHTpanuu
naburaTpaHa COOTBETCTBEHHO. KonudecTBO BellecTBa, BBIBOJUMOIO IOCPEIACTBOM AHANN3a,
MPOIMOPIUOHAIEHO  CKOPOCTH KpoBoToka 10 300 mu/MUH. AHTUKOAryJIsiIHTHAasE aKTUBHOCTB
naburaTpaHa CHHKaJach MO MEpPE YMEHbILIEHHUS €ro KOHIIEHTPALMY B TIa3Me KPOBU; MPOLIeIypa HE
BJIMsIJIa HA COOTHOIIIEHUE (DapMaKOKWHETHKA/(papMaKoJMHAMUKA.

Menunana KK B mccnemoBanun RE-LY cocramsuia 68,4 mu/mus. Iloutu y monoBuHbl (45,8 %)
narueHToB B uccienoBannu RE-LY ormedanu KK > 50—< 80 mur/mMuH. Y manueHTOB ¢ HAPYIICHHEM
¢bynkun nouek cpenneil crenenu (KK B muanazone ot 30 mo 50 Mul/MHH) perucTpupoBaId B
cpenHem B 2,29 u 1,81 pa3 Goiiee BRICOKHE KOHIIEHTPAIIMH JJa0UTaTpaHa B Ijia3Me KPOBH JI0 U TTOCIIE
BBEJICHUS JI03bl, COOTBETCTBEHHO, M0 CPABHEHUIO C MalMeHTamMu 0e3 HapylieHHs (QYHKIUH MOYeK
(KK > 80 mur/muH).

Memuana KK B wmccaemoBannu RE-COVER cocrasisna 1004 mu/muH. Y 21,7 % nanmueHTOB
OTMeYaH HapymieHne GyHKIUH 1modek jerkoi crenenn Tspkect (KK > 50-< 80 mn/mun), ay 4,5 %
MAIMEHTOB PErUCTpUpoBaiu Hapymenue ¢yHkiun mnouek cpeaneit crenenu (KK ot 30 mo
50 vu/mMuH). YV MalMEHTOB C HapylieHHEM (QYHKIUH TOYCK CPETHEH CTEIeHW B PaBHOBECHOM
COCTOSIHMM KOHIICHTpaIu AadurarpaHa 0 BBEACHUS J103bI B IJIa3Me KpPOBU B cpeaHeM Obutd B 1,8
u 3,6 pa3 BeIe, ueM y naruerToB ¢ KK > 80 mu/mun coorBeTcTBeHHO. AHANIOornyHbIe 3HaYeHus KK
obun Haigensl B RE-COVER 1.

./Yut;a nooaicusioco sospacma

Crnenuduueckue hapMakoKuHETHYECKHE UccienoBanus | (ha3bl ¢ ydacTHeM MaIMeHTOB MOXKUIOTO
Bo3pacta npojaeMoHcTpupoBanu yBenmueHne AUC Ha 40-60 % u Cmax — Oostee uem Ha 25 % 1o
CPaBHEHHIO C TAKOBBIMH Y MOJIOJIBIX JIOOPOBOJIBIIEB.

BnusiHue Bo3pacTa Ha SKCIO3ULMIO AadurarpaHa noarBepauiu B uccineaoanun RE-LY c Gonee
BbICOKOM Cmin mpumepHO Ha 31 % y manueHToB B Bo3pacTe > 75 neT u npumepHo Ha 22 % Gonee
HU3KOW MHUHUMAaJIbHOM KOHLIEHTpaluel y MalMeHTOB B Bo3pacTe < 65 JeT M0 CpaBHEHHUIO C
naryreHTaMu B Bo3zpacte oT 65 10 75 net (cM. pazzaensl 4.2. u 4.4.).

Ileyenounas neoocmamounocms

He wnabmioganu u3MeHEHMH B OKCHNO3MLIMU JaburarpaHa y 12 y4acTHHUKOB C IE€YEHOYHOU
HEJ0CTaTOYHOCThIO cpefHei cremeHu TsokecTu (kinacc B mo kmaccuduxamum Yaina-Ileo) mo
CpaBHEHHMIO ¢ 12 manueHTaMu U3 KOHTPOJIbHOW Ipynibl (cM. pa3aensl 4.2. u 4.4.).

Macca mena

Cmin nmaburarpana Obuin mpumepHo Ha 20 % Huke y manmueHTtoB ¢ Maccoil terna > 100 kr mo
cpaBHeHHIO ¢ marnueHTamu ¢ Maccoi Tema 50-100 kr. BompmmucTBO (80,8 %) mMOOpOBOINIBIIEB
OTHOCWJIMCH K IpyIIIe NanueHToB ¢ Maccoi Tena > 50 kr u < 100 kr, IBHBIX pa3Inyuii HE OTMeYalln
(cm. paznenst 4.2. u 4.4.). JlocTynHBI OTpaHUYEHHBIC KIMHUYECKHUE TAHHBIE JJIS MAIIMEHTOB C MacCOM
tena < 50 Kr.

Ilon

DKCIO3UIMS JACWCTBYIONIETO BEIIECTBA B MCCIEIOBAHUAX NMEpBUYHON mpodunaktukun BTD Obuia
npumepHo Ha 40-50 % BpIlIe y MAalMEHTOB XEHCKOTO T0Ja; KOPpPEeKLHs [03bl Mpernapara He
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Tpebyercsi.
OmHuuueckoe npoucxoicoerue

He peructpupoBaiu KIMHUYECKH 3HAYUMBIC MEXKITHHYECKUE PA3IUYMs MEXIY MalueHTaMu
eBpOIICONIHON packl, adpoaMepHKaHLAMH, JaTHHOAMEPHKAHIAMHU, SIOHIAMH W KHTalIaMu B
OTHOLICHUU (PapMAaKOKMHETUKU U (papMaKoJUHAMUKH Ja0uraTpaHa.

PapMaKOKHHETHICCKHE B3aUMOJICHCTBHS

HccnenoBanusi B3aMMO/ICHCTBUS B YCJIOBHAX IN VILr0 He moka3aii MHrMOMPOBAHUS WM MHIYKIHH
OCHOBHBIX H30()epMEHTOB cuCTEMbI LuTOXpoma P450. 310 ObU10 MOATBEPHKAEHO UCCIEAOBAaHUSIMU B
yCIOBUSIX IN VIVO Ha 3/I0pOBBIX T0OPOBOJIBLAX, KOTOPBIE HE MPOJIEMOHCTPHPOBAIN B3aHMOICHCTBUSI
MEXIY OTHUM JIeYEHHEM M CIEAYIOIIMMHU JACHCTBYIOIIMMH BELIECTBAMU: ATOPBACTaTUHOM
(modepment CYP3A4), nurokcuHoM (B3aMMOJEHCTBHE C TIEpEHOCUMKOM i P-gp) u
nukiodenakom (m3opepment CYP2C9).

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. Ilepeyenb BcoMoOraTeibHbIX BellleCTB

BunHas kucnora
I'unpomennosza
I'mnponosa
Tanbk

CocraB KalCvyibl:

Kpviweuxa:

Turana guoxcun (E171)
WNuaurokapmusn (E132)
Kapparunan

Kanus xnopun
I'mnpomennosa

Bona ouninennas
Kopnyc:

Turana auoxcun (E171)
Kapparunan

Kanus xnopung
I'mnpomennosa

Bona ouninennas

Cocmasg uepnui:

[ennak

OTUNOBBIN ciUpT 0€3BOIHBIN
Usonponanosn’

Byranon!
I[IponuneHrIuKons:
AMMMaKa pacTBOp KOHLIEHTPUPOBAHHBIN
Kenesa okcua uepnsiii (E172)

Kanus rugpoxcun

Bona ounriennas®

1

1
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YS1unoselit cnupT Ge3BOIHBIN, H30TIPONAHOIN, OYTaHON, MPONMIEHIINKONb, AMMHAKa PACTBOP KOHIEHTPHPOBAHHBIM,
BOJIa OYHUIICHHASI HE IPUCYTCTBYIOT B KaIICyJIe, BEINAPUBAIOTCS TP HAHECEHHH.

6.2. HecoBMeCTUMOCTH
Henpumenumo.
6.3. Cpok roaHocTu (CPOK XpaHeHusl)

3 rozxa.

Cpok roIHOCTH Mpenapara mocjiae BCKPBITHS (uiakoHa — 4 Mecsiia.

6.4. OcoOble MepbI NPEIOCTOPOKHOCTH MPH XPAHEHUH

baucrep

XpaHuThb MpH TeMieparype He Boiiie 25 °C, B OpUruHaIbHOM OIUCTepe (C BIAromnorioTUTENEM) IS
3aIlUTHI OT BJIATH.

DuiakoH
XpaHuTh TIpu TeMIieparype He Boimie 25 °C, B OpUrHHaIbHOM (pi1akoHE (C BIArOMOTIOTUTENIEM) IS
3alUThI OT BJIard. XpaHUTh (UIAKOH MJIOTHO 3aKPBITHIM.

6.5. XapakTep U cojep:KaHHe YIAKOBKH

ITo 10 xancyn B 6aucTepe U3 KOMOMHHUPOBAaHHOTO MaTtepuaina u Biaronorioturens (OPA/AI/PE +
DES) u ¢onbru amomunueBoit (Al/PE). Ilo 3, 6 unu 9 6auctepoB BMECTE € JIUCTKOM-BKJIAIBIIIIEM
MOMENIAIOT B AaUKy KapTOHHYIO.

ITo 60 xancyn Bo ¢uakoHe U3 nmoaudTUIeHa BeIcOKOM miuotHocTH (II9BII) ¢ Bnaronoriorurenem,
yKkynopeHHoM mnonunponuiaeHoBoi (I1I1) kpslmkoi ¢ BIAaronorjioTUTENeM U KOHTPOJEM MEPBOTO
BCKPBITHAL. Ilo 1 q)HaKOHy BMECTC C IMCTKOM-BKJIQABIIIEM IMOMCHIAIOT B MMTAYKY KAaPpTOHHYIO.

MynsTuynakoBka: mo 10 kancy: B 6aucrepe 13 KOMOMHHUPOBAHHOTO MaTepraa U BIaronoraoTUTeNs
(OPA/AI/PE + DES) u ¢onbru amomunueBoir (Al/PE). Ilo 6 6muctepoB BMecTe € JIHCTKOM-
BKJIQ/IBIILIEM TTOMEIAIOT B MaYKy KapTOHHYIO.

Ilo 3 maukm KapTOHHBIC ITOMCINAIOT B ITaYKy KAPTOHHYIO U MAPKHUPYIOT STHUKETKOH WJIH IO 3 MaYKh
KapTOHHBIC CKPCIUIAOT ITPH IMTOMOIIHX JICHTBI U3 IMOJIUITUJIICHA 1 MAPKHUPYIOT ITUKETKOM.

He Bce pa3sMEphbI YITAKOBOK MOTYT OBITh AOCTYIIHBI JIA pCaIn3alnu.

6.6. OcoOble MepbI MPETOCTOPOKHOCTH NMPH YTHIM3AIUH HCIOJIH30BAHHOIO JIEKAPCTBEHHOTIO
npenapara MM OTXO0J0B, IOJYYECHHBIX IOC/Je NMPUMEHEHHs JEeKAPCTBEHHOr0 mpenapara, u
Apyrue MAHMIYJISLMHU € IPenapaTom

HWHCTPpYKIINS 10 BCKPBITUIO 6J'II/ICTCDa

W3Bneus kancyiy HEOOXOIUMO CIEAYIOUUM 00pa3oM:

1. CornyTb 61uCTEp 1O JTUHUM PAa3phIBa, OTACIUB OHY SUCHKY.
2. BCkpBITh OIUCTEp, OCTOPOKHO MOTSHYB 32 Kpait (posbr.

3. OCTOpOXKHO U3BJICYD KaICyIy.

4. TIporioTHUTh Karcyiy HEeIUKOM, 3alMBasi CTAKAHOM BOJIBL.

¢ He BeIIaBnuBaTh Karcyiy yepes (Qoibry.
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e He caumarh Gosbry npu OTCyTCTBHM HEOOXOJIUMOCTH B Karcyie.
HMHCTpYKIIKSA 00 OTKPBLITUIO (DIaKoHA

1. HaxxmuTe 1 oBEpHUTE KPBILIKY (pIIaKOHA.
2.Tlocne u3BIeYeHMS KATNICYJIbl HE3aMEUIUTEIHHO TUIOTHO 3aKPOUTE ()IIAKOH KPBIIIKOH.

Bech ocraBmmiicst JeKapCTBEHHBIM Mpenapar U OTXOIbI CIEAyeT YHHYTOKUTHh B YCTAaHOBJICHHOM
MOPSIIKE.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHU A

CnoBenus

AO «KPKA, n.1., HoBo mecTo»
[[Imapsemika necra 6, 8501 Hoso mecTo
Tenedon: +386 7 331 21 11

dakc: +386 7 332 15 37

Anpec snekrponnoii moutsl: info@krka.biz

7.1. IlpeacraBuTeJIb AEprKaTE/Isl PETHCTPALMOHHOIO YA0CTOBEPEHUs!
[Iperens3un notpeduTesell HAMpPaBIATh MO AAPECY:

Poccuiickas @enepannus

000 «KPKA-PYC»

143500, MockoBckast 00u1., . Mctpa, yin. MockoBckas, a. 50
Tenedon: +7 (495) 994 70 70

dakc: +7 (495) 994 70 78

Anpec anekrporHoii moutsl: Krka-rus@krka.biz

Pecny6nuka benapychb

ITpencraButensctBo AxiuonepHoro o6mectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecnyonuka CnoBenust) B Pecriyonuke benapych

220114, r. MuHnck, yn. ®unumoHoBa, 1. 2517, oduc 315

Tenedon: 8 740 740 9230

®axc: 8 740 740 9230

Anpec anekrponHoi moutsr: info.by@krka.biz

Pecny6nuka Kazaxcran

TOO «KPKA Kazaxcran»

050040, r. AnmaTtsl, Mukpopaiton KOKTEM-1, oM 15A, oduc 601
Tenedon: +7 (727) 311 08 09

Anpec snexrponHoit moutsl: info.kz@krka.biz

PecniyOnuka Apmenus

[pencraBurenscTBo «Kpka, 1.1., HoBo mecto» B PecniyOnuke ApmeHust

0001, r. Epesan, yn. Han6anass, n. 106/1 («CAAT-HOBA» BUSHEC-LIEHTP), oduc 103
Tenedon: +374 11 560011

Anpec snexkrponHoi moutsr: info.am@krka.biz

Keipreickas Pecriybmimka

[IpencraButensctBo AO «KPKA, ToBapHa 3apasuin, a.1., HoBo mecto» B Kbipreizctane
720040, Yyiickas o0nacts, T. bumikek, OynbBap DpKuHIUK, 1. 71, 6110k A

Tenedon: +996 (312) 66 22 50

Anpec anekTponHou mouthl: info.kg@krka.biz
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8. HOMEP PETUCTPALIMOHHOI'O YIOCTOBEPEHUS

JITI-Ne(000697)-(PT-RU)

9. KATEI'OPHUs OTITYCKA JIEKAPCTBEHHOI'O ITIPEITAPATA

JlexapcTBeHHBIH MpenapaT OTHOCUTCS K KaTErOPHH OTIIYCKa IO PELETITY».

OOmiasi XapakTepuCTUKA JICKApCTBEHHOTO mpemnapata JlaOWkcoMm MOCTymHA B €IMHOM pEecTpe
3apCrUCTPUPOBAHHEBIX JICKAPCTBCHHBLIX CPEACTB EBpaSHfICKOFO 3KOHOMHNYECKOI'0O COK3a MU Ha
odumaTEHOM caire YIHOJIHOMOYEHHOI'0 oprasa (3xcnepTHOM OpraHu3aINH)
https://Ik.regmed.ru/Register/EAEU_SmPC.
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