OBILIAA XAPAKTEPUCTUKA JTJEKAPCTBEHHOI'O ITPEITAPATA

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

Jlabukcom, 110 mr, Karcys

2. KAMECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB

JlelicTBy1oIIIee BEIIECTBO: JabUraTpaHa dTEKCUIaT.

Kaxnas karcyna comepxut 110 mr maburarpana stexcuiata (B BUAE JaOWraTpaHa 3TEKCHiIaTa
ME3HJIaTa).

[TonHbIi IepeueHb BCIIOMOTaTENbHBIX BEIIECTB MPHBEIEH B pa3zaeie 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancynbr.

Kancynsr Ne 1. Kpeimeuka u kopnyc Kamncyisl — cHHEro npera. Ha Koprmyc Karcylsbl YepHbIMU
yepHWIaMu HaHeceHa Haamuch «110». ConmepxuMoe Karcysibl: HEUIEThl OT KEITOBATO-0eoro 10
CBETJIO-)KEJITOr'0 11BETA.

4. KIMHUYECKUE JAHHBIE
4.1. Iloka3zaHusi K IPUMEHEHHIO

L4 HepBI/I‘lHa}I HpOCI)I/IHaKTI/IKa BCHO3HBIX TpOM603M6OJ'II/I‘-IeCKI/IX OCJIOKHEHHUM Y B3pPOCIBIX
MalMEHTOB B BO3pacTe OT 18 JIET, HCPCHECIINX INIAHOBOC TOTAJIBHOC 3HAOIMPOTC3UPOBAHUC
T33066I[peHHOFO CyCTaBa UJIK TOTAJIBHOC SHAOMPOTC3UPOBAHNUEC KOJICHHOT'O CYCTaBa.

e [lpodunakTiuka MHCYIbTA, CUCTEMHBIX TPOMOOIMOOIMI U CHUKEHUE CEpJeUHO-COCYAUCTON
CMEpPTHOCTH y B3pOCIBIX MAlIMEHTOB B Bo3pacTe OT 18 JjeT ¢ HekilanaHHOW (uOpmisanuen
npencepanit (HOIT) u oguuM umm Gonee (akropamMu pHCKa, TAaKUMH KaK HNEpEeHECEHHBIN
UMHCYJIbT WJIM TpaH3uTopHas umemudeckas ataka (THA), Bozpact > 75 jer, XpoHHUYECKas
cepaeyHas HeaocTaTo4HOCTh (> Il pyHKIMOHaNBEHOTO Kinacca mo kiaccudukamuu NYHA),
caxapHblii auabeT, apTepualibHas THIEPTEH3Us, COCyIUCToe 3a0oJjieBaHUE (TIEePEHECEHHBII
uHpapKT MHOKapjaa, 3abosieBaHue MepudepruecKuX apTepuil WM aTepOCKIepOTHYECKas
OJisIIIKa B aopTe).

o JleueHue M mnNpoduUIAKTHKA PEUUIUBOB OCTporo TpombOosza riaybokux BeH (TI'B) w/mmm
TpomMOoaMOoanK sierounoit aprepun (TDJIA) um mpoduinakTuka CMEpPTENbHBIX HCXOJIOB,
BBI3bIBAEMBIX 3TUMHU 3a00JI€BAaHUSIMH, Y B3pOCIIBIX AIIMEHTOB B Bo3pacTte OT 18 jer.

4.2. Pe:xuM 103MPOBaHUS U CIOCO0 MPUMeEHEHHUs

[Ipenapar Jlabukcom Beimtyckaercs B karcyiax 75 mr, 110 mr u 150 mr.

Pe:xuM 103MpoBaHus

Ilepsuunasa npouiakmuka _8eHO3HbIX _MPOMOOIMOOIUUECKUX OCAONCHECHUIL YV 83DOCTbIX




RAUUCHMO08, NePeHecuux __NI1aH080e _MOMAIbHOe _IHOONDOME3UPOSAHUE _mMA300e0peHH020
cycmasa uau_ momaibHoe IHOONPDOME3UPOBAHUE KOJEHHO20 CYCmasd

Pexomenayemsie 10361 mpenapara J[aOMKCOM W TPOAOIDKHTEIBHOCTh TEPANUM ISl MEPBHYHON
po(UIaKTUKKU BEHO3HBIX TpoMO0o3MOomuii (BTD) npu opTonenuueckux onepanusx NpeacTaBlICHbI

B TabOmure 1.

Tabauna 1. PexomeHayemble 103bI

npopuiaaktuxku BTI npu opronennyeckux onepanusix

U TPOACLKHTENLHOCTh Tepanuu AJds NepBUYHOI

Hauano
JieYeHus1 B HauaJjio npuema
JAeHb ONlepaluy | MoAepKUBaIoLIei Hponoawurensuocts
yepe3 1-4 yaca | 103blI B IepBbIii fipuema N
No/IIep:KUBaOIIEe
nocje JAeHb MocJje 10351
3aBepuIeHUs! onepamnun
onepanuun
[TarmenTs! mocne mianoBoro | 1 karcyna 1o | 220 mr (2 kancynsl | 10 gaeit
TOTAIBHOT'O 110 mr nmo 110wMr) onun
SHIOIIPOTE3UPOBAHHS pa3 B CyTKH
KOJICHHOT'O CyCTaBa
[TaneHTHI MOCIe TUIaHOBOTO 28-35 nueit
TOTAJILHOTO
SHIOIIPOTE3UPOBAHHS
Ta300€IpeHHOr0 CyCcTaBa
PexomMeHn10BaHO CHUKEHHE 103bI
[Matmenter ¢ HapymenueM | 1 karcynma  mo | 150 mr (2 kamcynst | 10 nuei
GyHKIIMM  TOYeK  cpenHew | 75 Mr 1o 75 Mr) oAuH pa3 | (SHIAOMPOTE3UPOBAHHE
CTCTICHH TSDKECTH (KITUPEHC B CyTKH KOJIGHHOTO cycTaBa)
kpeatuanHa  (KK) 30— WIN 28-35 nHeit
50 mn/muH) (3HI0MPOTE3UPOBAHUE
Ta300€ApPEHHOT0
CycTaBa)
[MarueHTs!, KOTOpBIE
OJTHOBPEMEHHO TPHHUMAIOT
Bepamammin®, aMHOJIapOH,
XUHUJIAH
[TarmenTsl B Bo3pacte 75 et
WJIM CTapiie

*VY manueHTOB ¢ yMEPEHHBIM HapylleHHeM (YHKIHWH TOYeK, OJHOBPEMEHHO IMOJYYarOIMX BepamaMmi, CM. pa3iel
«IIpumMeHeHne B 0COOBIX TPYMIax MaI[IEHTOBY.

[Tpu npoTe3upoBaHUK KOJIEHHOTO U Ta300€JpEeHHOr0 CyCTaBOB, €CJIM FeMOCTa3 He JIOCTUTHYT, Ha4aJio
JIeUeHUs ClIeAyeT OTI0KUTh. Eciin TeueHne He HayaTo B IEHb ONEPALUH, TO JEUSHHE CIIeyeT HayaTh
c npuema 2 kancyn npenapara Jlabukcom no 110 Mr onuH pa3 B CyTKHU.



OreHka QYVHKIMU MOYEK JI0 M BO BpeMsl JedeHus npernaparoM JJabukcom

VY Bcex manueHToB, OCOOCHHO y MAaIlMEHTOB MOXKUIIOTO BO3pacTa (> 75 JieT), MOCKOJIbKY MoYeqYHast
HEJ0CTATOYHOCTh MOKET OBITh YaCTOW B ATOW BO3PACTHOU TPYTIIIE:

e 10 Hayasa JieueHus npenaparom [labukcom Bo n3bexaHne Ha3HAYCHUs Tpernapara nanueHTam
¢ TsokenbiM HapymierreMm ¢yHknuu noudek (KK < 30 mu/mMuH) HeoOXoauMo mpeaBapuTeIbHO
olleHUuTh (PyHKIUIO TTouek myTem onpenenenus KK (cm. paszgensi 4.3., 4.4. u 5.2.);

o (QyHKIHS MMOYEK JOJHKHA OIICHUBATHCS B MPOIECCE JICUSHUS, KOT/Ia BO3HUKAET MOJ03PEHUE O
BO3MOYKHOM CHW)KCHUU WIH YXYAIICHHH (PYHKIUH TOYEK (Hampumep, NpU THUIIOBOJIEMUH,
JEeTUapaTalii, OJHOBPEMEHHOM MMPUMEHEHHUH ONPEACIICHHBIX JIEKAPCTBEHHBIX MPEMapaToB U
T. IL.).

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

IIponviiienHas no3a

PexkoMenayercss mpuHATH OOBIYHYIO CYTOYHYIO 103y mpemnapara J[abukcoM B 0OBbIYHOE BpeMms Ha
cleqylomui eHb. B ciaydyae mpomycka OTAENbHBIX 703 HE ClEAYeT MPUHUMATh JIBOMHYIO 103y
npernapara.

OtMmena nopemnapara Jadbukcom

Jleuenue npenapatom JlabMKCOM He CIeayeT MmpeKpamaTbh 0e3 KOHCYJIbTaluu ¢ BpadoM. [laruenrta
cienyeT TpPOMH(POPMUPOBATH O HEOOXOJMMOCTH OOpallleHHs K JiedyaluieMy Bpady [pu
BO3HUKHOBCHUH CHMIITOMOB CO CTOPOHBI MHUIEBAPUTEIBHON CUCTEMBbI, TAKMX KaK JUCIENCHUs (CM.
paznen 4.8.).

H3MeHeHne aHTUKOAryISHTHOM Tepanuu

Illepexoo om npumenenus npenapama J[labukcom K NapeHmMeparbHOMy  HPUMEHEHUIO
AHMUKOARYIAHMO8

[TapenTepanibHOE BBEACHHWE AHTUKOATYJSTHTOB CIIEAYyEeT HAauWHATH 4epe3 24 Jaca mocie npuema
nociuenHel 1o3sl npenapara Jlabukcom (cM. pazaen 4.5.).

Ilepexo0 om napenmepaibHO20 NPUMEHEHUS AHMUKOA2YTIAHMOS8 K NPUMEHEHUI) npenapama
Jlabuxcom

[epBas no3a mpenapata JJabukcom Ha3HAYAETCS BMECTO OTMEHSIEMOTO aHTUKOATYJISTHTA B UHTEpBaJIe
0-2 yaca nepej] BBEJICHHEM OUEpEeIHON MHBEKIMU abTEePHATUBHOM Tepanuy Uil OJHOBPEMEHHO C
MpeKpalleHueM B CiIy4ae HEMpPEphIBHOTO BBEACHHS (HANpHMeEp, BHYTPUBEHHOTO TPUMEHEHUS
HedpakuroHnuposanHoro renapuna (HOI)) (cm. paznen 4.5.).

Oco0BbIe TPYIIIHI MAIMEHTOB

HauueHmbz C NOYEYHOIU HeOOCMAMOYHOCIbIO

[Ipumenenne mnpemnapata J[aOMKCOM y TAIMEHTOB C TSDKEIBIM HapylleHHeM (YHKIIUU TTOYeK
(KK < 30 m/muH) nmpotuBomnoka3ano (cM. pasaen 4.3.).

PexoMeHnyercst KOppeKIHs J03bl y MAUEHTOB C YMEPEHHBIM HapylieHreM ¢pyHKiuu nouek (KK 30—
50 mu/mun) (cm. Tabnuiy 1 Beine u pa3genst 4.4. u 5.1.).

Oonoepemennoe npumenenue npenapama Jlaburxcom ¢ uneubumopamu P-enuxonpomeuna (P-gp) om
C1abwix 00 yMepeHHbIX (Hanpumep, amuoO0apot, XUHUOUH UTU 8epandamu)

Crienyer CHM3WTDH 103y mpenapara Jlabukcom B cooTBeTcTBUHU ¢ Tabmuiei 1 (cM. Takxke pasmaess
4.4.u 5.1.). B aT0#t cutyanuu npenapar J[abMKkcoM M yKa3aHHbIE Tpenaparhbl cielyeT IpUHUMATh



OJTHOBPEMEHHO.

Y mnanMeHToB C yMEpEeHHBIM HapyuleHHeM (YHKIUU T[O0YeK, OJHOBPEMEHHO MOJyYaroluX
Beparnammuil, CJIeyeT pacCCMOTPETh BO3MOKHOCTh CHIDKEHUS JI03bI npenapara J[abukcom 10 75 mr B
cyTkH (cM. paznensl 4.4. u 4.5.).

ﬂuua nooaicus0co so3pacma

VY nmanueHTOoB MOXKUIIOTo Bo3pacTa (crapiie 75 JieT) peKOMEHAyeTCs CHUKEHUE 1036l (cM. Tabmwmiy 1
BbIIlIE U pa3nensl 4.4. u 5.1.).

Macca mena

KnuHudeckuii ompIT MPUMEHEHHs y TAIUEHTOB ¢ Maccoil Tena meHee 50 kr winu Gomee 110 xr B
PEKOMEHIYEMbIX 033X KpallHe OrpaHH4YeH. YUYWUThIBasg HWMCIOIIMECS KIMHUYECKUE H
(hapMaKOKMHETHYECKHE JTaHHbBIC, KOPPEKIMH 1036l HEe TpeOyercs (cM. pasaen 5.2.). OgHako TakuM
MaIMeHTaM PEKOMEHIYETCS TIIATEIbHOE KIIMHIUYECKOe HaOmroneHue (cM. paszaen 4.4.).

Llon
Koppekuust 1o3s1 He Tpebyercs (cM. pa3aen 5.2.).
eTH

[Ipemapar Jlabukcom y geTeil W TOAPOCTKOB 10 18 jieT He NPUMEHSIOT [UIsi HEPBUYHOM
PO UIAKTUKH BEHO3HBIX TPOMOOIMOOIHMYECKUX OCIIOKHEHUN Y MAIMEHTOB, KOTOPHIM BBITIOJTHEHO
IUTAHOBOE TOTAJIBHOE SHIONPOTE3UPOBAHHE Ta300€IPEHHOr0 CycTaBa WM IJIAHOBOE TOTAIbHOE
SHAOIPOTE3UPOBAHNE KOJIEHHOI'O CYCTaBa.

Ilpogpunaxmuka uncyiroma, cucmemuovliX mpomMooIMOOIUI U CHUIICCHUE CePOCUHO-COCYOUCHION
cmepmuocmu y 63pociavix nauuernmoe ¢ HOII u oonum unu donee haxmopamu pucka

Jeuenue u npodunaxmurxa peuuoueoe TI'B u/uau TIIA u npodpuraxmuxa cmepmenbHbixX
UCX0008, 6bI3bIEACMBIX IMUMU 3A001e6aAHUAMU, Y 63DOCALIX HAUUECHMOE

Pexomengyembie n03bl mpemnapara J[aOWKcoM MO yKa3aHHBIM TOKa3aHUSM TPEACTABIEHBI B
Tabnuue 2.

Tabamna 2. PexoMenayemble 103bI  NpPpH  NPOQUWIAKTHKE  HHCYJbTa, CHCTEMHBIX
TPOMO0IMOOJINI M CHUKEHHH CepPAeYHO-COCYIMCTON CMEPTHOCTH Y B3POC/bIX MALMEHTOB €
H®II n oqgaum nim 60g1ee paxkropamu pucka, TI'B nu TIJIA

PeKOMeH)IyeMbIe A03bI

Cytounas pmo3za 300 Mr mnpemapara JlaGukcom
(1 xarricyna mo 150 mr gBa pa3a B CyTKH).

[TpodpumiakTuka HHCYIBTA, CUCTEMHBIX
TPOMOO3IMOONUI U CHUKEHUE CEepACUHO-
COCYIIUCTOM CMEPTHOCTH Yy B3POCIBIX
manuenToB ¢ HOII u ogunm mim Ooliee
dakTopamu pucka

B HEKOTOPBIX KIMHUYECKHX CUTYAIMSIX MOXKET ObITh
paccMOTpPeHO TpPHMEHEHHE CHWKCHHOW 03Bl —
220 mr (1 xancyna o 110 mr aBa pa3a B CyTkH) (CM.
Tabmuiy 2 Hwke u moapaszaen «Ocobble TpyHIibl
MalUEHTOBY)

Jledenne u TpoUIAKTHKA PEIUAUBOB
octporo TI'B  wwmmu TOJA wu
npo(UIaKTUKA CMEPTENbHBIX HCXOJIOB,
BBI3bIBAEMbBIX 3TUMU 3a00JI€BaHUSIMU

Cytounas pmo3za 300 Mr mnpemapara JlaGukcom
(1 xaricyna mo 150 Mr aBa paza B CyTKH) IOCIE
MapeHTEPATIbHOTO  JICYEHUSI ~ AHTUKOATYJITHTOM,
MPOBOJIAIIETOCS B TCUCHUE, KAK MUHUMYM, 5 JTHEH.

B HCKOTOPBIX KIIMHUYCCKUX CUTYAUAX MOKCT OBITE
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paccMOTpPEHO MPHUMEHEHHE CHUKEHHOM 03Bl —
220 mr (1 xaricyna mo 110 Mr aBa pasza B CyTKH) (CM.
Tabmuy 2 Hiwke u noapasaen «Ocobble Trpynmbl
MaIMEHTOBY)

PexoMeHI0BaHO CHUKEHHE 10351

[TanmenTs! cTapuie 80 geT Cyrounas po3a 220 mr mnpenapara Jlabuxcom
(1 xarrcyna o 110 mr aBa pa3a B CyTKH)

HaI_[I/IeHTI)I, OIHOBPEMEHHO
IoJrydaromuye BeparamMulil

CHU:KeHHe /103bI 110 YCMOTPEHHI0 Bpaya

[TartmenTs B Bo3pacte oT 75 no 80 jet Cyrounyro no3y 300 mr wim 220 Mr mnpenapara
JlabukcoM crienyer moadoupaTh HMHAMBHIYaJbHO Ha
[TanuenTsl ¢ yMEPEHHLIM HAPYIIEHUEM | OCHOBAHMU OLEHKH IOTEHIUAIBHOTO PUCKA Pa3BUTHS
¢ynkuumn noyex (KK 30-50 mir/muH) TPOMOOIMOOIMH U KPOBOTEYEHHS

[TaneHTBI € TacTpUTOM, 330(aruToM
WIn racTpossodareanbHoit
pedutokcHoit 6one3nbio ([OPB)

prrl/le NanuMeHTbl C IIOBBIIICHHBIM
PUCKOM Pa3BUTHA KPOBOTCUCHUA

Jlns nokazanus «Jleuenue u npopunaxktuka peruauBos octporo TI'B n/nmu TOJIA n npodunaktuka
CMEpTENbHBIX MCXOJIOB, BBI3BIBAEMBIX JSTUMHU 3a00JEBAaHUSMHU, Y B3pPOCIBIX MAIUEHTOB)»
peKoMeHaluu Mo npuMeHeHuto npenapara [labukcom 220 mr (1 xancyna no 110 mr aBa pasa B
CYTKM) OCHOBaHbl Ha (apMaKOKMHETHMUECKUX U (papMakOAMHAMMYECKUX JaHHBIX; JaHHbIE
KJIIMHUYECKUX UCCIIEJOBAHUM OTCYTCTBYIOT.

OueHka OVHKIIMA IOYEK JI0 M BO BpeMs JieueHus npernaparom J1abukcom

VY Bcex ManueHTOB, OCOOEHHO y MAIMEHTOB MOXKUJIOr0 Bo3pacTa (> 75 JeT), MOCKOIbKY MOueqHas
HEJIOCTATOYHOCTH MOKET OBITh YAaCTOM B 3TOW BO3PACTHOM TpyIIIIE, CICTYET:

e 710 Hayasa JieueHus rnpemnaparom JlabukcoM Bo n3bekaHNe Ha3HAUYEHUS Mperapara manueHTaM
¢ TsokenbiM HapymeHneM @yHknuu nodek (KK < 30 mi/mMuH) HEOOXOIUMO TIpeaBapUTEITHEHO
oLeHUTh QyHKIHIO ouek mytem onpenenenust KK (cm. pazgenst 4.3., 4.4. u 5.2.);

¢ (yHKIMS OYEK JOJDKHA OI[EHMBATHCS B IMpoOIlecce JICUEeHUs], KOTJja BO3HUKAET MOJ03pEHHE O
BO3MOYKHOM CHW)XCHUW WIH YXYAIIEHHH (YHKIUU TOYEeK (HAmpuMmep, NMPHU THUIIOBOJIEMHH,
JeTUipaTalui, OJHOBPEMEHHOM MPUMEHEHUH ONPEIEICHHBIX JIEKapCTBEHHBIX MpenapaToB U
T. IL.).

JlonoHUTEbHBIE TPEOOBaHMS K MAIIMEHTaM C JIETKOW M YMEPEHHOM MOYEeYHON HEeTIOCTATOYHOCTHIO
Y MalMeHTaM cTapiie 75 JeT:

e QpyHKIMIO TOYEK BO BpeMms JjeueHus mnpenaparom JlaOMKcoM cienyeT OLeHMBaTh, Kak
MUHUMYM, OAWH pa3 B IOJ WM 4Yalle, B 3aBUCUMOCTH OT KJIMHUYECKOW CUTYyallUH, KOrzaa
BO3HHUKAET MOJ03PEHUE O BO3MOKHOM CHUKEHUU WIH YXYIIEHNN (QyHKIMHU TOYeK (Harpumep,
IIPU TUIIOBOJIEMHUH, 00€3BOKMBAHUY, WIH B CIIyyae OJHOBPEMEHHOTO MPUMEHEHHS HEKOTOPBIX
JIEKapCTBEHHBIX MPENapaToB U T. I1.).



B kauectBe Meroma omeHku QyHKIMH mouek ucmnoibizyercs pacuetr KK mo dopmyne Kokpodra-
l'onra.

JIIUTENbHOCTh NPUMEHEHUS

[TpoomxuTeIbHOCTE IPUMEHEHHS TTpenapaTa JJabukcoM i npoUIaKTHKA HHCYIIBTA, CHCTEMHBIX
TpOoMOOIMOOUIT M CHIKEHUH CEplICYHO-COCYAMCTON CMEPTHOCTH y MAMEHTOB ¢ (pubpuiisiuei
npeacepauii, TI'B u TOJIA npencrasinena B Tabaure 3.

Tabampa 3. JIuTelbHOCTH NPUMMEHEHUsl Mpenapara npH NPoQHIAKTHKE HWHCYJbTA,
CHCTEMHBIX TPOMOO0MOOIMA W CHHMKEHHH CePAEeYHO-COCYJAUCTOH CMEPTHOCTH Y B3POCJIbIX
nauueHToB ¢ H®II u onnum nim 6osee paxkropamu pucka, TI'B u TIOJIA

Iloka3anue K NpUMeHEeHHIO JduTeJbHOCTH MPUMEHEHUS

[Ipodunaktuka UHCYNbTa, | Tepamus 10JKHA IPOAOIIKATHCS OKUZHEHHO.
CHCTEMHBIX TpOoMOOIMOONUil
CHIKEHHM CEepJIe4HO-COCYAUCTON
CMEpPTHOCTH y nauueHToB ¢ HOII
U OJHMM WJIM Oojiee (dakTopamu
pHcKa

TI'B/TOJIA [IpoOMKUTENLHOCT TEpaUU  JIOJKHA  ONPENECHATHCA
VHIUBUIyaJIbHO TocJje TIIATEIILHOM OILICHKU
3¢ (PEKTUBHOCTH JICUECHUS M PUCKA PA3BUTHS KPOBOTCUCHHS
(cm. paznen 4.4.).

KopoTkast npoJoKuTeIbHOCTh Tepanuu (1o KpaitHel mepe
3 MecsIeB) JODKHA PAacCMAaTpUBATBCA TPH  HATHMYUHU
npexofsamux (akTopoB puUCKa (HampuMmep, HEIaBHO
IIPOBEJICHHOE XHPYPrU4YE€CKOe BMELIATENIbCTBO, TpaBMa,
UMMOOHITU3AINS), a Oonee JUIATEIbHAS
MPOJOKUTEILHOCTD TEPANUU — IPU HAJTUUUU MOCTOSTHHBIX

¢dakTOopoB pucKka WM npu uauonaruyeckom TI'B wumm
TOJIA.

IIponyiieHHas g03a

[Iponymennyto no03y mnpenapata J[abukcoM MOMKHO NPUHATH B TOM Cllydae, €ClIM JI0 NpuemMa
OYepesHOM 1103l mpemapaTa ocTaercss 6 4acoB M 0ojiee; e€ciM CpPOK COCTaBMJI MEHee 6 4acos,
IIPOIYINEHHYO 03y IPHHHUMATh HE CleqyeT. B ciaydae mpoIrycka OTAEIBHBIX 103 HE CIIEHLYEeT
IIPUHUMATD JBOMHYIO O3y IIpernapara.

OtMmeHna nopemnapara Jadbukcom

Jleuenue npenaparom J[abukcoM He cienyeT mpekpaiiarh 0e3 KOHCYJIbTalluu ¢ BpadoM. [lamnuenTa
creayer mpouH(GOPMUPOBaTH O HEOOXOAMMOCTH OOpalieHHs K JiedamieMy Bpady Ipu
BO3HUKHOBEHHU CHUMITOMOB CO CTOPOHBI MHIICBAPUTEIBHON CHUCTEMBI, TaKHUEe KaK Harpumep,
mucriencus (cm. paszaen 4.8.).

H3MeHeHNEe aHTUKOAryISHTHON Tepanuu

Illepexoo om npumenenus npenapama [labukcom K NaApeHmMeparbHOMy  HPUMEHEHUIO
AHMUKOALYTIAHMO8

[TapeHTepasibHOE MpPUMEHEHUE aHTHKOATYJISIHTOB ClIeyeT HauMHaTh 4yepe3 12 vaca mocie mpuema
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MocIeAHe| 103kl penapaTa JJabukcom (cM. pasaen 4.5.).

Ilepexoo om napenmepanvbHO20 NPUMEHEHUS AHMUKOAZYNSAHMOE K NPUMEHEHUNO Npenapama
Jlabuxcom

[lepBas no3a npemnapara JJabukcom Ha3HAYAE€TCs BMECTO OTMEHIEMOI0 AaHTUKOATryJISTHTa B UHTEpBaJIe
0—-2 vaca mepesa BBEIEHHEM €r0 OYEPETHON J03bI MM OJHOBPEMEHHO C MpPEKpalleHHUEeM B cliydae
HENPEPBIBHOI'O BBEJICHUS (HalpuMep, BHYTPUBEHHOTO npuMeHeHuss HOT).

Ilepexoo om npumenenus npenapama Jlabuxcom Kk npumerneruro anmazonucmog sumamuna K (ABK)
Hauano npumenenus ABK crnenyer ckoppexktupoBats ¢ yaerom KK cienyromum o6pazom:

e npu KK > 50 mur/mun npumenenne ABK ciemyer HaumHaTh 3a 3 1HS 0 OTMEHBI IIpernapara
JlabukcoMm;

o nmpu KK > 30-<50 min/mun — npumenenune ABK cnemyer HaumHath 3a 2 JHS IO OTMEHBI
npenapata Jlabukcom.

[Tockonbky npenapat JJabukcoM MOXKET BIMATH Ha MEXKTyHAPOAHOE HOPMAIM30BaHHOE OTHOIICHUE
(MHO), MHO 6yger nyuiie otpaxats 3¢ ekt ABK Tonbko ciyctst He MeHee 2 qHEei mociie OTMEHBI
npenapata /Jadbuxcom. Jlo Tex nop 3nauenuss MHO crienyer nuHTEpnpeTupoBaTh C OCTOPOKHOCTHIO.

Ilepexoo om npumenenus ABK k npumenenuto npenapama /labuxcom

[IpuMeHEeHHE aHTarOHUCTOB BUTaMUHA K clieyeT mpekpaTuTh; BO3MOXKHO NMTPUMEHEHHE TIperapara
Jlabukcom npu 3Hauernu MHO < 2,0.

Kapouosepcus

[IpoBeneHue MIaHOBOW MM SKCTPEHHOU KapAHUOBEpCHUU HEe TpeOyeT OTMEHBI Tepaluu MpernapaTom
Jlabukcom.

Kamemepnas abnayus npu HOII
Jlannbie o mpuMmeHeHnH npenapara J{adbukcom (1 kancynamo 110 Mr gBa paza B CyTKH) OTCYTCTBYIOT.
Upeckooichoe koponaproe emeutamenvcmeo (YKB) co cmenmuposanuem KopoHapHvix apmeputi

VY nanuentoB ¢ H®II, koropeim BeimonHeHO UKB co creHTHMpOBaHMEM KOpPOHApHBIX apTEpHi,
naburarpaHa »JTEKCHJIAT MOXET TPUMEHATbCS B KOMOMHAIMM C aHTUTPOMOOIMTAPHBIMU
npenapatamu. JledyeHne naburarpaHa 3TEKCHJIATOM MOXET ObITh HAyaTo IOCJE JOCTUKEHUS
remocTasa (cm. pazzgen 5.1.).

Oco0BbIe TPYIIIHI IMAIMEHTOB

Jluya nootcunozo eospacma
W3meHeHre 103upOBaHMS IS TAHHOUW KaTeropuy MalueHToB cM B Tabmie 2 BhIIIe.
Ilpumenenue y nayuenmos ¢ noGblUEeHHbIM PUCKOM PA38UMUSL KDOBOMEUEHUs

[TarueHTaM ¢ MOBBILIEHHBIM PUCKOM Pa3BUTHS KpoBoTeueHus (cM. paszaensl 4.4., 4.5, 5.1. u 5.2.)
MOKa3aHO THIATENbHOE KIMHUYECKOe HaONoJeHne (Ha TpeaMeT BBIABICHHS CHUMIITOMOB
KpOBOTEUEHHs] WJIM aHeMuu). PemieHne o BbIOOpe A03bl IpernapaTa cCleqyeT NpUHUMATh IO
YCMOTPEHHMIO Bpauya Ha OCHOBAHHUU OLEHKH TNOTEHIMAJIBHOTO COOTHOILEHUS «II0JIb3a — PUCK»
MHAUBUAYAIBHO JUIsl KaXKaoro namnuenta (cM. Tabnuiy 2 Beime). O1ieHKa napaMeTpoB KoaryJisiiuu
(cMm. pasgen 4.4.) MOXET IIOMOYb BBIIBUTH IAIMEHTOB C IOBBILIEHHBIM PHUCKOM DPa3BUTHUSA
KpOBOTEUYEHHsS] B pe3yJbTaTe 4Ype3MEepHOro BO3JCHCTBUS ngaburaTpaHa srtekcuiarta. Ecmu vy
MAIUEHTOB C BBICOKMM PHUCKOM pa3BUTHS KPOBOTEYEHHS BBISIBICHO UYPE3MEPHOE BO3JIECHCTBUE
naburarpaHa, peKOMEHAyeTCs YMEHbIUTh 103y 110 220 mr (1 kamncyna o 110 mr nBa pa3a B CyTKH).



HpI/I PAa3BUTHUHU KIIMHUYCCKU 3HAYUMOI'0 KPOBOTCUCHU JICUCHUC CIICAYCT NPCPBATh.

VY ManueHToB ¢ TacTpuToM, 330¢arutoM wim ['OPb MOXHO paccMOTpETh BOZMOKHOCTh CHUKCHUS
JI03BI U3-32 TTOBBIIIEHHOTO PHCKA Pa3BUTHS OOIIMPHOTO XKEIyT0YHO-KUIIIEYHOTO KPOBOTCUCHUS (CM.
Tabnumy 2 Beie u pazaen 4.4).

Hat;ueﬁmbz C NOYeUHOU HedOCMAmoO4HOCHbIO

[lpumenenne mnpenapata J[aOMKCOM y MalMEHTOB C TSDKEIBIM HapylIeHHEM (QYHKIHH IOYeK
(KK < 30 mi/muH) npotuBomnokasano (cM. pazaen 4.3.).

Koppekuuu no3e1 He TpeOyeTcs y MaIlMeHTOB C JIETKMM HapyieHueMm ¢yHkuuu mnodek (KK 50—
<80 ma/mun). Y mnammeHToB ¢ yMmepeHHbIM HapymenueM ¢yHkuuu mnodek (KK 30-50 mu/mun)
pekoMeHyemast no3a npenapara J[abukcom cocrtasisier 300 mr (1 kancyna mo 150 mr nBa pasa B
cytku). Tem He MeHee, I MAIIMEHTOB C BRICOKMM PUCKOM Pa3BUTHS KPOBOTEUEHHUS MOXKET OBITH
paccMOTpeHa BO3MOKHOCTh CHIDKEHUS 10361 npenapara Jladukcom no 220 mr (1 kancyna mo 110 mr
nBa paza B cyTkw) (cMm. pazgensl 4.4. um 5.2.). Ilaumentam ¢ HapymeHWeM (QYHKIMA TIOYEK
pPEKOMEHIyeTCsl TIaTeNIbHOE KIIMHUYECKOe HaOII0IeHE.

OoHospemennoe npumeneHue npenapama Jlabukcom ¢ axmusHvimMu uneubumopamu P-gp
(Hanpumep, amuoOapoH, XUHUOUH UTU 8ePANAMUTL)

[Tpu 0THOBPEMEHHOM MTPUMEHEHHH C aMUOJIAPOHOM WJIH XUHUUHOM KOPPEKITUU JJO3BI HE TpeOyeTcs
(cm. paznenwr 4.4.,4.5. u 5.2.).

[Ipr OHOBpEMEHHOM IMPHMEHEHHH C BEpalmaMHIOM PEKOMEHIIyeTCS CHWKEHHE J03blI Iperapara
Jlabukcom (cMm. Tabnuity 2 Bblite u pa3zaensl 4.4. u 4.5.). B a1oit cutyauuu npenapar Jlabukcom u
Beparnamuil cieyeT MIPUHUMAaTh BMecTe (OJHOBPEMEHHO).

Macca mena

YuutriBas UMCHOIIIHUECA KIIMHUYCCKUEC H q)apMaKOKI/IHCTI/ILIeCKI/IC JAaHHBIC, KOPPCKIMU J03bI HC
Tpebyetcst (cMm. pazgen 5.2.). OmHako manueHTaM ¢ Maccod Tena MeHee 50 KT peKOMeHIyeTcs
TIIATEIHbHOE KIMHUYECKOe HaOmoieHre (cM. pazzaen 4.4.).

Ton
Koppekiuu 10361 He TpedyeTes (cM. pasaen 5.2.).
eTH

[To moxazaHuio NpoUIAKTHKA HWHCYJIbTA, CUCTEMHBIX TPOMOOSMOOJUN W CHUIKEHUE CEeplIeYHO-
COCYAMCTON CMEpTHOCTH Yy B3pociblx nanueHToB ¢ HOII u oqaum unm Gonee daxTopamu pucka
npenapar /labukcoM y nereii v moAPOCTKOB 110 18 jieT He MpuMeHseTCs.

ITo noka3zanusM: nedyeHue u npopuiakTuka peruanBos octporo TI'B u/wimm TOJIA u npodpunaktuka
CMEPTENIbHBIX HMCXOJIOB, BBI3BIBAEMBIX ATHMHU 3a00J€BaHUSIMH, 0€30MacHOCTh W 3(PPEKTUBHOCTH
naburaTpaHa STEKCWiIaTa y JeTed B Bo3pacTe A0 18 meT Ha JaHHBIH MOMEHT HE YCTaHOBIICHBI.
Nmeromuecss Ha CErogHAIIHMNA MOMEHT JaHHBIE NpUBEAEHBI B mnoapaszaene 4.8., 5.1., ogHako
HEBO3MOJKHO JaTh PEKOMEH/IALNH 110 PEKUMY JO3UPOBAHUSL.

Cnooco0 nmpuMeHeHns

Buytps. [Ipenapar /labukcom MOKHO MPUHUMATh HE3aBUCUMO OT IpuemMa numu. Kancyny cienyer
MPOIJIaThIBaTh IEJIMKOM, 3alMBas CTaKaHOM BOJIbI, YTOObI O0OecHeuuTh MONajJaHue IMpernapara B
KEITyJI0K.

Heo6xoanmMo nponH(pOpMIpOBaTH HAIMEHTA O TOM, YTO HE CIIeTyeT BCKPHIBATh KAICYyITy, TaK KaK 3TO
MOJKET YBEJIMUUThH PUCK PA3BUTHUS KPOBOTEUECHHUS (CM. pasaeinsl 5.2. u 6.6.).



4.3. IlpoTuBoONOKa3aHUS

['umep4yyBCTBUTEIHHOCTD K JCHCTBYIONIEMY BEIIECTBY U K JIFOOOMY M3 BCIIOMOTATEIIbHBIX
BEIIIECTB, IIEPEUMCIICHHBIX B pazjeine 6.1.

Hapymenue ¢pynkmum noyek tsokenoit crenenu (KK < 30 min/mun).

e AKTHUBHOE KIIMHUYCCKH 3HAYHNMOE KpPOBOTCUYCHHUC.

3aboneBaHNe WIN COCTOSHUE C BBICOKUM PUCKOM Pa3BUTHS OOIIMPHOTO KPOBOTECUEHUS,
HamnpuMmep, aKTUBHOE WM HEIaBHO [IEPEHECEHHOE U3bA3BICHUE KETyJOYHO-KUIIEYHOT O
TPaKTa, 3JI0KAYeCTBEHHOE HOBOOOPAa30BaHUE C BEICOKUM PUCKOM Pa3BUTHS KPOBOTCUCHHI,
HE/IaBHO I10JIyYEHHbIE YEPEITHO-MO3r0Bast TPaBMa WJIM TpaBMa CIIMHHOI'O MO3ra, HEe1aBHO
IIPOBEJIEHHOE XUPYPru4eCcKOe BMEIIATEIbCTBO HAa TOJIOBHOM MO3I€, CHIMHHOM MO3T€ WIH
o(ranbMosiornyeckas onepanus, HeJaBHee BHyTPUUEPETHOE KPOBOU3IUSHUE,
JUAarHOCTUPOBAHHOE BApUKO3HOE PACIIMPEHHNE BEH MUIIEBOJA UM [1003PEHUE HA HETO,
apTepuOBEHO3Has MaJlb(popMalus, COCYAUCTasi aHEBpU3Ma UM 3HaYMMasi IaTOJIOTUsl COCY/I0B
CIIMHHOI'O MJIM FOJIOBHOT'O MO3ra.

e OpHOBpEeMEHHOE MPUMEHEHHUE JIFOOBIX APYTUX aHTUKOATYJISIHTOB, Hanpumep, HOT,
HU3KOMOJIEeKYJIsIpHbIX renapuHoB (HMI') (sHokcanapun HaTpus, JajiTenapiuH HaTpus U 1p.),
MIPOU3BOIHBIX renapuHa ((poHIamapuHyKC HATPHS U JIP.), IEPOPATBHBIX aHTHKOATYJITHTAMH
(Bapdapun, puBapokcabaH, anukcabaH u Jp.), 32 UCKIIOYSHUEM OCOOBIX CITy4aeB, TAKUX KaK:
M3MEHEHHE aHTUKOAryJIsHTHOU Tepanuu (cM. paszaen 4.2.), npumenenue HOI' B no3ax,
HE0O0XOIUMBIX JUIsl oOecnieueHus (PyHKIMOHUPOBAHMS LIEHTPAIILHOTO BEHO3HOI'O KaTeTepa
WM apTepuaibHOro karerepa win npumeHenne HOI' Bo Bpemst kareTepHO abianuu y
narueHToB ¢ HOII (cMm. paznen 4.5.).

e [IeueHOYHAs HEOJOCTATOYHOCTh HJIU 3a00JIeBaHUE IMNEYCHH, KOTOPBIC MOT'YT IMOBJIUATH HA
BBIZKMBA€MOCTbD.

¢ OHOBpEeMEHHOE IPUMEHEHNE MOIIHBIX HHTHOUTOPOB P-gp: KETOKOHA30 I CHCTEMHOTO
MIPUMEHEHMS], IIUKJIOCTIOPUH, UTPAKOHA30J1, JPOHEJAPOH, TAKPOJIUMYC U (PUKCUPOBAaHHAs
KOMOMHAIMS TIIeKanpeBup + nuOpeHTacBup (cM. pasnen 4.5.).

e Hanmune mpoTe3npOBaHHBIX KIIAMIAHOB CEP/IIa, TPEOYIOINX Ha3HAYCHUSI aHTUKOATYJITHTHON
Tepanuu (cM. pazzaen 5.1.).

4.4. OcoOble yKka3aHusl M1 Mepbl NPeI0CTOPOKHOCTH NIPH NPUMEHEHUH

Puck pa3BuTHsa KpOBOTEYEHUN

[Tpumenenne npenaparta JJabukcom, Tak k€ Kak W APYTUX aHTHKOATYJSTHTOB, PEKOMEHIYETCS C
OCTOPOXXKHOCTBIO TMpPU COCTOSIHUSIX, COIPOBOXKIAIOIIUXCS TOBBIIICHHBIM PHUCKOM Ppa3BUTHUS
KPOBOTEUECHHSI, WIIA TIPY OJJHOBPEMEHHOM IIPUMEHEHUH JIEKAPCTBEHHBIX MPETIapaToB, BIHSIOMNX Ha
reMocTas 3a CYeT WHIMOMpOBaHMs arperauuu TpomOouutoB. Bo BpeMs Tepamuu mpenapaTrom
JlaOuKCOM BO3MOYKHO Ppa3BUTHE KPOBOTEUEHMM pa3nuyHOW Jokanuzanuu. CreayeT MNpOBOIUTH
MOUCK HMCTOYHUKA BEPOATHOTO KPOBOTEUEHUS INPHU JTHOOOM HEOOBSICHUMOM CHUXEHHUU YPOBHS
reMOTJIO0MHA W/WIIM TEMaTOKPHUTA I apTEPUATBHOTO JABIICHHUSL.

B cutyamuu omacHOro Juis JKM3HU WJIM HEKOHTPOJIMPYEMOIrO KpPOBOTEUEHMs, Korjga Tpelyercs
OBICTPOE TPEKpAIICHUE AaHTHKOATryJIsSHTHOTO »¢dexra mgadurarpaHa »dSTEKCHIIaTa, IOCTYIICH
cnenupuIecKrii aHTaroHUCT (QapMakOIMHAMHYECKOTO JeHCTBUS gaburaTpaHa, mpemapar
[IpakcOaiinn (maapynmsymad). JlaburaTtpan MoKeT OBITh YJajd€H M3 OpraHu3Ma C TOMOIIBIO
remMoauanusa. Jjis B3poCibIX MalMEeHTOB APYTUMHU BO3MOKHBIMH BapUaHTaMU SIBISICTCS BBEICHUE



CBEXKEH LIENbHON KpPOBH WIJIM CBEXE3aMOPOXKEHHOH IUIa3Mbl, ()aKTOPOB CBEPTHIBAHUS KPOBHU
(aKTMBMPOBAaHHBIN WJIM HEAKTUBUPOBAHHBIN) B (hopMe inoduianzaTa isl IPUTOTOBIEHHS pacTBOPA,
¢dakTopoB cBepThiBaHMs KpoBu VIla peKOMOMHAHTHBIH WM  TPOMOOIMTAPHON  Macchl
(cm. pasgen 4.9.).

B kiIMHMYECKHMX UCCIENOBaHMAX IpPUMEHEHHE JadurarpaHa »J3TeKcuwiata ObUIO CBA3aHO C
MOBBIIIEHUEM YacCTOThl OOJBIINX >KEIYJOYHO-KUIIEYHbIX KpoBOTedeHHH. IlOBBIIEHHBIN puCK
HaOIIO#aNcst y MAIlMEeHTOB TMOXHJIOrO0 Bo3pacTa (= 757eT) mpu NpUMEHEHUWH Jaburarpana
Tekcuiara B go3ze 150 Mr nBa pasa B cyTku. JlomonHuTenbHblE (AKTOPbI PHUCKA BKJIHOYAIOT
OJTHOBPEMEHHOE NMPUMEHEHUE MHTMOMTOPOB arperanud TPOMOOLMTOB, TAaKUX KaK KJIOMHIOTPET U
anerwicanuuuionas kuciaora (ACK) mnm HecTepOMIHBIX HPOTHBOBOCHAIMUTENBHBIX IPENapaToB
(HIIBII), a Taxxe Hanmuuue 330¢arura, ractputa wim [ OPB.

Daxmopul pucka

B Tabnuue 4 npuBeneHbl PakTOpbl, KOTOPHIE MOTYT YBEJIMYUTH PUCK PA3BUTHS KPOBOTCUCHHSI.

Taéauua 4. @akTopsbl, yBeJMYHBAKIINE PUCK PA3BUTHSI KPOBOTEYEHHUS

(I)apMalcozlnHaanecmle H

papmMakoKuHeTHYECKHE Bo3pacr = 75 aer
taxkTopsl
®DaKTOopHI, MOBBIAIOIINE | SHAYUTEILHEIC

KOHIICHTpAI[MI0 JaburarpaHa B

— e  VYmepenHoe HapymeHue ¢pynkuun nmouek (KK 30-50 mn/mun).

e  Mourasie uHruOHUTOpPHI P-gp (cM. paznmens 4.3. u 4.5.).
OnHOBpEMEHHOE TIPUMEHEHHE HHTHOMTOpOoB P-gp oT cnalwix 10
YMEpEHHbIX (HampuMmep, aMHOAApOH, BepanaMuwi, XHHUIUH U
THKarpenop; cM. pasznen 4.5.).

HesHnauntenbHble

e Huskas Macca tena (< 50 kr).

OnHOBPEMEHHOE NPUMEHEHHE

e ACK u mpyrux MHTHOMTOpPOB arperanyu TPOMOOITUTOB, TAKUX Kak
KIIOMTUIOTPE.

e HIIBIL

e CeNeKTUBHBIX WHTMOMTOPOB OOpaTHOro 3axBaTa CEPOTOHMHA
(CUO3C) wnmu celeKTUBHBIX HHTHOMTOPOB OOpaTHOTrO 3axBarta
ceporonuHa u HopanuHedpuna (CMO3CH).

e Jlpyrux jgekapCcTBEHHBIX MPENapaToB, IPUMEHEHNE KOTOPBIX MOXKET
BBI3BAaTh HAPYIIEHUE FEMOCTa3a.

dapMakoAMHAMHYECKOES
B3auMoOJIecTBHE (CM. pazaen 4.5.)

L4 BpO)K)IeHHOC njm HpI/IO6peTeHHOG HapylmeHue CBCPTBIBACMOCTU

3aboneBaHus/POIIEAYPHI c
KPOBH.

0COOBIM pHUCKOM pa3BUTHUSA po

KPOBOTEHeHHs! e TpomOouuTonenus Wi (YHKLIMOHAIBHOE HapylIeHHe
TPOMOOITUTOB.

e HenasHo npoBeneHHas Ouoricys, o0mpHas TpaBMa.
e bakTepuanbHbIN 3HIOKAPINT.
e Dzodarur, ractput wiu [ OPb.

OrpaHUYCHHBIC JaHHBIC JOCTYITHBI JJIs TAIIMEHTOB ¢ Maccol Teia MeHee 50 kr (cM. pa3zaen 5.2.).

Mepui npe()ocmopoofCHocmu U KOHmMpOJib pucKa paseumusid Kposome4eHu:

Wudopmanus o JeueHMH KPOBOTSUSHH TaKXKe MpeJcTaBieHa B pasene 4.9.

OL;QHKCI COOMHOWEHUA «NOJ1b3Ad — PUCK»
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Hanuune 3a0osieBaHmii, IpoBeIeHHE XUPYPTUIECKUX ONEPALUi WM HHBA3UBHBIX MPOLEAYDP W/WIH
OJTHOBPEMEHHOE TPHUMEHEHUE JIEKapCTBEHHBIX TNpenapatoB (Hampumep, HIIBII, wHrudouropos
arperanuu TpomborutoB, CMO3C u CUO3CH, cMm. pasaen 4.5.), 3HAUUTENHHO YBETUIHBAFOIINX
PUCK pa3BUTHS OOIIMPHOTO KPOBOTCUCHHsI, TPEOYIOT TINATEIBHONH OIEHKH COOTHOIICHHUS
«monb3a — puck». [lpemapar Jlabukcom cienyer Ha3HayaTh TOJBKO B Ciydae, €CIM IOJb3a
MPUMEHEHHS TIPEBBINIACT PUCK PA3BUTHS KPOBOTCUCHHSL.

Twamenvhoe KiuHU4eCcKoOe HAOIOOeHUe

B Tedenme Bcero mepuojnia JICYCHUS MAIMEHTHI HYXIAIOTCS B MPUCTAIHLHOM HAONIOJCHUM LIS
BBISIBJICHHSI CHMIITOMOB TE€MOPPAruyecKuX OCIOKHCHHW W aHEMHUH, OCOOCHHO TpU HAIWYHH
HECKOJBKUX (hakTopoB pucka (cM. Tabmuiry 4 Beimie). OcoOyr OCTOPOKHOCTD CIIEAYET MPOSBISITH
Ipy  OJHOBPEMEHHOM TIPUMEHEHWHU Tpemapata JlaOMkcoM C BepamamuiioM, amMHOJaApPOHOM,
XMHUIWHOM WU KJIAPUTPOMHUIIMHOM (MHrHOuTOpamu P-gp) u OCOOCHHO TpU pa3BUTHU
KPOBOTCUYCHHI, B YACTHOCTH Y IMAIIMEHTOB C HApyIIeHWEeM (DYHKIIMH TOYEK JISTKOW WM CpeaHei
CTENEHU TsDKECTH (CM. pasnen 4.5.).

VY nauuenrtoB, ogqHoBpeMeHHo nosydaromux HIIBII, pexkomennyercs TiiatenbHoe HaOMIOACHNE 32
CUMIITOMaMHU KpoBoTeueHUs (cM. paznen 4.5.).

Ommena mepanuu npenapamom /labuxcom

B cnyyae pa3BuTHs OCTpO#l MOYEYHON HEIOCTATOYHOCTH mperapar J[aOMKcoM clieyeT OTMEHHTh
(cm. Taxke pazzaen 4.3.).

[Tpu pa3BuTHM OOMIMPHBIX KPOBOTEUEHHH Tpenapat JabuKcom cieayeT OTMEHUTh, HAWTH UCTOYHHK
KPOBOTEUEHHSI M PACCMOTPETh BO3MOXXHOCTH TPUMEHEHHUS CIEHU(PUUECKOT0 aHTaroHUCTa
(bapmakoMHaMHUECKoro JieiicTBus naburarpana, npenapar [IpakcOaitnn (upapyuusymald) (cwm.
paznen 4.9., noapyOpuky «JleueHue ocnoKkHEHUI KPOBOTEUEHU ).

CHuodicenue 003wl

Cnenyer paccMOTpeTh BO3MOXKHOCTb WJIM PEKOMEHJ0BAaTh CHUYKEHHE J03bl B COOTBETCTBUH C
paznenom 4.2.

Ilpumenenue uneubumopos npomonrnou nomnwt (MUIII1)

[Tpumenenne UIIII mMoxHO paccMaTpuBaTh Kak CIOCOO MPOQHIAKTUKU >KENTyI0YHO-KUIIEUYHOTO
KpOBOTEUYEHHUSI.

Jlabopamopnuie noxkazamenu ceepmuigaroujeli cucmemul (K0azyi02pamma)

Hecmotps Ha TO, 4TO mpuMeHeHHe gaduraTpaHa dTeKcuiara He TpeOyeT MOCTOSIHHOTO KOHTPOJIS
AHTUKOATyJISHTHOM AaKTMBHOCTH, TNPU HAJMYUHU JIOTIOJIHUTENBHBIX (DAaKTOpPOB pHCKa OLIEHKa
YTHETEHUsI CUCTEMbI CBEPTHIBAEMOCTH (Ha (poHe Tepamuu JaburaTpaHa 3TEKCUIATOM) MOXKET ObITh
HE00X0/1MMa JJIs BBISIBJIICHUS YPE3MEPHONM aHTUKOATYJITHTHOM aKTUBHOCTH JaburaTpaHa STeKcHuiaTa.

Omnpenenenue nokasaresneil pazdoaBieHHOro TpoMouHOBOrO BpemeHu (pTB), skapuHOBOrO BpeMeHu
ceepteiBanusl (OBC) W aKTUBUPOBAHHOTO YAaCTUYHOTO TpoMOOIIacTMHOBOTO BpeMeHu (AUTB)
MOTYT MpPEIOCTaBUTh IMOJIE3HYI0 HHGOpPMAIUIO, HO pe3yNbTaThl CIEIyeT HHTEPIPETHpPOBATh C
OCTOPOXHOCTBIO M3-3a BapHaOENbHOCTH MEXAy HccieqoBaHusMH (cM. pazzen S5.1.). Onpenenenue
MEXIyHapOoAHOro HopManu3zoBaHHOro otHoueHus: (MHO) HeHaze)kHO y MAalMEHTOB, MOTYYarOIINX
npemnapat J[abuKkcoMm, Tak Kak perucTpupOBAINCH JIOKHOMOIOKUTEIbHbIEC MOBBIIIEHUS TOKa3aTenei
MHO. I[Tostomy onpeneneane MHO npoBonTh HE creayer.

B Tabnuue 5 npeacraBieHbl MUHUMaJIbHBIE TOPOTOBBIE 3HAYEHHUS KOAryJIOrpaMMbl, KOTOPBIE MOTYT
OBITH CBSI3aHBI C TIOBBIIIEHHBIM PUCKOM Pa3BUTHS KpOBOTEUYECHHS (CM. paszaen 5.1.).
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Tabauna 5. MuHMMaIbHbIE MOPOTrOBbIe 3HAYEHHUS KOAryJ0rpaMMbl, KOTOpPble MOIYT OBbITh
CBSI3aHBbI C MIOBBIIIEHHBIM PHCKOM Pa3BUTHA KPOBOTeYeHHUS

ITokazanue K NpMMeHEHUIO

[Ipopunaktuka BTDO y|lIlpodunaktuka  uHCYNbTa,
MTAIIHCHTOB ITOCJIE | CHCTEMHBIX TPOMOOIMOOJTHi
OPTONEANYECKUX ONepalluil (MU CHIDKEHUE  CEepACYHO-
COCYAMCTOM CMEPTHOCTH Yy
narueHToB ¢ H®DII wu
nedeHue/mpodUIakTHKA

JlaGopaTopHbIii moka3aTesib
(MUHUMAJIbHOE 3HAYEHHE)

TI'B/TOJIA
pTB [ar/mmn] > 67 > 200
OBC [x-kpaTHas BepxHsAs TpaHuLa HOpMbI | HeT maHHBIX >3
(BI'H)]
AUTB [x-kpaTtHas BI'H] >1,3 >2
MHO He mpoBoast He npoBoasr

HDI/IMeHeHI/IC d)I/I6DI/IHOJII/ITI/III€CKI/IX nopeénaparoB AJId JICYCHUSA OCTPOI0 HIMEMHUYCCKOTIO MHCYJIbTA

[Tpumenenne GUOPUHOIUTHUECKUX MPENapaToB MOXKET PacCMaTPUBATHCS TOJBKO B CiIydae, ecliu
nokazatenn TB, O9BC unmu AYTB y namuenrta He npesbimator BI'H mectHoro pedepencuoro
JMana3oHa.

XI/IDVDFI/I‘IGCKI/IC BMCIIATCIbCTBA 1 MHBA3UBHBIC IIPOLICAYPHI

VY nanueHToB, NOIYyYaOUIMX Tepanuio JadurarpaHa STEKCUIATOM IPU MPOBEIEHUH XHUPYPrHUECKUX
Onepanyii WIM WHBA3UBHBIX IPOLELYP, MOBBIIIAETCS PUCK PA3BUTH KPOBOTEUEHHUs. BEINOIIHEHNE
XUPYPTUYECKOr0 BMELIATEIbCTBA MOXET MOTpeOoBaTh BPEMEHHOIO NpEKpalleHHs IpueMa
npenapata Jlabukcom.

Breimonnenue kapauoBepcuu npu HOIT ne TpebyeT mepepniBa B mpueme mpemnapara labukcom.
OTCYTCTBYIOT JaHHBIE IO MPUMEHEHHUIO TaburaTpaHa sTekcuiara B 1o3e 110 mr qBa pasa B CyTKH y
MalUeHTOB ¢ KateTepHoi abnanuei npu HOII (cm. paznen 4.2.).

Crnenyer mposIBIATH OCTOPOKHOCTh INPU BPEMEHHOM MPEKPAIIECHUU JIEYEHUS TPHU IPOBEICHUU
XUPYPTHUECKUX BMEIIATEILCTB, TPeOyeTcs TPOBENCHUE WCCIIENOBAHMS KOAaryJlorpaMmbl. Y
MAIMEHTOB C MMOYEYHON HEIOCTATOYHOCTHIO KIIMPEHC Ja0urarpaHa MOKET YAJIUHATHCS (CM. pa3en
5.2.). DTO creayeT yauThIBaTh NEpe/1 MPOBEICHUEM JTIO0BIX XUPYPTUUECKUX BMEIIATENbCTB. B Takmx
Clly4asix TPOBEJIEHUE HCCIeNOBaHUS KoaryjgorpamMmbl (cMm. pazgenst 4.4. u 5.1.) momoxer
JTMAarHOCTUPOBAThH HAPYIIIEHHUE TEMOCTa3a.

IKCmMpenHoe Xupypeuueckoe BMeuamenbCmeo Uil HeOmJa0HCHbLe npouedvpbl

[Mpenmapar [labukcom ciemyeT BpeMEHHO OTMEHHTH. ECIM UIsl BBHIMONHEHUS XHPYpPrHYECKOTO
BMEIIIATEeNIbCTBA/MPOLIEAYyphl  TpedyeTcss ObICTpoe NpeKpalleHHe aHTUKOATryJISHTHOro >(dQexTa,
CIIelyeT paccMOTPETh BO3MOXHOCTh BBEJICHHS CIEIU(PUIECKOr0 aHTArOHWCTAa JabWrarpaHa —
[Tpakc6aitan (naapyunzymao).

JlaburaTrpan MOKeT OBITh YJaJIeH U3 OpraHu3Ma C MIOMOIIIBIO TEMOIHAITN3A.

[Ipekpamenune  Tepanmuu  gadurarpaHa  3TEKCHJIATOM  TOJBEpPracT  MAlMeHTa  PUCKY
TpoMO00Opa3oBaHus, CBA3aHHOMY C UX OCHOBHBIM 3a0oiyieBaHueM. [Ipuem mpemnaparta J[abukcom
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MOXET OBITh BO300HOBIEH dYepe3 24 yaca TOCIE BBEACHUS CHEHU(PHUECKOTO0 AaHTAarOHUCTA
naburarpana — [IpakcOaiina (naapynusymad) Mpy yCIOBUH JOCTIDKEHHS aeKBaTHOTO TeMOCTa3a U
KIHHUYECKH CTaOMILHOIO COCTOSHUS IIanucHTa.

Cpounoe xupypeuueckoe 6M€mam€ﬂme€0/nDOu€aVDbl

Crnenyer BpeMEHHO MPEKpaTUTh IMpueM mpenapata JabukcoMm. Xupypruueckoe BMEIIATEIbLCTBO
CJIelyeT M0 BO3MOKHOCTU OTJIOKUTh MUHUMYM Ha 12 4acoB mociie mociIeJHEro npuema npemnapara
Habukcom. Ecam xupyprudeckoe BMEMIATEIIbCTBO HE MOXKET OBITh OTJIOXKEHO, BBIOJHEHUE
orepary MOXeT ObITh aCCOLIMMPOBAHO C MOBBIIIEHHBIM PUCKOM Pa3BUTHUS KpoBoTeueHus. Crnenayer
OILICHUTh COOTHOIIICHUE PUCKA PA3BUTHUSI KPOBOTEUCHHUS U HEOOXOAMMOCTH BMEIIIATEIHCTBA.

Ilnanosoe xupypeuueckoe emeuamenbcmeo

Ecnn Bo3mokHO, mpemnapar [labukcoM clieyeT OTMEHUTh, MO KpaiHed mepe, 3a 24 yaca [0
BBITIOJTHEHUS] MHBA3UBHBIX M XUPYPrHUECKUX MPOUEAYp. Y MAIMEHTOB C MOBBIIIEHHBIM PUCKOM
PasBUTH KPOBOTEUYCHHUS WM TEpe]] MPOBEIECHHEM OOIIMPHBIX XUPYPTUYECKUX BMEIIATEIbCTB,
TpeOyIOUMX aJeKBaTHOIO TeMOCTa3a, CIEAYeT PacCMOTPETh BO3MOXHOCTh OTMEHBI Iperapara
Jlabukcom 3a 2—4 nHS 10 XUPYPTrUYEeCKOTr0 BMEIIATEIbCTBA.

B Tabmuue 6 mnpencraBieHbl MpaBuia MpeKpalleHus IpHeMa Mpenapara mepe] HWHBa3MBHON
MPOLEAYPON MIIH XUPYPTUUECKUM BMELLIATEIbCTBOM.

Tadauua 6. [lpaBuiia npekpameHus NpueMa npenapara nepex HHBasuBHOW Npoueaypoil Hiu
XHPYPru4ecKHM BMeIATEeIbCTBOM

Jleuenue npenapatom Jlabukcom ciaenyeT NpeKpaTuTh mepes
pexmonaraemsrii IJIAHOBOIi onepaiueit
DyHKIUsA —
nouek (KK, Bricokuii puck pa3BuTHA
MOJIyBbIBeIeHUsI N
MJI/MHUH) (TY%, uac) KPOBOTEYECHUS UJIM CePbe3HOe CranaapTHbIH puckK
» XHPypruieckKoe Pa3BUTHUSI KPOBOTEYEHH S
BMeNIaTeIbCTBO

>80 ~13 3a 2 nHa 3a 24 gaca
>50-<80 ~15 3a 23 gHsa 3a 1-2 gHsa
>30—<50 ~18 3a 4 qus 3a 2—3 nus (> 48 dacos)

Cnunanvras anecmesus/3nu0ypaibHas AHecmesus/IiomoaibHas NYHKUUS

Takue npoucaypel, KaKk CMIMHHOMO3TOBasA aHCCTC3U, MOTYT HOTpe6OBaTB IIOJIHOI'O BOCCTAaHOBJICHUA
reMmocTasa.

TpaBMaTu4yHOE BBINOJIHEHHUE DJMUIYPATbHOW WIM CIHMHHOMO3TOBOM MyHKIIMU WU TOBTOpPHAS
MyHKIHS, a TaKXKe JUTUTEIHHOE MCIOIB30BaHNUE dMUAYPATHHOTO KaTeTepa MOXKET TOBBIIIATh PUCK
Pa3BUTHUSI CHMHHOMO3TOBOTI'O KPOBOTEUEHUS I MUY paibHOM reMaToMsl. [lepByto 103y npemnapara
JlaOukcoM cneayeT MpUHUMATh HE paHee, YeM depe3 2 yaca nocie yAajneHus katetepa. [lanueHTsl
JOJDKHBl HAXOAWTHCS TMOJ HAONIOACHHEM JUIsl BBIABICHUS TPHU3HAKOB WM CHMIITOMOB
HEBPOJIOTHYECKUX  HApPYIIEHUH, KOTOpble MOTyT OBITh OOYCJIOBJIICHBI CHUHHOMO3TOBBIM
KPOBOTEUYEHUEM WM SMUTYPATbHON TeMaTOMOM.

Hepuod nociuie I’ll?06€0€Huﬂ UHBAZUBHOU npoue()ypbz/xupypeuttecmeo emeuwtameilibecmeda
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[Tocne nHBA3MBHOM MPOILETyphl MIIM XUPYPTUUECKOTO BMEIIATEIbCTBA IIpUeM npenapara J[abukcom
clielyeT BO300HOBUTH/HA4aTh KaK MOXHO CKOpEe, €CIU I03BOJIAET KIMHUYECKOE COCTOSIHHUE U
JOCTUTHYT aJIcKBATHBIN FE€MOCTa3.

Cremyer € OCTOPOXHOCThIO HAONIONATh 3a COCTOSHUEM IIAlIMEHTOB C PUCKOM pPa3BHUTHUSA
KPOBOTCUCHHS WJIM C PUCKOM DPa3BUTHUS MEPEIO3UPOBKH, OCOOCHHO Y MAIMEHTOB C YMEPCHHBIM
HapymenueM pynkiuu modek (KK 30-50 mur/mun) (cMm. pasaenst 4.4. u 5.1.).

HaI_II/IeHTBI C BBICOKMM PHCKOM XHDVDFHHCCKOﬁ CMCPTHOCTH W BHYTPCHHUMMH (baKTODaMI/I PpHUCKaA
Pa3BUTHUA TDOM603M6OJ'H/I‘IGCKI/IX OCJIOKHECHUM

Jlanueie 10 3¢ (GEeKTUBHOCTH M OE30MaCHOCTH IMPHMEHEHHs naburarpaHa JTEKCUiaTta y 3STHX
MaNMEHTOB OTPAaHUYCHBI, OATOMY HX CIIEAyeT HaOI01aTh C OCTOPOKHOCTBIO.

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

Her npanHbIX 0 mpumeHeHuH mnpemnapara JlabWkcoM NalMeHTaMu, MEPEeHECHIMM XUPYPrUuYecKoe
BMELIATEJIbCTBO 110 IIOBOY NepesioMa Liekku oenpa. B cBs3u ¢ 3TuM, JiIedueHre He PEKOMEHyEeTCsl.

IleyeHOYHAs HETOCTATOUYHOCTD

[TarueHTH! ¢ TIOBBIIIICHHON CHIBOPOTOYHON aKTHBHOCTBIO «IIEYCHOYHBIX» (PepMEHTOB (> 2-KpaTHOM
BI'H) Obutn MCKITIOUEHBI U3 OCHOBHBIX HCCIIENOBaHUI. B 3TOW rpymnmne NanueHToB OMBIT JeUeHUs
OTCYTCTBYET, I0O3TOMY NPUMEHEHHE Mpernapara JJabukcoM TakuM ManueHTaM HE PEKOMEHIYEeTCs.
[IpemapaT mpoTHMBOMOKa3aH MalMEHTaM C IEYEHOYHOW HEIOCTaTOYHOCThIO WU 3a00JieBaHHEM
[I€YEHU, KOTOPbIE MOTYT MOBIUATH HA BBDKMBAEMOCTh (cM. pazzen 4.3.).

BsanMogaelictBue ¢ nuanykropamu P-gp

OpHOBpEeMEHHOE NPUMEHEHHE MHAYKTOPOB P-gp MOMKeT MpHUBECTH K CHHUXKEHHIO KOHLEHTpaluu
naburaTpaHa B IJ1a3Me KPOBH, TIO3TOMY OJJHOBpEMEHHOE TPUMEHEHHE ¢ MHAYKTopamu P-gp cnenyer
nu3berats (cM. pazaensl 4.5. u 5.2.).

[ManwmenTs! ¢ anTrdOCchOoMUIUIHBEIM cuHapoMoM (ADPC)

[IpumMeHeHne aHTHKOAryJsSIHTOB NMPSMOrO NEHCTBHS, B TOM 4YHCIE Ja0urarpaHa ITEKCHiara, He
pEeKOMEeHAyeTCs y NAllMeHTOB, UMEIOIUX TpOMOO03bl B aHaMHe3€e, y KOTOpbIX AuarHoctTupoBan ADC.
VY nanueHToB ¢ TPOWHOM CepONO3UTUBHOCTHIO (HATMUME BOJYAHOYHOIO aHTUKOATYJISIHTa, aHTUTEI K
Kap[MOJIUIMHY U aHTUTEN K Oera-2-TIMKONpOTeHHY I) Tepamust aHTHUKOAryJssHTaMHM IPSMOTO
JEHCTBUSL CONPOBOXKAAETCSA IOBBIIIEHHON 4YacTOTOW penUuAMBOB TPOMOOTHYECKHX COOBITHI B
cpaBHeHuu ¢ Tepanueiit ABK.

Muadapkr muokapma (MM)

B uccnenosanuu III ¢gazet RE-LY (cMm. pa3nen 5.1.) obmras gacrota passutus UM cocraBuna 0,82,
0,81 u 0,64 % B rox mpu MpUMEHEHUHU HabWraTpaHa dTekcuiaaTta B jgo3e 110 mr nBa pasza B CyTKH,
naburarpana aTekcuiara B 1o3e 150 Mr 1Ba pa3a B CyTKH U BapdapruHa COOTBETCTBEHHO, YBEITMUCHHE
otHOcutenbHOTO pricka (OP) mnsa maburarpana Ha 29 % u 27 % 1o cpaBHEHHIO C BappapuHOM.
HezaBucumo oT Tepanmuu caMblii BBICOKMH aOCONMIOTHBIA pHCK pa3Butuss MM Habmoganu B
CIeAYIOIMX MOArpynmax ¢ aHajgorndyubiM OP: manueHTsl ¢ nepeHeceHHbIM MM, manueHTsl B
BO3pacTe > 65 ser ¢ caxapHbiM auabetroM miau WMBC, mamuentsl ¢ ¢pakuueil BbIOpoca JEBOTO
xemynouka < 40 % u manueHTHl ¢ HapyIIeHneM (QYHKITMH TTOYeK CpeTHeH cTeneHn TshkecTu. Kpome
TOr0, 60JIee BHICOKMI pUCK pa3BuTust UM oTMeuanu y naueHToB, oJHOBpeMeHHO noy4daBimx ACK
B KOMOMHAIIMH C KJIOMUJIOTPESIOM UM MOHOTEPAIUIO KIIOHIOTPEJIOM.

B Tpex uccnenoBanusx Il ¢azer TI'B/TDJIA, KOHTpOIHPYEMBIX O JEHCTBYIOIEMY Mpenapary,
coobmaiock 0 Oosnee BBICOKOM yacToTe pa3BuTus MM y manueHToB, MOJyYaBIIMX Ja0UTraTpaHa
STEKCHUJIAT, B CPABHEHUH C MAIlMeHTaMu, nosydatommmu Bapdapus: 0,4 % mno cpasuenuto ¢ 0,2 % B
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kpatkocpounbix uccienoBanusx RE-COVER u RE-COVER II; u 0,8 % no cpasaenwnio ¢ 0,1 % B
nosnrocpouHoM uccienoBannu RE-MEDY. B pamkax naHHOro ucciaeqoBaHUsI TaKOE YBEIUYEHUE
ObUTO cTaTHcTHYeCKU 3HaunMbIM (p = 0,022).

B uccnenoBannu RE-SONATE, B koTOpoM CpaBHUBaJIM TaburaTpaHa 3TEKCUIAT ¢ mianedo, 4acToTa
pasButus UM cocraBuna 0,1 % Iis manueHToB, Mody4yaBImuX gaburarpana stekcmiat, u 0,2 % —
JUTS TAITUEHTOB, IMOJYYaBIINX TU1arneoo.

[TanmeHThl ¢ AKTHBHBIM 3JI0Ka4eCTBEHHBIM HOBOOOpaszoBanueM (T B/TDJIA)

He Obutn onpenenensl 3 heKTUBHOCTL U O0e301macHOCTh i1 manueHToB ¢ TI'B/TOJIA u akTHBHBIM
3JI0Ka4€CTBEHHBIM HOBOOOPA30BaHUEM.

4.5. B3aumojaeiictBue ¢ JPYrdMH JIeKaAPCTBEHHBIMH TpenapaTaMd ¥ Jpyrue BHJbI
B3aUMO/IeHCTBUA

BzanMojieficTBHE ¢ IepeHOCUNKAMH

JlaburarpaHa dTeKCHIIaT IPEACTABISICT CO00M AP PITFOKCHBIN IepeHoCcUuK it P-gp. Oxunaercs, 4To
OJTHOBPEMEHHOE TMPHUMEHEHHEe HHTHOUTOpoB P-gp (cMm. Tabmuiy 7) mpuBeAET K YBETHYCHHIO
KOHIICHTpAIlUU JaburaTrpaHa B 1jia3Me KpPOBH.

Ecnu He yka3aHo MHOE, ITPU OJHOBPEMEHHOM NPUMEHEHHHU JadurarpaHa 3TeKCUiaTa ¢ MOIIHBIMH
uHrnOuTOopamMu P-gp Tpebyercs TIIaTeNbHOE KIMHUYECKOE HAONIOJCHHWE C IIENbI0 BBISBICHUS
NPU3HAKOB KPOBOTEUCHUS WM aHEeMHH. [Ipy OJHOBpEMEHHOM IPHUMEHEHHH C HEKOTOPBIMHU
uHTHONTOpaMu P-gp MoxeT moTpeGoBaThesi CHUKEHHE 10361 (M. pasnensl 4.2.,4.3.,4.4.u5.1.).

Tab6aunna 7. B3aumoneiicTBue ¢ NepeHOCYNKAMH

HNurnouropsnl P-gp

Oonospemennoe npumenenue npomMueonoKazano (cm. pasoen 4.3.)

Kerokonazon KeTtokoHa3onm yBemWyMBanm COBOKYIHBIC 3HAUYCHUS IUIOMIAAA IO KPHUBOM
«konneHrpamus-spemMms» (AUCo) ¥ MakcuManbHOM  KOHIEHTPAHH  (Crax)
naburarpaHa B 1iasmMe KpoBd B 2,38 u 2,35 pa3 COOTBETCTBEHHO, IOCIIC
OJIHOKPATHOTO MpreMa BHYTpb B 03¢ 400 mr u B 2,53 u 2,49 pa3, COOTBETCTBEHHO —
MOCIIe MHOTOKPATHOTO MTpUMEHEeHUs BHYTPb B 103¢ 400 Mr KeTOKOHA30J1a OJIFH Pa3 B
CYTKH.

Hponenapon [Ipu omHOBpeMEHHOM TIPUMEHECHHH naOWTaTpaHa JTEKCHaTa W ApOHEAapoHa
coBokynHble 3Ha4eHUs! AUCo., U Cmax Jaburarpana yBeJIM4UBaJIUCh IPUMEPHO B 2,4
n 2,3 pa3a COOTBETCTBEHHO, IOCJE€ MHOTOKpPAaTHOrO mpuMeHeHus o3l 400 mr
JIpOHEIapoHa NIBa pa3a B CYTKH M mpumepHo B 2,1 u 1,9 pasza, COOTBETCTBEHHO —
MOCJIe OAHOKPATHOTO IpuMeHeHus B 103¢e 400 mr.

Hrpaxonazon, Ha ocHOBaHMM pe3yJbTaToB B YCIOBHAX IN Vitr0 MoxHO oxumate 3ddekra,
UKIIOCTIOPUH aHAJIOTUYHOTO 3P (EeKTy KeTOKOHA30I1a.

I'nexanpesup + | OnHOBpeMEHHOE TIpUMEHEHHe Jal0uraTpaHa OdTeKcwiata ¢ KoMOuHauumen
nuOpeHTacBUp nHrHONTOpOoB P-gp TnexampeBup + NHOPEHTACBHP YBEIMYMBAET HSKCIO3HIIMIO

naGHranaHa 1 MOXET YBCJIMUMBATH PHUCK Pa3BUTUA KPOBOTCUCHU.

Oonospemennoe npumenenue He peKOMeHOyemc
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Takponumyc

B ycnoBusix in Vitro oOHapyXWwiu, YTO TaKpPOJIMMYC OKa3blBaeT TaKOe Ke
uHruompytomee aeicTeue Ha P-gp, YTO W WTpakoHA30d, U IHMKIOCIOPHH.
OpnHOBpEMEHHOE IPUMEHEHHUE C TAKPOIMMYCOM KIMHUUECKH HE U3YUYEHO.

Tem He MeHee, OrpaHUYCHHBIC KJIMHHYECKHE JAHHBIC C APYTUM cyOcTpatom P-gp
(9BEpOIMMYC) MPEIOJIAratoT, YT0 HHrHOupoBanue P-gp mocpeacTBOM TakpoauMyca
Oonee cnaboe, ueM TO, KOTOpoe HaOMI0JaeTCsi C MOLTHBIMHA HHTHOUTOpaMu P-gp.

Oonoepemennoe npumeHenue ¢ 0CMOPOHCHOCmuIo (cm. pazoenvt 4.2. u 4.4.)

Bepanamun

I[Ipu onmHOBpeMEHHOM TNpUMEHEHHWH paduwrarpaHa dtekcmmara (150 wmr) c
BepamamMmwioM (g mpuema BHYTpb) 3HaueHUs Cmax W AUC paburarpana
YBEIMUMBAINCH, HO BEJIWYMHA 3TOTO U3MEHEHHs pa3lndacTcs B 3aBUCHMOCTH OT
BpEMEHH MPUMEHEHHUS W JIEKapCTBEHHOH (hOpMBI Bepamammia (cM. pazuensl 4.2. u
4.4).

HawuGosnbliee yBeNUUeHHE OSKCIO3WIMU Ja0uratpaHa HaOMIOJaad TMpU HpUeMe
NEepBOM O3Bl Bepamamuia B JIEKapCTBEHHOH (opme TabJIeTKH ¢ HEMEIUICHHBIM
BBICBOOOXKJICHHEM, IONYYeHHOH 3a dac A0 mpueMa naburarpaHa 3TEKCHIIaTa
(yBenuuenue Cmax mpumepno B 2,8 paz u AUC — npumepHo B 2,5 pa3). Dddekt
MPOTPECCUBHO CHIDKAJICS TP NMPUMEHEHHH BepariaMuia B JISKApCTBEHHOU (hopme
TaOJIETKH C MPOJOHTHPOBAHHBIM BEICBOOOKICHUEM (yBennueHHe Cmax TIPEMEPHO B
19pa3 u AUC — mpumepno B 1,7 pa3) wim npu HpueMe MHOTOKPATHBIX 03
Bepanammia (yBenndeHne Cmax ipuMepHo B 1,6 pa3 u AUC — npumepHo B 1,5 pas).

IIpn mpueme BHYTpPH Bepamamuia 4depe3 2 daca Iocje Ipuema paburarpaHa
JTEKCHJIaTa 3HAUYUMOro B3auMmojeiicTBus He HaOmomanu (yBenuueHHe Crmax
npumepHo B 1,1 paz3 u AUC — npumepHo B 1,2 paza). D10 0OBSICHSETCS MOJIHBIM
BcachIBaHMEM Ja0uraTpaHa 3TeKcuiiaTa depes 2 yaca.

AmmuonapoH

[Ipu onHOBpEMEHHOM NPUMEHEHHH Ja0uraTpaHa dTeKcUiIaTa ¢ OAHOKPATHOM 10301
amuomapona (600 mr), MpUHUMABIIETOCS BHYTPb, CTETICHh U CKOPOCTh BCACHIBAHUS
aMHO/IapoHa U aKTUBHOTO €r0 MeTa0oNHTa (Je33TUIIaMHOAapOHa) HE U3MEHSUIHCH.
3nayeHust AUC u Cpax ZaburaTpaHa yBeIHYHMBAIMCH npuMepHo B 1,6 u 1,5 pa3
COOTBETCTBEHHO.

Beuny mmutensHoro T ammomgapoHa TIOCIE €ro OTMEHBI  BO3MOXKHOCTH
B3aMIMOJICHCTBUS MOXKET COXPAHATHCS B TEUCHHE HECKOJIBKUX HEJENb (CM. pa3ziesbl
42.u44).

XUHUIAH

XuHUIUH TIpuMeHsUH B 103¢ 200 M Kaxkapie 2 9aca 10 JTOCTMXKCHHSI COBOKYITHOM
o3l 1000 mr. Jlaburatpana 3TeKcWiaT MPUMEHSUTH JBa pa3a B CYTKH B TE€UCHHE
3 nHelt moapsin, Ha 3 A€Hb — C XMHUAMHOM Win Oe3 Hero. [Ipu omHOBpeMeHHOM
npuMeHeHnd XUHUIUHA AUC, ss B Crmax, ss Ja0OUraTpaHa yBeINYUINCh B CPEJHEM B
1,53 pa3 u 1,56 pa3 coorBeTcTBEHHO (CM. pazneinsl 4.2. u 4.4.).

Knapurpomunima

[Ipu onHOBpeMeHHOM TpUMeHeHNH KiaputpoMuiinHa (500 Mr 1Ba pasza B CyTKH) ¢
naOuraTpaHa STEKCHJIATOM Yy 3I0POBBIX J0OPOBOJIBIEB HAOIIOAANM yBEIHMYCHHE
AUC npumepno B 1,19 pa3 u Cmax — mpumepso B 1,15 pas.

Tuxarpenop

[Ipu onmHokpatHOM mpueme 75 Mr paOurarpaHa 3TEKCHIaTa OJHOBPEMEHHO C
Harpy3ouHo# no3o0i 180 mr tTukarpenopa AUC u Crax 1aburarpasa yBeJIMUUBAINUCh
B 1,73pa3 u 1,95 pa3 coorBercTBeHHO. Ilociie MHOrokpaTHOro NpUMEHEHUS
THKarpeiaopa B moze 90mr mBa paza B cyTkd Cmax 1 AUC maburaTtpana
yBenuuuBanuck B 1,56 pa3 u 1,46 pa3 cooTBETCTBEHHO.
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OnHoBpeMEeHHOE pUMEHEHHE Harpy304Hoi 1036l (180 Mr) Tukarpenopa u 110 mr
naburarpaHa 3Tekcuiara (B PaBHOBECHOM cOCTOsHUM) yBennuuBano AUC;ss u
Cmax,ss maburarpasa B 1,49 u 1,65 pa3 COOTBETCTBEHHO, II0 CPAaBHEHHIO CO
3HAYEHISIMH TIPH TIPUMEHEHHWH na0uraTpaHa dSTeKCHiata B MoOHOTepanuu. [lpwm
MpUMEHEHUH Harpy304Hoi 10361 (180 Mr) Tukarpenopa yepes 2 4aca mociie npueMa
110 mr naburatpana Tekcuiara (B paBHOBeCHOM cocTosiHnm) yBenmdenne AUC, s
1 Crmax, ss JaOuTaTpana CHH3MIOCH 110 1,27 1 1,23 pa3 cOOTBETCTBEHHO, TIO CPABHEHHIO
CO 3HAUCHWSMU TPH NPUMEHEHUHM Ja0uraTpaHa 3TEKCHJaTa B MOHOTEpAIHU.
[lonoOHast cTymeHuaTas cxeMa pPEKOMEHIyeTcs [Uid Hadaia [pPUMEHECHUS
TUKarpeaopa B Harpy304HoH 103e.

OpHOBpeMEHHOE NpHUMEHEHHE THUKarpeaopa B ao3e 90 Mr gBa pa3a B CYTKHU
(mopmeprkuBaromas 703a) ¢ qaburarpaHa aTekcuiaaToM B 1o3e 110 mMr yBennuuBaia
ckoppektupoBaHHble AUC:ss U Cmaxss nmabuwratpana B 1,26 pa3 u 1,29 pa3
COOTBETCTBEHHO, 10 CPAaBHEHHIO CO 3HAYCHHSIMH TPU TPUMEHEHUH Na0uraTpaHa
ATEKCHIJIaTa B MOHOTEPAITHH.

[To3zakoHazon [To3akoHa30n TakKe B HEKOTOPOH cTeneHu MHruOupyer P-gp, HO olHOBpeMeHHOE
MIPUMEHEHUE KINHUYECKH HE U3y4aloch.
Crnenyer cobm0AaTh OCTOPOXKHOCTD MIPU MIPUMEHEHUH JaburarpaHa OJHOBPEMEHHO
C T03aKOHA30JIOM.

Huaykropst P-gp

Cnedyem uzbezamov 00HOBPEMEHHO20 RPUMEHEHUS

Pudammummus,
mpernaparbl
3Bepobos
MPOJIBIPSIBIICHHOT O,
kapOamasenuH Win
(heHuTONH

O)I(I/I,Z[aeTCH, 49TO OJHOBPEMEHHOC BBCACHUC NNPUBCACT K CHWIKCHUIO KOHICHTPAIluH
,Ha6I/IFanaHa B IIJIa3M€ KPOBH.

[IpenBapuTensHOE NPUMEHEHUE 30HI0BOT0 HHAYKTOpa prUdaMiuinHa B 103¢ 600 Mr
OJIMH pa3 B CYTKH B TE€YEHHE 7 JTHEH CHHU3WIO OOIWI MUK Ja0urarpaHa U oOMIyIO
skcno3uimio Ha 65,5% wu 67 % coorBercTBeHHO. MHaymupyrommit 3¢ ekt
YMEHBIIUIICS, YTO K 7 JHIO TOCTIC TPEKpaIleHuUs JIeueHus pu(aMITUIIMHOM [TPUBEIIO
K DJKCHO3WIWK JaburarpaHa, Omm3kod K cranmaptHoil. Cmoycrts eme 7 qHel
JTAJIbHEHIIIETO YBEIINYCHUS OMOAOCTYITHOCTH HE HA0JII0/1aI0Ch.

HHruouTOphl NPOTEA3hl, HAPUMEP, PUTOHABHDP

O,I[HOBpCMeHHOC IMPUMCHCHUC HE PCKOMCHAYCTCS

PutonaBup wu ero
KOMOHWHAIINN c
JIPYTUMH
WHTHOUTOpaMH
MPOTEas3bl

Bnustor Ha P-gp (kak marHOUTOp MMO0 MHAYKTOp). He m3yuyanuce u mostomy He
PEKOMEHTYIOTCSI TSI OMHOBPEMEHHOTO MTPUMEHEHUS ¢ JaburarpaHa STEKCHUIATOM.

CvocrpaTtsl P-0p

Juroxcun

B wucciemoBanum, mpoBeeHHOM ¢ ydacTHeM 24 30pOBBIX JTOOPOBOJBLEB, TpU
MPUMEHEHUHU JadurarpaHa 3TeKCHjaTa OJHOBPEMEHHO C IUTOKCHHOM HE OTMEYallnd
HUKAKUX N3MEHEHWI B OTHOIIEHUH TUTOKCUHA U KIIMHUYECKH 3HAUYNMBIX N3MEHEHHU I
B OTHOIIIEHUH DKCITO3UIINU JaburaTpana.

AHTHKO@.I‘VJIHHTBI U aHTHArpC€raHTHBIC JICKAPCTBCHHBIC ITPCTIaPaThl
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OTCyTCTBYEeT WM OrPAaHUYEH OIBIT NPUMEHEHUS JIEKAPCTBEHHBIX CPEACTB, KOTOpPBHIE MOTYT
YBEJIIMYUTh PUCK DPA3BUTHUA KPOBOTEUEHMH NIPU OJHOBPEMEHHOM IPHUMEHEHHMH C JaburarpaHa
ATEKCHJIATOM: aHTHKOAryJISIHTHI, Takue kak HOI', HMI' u mpou3BoaHbie renapuHa (poHaanapuHykc,
Je3UpyIuH), TPOMOOIUTHYECKHE JieKapcTBeHHbIe npenapatsl 1 ABK, puBapokcaban win npyrue
IepopajibHbIE aHTUKOAryJIIHTHI (CM. pa3zaen 4.3.) U aHTHarperaHTHbIE JIEKapCTBEHHBIE IIPENaparshl,
Takue Kak antaroHucTsl perentopos GPIIb/Illa, TukmonuawH, mpacyrpes, THKarpenop, ASKCTpaH 1
cynb(pHUHIIUPA30H (cM. pa3aen 4.4.).

Ha ocHoBanuu nanubix, coopannbeix B uccienoBanuu RE-LY III ¢a3sr (cm. pasmen 5.1.), otmeTnimy,
9TO OJIHOBPEMCHHOE TNPUMEHEHUE JPYTrUX aHTUKOATYJSIHTOB Ui T[pHeMa BHYTPh WU
MapeHTEPATLHOTO BBEJCHHS YBEIHMYMBACT YaCTOTY Pa3BUTHS OOLIMPHBIX KPOBOTCUCHHH KakK MpU
MPUMEHEHUN Jla0uraTpaHa 3TeKCHiiaTa, Tak W BapdapuHa MpUMEpHO B 2,5 pas3a, 4TO B OCHOBHOM
CBSI3aHO C CHTYaIIUsIMH IIPU IEPEXO/IE C OJIHOTO AHTUKOATYJISTHTA Ha Ipyroi (cM. pa3aen 4.3.). Kpome
TOTO, OJHOBpEMEHHOE NpuMeHeHne antuarperantoB, ACK wim kionumorpena mpuMEpHO BIBOC
YBEIUYMBAIO YacTOTy Pa3BUTUs OOLIMPHBIX KPOBOTCYCHUH MpPH IMOJyUYCHHH Kak Ja0urarpaHa
ATEeKCWUIIaTa, Tak U Bapdapuna (cMm. pazzaen 4.4.).

H®I" M0XHO BBOJHTPH B J1033aX, HEOOXOJAUMBIX JUIsl MOANCPXKaHUS (HYHKIIMOHUPOBAHUS OTKPBITOTO
[IEHTPATHLHOTO BEHO3HOTO WJIH apTePUATBHOIO KaTeTepa, WM BO BPeMs KaTETEPHOU abiamuu mpu
HO®II (cm. pazaen 4.3.).

Tabmmpa 8. B3aumopeiicTBua jgaduraTpaHa J3TeKCWJaTa ¢ aHTHKOATYJISIHTAMH M
AHTHATPEraHTHBIMH JIEKAPCTBEHHBIMHU MpenapaTaMu

HIIBIIT HIIBII, mpumeHnseMble [Uisi KpaTKOBPEMEHHOM AaHAIBIE3UU, HE CBA3aHBl C
TIOBBIIICHHBIM PHCKOM Pa3BUTHS KPOBOTEUCHUS IIPU MPUMEHEHHH B KOMOMHAIINY C
naburatpana sTekcuiiatoM. B nccnenoBannu RE-LY npu niurenbHOM npuUMeHEHUH
HIIBII noBeimanu puck pa3BUTHs KpoBoTeueHus npumepHo Ha 50 % mpu npueme
Kak Ja0uraTpaHa 3TeKcuiaTa, Tak 1 BapdapuHa.

Knonuporpen Y MOJNOABIX 3I0POBBIX AOOPOBOIBIICB MY>KCKOTO T0Jia IPUMEHEHHe naduratpaHa
3TEKCHWIaTa OJHOBPEMEHHO C KJIOMHUAOTPEIOM HE HPUBOIMIO K JalbHEHIIEMY
YBEIUYEHHUIO MPOJIOJDKUTENLHOCTH KaWUIIPHOTO KPOBOTEUECHHUS 110 CPABHEHHIO C
MoHoTtepanuei kinomugorpenoM. Kpome toro, AUC: ss B Cmax ss TaOuUrarpana u
MOKAa3aTeNy Koaryassuuu 1yt 3¢ ¢exra raburarpana M HHruOMPOBaHUS arperauum
TpoMOOLIMTOB Kak 3()(HEeKT KIONMUAOTpesia OCTAINCH MPAKTUIECKH HEM3MEHHBIMU 110
CPaBHEHHIO C TaKOBBIMU IPH KOMOMHHPOBAHHOM JIEYEHUH M MOHoTepanuu. [Ipu
OJIHOBPEMEHHOM MNpPUMEHEHUH Harpy3ouHod Jo3pl 300 mr wmum 600 mr
knonuporpena u gaburarpana 3HaueHUS AUC;ss U Crmax ss YBETUUYHBAINCDH
npumepHo Ha 30—40 % (cm. paznmen 4.4.).

ACK OpnnoBpemennoe npumenenne ACK u 150 mr naburatpana sTekcuiara 1Ba pasa B
CYTKH MOJKET YBEIMYMBATH PHCK Pa3BUTHsI JII0OOT0 KpoBoTeueHus ¢ 12 1o 18 % u
24 % nipu nosyueHuu 10361 81 Mr u 325 mr ACK cootBeTcTBEeHHO (CM. paszzen 4.4.).

HMTI' He wusydamm moapoOHO opHOBpemeHHoe mnpumenenne HMI, Takmx Kak
SHOKCamapuH, u maburatpana stekcuiat. llocie mepexoma ¢ 3-gHEBHOTO Kypca
JieYeHHs SHOKCANapUHOM JJIsl TOJIKOKHOTO (I1/K) BBeAeHHUs B Jo3e 40 MT 01H pa3 B
CYTKH 4epe3 24 Jaca 1mociie BBEJCHUsI TOCIEIHEN 103bl SJHOKCATIapUHA SKCIO3UIHA
JaburaTpaHa ObUTa HECKOJIBKO HIDKE, YEM TTOCIie TPUMEHEHHS TOIBKO JaburaTpaHa
sTekcuiiata (o qHoKpaTHas j103a 220 mr). boiee Beicokas antu-FXa/Flla akTHBHOCTB
HaOdromanace mocje TNpUMEHeHUs jaburatpaHa dTekcuiaata Ha  (oHe
MPEIBAPUTEIHHOTO JICUEHHUS SJHOKCATIAPWHOM I10 CPAaBHEHHIO C aKTHBHOCTHIO TIOCIIE
JICYeHUs OJHUM TOJBKO nabwratpaHa dTekcmmaroMm. Cumraercs, YTO Takas
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AKTHUBHOCTHB CBsA3aHa C OCTaTOYHBIM 3(1)(1)CKTOM JICYCHUA SHOKCAIlapUHOM U HEC UMCCT
KIMHHUYCCKOIrO 3HAa4YCHU. PeSynLTaTI)I Apyrux CBsA3aHHBIX C )1361/11" aTpaHOM
AHTUKOATr'yJISTHTHBIX TECTOB HC ObLIH 3HA4YNMO N3MCHCHBI Ha (bOHe
MMpEABAPUTECIILHOTO JICHCHUA DHOKCAITapUHOM.

Jlpyrue B3auMoOJENCTBUS

Taoauna 9. /[pyrue B3aumoaencTBusi

CHO3C nm CMO3CH
CHoO3c/ B uccnenoBanuu RE-LY CMO3C u CMO3CH noBblany puck pa3BUTHSA KPOBOTEUEHMUS
CHO3CH BO BCEX I'pyMIax JEYECHUs MallUEeHTOB.

Bemectna, Bnustomue Ha pH xexygogHoro coxka

[MTanTonpazon IIpy npumenennn paburaTpaHa OJTEKCWIaTa OJHOBPEMEHHO C TAHTONPA30JIOM
Habmomanu cHwkenue 3HaueHnid AUC paburarpana npumepHo Ha 30%. B
KIMHUYECKHUX UCCIIEN0BaHMAX nanTomnpason u apyrue NI npumeHsm o1HOBpeMEHHO
¢ nmaburaTpaHa O»TeKcwiaToM u comyTcrBytomiee Jsedenne WIIII wHe cHmKkamo
3¢ (hekTHUBHOCTH aburarpaHa.

Panurnonn [IpuMeHeHne paHWTHIMHA B KOMOWHAIMKM C Ja0urarpaHa 3TEKCUJIATOM HE OKasalio
KJIIMHUYECKH 3HAYMMOT'O BIIMSHUS Ha CTENICHb BCAChIBAHMS JaOUraTpaHa.

BzanMoieficTBHSA, CBSI3aHHEBIC C META00IM3MOM z[a6HranaHa 9TCKCHJIaTa U I[a6HranaHa

JlaOuraTtpana sTekcuiaT U AaOurarpaH He MeTabOIM3UpPYIOTCA cucTeMol nuroxpoma P450 u He
OKa3bIBAIOT B yCJIOBHSX IN VItro Bo3zeiicTBus Ha GepMeHTHI cUCcTeMbl IUTOXpoMa P450 denoBeka.
TakuM 00pa3oM, HUKAKUX B3aUMOJICHCTBUIN JabUrarpaHa ¢ COOTBETCTBYIOIUMHU JIEKAPCTBEHHBIMU
npernapaTamMy He OXKHJIaeTCs.

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTD M JTAKTALMA

KEeHINMHEI ¢ AeTOPOAHBIM HOTECHIIMAIOM

XKenmuuaMm ¢ JETOPOJHBIM TMOTEHIMAIOM cleAyeT H30erarb HAcTyIUIEHUS OepeMEHHOCTH IpU
JeyeHnH mpenaparoM J{abuKcoM.

bepemenHoCTh

JlaHHBIE O TPUMEHEHUH J1a0uraTpaHa dTeKCuiIaTa y OepeMeHHbIX KEeHITHH OTPaHUYEHBI.

B uccrienoBanusx Ha )XUBOTHBIX OOHApYKeHA PENPOIYKTUBHAS TOKCUYHOCTH (CM. paszen 5.3.).
[ToTeHuIManbHBINA PUCK /1715 UETOBEKA HEU3BECTEH.

[Ipenapar [labukcoMm He clieyeT MPUMEHATh BO BpeMsi OEpEMEHHOCTH, €CJIM TOJIPKO KIIMHHYECKOE
COCTOSIHHE >KEHIIIMHBI He TpeOyeT Tepanuu JaduraTpaHa dTEKCHIATOM.

JlakTarmms

Bnusnue naburarpaHa STeKCWiaTa Ha HOBOPOXKACHHBIX (JeTei), HaXOMALIMXCS Ha TPYJHOM
BCKapMJIMBaHUH MaTepsIMU, IPUHUMAIOUIMMHU NIpernapaT, He 0OHapY>KEHO.

B nepruona JICUCHUA NperiapaTomMm I[a6I/II(COM IrpyaAHOC BCKapMJIMBAHUC CIICAYCT IPCKPATUTE.

DepTUILHOCTE

JlaHHBIE 7151 YENOBEKA OTCYTCTBYIOT.
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B uccnenoBaHuax Ha KMBOTHBIX OTMEYald BIUSHHE Ja0WraTpaHa dTeKcwiaTa Ha (epTUIBHOCTD
CaMOK B BHJI€ YMEHBIIEHUS KOJMYECTBA HMMIUIAHTALMM W YBEIWYECHHs MPEeAUMILIAaHTAIIMOHHBIX
MOTeph MPH MOTy4eHUH 10361 70 MI/KT mpenapara (4To B 5 pa3 MpeBbIIAET YPOBEHb AKCIO3ULIUHU B
I1a3Me KpOBHU 0 CPaBHEHUIO C TAaKOBBIM y manueHToB). [pyrux sddextoB Ha QepTUIBHOCTD Y
CaMOK HE OTMeueHO. BiusiHus Ha (GepTUIIBHOCTD CaMIIOB HE PETUCTPUPOBAIH. B 033X, TOKCHYHBIX
1t Matepeil (uro cocraisieT 5—10-kpaTHYI0 SKCIO3UIIHIO IO CPaBHEHHUIO C TAKOBOU B IJIa3Me KPOBU
y HAIMEHTOB), Y KPHIC M KPOJIMKOB HAOJIOJalIM CHIDKEHUE MAcChl Tejla IUo/1a U SMOpHodeTanbHON
KU3HECIIOCOOHOCTH, a TaKXKe YyBEIWYeHHEe BapualeNbHOCTH IUI0OJa. B mpeHartambHBIX U
IIOCTHATaJIbHBIX MCCIEAOBAHUAX IIPU J103aX, TOKCUYHBIX JJI MaTepH (YTO COCTABISAET 4-KpaTHYIO
HKCIIO3UIUIO TI0 CPABHEHUIO C TAKOBOM B IUIa3Me KPOBH y MAIMEHTOB), HAOIIOAATN yBEIMUCHUE
CMEPTHOCTH ILJI0JA.

4.7. BiusiHMe HAa CHOCOOHOCTH YINPABJATH TPAHCHOPTHBLIMH CpeACTBAMHM M padoTath ¢
MeXaHHu3MaMu

ITpenapar J[aGuMKCOM He OKa3bIBaeT WM OKAa3bIBAE€T HECYILECTBEHHOE BIIMSHUE HA CHOCOOHOCTH
YIPAaBIATh TPAHCIIOPTHBIMU CPEJICTBAMU U padOTaTh C MEXaHU3MaMHU.

4.8. HexxenaTelbHbIE peaKIMU

Pesrome H‘[)Od)I/IJIﬂ 0€30IaCHOCTH

B uccnenoBanusx, KOHTPOJUPYEMBIX MO JAEHCTBYMOIIEMY Ipenapary, 6 684 nanueHTta moirydanu
naburarpana stekcuiat B o3¢ 150 mr wium 220 Mr B CyTKH € Henbio npodmiaktuku BTO.

Haubonee pacnpocTpaHeHHbIEe HEXeTaTeNbHbIE SIBICHUS BKIIOYAIOT: KPOBOTEUCHMSI, BOZHUKAIOIINE
npuMepHo y 14 % mnamnueHToB; yacToTa pa3BUTUS OOIIMPHBIX KPOBOTEUEHUM (B TOM 4HCIIE
KPOBOTEUEHH U3 paHbl) cCOCTaBisieT MeHee 2 %.

HCCMOTpr Ha HU3KYIO 4YaCTOTY pa3BUTHUA KPOBOTCUYCHHA B KIMHHUYCCKUX HCCICIOBAHHAX, MOXKET
Pa3BUTHCA O6H.II/IpHOC WU TAKCIIOC KPOBOTCUCHUEC U, HC3aBUCUMO OT JIOKAJIW3alluU, OHO MOKCT
MPUBCCTHU K UHBAJIMAN3ALUH, YT'PO3€ JKU3HU UIIN JAKC JICTAJIbBHOMY HCXOAY.

bezonacHocTs naburarpana stekcuinara oueHuBanu B 10 uccnenosanusx III ¢pasel ¢ yuactuem
23 393 manueHToB, MoyTyyaBmIKuX nadburarpana stekcuiar (cMm. Tabmuiry 10).

Tabnuunoe pEe3IOMe HEeXKellaTeIbHbIX peaKIIni

YacToTa BCTpeYaeMOCTH OINpeIelieHa CIIeTYOIIM 00pa3oM:

oueHsb vacto (> 1/10);

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

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

pexxo (> 1/10 000, o < 1/1 000);

oueHb penko (< 1/10 000);

94acTOTa HEM3BECTHA (HA OCHOBAHWH MMEIOLIUXCS TAHHBIX OIIEHUTh HEBO3MOIKHO).

HexenarenbHble peakliiu CrPyNIHUPOBAaHBl B COOTBETCTBUU C MOPSAKOM Ha OCHOBAaHUHM CHCTEMHO-
opransbix kiaccos (COK).

Taboauna 10. HexkenareJibHbIe peakun

COK / nexenarennnas YacToTa pa3BuTHSA
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peaxkuus

IIpopuiakruka
HHCYJIbTA,
CHCTE€MHBIX
IIpoduiaakruka .
BTD v namuenTon TPOMO03IMO 0/ i Jleuenue
y H CHHIKEHHe TI'B/T2JIA n
nocJje
S — ceplevyHo- NPOPWIAKTUK
P . COCYAMCTOM a TTB/T2JIA
onepaumui
CMEPTHOCTH y
NnanueHToB C
H®II
Hapywenus co cmoponwl kposu u numgamuieckou cucmemol
Anemus Heuacto Yacro Heuacto
CHmXxeHUe ypoBHs | Yacro Heuacto HewussectHOo
reMorio0omHa
TpomMOoruTOTICHUS Penxo Heuacto Penxo
CHmxeHue ypoBHsa | Hewacro Penxo HewussectHo
reMaToKpuTa
Henitponienust HewussectHo HewussectHo HewussectHO
ArpanysnonuTos HewnssecTtHo HewnssectHo HewnssectHo
Hapywenus co cmoponvl ummyHnnou cucmemol
Peakmus Heuacto Heuacto Heuacto
TUIIEPYYBCTBUTEIBHOCTH
KosxHag ceInb Penxo Heuacto Heuacto
Kox#bsrit 3y Penxo Heuacto Heuacto
AnadunaktTudyeckas peakius Penxo Penxo Penxo
AHTHOHEBPOTUYECKHI OTEK Penxo Penxo Penxo
Kpanusnuna Penxo Penxo Penxo
bponxocnasm HewussectHo HewunssectHo HewnssectHo
Hapywenus co cmoponwvl nepsHoti cucmembi
Bnytpuuepennoe Penko Heuacro Penxo
KPOBOM3JISIHUE

Hapywenus co cmoponwl cocyoos
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I'emaroma Heuacro Heuacro Heuacto
Kposousnusaue Penko Heuacro Heuacro
KpoBoTeuenue u3 pansl Heuacrto - -
Hapywenus co cmopoHul ObixamenbHoll cucmemsvl, Opeanos epyOHOU KIemKU U cpe0oCmeHUs.
HocoBoe kpoBoTeueHue Heuacrto Yacto Yacto
KpoBoxapkanbe Penxo Heuacrto Heuacto
Hapywenus co cmoponul scenyo0ouno-kuuieuno2o mpakma

Kenynouno-kunieunoe Heuacto Yacto Yacto
KpPOBOTEUYECHHUE

Bouib B )xuBoTE Penxo Yacto Heuacto
Hunapest Heuacto Yacro Heuwacro
Hucnencus Penxo Yacto Yacro
TomHoTa Heuacto Yacro Heuwacro
KpoBoreuenne wu3 mnpsamoni | Hewacro Heuacto Yacto
KHUIIKA

I'emopponnansHOE Heuacro Heuacro Heuacto
KpPOBOTEUECHUE

N3bsa3BieHne cnusucTon | Penko Heuacro Heuacto
o6onouku JKKT, B ToM uncie

s13Ba MMUILIEBOA

I"actpoazodarut Penko Heuacto Heuacto
I'OPb Penxo Heuacro Heuacto
PBota Heuacro Heuacro Heuacto
HNucdarus Penxo Heuacto Penxo
Hapywenus co cmopoHul neyenu u sHcenuesvl8o0aujux nymet

Hapymenne ¢bynkuuu | Yacro Heuacto Heuacto
MEeYeHU/OTKIIOHEHUE

IoKa3aTesen byHKIUN

MEYCHU OT HOPMBI
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[ToBbiIeHNE akTuBHOCTH | Hewacro Heuacro Heuacro
allaHMHaMUHOTpaHCcepasbl

(AJIT) B mna3me KpoBHu

[ToBbiIEHHE akTuBHOCTH | Hewacro Heuacro Heuacro
acmapraTaMHHOTpaHc(epasbl

(ACT) B nmna3me KpoBH

IloBbr1IEHTE akTuBHOCTH | Hewacto Penxo Heuacto
(EepMEHTOB IMMEYCHH B ILUIA3ME

KpOBHU

['unepOunmmpyOouHeMust Heuacro Penxo Hewussectno
Hapywenus co cmoponul Kodtcu 1 noOK0NCHbIX MKAHell

KpoBousnusnue B KOXy Heuacro Yacro Yacto
Ausontenust HewnssectHo HewnssectHo HewuszsectHo
Hapywenus co cmopoHuvl mbiuieuHotl, KOCMHOU U COeOUHUMENbHOU MKAHU

I'emaptpo3 Heuacto Penko Heuacto
Hapywenus co cmoponul nouek u Mouesbig00sawux nymet

YporenuranbHOe Heuacro Yacro Yacro
KpOBOTEYECHHE, BKJTFOYAst

remMaTypuro

Obwue paccmpoiicmea u HapyuieHus 8 Mecme 66e0eHUs

KpoBoreuenne u3  mecra | Penko Penko Penko
WHBEKITUU

KpoBoreuenne u3  mecra | Penko Penko Penko
BBEJICHHS KaTeTepa

KpoBsiHHCTBIE BBIIECICHUS Penxo - -
Tpasmvl, unmoxcukayuu u OCI0HCHEHUS MAHUNYIAYUL

[ToctTpaBmaTHueckoe Heuacto Penxo Heuacto
KPOBOTEUYEHHE

KpoBoreuenue wu3  mecra | Penxo Penxo Penxo
OMEpPalMOHHOTO JOCTYyIa

I'emaToma nociie nposenenus | Hewacro - -

00paboOTKH paHbI
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KpoBoreuyenune u3 | Heuacro - -
OIEPALMOHHON PaHBI

Anemusa B | Penxo - -
MOCJIEONEePAMOHHOM
nepuojie

Beinenenuss u3 panel nocie | Hewacro - -
IIPOBE/ICHUS MPOLIEAYPbI

Briaenenue u3 pansl Heuacto - -

Xupypeuuecxue u mepanesmudecKue Manunyiayuu

Jpenax paHbl Penko - -

Hpenaxx mocie o6pabotku | Penko - -
paHbl

Onucanue OTACIBHBIX HCXCIIATCIbHBIX DCaKHI/Iﬁ

FeMoppaeuquKue OCJIOHCHEHUA

B cBs3u ¢ (apMakosorn4eckuM MEXaHH3MOM JISHCTBHS NpPUMEHEHHE nadurarpaHa >TEKCHIIaTa
MOJKET OBITh CBSI3aHO C IOBBILIEHHBIM PUCKOM PA3BUTHUS CKPBITOIO MJIM SIBHOTO KPOBOTEUEHUS
0001 tokanu3anui. CUMIITOMBI M CTETNIEHb TSHDKECTH (B TOM YHCIIE JETATBbHOCTD) Oy1yT OTINYAThCA
B 3aBUCHUMOCTH OT JIOKQJIM3AIUH U OOLIMPHOCTH WM AJTUTEIHOCTH KPOBOTEUEHHUS 1/UITN aHeMHH. B
KJIIMHUYECKUX HCCIEA0BAHUAX KPOBOTEUEHHUS M3 CIM3UCTBIX 000J0YEK (Hampumep, >Kelydo4yHO-
KHIIEYHOT'O TPaKTa, MOYENOJIOBOH CHUCTEMbI) HAOIIOAAINCh Yalle BO BpeMs AJIUTEIbHOTO JICUEHUS
naburarpaHa dTEKCUJIaTOM 1o cpaBHeHMio ¢ JieueHneM ABK. Takum oOpa3zoMm, B JOMOJHEHUE K
a/IeKBATHOMY KJIMHUYECKOMY HAOJIIOJICHUIO JUIS BBIBJICHUS CKPBITOIO KPOBOTEUYEHUS HMMEEeT
3Ha4YE€HHE JTA0OPATOPHOE MCCIIEOBAHKE OIPEACIICHHs] YPOBHEH TreMorioOnHa/reMaTokpuTa. Puck
Pa3BUTHsI KPOBOTEUEHHSI MOXKET ObITh YBEJTMUEH B ONPEICNIEHHBIX IPYyIIax NallMeHTOB, HAIPUMED, Y
MAlUMEHTOB C HapyUIEHUSMH (QYHKIMM TOYEK CpeJHEeH CTeNeHU TSHKECTH W/WIM Y NalUeHTOB,
KOTOpBbIE HAaxOJATCS Ha JIEYEHWM IpernapaTaMH, BIUSAIOIMMU Ha IeMOCTa3, WU Yy MalUEHTOB,
MOJIyYalOIUX MOUIHbIe MHTHOUTOpHI P-gp (cM. pasgen 4.4. «Puck pa3BUTHS KPOBOTEUEHHUS»).
I'eMopparuueckue  OCIOKHEHHMsT MOTYT TpOSIBIATHCS B BUAE  ClaboCTH, OJ€AHOCTH,
rOJIOBOKPY’KEHHUS, TOJOBHOM OOJM WMJIM OTE€Ka HEYCTAHOBJIEHHOW ATHOJOTHH, OABIIIKKA U IIOKa
HEYCTaHOBJICHHOM 3THOJIOTHH.

[Tpu npuMeHeHn TaburaTpaHa 3TeKCHIaTa PETUCTPUPOBAITN TAKHE OCTIOKHEHUS KPOBOTCUCHHS, KaK
KOMIIaPTMEHT-CUHAPOM (CHHIPOM CHABIICHHUS) U OCTpasi MOoYedyHasi HETOCTATOYHOCTh, BCIIEJICTBUE
runonepdys3un. [1o3ToMy TIpH OIEHKE COCTOSHHS TAIMEHTA, MOJYYaIoNmero aHTHKOATyJISTHTHYIO
TEepamuio, CIeAyeT VYYUThIBATh pPHUCK pPa3BUTHS KpPOBOTEUEHHs. B ciiydae pa3BUTUA
HEKOHTPOJIMPYEMOTO KPOBOTCUCHHS MPHUMEHSETCS CIeU(DUUSCKUi TperapaT, HeUTpaIn3yromui
neiicTBue qaburatpana, — uaapynuymad (cm. paszgen 4.9.).

Ilepsuunas npogurakmuxa BTO 6 opmoneduueckou xupypeuu

B Tabnume 11 mnpeacraBneHo konuyecTBO (%) MAIMEHTOB JBYX OCHOBHBIX KIMHUYECKUX
HCCIIEIOBaHMM, Y KOTOPBIX B 3aBUCUMOCTH OT J03bI IPUMEHEHUS Ja0uraTpaHa 3TEKCHIAT C IEJIbI0
npodunaktuku BTD Bo3HHKIA HeXeNaTeNbHAS PEaKIUs B BUIE KPOBOTCUCHUSI.
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Ta6auna 11. KonuyectBo (%) nmanmeHToB, y KOTOPBIX Pa3BHJIACh HexKelaTelbHAsl peakuus
(kpoBoTEYeHME)

JladuraTpana Jlaburarpana
ITeKCHJIaTa JHOKCATIAPUH
150 mr srekcuaat 220 mr
N (%) N (%)

N (%) 0
[TonyuaBinue 1e4eHne 1866 (100,0) 1825 (100,0) 1848 (100,0)
OOmupHbBIE 24 (1,3) 33(1,8) 27 (1,5)
KPOBOTCUCHHSI
JIroboe KpoBOTEUCHHE 258 (13,8) 251 (13,8) 247 (13,4)

IIpopunaxmuxa uncyrema u cucmemnou smooauu y 83pocavix nayuenmog ¢ H®II, ¢ oonum uiu
HeCKONbKUMU (hakmopamu pucka

B Ta6muue 12 mpexacraBieHbl ciiyyal KpOBOTEUEHHH C pa3jieleHHEeM Ha OOLIMpHBIE M Jt0ObIe
KPOBOTEUEHHSI B HMCCIECIOBAHUU MPOMWIAKTUKA TPOMOOIMOOINIECKOTO HMHCYIbTa M CUCTEMHOU
sm60amH y nanuentoB ¢ HOIL.

Tadauma 12. KpoBoTeyenuss B HCCIeI0BAHUM NPOPUIAKTHKM TPOMOOIMOOIHYECKOTO
HHCYJbTA U CUCTEeMHOM 3M00,1uM y nanueHToB ¢ HOII

JaduraTpana Jadurarpana
srekcuiaar 110 mr yrekcuiaar 150 mr
JIBA pa3a B CYyTKH JIBa pa3a B CYTKH Bapgapun
N (%) N (%)
Panniomu3upoBaHHbIe 6015 6076 6022
YYACTHUKH
OOmmpHbIE 347 (2,92 %) 409 (3,40 %) 426 (3,61 %)
KPOBOTECUCHHSI
BryTtpuuepennsie 27 (0,23 %) 39 (0,32 %) 91 (0,77 %)
KPOBOTECUCHHSI
Kenynouno- 134 (1,13 %) 192 (1,60 %) 128 (1,09 %)
KHIIIEYHOE
KPOBOTCUCHHE
KpoBoteuenue c | 26 (0,22 %) 30 (0,25 %) 42 (0,36 %)
JIETaJIbHBIM HCXOI0M
HesnauurensHoe 1,566 (13,16 %) 1,787 (14,85 %) 1,931 (16,37 %)
KPOBOTEUCHHE
JIroboe KpoBOTEUCHHUE 1,759 (14,78 %) 1,997 (16,60 %) 2,169 (18,39 %)
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[TarenTh! OBLIM paHIOMHU3UPOBAHBI HA TPYMIBL: JaduraTpaHa 3Tekcumiat B go3e 110 mr 1aBa pasa B
CYTKH U JaburaTtpana sTekcuiaT B 1o3¢ 150 Mr 1Ba pa3a B CyTKH; OTMEUaI 3HAUUTEIbHO MEHBIINN
PUCK pPa3BUTHS YTPOXKAIOIIUX JKU3HU KPOBOTCUCHUH M BHYTPUYCPEIHBIX KPOBOWBIUSHUN TIO
CpPaBHEHHIO C TAKOBBIM MpH NpuMeHeHnn Bapdapuna [p < 0,05]. O6e 10361 JaburarpaHa 3TeKcuiIaTa
TaKkKe JIEMOHCTPUPOBAIM CTAaTUCTHYECKHM 3HAYMMOE CHUXKEHHE OOIIeH YacTOThl pPa3BUTHS
KpoBoTeueHHH. [lamuenTsl, npuHMMaromue paduratpan B jgo3e 110 Mmr nBa pasa B CYTKH,
JEMOHCTPHPOBAIN 3HAYUTEITHFHO MEHBIIIUH PUCK Pa3BUTHS OOIIUPHBIX KPOBOTESUCHHIA TIO CPABHEHUIO
¢ TakoBbIM Ipu npumeHeHun Bapdapuna (OP — 0,81 [p =0,0027]). [lamueHThI, IPUHUMAOIINAE
naburaTtpaHa 3Tekcuiat B o3¢ 150 Mr aBa paza B CyTKH, IEMOHCTPUPOBATIHN 3HAYUTEIHHO OOJBIIHIA
PHUCK OOLIMPHBIX KTy TIOUHO-KUIIEYHBIX KPOBOTEUEHHH MO0 CPAaBHEHUIO C TAKOBBIM IPU IPUMEHEHUH
Bapdapuna (OP — 1,48 [p = 0,0005]). Taxoii 3pdexT oTMeqaar B OCHOBHOM y NAIIMEHTOB B BO3pacTe
> 75 ner.

Knuanueckast 3¢ppeKTHBHOCTD NMpHMEHEHHs JaburarpaHa 3TEKCWJIaTa C IEJbl0 NPOPHIAKTUKA
MHCYJIbTa ¥ CUCTEMHOM 3MOOJIMU U CHW)KEHHS PUCKA PAa3BUTHS BHYTPUYEPEITHOTO KPOBOM3IIHMSHUS
10 CPaBHEHUIO C Bap(papuHOM COXpaHSETCS B OTIEIbHBIX MOATpyNnax (Hampumep, MalUeHTHI C
HapynieHueM (QYHKIMM II0YeK, MAalUeHThl pa3sHOro BO3pacTa, MAlMEHTHl C COIYTCTBYIOLIHM
MPUMEHEHHEM JICKAPCTBEHHBIX CPEACTB, TAKMX KaK aHTHATPEraHThl WM MHTHOUTOPHI P-gp). B TO
BpeMsi, KaK y ONpEAEICHHBIX MOATPYII MAlMEHTOB (PUKCUPYIOT TOBBIIICHHBIA PUCK pPa3BUTHUS
O6HII/IpHOFO KPOBOTCYCHUA IIPU NPHUMCHCHUNW AHTHKOAr'yJISAHTOB, MMOBBIIIICHHBIH PUCK PA3BUTHA
KPOBOTEYEHHsT NpU TNPUMEHEHUH Ja0urarpaHa STEKCHIaTa CBS3aH C JKEIyJOYHO-KHIICYHBIM
KPOBOTEUEHHEM, KOTOpOE OOBIYHO HAOIIOJAIOT B TEUCHHE IEPBHIX 3—6 MecsleB Mocie Hadaia
JeYeHus TaburaTpaHa TEKCUIIATOM.

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

B Tabnuue 13 npexacraBieHs! ciiy4an KpOBOTEUEHHM B 00bEAMHEHHBIX OCHOBHBIX MCCIIEOBAHUIX
(RE-COVER u RE-COVERII) neyenms TI'B m TDJIA. B 00beAMHEHHBIX HCCIIEI0BAHUIX
MEPBUYHbIE KOHEYHBIE TOYKM O€30MacHOCTH — OOLIMPHOE KPOBOTEUYEHHE, OOLIMPHOE WU
KJIMHUYECKH 3HAYMMOE KPOBOTEYEHHE M JII000€ KPOBOTEUEHHE — PErHCTPUPOBAIM 3HAUUTEIHHO
pexe, 4eM Ipu NpUMEHEHUHU BapdapuHa Mpu HOMUHAJIBHON BeposITHOCTH omnOKku I poga, paBHOU
5 %.

Tadoauua 13. KpoBoreuenus B uccienopanuax RE-COVER u RE-COVER 11 (1euenusi TT'B u
TIJIA)

OP no cpaBHeHHIO C
TAKOBBIMH IIPH

Jadurarpana
INPUMECHECHUH
rexkcuiaar 150 mr Bapgapun o
Bapgapuna (95 %0
ABa pa3a B CyTKH .
A0OBEPUTEC/IbHBIN

unTepnaJ (AN))

[TanneHTsl, BKIIOUYEHHEIE B | 2456 2462
a”aian3 0e30IacHOCTH

OOrmpHbIe 24 (1,0 %) 40 (1,6 %) 0,60 (0,36, 0,99)
KPOBOTEUEHHSI
Buytpuuepennoe | 2 (0,1 %) 4 (0,2 %) 0,50 (0,09, 2,74)
KPOBOH3ITHSIHIE
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O6mmpHoe 10 (0,4 %) 12 (0,5 %) 0,83 (0,36, 1,93)
)KeJ'Iy,Z[O‘lHO'
KHUIIICYHOC
KpOBOTe‘IeHI/IC

Yrpoxaroiee 4 (0,2 %) 6 (0,2 %) 0,66 (0,19, 2,36)
JKU3HU
KPOBOTEUEHHE

OO1mpHbIE 109 (4,4 %) 189 (7,7 %) 0,56 (0,45, 0,71)
KPOBOTEUEHHSI/KIHHUIEC
K1 3HAYMMBbIE
KPOBOTEUECHHSI

JIroboe KpoBOTEUCHHE 354 (14,4 %) 503 (20,4 %) 0,67 (0,59, 0,77)

JTio6oe 70 (2,9 %) 55 (2,2 %) 1,27 (0,90, 1,82)
eIy J0YHO-
KUIIICYHOC
KpOBOTEUYEHHE

KonnyecTtBo kpoBoTeUeHUH Ui 00€MX CXEM JIeUeHHsl MOJICUUTHIBAIOT OT MEPBOro IprUeMa BHYTPb
naburarpaHa dTEKCHaTa WK Bap(papHHa [0ciIe PEKPalIeHUs TApEHTEPATbHON Tepanuu (IepUuos
JIeYyeHHs TOJIBKO MpH IpueMe jJaduraTpaHa 3T€KCHUIaTa BHYTph). YUHUTHIBAIOT BCE KPOBOTECUCHMS,
BO3HUKILIME BO BpeMs JieUeHUs JadurarpaHa OSTEKCHUJIATOM. YUHUTBHIBAIOT BCE KPOBOTEUEHUS,
BO3HUKIIINE BO BpeMs JIeUeHUs! Bap(papruHOM, 3a UCKIIOUEHHEM TeX, KOTOpbIe Pa3BHIUCH B IEPUO]
MEePEKPHITUS MPUMEHEHUs Bap(apuHa U apeHTepalbHON Tepanuu.

B Tabmuue 14 mnepeuncnensl KpoBoTeueHus uccinenoanuss RE-MEDY, mnocssimenHOM
npodunaktuke TI'B u  TOJIA. Hekoropele KpoBoTeueHHs (OOIIMPHOE KPOBOTEUEHHE
(OK)/xknuanuecku 3Haunmoe kpoBoTeueHue (K3K); mrobGoe kpoBoTeueHue) BeTpedaInch
3HAYUTENIPHO PEeXe MPU HOMUHAIBHOM BEpOSITHOCTH omuOku | poxa, paBHO# 5 %, y manueHTOB,
MOJTyYaBIIUX Ja0urarpaHa 3TeKCUIIAT 0 CPAaBHEHMIO C TEMHU, KTO TOIy4ai BapgapuH.

Taboauna 14. KpoBoreuenus B uccienopanun RE-MEDY (npodunakruka TI'B u TIJIA)

OP no cpaBHeHHIO €
Jadurarpana TAKOBBIMH NIPH
rekcuiaar 150 mr Bapgapun NPUMEHEeHUH
JABa pa3a B CYTKH Bapgapuna (95 %0
AN)
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IManmentsl, BKItO4YeHHbIe B|1430 1426

aHanM3 0e30MaCHOCTH

Oommpubie kpoBoteyenus |13 (0,9 %) 25 (1,8 %) 0,54 (0,25; 1,16)
BuyTtpuuepennoe 2 (0,1 %) 4 (0,3 %) HeBo3moxuO
KPOBOM3JIHSIHUE BBIYHCITATE *
OO1pHOe xenynouHo- |4 (0,3 %) 8 (0,5 %) HeBo3MoxHO
KHIIEYHOE KPOBOTCUCHHE BBIYHCITATE ¥
Yrpoxatromiee xu3au | 1 (0,1 %) 3(0,2 %) HeBo3MoxxHO
KpPOBOTEUCHHE BBIYHCITATE *
OOmmpHOe 80 (5,6 %) 145 (10,2 %) 0,55 (0,41, 0,72)
KPOBOTEUCHHE/KITHHUICCKH

3HaYMMOE KPOBOTCUCHHUE

JIro60€e KpOBOTEUEHHE 278 (19,4 %) 373 (26,2 %) 0,71 (0,61; 0,83)
JIroboe xenymouno- |45 (3,1 %) 32 (2,2 %) 1,39 (0,87; 2,20)
KHIIEYHOE KPOBOTCUCHHE

*HeB03MO0kHO O1leHUTh OP, IOCKOJIBKY HU B OJTHOIT KOTOPTE/TPYIIIIE JIeUeHHsI KPOBOTEUCHUE HE 3apErUCTPHPOBAIIN

B Tabnuue 15 nepeuncinensl kpoBoteuenus B uccienobanud RE-SONATE (npodunaktuka TI'B u
TOJIA). Yacrota pa3sutus komouHanuu OK/K3K u gactora pa3Butus 110060ro KpoBoTeUeHUs Obl1a
3HAYUTENIbHO HUXKE IPU HOMHUHAIBHOM BEpOSITHOCTH omuOku I pona, paBHOU 5 %, y ManueHToB,
MOJTyYaBIIUX I1a11e00, 10 CPAaBHEHUIO C MMallMEHTaMU, MTOJTy4aBIIMMU Ja0uraTpaHa 3TeKCHIaT.

Tadoauua 15. KpoBoreuenus B uccienopaiuu RE-SONATE (npodgunakruka TI'B u TIJIA)

OP no cpaBHeHH1I0
C TAKOBBIMH TIPH
NpHMeHEeHHH
niaamedo (95 % AN)

JladuraTrpana
stekcuaar 150 mr
ABAa pa3a B CYyTKH

I1;1anedo

ITanmenTsl, BKIIOYEHHBIE B |684 659
a”aian3 0e30IacHOCTH

Oo6mupusie kpoBoteuenus |2 (0,3 %) 0 HeBo3MoxHO
BBIYUCIIUTH *
BryTtpuuepemnnoe 0 0 HeBo3moxHO
KPOBOU3JIHSIHUE BBIUUCITUTH ¥
Oo6mmuproe  xenymouno- |2 (0,3 %) 0 HeBo3moskHO
KUIIEYHOE KPOBOTCUCHUE BBIUUCITUTH ¥
Yrpoxaromiee sxku3au |0 0 HeBo3moxHO
KPOBOTCUCHHE BBIUUCITUTH ¥
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OGmpHoe 36 (5,3 %) 13 (2,0 %) 2,69 (1,43; 5,07)
KpOBOTe‘IeHI/IC/KHI/IHI/I‘leCKI/I
3HAYHNMOC KpOBOTequHe

JIro6oe KpoBOTEUEHHE 72 (10,5 %) 40 (6,1 %) 1,77 (1,20; 2,61)

JIro6oe xemynouHo- |5 (0,7 %) 2 (0,3 %) 2,38 (0,46; 12,27)
KHIIEYHOE KPOBOTCUCHHE

*HeBo3mokHO oleHnTh OP, MOCKOJIBKY HU B OJTHOH IpyIIIE JEUeHUsI KPOBOTEUCHHE HE 3apETUCTPUPOBAIH
Aeparnynoyumo3s u netimponeHnus

B xonme nmpumeneHusi naburaTpaHa 3TEKCUJIaTa B MOCTPETUCTPAIMOHHOM IEPHOJE OUYEHb PEIIKO
OTMEYalli arpaHyJIoNUTO3 U HelTponeHuo. [ToCKONbKY HexenaTeNbHble peakiuuu (UKCHUPYIOT B
pamMKax MOCTPErUCTPALMOHHOTO HAOIIOACHUSI TIOMYJIALIMK HEONPEASIEHHOTO pa3Mepa HEBO3ZMOKHO
JIOCTOBEPHO OMPEIENUTh YaCTOTy MX pa3BUTHs. YacToTy cOOOLIEHUI OLIEHUIN Kak 7 siBJeHuid Ha 1
MUJUTMOH TAIMEHTO-JIET JJis arpaHyjolMTO3a M S5 sBJIEHUM HA | MWUIMOH TAlMEHTO-JET IS
HEUTPOIICHUU.

Coo011eHune 0 IMOI03PEBAEMBIX HEXKETATEIBHBIX PEAKIIUIAX

BaxHo coo0marh O 1OJO3peBAacMbIX HEXKEJATENbHBIX PEAKLUUAX I[OCIE€ PErucTpanuu
JIEKapCTBEHHOI'0 IIpernapara ¢ LeIbl0 00eCHeueHUs] HeNpepbIBHOIO MOHMTOPUHIA COOTHOLICHHMS
«I0Jb3a — PHUCK» JIEKAPCTBEHHOrO Ipernapara. MeIUIUMHCKUM pabOOTHUKAM pEKOMEHAYETCs
coo01IaTh O JIOOBIX M0103PEBAEMBIX HEXKEJIATEIIbHBIX PEAKIMUAX JEKapCTBEHHOr0 IpenapaTa yepes
HalmMOHAJIbHBIE CHUCTEMBbI COO6HI€HI/I$I 0 HCXKCIIATCIIBHBIX PCAKOUAX TOCyaapCTB — YJIICHOB
EBpasniickoro 5KkOHOMHUYECKOr0 COK3a.

Poccuiickas @enepanns

denepanbHas ciayx0ba 1Mo 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

Pecny6nuka benapych

VII «lleHTp dKCnepTU3 U UCIBITAHUN B 34PABOOXPAHCHUN

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

Tenedon: +375 (17) 242 00 29

dakc: +375 (17) 242 00 29

Anpec 37eKTpOHHOM mouThl: repl@rceth.by

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

Pecny6nuka Kazaxcran

PI'TI ma IIXB «HanuoHanbHBIM LEHTP SKCHEPTHU3BI JIEKAPCTBEHHBIX CPEJICTB M MEIUIMHCKUX
m3nenuity  Komurera MemumuMHCKOro M (papmaneBTHUYEeCKOro KOHTpoist  MuHHCTepcTBa
3npaBooxpaHeHus Pecnyonuku Kazaxcran

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

Tenedon: +7 7172 235 135

Anpec 37eKTpoHHO# mouThl: farm@dari.kz

CaiiT B nH(bOpPMAIIMOHHO-TEIEKOMMYHHUKAIMOHHOM cetr «MuTepHeT»: https://www.ndda.kz

Pecniy6nuka ApmeHust
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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 nH(MOPMALIMOHHO-TEIIEKOMMYHHUKAIIMOHHOM cetn «HTepHe: https://pharm.am

Keiprezckas Pecy6mnmka

JlemapTaMeHT JICKApCTBEHHBIX CPEACTB U MEIUIIMHCKUX U3ICITUN

720044, Yyiickas obnacts, . bumikek, yi. 3-1 Jluaus, x. 25

Tenedon: +996 (312) 21 92 86

Anpec snekrponnoii moutsl: pharm@dlsmi.kg

Caiit B uH(OpPMALIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTn «MHTepner»: https://www.dlsmi.kg

4.9. Ilepeno3upoBKa

ILO?:I)I I[a61/1ranaHa 9TCKCHJIaTa, MHNPCBLIIIAIOINEC PCKOMCHIAOBAHHLBIC, IOJABCPrarOT IMallMCHTA
IMOBBINICHHOMY PHUCKY PAa3BUTUA KPOBOTCUYCHHH.

CHUMIITOMBI

[Ipu momo3peHur Ha MEPeAO3UPOBKY Ja0UraTpaH Ha STEKCHJIATOM MPOBEACHUE HCCIICIOBAHUS
KOaryJjaorpaMMbl MO>KET NIOMOYb ONPEEIUTh PUCK pa3BUTUS KpoBOTedeHHUs (cM. paszzaensl 4.4. u
5.1.). KanuOpoBaHHOe KOIHYECTBEHHOE ompeseieHne pTB HiIM ero MOHHUTOPHHI IO3BOJISIOT
IMPOrHO3UpPOBATH BPEMA NOCTUKCHHUA OIMPCACICHHBIX CBIBOPOTOYHBIX KOHHeHTpaHI/If/'I I[a6I/IFanaHa
(cMm. pasgen S5.1.), B TOM 4YHCIIE€ NPH MPOBEACHUU JONMOJHUTEIBHBIX Mep (HalpuMep, BHaYaje
Jajm3a).

IIpy M30BITOYHOM YTHETEHUH CBEPTHIBAEMOCTH KPOBU IpPUMEHEHHE IpenapaTa IMpeKpaliaror.
VYuuTbiBas OCHOBHOM ITyTh BBIBEIEHHUS JaburatpaHa (IOYKaMH), PEKOMEHIyeTcs OO0ecleuyuTh
anekBaTHbIA anypes3. Ilockonbky nadurarpan o0sagaeT HU3KOW CIIOCOOHOCTBIO K CBSI3BIBAHMIO C
OenkaMy IJIa3Mbl KPOBH, IpENapaT MOKET BBIBOAMTHCS IPU IEMOJUAIN3€, OJHAKO KIMHUYECKUN
OTIBIT MO UCMOJIb30BAHUIO IUANIN3A B ATUX CUTYaAIUSX OTpaHUyeH (cM. pazaen 5.2.).

Jleuenue

[Ipu pa3BUTHH KPOBOTEUEHHUS J€UEHUE NaOHraTpaH Ha STEKCHJIATOM HEOOXOIUMO MPEKPaTUTh U
JMArHOCTHPOBATh HCTOYHUK KPOBOTEUYCHHS. B 3aBHCHMMOCTH OT KIWHUYECKOW CHUTYaIldd I10
YCMOTPEHHIO Bpayda cleAyeT MPOBOJUTH COOTBETCTBYIOIIEE MOACPKUBAOIIEE JIEUCHHE, TAKOe KaK
XUPYPrUUECKUH TeMOCTa3 U BOCTIOIHEHUE o0beMa nupkyupytomen kposu (OLK).

Jnisa cutyanuii, korna TpedyeTcst ObICTpOe yCTpaHEHHE aHTUKOATYJISTHTHON aKTUBHOCTH, CYIIIECTBYET
cnenuuueckuii  aHTaroHUCT  (papMaKOAMHAMHUYECKOTO JICUCTBHUS  Ja0uraTpaHa, mpemapar
[Tpakc6aiinn (nnapyunzymad), BBeleHHEe KOTOPOTO MO3BOJISIET HEHTPaTU30BaTh AHTUKOATY ITHTHBIN
addext mpenapara Jabukcom (cm. pazaen 4.4.).

IIpu nepeno3upoBke npenapata Jabukcom (B cilydyae OTCYTCTBUS BO3MOXKHOCTH HpPUMEHEHHUS
CHEeU(pUIECKOr0 aHTaroHuWcTa AadurarpaHa) BO3MOXKHO NpPUMEHEHHE KOHIIEHTPaTOB (haKTOpOB
CBEpThIBaHUS (AKTUBUPOBAHHBIX WM HEAKTHBHUPOBAHHBIX) MJIM peKoMOMHAHTHOro ¢akropa Vlla.
Cy1iecTBYIOT AKCIEpUMEHTalbHbIE JAaHHbBIE, MOATBEPXKAAIOIIME YYacTHE 3THUX JIEKAPCTBEHHBIX
CpeACTB B HEWTpajM3allMM aHTUKOATYJISHTHOro 3¢ddexra maburatpaHa, OJHAKO JaHHBIX 00 MX
3¢ (HEeKTUBHOCTH M BOZMOXKHOCTH PUCKA ITOBTOPHOT'O Pa3BUTHSI TPOMOOIMOOINU OYEHb OTPAaHUYEHBI.
ITocne npuMeHeHHs peKOMEH/IOBAaHHBIX KOHIIEHTPATOB ()aKTOPOB CBEPTHIBAHUS KPOBH PE3YJIbTAThI
KOaryJorpaMMbel MOTyT HcKaxaTbcd. CleqyeT MposBIATb OCTOPOKHOCTh INPH HHTEpHpETaluu
PE3yJIbTaTOB KOAryJIOTpaMMBbl.
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B cnyuae pasBuTHS TPOMOOIMTONEHUM WM TPH MPUMEHCHHH AHTUATPETaHTOB JJIUTEIHHOTO
NEHCTBUSL MOXET OBITh PAcCMOTPEH BOINPOC O NPUMEHEHWH TPOMOOLMTAPHOH MAacCChI.
CuMnToMaTH4eCcKoe JCYEHHUE JT0JKHO MTPOBOJIUTHCA B COOTBETCTBUM C Ha3HAYCHHEM Bpaya.

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

5. PAPMAKOJIOTUMYECKUE CBOMCTBA
5.1. @apmakoauHaMHYecKHe CBOiiCTBA

dapMakoTepaneBTUYECKas TPYMIa: aHTUTPOMOOTHYECKHE CPEACTBA; MPSMbIE HWHTHOUTOPHI
TpoMOUMHa
Kon ATX: BO1AEOQ7

MexaHHn3M AeHCTBUS

JlaburarpaHa 3TEKCHJIAT SABJSIETCS HU3KOMOJIEKYJSIPHBIM, HE 0OsafaromuM (apMaKoIOTHIeCcKOn
aKTUBHOCTBIO IPEJIIECTBEHHUKOM aKTUBHOM ¢opmbl naburarpana. lIlocie mnpuema BHYTpPb
naburarpaHa 3TEKCHIIaT OBICTPO BcachiBaeTcst B kemynouHo-kumedHoM Tpakte (JKKT) u myrem
THJIPOJIN3a, KaTATU3UPYEMOro 3cTepa3aMu, B IEYEHHU U IJIa3Me KPOBH NpeBpaIlaeTcs B JaOuUrarpas.
JlaburaTpaH SBJISETCS MOIIHBIM KOHKYPEHTHBIM OOpaTHMBIM MPSIMBIM WHTHOMTOPOM TPOMOHMHA U
OCHOBHBIM aKTHBHBIM BELIECTBOM B IUIa3M€ KPOBH.

Tax xak TpoMOMH (cepuHOBasl IpoTeaza) B IpOILEcce KoaryJsluy IpeBpaiiaer (GUOpUHOTEH B
¢bubpuH, yrHeTeHHWE aKTUBHOCTHM TPOMOHMHA MpenaTcTByeT oOpa3oBaHuio TpomOa. JlaOurarpan
OKa3bIBaeT MHTUOMpYIOIIEe BO3JCHCTBHE HAa CBOOOJHBIM TPOMOMH M TPOMOHMH, CBSI3aHHBIA C
(UOPHHOBBIM CTYCTKOM, a TaK)K€ BBI3BAaHHYIO TPOMOMHOM arperaruio TpOMOOIUTOB.

dapmakonmaamMmueckie YO OEKTH

B SKCIICPUMCHTAJIBHBIX UCCIICAOBAHUAX HA PA3JIMYHBIX MOJCIIAX TpOM60321 Y KHUBOTHBIX in vivo u
ex Vivo IMOATBCPIKIACHO aHTI/ITp0M6OTI/I‘~IeCKO€ JIeiicTBHE H AHTUKOAryJIsiHTHasd aKTHUBHOCTDH
,[[a6I/IFanaHa IMMOCJIC BHYTPUBCHHOT'O BBCICHUA U z[a6HranaHa 9TCKCHUJIaTa — IMOCJIC IIpHEMa BHYTPb.

VYcTaHoBneHa mpsiMas KOppesslMs MEXIy KOHIEHTpaluel padurarpaHa B IjIa3Me€ KpOBU U
BBIPQ)KEHHOCTBIO aHTUKOAryJIssHTHOro 3¢ dekra. Jlaburarpan ynnunaser AUTB, 9BC u TB.

KanubpoBanHoe konuuecTBeHHOE ormpeneiaeHre pTB obecrneunBaeT OIEHKY KOHIIEHTpalUU
naburarpasa B IUIa3M€ KpPOBH, KOTOPYI0 MOYKHO CPaBHUTb C OXKUIAEMBIMH KOHLEHTpalMsIMU
naburarpaHa B IJia3Me KpoBU. Eciu kanmumOpoBaHHOE KOJMMYECTBEHHOE ormpeaeneHue plB
JEMOHCTPHPYET KOHILIEHTpAIMIO JaburaTpaHa B IUIa3Me€ KPOBHM Ha YPOBHE WJIM HHXKE Mpesena
KOJMYECTBEHHOTO0  ONpeZeNieHusi, CJelyeT pacCMOTPETh BO3MOKHOCTb  JOIMOJIHUTEIbHBIX
HCCIIeI0OBaHMUM Koaryorpammsl, Takux kak TB, 9BC wim AYTB.

OBC moxeT obecnieunTs NpsIMOe OIpeieTieHe aKTUBHOCTU IPSIMBIX HHTHOUTOPOB TPOMOUHA.

Omnpenenenne AYTB mMpPOKOAOCTYNHO U JaeT NpUOIU3UTENbHOE TNpeACTaBiIeHHE 00
MHTEHCUBHOCTU aHTHKOAryJSLWH, JOCTUTaeMOil MOCpencTBOM jaaburarpaHa. TemM He MeHee,
onpeneneHue AUYTB nMmeer OrpaHMYEHHYIO UYyBCTBUTEIBHOCTb M HE MOAXOOUT A1 TOYHOMN
KOJIMYECTBEHHOM OLIEHKH aHTHKOATyJSHTHOTO 3((eKTa, 0COOEHHO MPU BBICOKUX KOHIIEHTpAIUIX
nadurarpaHa B IjIa3Me KpoBH. XOTs BbICOKHMH mokaszatenb AUTB criemyeT nHTeprpeTupoBaTh C
OCTOPOKHOCTBIO; BBICOKMM moka3zarenb AUTB yka3plBaeT Ha TO, YTO MAaIlMEHT MOJIy4YaeT
AQHTUKOATyJISHTBI.

B memom moxHO MIPCAIIOJI0XKNUTE, YTO TAKHEC ITOKa3aTCInu aHTHKanYHHHTHOﬁ AKTUBHOCTH MOT'YT
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OTpa)kaTh CHIBOPOTOYHBIE KOHLIEHTPALIMU 1a0UraTpaHa U MOTYT CIIY’KUTh PYKOBOJCTBOM JIJIsl OLIEHKU
pUCKa pa3BUTHA KPOBOTEUEHHUsS, T.e€. MpeBblleHne 90-ro MpPOIEHTUISE MHUHUMAIbHBIX
CBIBOPOTOUHBIX KOHLIEHTpALMN JaburarpaHa Wiy aHajau3a KoaryJIupyrolei akTUBHOCTH, TAKOT'O KaK
AUYTB, u3mMepeHHOro Ha MHHHUMaJIbHOM YypoBHE (moporoBeie 3HaueHus AUTB mpencraBieHsl B
pazznene 4.4., Tabnuua 5), cauTaETCS CBA3aHO C TOBBIIICHHBIM PUCKOM Pa3BUTHS KPOBOTCUCHHS.

Ipoghunaxmuxa BTD y nayuenmos nociie opmoneouteckux onepayuti

B paBHoBecHOM cocTosiHUM (Tocie 3-ro IHS) TreoMeTpHuYecKass CpeaHsis MaKCUMaJlbHast
koHeHTpauus (Cmax) JaburatpaHa B IUIa3Me KPOBH, U3MEPEHHas MPUMEPHO depe3 2 yaca mocie
npuema BHYTph 220 Mr naburarpaHa sTekcuiara, cocraBwia 70,8 Hr/mi ¢ nuamasonom ot 35,2 1o
162 ur/mn (muanazoH ot 25-ro A0 75-ro mpoueHTwiel). CpenHss TeoMeTpudecKass MUHUMAIbHAs
koHueHtpauus (Cmin) AaOuraTpana, U3MEpEeHHas B KOHIIE MHTEpBajia JO3UpOBaHUs (T. €. depes
24 gaca nocne nonyuyeHusi 220 Mr gadurarpaHa 3TeKCHaTa), COCTaBlsiaa B cpeqHeM 22,0 Hr/mil ¢
nuarazonoM 13,0-35,7 ur/mut (auarnas3oH ot 25-10 10 75-r0 MPOIEHTUIICH).

B cneunanbHOM HcCCIeIOBaHUU, MPOBOAMBILEMCS HCKIIOYUTENBHO C Y4YacTHEM IallUeHTOB C
HapymeaneM (yHkmuu modek cpemner creneHu Tspkectd (KK 30-50 mur/muH), momydaBmImx
naburatpana stekcunat 150 Mr oguH pa3 B CyTKH, reoMmerpuueckas cpenusis Cmin gaOurarpana,
M3MepeHHas B KOHIIe MHTEepBaia JO3UpOBaHus, ObuIa B cpeaHeM 47,5 Hr/Mil, B quamna3one ot 29,6 1o
72,2 ar/mi (auana3oH ot 25-ro 10 75-T0 MPOLICHTHIICH).

VYV mnanueHToB, TOJNYYaBIIUX Je4eHHE C Lenblo mnpodmiaktuku BTD mocne omepauuu 1o
MPOTE3UPOBAHUIO TAa300€APEHHOTO0 WM KOJIEHHOTO CycTaBa B BHUAE 103kl 220 Mr naburarpana
JTEKCHJIaTa OJIMH pa3 B CyTKHU:

e 90-if TPONEHTIWIF KOHIIEHTpAMKM JabWraTpaHa B IUIa3Me KPOBH COCTABIUT 67 HI/MII,
M3MEpEHHbI HAa MHUHHMAaTbHOM ypoBHE (uepe3 20-28 yacoB mocine mpuemMa Mpeablayiiei
n03bl) (cM. pazzenst 4.4. u 4.9.);

¢ 90-if nponienTIiE AUTB Ha MuHIMansHOM ypoBHE (20—28 "acoB mocie npruema mpeasiayen
703b1) cocTaBisa 51 cekyHny, uro B 1,3 paza npesbimaer BI'H.

OBC He olleHMBaANM y MAIIMEHTOB, MOTy4YaBIIuX JedueHue (220 Mr qaburarpana 3TeKcusaTa OJuH pas
B CYTKH) C L1eTbI0 npoduiaktuku BTD nocie Xxupypruueckoro BMenaTeNIbCTBa Mo MPOTE3UPOBAHUIO
Ta300eIpeHHOr0 UM KOJIEHHOI'O CyCTaBa.

Ilpopunaxmuxa uncynoma, cUCMEMHBIX MPOMOOIMOOAUU U CHUJICEHUE CePOeyHO-COCYOUCTON
cmepmuocmu y nayuenmog ¢ HOII

Cpenussi reomerpudeckass Cmax JaburaTpaHa B IUIa3Me€ KpPOBH B PaBHOBECHOM COCTOSIHUM,
M3MepeHHas IpUMEPHO yepe3 2 yaca Mociie Moyy4eHus faburarpana srekcuiara 150 mr 1Ba pasa B
CYTKH, cocTaBisiia 175 ur/mn ¢ nuanaszonom 117-275 vr/mn (amanazon ot 25-ro 1o 75-ro
nponentuient). Cpennss reomerpudeckas Cmin Ja0uraTpaHa B IUIa3Me€ KpOBM, M3MEpPEHHas B
yTpeHHUE Yachl B KOHIIE MHTEpBaja J03UpoBaHMs (T.e. yepe3 12 yacoB mocie mpuemMa BHYTPb
naburarpana sTekcuiaTta 150 Mr B Be4epHHe 9achl), COCTaBmiIa B cpeaHeM 91,0 HI/MII ¢ Auana3zoHoM
61,0-143 ur/mn (auama3oH ot 25-r0 A0 75-T0 MPOICHTUIIEH ).

g nanuentoB ¢ HOIL, monyyaromux jiedeHue ¢ 1einbio Npo(UIakTHKA WHCYJIBTAa U CUCTEMHBIX
TpoMO0o3MOomHii B BUae Jaburarpana stekcuiara 150 mr aBa pas3a B CyTKH:

e 90-if mpoueHTHIb KOHLEHTpAlMM JaburarpaHa B IJ1a3Me€ KpPOBH, M3MEpPEHHbIH Ha
MUHHMaJIbHOM ypoBHE (4depe3 10—16 wacoB mocie mpreMa mpenbiIymei 10361), COCTaBUII
0k0710 200 Hr/™MII;

e OBC Ha muHHManbHOM ypoBHEe (uepe3 10-16 yacoB mocne mpuema mpeabLayIiel 103bl),
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npesbimatoee BI'H npumepno B 3 paza, otHocuTcst K HabmogaeMomy 90-My MpOIECHTHITIO
yaunenns 9BC na 103 cekyHbl;

e otHomenne AUTB, mpewsimatromee BI'H B 2 pasa (nposnonranus AUYTB mpumepHo Ha
80 cexynn) Ha MuHMManbHOM ypoBHE (10—16 gacoB mocie mpuema HpeablAyIIel J03bI),
otpaxkaeT 90-i IpPOLIEHTUITb HAOTIOCHUH.

Jlewenue ocmpozo TI'B u/unu TOJIA u npogunaxmuxa cmepmenbHuIX UCX0008, 8bI3bIBAEMBIX IMUMU
sabonesanuamu. Ilpodunaxmuxa peyuousupyrowezo TI'B u/unu TOJIA y é3pocavix nayuenmos

VY manuenrtos, noixy4yaBmux Jeuenue TI'B u TOJIA (maGurarpana stexcuinat 150 mr nBa pasza B
CYTKH), cpeansisi reomerpuueckas Cmin AaOurarpana, uamepeHHas B teueHue 10-16 yacoB mocie
npuema J103bl B KOHIIE MHTEpBaja JO03UpoBaHus (T. €. uepe3 12 gacoB mocie npuema gadurarpana
stekcuiara 150 Mr B BedepHHE Yachl), cocTaBuia 59,7 Hr/mi ¢ quana3oHoMm ot 38,6 1o 94,5 Hr/mn
(mnama3oH ot 25-ro 1o 75-ro npouentuiueit). [lpu neuenun TI'B u TOJIA (maburarpana sTekcuiar
B 03¢ 150 Mr 1Ba pasa B CyTKH):

e 90-if MpOICHTUJIb ~KOHIIEHTpAlMii JadurarpaHa B IUIa3ME€ KpPOBHM, M3MEPCHHBI Ha
MUHUMaIBHOM ypoBHE (depe3 10—16 yacoB mocie moydeHus mpeablIymei 103bI), COCTABHII
0KoJ10 146 Hr/mi;

e OBC na muHMMansHOM ypoBHEe (uepe3 10-16 wacoB mocne mpuemMa MNpeablaylied 03bl),
MPEBBILIAIOIIEEe UCXOIHBIA MOKa3aTeNlb MPUMEPHO B 2,3 pa3a, OTHOCUTCS K HAOII01aeMOMY
90-my mponenTuo yaymmHeHus: OBC Ha 74 cekyHIbL;

¢ 90-if mponeaTnir AYTB Ha MunumansHoM ypoBHE (10—-16 gacoB mocine mpueMa rnpeabiIyei
JI03bI) COCTaBJIsUT 62 CEKyHbI, uTO B 1,8 pa3 mpeBbIlIaeT NCXOAHBIN MOKa3aTelb.

JHansble 10 (apMaKOKMHETHKE y MAIlMEHTOB, MOJyYaBIIUX JIeYeHHE JadurarpaHa 3TEKCUIATOM B
no3e 150 Mr 1Ba pa3za B CyTKH ¢ 11eJbl0 IpoduiakTiky peruauBoB TI'B u TOJIA, oTcyTCTBYIOT.

Knnanueckas 3¢ dheKTHBHOCTS M O€30IIaCHOCTD

Omuuueckoe l’lpOMCXO.?fCOQHZ/le

KilmHM4YeckM 3HAYMMBIX OTHHYECKMX pa3iIMyUui CpeIHd IallMEHTOB €BPOIICOMIHOM  pachl,
adpoaMepuKaHIIeB, JaTHHOAMEPUKAHIIEB, MOHTOJIOMIHOM packl (manueHToB u3 Anonun u Kuras) ve
HaOJIIO JaJIn.

Ipogunaxmuxa BTD y nayuenmog nocie o0OWUPHO2O XUPYPSUHUECKO20 BMeulamensCmea no
npoOmMe3upo6anuio cycmagos

Pe3ynbTaThl KIMHUYECKUX WCCIEIOBAaHMH Yy MAIMEHTOB, MEPEHECHIINX OPTONEIMYSCKHE OTepaluu
(3HIOMPOTE3UPOBAHUE KOJIEHHOTO M Ta300€JAPEHHOr0 CYCTaBOB), MOJATBEPAWIIN COXpaHEHUE
napaMmeTpoB 'eMOCTa3a U SKBUBAJICHTHOCTh pUMeHeHus 75 Mr wim 110 Mr qaburarpana sTekcuiaTa
yepe3 1-4 yaca mociie XUpyprudecKkoro BMEIaTeIbCTBA U MOCTIEAYIOMIEH MO ICPKUBAIOIICH 10356
150 mnm 220 mMr oauH pa3 B cyTKU B TeueHue 6—10 nnelt (mpu omepanuy Ha KOJEHHOM CyCTaBe) U
28-35 nmueit (ipu orepari Ha Ta300eIPSHHOM CYCTaBe), 0 CPAaBHEHUIO ¢ YDHOKCAITAPUHOM B J103€
40 Mr otMH pa3 B CYyTKH, KOTOPBIH MPHUMEHSITN HaKaHYHE U MOCIIE BMEIIATeIbCTBA.

[TokazaHa »SKBHMBAJEHTHOCTh AaHTUTpPOMOOTHYECKOTO H(deKkTa naburarpaHa sTeKcuUiaTta Npu
npuMeHeHnd 150 mr nnm 220 Mr 1o CpaBHEHUIO € SHOKCAApUHOM B 103€ 40 MI' B CyTKH ITPU OLIEHKE
OCHOBHOM KOHEYHOH TOUYKM, KOTOpas BKJIIOYAET BCE CIIy4ad BEHO3HBIX TpoMOo3MOonuil u
CMEPTHOCTb OT JIFOOBIX PUYHH.

IIpoghunaxmuxa uncynroma u cucmemuot mpomoosmoonuu y 63pocivix nayuenmos ¢ H®OII, ¢ oonum
UNU HECKONIbKUMU (PaAKmMopamu pucKka
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[Ipu nnurensHOM, B cpeaHeM okoso 20 MecsieB, MPUMEHEHHH Y TMalUeHTOB ¢ (GuOpmiisuen
npeicepanii 1 ¢ yMEPeHHBbIM WM BBICOKUM PHUCKOM HHCYJIbTa WM CUCTEMHBIX TPOMOO3IMOOIuUit
ObUIO TMOKa3aHo, YTO Aadurarpana sTekcuiar B no3e 110 mr, Ha3HAUYeHHBIN JBa pa3a B CyTKH, HE
ycTynai Baphapuny 1o 3pPeKTUBHOCTH IPEIOTBPAIICHUS HHCYIbTA U CUCTEMHBIX TPOMO0IMOOIHIA
y mnamuentoB ¢ H®IL; Ttakke B rpymme pgaburarpana ObLIO OTMEYEHO CHH)KEHHE pHCKa
BHYTPUYEPCITHBIX KPOBOTCUCHUM M OOIIEH 4acTOThl KpoBoTedeHUH. [Ipumenenne 6osiee BBICOKOM
no3bl mpenapara (150 Mr gBa pasa B CYTKH) JOCTOBEPHO CHHUXAJIO PHUCK HIIEMHUYECKOTO H
reMOpparuyeckoro  HMHCYJIbTOB,  CEPACYHO-COCYJUCTOM  CMEpPTHOCTH,  BHYTPUYEPEIHBIX
KPOBOTEUYCHHUI U OOIIEe 4acTOThl KPOBOTEUYCHH MO CPaBHEHHIO C BapdaprwHOM. MeHbIas 1032
naburaTpaHa XxapakTepH30Ballach CYIIECTBEHHO 0ojiee HU3KUM PUCKOM OOJIBIINX KPOBOTEUEHHH MO
CpaBHEHHIO C BaphaprHOM.

Yuctpiit knuHUYEeCKUH 3(QeKT oueHuBaics MyTeM ONpeieseHHs KOMOWHUPOBAHHON KOHEYHOM
TOYKH, BKJIHOYABILEH 4aCTOTY MHCYJIbTA, CUCTEMHBIX TpoMOo3MOonuii, TOJIA, octporo undapkra
MHOKap/a, CEpI€YHO-COCYJUCTON CMEPTHOCTH U OOJIBIINX KPOBOTEUCHUH.

E)KGI‘OI[H&?I qacToTa NCPCUNCICHHBIX COOBITHI Yy NAaUCHTOB, MMOJIyYaBIINX na61/1ranaHa OTCKCHJIAT,
ObLIa HUIKC, YCM Y TIAIUCHTOB, MOJIyYaBIINX Bap(i)apI/IH.

V3veHennss B 1aOOpaTOPHBIX IMOKa3aTeNsX (YHKIUM TEYEHH Yy TMAalUEHTOB, ITOJTYYaBIINX
nadurarpaHa 3TEKCHJIAT, OTMEYAIUCh CO CPaBHUMOM HMJIM MEHbILIEH 4acTOTOW MO CpaBHEHUIO C
MaIMeHTaMH, TIOJTy4YaBIIUMH BaphapuH.

JlomonHUTENbHOE HM3yueHUEe [nadurarpaHa JSTeKCHiIaTa B HAOIIOAATENbHBIX HCCIEAOBAHUAX Y
narueHToB ¢ HOII cBumerenbcTByeT, 9TO MoKazarenu 3PGEeKTUBHOCTH M O€30IIaCHOCTH Mpernapara
B KIIMHUYECKOM IMPAKTUKE COOTBETCTBYIOT pPe3yJIbTaTaM PaHIOMHU3UPOBAHHBIX UCCIEAOBAaHUM.

Pesynbrarsl IIPOCIIEKTUBHOTO PaHIOMHU3UPOBAHHOTO HCCIIEA0BAHUS RE-CIRCUIT
MIPOAEMOHCTPUPOBAJIH, YTO BBIOJHEHHE KaTeTEepHOW alialuu y MalMeHTOB C MapOKCH3MalbHOU
WIM TepcucTupyrome QuOpwuisnuel mnpeacepauii, MONyYaOIIUX HENPEPbIBHBIM  Kypc
naburarpana sTekcuiuara B 1o3e 150 mr (1 karcyna) 1Ba pa3a B CyTKH, XapaKTepU3yeTCs MEHBIINM
PUCKOM OOJIBIIMX KPOBOTEUEHUH B CPABHEHUH C MAIUEHTAMHM, Y KOTOPBIX MPOLIETypa BHINOIHSIIACH
Ha (oHe HempepbIBHOIO Kypca BapdapuHa. Paznuuuii Mexy rpynmnaMu CpaBHEHUs B OTHOLIEHUHU
4acTOThl KOMOMHHUPOBAHHON KOHEYHON TOYKH, BKIJIFOUYAIOLIEH MHCYJIBThI, CHCTEMHbIE IMOOINH WIIN
TPAH3UTOPHBIE UILIEMHUYECKUE aTaKH, BBISIBJICHO HE OBLIO.

Hayuenmoi, nepenecuue YKB co cmenmuposarnuem

PesynbTars! OTKPBITOTO PaHIOMU3UPOBAHHOTO UCCIIEIOBaHMS RE-DUAL PCI
MPOJIEMOHCTPUPOBAIIN, YTO IPUMEHEHHE JaburarpaHa sTekcuiarta B go3e 150 mr aBa pa3a B CyTKH,
a0 B no3e 110 Mr aBa pasa B CyTKM B KOMOMHALMU C KIJIONHJOTPEIOM MM THUKArperopoM y
nanueHToB ¢ HOII, nepeneciinx UKB co creHTHpOBaHMEM, XapaKkTEpU3yeTCs MEHBIIMM PUCKOM
pa3BUTHs MEPBUYHONM KOHEUHOH TOukM (OONBIIME M KIMHUYECKH 3HAUYMMbIE KPOBOTEUYEHHUS IO
kinaccupukauun ISTH) B cpaBHeHMM ¢ KOMOMHHUPOBAHHOM Tepamnuei, BKIoyarouieil B ceds
Bap(apuH B coueTaHuM c kionuaorpenom win tukarpeiaopom u ACK. [Ipu 3ToM B OTHOILIEHUH
KOMOMHHPOBAaHHOW KOHEYHOW TOYKM H(PQPEKTUBHOCTH, BKIIOYaBIIEi B ceds CMepTh,
TpoMOo3IMOOoIUecKrue coObITH (MH(pApKT MHOKapJa, UHCYJIbT MJIM CUCTEMHBbIE 3MOOIUH), TUOO
HEe3aIlJIaHUPOBAaHHYIO pPEBACKyJsIpU3aliio, OObEIMHEHHAas TIpynna MalueHTOB, MOJyYaBIIMX
naburarpana sTekcuiar (o0e 1036l MpernapaTa) B KOMOMHAIIUH C KIIOMHJIOTPEIOM HIIM TUKATPEIOPOM,
He ycTynana mo 3QQEeKTHBHOCTH TPYIIE MAIMEHTOB, MOTYYaBIINX KOMOWHHPOBAHHYIO TEPAITUIO
Bap(apruHOM B COUETAHHUHU C KJIOMHUJIOTpesoM miu Tukarpeiaopom u ACK.

Hpod)uﬂakmuka I’I’ZDOM603M6OJZLHZ Y nayuermoes ¢ npome3upo6arHHbiM KianaHom cepdua

B xozxe knmuHnueckux uccnenoBanuii ¢asel I npumenenus naburarpana sTekcuiaara u BappapuHa y
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MAIMEeHTOB, IEPEHECHINX ONEePAIIHIO [0 3aMEHE KJIaraHa cep/a MeXaHH4eCKUM MPOTe30M (HeJaBHO
MIPOBEJICHHBIC OTIEpAIlMU U OTIepalllH, MPOBEACHHBIC 0ojiee 3-X MecsIeB Ha3aid), ObUIO BBISBICHO
MOBBIIIEHUE YACTOTHI TPOMO0IMOO0IHIA U 00IIETO YncIa KPOBOTEUECHUH (TIPEUMYIIECTBEHHO 3a CUeT
MaJIbIX KPOBOTCUCHMIA) y TMAIMEHTOB, TOJyYaBIIMX Ja0uratrpaHa »JTeKcuiaar. B  paHHeM
MOCICONEePAI[MIOHHOM TIepuoJie  OOJbIIME KPOBOTEUYEHHUS B OCHOBHOM XapaKTEPU30BAIUCH
reMOpPParuvecKuM BBHITIOTOM B IIEPHKAp]], 0COOEHHO Y MallMEHTOB, KOTOPBIM JabUraTpaHa 3TeKCUIIaT
ObLT HA3HAYCH B paHHEM Iepuoje (Ha 3 JeHb) MOCIe XUPYPIHUECKOM 3aMEeHbI KJlamana cepana (CM.
pasznmen 4.3.).

Jlewenue TI'B u TDJIA y e3pocavix nayuenmog (newenue TI'B/TDJIA) u npoghunakmura cmepmenbHvix
UCX0008, BbI3bIBAEMBIX IMUMU 3AO0NEBAHUAMU, ) 83DOCIbIX NAYUEHMOB

Pe3ynbraThl KIMHHYECKUX HMCCIEIOBAHUHN y MalMeHTOB ¢ HamumuueMm octporo TI'B w/mmm TOJIA,
KOTOpbIE NEPBOHAYAIBHO MOJIYyYald NapeHTepaIbHYI0 TEpalUio B TEUCHHE, KAaK MUHUMYM, S JIHEl,
MOATBEPAMIIN, YTO JaburarpaHa 3Tekcuiar B ao3e 150 Mr, Ha3HaueHHBIH JBa pa3a B CYTKH, HE
ycrynan BapdapuHy 1o 3¢(p(eKTHBHOCTH B OTHOLIEHUWM CHMKEHHSI YacTOThl PELMIUBUPYIOIIETO
cumnromaruaeckoro TI'B n/unmu TOJIA u ciydaeB cMepTH, 00yCIIOBICHHBIX YTUMH 3a00JICBaHUSIMH,
Ha MPOTSHKEHUU 6-MECSIYHOrO Mepuoja JiedeHus. Y NalMeHTOB, MOJIy4aBIIUX Ja0urarpaHa
JTEKCWJIaT, KPOBOTEUEHHUs OTMEYAINCh 3HAYNUTEIBHO pEXe, 4YeM Yy IMalHMeHTOB, IOJy4aBUIMX

Bap(dapuH.

Yacrora pa3Butus nH(papKTa MHOKapAa BO BCeX MPOBOAMMBIX HccienoBanusx npu BTD Bo Bcex
ned4eOHBIX TpyIax Oblia HU3KOH.

Hoxazamenu d)VHKuMM nevyerHu

B wuccnenoBaHusX ¢ NPUMEHEHUEM AaKTUBHBIX IPENAapaToB CPaBHEHUS BO3MOKHBIE M3MEHEHUS
nokasaresiei (yHKIUU MeYeHH BO3HUKAIM y MalMeHTOB, NOJyYaBIINX JdadurarpaHa 3TeKCUIaT, co
CpPaBHUMOM HJIM MEHBLIEH 4aCTOTOM, 4YeM y NAIlMeHTOB, NOdy4aBIIuX Bapdaput. B uccnenoBanuu ¢
m1anedo CyIIECTBEHHOIO pa3iMuus B OTHOLIEHUM M3MEHEHHWI mokaszaTenedl (yHKUUU MNEYEHH,
BO3MOYKHO HMMEIOLINX KIMHUYECKOE 3HAUYE€HUE, MEXAY IpylIaMud ¢ HNpUMEHEHUueM Jadurarpasa
JTEKCHUJIaTa U IIae0o He 0TMEYaIOCh.

Ipogpunaxmuxa peyuousupyroweco TI'B u TIJIA y e3pocavix nayuenmosg (npogpuirakmuxa
TT'B/TDJIA)

Pe3ynpTaThl KIMHUYECKOTO UCCIENOBAHMS y NAlUeHToB ¢ peuuausupyoomuM TI'B u TOJIA, yxe
MOJIy4aBIIUX B T€YeHHE OT 3 10 12 MecslleB aHTUKOArYJISHTHYIO TEpalui0 U HYXJABIIUXCS B €€
MPOJOIDKEHUH, MOATBEPNIIN, YTO JIeUeHUe AadurarpaHa sTekcuiaatoM B jgo3e 150 mr nBa pasza B
CYyTKH He ycTynano jedeOHomy sddexry Bapdapuna (p = 0,0135). YV manueHTOB, MOITyYaBIIUX
naburarpaHa STEKCHJIAT, KPOBOTEUEHHS OTMEUYAINCh 3HAYUTENBHO peXe, 4YeM Yy TalueHTOB,
MOJTy4aBIIUX BaphapHH.

B nccnenoBanuu cpaBHEHHsI 1abUrarpaHa dTeKcuiara ¢ miamnedo y maiyueHToB, YKe MOTy4YaBIIuX B
teueHue ot 6 g0 18 mecsmeB ABK, Ob110 ycTaHOBJIEHO, YTO JaOUTaTpaH MPEBOCXOAMI IIanedo B
OTHOIICHUHU MPOPUIAKTUKH PelUIUBUpYIOIIero cumnromarruueckoro TI'B/TDJIA, Bkitoudas ciydan
CMEpPTH OT HEYCTAaHOBIICHHOW NMPUYHMHBI; CHI)KCHHE PUCKA 3a MEPHUOJ JedeHus: coctaBmwio 92 %

(p < 0,0001).

YacroTa pa3Buths MHpapKTa MHOKapa BO BCEX NMPOBOJUMBIX HccienoBaHusx npu BTO Bo Bcex
Je4eOHBIX TpyInax Obula HU3KOM.

Hoxazamenu d)vmcuuu nevyeru

B wuccnenoBanusix ¢ nmpUMEHEHHMEM AKTHBHBIX IPENapaTOB CPABHEHHUS BO3MOXKHBbIE HM3MEHEHUS
nokasaresei (yHKIUU MeYeHH BO3HUKAIHU y MallMeHTOB, OMyYaBIINX JAa0urarpaHa 3TeKCUIaT, co
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CpPaBHUMOH HJIM MEHBIIEH YaCTOTOM, YeM Yy MallMeHTOB, MOTy4YaBINX BapdapuH. B ucciaenoBanuu c
I1anedo CyHIeCTBEHHOIO pPa3jiuyMs B OTHOILIEHUM M3MEHEHHMH Ioka3aTeneil (QpyHKUUU MEeyYeHH,
BO3MO)XKHO MMEIOIINUX KIMHUYECKOE 3HAaY€HHE, MEXIYy IpylnamMu ¢ NPUMEHEHUEM JadurarpaHa
STEKCUJIaTa U I1anedo He 0TMEYalIOCh.

5.2. apmakoknHeTHYECKHE CBOIICTBA

[Tocne mpreMa BHYTph qaburarpana 3TEKCHIAT OBICTPO U MOTHOCTHIO MPEBpAIIaeTCs B Jadburarpas,
KOTOPBIH ABISIETCA aKTHBHOHM (hopMoii B mazme KpoBu. Paciiensenue nposjekapcTBa gadurarpana
dTEKCHJIaTa B pe3yJibTaTe KaTaIU3UPYEeMOro 3CTepa3oil THIPOM3a 10 AaKTHBHOTO BEIIECTBA
naburaTpaHa sBISIETCS TpeodIIagaronieit MeTaboImuecKoi peakiueit. AOComoTHas OMOTOCTYITHOCTh
naburarpaHa 1mociie puemMa BHyTpb COCTaBHIIa MPUMEPHO 6,5 %.

[Tocne mpruemMa BHYTPH Y 3I0POBBIX TOOPOBOJBIEB (hapMaKOKMHETHUECKUN PO HIIh qaburaTpaHa B
IUTa3Me KPOBU XapaKTEPU3yeTCs OBICTPHIM YBEIIMYCHUEM €r0 KOHIICHTPALUMHU B IUIa3Me KPOBH, IIPU
3ToM Cmax focturaercs B reuenue 0,5 u 2,0 4acoB mnocrie npuema.

AOGcopOumst

[Ipu mpumenennn naburarpaHa sTeKkcuiara depe3 |-3 9aca mocie ONEPATHBHOTO JICUCHUS
OTMEYAaeTCsl CHIDKEHHE CKOPOCTH BCAChIBaHHS TMperapara IO CPaBHCHHIO CO 3J0POBBIMHU
no6poosbiiamu. AUC xapakTepusyeTcsl OCTEIICHHBIM MOBBIIIICHAEM aMIUIUTYIbI 0€3 TIOSIBIICHUS
BBICOKOT'O MTUKa KOHIICHTPAIlMH B IT1a3Me KpoBH. Cmax B IJIa3Me KPOBH OTMEYAeTCs uepe3 6 yacoB
mociie TPUMEHEHHs Ja0urarpana dsrekcuiarta. Cleayer OTMETHTh, YTO Takue (aKTOphI, Kak
aHeCTe3Ws, Tape3 JKENIYJ0YHO-KHIICUYHOTO TPaKTa M XUPYpruveckas orepamus MOTYyT HMETh
3HAYCHUE B 3aME/JICHUU BCACHIBAHUS HE3aBUCUMO OT JIGKAPCTBEHHOU (hopMbI Tiperiapara. CHUKCHHE
CKOPOCTH BCAChIBaHMsI TIperiapara OTMe4aeTcs OOBIYHO TOJBKO B JIeHb omnepaiuu. B mocnemyromnue
JTHHM BCAachIBaHHE Ja0HWraTpaHa MPOUCXOIUT OBICTPO, C AOCTIKeHHEM Cmax uepe3 2 Jaca 1mocie ero
npreMa BHYTPb.

[Ipuem nuiy He BIUSIET HA OMOJOCTYITHOCTh JabUraTpaHa dTEKCUIaTa, OJIHAKO BPEMS JOCTHKEHUS
Cmax BO3pacTaer Ha 2 yaca.

3HaueHUs Cmax 1 AUC ObLIH TPOTIOPIIMOHATIBHBI TPUHSITOW BHYTPH J03€.

[Ipu mpueme maburarpaHa dTEKCUiIaTa B BHJE NEJUIET 0e3 CIenUalbHON KarlcylbHOH 000JIOYKH,
M3TOTOBJICHHOH U3 TUIIPOMEIUIO3BI, OMOIOCTYITHOCT JaOUTraTpaHa 1o CPaBHEHHIO C JIEKapCTBEHHOM
dopMoii B Karcyiax MOXET YBEIMYUBATHCS MPUMEPHO Ha 75 % MpH OJHOKPATHOM NpUEME U
npuMepHo Ha 37 % mpu JOCTH)KEHHH PaBHOBECHOTO cocTosHHS. [loaToMy ciemyer coxpaHsTh
LEIOCTHOCTD KarCyJl, M3TOTOBJICHHBIX M3 THIIPOMEIIIO3bI, TP IIPUMEHEHUH TIpernapara ¢ TeM, YT00bI
n30exarh HEMPEeJHAMEPEHHOTO TMOBBIIMICHUS OHOMOCTYIHOCTH Ja0urarpaHa JTeKcuiaTa (CM.
paznen 4.2.).

Pacnopenenenne

HaGnronanoce He3aBHCHMOE CBsI3bIBaHME Ja0HraTpaHa ¢ OejIKaMH IIa3Mbl KPOBHM YeJOBEKa NpHU
Hu3Ko# (34-35 %) ero xonnenTpanuu. O0beM pactpenereHns nadburarpana cocrapisier 60-70 1 u
MIPEBOCXOUT 00beM OOIIEro coJepXaHus BOABI B OpPraHU3MeE, UTO YKa3blBaeT Ha YMEpPEHHOE
pacmpezeneHue qaduraTpaHa B TKaHSIX.

Buorpanchopmarius

Metabonu3M U BRIBEACHHUE Ta0UTaTpaHa W3ydaau TMOCe OJTHOKPATHOTO BHYTPHUBEHHOTO BBEIICHUS
palMOaKTUBHO MEUEHOro AadurarpaHa 3J0pOBBIM MyxuunHaMm. [locie BHYTPUBEHHOTO BBEACHUS
pajnoaKkTUBHAs MeTKa JaburarpaHa BHIBOJAWJIACH B OCHOBHOM moukamu (85 %). BriBenenue yepes
KHIIIEYHUK COCTaBIsI0 6 % OT BBelneHHOW 103bl. CTeneHb M3BJICUEHUS OOIICH pagnoakTUBHOCTH
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cocraisuia 88-94 % ot BBeeHHOI 03Bl Yepe3 168 4acoB mocie BBEACHUS JO3BI.

Jlaburatpan TOJBepraeTcsi KOHBIOranuu ¢ oOpa3oBaHueM (PapMaKOJIOTHUECKH aKTHBHBIX
AImUINTIOKYpoHUIOB. CyIIecTBYIOT 4eThpe MO3WIMOHHBIX wu3omepa, 1-O, 2-O, 3-O, 4-O-
AIMITIIIOKYPOHH], KaXIBIH M3 KOTOpPHIX cocraBiser MeHee 10 % oT o0mero Koimdectsa
naburatpaHa B TuiazMe KpoBW. Chempl OpyruxX MeETa0OJUTOB OOHAPYKWUBAIOTCA TOJIBKO MPH
WCIIOJIb30BAHUU BBICOKOYYBCTBHUTEIIBHBIX aHAIMTUYECKHX MeTOJ0B. Kak mpaBmio, naburarpan
BBIBOJIUTCS B HEM3MCHCHHOM BHJE TIOYKaMH CO CKOpOCcTho mpumepHo 100 mi/muH,
COOTBETCTBYIOIICH CKOpOCTH KiTyooukoBoi duibTpamnuu (CKD).

ONMMUHALMS

Konnenrpauus naburarpaHa B IUIa3Me€ KpPOBU IPOJEMOHCTpPHpOBaja OMIKCIOHEHIHAIbHOE
CHIDKEHHE CO CpEJHUM KOHEUHbIM mepuogoM noiuyBeiBeneHus (T2) 11 wacoB y 310poBbIX
J0OpPOBOJIBIIEB MMOXKUIOr0o Bo3pacTa. [ociae MHOroKpaTHOro npuMeHEeHHs penapara KoHeuHslid T2
cocraBui okono 12-14 yacos. T'2 He 3aBucen OT NPUHATON BHYTpb 103bl. 172 yaJMHSAETCS NpU
HapyleHnH QyHKIMU oYeK, YTo oTpaxkeHo B Tabiune 28.

Oco0ble rpynIbl MalueHTOB

Toueunas neoocmamounocme

B uccrnenoBanmsax I ¢gassr sxcnozunust (AUC) maburarpana mocie mpueMa BHYTPb NMPHMEPHO B
2,7 pa3 BbIlIe y T0OPOBOJIBIEB ¢ YyMepeHHOU modyeuHoil HepocTaToyHOocThi0 (KK 30-50 mi/mun),
4eM y IOOpOBOJIBIEB O€3 HApyIICHUH (YHKITUH ITOYECK.

Y HeOOoJIBIIOro YuciIa TOOPOBOBIEB C MMOYEUYHON HEIO0CTaTOYHOCThIO TspKenon crernenn (KK 10—
30 mn/mun) AUC naburarpana Obuta mpuMepHO B 6 pa3 Beimie, a T'2 mpuMepHO B 2 pa3a JJTUHHEE,
YeM y NaIMeHToB 0e3 MOYeYHON HeJ0CTaTOYHOCTH (CM. pasnensl 4.2.,4.3. u 4.4.).

Tabanna 28. T'2 coBokymHoro nadurarpaHa y 3/0pPOBbIX YYACTHUKOB U YYACTHUKOB €
HapylmeHueM (PYHKIMHU MOYeK

CKd, Cpeannii reomerpudecknii (gCV %; nuanason) TY: [uac]
[Ma/muH]

>80 13,4 (25,7 %; 11,0-21,6)

>50-<80 15,3 (42,7 %;11,7-34,1)

>30-<50 18,4 (18,5 %;13,3-23,0)

<30 27,2 (15,3 %; 21,6-35,0)

Kpome Ttoro, skcmosuimio naburatpaHa (MUHHMAalbHOE M THMKOBOE 3HAYEHUS) OLIGHWUBAIH B
IMPOCIICKTUBHOM OTKPBITOM PaHAOMU3HUPOBAHHOM (bapMaKOKI/IHeTI/I'-IeCKOM HUCCICOAOBAHHUU Y
narueHToB ¢ HOII u HapymeHneM QyHKIMH MMOYEK THKEION CTeneHH (ompeaensieMoi Kak KITMPEHC
kpeatuHuHa [KK] 15-30 Mur/mMuH), oaydaronux gadurarpaHa 3TeKCHiaT 75 Mr JiBa pa3a B CyTKH.

Takoii pexxuMm MpHBeN K CpeAHed reoMeTpudeckoil MUHUMaIbHON KOHIEHTpauuu (Cmin), paBHOU
155 ar/mi (gCV — 76,9 %), u3MepeHHOH HEeITOCPEACTBEHHO Tepe/] MOTyICHUEM CIISAYIOIIEH JT0361, U
K cpeaneil reomerpudeckoii Cmax, paBHO# 202 Hr/mu (gCV 70,6 %), u3mepeHHO# depe3 aBa daca
IIOCJIE MOJTYYEHUs MMOCIEAHEN 103bI.

BriBenenne madurarpaHa MOCPEACTBOM T'eMOIHANINM3a UCCIEIOBAINA Yy 7 TMAIlMEHTOB C MOYCYHOM
HEJIOCTAaTOYHOCTHIO B TEPMUHAIILHOM cTanuu 6e3 pubpuuisaun npeacepaui. J[namns mpoBouIm co
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CKOPOCTBIO MOTOKA nuanmmu3ata 700 Mi/MUH, POIOJDKUTEIIBHOCTHIO 4 4aca U CKOPOCThIO KPOBOTOKA
200 mo/mun wm 350-390 mur/muH. DTO TIpuBeno K cHkeHHio oT 50 g0 60 % KoHICHTpanuu
naburaTpaHa COOTBETCTBEHHO. KONWYECTBO BEIIECTBA, BBIBOJUMOIO IOCPEIACTBOM AHAIIN3A,
MPOIOPIMOHAIEHO  CKOPOCTH KpoBoToka 0 300 MiI/MHUH. AHTUKOAryJIsiIHTHas aKTHBHOCTB
naburaTpaHa CHHKAJIACh MO MEPE YMEHBIIICHHUS €0 KOHIICHTPAIMH B TUTa3Me KPOBH; IIPOIEAypa HE
BJIMSIA HA COOTHOIICHHUE (PapMaKOKHHETHKa/(papMaKkoIMHAMHUKA.

ﬂuua nooaicus10co so3pacma

Crenuduueckue GpapMakOKUHETHYESCKUE HCClienoBaHus | (a3bl ¢ yuyacTHEeM MalMeHTOB ITOXKHIIOTO
Bo3pacta nponaemonctpupoBanu yBenudenne AUC Ha 40-60 % u Cmax — Oonee uem Ha 25 % 1o
CPaBHEHHUIO C TAKOBBIMHU Y MOJIOJIBIX JOOPOBOJIBIICB.

BnusiHue Bo3pacTa Ha SKCIIO3ULMIO JaburarpaHa noATBepaAuian B uccienoBanuun RE-LY c Gonee
BBICOKOU Cin ipuMepHO Ha 31 % y manueHToB B Bo3pacTe > 75 yeT u npuMepHo Ha 22 % Oonee
HU3KOH MHMHUMAJIbHOW KOHIIGHTpalMeH y TNaluMeHTOB B Bo3pacTe < 651eT 1O CpaBHEHHIO C
MalKUeHTaMM B Bo3pacTe oT 65 1o 75 set (cM. pazaensl 4.2. u 4.4.).

Ileyenounas neoocmamounocms

He wnabmiomanu wu3MeHEHHH B JKCHO3UIMH JaburarpaHa y 12 ydacTHUKOB C MEYEHOYHOMN
HE/IOCTaTOYHOCTBIO CpeAHel crerneHu TspkecTH (kinace B mo kmaccupuxammm Yaitng-IIeo) mo
CpaBHEHHUIO ¢ 12 manueHTaMu U3 KOHTPOJIbHOU Ipynmbl (cM. pasaenst 4.2. u 4.4.).

Macca mena

Cmin maburatrpana Obutn nmpumepHo Ha 20 % Huxe y mamueHToB ¢ maccod tena > 100 kr mo
cpaBHeHHIO ¢ manueHTamMu ¢ maccoit tema 50-100 kr. BomsmmacTBO (80,8 %) mMOOpOBOIBIICB
OTHOCHWJIHCH K TPYyIIe NaiueHToB ¢ Maccoi Tena > 50 kr u < 100 kr, IBHBIX pa3iuuuii He OTMeYalu
(cm. paznensi 4.2. 1 4.4.). JlocTyiHBI OTpaHUYEHHBIE KIMHUYECKHUE TAHHBIE JJIS TAIIMEHTOB C MacCou
tena < 50 kr.

Ilon

DKCMO3UIUS JEHCTBYIONIErO BEIIeCTBa B MCCIENOBaHMIX MepBUUHON mpodunaktuku BTD Obina
npumepHo Ha 40-50 % BeIIE y MANMEHTOB KEHCKOTO TI0Ja; KOPPEKIHUs 03I Mpernapara He
Tpebyercs.

OmHuueckoe npoucxodrcoeHue

He peructpupoBany KIMHUYECKH 3HAUMMBIE MEKITHUYECKHE DA3NIMUUSA MEKIY NalUEHTAMU
€BPOIEOMIHOM pachl, appoamMepuKaHIIAMU, JIATHHOAMEpPUKAHILIAMH, SIMOHUAMU M KUTalllaMu B
OTHOILICHUU (PapMaKOKMHETUKU U (papMaKoJUHAMUKU JaOUraTpaHa.

dapMaKkoKMHETHYECKUE B3ANMOJIEUCTBUS

HccnenoBanusi B3aMMOJICHCTBHSI B YCJIOBHUSX IN VItr0 He moka3anu WHTHOWPOBAHUS WIIA WHTYKIHA
OCHOBHBIX M30()epMEHTOB CUCTEMBI IUTOXpoMa P450. 310 OBLIIO MOATBEPKIECHO UCCICTOBAHUSIMHU B
yCIOBHSAX IN VIVO Ha 3J0POBBIX JOOPOBOJIBIIAX, KOTOPBIC HE MPOIEMOHCTPUPOBAIN B3aUMOICHCTBHS
MEXIy OJTHUM JIeYCHHEM H CICAYIOMUMH JCHCTBYIOIIMMH BEUIECTBAMH: aTOPBACTATHHOM
(modepment CYP3A4), auroxkcuHoMm (B3aUMOJAEWCTBHE C TEPEHOCUMKOM s P-gp) wu
nukinopenakom (n3odepment CYP2C9).

38



6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. Ilepeyenb BcoMoraTeibHbIX BellECTB

BunHas kucnora
['unpomennosa
I'mnponosa
Tanbk

CocraB KalcCyibl:

Kpvuueuka u kopnyc:
Turtana nuokcun (E171)
Nunurokapmun (E132)
Kapparunan

Kanus xnopun
I'mnpomennosa

Bona ounmennas

Cocmae uepuui:

[enmak

OTHIIOBBIN CIUPT OE3BOTHBIN
Wzonponanont
Byranon!
[IponuneHrnukonb
AMMMaKa pacTBOp KOHLIEHTPUPOBAHHBIN
XKenesa okcun uepnsiii (E172)

Kanus rugpoxcu

Bona ounriennas®

1

1
1

13TunoBeI ciupT Ge3BOMHBIN, M30TIPONAHON, OYTaHO, TPONUIECHTIIMKONb, AMMUAKa PACTBOP KOHIIEHTPUPOBAHHBIMH,
BOJIa OYMIIEHHAsI HE IIPUCYTCTBYIOT B KaIICyJIe, BEINAPUBAIOTCS IPH HAHECCHUH.

6.2. HecoBMeCTUMOCTH
Henpumenumo.
6.3. Cpok roaHocTH (CpOK XpaHeHHsl)

3 rona.

Cpox ToJTHOCTH TIpermapara mocyie BCKphITUs QrakoHa — 4 MecsIa.

6.4. Oco0ble MepbI MPEAOCTOPOKHOCTH NMPH XPAHEHUH

baucrep

XpaHuThb pu Temneparype He Bbiiie 25 °C, B OpUruHaIbHOM OJUcTepe (C BIaronorjiioTUTeNeM) ISt
3aIlUTHI OT BJIATH.

daakon

XpaHuTh NpU TeMIiepatype He Boiie 25 °C, B OpUrHHaiIbHOM (pr1akoHE (C BIAromorjioTUTeNeM) s
3alUThI OT BJIAaru. XpaHUTh (UIAKOH MJIOTHO 3aKPBITHIM.
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6.5. XapakTep u cojep:kaHue YIAKOBKHU

ITo 10 kamncyn B GimcTepe-u3 KOMOMHHPOBAHHOTO MaTepuana u Biaronorjotutens (OPA/Al/PE +
DES) u ponsru anromunueBoii (Al/PE).

I[To 3, 6 nnm 9 GUCTEPOB BMECTE C JIMCTKOM-BKJIAIBIIIEM IIOMEIIAIOT B MAYKy KAPTOHHYIO.

I[To 60 xamcynm Bo (hnmakoHe W3 moONMWATHIEHA Bbicokoi TMwioTHOcTH (IIDBII), ykymopeHHOM
nosunporieHoBor (I1I1) KpeIIIKO# ¢ BIArOMOTJIOTUTENIEM U KOHTPOJIEM MEepPBOro BCKphITUS. 110
1 ¢nakoHy BMECTE C TMCTKOM-BKJIA/IBIIIEM TIOMEIIAIOT B MTAYKY KaPTOHHYIO.

Mynbruynakoska: rmo 10 karcys B 6ucTepe u3 KOMOMHUPOBAHHOTO MaTepHalia U BIAaromnorJoTHTEIs
(OPA/AI/PE + DES) u donbru amromunueBoit (Al/PE). Tlo 6 GmuctepoB BMecTe C JHCTKOM-
BKJIQ/IBIIIIEM TTOMEIIIAOT B MUKy KAPTOHHYIO.

[To 3 mauku KapTOHHBIE IOMEIIAIOT B MAYKy KAPTOHHYIO U MapKUPYIOT 3TUKETKOW MJIU 10 3 Mauku
KAPTOHHBIE CKPEILIAIOT IIPY TOMOLIY JIEHTBI U3 IOJUATUIEHA U MAPKUPYIOT 3TUKETKOM.

He Bce pa3mepsl yIIakoBOK MOTYT OBITh IOCTYIIHBI JUIS PEATH3AIHH.

6.6. OcoOble Mepbl NMPEIOCTOPOKHOCTH NMPHU YTHIN3ANMU MCHOJIb30BAHHOIO JIEKAPCTBEHHOTO
npenapara MM OTXO0J0B, MOJYYEHHBIX MOC/Je NMPUMEHEHUsl JIEKAPCTBEHHOIr0 mpenapara, u
Apyrue MAHMIYJSIIMU € penapaToM

I/IHCTDVKIII/UI 11O BCKPBITUIO 6JII/ICTCDa

H3Bneun Karcyy HCO6XOI[I/IMO CJICAYyIOUM o6pa30M:

1. CornyTb 6sucTep 1Mo JUHUM pa3phlBa, OTJIEIUB OJHY SUEHKY.

2. BckphITh 65UCTEp, OCTOPOKHO MOTSAHYB 3a Kpail (Gosibru.

3. OCTOpPOKHO U3BJICYD KaITCyIy.

4. TIporyIOTUTH KamCyly LEIUKOM, 3alHMBasi CTaKaHOM BO/IBI.

e He BbIjaBiuBaTh Karcyiy yepes (oJbry.

e He cHumaTh Qoabpry npu oTCyTCTBUM HEOOXOAUMOCTH B KarcyJie.

I/IHCTDVKHI/IH 110 OTKPBITHIO d)J'IaKOHa

1. HaxxMuTe ¥ HOBEPHUTE KPBIIIKY (JIaKOHA.
2.Ilocne n3BIIeUEeHNUS KATICYIIbl HE3aMEeTUTENFHO TUIOTHO 3aKpOiiTe (hJTaKOH KPBIIIKOH.

Bech ocraBmimiicst n1eKapCTBEHHBIM Mpenapar U OTXOJbl CIEAYET YHUUYTOKUTh B YCTAHOBJICHHOM
MOPSIIKE.

7. IEPKATEJIb PETUCTPAIIMOHHOI'O YOCTOBEPEHU A

CnoBenus

AO «KPKA, a.1., HoBo mecTo»
[IImapeemka necra 6, 8501 HoBo mecto
Tenedon: +386 7 331 21 11

daxc: +386 7 332 15 37

Anpec 3nektponnoit moutsl: info@krka.biz

7.1. IlpeacraBuTeJIb AeprKaTe/isl PETHCTPAIMOHHOTO YA0CTOBEPEHUs!

[Iperen3uu notpeduTeneil HANPaBIATH 110 aPECy:
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Poccuiickas ®@enepanus

000 «KPKA-PYC»

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

dakc: +7 (495) 994 70 78

Anpec snekrponnoii moutsl: Krka-rus@krka.biz

Pecriybnuka benapych

[IpencraButenscTBO AkumonepHoro oo6OmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(PecmyOsiuka CrioBenusi) B Pecriyonuke benapych

220114, r. MuHuck, yn. ®unumMoHoBa, 1. 251, oduc 315

Tenedon: 8 740 740 9230

®dakc: 8 740 740 9230

Anpec anekTponHoi mouthl: info.by@krka.biz

Pecniy6nuka Kazaxcran

TOO «KPKA Kazaxcran»

050040, r. Anmatsl, Mukpopaiion KOKTEM-1, nom 15A, oduc 601
Tenedon: +7 (727) 311 08 09

Anpec snekrponnoii moutsl: info.kz@krka.biz

PecniyOninka Apmenust

[TpencraBurenscTBo «Kpka, 1.1., HoBo mecto» B PecniyOnuke ApmeHus

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

Anpec anekrponHoit moutsl: info.am@krka.biz

Keipreizckas Pecybnuka

[IpencraButensctBo AO «KPKA, ToBapHa 31pasui, 1.4., HoBo mecto» B Kbipreizcrane
720040, Yyiickas obnacts, r. bumkek, 0ynbBap DpKUHIMK, 1. 71, 010Kk A

Tenedon: +996 (312) 66 22 50

Anpec anekrpornoit moutsr: info.kg@krka.biz

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUS

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

9. KATEI'OPHUs OTITYCKA JIEKAPCTBEHHOI'O ITIPEITAPATA

JlekapcTBEeHHBIN MpenapaT OTHOCUTCS K KATETOPUH OTITYCKA IO PELIETITY.

061_1_[2[}1 XapPaKTCPUCTHKA JICKAPCTBCHHOT'O IIpCIiapaTa I[a6I/IKCOM AOCTYyIIHAa B CJAUHOM PECCTPC
3apEeruCTPUPOBAHHBIX JIEKAPCTBEHHBIX CpeAcTB EBpa3uiicKOro 3>KOHOMHUYECKOTO COK3a W Ha
oduIHaTEHOM caire YHOOJIHOMOYEHHOT'O oprana (9KcTepTHOM OpraHu3alH)
https://Ik.regmed.ru/Register/EAEU_SmPC.
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