OBILIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOTI'O ITPEITAPATA

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITAPATA

Jabukcom, 110 Mr, KarcyJsi

2. KAUECTBEHHbII U KOJIMYECTBEHHBIN COCTAB

JleiicTByIOIIIEE BEIIECTBO: Ja0UraTpaHa ITEKCHIAT.

Kaxnas xarcyna comepxut 110 mMr maOuraTpana 3TeKCWiIaTa, 4TO COOTBETCTBYyeT 126,87 mr

naburaTpana sTekcuiata mesuiara u 294,06 mr naburatpana cyOCTaHIIMU-TIEIJIETHI.

TTonHbIi INEPEUCHDb BCIOMOTaTECJIbHBIX BEIIECTB IPUBE/ICH B pa3aeiie 6.1.

3. JIEKAPCTBEHHAS ®OPMA

Karcyner.

Kancym,l Ne 1. Kpmmeqka " KOpIIyC KallCyJibl — CUHEIr0 LBETA. Ha KOpnycC KariCyJjbl YCpHBIMU

YepHUIaMH HaHeceHa Haanuch «110». ComepxumMoe Karcybl: MeJIeThl OT )KEJITOBATO-0eI0ro 10

CBCTJIO-KCJITOT'O IIBCTA.

4. KIIMHUYECKUE JAHHBIE

4.1. Iloka3zaHusi K NPpUMEHEHHUI0

INepBuyHast mpoduIIAKTHKA BEHO3HBIX TPOMOOIMOOINYECKHX OCIOXHEHHH y B3POCIBIX
HALUEHTOB, NEPEHECINNX IUIAHOBOE TOTAIbHOE SHJOIPOTE3UPOBAHUE Ta300€APEHHOr0
CyCTaBa MJIM TOTaJIbHOE SHJIONPOTE3UPOBAHUE KOJICHHOTIO CYCTaBa.

[Mpodunaktuka WHCYIbTA, CUCTEMHBIX TPOMOOOMOOJNMI W CHIDKEHHE CepAeqHO-
COCYJMCTOH CMEPTHOCTH Y B3POCIBIX IAIMCHTOB C HEKJIAMaHHOH (uOpmuIsueit
npeacepauii (HOII) u omauM nnu Gonee pakTopamu pucKa, TAKUMHU KaK MEPEHECCHHBIIN
WHCYJIBT WK TpaH3UTOpHAas uiemuyeckas araka (TUA), Bo3pact > 75 niet, XxpoHHUYecKas
cepAeuHas HemoctaroyHocTh (> |l pyHKUMOHANBHOTO Kiacca Mo  KiaccH(UKALUU
NYHA), caxapHblii nuaber, apTepuanbHas TIHIEPTEH3US, COCYAUCTOe 3aboneBaHHE
(nepeHeceHHbIH WH(MAPKT MHOKapja, 3a0oieBaHHMEe NepH(EPUUSCKHX apTepuil HiIn
aTepoCKIepOTHIECcKas OJISIIKa B a0pTe).

Jleyenne U nmpoduIAKTUKA PELUIUBOB OCTPOro TpombOo3a rinybokux BeH (TI'B) w/mnm
TpoMO0aMOboiH Jerognoit aprepun (TDJIA) U npodunakTHka cMEpTENbHBIX HCXOMOB,

BBI3BIBACMBIX DTUMH 336OIICB3.HI/I$IMI/I, Y B3POCJIBIX ITAITUCHTOB.

4.2. PexxuM 103MPOBaHMS U CII0CO0 MPUMEHEHUS

Pesxum 1o03upoBanus



[Mpenapar Jlabukcom BeimyckaeTces B karcynax 75 mr, 110 Mr u 150 mr.

Hepeutma}l npoﬁmaxmuka BCHO3HLIX MPOMOOIMOOIULECKUX OCTONHCHEHUL Y 83POCTBIX

RAUUEHM OB, NEPEHECUIUX NIAAHO080€ MOMAIbHOE IHOONPOME3UPOBAHUE MA300e0PEHH020

cycmasa uiu nmomaibHoe IHOONDOME3UPOBAHUE KOJICHHO20 CYCIAB

PCKOMCH,E[yeMBIS J03bl IIpenapara ﬂa6I/IKCOM U NPOAOJIDKUTEIBHOCTb TE€pallUuU IJIsg HepBPI'{HOP'I

IpoHIaKTHKU

npeacrasnensl B Tadmuue 1.

BEHO3HBIX TpoMOoaMbOonmit  (BTD)

npu

OPTONECANYCCKUX  OI€panuax

Ta6auna 1. PexoMenayemble [03bI H TNPOJOJLKHTEIbHOCTh Tepamuu sl NePBHYHON

npoduiaaktuxku BT npu oproneanyeckux onepanusix

Hauano neyennsi | Hauano npuema | IIpomo/knTeabHOCTH
B JIeHb ONePAIMH | MOJeP:KHBAIOLI el npueMa
yepe3 1-4 yaca [103b1 B NIEPBbIii MOAIeP KU BAIOIIEH
nocJe JeHb mociie 103bI
3aBepuIeHUs onepauuu
onepamun
TMaumentsl mocne  miaHoBoro | 1 karmcyra mo | 220 mr (2 xancynsl | 10 gHei
TOTAIBHOTO dHAoNpoTe3npoBanus | 110 mr mo 110wmr) oxmun
KOJICHHOT'O CycTaBa pa3 B CyTKU
IMamuenTs! mocie  IUIAHOBOTO 28-35 nuei
TOTAJIBHOTO SHAONPOTE3HPOBAHUS
Ta300€IpeHHOTO CyCcTaBa
PexoMeH10BaHO CHILKEHHUE J103bI
IMaunenTs c HapymieHHeM | 1 xamcyna mo | 150 mr (2 xancyns! | 10 gueit
(yHKINH TTOYEK CPEeAHE cTeneHn | 75 Mr 1o 75 Mr) oauH pa3 | (3HIONPOTE3UPOBAHHE
TSDKECTH (KJIIMPEHC KpeaTHHHHA B CYTKH KOIEHHOTO  CyCTaBa)
(KK) 30-50 mur/mum) HITH 28-35 nmeit
(3HIOIPOTE3NPOBAHNE
Ta300eJPEHHOTO
cycraBa)

IMauneHTs!, KOTOpbIE
OJTHOBPEMEHHO NPHHUMAIOT
BepanaMun*, aMHOJIapOH,
XUHUMH

IMauunenTs! B Bo3pacte 75 net win

cTapie

*VY NauuMeHTOB C YMEPEHHBIM HapylleHWeM (QYHKLIHH II0YEK, OJHOBPEMEHHO MOJIYyYaIOIIHX

BepanaMull, cM. pazfen «[IpuMeHeHne B 0COOBIX TPYIIax HAI[HEHTOBY.




IIpn mpoTe3npoBaHNK KOJIEHHOIO M Ta300€APEHHOI'0 CYCTaBOB, €CIHM I'e€MOCTa3 He NOCTHTHYT,
Hayayo JICYCHHs ClIeIyeT OTIOXKHTh. Ecnu JiedyeHne He Hayato B JEHb ONCpalliH, TO JICYCHHE
CIIelyeT HavyaTh ¢ preMa 2 Karcyi npenapara Jlabukcom 1o 110 Mr oJuH pa3 B CyTKH.

OrreHka QyHKIIMH [TOYEK JI0 ¥ BO BpeMsi JIeYeHus rpernaparom Jadbukcom

Y Bcex HaIueHToB, 0COOEHHO Y MallUEHTOB IOKHUIIOTO Bo3pacTa (> 75 11eT), IOCKONbKY IOYeYHast
HEIOCTATOYHOCTh MOXKET OBITh YAaCTOW B 9TOM BO3PAaCTHOM TpyIiIe:

e 10 Hayaja JjedeHWs mpemaparoM JlabukcoM BO H30ekaHHE Ha3HAUCHUS IIperiapara
nanyeHTaM ¢ TsoKensiM HapynieHueMm ¢QyHkiun movek (KK < 30 mu/mMuH) Heo6Xoammo
MpeBAPUTEILHO OIEHNUTH (QYHKIHIO Mouyek myTeM omnpeneneHus KK (cu. paszmenst 4.3.,
44.n52);

e  (yHKIHS ITOYEK JODKHA OLEHHBAThCS B IIPOLECCE JICUEHHUS, KOT/[a BO3HHUKAET MOI03PEHHUE
O BO3MOXKHOM CHIDKGHHH WIM yXyJQUIeHHH (YHKOUM M0YeK (Hampumep, IIpu
THIIOBOJIEMMH,  JCTHApPATalluM, OJHOBPEMEHHOM  IIPUMEHEHHM  OINpPEAENICHHBIX
JIEKapCTBEHHBIX NPENapaToB U T. I1.).

B kauectBe MeTona onenkn QyHKIHM modyek ucnonb3yercs pacyer KK mo ¢popmymne Koxpodra-
I'onra.

IIponymennas no3a

PexomeHyeTcst IPUHATH OOBIYHYIO CYTOUYHYIO O3y Ipemnapara JJabukcoM B 0ObIYHOE BpeMs Ha
CIIeYIOIMH JIeHb. B citydae mporrycka OTAENBbHBIX 03 HE CIeAyeT NPUHUMATh ABOHHYIO O3y
npemnapara.

Ormena npenapara JJaGukcom

Jleuenne mpemapatoM J[abMKCOM He CIeQyeT IpeKpamars 0e3 KOHCYJIBTAIMH C BPadoM.
IMarrenTa crneayer mpouH(GOPMUPOBATH O HEOOXOMUMOCTH OOpAIICHHS K JieYalleMy Bpady mpu
BO3HUKHOBEHUH CHMIITOMOB CO CTOPOHBI ITUIIIEBAPUTENIBHOM CHCTEMBI, TAKUX KaK JUCTIETICUS (CM.
pasnen 4.8.).

H3MeHeHre aHTUKOATYJISHTHOM Teparnuu

Ilepexoo om npumenenus npenapama [labukcom K RAPEHMEPATLHOMY NPUMEHEHUIO
AHMUKOAZYTSAHMO8

IlapentepanbHoe BBeIEHHE aHTHKOATYJSIHTOB CIIEAYET HaYMHATh 4yepe3 24 yaca mocie npuema
rocyneiHei 10361 npenapata Jlabukcom (cm. paznen 4.5.).

Ilepexo0 om napeHmepanvbHO20 NPUMEHeHUs AHMUKOA2YIAHMO8 K NPUMEHEHUr npenapama
Jlabuxcom

ITepBass no3a mpemapara J[abukcoM Ha3HayaeTcss BMECTO OTMEHSIEMOrO aHTHUKOAryisHTa B



HWHTEpBAJIC 0*2 Yaca nepea BBCACHUEM oqepenHoﬁ HNHBEKIINH aJTBTepHaTI/IBHOﬁ TE€panunu HJiIn
OJIHOBPEMEHHO C MPEKPAIIEHHEM B CITy4ae HelPEPhIBHOTO BBEIECHNUS (HAPUMED, BHY TPHBEHHOTO
npuMeHeHus HepakuonupoBannoro rernapuna (HOID)) (cm. paznen 4.5.).

Oco0ble IpynIibl MallHEHTOB

Hauueﬂmbz € NOYEYHOU HeOOCMAMOYHOCHIBIO

Ipumenenne mpenapata J[aGMKCOM y TAIMEHTOB C TSOKENIBIM HapyIIeHHEM (YHKIHH MOYEK
(KK < 30 mi/mMuH) npotuBonokasaso (cM. paszaen 4.3.).

PexoMeHIyeTCsl KOpPEKIHs T036I y TAIMEHTOB C YMEPEHHBIM HapyieHneM ¢ynkimu moek (KK
30-50 mi/muH) (cM. Tabuuiy 1 Bbiuie u pasgenst 4.4, u 5.1.).

Oonospementoe npumenenue npenapama /labuxcom ¢ uneubumopamu P-enuxonpomeuna (P-gp)
om cabwix 00 yMepeHHbIX (Hanpumep, amMuoOapoH, XUHUOUH ULU 8ePANAMUT)

Crienyer cCHU3HTD 103y npenapara JlabukcoM B coorBeTcTBuH ¢ Tabiuueii 1 (cM. Takxke pasiesnst
4.4.u 5.1.). B oroit cutyanuu npenapat [JabukcoM ¥ yKa3aHHbBIC MTPEMapaThl cIeayeT IPUHUMATh
OJJHOBPEMEHHO.

VY nanyeHToB C YMEPEHHBIM HapylleHHeM (GYHKIUH II0YEeK, OJHOBPEMEHHO ITOJIyYarolIuX
BepanaMmi, cIeIyeT pacCMOTPETh BOSMOXKHOCTB CHIDKEHHS 03B! Iperapara J[abukcoM 10 75 mr
B CyTKH (cM. paszmeinsl 4.4. m 4.5.).

[Tayuenmul noswcunozo ospacma

VYV mnanueHToB MOXWIIOro Bo3pacra (crapiie 75 JIeT) peKOMEHIYeTCs CHIDKEHHE 03Bl (CM.
Ta6muny 1 Beime u pasgenst 4.4. u 5.1.).

Macca mena

KimHnveckuii onbIT MpUMEHEHHsl Y MAMEHTOB ¢ Maccoit Terna meHee 50 kr winu Oonee 110 kr B
PEKOMEHIYEeMBIX J103aX KpaifHe orpaHu4eH. YUWTHIBas WMEIOLIMECs KIMHUYECKHE U
(hapMaKOKUHETHYECKHE JaHHbIe, KOPPEKIIUHU JI03bI He TpeOyercs (cM. paszen 5.2.). OnHaKko TaKuM
MalyueHTaM PeKOMEHAYETCsl TIIATEIbHOE KIMHUYECKoe HabmoaeHue (cM. paznen 4.4.).

Ton
Koppexkiuu 10361 HE TpebyeTes (cM. paszaen 5.2.).

etn
[penapar [labukcom y nereii M MOAPOCTKOB 10 18 meT He NPUMEHSIOT Ui MEePBUYHOU
HNPO(QUIAKTHKH BEHO3HBIX TPOMOOIMOOIMYECKUX OCJIOKHEHHH Yy TAlUeHTOB, KOTOPHIM
BBITIOJIHEHO ITAHOBOE TOTAJIBHOE 3HAOIPOTE3NPOBAHNE Ta300€IPEHHOTO CyCTaBa WM INIAHOBOE
TOTaJIbHOE YHJONPOTE3NPOBAHIE KOJIICHHOTO CyCTaBa.

Ipodunakmuka uncynvma, cucmemHvix MmMpomMOoIMOOAUN U CHUMCEHUE cepOeUHO-




cocyoucmoit cmepmuocmu y 3pocivix nayuenmos ¢ HOII u oonum unu 6onee ghaxmopamu

PUcCKa

Jleuenue u npodunaxkmuxa peyuoueos TI'B u/unu TIJIA u npodunakmuka cmepmenbrblx

UCX0008, BbI3bIGACMBIX IMUMU 3A001EBAHUAMU, Y 83DOCILIX NAUUCHINOE

Pexkomennyembie 1036l npenapara JIaOMKCOM MO yKa3aHHBIM MOKa3aHHSAM IPEACTABICHBI B
Tab6nume 2.

Taoanua 2. PexomeHayemble 0361 TpPH MNpopHIAKTHKE HHCYJbTa, CHCTEMHBIX

TPOMO03MO0JIMIl M CHH2KEHHUH CEePeYHO-COCYIMCTON CMEPTHOCTH Y B3POC/IbIX NALUEHTOB C

H®II v onnum uin Hostee pakropamu pucka, TT'B u TIJA

PeKomeHnyeMme J03bI

IMpodunakTuka  HHCYIbTa,  CHCTEMHBIX

Cyrounass no3a 300wmr mpemapata Jlabuxcom
TpoMOOIMOONHIT U CHIDKEHHUE CepIedHO-
p PX (1 xarcymna mo 150 Mr 1Ba pasa B CyTKH).
COCYIHCTOH CMEPTHOCTH y  B3POCIBIX
B HEKOTOPBIX KIMHUYECKUX CHTYAIMSIX MOXKET OBITh

nanentoB ¢ HOIT u oguum mnm Gosee

PacCMOTPEHO MPUMEHEHHE CHIXKEHHOM 10361 — 220 Mr
(haxropamu prcka

(1 xancyna mo 110 mr gBa pasa B cytku) (cm. Tabmuiry 2

HIDKE U 11oapasen «Oco0ble TPpyIIbI TALUEHTOBY)

Jleuenne u  mpodUIAKTHKA  PEILMIUBOB

Cytounass no3a 300 mr mpenapara Jlabukcom
octporo TI'B w/nmu TOJIA u npodunakTika

(1 xancyna mo 150 Mr 1Ba pasa B CyTKH) mocie

CMEPTEJIbHBIX MCXO0/10B, BBI3bIBAEMBIX STUMU

MMapeHTEPATBHOTO JICYCHUA AHTHUKOAT'yJITHTOM,

3a00J1€BaHHAMU .
HPOBOJAIIETOCs B TEUCHHE, KAK MUHUMYM, 5 JTHEH.

B HEKOTOPBIX KIMHHYECKUX CHTYALMSIX MOXKET OBITH
PacCMOTPEHO MPHMEHEHHE CHIKCHHOM 10351 — 220 Mr
(1 xarncymna mo 110 mr xBa pasa B cytkn) (cMm. Tabuiry 2

HWKe U noapaszaen «OcoOble rpyIbl MalueHTOB)

PexoMeHI0BaHO CHHKEHHE 103bI

Haumentr crapue 80 sier Cyrounas no3a 220 mr npenapara Jlabuxcom (1 xamncyna

HaHI/IeHTLI, OTHOBPEMCHHO IIOJTy4arolue

mo 110 Mr 1Ba pa3a B CyTKH)
BepanamuiI

CHuKeHHe 103bl 10 YCMOTPEHHIO Bpaya

Tauuments B Bo3pacte ot 75 o 80 et Cyrounyro no3y 300mr wmmm 220 Mr mnpenapara

TTarmmenTor

C YMEpeHHBIM HapyIIeHHEM

¢byuxuun mouex (KK 30-50 mu/mu)

TMatueHTsl ¢ racTpuTOM, 330(aruToM HIH
racTpoazodareaabHO

6onesnsio (I'OPB)

pedrokcHoit

JlabukcoMm ciexyer monOMpaTh HMHIVBUAYaNbHO Ha
OCHOBAaHHMH OLCHKH IOTCHIHAIBHOTO PHCKA DPa3BHTUSL

TPOMO0IMOOIHHU U KPOBOTEUCHHS




I[pyme TIAUCHTBI C IOBBIIIEHHBIM PUCKOM

Pa3BUTHS KPOBOTEUCHUSI

Jnsa moxasanus «JledeHue u mpodunakTuka peuuauBoB octporo TI'B wmmu TOJIA u
npo(HUIaKTHKAa CMEPTENIBHBIX HCXOJOB, BBI3BIBAEMBIX A3THUMHU 3a00JICBaHUAMHU, y B3POCIBIX
MAIEHTOBY» PEKOMEH IALlNH 10 MPHMEHEHHUIo npenapaTa J{abukcom 220 mr (1 karcymano 110 mr
JlBa pa3a B CyTKH) OCHOBaHBI Ha (DapMaKOKMHETHYECKHX M (papMakoJMHAMHYECKUX IAHHBIX;
JIaHHbIE KIIMHUYECKUX UCCIIEI0BaHUI OTCYTCTBYIOT.

OrieHka QyHKIIMH [TOYEK JI0 ¥ BO BpeMsI JIeUeHus mpernaparom Jadbukcom

Y Bcex HaIUeHToB, 0COOEHHO Y MallUEHTOB IOKHUIIOTO Bo3pacTa (> 75 11eT), IOCKONbKY ITOYeYHast
HEIOCTATOYHOCTh MOXKET OBITh 4aCTOM B 3TOW BO3PACTHOM IPyIIIE, CICAYET:

e 10 Hayaja JjedeHWs mpemaparoM JlabukcoM BO H30EkaHHE Ha3HAUCHHUS IIperapara
nanyeHTaM ¢ TsokensiM HapynieHueMm ¢QyHkiun movek (KK < 30 mu/mMuH) Heo6Xoammo
HpeBAPUTEILHO OIEHNUTH (QYHKIHIO Mouek myTeM ompenenenus KK (cu. paszmenst 4.3.,
44.u52);

e  (yHKIHS ITOYEK JODKHA OLEHHBAThCS B IIPOLECCE JICUEHHUS, KOT/[a BO3HHUKAET MOI03PEHIe
O BO3MOXXKHOM CHIDKGHHH WIM yXyIUIeHHH QYHKOUM IOoYeK (Hampumep, IIpu
THIIOBOJIEMMH,  JETHApATallud, OJHOBPEMEHHOM  IIPUMEHEHHM  ONPEIENCHHBIX
JIEKapCTBEHHBIX NIPENapaToB U T. IL.).

JomonHuTenbHble  TpeOOBaHMS K TANMEeHTaM C  JIETKOH M YMEpeHHOH IOYeYHOM
HEIOCTAaTOYHOCTBIO M MALMEHTaM cTapuie 75 JeT:

e (yHKIMIO MOYEK BO BpeMs JieueHHUs npenaparoM JlaGUKCOM clieqyeT OLECHHUBATh, Kak
MHHIMYM, OJMH pa3 B TOJ{ WM Yallle, B 3aBUCHMOCTH OT KJIMHUYECKOH CHTyaIlny, Korjxa
BO3HHUKAeT MOAO3PEHHE O BO3MOXKHOM CHIDKEHMH WM YXyJUIEHHH (QYHKIUU IIOYEK
(HampuMmep, INpU THUIIOBOJIEMHH, OO€3BOKMBAHUM, WIM B ClIydae OJHOBPEMEHHOIO
HIPUMEHEHUS HEKOTOPBIX JEKapCTBEHHBIX MIPENapaToB U T. IL.).

B xauectBe MeTona oneHkH (QyHKIMH nodek ucnoibdyercs pacuer KK mo dopmyne Kokpodra-
I'onra.

HJTHTBJ'[LHOCTL TIIPUMCHCHUA

ITpomomKUTENbHOCTE TIPUMEHEHHs Tpenapata JlabukcoM mas NPOGUIAKTHKHA HHCYIBTA,
CHCTEMHBIX TPOMOO3SMOOIMH U CHUKEHUH CEPAECYHO-COCYIUCTOX CMEPTHOCTH Yy INAlUEHTOB C
¢ubpmuiuueit npeacepauid, TT'B u TOJIA npeacrasnena B Tabnuue 3.

Tabauna 3. JIIuTeIbHOCTh NPHMEHEHUsl Mpenapara npH npogHIaAKTHKe HHCYJbTA,
CHCTEMHBIX TPOMOO03MOO/IMI M CHU:KEHUHU CePJe4HO-COCYIUCTOl CMEPTHOCTH Y B3pPOC/BIX

nanueHToB ¢ HOII n ogauM uim 6osee pakropamu pucka, TT'B u TIOJIA



IToxa3anue K NPUMEHEHHUI0 JI.T[PITQJILHOCTL NMpUMEHEHUs

IpodpunakTuka UHCYINIbTa, | Tepamnms DoJDKHA MPOTOIDKATHCS MOKU3HEHHO.
CHCTEeMHBIX  TpoMOo3MOOnuit  u
CHIDKCHHH  CepACYHO-COCYAUCTOI
cMmepTHOCcTH y manueHTtoB ¢ HOIT u

oIHUM HiIH Oonee paKkTopaMu pHCKa

TI'B/TOJIA IIponomKUTENPHOCT  TEpanuu  JOJDKHA  ONPEAENAThCA
MHIUBHIYalIbHO IIOCIE TIIATENbHON OLECHKH 3((EeKTHBHOCTU
JICUCHHUS U PUCKA Pa3BUTHsI KPOBOTEUYEHHs (CM. pasznen 4.4.).

KopoTkast mpoJoKUTEIbHOCTh Tepanuu (1o KpakiHel mepe
3 MecsleB) JOMKHA — pacCMaTpUBaThCA  NPH  HAIMYHM
mpexoAsmux  (GakTopoB  pHcka  (HampuMep, HEIaBHO
MPOBEJICHHOE ~ XUPYPrUYeCKOe  BMENIATENbCTBO, TpPaBMa,
uMMoOuIM3anus), a Oojee AIUTENbHAS TPOAOIDKUTEIBHOCTD
TepaIyHy — IPY HATHINAH ITOCTOSHHBIX ()aKTOPOB PHUCKA VI IIPH

uanonarndeckom TI'B wnu TOJIA.

[Iponymennas no3a

IIpomymennyto no3y mpemapata JIabMKCOM MOXKHO NPUHATH B TOM CIydae, €ClIM 10 IpHeMa
ouepelHON J03bI Ipernapara ocTaeTcs 6 4acoB M 0oJiee; eclii CPOK COCTaBMUII MEHee 6 4acoB,
HPOIYIIEHHYIO 03y NPUHUMATh HE CllefyeT. B ciydae mpomycka OTAENBHBIX 03 HE CIELyeT
IIPUHMAMATh JBOWHYIO 103y Ipenapara.

Ormena npenapara Jlabukcom

Jleuenne mnpemapatoM JlabukcoM He cilemyeT INpekpamarh 0e3 KOHCYJIBTAIMH C BpPadoM.
[Manuenra cnenyer npoMHGOPMHPOBATH O HEOOXOAUMOCTH OOpaLICHUs K JieyaleMy Bpady npu
BO3HMKHOBEHHH CHMIITOMOB CO CTOPOHBI IMIIEBAPUTENILHOI CHCTEMBI, TaKHe KaK Halpumep,
mucrencus (cMm. pasmen 4.8.).

H3MeHeHre aHTUKOArYJISHTHOM Tepanuu

Ilepexo0 om npumenenus npenapama Jabukcom K napeHmeparbHOMy HPUMEHEHUIO
AHMUKOACYTAHMO8

[MTapenTepanpHOE TPUMEHEHNE AHTHKOATYJSIHTOB CJIEAYyeT HaunHATh yepe3 12 yaca mocie npuema
nocieaneit 103el npenapata Jlabukcom (cM. pazaen 4.5.).

[lepexo0 om napenmepanrbHO20 NPUMEHEHUS AHMUKOAZYNAHIMO8 K NPUMEHEHUI0 npenapama
Jlabuxcom

IlepBas no3a mpenapata JIaOMKCOM Ha3HA4YaeTCsi BMECTO OTMCHSEMOrO aHTHUKOAryisHTa B

uHTepBaie 0—2 yaca nepe BBEACHUEM €ro 0YepeTHOM 103bI HITH OJHOBPEMEHHO C IPEKPAIICHHEM



B CJIy4yae HEMPEpbIBHOTO BBEJECHUS (HAIIpUMep, BHYTpUBEHHOTO npuMeHeHust HOI).
Ilepexo0 om npumenenus npenapama [Jabuxcom K npumMeHeHur aHmazoHucmos sumamura K
(ABK)
Hauano npumenenus ABK cnenyet ckoppextupoats ¢ yaetoMm KK cnexyromum obpazom:

e npu KK=>50mn/mun npumenenne ABK crnemyer HaumHaTh 32 3 IHS 11O OTMEHBI

npemnapara Jlabuxcom;
e mpu KK > 30-<50 mi/mun — npumerenne ABK crenyer HauuHaTh 3a 2 ITHS 10 OTMEHBI
npenapara Jlabukcom.

INockonpky mnpenapar JaOuUKCOM MOXKET BIMATb Ha MEXIyHapOJHOE HOPMAaIM30BaHHOE
orHomenue (MHO), MHO Gyzet myure otpaxkats 3¢dpext ABK Tonbko criycTs He MeHee 2 nHel
nocine oTMeHsI penapara Jlabukcom. Jlo Tex nop 3nadenns MHO cienyer HHTEpIpeTHPOBATH C
OCTOPOXKHOCTBIO.
Ilepexoo om npumenenus ABK x npumenenuto npenapama Jabuxcom
IIpumeneHne aHTaroHUCTOB BUTaMMHAa K cilemyeT NIpeKpaTHTh; BO3MOXKHO IIPHMEHCHUE
npenapara Jlabukcom npu 3uauennn MHO < 2,0.
Kapouoesepcusa
[IpoBeneHNe ITAHOBOM WIJIM OKCTPEHHOH KapAHMOBEpCHH HE TpeOyeT OTMEHBI Tepamuu
npenapatoM JlabukcoMm.
Kamemepnas abrayus npu HOIT
Jlanuble o npumeHeHuu mnpenapara Jladbukcom (1 kancyna mo 110 Mr aBa pasa B CyTKH)
OTCYTCTBYIOT.
Upeckoaicroe koponaproe emewiamenscmeo (YKB) co cmenmuposanuem KOpOHAPHLIX apmepuii
V nauuenros ¢ HOII, xoropsim BbimonHeHo UKB co creHTHpOBaHMEM KOPOHApHBIX apTepuil,
naburaTpaHa OSTEKCHIAT MOXKET IPHMEHSATHCS B KOMOWHALMM C aHTUTPOMOOIMTAPHBIMH
npenaparamu. JledeHne jraburarpaHa STEKCHIIATOM MOXKET OBITH HA4aTO MOCHTE JOCTHIKECHHS
remocrasa (cM. pazzgen 5.1.).

Ocobsie T'PyHIIbl NAaTuCHTOB

Hauuel—tmbl nooicun1o2o0 so3pacma

H3menenne JO3UPOBaHUSA IS JTAaHHOM KaTeropuu naiucHTOB CM B Tabuuiie 2 BoliLE.

HpuMeHeHuey nayuenmoes ¢ NOB8bIUEHHbIM PUCKOM paA36UMUst KposomedeHusl

TJanmenTaM ¢ NOBBIICHHBIM PHCKOM Pa3BUTHS KpOBOTeUeHHS (M. pazaens 4.4.,4.5.,5.1. u 5.2.)
MOKA3aHO TIIATENIbHOE KIMHUYECKOe HaOMIOfeHHe (Ha MpeIMET BBIABICHHS CHMIITOMOB

KPOBOTCYCHUA HJIN aHeMI/II/I). Pemrenne o BI>I60p€ JO3bI IIpe€riapara CJICAYET NPUHUMATh I10



YCMOTPEHHUIO Bpada Ha OCHOBAaHWH OIIEHKH IMOTEHIHAJIBHOTO COOTHOIICHHUS «IIOJIb3a — PHUCK»
WHIUBUIYANbHO JUId Kakaoro mnaunuenta (cM. Tabmuiy 2 Bbime). OneHka mapaMeTpoB
Koarymsinun (cM. pasgen 4.4.) MOXXET IIOMOYb BBIIBHTH NAIMCHTOB C IOBBIIICEHHBIM PHCKOM
Pa3BUTHUS KPOBOTEUYEHHS B PE3yJIbTaTe Ype3MEPHOTo BO3ICHCTBU naburatpana stekcuiara. Ecin
y HNaMEHTOB C BHICOKHM PHUCKOM Pa3BHUTHS KPOBOTECUYEHHMS BBISBICHO YPE3MEPHOE BO3ICHCTBUE
JaburaTpaHa, peKOMEHIYeTCsl YMEHbINTh A03y #0 220 mr (1 xancyna mo 110 Mr aBa pasa B
cyTkn). [Ipy pa3BUTHH KIMHUYECKH 3HAYNMOTO KPOBOTCUEHHUS JICUEHHE CIICYET IPEPBaTh.

VY manueHToB ¢ racTpuToM, 330¢parutoM i ['OPB MoxHO paccMOTpeTh BO3MOXKHOCTD CHHKCHHS
JIO3BI M3-32 MOBBIIICHHOTO PHCKA Pa3BUTHS OOIIMPHOTO XKEITyIOYHO-KHIICYHOTO KPOBOTCUCHHS
(cMm. Tabnuny 2 Bble u pazaen 4.4).

Tayuenmoi ¢ noueyHol HeOOCMAMoOYHOCMbIO

IIpumenenne mpenapata J[aOMKCOM y HAaIMEHTOB ¢ TSDKENBIM HapylnleHHeM (YHKIMH ITOYeK
(KK < 30 mi1/MuH) poTHBOIIOKa3aHo (cM. paszaen 4.3.).

Koppexuu 10351 He TpeOyeTcs y MalUeHTOB C JITKUM HapymerueM ¢ynknun nodex (KK 50—
< 80 mi/MuH). YV manueHToB ¢ yMepeHHbIM HapymreHneM ¢yHkuuu nodek (KK 30-50 mur/mun)
pekoMeHayeMas 1o3a npenapata Jlabukcom cocraiset 300 mr (1 kancyna mo 150 mr 1Ba pasa B
cyTkn). Tem He MeHee, TS MAIlUEHTOB C BEICOKAM PUCKOM Pa3BHUTHS KPOBOTCUCHHS MOXKET OBITh
paccMOTpeHa BO3MOXKHOCTh CHUIKEHHs 103bl mpenapata Jlabukcom no 220 mr (1 karcyna mno
110 mr nBa pasa B cyTkn) (cM. pazaensl 4.4. u 5.2.). [lanueHTam ¢ HapyImeHHEeM (YHKIHH TI0YEK
PEKOMEHIyeTCs TIIaTeNbHOe KINHNYECKOe HaOMoIeHHE.

Oonospemennoe npumernenue npenapama Jabukcom ¢ akmusHviMu uneubumopamu P-gp
(Hanpumep, amuooapon, XUHUOUH UIU 6EPANAMUT)

Ilp oIHOBpEMEHHOM HPHMEHEHHH C aMHOJApOHOM WM XHHHIWHOM KOPPEKIUH 03Bl HE
Tpedyercs (cMm. pasnenst 4.4.,4.5.u 5.2.).

ITpn omHOBpEMEHHOM NPUMEHEHHH C BEparnaMUIOM PEKOMEHIYETCsI CHIKEHHE JTO3BI Iperapara
Jlabukcom (cm. Tabmuuy 2 Boie u paznenst 4.4. u 4.5.). B aroii curyanuu npenapar Jlabukcom
U BeparamuI cJIeAyeT NPUHUMATh BMecTe (OXHOBPEMEHHO).

Macca mena

YuuteiBas UMeEOMHUecs KIMHUYECKHE U (papMaKOKMHETHYECKHE JaHHbIE, KOPPEKIHU J03bI HE
Tpebyercs (cM. pasgen 5.2.). OnHako manMeHTaM ¢ Maccol Teila MeHee 50 Kr' peKOMeHIyeTcs
TIIaTeIbHOE KIIMHUYECKoe HabmoaeHue (cM. pasaen 4.4.).

Ilon

Koppekuuu 10361 He TpedyeTes (cM. paszaen 5.2.).

CTHU



[To nokazanuio MPopUIAKTHKA HHCYJIBTA, CHCTEMHBIX TPOMOOIMOOIHI M CHHXKEHUE CepICUHO-
COCYJICTON CMEPTHOCTH Y B3pocCiibIX nanueHToB ¢ HOII u oguum unu Gonee gpakropamu pucka
npenapar JJabukcoM y aeteit U moapocTkoB 10 18 et He mpuMeHseTcsl.

ITo nokasanusMm: JedeHne H TnpoduiakThka peuuauBoB octporo TI'B wmmu TOJIA u
npoQUIAKTUKA CMEPTENIbHBIX MCXOJIOB, BBI3BIBAEMBIX 3TUMHU 3200J€BaHHAMH, O0€30MaCHOCTh U
3¢ PeKTUBHOCTH naburarpaHa TEKCHIaTa y JeTed B Bo3pacTe 10 18 jeT Ha NaHHBI MOMEHT He
yCTaHOBJICHBL. VMeronuecss Ha CErOMHSAIIHMNA MOMEHT JaHHBIE NIPUBEIEHHI B moapaszaene 4.8.,
5.1., oHAKO HEBO3MOXKHO JIaTh PEKOMEH/IAIIMH 110 PSKUMY JO3UPOBAHHS.

Cnoco0 npuMeHeHus

Buytps. Ilpenapar JJabMKCOM MOXKHO NpPUHMMATh HE3aBHCHMO OT BPEMEHH INpHEMa IHIIH.
Kamcyny cnemyer mnporiateiBaTh IIEIMKOM, 3allMBas CTaKaHOM BOJbI, 4YTOOBI 00ECHEYHMTH
HOIAaJaHKe [IPerapara B JKeIy0K.

Heo6xoaumo nponH(OpMHUpPOBATH ITAIIUEHTa O TOM, YTO HE CJIeyeT BCKPBIBATh KaICYITy, TaK KaK
3TO MOXKET YBEJIMYUTh PUCK Pa3BUTHS KPOBOTCUCHHUS (CM. paszenst 5.2. u 6.6.).

4.3. [IpoTuBonoOKa3aHus

e ['UnepuyBCTBUTENBHOCTH K JCHCTBYIOIIEMY BELIECTBY MIM K JIoOoMy u3
BCIIOMOTATENbHBIX BEIECTB, IEPEUHUCICHHBIX B pasaene 6.1.

e Hapyuenue GpyHkimu noyek tsokenoi crenend (KK < 30 mu/mun).

e AKTHBHOC KJIMHHYECKU 3HAUUMOE KPOBOTCUCHHE.

e 3aboneBaHHE WU COCTOSHUE C BHICOKUM PUCKOM Pa3BUTH OOLIMPHOTO KPOBOTEUCHUS,
HalpHuMep, aKTHBHOE MM HEJ[ABHO IIEPEHECEHHOE M3bSI3BICHUE JKETyTOYHO-KUIIETHOTO
TpPaKTa, 3I0Ka4eCTBEHHOE HOBOOOPA30BaHHE C BEICOKUM PHCKOM Pa3BUTHA KPOBOTEUCHUH,
HEJaBHO TIOIy4eHHBIC YEPEIIHO-MO3r0Basl TpaBMa MK TPaBMa CIIMHHOIO MO3Tra, HEAaBHO
TPOBEACHHOE XUPYPrUUecKOe BMEIIATENbCTBO HA TOJIOBHOM MO3T€E, CITHHHOM MO3Te WIIH
odTambMONOTHYECKas ~ ONepalys, HEJaBHEe BHYTPHUUYCPEIIHOE  KPOBOU3IUSIHUE,
JMarHOCTUPOBAHHOE BapHKO3HOE PACIIMPEHHE BEH MHUIIEBO/A MU TI0JI03PEHUE Ha HETO,
apTepHOBEHO3HAsT Maib(popMalHs, COCYIHCTas aHEeBpH3Ma HJIM 3HAYMMasl HaTOJOTHs
COCYZIOB CITMHHOTO MJIM TOJIOBHOTO MO3Ta.

e OpnHOBpeMEHHOE IPUMEHECHHE TIOOBIX [IPYrMX AHTHKOAryJIsHTOB, Hampumep, HOTI,
HHU3KOMOJEKYyISIpHBIX renapuHoB (HMI') (sHOKcamapuH HaTpus, JanTeHapuH HATPUS U
Ip.), NPOM3BOAHBIX remapuHa ((OHOAAPUHYKC HATpUi U Jp.), IEPOPaTbHBIX
AHTHKOAryJISTHTaMU (BapdapuH, pHBapokcabaH, amukcabaH U Jp.), 3a HCKIIOYEHHEM
0COOBIX CITy4aeB, TaKUX KaK: M3MCHEHHE aHTHKOATYJSIHTHON Tepamuu (cM. paszen 4.2.),

npumenenne HOI' B no3ax, HeoOXOOUMBIX A obecriedeHHs (YHKIHOHUPOBAHUS
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LEHTPaJIBHOT0 BEHO3HOTO KaTeTepa WiN apTepHAILHOTO KaTeTepa Wi npumeHerne HOT'
BO BpeMs KaTeTepHOHU abnauu y nanueHTos ¢ HOII (cm. pasnen 4.5.).

e [leuyeHouHast HEOCTATOYHOCTh WIIH 3a00JIEBaHHE MEUEHHU, KOTOPbIe MOTYT IOBIHMSTH Ha
BBDKUBAEMOCTb.

e OJHOBpEeMEHHOE MPUMEHEHHE MOIIHBIX WMHTHOUTOpPOB P-gp: KeTOKOHA30Nl s
CHCTEMHOI'0 IPHMCHEHUs, LUKIOCIIOPUH, UTPAKOHA30J, APOHENAPOH, TAKPOIHMYC U
(ukcupoBaHHasi KOMOMHAIMS TIIeKanpeBUp + nuOpeHTacBup (cM. pazaen 4.5.).

e Hammume  mpoTe3WPOBAaHHBIX  KJIANAaHOB  CepAma,  TPeOYIOIMX  Ha3HA4YCHHS
AQHTUKOATYJISTHTHOW TepanuH (cM. pazaen 5.1.).

4.4. Oco0Oble ykazaHusi U MePbI IPeJ0CTOPOKHOCTH NPH NPUMEHEeHHH

PucK pa3BUTHSA KPOBOTCUCHUM

IIpumenenue npenapara JJabUKcoM, Tak jKe KaKk M JAPYyrHX aHTUKOATyJSHTOB, PEKOMEHIYETCS C
OCTOPOXKHOCTBIO IIPU COCTOSIHHAX, COINPOBOMKIAIOMIMXCSl HOBBILEHHBIM PHCKOM Ppa3sBUTHSA
KPOBOTEUEHUS, WM IIPH OAHOBPEMEHHOM IIPUMEHEHHH JIEKapPCTBEHHBIX NPEIapaToB, BIUSIOMINX
Ha reMoCTa3 3a cYeT MHTUOMPOBAaHUs arperaiuu TpoMoonuTos. Bo Bpems Tepanuu mpenaparoM
JlabukcoM BO3MOYKHO pa3BHTHE KPOBOTCUECHUH Pa3iIWyHON Jokamm3amuu. CieqyeT MpOBOIHTH
MOMCK MCTOYHHKA BEPOSTHOTO KPOBOTEUEHHUS IIPH TIOOOM HEOOBSCHHIMOM CHIDKCHHH YPOBHS
reMOra001Ha W/UK TeMaTOKPHUTA UIH apTepUaIbHOIO AaBICHUS.

B cutyanuu omacHoro [uis KU3HM MM HEKOHTPOJIMPYEMOIO KPOBOTEUYEHUs, Korja Tpebyercs
OBICTpOE TpEKpallleHHe aHTUKOAryJISHTHOTO 3(p¢exTa naduraTpana STEKCWIATa, NOCTYICH
cnenupUUecKUd aHTaroHUCT (apMaKOAUHAMMYECKOTo JeHcTBHA pJaburaTpaHa, IIpemapar
[pakcoOaitng (naapyuusyma6). Jlaburatpan MokeT OBITh yAajeH W3 OpraHu3Ma C IOMOIIBIO
reMoananusa. [ B3poCIIbIX MaUEeHTOB IPYyTHMH BO3MOXXHBIMH BapHAaHTAMU SBIISICTCS BBEIICHUE
CBEXEH IENbHOM KPOBU MJIM CBEKE3aMOPOXKEHHOH TIIa3Mbl, ()aKTOPOB CBEPTHIBAaHHS KPOBHU
(aKTUBUPOBAHHBII MM HEAKTUBUPOBAaHHBIM) B ¢dopMe IHodunuzara A1 MPUTOTOBICHHS
pacTBopa, HhakTOpoB cBepTHIBaHUS KpoBU VIla peKOMOMHAHTHBIN MM TPOMOOIUTAPHOH Macchl
(cMm. paznen 4.9.).

B KIMHUYECKMX MCCIEIOBAHUAX IPUMEHEHHE [aburaTpaHa 3TeKcuilaTa ObLIO CBA3aHO C
TIOBBIIICHUEM YacTOTHI OONBIINX JKETyJOYHO-KUIIEUHBIX KpoBOTeUeHUH. [TOBEHIMICHHBIH pHCK
HaOmrofancs y HAalUeHTOB IOXKHUIOrO Bo3pacTa (>755eT) Hpu HPUMEHEHUH jAadurarpaHa
sTekcuwiata B fo3e 150 Mr aBa paza B CyTKH. JloMONHUTENbHBIE (AKTOPBI PUCKA BKIIOYAIOT
OJJHOBpPEMEHHOE IIPHMEHEHIE HHTHONTOPOB arperaiiii TPOMOOIIMTOB, TAKUX KaK KIOMHIOTPEN U
aneTwicanuiioBas kucnora (ACK) i HecTeponIHBIX IPOTHBOBOCHATIUTENEHBIX IIPEapaToB

(HIIBII), a Taxke Hanuuue 330¢aruta, racrpura wiu ['OPb.

Dakmopwl pucka
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B Ta6nuue 4 nmpuBeneHs! GakTOPbL, KOTOPBIE MOTYT YBEIUYUTH PHCK Pa3BUTHS KPOBOTCUCHUSL.

Tabauna 4. @akTopsbl, yBeJHYHBAIOIINE PUCK PA3BUTHSI KPOBOTEYCHUS

@DapMaKoAMHAMUHYECKHE H

papmakoknHeTHYECKHE

axTopbl Boszpacr > 75 ner
@aKTOpbl, MOBBIIIAOIINE 3HaYHUTEIbHBIC
KOHIEHTPAIHMIO JaburaTpana B e YmepenHoe Hapymenue ¢pynxiuu noyex (KK 30-50 mn/mumn).
I1a3ME KpOBH e Mommnsle HHrHOUTOPHI P-gp (cM. paznensr 4.3. u 4.5.).

e OmHOBpPEMEHHOE MPUMEHEHUE UHIMOUTOPOB P-gp OT citabbix
JI0 yMEPEHHBIX (HalpuMep, aMHOAAPOH, BeparaMul, XHHUANH
U THKarpesop; cM. paszen 4.5.).

Hesnauurenbubie

e Huskas macca tena (< 50 xr).

dapmakoAUHAMUYECKOE OIHOBpEMEHHOE IPHMEHEHHE
B3auMoieiicTBHE (CM. pa3zen e ACK u apyrux HHrHOUTOPOB arperaiyy TPOMOOIUTOB, TAKUX
45) KaK KJIOMUIOTPEL.

e HIIBIL

e  CeleKTHBHBIX HHTHOHTOPOB 0OpaTHOTO 3aXBaTa CEPOTOHHHA
(CUO3C) niu ceneKTUBHBIX HHTMOUTOPOB 00PaTHOTO 3aXBaTa
ceporonuHa u Hopanuaeppuna (CO3CH).

e JIpyrux JeKapCTBEHHBIX IIPENapaToB, IPUMEHEHHE KOTOPBIX

MOJKET BbI3BaTh HAPYIICHUE r€MOCTa3a.

3aboseBaHus/TIPOLICYPHI C e BpoxneHHOe WM IPUOOPETEHHOE HapyLIeHue

0COOBIM PHCKOM Pa3BUTHUS CBEPTHIBAEMOCTH KPOBH.

KpPOBOTCUCHHUS e TpomOonuroneHus Wi GyHKIHOHATEHOE HAPYIICHUE
TPOMOOLIUTOB.

e HenaBHo mpoBeaeHHas OHOINCHS, OOMIMPHAS TpaBMa.
e bakrepuaibHBIN SHTOKAPIUT.

e Dsodarut, ractput win I OPB.

OrpaHuveHHbIE JaHHBIE JOCTYITHBI 1JIs MAMEHTOB ¢ Maccoi Tena meree 50 kr (cMm. paszgen 5.2.).

Mepbi npedocmopodicHocmu U KOHMPOJb PUCKA PA3BUIMUSL KPOBOMEYCHUSL

Mudopmanus o neueHnHN KPOBOTECUCHHUH TakKe IIPeCTaBlIeHa B pa3aene 4.9.

Oyenka coomHowenus «noab3a — puck»

Hannune 3a0oneBanHuii, NpoBe/leHUE XUPYPIUYECKUX ONEpaluil MM MHBA3UBHBIX HPOLENYD
U/MAd  OJHOBPEMEHHOE IPUMEHEHME JICKapCTBEHHBIX IpemapaToB (Hampumep, HIIBII,
uHrubuTopoB arperamuu tpombonuros, CMO3C u CHO3CH, cM. paszgen 4.5.), 3HaUUTEIBHO
YBEIMYUBAIOIINX PHCK PAa3BUTUS OOIIMPHOTO KPOBOTEUCHUS, TPEOYIOT TINATEIHHOW OIEHKH
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COOTHOLIEHHS «IT0JIb3a — pHCK». [Ipenapar /{labukcoM cieayeT Ha3HAaYaTh TOJIBKO B CIIydae, eciu
0JIb3a IPHMEHEHHUS MPEBHINIACT PUCK Pa3BUTHA KPOBOTCUCHHS.

Twamenvhoe knunuveckoe HabaooeHue

B Tedenue Bcero mepuoza JieYeHHs IAIUEHTH HYXKIAIOTCS B NPUCTAIBHOM HAONIONCHHH JUISL
BBIBIICHUS. CHMIITOMOB TI'€MOPpParMyecKUX OCJIOXKHEHUH M aHeMUH, OCOOCHHO IPH HAIUYUU
HECKOJIBKUX (hakTopoB pucka (cM. Tabmuiy 4 Beime). Oco0yro 0CTOPOKHOCTD CIEAYeT IPOSBIATH
NpH OXHOBPEMEHHOM IIPUMEHEHHM IiperapaTta JIaOMKCOM C BepamaMHIOM, aMHOIAPOHOM,
XUHHIWHOM WIH KJIAQPUTPOMUOUHOM (WHruOMTOpamu P-gp) ¥ 0COOCHHO NpH pa3BUTUH
KPOBOTEUEHHUH, B YACTHOCTH Y TALUEHTOB C HapyIIeHHeM (QYHKI[HU ITOYeK JIETKOH MM CpenHei
CTEIeHHU TsDKecTH (cM. paszen 4.5.).

Y manueHToB, onxHOBpeMeHHO noxydaromux HIIBII, pekomenmyeTcs TmarenbHoe HabmoaeHNne
3a CUMIITOMaMH KpoBoTeueHus (cM. paznen 4.5.).

Ommena mepanuu npenapamom Jabuxcom

B ciryuae pa3BuTHS OCTpOil MOYEYHOH HEZOCTATOYHOCTH Ipernapar JJabukcoM clieyeT OTMEHUTh
(cM. Taroke paszgen 4.3.).

Ilpy pa3BuTHH OOIIMPHBIX KPOBOTEYEHHMI mpemapaT JIaOMKCOM ClefyeT OTMEHUTb, HAHTH
HCTOYHUK KPOBOTEUEHHS M PACCMOTPETh BO3MOXKHOCTh HPHMEHEHHS CICHU(PUIECKOTO
aHTaroHucTa (apMaKOAMHAMHYECKOTO NEHCTBHA JaburatpaHa, mpemapar IIpakcOaiHn
(nnapyuusyma0) (cMm. pasznen 4.9., noapyOpuky «JleueHue ocloKHEHHH KPOBOTEUEHUID» ).
Cruoicenue 003vl

CrnemyeT paccMOTpeTb BO3MOXKHOCTh MIJIM PEKOMEH/OBAaTh CHIDKEHHE O3Bl B COOTBETCTBHU C
paznenom 4.2.

[Ipumenenue uneubumopos npomourou nomnwt (UIII1)

IIpumenenne UIIIT MokHO paccMaTpHBaTh Kak CIOCOO MPOGIIAKTHKH eIy JOYHO-KHIIIETHOTO
KPOBOTEUCHUSI.

JlabopamopHbie nokazamenu ceepmuléaroweli cucmemvl (Koazynoepamma)

HecMoTps Ha TO, 4TO IpUMEHEHNe naburaTpaHa STeKCuiaTa He TpeOyeT IMOCTOSHHOTO KOHTPOIIS
AQHTHKOATYJITHTHOM AaKTUBHOCTU, IPH HAIWYUM JONONHHUTEIBbHBIX (PAKTOPOB pHCKA OLEHKA
YTHETEHHS CHCTEMbI CBEPThIBaeMOCTH (Ha (poHe Tepanun JaburaTpana STEKCUIATOM) MOXKET OBITh
HeoOXoquMa JUIsl BBIABICHHS YpEe3MEPHOH aHTHKOATyJITHTHOH aKTHBHOCTH JaburatpaHa
JTEeKCHIIATA.

Onpenenenue mokaszareneil pasbaieHHoro TpoMmOuHoBoro Bpemenu (pTB), skapuHOBOTrO
BpeMenH cBeprbiBanus (OBC) 1 akTHBHPOBAaHHOTO YaCTHYHOIO TPOMOOILUIACTUHOBOTO BPEMEHHU
(AYTB) MoOryT mpenoCTaBHTh IIONE3HYIH0 HH(GOpPMAmuio, HO pe3yJNbTaThl  CIEmyeT

UHTEPIPETHPOBATh C OCTOPOXKHOCTBIO M3-3a BapHaOENbHOCTH MEXKIY MHCCIENOBAaHUAMHU (CM.
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pazmen 5.1.). OmnpeneneHne MEXAyHApPOIHOro HopMmanu3oBaHHOro otHoireHus (MHO)
HEHAJIeKHO Yy MAlUeHTOB, MOJNyYalomux mpenaparT J[aOMKCOM, TaK KaK PETHCTPUPOBAINCH
JIOXKHOIIOJIOXKUTENbHbIE TOBbIIIeHUs Tnokazareneii. MHO. Ilostomy onpenenenne MHO
MIPOBOAUTH HE CIIEYeT.

B Tabnume 5 mpeacTaBneHbl MUHHMAJbHBIC [OPOTOBBIE 3HAYEHUS KOAryJIOIPaMMBbI, KOTOPBIE
MOTYT OBITH CBA3aHBI C HOBBIIICHHBIM PHCKOM PAa3BUTUS KPOBOTeUeHUS (cM. paszen 5.1.).
Ta6anua 5. MuHUMaJbHbIE MOPOrOBbIe 3HAYEHHSI KOATYJIOTPAMMBbI, KOTOPbIe MOTYT OBITH

CBA3aHbI C MOBBLIMICHHBIM PUCKOM Pa3BUTUA KPOBOTCUCHUS

JlabopaTopHBblii MoKa3aTeb Iloxa3aHne kK NPUMEHEHHIO

(MHHEMAJIbHOE 3HAYEHNE)

Ipodunaktuka BT y IMpodunakTika HHCYIIbTA,
MAILIEHTOB I10CIIE CHUCTEMHBIX TPOMO0IMOOIHit
OpTONEINYECKHX OTIEpalliii| W CHIKEHHE CepIedHO-
COCYIUCTOM CMEPTHOCTH Y

manueHToB ¢ HOIT u

neyeHne/mpopIaKTHKa
TI'B/TOJIA
pTB [Hr/™in] > 67 > 200
OBC [x-KpaTHast BepXHsI TPAHULA HOPMBI Het manHBIX >3
(BTH)]
AUTB [x-kpatnas BI'H] >13 >2
MHO He nposonst He nposozst

[pumenenve GUOPHHOIUTUUECKHUX NTPENAPATOB JUIS JICUYSHHUS] OCTPOTO UIIEMUYECKOr0 MHCYIIbTa

[Mpumenenne GUOPUHOIUTUUECKHUX MPETAPATOB MOXKET paCCMaTPUBATBLCS TOJIBKO B Clly4ae, ecliu
nokazarenu TB, OBC win AUYTB y naumenrta He npeBbimaror BI'H mectHOTO pedepeHcHoro
Juana3oHa.

Xupypruvyeckre BMEMATEIbCTBA U MHBA3UBHBIE MIPOLIEYDPhI

Y manueHToB, MONYYAIOIIUX TEpaluio Ja0uraTpaHa JITEKCHIATOM IPH IPOBEICHUH
XUPYPTUUECKUX ONEpalMii WIM WMHBA3UBHBIX IPOLELYp, IIOBBIIIACTCS PHCK pa3BUTHA
KpOBOTEUEHUs. BrInonHeHne Xupyprugeckoro BMEIIaTeabCTBa MOKET NOTPEOOBAThH BPEMEHHOTO
IpeKpalleHus pueMa npenapara JJabukcom.

Brmonnenne kapauosepeuu npu HOII He TpeOyer nepepsiBa B mpueMe npemnapara J{abukcoM.
OTCyTCTBYIOT JaHHBIE 110 IPUMEHEHUIO JabUraTpaHa sTeKkcunara B 1o3e 110 Mr 1Ba pa3a B CyTKu
y MaIMeHTOB ¢ KateTepHoii abnamueit npu HOIT (cm. pasnen 4.2.).

CremyeT NpOSIBIATH OCTOPOXKHOCT NP BPEMEHHOM IPEKPAIEHUH JICUSHHS NPU IPOBEICHUN

XUPYPIrui€CKUX BMEIIATEIbCTB, Tpe6yeTcs[ IIPpOBEACHUE HCCICAOBAHUA KOaryJorpaMMbl. v
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MAIMEeHTOB C MOYCYHOW HENOCTATOYHOCTBIO KIMPCHC NaOMraTpaHa MOXKET YMIHHATBCSA (CM.
pazgen 5.2.). DrTo cieayeT Y4YHTHIBaTH Iepe]] IIPOBEACHUEM JIIOOBIX XUPYPIHYECKHX
BMeIIATENbCTB. B TakuX Cllydasx NpoBeIeHHEe NCCIIeJOBAHUs KOAryJIorpaMMbl (cM. paszneins! 4.4.
1 5.1.) IOMOXeT IMarHOCTHPOBATh HAapyIIEHHE FeMOCTasa.

IDKCmpenHoe Xupypeuieckoe eMeuameibCcmeo uil HeOmi0iCHbLE NPOUedVpbl

[Ipenapar Jlabukcom cienyeT BpeMEHHO OTMEHHMTh. ECIHM Ul BBINOJHEHHS XUPYPrHYECKOrO
BMeEIIATENIBCTBA/IPOLEYPEl TpeOyeTcst OBICTpOEe NpEKpallleHHe aHTHKOATyJIHTHOIO 3(dekTa,
ClIelyeT PaccMOTPETh BOSMOXKHOCTH BBEIEHHS CHEHM(UUCCKOro aHTAaroHHCTa AaduraTrpaHa —
[Mpakcoaitng (nnapyuusymao).

JlaburaTpan MOXeT OBITh yajieH U3 OpraHu3Ma C IOMOLIBI0 FeMOIHAITH3A.

IIpexpamenne  Tepanuu  jaburatpaHa  3TEKCWJIATOM — IOZBEpPraeT  IalUeHTa  PHCKY
TpoMO000Opa3oBaHusl, CBI3aHHOMY C UX OCHOBHBIM 3a0oseBanueM. [Ipuem npenapara J[abukcom
MOXET OBITh BO30OHOBJIEH 4epe3 24 yaca Iocie BBEACHHS CHEHH(UYECKOrO AHTarOHHUCTA
naburatpana — [IpakcOaitun (naapyun3ymad) npy yCIOBHH TOCTHIKCHUS IeKBATHOTO IT'eMOCTa3a
Y KIIMHUYECKH CTAOMIBHOTO COCTOSHHUS MAIUCHTA.

Cpounoe xupypeuueckoe emeulamenbcmeo/npoyedypol

Crnenyer BpeMEHHO MPEKpaTUTh MpreM npenapara J[abukcoM. XUpypruueckoe BMEIIATENbCTBO
ClIeqyeT IO BO3MOXHOCTH OTJIOXKHTh MHUHHMYM Ha |2 49acoB mOCJi€ TOCIETHETO IpHeMa
npenapara Jlabukcom. Ecnu Xupypruueckoe BMeIIAaTENbCTBO HE MOXET OBITh OTJIOKEHO,
BBIIIOJIHGHHE OICpallii MOXKET OBITh aCCOLMHUPOBAHO C MOBBILICHHBIM PHCKOM Pa3BHTHS
kpoBoTeueHus. ClielyeT OICHUTh COOTHOLICHHE pPHUCKAa pa3BUTUS KPOBOTCUCHHUS U
HEOOXOAMMOCTH BMELIATENbCTBA.

[1nanosoe xupypeuieckoe emMewamenbcmeso

Ecnu Bo3aMoxHO, mpemapar JlaOukcoM cliemyeT OTMEHHTh, 1O KpaifHeil Mepe, 3a 24 vaca 10
BBIITOJTHCHUSI HHBA3UBHBIX M XUPYPTHYECKUX MPOIEAYp. Y MALHUCHTOB C MOBBINICHHBIM PUCKOM
Pa3BUTUSL KPOBOTEUEHUS WJIM IEpesl MPOBEIEHUEM OOLIMPHBIX XUPYPIUYECKHX BMELIATENbCTB,
TpeOYIOIINX aJeKBATHOIO T'eMOCTa3a, CIEAYeT PacCMOTPETh BO3MOXKHOCTh OTMEHBI Ipernapara
Jlabukcom 3a 2—4 qHs 10 XUPYPrHYECKOr0 BMELIATENILCTBA.

B Tabnuue 6 mpencTtaBieHbl IpaBuja HNpeKpalleHHs NpHeMa Ipernapara Iepes WHBa3HBHOU
MPOLEAYPOH UM XUPYPTUUECKHM BMEIIATETHCTBOM.
Ta6auna 6. [IpaBuia npekpauleHusi NpHeMa npenapara nepej MHBa3HBHOI npouexypoii

WJIH XUPYPru4€CKUM BMEIaTEIbCTBOM

Ipennonaraemsiii | Jleuenne npenaparom Jabukcom ciieiyeT NpeKpaTUThb mepes

nepuos IUIaHOBOW onepanuen
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DyHKUUA NOJIYBbIBE/ICHUS BbIcokmii puck pasBuTus CTaHAapTHBINA pHCK
noyek (KK, (T, uac) KPOBOTEYCHHs MU CEPbE3HOE | Pa3BUTHA KPOBOTECYCHHS
MJI/MHH) XHpYyprudeckoe
BMeLIATEILCTBO
>80 ~13 3a 2 gus 3a 24 gaca
>50-<80 ~15 3a 23 nns 3a 1-2 nua
>30—<50 ~18 3a 4 nHs 3a 2-3 nHs (> 48 yacos)

Chunanvhas anecmesus/>nudypaibHas aHecme3us/1iomoanbHas NYHKYus

Takme mpomemypbl, Kak CIMHHOMO3IOBas aHECTE3Hs, MOTYT MOTPeOOBAaTh IIOJHOTO
BOCCTaHOBJICHHS [E€MOCTa3a.

TpaBmMaTHYHOE BBINOJHEHHE SMUAYPANBHOH WMINM CIMHHOMO3TOBOM ITYHKIUH WM HOBTOpPHAS
MYHKIYS], @ TAKXKE ATUTENBHOE UCIIOIb30BaHUE MUY PATbHOTO KaTeTepa MOKET MOBBIIIATb PUCK
pa3BUTUS CIHMHHOMO3IOBOIO KPOBOTEUEHHS WM DIUAypalbHOH rematoMsl. llepByro mo3y
npenapara Jlabukcom cieqyeT IpUHUMATh He paHee, 4eM depes3 2 gaca [oclie yAaICHHUs KaTeTepa.
IMarueHTH! OMKHBL HAXOJUTHCA 110]] HAOMIOAEHUEM JUIS BBIABICHUS IPU3HAKOB UM CUMIITOMOB
HEBPOJIOTHYECKUX HApyNIEHHWH, KOTOpble MOTYT OBITH OOYCIIOBJIEHBI CIIMHHOMO3TOBBIM
KPOBOTEUEHUEM MU SIUAYPaTbHOH reMaToMOM.

Ilepuod nocie npogedenus uHB8A3UBHOU NPOYEOYPbI/XUPYDPSULECKO20 BMEUAMeNbCNEd

Tlocne WHBa3MBHOHM NpoLENypbl WM XHPYPTHYECKOr0 BMENIATENbCTBA IIPUEM IIperapara
JlabukcoM creyeT BO30OHOBHTH/HAUaTh KaK MOXKHO CKOpPEe, €CIIH IO3BOJISIET KIMHHYECKOe
COCTOSIHHE U JIOCTUTHYT aJeKBaTHBIH I'eMOCTa3.

CrnemyeT c OCTOPOXHOCTBIO HAOMIOJATh 3a COCTOSHHUEM MAIMEHTOB C PUCKOM Pa3BUTHA
KPOBOTEUEHUS HIIM C PUCKOM Pa3BUTHS IEPEIO3NPOBKH, OCOOCHHO Yy MAI[HEHTOB C YMEPEHHBIM
HapymenueM ¢ynknuu nouek (KK 30-50 mn/mun) (cm. paszgenst 4.4. u 5.1.).

IanMeHThl ¢ BEICOKUM PHUCKOM XUPYPIrHUYECKOW CMEPTHOCTH M BHYTPEHHUMH (DaKTOpAMHU PHCKA

Pa3BUTUA TDOM603M60J’[H‘ICCKI/IX OCJOKHCHUI

Jannble 1o 3¢ ¢dexTuBHOCTH U 0€30ImacHOCTH NMPHMEHEHMs NaduraTpaHa 3TEKCHIATa y 3THX
HAIMeHTOB OrPaHMYEHEl, IO3TOMY HX CIeLyeT HabII0AaTh C OCTOPOXKHOCTBIO.

XHpypruyeckoe BMENIATEIbCTBO MIPH MEPEIoMe IeiKy Oeapa

Her mannbIX 0 mpuMeHeHMH npemapaTa JJabHKCOM NMalMEHTaMH, IEPEHECIINM XHPYpPrudecKoe
BMEIIATENbCTBO [0 OBOAY IepeioMa Ieliku O0ezpa. B cBs3u ¢ 3TUM, NeueHne He peKOMEHyeTCsl.

Hapymenne GyHKINN TIEYEHH

TlanpeHTHl ¢ TIOBBINIEHHOW CBIBOPOTOYHON AKTHBHOCTBIO «IIEYCHOUYHBIX» (epMEHTOB (> 2-

kpatHoi BI'H) Obli1 MCKITIOUEHBI U3 OCHOBHBIX UCCIIE0OBaHUN. B 3Toif rpynme nanueHToB OmbIT
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JICUCHUSI OTCYTCTBYET, MOJTOMY NpHMEHEHHe mpernapara JlaOMKCOM TakMM MalMeHTaM He
pexomenayercs. [Ipemapar mpoTHBOMOKA3aH MAUEHTaM C II€Y€HOYHON HEIOCTAaTOYHOCTHIO MITH
3a00JIeBaHUEM [IE€YEHH, KOTOPbIE MOTYT IIOBJIMSThH Ha BBDKHBAEMOCTD (CM. paszen 4.3.).

BsaumogericrBue ¢ uaaykropamu P-gp

OHOBpEMEHHOE IPUMEHEHUE UHIYKTOPOB P-gp MOXKET MPUBECTH K CHUIKEHHIO KOHIIEHTpPALMU
naburaTpaHa B IUIa3Me KPOBH, IOITOMY OJHOBPEMEHHOE NPUMEHEHUE C MHAyKTopamu P-gp
cienyet usberathb (cM. pasnenst 4.5. 1 5.2.).

Hanuentsl ¢ anTHhOChONUINIHBIM cHHAPOMOM (ADC)

[MpuMeHeHne aHTHUKOATYJISTHTOB MPSMOTO JACHCTBHUS, B TOM YHCIIe JaOWUraTpaHa 3TEKCHiarTa, He
PEKOMEHIyeTcsl y MalMeHTOB, UMEIOIIUX TPOMOO3bl B aHaMHe3e, Y KOTOPBIX THarHOCTUPOBaH
A®C. Y nauueHroB ¢ TpPOHHON CEpONO3UTHBHOCTHIO (HATMYUE BOJYAHOYHOTO aHTHKOATrYJISIHTA,
AQHTUTEN K KapIUOJUIHMHY M aHTUTEN K Oera-2-TIIMKONPOTEUHy ) Tepanus aHTHKOAryJssHTaMU
NpPSMOTO JCHCTBUSL COIPOBOXKAACTCS TOBBIIICHHON YacTOTOW PELUIUBOB TPOMOOTHYECKHX
coOBITHI B cpaBHEHWH ¢ Tepanueii ABK.

WUndapkr muokapaa (UM)

B uccnenosanuu 111 pa3sr RE-LY (cMm. pazaen 5.1.) oOmas yacrora passutus UM cocrasuna 0,82,
0,81 u 0,64 % B ron npu NpUMeHEHHHU JabUraTpaHa dTeKcunaTa B Jose 110 Mr aBa pasa B CyTKH,
naburatpaHa 3TeKcwiaTa B 1o3e 150 Mr aBa pasa B CyTKH M BapgapHHa COOTBETCTBEHHO,
yBenuueHue oTHocutensHoro pucka (OP) mma maburarpana Ha 29 % u 27 % 1O CpaBHEHHIO C
BapdapuHoM. He3aBHCHMMO OT Tepaluu CaMblii BBICOKHI aOCOJIOTHBIA pUCK passutus UM
HaOJIIoalIi B CIIEAYIOMNX IMOArPYIax ¢ aHatormyHeiM OP: marueHTs! ¢ nepeHeceHHEIM M,
MalMeHTHI B Bo3pacte > 65 ner ¢ caxapubiM quaderom mwin MBC, nauueHTs ¢ Gppaxuueii BBIOpoca
neBoro xemygouka <40 % M manueHTH ¢ HapylleHHeM (YHKIHUM MOYeK CpeJHell cTemneHu
TsokectH.  Kpome Ttoro, Oomee BbIcOkmil puck pasButus MM oTmMedann y mNanmeHTOB,
ogHoBpeMeHHO mnonydaBmmx ACK B KOMOMHamum ¢ KIONMUIOTPENIOM HIM MOHOTEPAIHIO
KJIOIIMJIOTPEJIOM.

B tpex uccnenoBanusx 111 dpaser TTB/TDJIA, KOHTpOIMPYEMBIX 10 IEHCTBYIOIIEMY IIpErapary,
coobmianocs 0 6onee BBICOKOH yacToTe pa3BuTHA M y manueHToB, NOMy4aBIINX Aa0UrarpaHa
9TEKCUJIAT, B CPAaBHEHHU C Mal[eHTaMu, Tony4daromumu Bapdapus: 0,4 % mno cpasrHenuro ¢ 0,2 %
B KpatkocpouHbIX uccnenosanusix RE-COVER u RE-COVER II; u 0,8 % mo cpaBHenuo ¢ 0,1 %
B gonrocpouyHoM wuccinepoBannn RE-MEDY. B pamkax [maHHOTO WHCCIEIOBaHHS TakKoe
yBelldeHne ObUIo cTaTucTidecky 3HaunMbiM (p = 0,022).

B uccnenosanuu RE-SONATE, B xoTtopoMm cpaBHUBainM JaOurarpaHa 3TEKCHJaT C Ianedo,
gacToTa pa3sutust UM cocrasuia 0,1 % Ui manueHToB, MOTy4YaBIINX JaOUraTpaHa 3TeKCHIIAT, 1

0,2 % — g MauMeHToB, MOJyYaBIINX IUIanedo.
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ITarumeHThl ¢ aKTUBHBIM 3JI0Ka4e€CTBEHHBIM HOBOOOpaszoBanueM (TT'B/TDJIA)

He Obun onpenenensl 3¢QexkTuBHOCT, M Oe3omacHOcTh s maiueHToB ¢ TI'B/TOJIA u
AKTHBHBIM 3JI0KaY€CTBEHHBIM HOBOOOPA30BAaHHEM.

4.5. B3aumopeiicTBHe ¢ JIPYIrMMH JIeKAaPCTBEHHbIMH NpenmapaTaMH W JIpyrue BHUABI
B3aMMO/IeiiCTBUS

BsaumopelicTBue ¢ IepeHOCYUKAMU

JlaburaTpaHa STEKCHIAT IPeCTaBIsIeT co00i 3 dIIIoKCHEIN TepeHocunk i P-gp. Oxunaercs,
YTO OJHOBPEMEHHOE IIPUMEHEHNE HHTHOUTOPOB P-gp (cM. Tabnuiry 7) npuBefeT K yBEINUCHUIO
KOHLIEHTPALMK JaduraTpaHa B Ija3mMe KpOoBH.

Ecnu He ykazaHo HHOE, IPH OJJHOBPEMEHHOM NPUMEHEHUH JaduraTpaHa dTeKCUiIaTa ¢ MOLIHbBIMU
uHrubuTOpaMu P-gp TpebyeTcs TIMaTeNbHOE KIMHUYECKOE HAONIONCHUE C IIENBI0 BBIABICHUS
MPU3HAKOB KPOBOTEUCHUS WM aHEMHUH. [IpM OJHOBPEMEHHOM NPUMEHEHHH C HEKOTOPHIMHU
nHrHOUTOpaMu P-gp Moxet nmorpeboBaTbesi CHIKEHHE 10361 (cM. paznensl 4.2.,4.3.,4.4. u 5.1.).

Tabauna 7. BzaumoaeiicTBue ¢ nepeHoCYMKaMHu

Hurudurops! P-gp

OonoepemeHHOe npumMeHenue nPOMUEONOKa3ano (cm. pazoen 4.3.)

Keroxonason KeTtoxkoHason yBenuuuBan COBOKYNHBIC 3HA4eHMS IUIOMAAW II0J KPUBOU
«koHueHrpauusi-epems» (AUCo) u MakcuMmanbHOM KOHUEHTpaund  (Crmax)
naburatpaHa B 1uia3mMe KpoBu B 2,38 u 2,35 pa3 COOTBETCTBEHHO, IOCIE
OJTHOKPATHOTO NpueMa BHYTpb B 103e 400 Mr u B 2,53 u 2,49 pa3, COOTBETCTBEHHO —
1ocJie MHOTOKPaTHOTO IPUMEHEHUS BHYTPB B 03¢ 400 MI KeTOKOHA3011a OJUH pa3 B

CYTKH.

JlpoHenapon Ilpy OAZHOBPEMEHHOM NPHUMEHEHHH [a0WraTpaHa STEKCHIaTa M APOHEAApOHA
coBokynHble 3HaUeHHsT AUCo. 1 Cmax JTaOUraTpana yBelnnInBaIiCh MPIMEPHO B 2,4
1 2,3 paza COOTBETCTBEHHO, IOCIE MHOTOKPaTHOro mpuMeHeHus 103bl1 400 mr
JIpOHEJIapOHa JiBa pasa B CyTKM M mpuMmepHo B 2,1 u 1,9 pasa, COOTBETCTBEHHO —

1oCJIe OIHOKPATHOTO NpuMeHeHus B 03¢ 400 mr.

HWrpakoHason, Ha ocHOBaHMH pe3y/ibTaToOB B YCIOBUX iN VItr0 MoxHO oxuzath sddexra,
LUKJIOCTIOPHH QHAJIOTHYHOr0 3 (PeKTy KETOKOHA30Ia.

I'nexanpeBup + | OnHOBpeMeHHOE —TNpUMEHEHHe JaburatpaHa STeKCHIaTa ¢ KOMOWHaImen
ITHOpPEHTaCBUP MHTHONTOPOB P-gp miexanpeBup + NHOPEHTacBHp YBEIMYMBACT IKCIIO3UIHUIO

JaburaTpaHa ¥ MOXKET YBEJIMYUBATh PHCK PA3BUTHS KPOBOTEUCHHS.

Oonogpemennoe npumenenue He peKomenoyemcsa

Takpomumyc B ycnoBusx in Vitro oGHapywmiM, YTO TAKPOJMMYC OKa3blBaeT TaKOe Ke
uHrHbupylomee paeiictBue Ha P-gp, 49TO M WTPaKkOHA30d, MU IHKIOCIOPHH.
OnHOBPEMEHHOE IPUMEHEHHE C TAKPOIUMYCOM KIMHUYECKU HE U3yUYEHO.

TeM He MeHee, OrpaHMYEHHbIC KIMHUYECKUE JaHHbIE ¢ Apyrum cybcrparom P-gp
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(3BEpoNMMYC) MPEIoIararoT, YT0 MHrHOMpoBanue P-gp mocpencTBoM Takposumyca

Gouee craboe, 4eM To, KOTOpOE HaOIHJaeTCs C MOLIHBIMUA HHrHOUTOpamu P-gp.

OonospemeHnnoe npumeHenue ¢ 0CMOPOHCHOCMbIO (cm. pazdenst 4.2. u 4.4.)

Bepanamun

Ilpu ogHOBpeMEHHOM mNpUMEHEHHMHM JaburarpaHa stekcwiara (150 mr) c
BepamaMmwioM (mias mnpuemMa BHYTpb) 3HadeHHsT Cmax M AUC paburarpana
YBEIIMYUBAINCh, HO BEJIMYHHA 3TOr0 M3MEHCHHS PA3IMYaeTCs B 3aBHCHMOCTH OT
BpEeMEHH NIPUMEHEHHS U JeKapcTBeHHOU (opMbI BepamaMmia (CM. pa3fensl 4.2.
44).

HawnGonplnee yBenmudeHHe SKCHO3HIMU JaOHraTpaHa HaONMIOAAIH HpPH HpHEMe
nepBoif 103bl BepanmamMmia B JICKapCTBEHHOHW (opMe TabIETKH C HEMEICHHBIM
BEICBOOOXKICHHEM, IIOIyYeHHOM 3a dYac J0 MpHeMa padurarpaHa O3TEKCHIATa
(yBenmnuenue Cmax npumepHo B 2,8 pa3 u AUC — mpumepso B 2,5 pa3). Dddexr
MPOrPECCUBHO CHUIKAJCS TIPU NMPHUMEHEHHN BeparamMuia B JIEKapCTBEHHOI (opme
TabJIETKH C MPOJOHTUPOBAHHEIM BBICBOOOXKICHHEM (yBeaHueHNE Cax PHMEPHO B
19pa3 u AUC — npumepro B 1,7 pa3) wiM mpd NOpHEME MHOTOKPATHBIX 03
Bepanamuia (yBenmdeHHe Cmax IpuMepHO B 1,6 pa3 u AUC — npumepHo B 1,5 pa3).
Ipy npueme BHYTph Bepamammia dYepe3d 2 9aca IOCIe NpHeMa JaburaTpaHa
JTeKCHIaTa 3HAYMMOTO B3amMoOjeHcTBHMS He HaOmomamu (yBennmdeHHe Crax
npumepro B 1,1 pa3 1 AUC — mpumepro B 1,2 pasa). DT0 0OBSICHIETCS MOJTHBIM

BCaCbIBAHUEM [La61/[ranaHa JTEKCUjlaTa 4€pe3 2 4aca.

Amuonapox

Ipu ogHOBpEeMEHHOM MPUMEHEHHU TaburaTpaHa dTeKCHIaTa ¢ OJHOKPATHOM 10301
amuonapona (600 Mr), IPHUHIUMABIIETOCS BHYTPb, CTEIICHb U CKOPOCTh BCACBHIBAHUS
aMHO/IapOHa M aKTHBHOTO ero Metabonura (Ie33THIIaMHOJapOHa) HE M3MEHSIIHCE.
3nauennss AUC n Cmax maburarpaHa yBeNMYMBAINCH NpuMepHo B 1,6 u 1,5 pa3
COOTBETCTBEHHO.

BBuny pgnurenbHoro T'2 amuoJapoHa TMOCIE €ro OTMEHBI  BO3MOXKHOCTB
B3aHMOJICIHCTBUSI MOXKET COXPAHATHCS B TEUCHHE HECKOJbKUX HEAENb (CM. pa3aeibl

42.144).

XUHUAUH

XuHUAMH npuMeHsH B 1o3e 200 Mr kax/ple 2 yaca 10 JOCTH)KEHUS! COBOKYITHOM
no3bl 1000 Mr. [laburaTpana 3TEKCHIAT MPUMEHSIIH JIBa pa3a B CYTKH B TCUCHHE
3 mHel moxpsia, Ha 3 IeHb — ¢ XUHUAWHOM wiu 6e3 Hero. [Ipm omHOBpeMeHHOM
npumeHeHnn XUHUANHA AUC:, s 1 Cmax, ss TaOUraTpaHa yBEIHUYMIHCh B CPEIHEM B

1,53 pa3 u 1,56 pa3 coorBeTcTBEHHO (CM. paszaensl 4.2. u 4.4.).

Knapurpomunux

IIpu omHOBpeMEHHOM IpUMEHEHUH KiaaputpoMunuHa (500 Mr nBa pasza B CYTKH) C
naburarpaHa 3TEKCHIATOM Yy 3J0POBBIX JOOPOBOJIBLEB HAONOAAIN yBEIUYECHHE

AUC npnmepno B 1,19 pa3 n Cmax — mpumepro B 1,15 pas.
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Tuxarpenop

Ilpu oxHOKpaTHOM mpueme 75 Mr jpaburatpaHa 3TeKCHIaTa OJIHOBPEMEHHO C
Harpy3o4noi 1030i 180 mr Tukarpenopa AUC u Cpax faburaTpana yBeIU4HBaIUCh
B 1,73 pa3 m 1,95pa3 coorBercTBeHHO. Ilocie MHOrOKpaTHOro HpPUMEHEHHs
TuKarpesiopa B goze 90 mr gBa paza B cyTku Cmax 1 AUC paburarpana
YBEJIUYHBAIHCH B 1,56 pa3 u 1,46 pa3 COOTBETCTBEHHO.

O/HOBpPEMEHHOE NPUMEHEHNE Harpy3ouHoil n103bl (180 mr) Tukarpenopa u 110 mr
naburarpaHa sTekcuiaata (B paBHOBECHOM cocTostHMM) yBennduBaio AUC: s u
Cmax,ss Jaburatpana B 1,49 u 1,65 pa3 COOTBETCTBEHHO, MO CPAaBHECHHIO CO
3HAUCHMSMH IIPH NPHMEHEHHH Ja0HraTpaHa dTeKCHIAaTa B MOHOTepamuu. [lpu
MIPUMEHEHUH Harpy30uHoi 103bl (180 Mr) THKarpenopa yepes 2 yaca mocie npuema
110 mr naburarpaHa sTekcuiara (B paBHOBECHOM cocTostHun) yBenuuenne AUC: s
1 Crax, ss Tabrrarpana cHU3mIoCh 10 1,27 u 1,23 pa3 COOTBETCTBEHHO, 110 CPABHEHHIO
CO 3HAYEHMSAMH IIpU MIPUMEHEHHU JAa0HraTpaHa 3TeKCUsIaTa B MOHOTEpaluH.
IlomoOHast cTyneHuaras cxeMa pPEKOMEHIyeTCs JUuli Hadana IpHMCHCHHs
THKAarpesnopa B Harpy304Hoi 103e.

OnHOBpeMeHHOe INIPUMEHEHHe THKarpeiaopa B go3e 90 Mr naBa paza B CYTKH
(momepxuBarolas 103a) ¢ JaduraTpaHa 3TeKcunaTom B fo3e 110 Mr yBenmuuuBana
cxoppekTupoBaHHble  AUC.ss M Cmaxss maburatpama B 1,26 pas n 1,29 pa3
COOTBETCTBEHHO, IO CPAaBHEHUIO CO 3HAUEHUsIMH IPH INPUMEHEHMU JaburaTpaHa

OTEKCUaTa B MOHOTEpAIINH.

ITo3zakoHazon

Ilo3akoHa3011 Takke B HEKOTOPOIl CTEMEeHH MHrHOUpyeT P-gp, HO OAHOBpEeMEeHHOE
MIPUMEHEHUE KINHIYECKH He H3YJaloch.
Crnenyer cobiIr0aTh OCTOPOXKHOCTE IPH NPUMEHEHHH 1aburaTpaHa OJHOBPEMEHHO

C ITO03aKOHA30JI0M.

Huaykropsr P-gp

Cnedyem uzpezamvb 00HOBPEMEHHO20 NPUMEHEHUSA

Pudamnunus,
mpenaparsl
3Bepobost
MPOABIPSIBICHHOTO,
KapOamasenuH Hin

thenuronH

O3KHIaeTcsl, YTO OJHOBPEMEHHOE BBEIEHHE MPUBEIET K CHIDKEHHIO KOHIICHTPAI[HH
naburarpaHa B IJ1a3Me KPOBH.

TIpenBapuTenbHOE IPUMEHEHHE 30H0BOT0 HHAYKTOpa pudaMiuiiHa B 103¢ 600 Mr
OJIMH pa3 B CYTKH B TeUCHHE 7 MHEH CHU3MIO OOWMil MUK naburaTpaHa u oOIIyI0
JKCIIO3UNHUI0O Ha 65,5% u 67 % coorBercTBeHHO. Muaynupyrommuii dddext
YMEHBLIUJICS, YTO K 7 JHIO TI0CIIE MPEKPAIICHHS JIeUeHUs pU(GaMITMIITHOM TIPUBEIIO
K OKCMO3WLMM paaburatpaHa, Onu3KoW K cranmaptHoil. Cmycts eme 7 aHei

JambHEHIIero YBEIINYCHUA 6I/IOZ[OCTyHHOCTH HC HaGJ’[IOI[aJ'IOCB‘

HMHruduTope! nporeasbl, HanpuMep, pUTOHABUD

OnHOBpeMEHHOE IPUMEHEHHE HE PeKOMEHIyeTCs
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PuronaBup u ero | Bousior Ha P-gp (kak mHrnourop nmmbo uemykrop). He u3ydanuce u mostomy He
KOMOUHAIIUH ¢ | peKOMEeHIYIOTCS JUIsl OJHOBPEMEHHOTO IIPUMEHEHNS ¢ JaObUraTpaHa dTeKCUIaTOM.
JPYTAMHA
HHruOUTOpaMu

TIPOTEa3bl

Cyécrpars P-gp

Jluroxcun B uccnenoBanuM, MpoBeAEHHOM C y4yacTHeM 24 3710pOBBIX JOOPOBOJBLEB, NPU
NIPUMEHEHUH JaburaTpaHa 3TeKCHIaTa OJHOBPEMEHHO C JHUTOKCUHOM He OTMedaln
HHUKAKHX M3MECHEHHI B OTHOIICHUH AUTOKCHHA U KIIMHHYECKH 3HAYMMbIX H3MEHEHHI

B OTHOILICHUH KCIIO3ULMHK JJTaburarpaHa.

AHTHKO&FVJ'I}IHTBI W aHTHArpEeraiTHLIC JICKAPCTBCHHBIC IPCTiapaThl

OTCyTCTBYET WJIM OIPaHUYEH OMBIT NPUMEHEHHs JIEKAPCTBEHHBIX CPEICTB, KOTOPbIE MOTYT
YBEIMUUTh PUCK PA3BUTHS KPOBOTEUEHUH IPH OJHOBPEMEHHOM IPUMEHEHUH C JadurarpaHa
JTEKCUJIATOM: aHTHUKOAryisHTbl, Takue kak H®OI, HMI u npousBogHble renapuHa
(ponmanapuHykc, AE3UPYIUH), TPOMOOJIMTHYECKHE JIeKapCcTBeHHble mpenapatbl u  ABK,
puBapoKcabaH WK APYTHE IepopaTbHbIe aHTUKOATYJISTHTEI (CM. pa3nen 4.3.) 1 aHTHarperaHTHbIe
JICKApCTBEHHBIC Ipenaparbl, Takhe Kak aHTaroHucThl peutentopoB GPIIb/Illa, Tuxmonuany,
npacyrpes, THKarpenop, AeKCTpaH U cyabpuHnupazoH (cM. paznen 4.4.).

Ha ocHoBanum naHHbIX, coOpaHHbIX B uccinenoBaHuu RE-LY III ¢daser (cm. pasmen 5.1.),
OTMETHJIH, YTO OJHOBPEMEHHOE MPUMEHEHHE IPYTUX aHTHKOATYJISTHTOB ISl TIpHEMa BHYTPb WITH
MapeHTEPAILHOTO BBEJCHHUS YBEIUUMBACT YACTOTY Pa3BUTHUS OOLIMPHBIX KPOBOTCUCHH KaK MPU
NIPUMEHEHHUHU JaburarpaHa dTeKCUIIaTa, Tak U BapaprHa IpUMEpHO B 2,5 pa3a, 4TO B OCHOBHOM
CBSI3aHO C CUTYaLlMsIMU TIPH MEPEXoJie ¢ OJHOI0 aHTHKOAryJsiHTa Ha Jpyrod (cMm. pasuen 4.3.).
Kpome Toro, oqHoBpeMeHHOe puMeHeHue antuarperantos, ACK nnm kiionuaorperna npuMepHo
BJBO€ YBEJIMYUBAJIO YACTOTY pAa3BUTUSI OOIUIMPHBIX KPOBOTEUEHMH WPH TOJYYSHUH Kak
nraburaTpaHa dTeKCHiIaTa, Tak u Bapdapuna (cM. pasnen 4.4.).

H®TI" M0oxHO BBOAUTH B /103aX, HEOOXOIUMBIX IJISl HOAACP)KaHHUS ()yHKIIMOHUPOBAHHS OTKPBITOTO
LUEHTPAIbHOTO BEHO3HOTO MJIM apTEPUAILHOTO KaTeTepa, UIIK BO BpeMsl KaTeTepHOH abialuu npu
HO®II (cm. pazpen 4.3.).

Ta6imuna 8. B3aummogeiicTBusi JaduraTpaHa 3TeKCHJAaTa C aHTHKOATYJISSHTAMM H

AHTHArperaHTHLIMU JIEKAaPCTBCeHHBIMMU IIpenapaTamMu

HIIBIT HIIBII, npumeHsieMble I KpPaTKOBPEMEHHOH aHalbre3uu, HE CBS3aHbl C
MOBBIIICHHBIM PUCKOM Pa3BUTHS KPOBOTECUSHUSI IIPH IPUMEHEHHU B KOMOMHAIIUI
¢ pmaburatpana stekcwiatoM. B wccnenoBanmun RE-LY mnpu jumrensHOM
npumenennn HITBII moBbiani puck pa3BUTHs KPOBOTEUCHUsI MpuMepHO Ha 50 %

TIpu IpUEME KaK naGMranaHa 9TEKCUJIaTa, Tak 1 BapdpapHHa.
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Knonunorpen

Y MOJIOZIBIX 30POBBIX OOPOBOJIBIIEB MYKCKOTO T0JIa IPHMEHEHHUE JJaduraTpaHa
9TEKCHJIaTa OJHOBPEMEHHO C KJIOMHIOTPENIOM HE MPHUBOJUIO K JalbHEHIIEMY
YBEJIUYCHHIO NTPOIODKUTENFHOCTH KaIMLIIPHOTO KPOBOTCUEHHS IO CPaBHEHHIO
¢ Monotepanueit kiromnugorpenoM. Kpome toro, AUC:, ss 1 Crax, ss JabUraTpasa u
MOKa3aTeNnu Koarymsnuu Uit dddekra naburaTpaHa WIM HHTHOHPOBAHUSL
arperayu TPOMOOLMTOB Kak 3(Q(EeKT KIOmUIorpena OCTAINCH NPAKTHYCCKU
HEH3MEHHBIMH [0 CPaBHEHHIO C TAKOBBIMH IPHU KOMOHHMPOBAHHOM JICYCHUH H
MoHoTepanuu. [Ipy 01HOBpEeMEHHOM IPUMEHEHUH Harpy304Hoit 10361 300 Mr nin
600 mr knonunorpena u naburarpana 3HaueHUst AUC:, ss U Cmax, ss YBETHYHUBATIICH

npumepro Ha 30-40 % (cMm. pasgen 4.4.).

ACK Onuospemennoe npumeHenne ACK n 150 mr gaburarpaHa 3TeKkcIIaTa 1Ba pasa B
CYTKH MOXET yBEJINYHMBATh PUCK PA3BUTHUS JIF0OOT0 KpoBoTeueHus ¢ 12 1o 18 % u
24 % mpu nomydyenuu 1036l 81 mMr u 325 mr ACK cooTBeTCTBEHHO (CM. paszen
44).

HMTI" He w3ydamn mnoxpobHO onHOBpeMeHHOe mnpuMeHenne HMI, Takmx Kak

SHOKCaNapHH, U aaburarpana stekcuiat. [locne mepexona ¢ 3-1HEBHOrO Kypca
JICUCHUS YHOKCATIAPHHOM JUIS TOJKOXXHOTO (11/K) BBeieHH s B 103¢ 40 Mr oiuH pa3
B CYTKM depe3 24 4aca mociie BBEICHHUS MOCIETHEH J103bl 3IHOKCArapHHa
9KCHO3ULKUS AaburaTpana ObUia HECKOJIBKO HIDKE, YEM MOCIIe MPUMEHEHHS TOJIbKO
naburarpaHa sTekcuiara (oJHOKparHas 1n03a 220 mr). Boiee BbicOKas aHTH-
FXa/Flla aktuBHOCTH Ha0JII01a71aCh TIOCTIE IPUMEHEHHs JaduraTpaHa STeKcuiIara
Ha (OHE TPEIBAPUTENBHOrO JIEUCHUs] HDHOKCAAPUHOM [0 CPAaBHEHHIO C
AaKTHBHOCTBIO TIOCJIC JICUYCHUS OJHUM TOJBKO JabHrarpaHa >STEKCHIATOM.
Cunraercs, 4TO Takas aKTHBHOCTH CBSI3aHA C OCTATOYHBIM d()(HEKTOM JIeUCHHUS
9HOKCAIIAapMHOM M HE WMEET KIMHHYECKOrO 3HAa4YeHHsA. Pe3ynbraTbl Opyrux
CBSI3aHHBIX C Ja0OWMraTpaHOM AaHTHKOAryJISHTHBIX TECTOB HE OBUIM 3HAYUMO

U3MCHEHBI Ha (hOHE MPEeIBAPUTEIIBHOTO JICUCHHS SHOKCATAPHHOM.

Jlpyrue B3auMoAeiHcTBHS

Ta6anuna 9. [Ipyrue B3aumoaeiicTBus

CHUO3C nmn CHO3CH

CHO3C/
CHUO3CH

B wuccnenmoBanun RE-LY CHUO3C u CHO3CH mnoBblLIany pHCK Pa3BUTHS

KPOBOTEUYCHUS BO BCEX I'PYIIIaX JICYCHUS MATUCHTOB.

BeIIIeCTBH, BIIMAOOINEC HA pH KEIIyJOYHOI'O COKa

ITanTonpason

Ilpu npuMenenun paburatpana 3TEKCHIATa OJHOBPEMEHHO C MAHTOMPA30JIOM
HaOmomanu cHwkeHue 3HadeHuit AUC paburatpana mnpumepno Ha 30 %. B
KJIMHAYECKUX HCCIENOBaHUAX MaHTompason U apyrue WIII  mpumensun

OJHOBPEMEHHO ¢ JabHraTpaHa TEKCHIATOM H comyTcTBylomee JsedeHue WIIIT He
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CHIDKaIIO0 3Q(EKTUBHOCTD Ja0UTraTpaHa.

Panntuaun HpI/IMCHeHI/Ie paHUTHOWHA B KOMOHMHAIHH C ;[aGMranaHa OTEKCWJIATOM HE OKas3ajlo

KIIMHUYCCKH 3HAYUMOT O BJIMAHUA Ha CTCIICHb BCaCbIBAaHUA Z[aGI/IFanaHa.

BsanmoielicTByS, CBI3aHHBIE ¢ META0OIN3MOM Haburarpana 3TeKcuIaTa u qaburarpana

JlaburaTpaHa STeKCHIAT U JaOUTraTpaH He METabOIM3UPYIOTCS CHCTeMOM ruroxpoma P450 n He
OKa3bIBAIOT B YCJIOBHSIX IN Vitro Bo3jeiicTBHs Ha (epMEHTHI CHCTEMBI LiuToXpoMa P450 yenoBexa.
Takum  oOpa3oM, HHKAakuX B3auMofeiicTBuil  naburatpaHa C  COOTBETCTBYIOIIUMU
JIEKApCTBEHHBIMU IIpeNapaTaMy HE OXKHIAETCsl.

4.6. ®epTHIBLHOCTD, 0€PeMEHHOCTb M JTAKTALUS

BepemeHHOCTB

I[aHHI)Ie O MPUMEHCHUHN uaGHranaHa 9TEKCUJIaTa y 6€peMeHHBIX JKCHIIUH OIr'paHUYCHBI.

B nccnenoBaHmsIx Ha JKMBOTHBIX OOHAPY)KEHa PEIPOLYKTHBHAS TOKCHYIHOCTB (CM. pasaen 5.3.). ( Ko nons namenen

TToreHunanpHbIi pUCK Ul Y€I0BEKAa HEU3BECTEH.

IIpenapar JlabukcoM He ciaeayeT IPUMEHSTh BO BpeMsl 06peMEHHOCTH, €CJIH TOJIbKO KIMHUYECKOe
COCTOSIHHE XKEHIIUHBI He TpeOyeT Tepanuy JadurarpaHa 3TEeKCHIATOM.

Jlakranus

BnusHue naburarpaHa 3TeKCHIaTa Ha HOBOPOXKAEHHBIX (#eTell), HaXOIALIMXCS Ha TPYIHOM
BCKapMIIMBaHUH MaTEPsAMHI, IPHHAMAIOLIIMMH TIpenapaT, He 00HapyKeHO.

B nepuon neuenus npenapatom JJabrkcoM rpyaHOe BCKapMIIMBAaHUE CIEAYET IPEKPaTUTb.
DepTUNBHOCTL

JlaHHBIE IS YenoBeKa OTCYTCTBYIOT.

B mccenoBaHuAX Ha JKMBOTHBIX OTMEYalN BIMSHUE JabHraTpaHa STeKCUIIaTa Ha (pepTUIBHOCT
CaMOK B BHJIE YMEHBIICHHUS KOJIMYECTBA UMILUIAHTALUN U YBENIUYCHUS MPEIUMILIAHTAIIHOHHBIX
HOTEpb NPHU NMOTyYeHUHU 1036l 70 MI/KT penapaTa (4To B 5 pa3 MPEBbIIIAET YPOBEHb SKCIO3HIIUN
B ITa3M€ KPOBH I10 CPABHEHHIO C TAKOBEIM y MAIIMEHTOB). JIpyrux 3¢ GekToB Ha HepTUILHOCTD Y
CaMOK He OTMeueHO. BiusHus Ha (epTUIBHOCTH CaMIIOB He perucTpupoBand. B posax,
TOKCHYHBIX JUIsi MaTepei (4To cocTaBisieT 5—10-KpaTHYIO SKCIO3UIUIO 110 CPABHEHHIO C TAKOBOM
B IUIa3Me KPOBH Y TAIIMEHTOB), Y KPbIC U KPOINKOB HAOIIOAANN CHIDKEHHE MACCHI Tela IUIoJa U
sMOprodeTanpHOd JKHU3HECHOCOOHOCTH, a TAaKXkKe YyBEIMYCHHE BapHaOelpbHOCTH IIIoga. B
IpEHATAIbHbIX U IOCTHATAIBHBIX HCCIIEIOBAHUAX HPH 103aX, TOKCHYHBIX U1 MarepH (4To
COCTaBJISIET 4-KPaTHYIO SKCIIO3MIMIO 110 CPABHEHHIO C TAKOBOM B IIa3Me KPOBH y IAIlMEHTOB),
HaOJIojaly yBeIMYeHHE CMEPTHOCTH ILIOAA.

JKeHIUHBI ¢ AETOPOAHBIM OTEHIIHATIOM

JKeHmuHaM ¢ 1eTOPOAHBIM MOTEHLMANIOM ClefyeT U30eraTb HACTYIIEHHs OepeMEHHOCTU IpH
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JIeYeHHH IpernaparoM JJabukcom.

4.7. BiusiHMe Ha CHOCOOHOCTH YNPAaBJSATH TPAHCHOPTHBLIMH CPeICTBAaMH H padoTaTh ¢
MeXaHU3MAMH

Ilpenapar JlabukcoM He OKa3bpIBaeT UM OKa3bIBAaeT HECYIIECTBEHHOE BIHMAHHE Ha CIOCOOHOCTh
YIPaBIATh TPAHCIIOPTHBIMH CPECTBAMH U Pa00TaTh C MEXaHU3MAMH.

4.8. HexkelatesibHbIE peaKIUU

Pesrome mipoduiis 6e30macHOCTH

B nccnenoBaHusx, KOHTPOIUPYEMBIX MO JCHCTBYIOIIEMY Tpenapaty, 6 684 manueHTa moiayvani
naburatpana srekcuiat B 03¢ 150 mr unu 220 Mr B CyTKH ¢ 1ienbto npodunaktiuku BTO.
HaubGonee pacmpocTpaHeHHBIE —HEXelaTelbHble SIBICHMA  BKIIOYAIOT:  KPOBOTECYEHHS,
BO3HUKAIOIME IPUMEPHO y 14 % MallieHTOB; 9acTOTa Pa3BUTUS OOIIMPHBIX KPOBOTEUYEHHIH (B
TOM YHCIIe KPOBOTEUCHUH U3 PaHbI) COCTABIAET MeHee 2 %.

HecMmoTpsl Ha HU3KYIO YaCTOTY Pa3BUTUS KPOBOTCUEHHUS B KIMHHUYECKUX MCCIEAOBAHUAX, MOKET
Pa3BUTHCS OOMIMPHOE MM TSDKETIOEe KPOBOTEUECHHE M, HE3aBUCHMO OT JIOKAINU3ALUH, OHO MOXKET
IPUBECTU K HHBAIMIU3AlUY, YTPO3€ )KU3HU WU JaXe JIeTaIbHOMY UCXOMY.

besonacHocTs naburatpana sTekcmiata ouneHuBaad B 10 ncemenoBanusx III daser ¢ ygactuem
23 393 mauueHToB, MoiyyaBluX naburartpana srexkcwiaT (cMm. Tabnuiy 10).

TabnuyHoe pe3loMe HeXXeNaTeNbHBIX PEAKIIUH

Yacrota mnobOounblx 3¢ GexToB, NpuBeAeHHbIX Hmxke B Tabmuime 10, ompenensanach
COOTBETCTBEHHO cliefyiomeMy (kKraccudukanus BcemMmupHON opraHM3aIvy 31paBOOXPAHEHN):
odenb yacto (> 1/10), vacro (> 1/100 - < 1/10), meuacto (> 1/1000 - < 1/100), pexxo (> 1/10000
- < 1/1000), ouenb penxo (< 1/10000), Heu3BecTHO (HEBO3MOXHO OLIEHHTh Ha OCHOBaHHUHU
UMEIOIIHXCS JaHHBIX).

HexenatensHbIe peakUy CTPYIIIHPOBAHBI B COOTBETCTBHH C IOPSIIKOM Ha OCHOBaHHUH CHCTEMHO-
opranHbIx kiaccos (COK).

Ta6anua 10. Hexenareasnsie peakunu (HP)

CHcTeMHO-OpraHHBbIH Yacrora pa3sBuTus
kJjaacc/HP
IIpodpunakruka BTI IIpopuiaakruka Jleuenune
Yy HalUEeHTOB 1ocJie HHCYJIbTA, TI'B/TIJIA u
opTONeINYeCKHX CHCTEMHBIX npopuIaKTHKa
onepaumii TpoMG60IMOboIMii 1 TI'B/T3JIA

CHILKEHHE
cepevHo-
COCYIHCTOMH
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CMEPTHOCTH Y

namuenToB ¢ HOII

Hapymenuﬂ CO CMOPOHbL KpoBU U lemj)amuuecm)d cucmembul

Anemus Heuwacto Yacro Heuacto
CHukeHue ypoBHs remoriiobuna | Yacro Heuacro HewussectHo
TpombouuToneHus Penko Heuyacto Penxo
CHukxeHue ypoBHsi remarokpura | Heuacro Penxo HeussecTHo
Heiitponenus Hewussectno Hewussectno Hewussectno
ArpaHyJoIuTO3 Hewussectno Hewussectno Hewussectno
Hapywenus co cmoponvl ummyHHoll cucmemol

Peaknus Heuacto Heuacto Heuacto
THIEPYYBCTBUTEILHOCTU

KoxHast cblnb Penxo Heuacro Heuacro
KoskHblii 3y Penxo Heuacto Heuacto
AnadunakTryeckas peakuus Penko Penko Penxo
AHIHOHEBPOTHYECKHUIT OTEK Penxo Penko Penxo
Kpanusnuna Penxo Penxo Penko
Bponxocnazm Heunssectno Hewusectno Hewnssectrno
Hapywenus co cmoponbl HepHotl cucmembl

Buyrtpuuepennoe Penxo Heuacro Penko
KPOBOU3IIUSIHHE

Hapywenus co cmoponsi cocyoog

I'emaToma Heuwacro Heuacto Heuacro
Kposousnusiaue Penxo Heuacto Heuacro
KpoBoteuenue u3 panst Heuacto - -

Hapywenus co cmoponul ObIXamenbHol CUCHeMbl, Op2ano8 2pyOHOU KIemKU U cpedoCmeHus

HocoBoe kpoBoTeueHne Heuacro Yacro Yacro
KpoBoxapkaHbe Penxo Heuacto Heuacto
JKenyoouno-xuweunvie napywenus

KenynouHo-kumieuHoe Heuacto Yacro Yacro
KpPOBOTEUECHUE

Boub B xxuBOTE Penko Yacro Heuacro
Jluapes Heuacto Yacro Heuacro
Jucnencust Penko Yacro Yacro
TomHoTa Heuwacro Yacro Heuacro
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KpoBoreuenue n3 npsimoit Heuacto Heuacto Yacro
KHIIKH

T'emoppounansHoe Heuacto Heuacto Heuacro
KpPOBOTEUCHUE

U3bs3BaeHne CIU3UCTOM Penxo Heuacto Heuacto
o60s10uku JKKT, B TOM uncie

sI3Ba MUILIEBOJA

T'actpoasodarut Penxo Heuacro Heuacro
T'OPb Penxo Heuacro Heuacro
PBora Heuwacto Hewacro Heuacro
Jucdarust Penxo Heuacrto Penko
Hapywenus co cmoponul newenu u dceniesbl@o0Auux nymet

Hapymenne ¢ynxnuu Yacto Heuacto Heuacro
NeYCHH/OTKIOHEHHE

nokasaTeneil QyHKIMH TeYeHH

OT HOPMBI

TToBbllIEHNE aKTUBHOCTH Heuacro Heuacro Heuacro
aNaHMHAMUHOTpaHCc(epasbl

(AJIT) B mia3Me KpoBH

[ToBbIlIeHNEe aKTUBHOCTH Heuacto Heuacto Heuacto
acrlapTaTaMHHOTpaHC(hepasbl

(ACT) B mia3Me KpoBHu

IToBbIlIEHHE AKTUBHOCTH Heuyacro Penko Heuacro
(hepMEHTOB IeYeHH B TUIA3Me

KpOBHU

T'unep6unupyounemMust Heuacto Penxo HewuspectHo
Hapywenus co cmopoHbl Kodicu U NOOKOIHCHBIX MKAHell

KpoBouznusHue B KOxy Heuacro Yacro Yacto
Anonenus Hewussectno HewussectHo Hewussectho
Hapywenus co cmoponvl MubluieyHou, CKelemuoil u coeOUHUmMenbHOl MKAHU

T'emaptpo3 Heuacto Penko Heuacto
Hapywenus co cmoponul nouex u Mo4egbl800suux nymeti

YporenuransHoe kpoBoTeueHue, | Heuacto Yacro Yacro
BKJIFOYast FEMaTypUIO

Obwue paccmpoiicmea u HapyuieHus: 8 Mecme 66e0eHus.

Kposoreuenue u3 mecra Penxo Penxo Penko

HHBEKIHUU
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KpoBoreuenue n3 mecra Penxo Penko Penxo

BBCICHUA KaT€TEpa

KpoBsiHUCTBIE BbIACIIEHUS Penko - -

Tpasmul, uHmoKcUKayuu u OCI0ACHEHUS MAHUNYTAYULL

ITocTTpaBmMaTHueckoe Heuacto Penxo Heuacto
KPOBOTEUEHHUE
KpoBoreueHnue u3 mecra Penxo Penxo Penxko

OIEPALOHHOTO JOCTYIIa

T'emaroma nocie MIPOBEACHUS Heuacro - -

00paboTKU paHbl

Kposoreuenue u3 Heuacto - -

OMepalvoOHHON PaHbl

AHeMus B mocieonepauonHom | Penxo - -

Hepuoze

Briaenenus u3 pansl nocne Heuacto - -

TIPOBEACHUS ITPOUENYPBI

Brinenenue u3 panst Heuacto - -

Xupypzultecxue u mepanesmuiecKkue Manunyisyuu

JpeHax paHbl Penxo - -

Jpenax nociie 00paboTku panbl | Penko - -

Ormmcanne OTACIBHBIX HEXKEIATCIBHBIX peaxumﬁ

TI'emoppazuyeckue ocnodicnenus

B cBs3u ¢ (hapMaKoNIOrnuecKMM MEXaHU3MOM IEiCTBUS NPUMEHEHNEe JaburatpaHa 3TeKCHIaTa
MOJKET OBITh CBSI3aHO C ITOBBIIIEHHBIM PHUCKOM Pa3BHUTHS CKPBITOTO MM SBHOTO KPOBOTEYEHHUS
nro60if nmokanu3aruu. CHMIOTOMBI M CTEIEHb TSDKECTH (B TOM YHCIE JIETaIbHOCTB) OymyT
OTJIMYAThCA B 3aBHCHMOCTHU OT JIOKAIU3ALUK U OOIIMPHOCTH WX JUIUTEIHOCTH KPOBOTCUCHHS
VW aHeMUH. B KIMHHYECKHX HCCIIeIOBAaHMSAX KPOBOTEUECHMS M3 CIHM3UCTBIX 000JIOUeK
(HampuMep, KEIyTOYHO-KHUIIEYHOTO TPaKTa, MOYEIOJIOBON CHCTEMBI) HaONIONANNCH dalle BO
BpeMsl JUTUTEIBHOTO JISYeHHUs JaburaTpaHa TeKCHUIaTOM o cpaBHeHHIO ¢ neueHrneM ABK. Takum
00pa3oMm, B JIONOJIHEHHUE K aJIEKBAaTHOMY KIMHHYECKOMY HAOJIIOEHHIO IS BBISBICHHS CKPBITOTO
KPOBOTEUEHHs HMEeT 3HAaueHHe JTabOpaTOpPHOE WCCIEAOBAHHE OINpeNeTeHns] ypoBHei
reMorinoOuHa/reMaTokputa. PHCK  pa3BUTHS KPOBOTEUEHUS MOXKET OBITh yBEJIUYECH B
ONpEIENICHHBIX TPYIIAX MalHeHTOB, HAIPUMED, Y MAalUEHTOB C HapYIICHUAMH (YHKINH MOYeK
CpeIHeil CTeNeHN TSDKECTH W/HJIHN Y TTAllMeHTOB, KOTOPBIe HaXOATCS HA JICUCHUH NpErapaTaMH,
BIUSIONIMMH Ha IeMOCTa3, MM y MAl{eHTOB, MOJYYAOIUX MOIIHbIE HHIHOUTOpS P-gp (CM.

pazmen 4.4. «Puck pasBUTHA KpOBOTEUEHHUs»). ['eMOpparMyeckue OCIOXKHEHHS MOTYT
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MPOSIBIATECSA B BHIC CIA0OCTH, OJICAHOCTH, TOJOBOKPYKEHHs, TOJOBHOH OOJNM WM OTeka
HEYCTaHOBJICHHOI STHOJIOTHH, OJBIIIKY U [IOKA HEYCTAaHOBJICHHOM YTHOJIOTHH.

TIpu npumeHeHnn naburaTpaHa STEKCHIAaTa PErUCTPUPOBAIM TAKUE OCIOKHEHHUS KPOBOTEUCHUS,
KaK KOMITAPTMEHT-CHHAPOM (CHHIOPOM CHABICHMS) W OCTpas I[OYe4Has HEeJOCTaTOYHOCTD,
BeneacTBue rumnonepdys3un. IloaToMy npu OLEHKE COCTOSHMSI MAlMEeHTa, I0Jy4Yalouiero
AQHTUKOATYJISIHTHYIO TEpaluio, CIeQyeT YYMTHIBATh PUCK Pa3BUTHUSI KpOBOTeueHHs. B ciyuae
pPa3BUTHS HEKOHTPOJIHMPYEMOTO KPOBOTCUEHHS IPHMEHSETCS CIICIMGUYECKHH Ipenapar,
HEeHTpanu3yrouuii ieficTBie aburarpana, — uaapyuusymad (cm. pasaern 4.9.).

Tepsuunas npogunaxmuxa BTO ¢ opmoneduueckou xupypeuu

B Ta6mune 11 npexacraBieHo koiuyecTBO (%) MALMEHTOB JABYX OCHOBHBIX KIMHUYECKHX
UCCIICOBAaHHH, Y KOTOPBIX B 3aBUCUMOCTH OT JJO3bI IPUMEHEHHsI Ta0UraTpana STEKCUIIAT C LENIbI0
npo¢unaxktuxk BTD Bo3nuxia HP B Buzne kpoBoTeueHus.

Tabmuna 11. Kommuecrso (%) nanueHToB, y KoTopsix passuiock HP (kpoBoTeyenue)

JlaburaTpana JlaburaTtpana JHOKcanapuH
ITEKCHIATA stexcnaat 220 mr N (%)

150 mr N (%)

N (%0)
IMonyyaBine ieueHHe 1866 (100,0) 1825 (100,0) 1848 (100,0)
OOmmMpHEIe 24 (1,3) 33(1,8) 27 (1,5)
KPOBOTCYCHUSA
JIro60e KpOBOTCUCHHE 258 (13,8) 251 (13,8) 247 (13,4)

Tpoghunaxmura uncynoma u cucmemnou smo0auu y 63pocivix nayuenmos ¢ H®OII, ¢ oonum wuu
HECKONbKUMU (Pakmopamu pucka

B Ta6umuie 12 mpencTaBieHsl cirydad KPOBOTEUSHHH C pasjielieHHeM Ha OOIIMpHBIE U TIO0bIe
KPOBOTEUCHHUS B UCCIICAOBAHNH MPOQHIAKTHKH TPOMOOIMOOIMIECKOTO HHCYIIBTA U CHCTEMHON
sM0b0iuu y narueHToB ¢ HOII.

Tab6auna 12. KpoBoTeuenusi B HcCCJIeI0BAHUH NPOPUIAKTHKH TPOMOOIMOOIHMYECKOTO

HHCYJILTA M CHCTeMHOIi IM00suu y nanueHToB ¢ HOII

JaduraTtpana JaburaTtpana Bapdapun
rekcuaar 150 mr
texcuiaar 110 mr
JBa pa3a B CYTKH
JBa pa3a B CYTKH N (%0)
N (%)
PanoMu3upoBaHHbIe 6015 6076 6022
YYaCTHUKH
OOuupHbIe 347 (2,92 %) 409 (3,40 %) 426 (3,61 %)
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KPOBOTEUCHUS

BuyTpuuepennsie 27 (0,23 %) 39 (0,32 %) 91 (0,77 %)
KPOBOTEUCHHS
XKenynouno- 134 (1,13 %) 192 (1,60 %) 128 (1,09 %)
KHUIIEYHOE
KPOBOTEUYEHHUE
Kposoteuenue ¢ 26 (0,22 %) 30 (0,25 %) 42 (0,36 %)
JIETAJILHBIM UCXOI0M
HesnaunrensHoE 1,566 (13,16 %) 1,787 (14,85 %) 1,931 (16,37 %)
KPOBOTEYEHHUE
TT060e KpOBOTCHCHHE 1,759 (14,78 %) 1,997 (16,60 %) 2,169 (18,39 %)

TlanmenTs! ObIIM paHAOMHU3UPOBAHbI HA TPYIIBL: JabUTraTpaHa dTeKcunaT B qo3e 110 Mr 1Ba pasa
B CYTKH M JaburaTpaHa STeKcumiar B mo3e 150 Mr JBa pasa B CyTKH; OTMEYalId 3HAUYHTEIEHO
MEHBIIMH PHCK pa3BUTHS YTPOXKAMOIIMX OJKU3HH KPOBOTEYECHHWH U  BHYTPHUUYCPEITHBIX
KPOBOM3IMSAHUI IO CPaBHEHUIO C TAKOBBIM IIpU IpHMeHeHuH Bapdapuna [p < 0,05]. Obe no3s!
JaburatpaHa TEeKCHIIAaTa TAKXKe JEMOHCTPUPOBAIN CTATHCTHYECKH 3HAUHMMOE CHI)KEHHE 00Ieit
YacTOTHI Pa3BUTHS KpOBOTedeHHH. [lanueHTsl, npuHIMaronme naburatpad B go3e 110 Mr nsa
paza B CYTKHM, AEMOHCTPHPOBAIN 3HAYUTEIBHO MEHBIIMH PHUCK Pa3BUTHSA OOLIMPHBIX
KPOBOTEUEHHIA 110 CPABHEHHUIO C TAKOBBIM 11pu ipuMeHernu Bapdapuna (OP — 0,81 [p = 0,0027]).
TlanmenTsl, npuHMMaLMe AaduratpaHa JTEKCHJIaT B jgo3e 150 Mr 1Ba pasa B CyTKH,
JEMOHCTPHPOBAIM  3HAYUTENIBHO  OOJBIIMHA  PUCK  OOIIMPHBIX  JKETyZOYHO-KHUIISYHBIX
KPOBOTEUECHHIT 110 CPAaBHEHUIO C TAKOBBIM NpH IipuMenenun Bapdapuna (OP — 1,48 [p = 0,0005]).
Takoii 3¢ ekt oTMeHanu B OCHOBHOM y TAI[EHTOB B BO3pacTe > 75 JieT.

Knunnueckas 3¢p¢GeKTUBHOCTb MpUMEHEHHs JaburarpaHa 3TEKCHJIaTa C IIeNbl0 MPOQHUIAKTHKU
MHCYJIbTa U CUCTEMHOI Y)MOOJINY U CHIIKEHUSI PUCKA Pa3BUTHS BHY TPHUYEPEITHOTO KPOBOUIITHSHUS
[0 CPaBHEHHUIO C Bap(apHHOM COXpaHsETCs B OTAENBHBIX HOATPYNIAX (HapuMep, HalleHTH ¢
HapylIeHHeM (QYHKUMM TOYeK, MALMEHTHl Pa3sHOro BO3PAcTa, MALMEHTHI C COMYTCTBYIOIIMM
HPHMEHEHNEM JIEKapCTBEHHBIX CPEJICTB, TAKUX KaK aHTHArPEraHThl WM HHruoutops! P-gp). B to
BpeMs, KaK y OINpeJIeNeHHBIX MOATPYIIT MAMeHTOB (DHKCHPYIOT MOBBIICHHBIN PUCK Pa3BHTHS
OOLIMPHOTO KPOBOTEYEHNUSI NIPH MPUMEHEHHH aHTHKOATYJISIHTOB, IOBBIIICHHBIH PUCK Pa3BUTHS
KPOBOTEUCHHUs NpU NPUMEHEHUM JaburatpaHa JTEKCHJIaTa CBA3aH C HKEIIyJ0YHO-KHIIECUHBIM
KPOBOTEUCHHEM, KOTOPOEe OOBIYHO HAOIIOMAIOT B TEUCHHE IEPBBIX 3—6 MecsIeB Iocie Hayaia
JedeHns JaburaTpaHa STeKCHIATOM.

Jleuenue TI'B u TDJIA, npounaxmuxa peyuousos TI'B u TDJIA y é3pocrvix nayuenmos (neyenue
TT'B/TOJIA)
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B Tabnue 13 npencrasieHsl cirydan KpOBOTECUCHUH B 00bEANHEHHBIX OCHOBHBIX HCCIIEIOBAHHIX
(RE-COVER u RE-COVERII) neuenus TI'B u TOJIA. B 0o0bequHEHHBIX HCCICAOBAHHUSIX
HEepBUYHBIE KOHEUHbIE TOUKH OE30IIaCHOCTU — OOLIMPHOE KPOBOTEYEHHE, OOLIMPHOE WU
KIMHIYECKH 3HaYMMOE KPOBOTEUECHHE U JIF000e KPOBOTEUEHNE — PETHCTPUPOBATIN 3HAYUTEIHHO
pexe, 4eM IIpu IpHMEHEHUH BaphapiHa IpY HOMHHAIBHOH BEpOsTHOCTH oIHuOKY I poga, paBHOM
5 %.

Tao6anua 13. KpoBoteuenus B uccieqosanusix RE-COVER u RE-COVER 11 (sieuenust TT'B
u TIJIA)

Jadurarpana Bapdapun OP no cpaBHeHUIO ¢
Texkcmiaar 150 mr TaKOBBIMH NPH
JBa pa3a B CyTKH NpHMeHEeHHH
Bapdapuna (95 %
J0BepUTETbHBII
unrepsaj (1))
TlanneHTsI, BKIIIOUEHHBIE B 2456 2462
aHanu3 6e30MacHOCTH
OGIMpHBIC KPOBOTEUCHHUSI 24 (1,0 %) 40 (1,6 %) 0,60 (0,36, 0,99)
BuyTtpuuepenHoe 2 (0,1 %) 4 (0,2 %) 0,50 (0,09, 2,74)
KPOBOM3JIHSHHE
OG6mupHOe 10 (0,4 %) 12 (0,5 %) 0,83 (0,36, 1,93)
eIy 04HO-
KHUIIEYHOE
KPOBOTEUCHHE
VYrposkaromiee 4 (0,2 %) 6 (0,2 %) 0,66 (0,19, 2,36)
KU3HH
KPOBOTEUCHHE
O6mmpHbIe 109 (4,4 %) 189 (7,7 %) 0,56 (0,45, 0,71)
KPOBOTEUCHHS/KITHHHIECKH
3HAYMMbIE KPOBOTEUCHHS
JI1060€e KpoBOTEUEHHE 354 (14,4 %) 503 (20,4 %) 0,67 (0,59, 0,77)
JIro6oe sxemymouHo- 70 (2,9 %) 55 (2,2 %) 1,27 (0,90, 1,82)
KHIICYHOE
KPOBOTCUCHHE

KommuecTBo kpoBoTeUEeHHH 1711 00€MX CXEM JICUCHUS TOJCYUTHIBAIOT OT IIEPBOTO IIpHeMa BHYTPb
JaburatpaHa JTeKCHIaTa WM BapdapHHa MOCIE INPEeKpaIleHHs IapeHTepalbHOW Tepamuu
(meprox yedeHMs TONBKO HPH NpueMe AabWraTpaHa STEKCHIAaTa BHYTPbH). YUHTBIBAIOT BCe

KPOBOTCUYCHHUS, BOSHUKIINUE BO BPEMsS JICUCHUSA ua6nranaHa 3TCKCHUJIATOM. YUHUTHIBAIOT BCE
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KpPOBOTEUEHHS, BO3HHUKIIKE BO BpeMs JicueHHs BaphapHHOM, 3a MCKIIOUYCHHEM TEX, KOTOpBIC
Pa3BIIIKCh B IEPUO/] IEPEKPBITHS TPUMEHEHHUS Bap(haprHa U apEHTEPAIbHON TePAIUH.

B Tabnuue 14 mnepeuncnensl kpoBoreueHuss uccinenoBanusi RE-MEDY, mnocssienHOM
npoduinaktuke TI'B u TOJIA. Hekoropbie KpoBoTedeHHs (OOMIMPHOE KPOBOTCUCHUE
(OK)/xnunnuecku 3Haunmoe kpoBoreueHue (K3K); moboe kpoBoTeueHHe) BCTpEUaInuCh
3HAUUTENILHO PeXe IPU HOMUHATIBHOHI BepoaTHOCTH omuOku I pona, paBHO 5 %, y malueHToB,
MOJTy4YaBIINX JaOHTraTpaHa dTEKCUIIAT 10 CPAaBHEHHUIO C TEMH, KTO NOIydal BapdapuH.

Ta6anua 14. Kposoreuenus B uccienopanuu RE-MEDY (npoduiaakruxka TI'B u TIJIA)

Jadéurarpana Bapdapun (OP no cpaBHEHHUIO €
sTexcuaar 150 mr aBa TAKOBBIMHU NPH
pasa B CyTKH NpUMeHEeHHH
Bapdapuna (95 %
An)
TTaneHTsl, BKIIOYCHHBIE B 1430 1426
aHanu3 6e30MacCHOCTH
OOIIMpHBIE KPOBOTEYECHUS 13 (0,9 %) 25 (1,8 %) 0,54 (0,25; 1,16)
BryTpuuepenHoe 2 (0,1 %) 4 (0,3 %) HeBo3moxHO
KPOBOM3JIUSHUE BBIYHCIIUTE®
O6umpHoe 4 (0,3 %) 8 (0,5 %) HeBo3moxHO
HKEILYL09HO- BBIYHCIIUTE®
KHUIICYHOE
KPOBOTEUCHHE
VYrpoxaromiee )XU3HU 1(0,1 %) 3 (0,2 %) HeBo3moxHO
KpOBOTEUCHHE BBIYHCIIHTE*
O6umupHOe 80 (5,6 %) 145 (10,2 %) 0,55 (0,41; 0,72)
KPOBOTCUCHHE/KITMHHIECKH
3HaYMMOE KPOBOTCUYCHHE
JIro6oe kpoBoTEUEHHE 278 (19,4 %) 373 (26,2 %) 0,71 (0,61; 0,83)
JIro6oe sxemyo4HO- 45 (3,1 %) 32(2,2 %) 1,39 (0,87; 2,20)
KHUIICYHOE
KPOBOTEUCHHE

*HeBo3M0OxHO oueHuTh OP, HOCKONIBKY HH B OJJHOW KOTOPTE/TPYIIIE JICUCHUs] KPOBOTCUCHHUE
HE 3apETHCTPUPOBAIN
B Tabnune 15 nepeuncnens! kpooredeHus B uccnenoanu RE-SONATE (nmpodunaxruka TI'B
u TOJIA). Yacrota pa3utust kombunanuu OK/K3K u yacToTa pa3BuTHs JH000r0 KPOBOTEUSHHUS
Oblla 3HAUUTENIFHO HW)KE TPH HOMHHAJIBHON BeposTHOCTH ommOku | poma, paBHOU 5 %, y

TMMalME€HTOB, MOJYyYaBIINX rmaue6o, 110 CPAaBHEHUIO C MAMECHTaMH, IOJIy4YaBUIUMH Z[aGPIFanaHa
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OTCKCHUJIAT.

Ta6anua 15. KpoBoreuenus B ucciaegosanun RE-SONATE (npopunaktuka TT'B u TIJIA)

Jladuratpana I1ane6o OP no cpaBHeHUIO
stexcuaar 150 mr aBa ¢ TAKOBBIMH IIPH
pa3a B CYyTKH NpUMeHEeHHH
mianedo (95 %
An)
TTanmeHTsl, BKIIOUEHHBIC B 684 659
aHan3 6e30MacHOCTH
OO6mHpHBIE KPOBOTEUCHUS 2(0,3%) 0 HeBo3moxHO
BBIYMCIUTH™
BuyTpuuepemntoe 0 0 HeBo3MoxHO
KPOBOH3IHSHUE BBIYHCIHUTE*
OommpHoe 2 (0,3 %) 0 HeBo3M0OxHO
HKEITYI0UHO- BBIYHCIIUTE*
KHUIICYHOE
KPOBOTEUCHHE
Yrpoxaroliee )Xu3Hu 0 0 HeBo3MoxHO
KPOBOTEUYCHHUE BBIYMCIIUTE*
O6umpHoe 36 (5,3 %) 13 (2,0 %) 2,69 (1,43; 5,07)
KPOBOTEUCHHE/KITHHHYECKH
3HAYUMOE KPOBOTCUCHHE
JIro6oe KpoBOTEUCHHE 72 (10,5 %) 40 (6,1 %) 1,77 (1,20; 2,61)
JIro6oe xeinynoaHo- 5(0,7 %) 2 (0,3 %) 2,38 (0,46; 12,27)
KHUIICYHOE
KPOBOTEUYCHHUE

*HeBo3MOxHO oneHHTh OP, MOCKOIbKY HH B OAHOI TIpymIe Je4eHHS KPOBOTCUECHHE HE
3aperucTpUpPOBAIH

Aepanynoyumo3s u Helumponeuus

B xone npumMeHneHust qadurarpaHa dTEKCUIIaTa B MOCTPETHCTPALIMOHHOM TIEPHOJIE OYEHb PEIKO
OTMeyal arpaHyiouuro3 u Hedtponenuto. Ilockonbky HP  duxcupyror B pamkax
MOCTPETUCTPAlMOHHOTO HAOMIONCHNUS IOMYIIMK HEOIPEIeNCHHOTO pa3Mepa HEBO3MOXKHO
JIOCTOBEPHO ONPEACIUTh YaCTOTY MX pa3BUTHsL. HacTOTy COOOLICHHUIT OLICHIIH KaK 7 SIBICHUN Ha
| MMJUIMOH NAlMEHTOo-JIeT Ul arpaHyJIOUUTo3a U 5 ABJICHUH Ha | MMJUIMOH NMALUEHTO-JIeT UL
HEUTPOIICHUH.

Co00111eH s 0 TOJ03PEBAEMBIX HEKEIATEIbHbIX PEAKIIUIX
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BaxxHO cooOmare O TIOZO3PEBACMBIX HEXKETATENbHBIX pEaKIUsIX TI0CNIe PETHCTPALNH
JIEKapCTBEHHOT'O IIperapara C IIeNblo 00eCIedeHNs] HeIIPEPHIBHOTO MOHUTOPUHIA COOTHOIICHUS
«I1071b3a — PUCK» JIEKAPCTBEHHOIO IIpenapara. MeIULUHCKMM pPaOOTHUKAM DPEKOMEHAyeTcs
coo0LaTh O JIIOOBIX M0J03PeBaEMbIX HEKENATENIbHBIX PEaKMAX JEKapCTBEHHOIO IpernapaTa
4yepe3 HalMOHAJIbHBIE CUCTEMbI COOOIIEHUS O HEXENATeNIbHbIX PEaKIUAX rOCyJapcTB — WICHOB
EBpa3suiickoro 3KOHOMHUYECKOr0 COI03a.

Poccuiickas ®edepayus

109012, r. MockBa, CnaBsiHCKast 1L, 1. 4, cTp. 1

DenepanbHasit cityk06a 110 Hag30py B chepe 3ApaBOOXPAHCHUS

Ten.: +7 (800) 550 99 03

Anpec 2. noutst: pharm@roszdravnadzor.gov.ru

Be6-caiir: https://roszdravnadzor.gov.ru

Pecnybnuxa benapyce

220037, r. Munck, ToBapumeckuii rep., 1. 2a

PecniyOnukanckoe  yHurapHoe mpeanpusitue «LleHTp dKcmepTH3 M MCHOBITAHUH B
3paBOOXPaHEHUU»

Tenedon otaena papmakonanzopa: + 375 (17) 242 00 29

Daxc: +375 (17) 242 00 29

Anpec 1. moutsl: repl@rceth.by, reeth@rceth.by

Beb-caiiT: www.rceth.by

Pecnybnuxa Kazaxcman

010000, r. Acrana, paiion baiikonsip, yin. A. ImanoBa, a. 13, BI] «Hypcayner 2»

PI'TI na IIXB «HaumoHanbHBIM LEHTP KCHEPTU3BI JIEKAPCTBEHHBIX CPEICTB M MEAMIIMHCKUX
mpenuit» Kommrera MequIumHCKOrO M (hapMaleBTHYECKOro KOHTpois MuHHCTEpCTBa
31paBooxpanenus Pecry6muku Kazaxcran

Ten.: +7 7172 235 135

Anpec 1. noutsl: farm@dari.kz

Be0-caiit: www.ndda.kz

Pecnybnuxa Apmenus

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

«HayuHblif IIEHTp SKCIEPTU3Bl JIEKAPCTB U MEAULIMHCKUX TEXHOIOTW HMEHHM aKaJeMHKa
3. I'abpuensnay

Ten.: + 374 60 83 00 73

Anpec 1. moutsr: admin@pharm.am, vigilance@pharm.am, letters@pharm.am

Be06-caiit: http://www.pharm.am
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Kuvipevizckas Pecnyonuxa

720044, Yyiickas o6nactb, . bumikek, yi1. 3-s1 Jlunus, a. 25

JlenapTaMeHT JIEKapCTBEHHBIX CPEACTB M MEAMIIMHCKUX H3CIIHi

Temn.: +996 (312) 21 92 86

Anpec a1 noutst: dismi@pharm.kg

Be06-caiit: www.pharm.kg

4.9. [lepeno3upoBka

Jlo3sl maburarpaHa 3TEKCHJIATa, NPEBBIIAIOIINE PEKOMEHIOBAHHbIE, ITOJBEPraloOT ITaIlNeHTa
MOBBIIICHHOMY PUCKY Pa3BUTHUS KPOBOTCUCHUSI.

IIpu momo3peHHu Ha MepefO3UPOBKY HabHraTpaH Ha STEKCHJIATOM MPOBEACHUE HCCICIOBAHHS
KOAaryJorpaMMBbl MOXKET IOMOYb ONPEIEINUTh PUCK PA3BUTHA KPOBOTeUEHHS (CM. pasaensl 4.4. u
5.1.). KanuGpoBaHHOE KOJIMYECTBEHHOE ompejencHHe pTB mnaum ero MOHUTOPHUHI IO3BOJISIOT
NPOTHO3UPOBATH  BpeMs  JOCTIDKCHHS  ONPENEJCHHBIX  CHIBOPOTOYHBIX  KOHLEHTpaLHid
naduratpana (CM. paszaen 5.1.), B TOM 4HcIie TP MPOBEACHHH JAOTIOIHUTENBHBIX Mep (Hanpumep,
BHayYaje quain3a).

IIprt U30BITOYHOM YTrHETCHHH CBEPTHIBAEMOCTH KPOBU MPUMEHEHHE MpenapaTa MPEeKPaIlaroT.
YduTEIBasi OCHOBHOW IyTh BBIBEJCHUS TaOWrarpaHa (IIOYKaMH), PEKOMEHIYETCS 0OECIeUnTh
afekBaTHbINA quype3. [Tockonbky maburaTpan 001agaeT HU3KOH CIOCOOHOCTBIO K CBSI3BIBAHHUIO C
OenKaMH IJ1a3Mbl KPOBH, MPEHapaT MOKET BBIBOAUTHCS MPH FEMOANATIN3E, OIHAKO KITMHHYECKUN
OITBIT 1O UCIIOIF30BAHMIO THAIN3a B 9THX CUTYallHAX OrpaHudeH (cM. paszen 5.2.).

Jleuenue

Ipu pa3BUTHE KPOBOTECUCHHUS JICUCHUE Ta0UTaTpaH Ha 3TEKCHUIIATOM HEOOXOAUMO MPEKPATUTh U
TMarHOCTUPOBATh MCTOYHHUK KPOBOTEUEHHS. B 3aBHCHMOCTH OT KIMHWYECKOW CHUTYallHH IIO
YCMOTPEHHIO Bpada CIIeAyeT MPOBOJUTH COOTBETCTBYIOIIEE MOANEPKUBAOIIEE JTEUCHHE, TAKOE
KaK XUPYprU4ecKUil reMOoCcTa3 U BOCIOIHEHHe o0beMa upKyaupytoreit kposu (OLK).

Jnst curyanmii, korma TtpeOyeTcs OBICTPOE YCTpaHCHHWE AaHTHUKOATYJISHTHOH aKTHBHOCTH,
CYLIECTBYeT Creun(pUYecKuil aHTaroHHCT (HapMaKOJMHAMHYECKOTO NEUCTBHUsS HaburarpaHa,
npenapar IlpakcOaiinn (upapyunszymad), BBEJEHHE KOTOPOTO MO3BOJISIET HEHTpaIn30BaTh
aHTHUKOArYJITHTHBIN 3¢ ekt npenapara Jadukcom (cM. pazaen 4.4.).

IIpn mepeno3upoBke npenapara Jabukcom (B ciiydae OTCYTCTBHS BO3MOXKHOCTH NMPUMCHEHHS
CrenM(pHYECKOT0 aHTarOHUCTA Ja0HraTpaHa) BO3MOXKHO NMPHMEHEHHE KOHIIEHTPATOB (PaKTOPOB
CBEpTHIBaHUS (aKTHBUPOBAHHBIX MJIM HEAKTHBUPOBAHHBIX) WM pekoMOMHaHTHOTO (hakTopa Vlla.
CyLIeCTBYIOT 3KCIEPUMEHTAIIBHBIC IaHHBIC, TTOATBEPKIAOIIIE YUacTHE ITUX JIEKAPCTBEHHBIX
CpPEICTB B HEHTpaln3aliy aHTHKOAryJITHTHOrO 3¢d¢exra naburarpaHa, OIHAKO JaHHBIX 00 MX
3¢ (}eKTUBHOCTH U BO3MOXXHOCTH PHUCKa IOBTOPHOTO Ppa3BUTHA TPOMOOSMOOIMH OUYCHb
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orpaHuyeHsl. [locne MpUMEHEHUsT PEKOMEHIOBAHHBIX KOHICHTPATOB (DaKTOPOB CBEPTHIBAHHS
KPOBH PE3YNbTAThl KOAryJIOrPaMMBI MOTYT HCKaxaThesl. ClemyeT MpOsSBIATh OCTOPOXKHOCTH IIPU
UHTEPIIPETaLHU Pe3yIbTaTOB KOAryJI0rpaMMbl.

B cmydae pa3BuUTUS TPOMOOLUTONCHUM WIM IPU MPUMEHEHHU AHTUArPETaHTOB [UIUTEIBHOIO
JICHCTBUS MOXKET OBITh PACCMOTPEH BONPOC O IPUMEHEHMH TPOMOOLUTAPDHOH MAacChL.
CuMITOMaTHYECKOE JICUEHHE JIOJDKHO IIPOBOAUTLCA B COOTBETCTBHHU C Ha3HAYCHHUEM Bpaya.

HpI/I 06H.II/IpHOM KPOBOTECYEHUHU CIIEAYET PAaCCMOTPETH BO3MOKHOCTb KOHCYJIbTAallUM réMaroJiora.

5. ®APMAKOJIOTMYECKHUE CBOMCTBA
5.1. ®apmaKkoAMHaMH4YeCKHe CBOHCTBA
dapmakoTepaneBTUUECKasi IPyNNa: aHTUTPOMOOTHUUYECKHE CPEICTBA; IMPSIMble HHIHOUTOPHI
TpoMOnHa
Kon ATX: BO1AEO7

MexaHu3M AESHCTBHUS

JlaburaTpaHa STEKCHIIAT SIBIAETCS HU3KOMOJIEKYIIIPHBIM, He 001a1alomM (hapMaKoIorHiecKoit
aKTUBHOCTBIO IIPEALICCTBCHHHKOM AaKTHBHOH (opMbl naburarpana. Ilocne mpuema BHYTpPb
JaburaTpaHa 3TeKCHIAT OBICTPO BcachiBaeTcs B xelynouHo-kummeuHoM tpakTe (OKKT) u myrem
THAPONN3a, KaTaJM3HPyeMOro 5CTepa3aMH, B IEYeHM W Iula3Me KPOBM TNIpeBpamaercs B
naburarpan. JlaburaTpaH sBIsIeTCs] MOIIHBIM KOHKYPEHTHBIM 00PaTHMBIM IIPSIMBIM HHTHOUTOPOM
TpOMOMHA M OCHOBHBIM aKTUBHBIM BEIIECTBOM B ILIa3Me KPOBH.

Tak kak TpOMOWH (CepHHOBas MPOTea3a) B NPOLECCe KOaryJIHH NpeBpamiaeT GUOpHHOTEH B
¢ubpHH, yrHeTeHHEe aKTHBHOCTH TPOMOMHA IPENATCTBYET 0Opa3oBaHHIO TpoMmba. JlaburarpaH
OKa3bIBaeT MHIHOUpYIOllee BO3IEHCTBHE Ha CBOOOAHBIH TPOMOMH M TPOMOWH, CBSI3aHHBIH C
(pHOPHHOBEIM CTyCTKOM, a TAK)KE BBI3BAHHYIO TPOMOMHOM arperariio TPOMOOLIUTOB.
DapmakoguHamMuueckue 3G HeKTh

B 3KCrepUMEHTaIBHBIX HCCICI0BAaHMAX Ha Pa3IHYHBIX MOZEIAX TPOMOO03a y JKMBOTHBIX iN VIVO 1
eX ViVO MOATBEpIKICHO aHTHTPOMOOTHYECKOE JCHCTBHE M AHTHKOAryJSIHTHAs aKTHBHOCTH
naburatpaHa Iociie BHYTPUBEHHOTO BBEJCHMsI M JabuMraTpaHa dTeKCHiaTta — IOCIe HpHeMa
BHYTPB.

YcraHOBIEHa TIpsAMas KOppENSIUs MeXIy KOHIEHTpalued naburarpaHa B IUIa3Me KpPOBH H
BBIP)XCHHOCTBIO aHTUKOATYJIIHTHOTO 3¢ dekTa. Jaburarpan yumnser AYTB, OBC u TB.
KannOpoBanHoe KkoimuecTBeHHOe ompenenenne pTB obecreunBaeT ONEHKY KOHIEHTPAILHH
JaburatpaHa B IUIa3Me KPOBH, KOTOPYIO MOXKHO CPaBHHTH C OXHJIaeMBIMH KOHIIEHTPAIUSIMHU

naburatpaHa B Ia3Me KpoBH. Ecimm kamuOpoBaHHOe KonuMuecTBeHHOe ompejneneHue pTB
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JIEMOHCTPHPYET KOHLEHTPALMIO JaOuraTpaHa B IUIa3Me KPOBH Ha YpOBHE WJIM HIDKE Hperera
KOJIMYECTBEHHOTO ONpPEAECNICHUS, CIIENyeT PAacCMOTPETh BO3MOXKHOCTH JIOHMONHHUTEIBHBIX
uccieo0BaHui Koaryorpammsl, Takux kak TB, 9BC wim AUTB.
OBC MoxeT 00eceunTh NPsIMOe ONpeeNieHHe aKTHBHOCTH MPSIMBIX HHTHONTOPOB TPOMOHHA.
Ompenenerne AUTB mupokonocTymHo U JaeT HNpHOMM3UTENbHOE IpeAcTaBlIeHHE 00
UHTCHCHBHOCTH AaHTHKOAryJSIUM, JOCTUraeMoil mocpeacTBoM naburarpana. Tem He MeHee,
ompezieneine AUYTB nmeeT orpaHM4eHHYIO0 4YyBCTBHTEIBHOCTH M HE IOAXOIMT IJIs TOYHOH
KOJIMYECTBCHHOI! OIICHKH aHTUKOATyJITHTHOTO 3¢(eKTa, 0COOSHHO IPpU BBICOKHX KOHIIEHTPAIUAX
naburaTpaHa B mia3Me KpoBH. XoTs BbICOKHi moka3arens AUTB cienyer untepnperupoBats ¢
OCTOpPOXKHOCTBIO; BbICOKMH moka3aTens AUTB ykaspiBaeT Ha TO, 4YTO IALHMEHT IOJIy4aeT
AQHTHKOATyJITHTBL.
B menoM MOXXHO HPEIOI0KUTE, YTO TAKUE ITOKA3aTENIN aHTUKOATYISSHTHONH aKTUBHOCTH MOTYT
OTpaXkaTh CHIBOPOTOYHBIE KOHLEHTPALUH JaOWrarpaHa M MOTYT CIyXXHTb PYKOBOJICTBOM JUIS
OLICHKN PHCKA Pa3BUTHA KPOBOTECUYEHHS, T. €. NpEeBBILECHHE 90-TO MPOLEHTHISI MHHHMAIbHBIX
CBIBOPOTOYHBIX KOHLIEHTpAlUi JaburaTpaHa UM aHAIN3a KOAryIupyolleil akTHBHOCTH, TaKOTO
kak AUTB, nuamepeHHOro Ha MUHUMaJIbLHOM YpoBHe (roporoble 3HaueHust AUTB npencrasienst
B pazzene 4.4., Tabnuma 5), cuuraercs CBA3aHO ¢ HOBBIIICHHBIM PUCKOM Pa3BUTHS KPOBOTCUCHHUSL.
Ipogpunaxmura BTO y nayuenmog nocie opmoneoudeckux onepayuii
B paBHOBecHOM cocTosiHUM (mocie 3-ro IHA) TIeOMEeTpUuYecKas CpeiHss MaKcHMasbHas
koHIeHTparms (Cmax) JaburatpaHa B mia3Me KpoBH, H3MEpeHHas IPHMEPHO depe3 2 Jaca Imoce
npuema BHYTps 220 Mr gaburaTpasa sTekcuiata, cocraBuia 70,8 Hr/mi ¢ nuana3onoM ot 35,2 1o
162 ur/ma (nmanasoH ot 25-ro 10 75-ro npoueHTuiei). CpenHss reoMeTpruueckas MUHUMaIbHast
koHeHTpaus (Cmin) JaOUTraTpaHa, M3MEpeHHAsl B KOHIIC MHTEpBaa JO3UPOBaHHA (T. €. 4epes
24 yaca noce nonyuenus 220 Mr raduraTpaHa 3TeKcuiaTa), COCTaBisuIa B cpeaHeM 22,0 Hr/mi ¢
nuarnazonoM 13,0-35,7 Hr/mi (auama3oH ot 25-ro 10 75-ro mpoueHTHICH ).
B cmenuanbHOM HCCIIEIOBaHUH, HNPOBOAUBIIEMCS UCKIIOUHTENBHO C Yy4aCTHEM IIAI[HEHTOB C
HapyiieHueM ¢QyHkiu modek cpemneit crenmenu Tsxectr (KK 30-50 mi/mMuH), monmydaBIImx
naburatpasa 3Texcuiaar 150 MT oquH pa3 B CyTKH, reoMeTpuueckas cpeaHsst Cmin JaOUraTpaHa,
WU3MEpEeHHas B KOHIIE MHTepBaJla JO3UPOBaHus, Obl1a B cpenHeM 47,5 Hr/mi, B auanasone ot 29,6
110 72,2 Hr/mi (quana3oH oT 25-ro 10 75-ro mporeHTHIIeH).
VY DanueHToB, MONy4YaBHIMX JiedeHHe ¢ Uenbio npodunaxtuku BTD mocne omepamuu mo
MPOTE3UPOBAHUIO Ta300€IPEHHOr0 MM KOJIEHHOIo cycraBa B BHJE 103bl 220 Mr naburarpaHa
STEKCHUJIaTa OAUH Pa3 B CYTKHU:

e 90-if mpoueHTWIb KOHLEHTpAalUH JadurarpaHa B IUIa3Me KPOBH COCTaBIISUT 67 HI/mil,

M3MEPCHHBII Ha MUHUMAIIBHOM ypoBHe (depe3 20—28 yacoB mociie mpueMa npeasiayneit
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10361) (cM. pasnens 4.4. 1 4.9.);

e 90-it mpouentwns AYTB Ha MuHHMMansHOM YypoBHe (20-28 wacoB mocie mHpueMma
npeabLLyei 103bl) coctanisit 51 cexkynay, uro B 1,3 pa3za npessimaer BI'H.

OBC He olleHUBAIH y MAIMEHTOB, NOTyYaBIIUX JieueHue (220 Mr naburatpaHa dTeKCUIaTa OIUH
pa3 B CyTku) c uenblo mnpoduiaaktuku BTD mocne Xupyprudyeckoro BMELIATENBCTBA IO
MPOTE3UPOBAHUIO Ta300€IPEHHOTO MIIH KOJIEHHOTO CYCTaBa.

IIpogunaxmuxa uncynoma, CUCMEMHBIX MPOMOOIMOONUL U CHUICEHUE CEPOEUHO-COCYOUCMOU
cmepmuocmu y nayuenmos ¢ HOIT

Cpennsis reomerpuueckass Cmax JaburarpaHa B IUIa3Me€ KPOBH B PAaBHOBECHOM COCTOSHHH,
n3MepeHHas IPUMEPHO depe3 2 yaca IocIie MoTydeHns qaburatpana stekciara 150 mr nsa pasa
B CYTKH, cocTaBisuia 175 Hr/ma ¢ pmanazonom 117-275 ur/mn (auana3oH ot 25-ro mo 75-ro
npouentuieit). Cpennss reomerpudeckas Cmin faburarpasa B IUIa3M€ KPOBH, U3MEpPEHHas B
YTpEHHHE 4achl B KOHIIE MHTepBaja J103upoBaHus (T. €. depe3 12 yacoB mocie mpuemMa BHYTpPb
naburatpaHa dTekcunata 150 Mr B BedepHHe uachl), cocTaBuia B cpeaHeM 91,0 Hr/mu c
nuana3zonoM 61,0-143 ur/mi (uana3oH oT 25-ro 10 75-ro NponeHTHIeH).

s naruertos ¢ HOI, momyyaromux jJedeHne ¢ Hebio TPOGHIaKTHKA HHCYIIETa M CHCTEMHBIX
TpoMO0sMO0Mii B BUze nadburatpana stekcuiara 150 Mr aBa pasa B CyTKH:

e 90-if HpPOUEHTWIH KOHIEHTpAlM{ JpaduratpaHa B IUIa3Me KpPOBH, HM3MEPEHHBIH Ha
MHHHIMAaJIbHOM ypoBHe (depe3 10—16 uacos nocie npuema npeaslaymeii J03bl), COCTaBII
0Kko0110 200 Hr/MiT;

e DOBC Ha MEUHMMaIBHOM ypoBHE (depe3 10—16 gacoB mociie mpreMa IpeasIIyIei 10351),
npesbinatomiee BIH npumepro B 3 pa3za, oTrHocutcss K HabOmomaemomy 90-my
nporerTwro yamuaerns OBC Ha 103 cexyHapl;

e orHomenne AYTB, npessimatomee BI'H B 2 pa3za (nposnonrauus AYTB npumepHo Ha
80 cexyna) Ha MUHUMaBHOM ypoBHE (10—16 yacoB mociie mpuema NMpeapLAyIei 10361),
otpaxaeT 90-i MPOLEHTHIIL HAOTIOICHUH.

Jleuenue ocmpozo TI'B u/unu TOJIA u npoghunakxmurxa cmepmenvHuIX UCXO008, BbL3bIEAEMbIX
amumu 3a601eeanusmu. Ipoguraxmuxa peyuousupyioweeco TI'B u/unu TOJIA y es3pocvix
nayuenmoe

VY manmenTtos, noixy4aBmux jedeHue TI'B u TOJIA (maburatpana stekcuiar 150 mr 1Ba pasa B
CYTKH), cpeqHssa reomeTpuyeckas Cmin aburarpana, n3mepeHHas B TedeHue 10—16 gacos mocie
npuema J103bl B KOHIIE MHTepBajia 103MpoBaHus (T. €. uepe3 12 yacoB mocie npueMa qadurarpana
atekcrnata 150 Mr B BeuepHHE 9achl), cocTaBuia 59,7 Hr/mi ¢ auana3oHom oT 38,6 1o 94,5 ur/min
(mmanazon ot 25-ro go 75-ro mponeHtwier). Ilpum nedennmn TI'B u TOJIA (maburarpana

sTeKkcuat B 1o3e 150 mMr 1Ba pasza B CyTKH):
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e 90-if IpOLEHTHIb KOHIIEHTpalMii naburatpaHa B IUTa3Me KPOBH, H3MCPECHHBIM Ha
MHHUMAIbHOM ypoBHe (depe3 10-16 yacoB mocrie monydeHHs MpeAbIAyLICH H03bI),
cocTaBuII 0KoJI0 146 Hr/mi,

e D5BC Ha MuHHManbHOM ypoBHE (depe3 10—16 uacoB mociie mpueMa IpeabIIyIei 1036l),
HPEBBIIIAIONIEe HCXOIHBIH OKa3aTelb IPUMEPHO B 2,3 pa3a, OTHOCHTCS K HAOII01aeMOMY
90-my mpouenTumo yanuHeHus OBC Ha 74 cexyHIb;

e 90-if mpouentnr AYTB Ha wmuHMManbHOM ypoBHe (10-16 yacoB mocie mnpuema
OpensAymeil 103bI) COCTaBIAN 62 CeKyHAbl, 4To B 1,8 pa3 mpeBbIIaeT HCXOIHBIN
HOKa3aTelb.

JlanHble 1o GapMaKOKMHETHKE Y MAl[MeHTOB, MOJIYYaBIINX JIeUeHHe Ta0urarpaHa STEeKCUIaTOM B
no3e 150 Mr 1Ba pasa B CyTKH ¢ 1ienbio npodunaktiku penuauBoB TI'B u TOJIA, otcyTcTBYIOT.
Knunnyeckas 3¢ ekTHBHOCT 1 6€30I1aCHOCTD

OmHuuueckoe npoucxoxcoeHue

KnnHn4eckr 3HAYMMBIX OSTHHYECKHX pa3IMYMid Cpemy IAllMEHTOB EBPOICOUIHOH packl,
ajpoamepHKaHIIeB, IaTHHOAMEPUKAHIIEB, MOHTOJIOUTHON pack! (anueHToB u3 Anoxuu u Kuras)
He HaOJIIoIalIy.

Hpoduraxmuxa BTD y nayuenmos nocie 0OWUPHO20 XUPYPSUYECKO20 8Meulamenbcmed no

npome3suposaHuro cycmaesos

PesynpTarhl KIMHUYECKUX UCCIEN0BaHUHN y NALIUEHTOB, IEPEHECHINX OPTONEIUYECKHE Ollepaluy
(3HIONPOTE3UPOBAHNE KOJIEHHOTO M Ta300€IPEHHOTO CYCTABOB), MOATBEPAMIN COXpaHEHHE
[apaMeTpoB TeMOCTa3a M SKBHUBAJICHTHOCTb IpuMeHeHus 75 mr mwim 110 mr paburarpana
oTeKcunaTta uepe3 1-4dyaca mocie XUPYpPrHYECKOro BMEIIATENbCTBA U HOCIEAyHOLIeH
nojepxkuBaroeit 103el 150 nnm 220 Mr ofMH pa3 B cyTkH B TeueHue 6—10 quei (mpu onepanyn
Ha KOJICHHOM cycTaBe) u 28—35 nHeil (ipy omepanuy Ha Ta300€IPEHHOM CYCTaBe), IT0 CPAaBHEHHIO
C JHOKcalapuHOM B go3e¢ 40 MI' OJMH pa3 B CyTKH, KOTOPbI NPUMEHSIU HaKaHyHe W IIOCie
BMEIIATENIbCTBA.

Tloxa3zaHa >KBHMBAaJICGHTHOCTb AaHTHUTPOMOOTHUYEecKOro 3d¢exra maburarpaHa 3TEKCHIATa INPU
npumenenuu 150 Mr umm 220 Mr o CpaBHEHHIO C SHOKCanapuHoM B 1o3e 40 Mr B CyTKM IIpu
OLICHKE OCHOBHOW KOHEUHOM TOUYKH, KOTOPask BKIIOYAET BCE CIIy4aH BEHO3HBIX TPOMOOIMOOIHI 1
CMEPTHOCTb OT JTHOOBIX IPUUHH.

Ipoduraxmuxa uncyroma u_cucmemuou_mpomboamboauu y 83pocivix nayuenmos ¢ HPOII, ¢

OQOHUM U HECKOLbKUMU (DaKmopamu pucKka

HpI/I JJIATCIIBHOM, B CPEAHEM OKOJIO 20 MCCALCB, IPUMCHCHUHN Yy MAIIUCHTOB C q)HGpHHHﬂL[HCfI

npencep)mﬁ 1 ¢ YMCPCHHBIM HUJIM BBICOKUM PUCKOM HMHCYJIbTA UM CUCTEMHBIX TpOM603M6OJTP[ﬁ
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OBLTO MMOKA3aHo, YTO JaburarpaHa 3TeKcuiat B go3e 110 Mr, Ha3HAYEHHBI JBa pa3a B CYTKH, HE
ycrynan BapapuHy 10 3(GQEKTHBHOCTH IPEIOTBPALICHHS HMHCYJIbTa M  CHCTEMHBIX
TpomM6osMObomuii y manmenToB ¢ HOII; Takke B rpymme gaburarpana ObII0 OTMEUEHO CHUKEHHE
pHCKa BHYTPHUYEPEIHBIX KPOBOTEUEHUH M 00IIel JacToThl KpoBoTeueHHH. [IpumeHeHne Goree
BBICOKOH 7103bI mpenapaTa (150 Mr 1Ba pa3a B CyTKH) JOCTOBEPHO CHIDKAJIO PHCK HIIEMHYECKOTO
U TEeMOPpParMueckoro HHCYJIbTOB, CEPIAEYHO-COCYJUCTOM CMEPTHOCTH, BHYTPHUYEPEIHBIX
KPOBOTEUCHHUI M 00IIel 4acTOTHI KPOBOTEUEHHUH 0 CPAaBHEHHIO ¢ BapdapuHOM. MeHbIIast 103a
JaburaTpaHa XapaKTepH30Baach CYIIECTBEHHO 0oJiee HU3KUM PHCKOM OONBIINX KPOBOTCUECHUH
IO CPaBHEHHUIO ¢ Bap(HapHHOM.

Yuctslil kuHUYecKkuil 3G deKT oneHuBaICs IMyTeM OIpeeNeHHs KOMOMHUPOBAHHON KOHEUHOM
TOYKH, BKJIIOUABIIEH 4aCTOTY HHCYJIbTA, CHCTEMHBIX TpoMOo3mbomuii, TOJIA, octporo undapkra
MHOKAap[a, CepACUHO-COCYAUCTOI CMEPTHOCTH U OOIBIMINX KPOBOTCUECHHH.

ExeromHass 4acTOoTa IEPEYUCICHHBIX COOBITMH Yy IAIMEHTOB, MOJNy4YaBIIUX JAaOurarpaHa
9TeKCUIAT, OblIa HIKE, YeM y Ial[MEeHTOB, OTyYaBIINX BaphapuH.

H3meHeHHus B 1a0OpaTOpHBIX IOKa3aTensX (YHKIUM IEYEHH Yy IAlUMEeHTOB, MONy4aBIIUX
naburaTpaHa 3TEKCHJIAT, OTMEYAIUCh CO CPAaBHUMOW MM MEHbLIEH 4acTOTOW IO CPaBHEHHIO C
HaIMeHTaMU, TTOTyYaBIIMMHU BapdaprH.

JlononHuTeNbHOE M3ydeHne JaburatpaHa STEKCHJIaTa B HAOIIOJATENbHBIX HCCICHOBAHUAX Y
nanuentoB ¢ HOII cBunerenscTByer, 4ro mnokaszatend S(PGEeKTHBHOCTH M 0€30HaCHOCTH
mperapara B KJIMHHYECKOH TIPAKTHKE COOTBETCTBYIOT pE3yJbTaTaM pPaHIOMH3HMPOBAHHBIX
HCCIIEIOBAHHUIA.

Pe3ynbraThl  MPOCHEKTHBHOTO  paHaoMu3upoBaHHoro  ucciemoBanus  RE-CIRCUIT
TPOIEMOHCTPUPOBAJIH, UTO BHIOITHEHHE KaTETEPHOH abaIuy y MAEeHTOB C MapOKCH3MAIbHOM
WM TepCUCTHpyIomeld ¢Gubpmwuinued mnpencepanii, MONTydYalOIMUX HENPEPBIBHBIN Kypc
naburatpaHa sTekcmiaarta B jpo3e 150 mr (1 xamcyna) nBa pasa B CYTKH, XapaKTepH3yeTCs
MEHBIIINM PUCKOM OOJIBIINX KPOBOTECUCHHMIT B CPABHEHHH C MAMEHTAaMH, Y KOTOPHIX IpoIeaypa
BBITIOJIHSIIACH HA (hOHE HETIPEPBIBHOTO Kypca BapdhapuHa. Pasnuamii Mexxay rpyInaMu cpaBHSHAS
B OTHOIICHMH YacTOTHl KOMOWHHMPOBAHHOW KOHEYHOH TOUKH, BKJIOYAIOIIEH HHCYIBTEL,
CHCTEMHBIE YMOOJIUH MM TPAH3UTOPHBIE HIIEMUYECKHE aTaKy, BEIIBICHO HE OBLIO.

Tayuenmut, nepenecuue YKB co cmenmuposanuem

Pesynbrats OTKPBITOTO PaHIOMHU3UPOBAHHOTO WCCIICIOBAHHUS RE-DUAL PCI

MPpOAEMOHCTPUPOBAJIM, YTO HPUMEHCHHUE na6nranaHa Tekcwiata B o3¢ 150 mr ngsa pasa B
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CyTKH, 160 B 03¢ 110 Mr 1Ba pa3a B CyTKH B KOMOHHAIMH C KITOIUIOT PEIOM HITH THKAarpeIopoM
y nanueHtoB ¢ HOII, nepenecrimx YKB co creHTupoBaHHEM, XapaKTE€pU3yeTCsl MEHBILIMM
PHCKOM Da3BHUTHS TIEPBUYHOW KOHEYHOH TOUKH (OoNbIIMe ¥ KIMHHYECKH 3HAYMMBIE
KkpoBoTeueHuss 1o kimaccudukanun ISTH) B cpaBHeHMH ¢ KOMOMHHpPOBAaHHOH Teparmuei,
BKJIIOYaroNel B ce0s BapdapuH B COYETaHUU ¢ KiIonuaorpesnoM win tukarpenopom u ACK. Ilpu
5TOM B OTHOLIEHHH KOMOWHHPOBAaHHON KOHEYHOW TOYKH 3((EKTUBHOCTH, BKIIOYABIIEH B ceOs
CMepTh, TpoMOOIMOOIMYECKHe COOBITHSA (MH(ApKT MHOKapAa, WHCYIbT WIH CHCTCMHBIC
9MO0JTHH), THOO HE3aINIAHUPOBAHHYIO PEBACKYIISPH3ALNIO, O0BEIMHEHHAS TPYIIA MAllMeHTOB,
HOJTy4aBIIUX JaOuraTpaHa sTekcuiaT (o0e Ho3bl Ipenapara) B KOMOUHAIMU C KIOMHJOTPEIOM
WM THKarpeinopoM, He ycTymana o 3(GEeKTUBHOCTU TpyIIE ITalUeHTOB, IOTy4YaBHINX
KOMOUHUPOBaHHYIO TEPanuio BaphapuHOM B COYETAHUHM C KIOMUIOTPEIOM MM TUKArpeIopoM U
ACK.

Ipoduraxmurxa mpombo3mMO0AULL Y NAUUCHMOS8 C NPOME3UPOBAHHBIM KIANAHOM cepoud

B xone knmuanyeckux uccnenosanuii dasel Il npumenenus naburarpana srekcuiara u BappapuHa
y NaIUEHTOB, IEPEHECIINX OIEPAIMIO IO 3aMEHe KJIalaHa cepAla MEXaHHYECKUM HpPOTE30M
(HeaBHO IIPOBE/ICHHBIE ONlEpalluy U OIEPaIuy, IPOBEICHHBIE Ooiee 3-X MecsAleB Hazax), ObLIO
BBIBJICHO IIOBBINICHHE YacTOTHl TpoMOOIMOonmid ©  0o0mero 4Ymcina KpOBOTCUCHHH
(TIperMYIIIECTBEHHO 3a CYET MaJbIX KPOBOTCUYCHHII) Y MALMCHTOB, MOJYYaBHIMX daOHrarpaHa
sTeKcwiaT. B paHHEM MocieonepalMoHHOM MepHoAe OOJNbIINE KPOBOTEUEHHs B OCHOBHOM
XapaKTepPU30BAJIMCh TeMOPPAarHyecKuM BBHITIOTOM B MEPUKap, 0COOSHHO y MaIllMeHTOB, KOTOPHIM
nraburaTpaHa STEKCHIAT ObUI Ha3HA4YCH B paHHEM IepHoje (Ha 3 JeHb) IOCiIe XHPYpPruuecKon
3aMeHBbl KiianaHa cepaua (cM. paszen 4.3.).

Jlewenue TI'B u TOJIA y e3pocuvix nayuenmos (newenue TIB/TOJIA) u npogurakmuxa
CMEPMENbHBIX UCX0008, BbI3bIEAEMBIX IMUMU 3AO0NEBAHUAMU, Y 63POCTbIX NAYUEHINOE
Pe3ynbraThl KIMHUYECKUX UCCICIOBAaHUHN Y MAlMeHTOB ¢ HaauyueM octporo TI'B u/umu TOJIA,
KOTOpBIE TMEPBOHAYAIBHO MNOIYYAM IHAPSHTEPAIbHYIO TEPAIUI0 B TCYCHUE, KaK MUHHMYM,
5 nHel, moATBepAMaM, YTO naduraTpaHa 3TeKcwiaT B Jo3e 150 Mr, Ha3HaueHHBIH JBa pas3a B
CyTKH, He ycrynan BapdapuHy 1o 35(¢GEeKTHBHOCTH B OTHOLICHWH CHIXKEHHMS 4YacTOTHI
peunauBupytouiero cumnromaruyeckoro TI'B n/unu TOJIA u cinydaeB cMepTH, 00yCIOBIEHHBIX
9TUMH 3a00JIEBaHUSAMH, Ha NPOTSHKEHHHM O-MECSYHOrO Iepuoja JedeHHs. Y NalUueHTOB,
MOJy4YaBIIMX Aa0UrarpaHa STEKCUJIAT, KPOBOTEUSHHS OTMEYAJIMCh 3HAYMTENIBHO PEXke, YeM y
MaLEeHTOB, MOJTyYaBIINX BapdapuH.

Yacrora pa3BuTHs HH(MApPKTa MUOKAp/a BO BCEX MPOBOJUMBIX HccienoBaHuax nmpu BTD Bo Bcex
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JedeOHBIX TPyIax OblIa HU3KOM.

Toxazamenu @ynkyuu nevenu

B uccrnenoBaHusX ¢ NPUMEHEHHEM AaKTHBHBIX IPENapaToB CPAaBHEHHUsS BO3MOKHbBIC N3MEHEHMS
noKasareneil (pyHKINH MeIeHH BO3HUKAIN Y MAI[MeHTOB, MOMyYaBIINX JaburaTpaHa STEKCUIIAT,
CO CpaBHHMOH WM MEHBIIEH YacTOTOM, YeM Yy HaIlUeHTOB, IONy4aBmHX BapdapuH. B
HCCIICIOBAHNY C IUIane0o0 CYIIECTBEHHOIO pa3iM4MsA B OTHOLICHWH HM3MEHEHHH IOKa3aTenei
(YHKINM TeYeHW, BO3MOXKHO HMEIOIMX KIMHWYECKOe 3HA4YCHHE, MEXIy TIpylnmaMu C
IpUMEHEHHEeM JaburaTtpaHa STeKCHIaTa | IIIare0o He OTMEYasoch.

Ipounaxmuxa peyuousupyroweco TI'B u TDJIA vy e3pociblx nayuenmos (npoduiakmuka

TT'B/TDJIA)

Pe3ynbTaThl KIMHUYECKOT0 HCCIe0BaHM Y MAlMeHTOB ¢ peuuanBupyonmm TI'B u TOJIA, yxe

MOJIy4YaBIIUX B TeueHUe OT 3 A0 12 MecslleB aHTUKOATYJISIHTHYIO TepallUIo U Hy KAaBILIUXCS B €€
MPOJOJDKEHUH, TIOATBEPAMIIH, UTO JICUCHUE JaOUraTpaHa STeKCHIaToM B f1o3e 150 mr iBa pasa B
CYTKH He ycrynano jgedeOHomy 3ddexty Bapdapuna (p = 0,0135). YV nauneHToB, MoIydaBIInx
JlaburaTpaHa 3TEKCUJIAT, KPOBOTEUEHUS OTMEYAIUCh 3HAUUTENBHO DPEXKE, YeM Y MalUEeHTOB,
HOJTy4aBIIUX BaphapuH.

B uccnenoBanuu cpaBHeHUS faburarpaHa STEKCHIATA ¢ IUIANed0 y MalUeHTOB, yxKe MOTyYaBIInX
B TeueHue ot 6 10 18 mecsieB ABK, Ob110 yCTaHOBIIEHO, YTO JabUraTpaH MpeBOCXOAMI IIAe00
B OTHOIICHUH NPOQUIAKTUKI penuauBHpyomero cumnromatuieckoro TI'B/TOJIA, Bxirouas
CIIy4ay CMEPTH OT HEyCTaHOBJICHHON NPUYMHBL; CHIDKEHHE PHCKA 3 MIEPHO]] JICICHUS COCTABIIIO
92 % (p < 0,0001).

YacroTa pa3BUTHs HHpApKTa MHOKapa BO BCeX IPOBOAUMBIX HcciaenoBaHusax npu BTO Bo Beex
Je4eOHBIX IPyIax ObLIa HU3KOM.

Toxazamenu @pynxyuu nevenu

B uccrnenoBaHusX ¢ NPUMEHEHHEM aKTHBHBIX IPENapaToB CPaBHEHUsS BO3MOKHbBIE U3MEHEHMS
nokasarenell (yHKIUH IEUCHU BO3HHUKAIU y MAIUCHTOB, NOIYy4aBIINX JaOHraTpaHa 3TEKCUIIAT,
CO CpaBHHMOW WIJIM MEHbIIEH YacTOTOM, YeM Yy IAaIMeHTOB, NOIydaBHIMX BapdapuH. B
HCCIICIOBAHNH C IUIanebo0 CYIIECTBEHHOIO pa3iN4Ms B OTHOLICHWH HM3MEHEHHH MOKasaTternei
(YHKIMM MEYeHH, BO3MOXKHO HMEIOIIUX KIMHMYECKOe 3HAyeHHe, MEXIy TIpylnmaMu C
MpUMEHEHHEM JaduraTpaHa dTeKCUIIaTa 1 rianedo He 0TMEYanoch.

5.2. ®apmMakoKHHeTHYECKHE CBOICTBA

Tlocne mpuema BHYTph nmaburatpaHa 3TEKCHIAT OBICTPO M IIOJHOCTHIO IIpEBpamaercs B
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naburaTpaH, KOTOPHI SBJISIETCS akKTUBHON (hOpMOii B ITa3Me KpoBH. PaciienieHue npoiexapcTsa
TaburaTpaHa 3TEKCHJIAaTa B pe3ylbTaTe KaTalM3UPYeMOro 3CTepa3oi TMAPOIH3a A0 aKTHBHOTO
BelllecTBa jJaburarpaHa siBisieTca npeoOnajaromieil MeTaboaudeckoil peakuuei. A6GcoroTHas
OMOIOCTYHOCTD HaburaTpaHa rmocie nprueMa BHyTpb COCTaBHIIa IPUMEPHO 6,5 %.

Tlocne mpuema BHYTPh Yy 3HOPOBBIX JOOPOBOJIBIEB (HAPMaKOKHHETHUECKUH MHpOQIIb
JaburaTpaHa B IJIa3Me KPOBH XapaKTepHU3yeTCs OBICTPHIM YBEIMYEHHEM €ro KOHLCHTpAalUW B
1asMe KpoBH, Ipu 9ToM Cmax focturaercs B Teuenue 0,5 u 2,0 yacos mocie npuema.
Abcopbuns

Ilpy npumeHeHuM paburaTpaHa STeKcuiata depe3 1-3 yaca Mocie ONEPaTHBHOTO JICUCHHS
OTMEYaeTCsl CHIDKEHHE CKOPOCTH BCachblBaHMS Ipernapara IO CPaBHEHUIO CO 3J0pOBBIMU
no6posomsaMu. AUC  xapakTepu3yeTcsl IIOCTEIIEHHBIM IIOBBIICHUEM aMIUIMTYABI 0e3
HOSBJICHUS BBICOKOTO IMKA KOHIEHTPALMHK B IIa3Me KPOBH. Cmax B IIa3Me KPOBU OTMEYAETCS
yepe3 6 4acoB IIocie IPUMEHEHMs naburarpaHa sTekcunaTta. CielyeT OTMETUTb, YTO TaKue
(aKTOphl, KaK aHECTE3Ws, Iape3 JKeNyZOYHO-KUIIEYHOTO TPaKTa M XHUPYpPrudyecKas ONeparus
MOTYT HUMETh 3HAa4eHHE B 3aMEAJICHHU BCACBHIBAHUS HE3aBUCHMO OT JICKApPCTBEHHOH (HOpMBI
npenapara. CHUJKEHHE CKOPOCTH BCachbIBaHMS Iperapara OTMeYaeTcs OOBIYHO TOJNBKO B JAEHb
omepanyy. B nocnenyronme nHE BcackIBaHUE TabHTraTpaHa IPOUCXOIUT OBICTPO, C TOCTHIKCHUEM
Cmax gepes 2 gaca I1ocJie ero NpreMa BHYTPb.

IIpuem numu He BaMAeT Ha OMOJOCTYHIHOCTb JaOUraTpaHa STEKCHJIAaTa, OJHAKO BpeMs
noctikeHust Cmax BO3pacTaer Ha 2 4aca.

3naueHUs Cmax 1 AUC ObIIH IPOIIOPIHMOHATEHBI IPHHATOW BHYTPB J03€.

ITpu npueme naburarpaHa 3TeKCHIIaTa B BHIE MEUIET 0€3 CIEIHaIbHON KarCyJIbHOW 000JI0UKH,
U3TOTOBJICHHOM U3 THIPOMEIUIO3bl, OHOJOCTYIHOCTh HaburarpaHa IO CPaBHEHUIO C
JIEKapCTBEHHON (OpMOII B Kalcyldax MOXKET YBEIWYMBATHCSA IPUMEpHO Ha 75 % 1pH
OHOKPAaTHOM TipueMe U mpuMmepHo Ha 37 % TpH JOCTIKEHHH PABHOBECHOTO COCTOSHHSL.
TloaToMy cremyeT coxpaHSATh LEIOCTHOCTb KallCyl, M3IOTOBJECHHBIX M3 TMIIPOMEIUIO3bI, IIPH
NpUMEHEHNH TIpernapata C TeM, 4ToObl H30eXaTh HENpeIHAMEPEHHOTO ITOBBIIICHUS
6uomoctynHocTH faburarpana stekcuiaTa (cM. paszaen 4.2.).

Pacnipenenenue

Habmoanocs He3aBHCHMOE CBS3bIBaHHE JabUTraTpaHa ¢ OeJIKaMH IUTa3Mbl KPOBH YelIOBEKa MPH
Huskoii (34-35 %) ero xonuentpauu. O0beM pacnpeaeneHus gadurarpana cocrasiser 60-70 i
U IIPEBOCXOAUT 00BbEM OOILIEro COAepKaHUsA BOJABI B OPraHM3ME, YTO yKa3blBaeT HA YMEPEHHOE
pacmpezieneHue 1aburarpaHa B TKaHAIX.

Buorpancdopmanus

Merabomusm u BBIBCICHHC L(a6nranaHa usydyajau TI0CJI€ OAHOKPATHOIO BHYTPUBEHHOTO
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BBE/ICHHS PaJIMOAKTHBHO MEYEHOT0 JaburarpaHa 3JA0pOBbIM MykunHaM. [Tociie BHYTpUBEHHOTO
BBEIICHUs paIMOAaKTHBHAS METKa Ja0urarpaHa BBIBOIMIACH B OCHOBHOM moukamu (85 %).
BriBenenue uepe3 KMIIEYHUK COCTABIAIO 6 % OT BBeIeHHOMH 103bl. CTeneHb U3BJICUSHUs 00Len
paaroakTUBHOCTU cocTaBisiia 88—94 % oT BBelEeHHOH 03I Yepe3 168 4acoB mocie BBEICHHUS
JIO3BL.

JlaburaTpan mojaBepraeTcs KOHBIOTAMU C 00Opa3oBaHMEM (DapMAaKOIOTHUECKH AKTHUBHBIX
aIUINTIOKYpoHUIoB.  CyIIECTBYIOT 4YeThIpe MO3MIMOHHBIX u3omepa, 1-O, 2-O, 3-0, 4-O-
AIWIITIIIOKYPOHUI, KB M3 KOTOpPBIX cocTaBisieT MeHee 10 % oT o0mero KoimuecTBa
naburatpaHa B riasMe KpoBu. Crieqpl IpYrux MeTabONUTOB OOHAPYKUBAKOTCS TOJBKO MPH
UCIIOJIb30BAaHMH BBICOKOYYBCTBUTEIBHBIX aHAIUTHYSCKUX MeTonoB. Kak mpaBuio, naburarpan
BBIBOJUTCS B HEM3MEHCHHOM BHJEC TOYKAMH CO CKOpPOCTBIO mpumepHo 100 mu/MuH,
COOTBETCTBYIOILEH CKOPOCTH KityboukoBoii punprpanuu (CKD).

DauMUHAIMS

KoHnneHtpanus naburatpaHa B IUIa3Me KPOBH HPOAEMOHCTPHPOBaNa OHIKCIIOHEHIHAIBHOES
CHIDKEHHE CO CPEJHHMM KOHEUHBbIM IepuojoM mnoiyBbiBefeHus (T'2) 11 uyacoB y 310poBbIX
JIOOPOBOJIBIIEB TIOXKUIIOTO Bo3pacTa. [locie MHOTOKpaTHOrO MPUMEHEHUsI Ipernapara KOHSYHbINH
T’ cocraBun okono 12-14 yacos. T’z He 3aBHUceN OT NPUHATON BHYTpb A03bl. T2 yamuHsercs
IpH HApyIEHNN QyHKIMHU 0YEK, 9TO OTpaxkeHo B Tabmume 28.

q)a“MaKOKI/IHeTHKa Y Pa3JHUYHbIX TPYIII TAITMCHTOB

Toueunas nedocmamounocmo

B uccrnenoBanusx I ¢passl sxcnosuims (AUC) maburatpana mocie npueMa BHYTPb IPUMEPHO B
2,7 pa3 BellIe y 10OPOBOJIBLEB ¢ yMEPEHHOH NoueuHoi HepocTatouHOCThIO (KK 30-50 Mir/Mun),
4YeM y 100OpOBOJIbIIEB 0e3 HapyIIeHUH (QYHKIIUU MTOYEK.

YV HebobIIoro yrcia 100pOBOJIBIEB ¢ MOYSYHOH HEOCTATOYHOCTHIO Tskenol crerneru (KK 10—
30 mi/muH) AUC naburatpana Obliia mpuMepHO B 6 pa3 Bbile, a T npuMepHO B 2 pa3a AJIMHHEE,
YeM y ManeHToB 0e3 MoyeyHoi HelocTaTOYHOCTH (CM. paszaensl 4.2., 4.3. u 4.4.).

Tabmuna 28. T2 coBOKYNHOro na0MraTpasa y 3J0pPOBBIX YYAaCTHHKOB H YYaCTHHKOB ¢

HapyuieHHeM GyHKIHMH N0YeK

CKO, Cpennuii reomerpuyeckuii (gCV %; nuanason) T [uyac]
[ma/mMunH]
>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)
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Kpome Toro, skcnosumuro naburatpaHa (MHHHMaJbHOE M IIMKOBOE 3HAYCHHSA) OLCHWBAIM B
MPOCTIEKTUBHOM OTKPBITOM PaHIOMHM3UPOBAHHOM (hapMaKOKHHETHUECKOM HCCIICIOBAaHUH Y
nauuentoB ¢ HOII u HapyimeHueM (yHKUMM TOYEK TSDKENIOM cTeneHu (ompenensieMoi Kak
kiupenc kpeatununa [KK] 15-30 mur/mMuH), nosydaromux 1adurarpaHa 3TeKCHIaT 75 Mr Jia pasa
B CyTKH.

Taxkoii pesxuM npuBes K cpenHeil reoMeTpuueckoil MUHHMabHOI KoHIeHTpauuu (Cmin), paBHOM
155 ar/ma (gCV — 76,9 %), M3MepeHHOH HEMOCPENCTBEHHO Iepes MONyYeHHEM CIeAyIOIIeH
JIO3bI, U K cpeaHeit reoMeTpudeckoi Cmax, paBHO# 202 ur/mi (gCV 70,6 %), n3MepeHHOit uepe3
JIBa 4aca MociIe MOTyYeHNUs TTOCIeHeH JI03bI.

BeiBenenne naburarpana IocpeCTBOM I'eMOJMalIN3a HCCIeA0BaIN y 7 MAalMeHTOB C IOYEYHON
HEJOCTaTOYHOCTHIO B TEPMUHAIBHON cTaauu 6e3 pudpmuiauu npeacepanii. Jnamms mpoBogunu
CO CKOpOCThIO IOTOKa auanu3ata 700 MII/MUH, NPONOKHUTETBHOCTBIO 4 4aca M CKOPOCTBIO
kpoBoroka 200 mu/muH wiau 350-390 mu/mMuH. DTO mpHBeno K cHmwkendto ot 50 go 60 %
KOHIICHTPAIlUM ~ JTa0WraTpaHa  COOTBETCTBEHHO. KoIM4YecTBO  BelIecTBa,  BBIBOIMMOIO
MOCPEACTBOM  JMaNW3a, IMPONOPLUOHAIBHO  CKOpPOCTH  KpoBoToka 10 300 mui/MHH.
AHTHKOAryJIsiHTHas aKTHBHOCTb Ja0WraTpaHa CHIDKAJach 110 Mepe yMEHBIICHHUS ero
KOHIIGHTpAaIludH B IUIa3Me  KpOBH;  Mpoledypa HE BIWsIa HAa  COOTHOLICHHE
(apMakoknHeTHKa/papMaKOJMHAMUKA.

Tayuenmor noscunozo eospacma

Crennduueckne (papMaKOKHHETHYECKHE HCcIefoBaHusA [ Gassl ¢ ydJacTHeM MaIMeHTOB
MOXHJIOro Bo3pacra npoaemoncTpupoBany yBenunuenne AUC Ha 40-60 % u Cmax — OoJiee ueMm Ha
25 % 1o cpaBHEHHMIO C TAKOBBIMHU Y MOJIOABIX IOOPOBOJIBIIEB.

BunusiHEe BO3pacTa Ha SKCHO3MIMIO JabUratpaHa IMoATBepuiIH B uccienoBanuu RE-LY ¢ 6onee
BBICOKOH Cmin IpuMepHO Ha 31 % y manmeHToB B Bo3pacte > 75 JeT u npuMepHo Ha 22 % Gomnee
HHU3KOM MHHUMAaJIbHOW KOHIIGHTpalMell y HaleHTOB B Bo3pacTe < 65 1eT Mo CpaBHEHHIO ¢
MaeHTaMu B Bo3pacte oT 65 10 75 net (cM. paznensl 4.2. u 4.4.).

Teuenounas HedoCmamouHoOCnb

He naGmromanu n3MeHEHMH B OKCIO3MLUM paburatpaHa y 12 ydyacTHMKOB C IEYEHOYHOMH
HEJOCTaTOYHOCTBIO CpefHell cTemeHn TsokecTH (kiaacc B mo kmaccudukanum Yaitng-IIsio) mo
CpaBHEHUIO ¢ 12 manueHTaMu U3 KOHTPOIBHOH Ipynisl (CM. pasaensl 4.2. u 4.4.).

Macca mena

Cmin Iaburatpana Obuti npuMepHO Ha 20 % HWKe y TalMeHToB ¢ Maccoil tema > 100 kr mo
cpaBHEHHIO ¢ manueHTamu ¢ Maccod Tena 50-100 kr. BomsmmacTBo (80,8 %) moGpoBonbieB
OTHOCHJINCH K TpyIe MalMeHTOB ¢ Maccoil Tema >50 kr u < 100 kr, sSBHBIX pasnuuuii He

orMeuyanu (cM. paszpensl 4.2. u 4.4.). JlocTynHbl OrpaHHYEHHbIE KIMHUYECKUE MaHHbIE IS
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MManyEeHTOB ¢ Maccoi Tema < 50 kr.

Ton

OKCIo3uIMA ACHCTBYIONIETO BEIECTBA B HCCIEAOBAHUAX NepBUUHOI mpodunaktuky BTO Obina
npumepHo Ha 40-50 % BhIIE y MAI[MEHTOB >KEHCKOTO IIOJIa; KOPPEKIMS MO3BI IperapaTta He
Tpedyercs.

Dmuuueckoe npoucxogicoetue

He perucTpupoBaiy KIMHHYECKH 3HAUMMBIE MEXITHHYECKHE PA3NIMUMs MEXKIY IalUeHTaMU
€BPOIECONTHON packl, adpoaMepHKaHIIAMH, JaTHHOAMEPHKAHIIAMH, SIOHIIAMH M KHTalIlaMH B
OTHOIIECHNH (papMAaKOKHHETHKU U (hapMaKOAUHAMUKY Ja0uraTpaHa.

CDa[ YMAaKOKHMHCTHYCCKHUEC B3aUMOJICUCTBUS

HccnenoBaHus B3aMMOACHCTBHS B YCIIOBHSX iN VitrO He moKas3ann MHruOHpOBaHUS WM HHAYKLMH
OCHOBHBIX ~H30()EpPMEHTOB CHCTeMbl ImTOXpoMa P450. DOrto ObUIO MOATBEPXKIECHO
HCCIENOBAaHUAMHM B YCIOBHMSX N VIVO Ha 370pOBBIX J0OpOBONBLAX, KOTOpbIE HE
MPOJIEMOHCTPUPOBAIM B3aUMOJECHCTBUS MEXKTY STHM JICUCHUEM U CIIEAYIOLUIUMH JeHCTBYIOIUMU
BemecTBamMu: aropsactaTuHoM (m3odepmenT CYP3A4), nurokcmHOM (B3aMMOACHCTBHE C

nepeHocyrkoM st P-gp) u nuknodenakom (u3odepment CYP2C9).

6. ®APMAILIEBTUYECKHE CBOMCTBA
6.1. [IepeuyeHb BCIOMOraTeJIbHBIX BellleCTB
Bunnas xuciora
I'mnpomennosa
l'unponoza
Tanek
CocraB Kamncynsl:

Kpvuweuka u kopnyc:

Turana nuoxcun (E171)
Wnpuroxapmus (E132)
Kapparunan

Kamus xnopug
I'mnpomennosa

Bona ounmiennas

Cocmas uepnun:

Mennak

DTUIOBBIH CIIUPT 6e3BOIHbIH

H3onponaxon!
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Byranon!

TTpommIeHT INKOTH

AMMMAaKa pacTBOp KOHIIEHTPHUPOBAHHBII"
XKenesa oxcun yepHsiit (E172)

Kanus rugpoxcun

Bona ounmennas®

13 1ioBBIil cUpPT 6e3BOMHBIH, M30NPONAHON, GyTaHOMN, TPOIHIEHIIHKONb, aAMMHAKa PAacTBOP
KOHIICHTPUPOBAHHBIN, BOJA OYMINCHHAs HE MPHCYTCTBYIOT B Kalcyje, BBITAPUBAIOTCS IIPH
HaHECEeHUHU.

6.2. HecoBMecTHMOCTD

Henpumenumo.

6.3. Cpok roaqHocTH (CpoK XpaHeHHs1)

3 roxa.

Cpok roIHOCTH IIperiapara Hociie BCKPHITHS (GiakoHa — 4 Mecsna.

6.4. OcoOble Mepbl IPEA0CTOPOKHOCTH IPH XPAHEHUH

baucrep

XpaHuTh IpH TeMrepartype He Boime 25 °C, B OpUTHHAILHOM OJHCTepe (C BIArONOTJIOTHTEIIEM)
JULS 3aIUTHI OT BJIArH.

®PrakoH

XpaHUTh MpH TeMIiepaType He Boiire 25 °C, B OpUrHHAIBHOM (JIakoHE (C BJIaronorjoTHTEIEM)
JULSL 3aIIUTHI OT Bard. XpaHUTh (HIIAKOH IJIOTHO 3aKPBITHIM.

6.5. XapakTep u coep:kaHue NePBUYHON YIAKOBKH

ITo 10 kamncyn B Gnucrepe-u3 KOMOMHHPOBaHHOTO Matepuaia u Biaaronorioturens (OPA/AI/PE
+ DES) u ¢onsru amomunnesoii (Al/PE).

ITo 3, 6 unu 9 GaKMCTEPOB BMECTE C JIMCTKOM-BKJIA/IBIIIEM ITOMEIIAIOT B MTAYKy KapTOHHYIO.

ITo 60 xamcyn Bo ¢uiakoHe W3 moJaudTHIeHa BbICOKOW MiotHocTH ([IDBII), ykymopeHHOM
nonunponuieroBoi (I1IT) kphIKoi ¢ BIAromoOIIOTHTENEM U KOHTPOJIEM HepBoro BekpeItus. [1o
1 daxoHy BMeCTe ¢ TMCTKOM-BKJIABIIIEM IIOMEIIAIOT B IAUKy KAPTOHHYIO.

MynbsruynakoBka: mo 10 kancyn B Onucrepe W3 KOMOWHHPOBAHHOTO MarepHala |
piaronoriorutenss (OPA/AI/PE + DES) u donern amomunnesoii (Al/PE). ITo 6 6xmcrepos
BMECTE C JINCTKOM-BKJIAIbIIIEM TIOMELIAIOT B AYKy KapTOHHYIO.

Ilo 3 mauku KapTOHHbIE MOMEILAIOT B 1a4YKy KAPTOHHYIO M MAPKUPYIOT STUKETKOM MM 110 3 Mauku
KapTOHHBIC CKPEIUIAIOT IIPH IIOMOIIN JICHTHI U3 MOJUITHICHA 1 MAPKUPYIOT STUKETKOH.

He Bce pa3Meps! yImakoBOK MOTYT OBITh JOCTYIIHBI AT PEaTU3alum.
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6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHHYTOKEHHH  HCMOJIb30BAHHOIO
JIEKAPCTBEHHOI'0 npenapara NN 0TX0/10B, NOJYy4Y€HHBIX mocJjie NMPUMEHEHUS
JIEKAPCTBEHHOTO Mpenapara, i APyrue MAaHUMYJISIHAHA ¢ IPenapaToM

WHCTPYKIMS [10 BCKPBITUIO OJaUcTEPa

N3Bneusb kancyiny HEOOXOAUMO CIEIYIOUIUM 00pa3oM:
1. CornyTs OmHCTEp IO IMHHUHU PAa3pbIBa, OTACIHB OJHY SYCHKY.
2. BCckphITh OuCTEp, OCTOPOXKHO MOTAHYB 3a Kpai QoNbru.
3. OcTOpOXXHO M3BJIEYD KAICyITy.
4. TIpornoTuTh Kamcyiy HeIuKOoM, 3alMBasi CTAKaHOM BOJIbI.
e He BEIIaBIMBaTh Kancyiy 4epes Goibry.
e He cHumars (onbry npu OTCyTCTBUM HEOOXOAUMOCTH B KaIcyle.

HMHCTpYKIKS 10 OTKPBITHIO CbJ'IaKOHa

1. Haxmure 1 MOBEpHUTE KPBIIKY (IIAKOHA.
2. Tlocne n3BNIEUCHUS KAICYIIbl HE3aMEUTUTEIBHO INIOTHO 3aKPOiTe (hIIakOH KPBIIIKOH.
Bech ocraBmmiics ekapcTBEHHBIH IPeNapaT ¥ OTXOABI CIeLyeT YHHUTOXKHUTE B YCTAHOBICHHOM

HOpsKE.

7. JEPXATEJIb PETUCTPAIUOHHOI'O YAOCTOBEPEHUS
Poccuiickas denepanus
000 «KPKA-PYC»,143500, MockoBckas o0, r. Mcrpa, yi. MockoBekast, 1. 50
Ten.: +7 (495) 994 70 70
Daxc: +7 (495) 994 70 78
Anpec 1. moutsl: krka-rus@krka.biz
7.1. IlpeacTaBuTe/ib Aep:KaTelisi PperuCTPAIlHOHHOIO Y10CTOBEepeHHUs!

[IpeTeH3nn moTpeOUTENEH HAIPABIIATE 10 aIPECY:

Poccuiickas ®edepayus

000 «KPKA-PYC»

143500, MockoBckas 0011, . Mctpa, yin. MockoBckas, 1. 50

Ten.: +7 (495) 994 70 70

Daxkc: +7 (495) 994 70 78

Anpec a1. outsr: krka-rus@krka.biz

Pecnybonuxa Berapyco

[MpencraButenbctBo Axnmoneproro odbmiectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecny6nuka Cnosennsi) B Pecniyonuke benapychb

220114, r. MuHck, yi. @unumoHoBa, 1. 25T, oduc 315
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Ten.: 8 740 740 9230

Daxc: 8 740 740 9230

Anpec ai. nourst: info.by@krka.biz

Pecnybauxa Kazaxcman

TOO «KPKA Kazaxcrau»

050040, r. Anmatsl, Muxpopaiton KOKTEM-1, nom 15A, oduc 601

Ten.: +7(727) 311 08 09

Anpec o1 outsr: info.kz@krka.biz

Pecnybnuxa Apmenus

TIpencraBurensctBo «Kpka, 1.1., HoBo mecto» B PecniyOiiike ApMeHust

0001, r. Epesan, yn. Hanbanmss, n. 106/1 («CASAT-HOBA» BUBHEC-LIEHTP), ouc 103
Temn.: +374 11 560011

Anpec 1. moutsr: info.am@krka.biz

Kuvipevizckas Pecnyonuxa

[pencraButensctBo AO «KPKA, ToBapna 3apaBuin, n.1., HoBo mecto» B Keiprizcrane
720040, Yyiickas obnactb, . bumikek, OynpBap DpKkuHIMK, A. 71, G0k A

Tem.: + 996 (312) 66 22 50

Anpec 1. moutsr: info.kg@krka.biz

8. HOMEP PETMCTPAIIMOHHOI'O Y IOCTOBEPEHHSI
JITT-Ne(000697)-(PT-RU)

9. JATA NEPBUYHOM PEFTUCTPALIAU (TIOATBEPXKJIEHUS] PETUCTPAILIUH,
INEPEPEI'MCTPAIIUN)

Jlara nepBoii peructpauuu: 15 ampens 2022 r.

10. IATA IEPECMOTPA TEKCTA
18 mapta 2024 r.
OO6m1as XapaKTepruCTHKA JIeKapCTBEHHOTO IpernapaTa JJabiKcoM A0CTymHA Ha HHPOPMAIIOHHOM
nopraie EBpasniickoro S5KOHOMHYECKOT0 cO03a B HH()OPMAIIMOHHO-KOMMYHHUKaHOHHON CETH

«Uurepuet» https://eec.eaeunion.org.
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