1.

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPETTAPATA

Habukcom, 110 mr, kancyJsl

2.

KAUYECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB

JleiicTByro1IIee BEMIECTBO: Ja0urarpaHa TeKCUar.

Kaxnas kancyna comepxut 110 mr maburarpaHa 3TekcuiaTa, 4TO COOTBETCTBYeT 126,87 mr

nmaburatpana aTekcuiara Mesunara u 294,06 Mr naburarpata cyocTaHIUU-TIEIJICTHI.

[TonHbIi TepedeHb BCIIOMOTATEIBHBIX BEIIECTB MIPHUBEIEH B pa3zaeie 6.1.

3. JIEKAPCTBEHHAS ®OPMA

Kancysr.

Kancynbr Ne 1. Kppliieuka u kopryc KamncyJiisl — CHHero 1eta. Ha kopimyc Karcyiibl 4epHbIMU

yepHUIaMu HaHeceHa Haamuch « 1 10». ComepikuMoe KarcyIibl: MeJUIeTH OT )KeITOBATO-0eII0ro 10

CBCTJIO-KCITOI'O IIBCTA.

4. KIMHUYECKUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

[TepBuyHas npoduiakTHKa BEHO3HBIX TPOMOO3IMOOIMUECKUX OCIOKHEHHUH y B3pOCIBIX
NAIMEHTOB, MEPEHECIINX IJIAHOBOE TOTaJIbHOE SHJIOMPOTE3UPOBAHUE TAa300€APEHHOTO
CyCTaBa WM TOTAJILHOE dHJONPOTE3UPOBAHUE KOJEHHOTO CyCTaBa.

[TpopunakTuka MHCYJIBTA, CHUCTEMHBIX TPOMOOAMOOJIUMH M CHI)KEHHE CepledHO-
COCYIIUCTOM CMEPTHOCTH Yy B3pOCJHBIX MAI[MEHTOB C HEKJIAmaHHOW (uopuuisuei
npeacepauii (HOII) u ogaum mim 6onee pakropamu pucka, TAKUMH KakK IMEPEHECEHHBIN
MHCYJIBT WIN TpaH3UTOpHas uiemudeckas ataka (TUA), Bo3pact > 75 ner, XxpoHUUecKast
cepaeyHas HeJAOCTaTOYHOCTh (= |l dyHKIMOHAaTBPHOTO Kiacca MO  KJacCH(UKaAIUN
NYHA), caxapuplii aumaber, apTrepuaibHas TUIEPTEH3Us, COCYAMCTOe 3aboiieBaHHE
(mepeHeceHHbI HMH(ApPKT MHOKapnaa, 3aboneBaHue NepUPepUUecKUX apTepuil HiIu
aTEePOCKJIEPOTHIECKas OJISAIIKA B a0pPTe).

Jleyenue u nmpoduiIakTHKa PelMIMBOB OcTporo Tpombo3a riryookux BeH (TI'B) w/mmm
TpomMO0IMOoNMK sterounor aprepuu (TDJIA) u mpodunakTika CMEpPTEIbHBIX HCXOOB,

BBI3BIBACMBIX 3TUMU 3360HCBaHI/I$IMI/I, Y B3pOCJIbIX TAlTUCHTOB.

4.2. PesxuM 103MpOBaHNs U CNIOCO0 NPUMEHEHUs!

PesxuM no3upoBanus




[Ipenapar /labukcom BeiTTyckaercs B karcynax 75 mr, 110 mr u 150 mr.

Iepsuunas npopuiaKkmuxka 6eHO3HLIX MPOMOOIMOOIUUECKUX OCIOHCHEHUIL Y 83DOCTbIX

RAYUEeHM 08, nepeHecuiux NiaH080e MomaibHoe IHOONPOMEe3UPo8aHUe ma3odeopeHHo20

Cycmasa Uiy momanbHoe IHOONPOME3UPOBAHUE KOJIEHHO20 CYCMABa

PGKOMGH,Z[yeMBIe J03bI IIpCIiapara Z[a6I/IKCOM " IIPOAOJIKUTCIBHOCTL TCPAIIUN JJIA HepBH‘IHOﬁ

HpO(l)I/IJ'IaKTI/IKI/I BCHO3HBIX

npencraicHsl B Tabmwuie 1.

tpomboaMOonuii  (BTD) mnpu

OpTONCANYCCKUX

orIepanusax

Taﬁ.lmua 1. PeKOMeHL[yeMLIe A03bI MU MNPOJOIKHTCJIBbHOCTH TeEpanuu AJIs HepBH‘lHOﬁ

npopuaaktuku BTI npu oproneanyeckux onepanusix

Hauauso jieyennss | Hauajuo npuema | IIpoposxurebHOCTH
B JeHb ONepanuy | Moiep:KuBaoniei npueMa
yepe3 1-4 yaca A03b1 B NIePBbIii MOJIePKUBAIOLI e
nocJjie JAeHb mocje 03Bl
3aBepLIeHUs onepanmuu
onepanuu
[larmentsr mocme  turaHoBoro | 1 kamcyma mo | 220 mr (2 xancynsl | 10 muei
TOTAJILHOTO 3HAONpOTe3upoBanust | 110 mr mo 110wmr) omun
KOJICHHOT'O CycTaBa pa3 B CyTKH
[ManmenTHl  MMOCTE  TUIAHOBOTO 28-35 nHeit
TOTaJIBHOTO DHJIONPOTE3UPOBAHUSI
Ta300€IPEHHOT0 CyCTaBa
PexoMeH10BaHO CHUKEHHE T03bI
[NaruenTs! c HapymieHueM | 1 karicyna mo | 150 mr (2 xancynsr | 10 muei
(hyHKITUY TTIOYEK CpeHeH CTeTeHn | 75 Mr mo 75 Mr) oJuH pa3 | (SHIAOMPOTE3UPOBAHUE
TSOKECTH  (KIMPEHC KpeaTHMHUHA B CYTKH KOJIGHHOTO  CyCTaBa)
(KK) 30-50 m1/mum) WIH 28—35 nHeit
(?HI0TIPOTE3NPOBAHTE
Ta300€IPEeHHOTO
CyCTaBa)

ITarnenTsl, KOTOpBIE
OJIHOBPEMEHHO MPUHAMAIOT
Bepanamui*, aMHUOJIapOH,
XUHUIMH

[TarmenTs! B Bo3pacTe 75 neT unu

cTapiie

*VY nanMeHTOB C yMEpPEHHBIM HapylleHHeM (QYHKIUH TOYEK, OAHOBPEMEHHO IOJIyYaroMIUX

Bepanamui, cM. pasaen «IIpumenenne B 0coObIX TpyInax NanueHTOBY.




[Tpu mpoTe3upoBaHUU KOJIEHHOTO W Ta300€ApPEHHOr0 CYCTaBOB, €CIM I'eMOCTa3 HE JOCTUTHYT,
HAYaJo JICYEHUS ClelyeT OTIOXKUTh. Eciu JiedeHne He HAa4aTo B JIeHb ONEpPAalU, TO JEeUeHUe
clemyeT HavyaTh ¢ mpuemMa 2 karcys npemnapara Jlabukcom o 110 Mr onuH pas B CyTKH.

Or1enka d)VHKHI/II/I IIOYCK A0 M BO BpEMJ JICUCHUS IIperiapaToM Z[a6I/IKCOM

V Bcex NalMeHTOB, 0COOEHHO Y MAaLMEHTOB MOKUIIOro Bo3pacta (> 75 j1eT), HOCKOJIbKY MoYeyHast
HEJ0CTATOYHOCTh MOKET OBITh YAaCTOW B ATOW BO3PACTHOM TPYIIIIE:
e 0 Havyasa JieueHus mpemaparoM Jlabukcom BO u30ekaHHWE Ha3HAuUCHHs Mperapara
narnueHTaMm ¢ TsokenbiM HapymeHueM ¢ynkuun nodek (KK < 30 mu/mun) HEeo6xoanmo
IpEIBApUTENILHO OLEHUTHh (QYyHKIMIO noyek nmyteM onpeaenenus KK (cm. pasgensr 4.3,

44.152.);

e  (pyHKIMS IOYEK TOJKHA OIIEHUBATHCS B IIPOIECCE JICUSHH S, KOT/1a BOSHUKAET MOJI03PEHUE
O BO3MOXXHOM CHWXCHHHM WIH YXYIUIEHHWH QYHKIUH TO4YeK (Hampumep, MpH
THUITOBOJIEMUU, IIGFI/IIIpaTaHI/II/I, OIIHOBpeMeHHOM HpI/IMeHCHI/II/I OHpG[[GJIGHHBIX
JIEKapCTBEHHBIX MPEMapaToB H T. II.).
B kauectBe MeTona oneHKH QyHKIMH Touyek ucnonb3yercs pacyer KK nmo dopmyne Kokpodra-
I'onra.

[IponyiieHHas 103a

PexomeHyeTcst NpUHATH OOBIYHYIO CYTOUHYIO 7103y Ipemnapara J[abukcoM B 0OBIYHOE BpeMs Ha
cleAyoUMid JeHb. B ciyuae mporrycka OTIENbHBIX /103 HE CleIyeT IPUHUMATh ABOMHYIO 103y
npernapara.

OtmMmeHa npemnapara I[a6I/IKCOM

Jleuenne npemnaparom JlaOMKCOM He cledyeT Ipekpamarb 0e3 KOHCYJIbTAlUU C BPAuOM.
[TaruenTa ciexyer npouH(GOpPMHUPOBATH O HEOOXOIUMOCTH OOpallleHus K JieyalleMy Bpady Mpu
BO3HUKHOBEHUHU CHMIITOMOB CO CTOPOHBI IMILIEBAPUTEIBLHON CUCTEMBI, TAKUX KAK JUCIIETICHS (CM.
paznen 4.8.).

M3MeHeHre aHTUKOATYIISIHTHOU TEpAIUU

llepexoo om npumenenus npenapama Jlabuxcom K HAPEHMEPANbHOMY NPUMEHEHUIO
AHMUKOAYTIAHMOG

[TapeHTepanbHOE BBEJCHHE aHTUKOATYJISHTOB CIEAyeT HAUMHATH uepe3 24 yaca mocie mpruemMa
nocJieTHel 1036l npemnapata J[abukcom (cM. pa3aen 4.5.).

Ilepexo0 om napenmepanbHO20 NPUMEHEHUS. AHMUKOA2YISAHMOS8 K NPUMEHEHUN) Npenapamad
Jlabukcom

[lepBast nmo3a mpemapara JlabWkcoM Ha3HA4YaeTCsl BMECTO OTMEHSEMOTO AaHTHKOATYJSHTA B



uHTepBasie 0—2 yaca rmepeq BBEJICHHEM OUYEPETHOW WHBEKIMH aJbTEPHATUBHOW TEparuu WA
OJIHOBPEMEHHO C TIPEKPAIICHUEM B CIIy4ae HEMPEPHIBHOTO BBEACHMSI (HAIpUMep, BHYTPUBEHHOTO
npuMeHeHus HepakmonupoBanHoro renapuHa (HPI)) (cMm. pasnen 4.5.).

Oco0Bble IPYIIILI MAIUEHTOB

HaL;MeHmbl ¢ NOYEeYHOU HeOOCMAMOYHOCHbIO

[Tlpumenenne npenapara [laOMkcoM y MAlMEHTOB C TSHKEIBIM HapylIeHHEM (YHKIMH ITOYEK
(KK < 30 m/mun) npoTuBomnokaszaHo (cM. pazzaen 4.3.).

PexomeHtyeTcst KOppeKIus A03bl y MAlMEHTOB C YMEPEHHBIM HapyiieHueM (yHkimu mouek (KK
30-50 mu/mun) (cM. Tabnumy 1 Beimie u pa3genst 4.4. u 5.1.).

Oonoepemennoe npumenenue npenapama Jlabuxcom ¢ uneubumopamu P-enuxonpomeuna (P-gp)
om c1abwbIx 00 YMepPeHHbIX (Hanpumep, amMuoOapoH, XUHUOUH UIU ePANAMUIL)

Crnenyer CHU3MTD 103y npernapara JJabukcom B cooTBeTcTBUU ¢ Tabnuiei 1 (cM. Takke pa3aess
4.4.u5.1.). B oot cutyanuu npenapat J[abukcom U yka3aHHbIE NTpenapaThl CIeIyeT IPUHUMATh
OJTHOBPEMEHHO.

VY nanueHTOB ¢ YMEpEHHBIM HapymieHHeM (YHKIMHA TOYeK, OJHOBPEMEHHO MOIYYaroIInuX
BeparamMuil, cieyeT pacCMOTPETh BO3MOKHOCTh CHUKEHUS /1036l IipenapaTa J{abukcoMm 10 75 mr
B CYTKH (cM. pasnensl 4.4. u 4.5.).

HCZI/;MEHmbl NnoJHCUI020 8o3pacma

VY nanueHToB MOXKWIOTO Bo3pacta (crapiie 75 JeT) PeKOMEHIYeTCs CHUKEHHE 03Bl (CM.
Ta6muiy 1 Beimie u pa3aens 4.4. u 5.1.).

Macca mena
KnuHnyeckuii onpIT MpUMEHEHUs y TalMeHToB ¢ Maccoil Tena meHee 50 kr mwiu Oonee 110 kr B
PEKOMEH/IyeMbIX J103aX KpailHe OrpaHWYeH. YUYHUTHIBAsS HMEIONMeCcS KINHUYECKHE W
(bapMaKOKUHETHYECKHE TaHHbBIE, KOPPEKIIUU 103bI He TpeOyeTcs (cM. paszen 5.2.). OqHaKko TakKuM
narueHTaM peKOMEeHIyeTcs TIIaTebHOe KIMHuYeckoe HaOmonenue (cM. pasaen 4.4.).
Ilon
Koppekuuu 10361 He TpedyeTcs (cM. paznen 5.2.).

eTn
[Ipenapar Jlabukcom y nered W TOAPOCTKOB 10 18 JeT HE MPUMEHSIOT ISl TEePBUYHOU
NpopMIAKTUKA BEHO3HBIX TPOMOOAMOOTUYECKHUX OCIOKHEHUH Yy MaIMeHTOB, KOTOPBIM
BBINOJIHEHO IJIAHOBOE TOTAIBHOE SHOMPOTE3UPOBAHNE Ta300€APEHHOT0 CYCTaBa MM TIaHOBOE
TOTAJIbHOE SHONPOTE3UPOBAHUE KOJIEHHOI'O CYCTaBa.

Ilpopunaxmuxa uncyabma, CUCHIEMHBIX MPOMOOIMOOAUN U  CHUINCCHUE CePOeUHO-




cocyoucmou cmepmuocmu y e3pocavix nauuenmoe ¢ HOIl u oonum unu d6onee pakxmopamu

PUcCKa

Jleuenue u npogunakmuxa peuudueos TI'B u/unu TIJIA u npounakmuxa cmepmenbHylx

UCX0008, BbI3bIEACMBIX IMUMU 3A001EEAHUAMU, Y 83DOCAbIX NAUUCHNOE

Pekomenayembie 103b1 mpemnapata JlaOMKCOM IO yKa3aHHBIM IOKAa3aHUSIM IPEACTaBICHBI B
Tabnue 2.

Tadauna 2. Pexkomenayemble 103bl NPU NPOPUIAKTHKE HHCYJIbTA, CHCTEMHBIX
TPOMO03MOO0/IMiA U CHUKEHUH CePAedHO-COCYAUCTON CMEPTHOCTH Y B3POCJbIX NALIMEHTOB C

H®II u ogaum nim 6oJiee pakropamu pucka, TI'B nu TIOJIA

Pexomenayembie 103b1

[IpopunakTuka  MHCYJIBTA CHUCTEMHBIX
pod y ’ Cyrounas moza 300wmr mpemapata Jlabukcom

TPOMOOAMOOJIMIA M CHWKEHHE CEpICYHO- (1 kancysna o 150 Mr 18a pasa B cyTKH)

COCYJIUCTOM  CMEPTHOCTH y  B3pOCIBIX

B HEKOTOPBIX KIHHHYECKHX CHTYalHsAX MOYKET OBITH
nmanuentoB ¢ H®PII u omuum uinu Oolsee

PaccMOTPEeHO PUMEHEHHE CHIDKEHHOW 10361 — 220 Mr
(bakTopaMu pucka

(1 xancyna o 110 mr 1Ba pasa B cytku) (cM. Tabmuiry 2

HIDKE U o apasaen «OcoOble TPYIIIbI MTAIHEHTOBY)

Jleuerne ¥ OpOQUIAKTHKA PELUAUBOB
pod Pt Cyrounas nmo3a 300mr mpemapara Jlabukcom

octporo TI'B w/nm T3JIA n npodunaxTika (1 xkarcyma mo 150 Mr gBa pasa B CyTKH) TIOCIE

CMCPTCJIBbHBIX UCXOOO0B, BbBI3bIBACMBIX 3TUMH
nmapeHTECpaJIbHOI'O JICUCHMUA AHTUKOAryJIsdHTOM,

3a00JIeBaHUSMHU .
MPOBOJAIICTOCH B TCUCHNUE, KAK MUHUMYM, 5 JTHCU.

B HEKOTOPBIX KIMHHYECKHX CHUTYallUsIX MOXET OBITh
PaccMOTPEHO MPUMEHEHHE CHIDKEHHOW 710361 — 220 Mr
(1 xanicyna o 110 mr 1Ba pasa B cytku) (cM. Tabumuiy 2

HUWIKC U IToApas3acit «Oco0bIe T'pynmbl HaI_II/IeHTOB»)

PexoMeHI0BaHO CHIKEHHE 103bI

Hauwentst crapuwe 80 et Cyrounas mo3a 220 mr mpemapara J[adbukcom (1 kamcymna

HaI_[I/IeHTLI, OOIHOBPEMCHHO IIOJyYaromue mo 110 mT B pasa B CYTKI/I)

BCpammaMuil

CHukenue A03bI IO YCMOTPCHUIO Bpaia

[TarmenTs! B Bo3pacte ot 75 g0 80 ner Cyrtounyro nmo3y 300mr wmm 220 Mr mnpemnapara

ITanuenTsl ¢ yMepeHHBIM HapyiueHueM | JlaOukcoM cieayeT noadOMpaTh HHAMBHIyalbHO Ha

¢dynakun mouek (KK 30-50 mu/mun) OCHOBAHMHU OLIEHKH ITOT€HUHAJIBHOIO PHUCKA Pa3BUTHUA

TlauueHTs! ¢ racTpuToM, 330(harntoM mm | TPOMOOIMOOTHH 1 KpOBOTEUCHNS
ractpoasodareasbHON peduokcHoH

6onesnsio (I'OPB)




Jpyrre manueHTsl ¢ MOBBIIIEHHBIM PHCKOM

Pa3BUTHUS KPOBOTECUCHUS

Jns nokazanus «Jleuenne u mnpodunaktuka peuuauBoB octporo TI'B w/mmu TOJIA u
npo(UIaKTUKa CMEPTENbHBIX MCXOJIOB, BBI3BIBAEMBIX JTHUMH 3a00JEBaHUSIMH, Y B3POCIBIX
MalMEeHTOB» PEKOMEHIAlUK 110 TpuMeHeHuto nipenapara J{labukcom 220 mr (1 kancyma o 110 mr
JIBa paza B CyTKH) OCHOBaHbI Ha (hapMaKOKMHETHYECKHX U (hapMaKOJAWHAMHUYECKUX TaHHBIX;
JTaHHBIE KJIIMHUYECKHUX UCCIIEIOBAHUNA OTCYTCTBYIOT.

O1enka d)VHKHI/II/I IIOYCK A0 M BO BpEMJI JICUCHUS IIperiapaToM Z[a6I/IKCOM

VY Bcex ManueHToB, 0COOEHHO y MAIMEHTOB MOKUIIOr0 Bo3pacTta (> 75 1eT), MoCKOIbKY MoYeuHas
HEJI0OCTATOYHOCTh MOXKET OBITh YAaCTOM B 3TOW BO3PACTHOM IpyIIIe, CICIYET:

e 0 Havasa JieueHus mpemnaparoM Jlabukcom BO u30ekaHWE Ha3HAuUCHHs Iperapara
nanueHTaMm ¢ TsokenbiM HapymeHueM ¢ynkuun nodek (KK < 30 mur/muH) HEeoOxoanmo
IpeIBapUTENbHO OLEHUTHh QyHKIMIO nouyek myteM onpenenenus KK (cm. pasgensr 4.3,
44.15.2.);

e  (pyHKIMS IOYEK TOJKHA OIIEHUBATHCS B IPOIECCE JICUSHH S, KOT/1a BOSHUKAET MOI03PEHUE
O BO3MOXXHOM CHWXCHHHM WIH YXYIUIEHHWH QYHKIUH TO4YeK (Hampumep, MpH
THIOBOJIEMHH,  JETUApPATAlliH, OJHOBPEMEHHOM  TPUMEHEHHUH  OIPEICICHHBIX
JIEKapCTBEHHBIX MIPENapaToB U T. I1.).

JlononHutenbHble TpeOOBaHUS K MalMEHTaM C JIeTKOM M yMEpeHHOW mo4yeyHOH
HEJOCTATOYHOCTHIO M MAIMEHTaM cTapiie 75 JierT:

e (QyHKUMIO TIOYEK BO BpeMs JieueHus npenapatoMm JlaOMKcom clieyeT OleHUBaTh, Kak
MHUHHMYM, OJIH pa3 B TOJ WJIU Yallle, B 3aBUCUMOCTH OT KIIMHHYECKOW CHUTYaIlUH, KOT/1a
BO3HHUKACT IIOJ03PCHHE O BO3MOXXHOM CHIDKEHUHM WM YXYIIICHUH (YHKIHHA TTOYEK
(HampuMep, TpU THUIOBOJEMHH, OO€3BOXKMBAHUM, WM B CIy4yae OJHOBPEMEHHOIO
NPUMEHEHHS HEKOTOPBIX JIEKaPCTBEHHBIX MPENapaToB U T. II.).

B kadectBe MeToma oneHkn GyHKIHH movek ucnoiaszyercs pacuer KK mo ¢popmyne Kokpodra-

Toxra.

JUIMTEIbHOCTh TPUMEHEHHUS

[TponomxurensHOCTh TNpUMEHeHHs] mpemnapara JlabukcoMm s NpoQUIAKTUKH HHCYIbTA,
CUCTEMHBIX TPOMOO3MOOJIMH U CHMIKEHUU CEepJeUYHO-COCYINUCTOM CMEPTHOCTH Yy MAIMEHTOB C
¢ubpmsiuueit npencepauii, TI'B u TOJIA npencrasnena B Tabnuue 3.

Ta6auna 3. JlmuTelbHOCTH NPHMEHEHHsl Ipenapara NpH HNPOo(QHIaAKTHKe HWHCYJIbTA,
CHCTEMHBIX TPOMOOIMOOJMH U CHUKEHUH CEePAeYHO-COCYAUCTOH CMEPTHOCTH Y B3POCJIbIX

nanueHToB ¢ HOII u onnum nium 0osiee paxkropamu pucka, TI'B u TIJTA



IToka3zanue x MNPUMEHCHUIO I[JI]([TCJ'[I)HOCTB NMPUMECHCHUSA

[Ipodpunaktrka WHCYNbTA, | Tepamust JOIKHA MPOAOIKATHCS MOKU3HEHHO.
CHUCTEMHBIX  TpOMOOOMOONIHMH  H
CHIKCHHH  CEpJeUYHO-COCYIHCTON
cMepTHOCTH y nauueHTtoB ¢ HOII u

OJTHUM WK OoJiee (haKTopamMul prUCKa

TI'B/TOJIA [IpogomKUTENPHOCTh  TEpANMM  JOJDKHA  ONPEAEIATHCS
WHIWBUAYATBHO TIOCNE TIIATEIBHON OLEHKH 3(PQPEKTUBHOCTH
JIEYCHUS ¥ pUCKa Pa3BUTHS KPOBOTEUCHHS (CM. pasnen 4.4.).

KopoTkass mpomomnKuTenbHOCTh Tepamuu (1o KpaiHed mepe
3 MecAeB) JODKHA  pacCMaTpWBATBCA TPH  HATUYUU
mpexomammx — (GakTopoB  pucka  (HampuMmep, HeIaBHO
MPOBEJICHHOE  XHPYPTUYECKOE BMEMIATEeNbCTBO, TpPaBMa,
nMMoOmIM3anus), a Ooyee MIHTEIbHAS TPOJODKUTEIHFHOCTD
Teparuy — MPU HATMIUH TIOCTOSTHHBIX (PAKTOPOB PHUCKA HITH MTPH

nauomnatndeckoM TI'B mmu TOJIA.

IIponyieHHas go3a

[Tponymennyro a03y mnpernapara J[abWkcoM MOKHO MPUHSATH B TOM Cyyae, €ClH 10 MpuemMa
OUepeTHOM JI03BI IMperapaTa ocTaeTcs 6 4acoB W OoJiee; eCiiMm CPOK COCTAaBWII MeHee 6 9acoB,
MPOMYIIEHHYIO 03y MPUHUMATh HE cieayeT. B ciydae mpomycka OTIAENbHBIX 103 HE CIEAyeT
NPUHUMATD JBOWHYIO 103y Tpenapara.

OrMmena npemnapara JJaOukcom

Jleuenune mnpenaparoMm J[aOMKCOM He CcIeAyeT MNpeKpam@arh 0e3 KOHCYJIbTAllUH C BpPauoM.
[TarpieHTa cieayer npouH(GOPMHUPOBATH O HEOOXOJMMOCTH OOpAIIeHHUs K JieyalieMy Bpady Mpu
BO3HMKHOBCHHHN CHUMIITOMOB CO CTOPOHBI HHHIeBapHTeJ'IBHOfI CUCTCMBbI, TAKMEC KaK HaAIIpUMCED,
aucnercus (cM. paszen 4.8.).

HM3MeHeHne aHTUKOATyISHTHON Tepaluu

Ilepexoo om npumenenus npenapama Jlabuxcom K napenmeparbHOMy HPUMEHEHUI0
AHMUKOA2YISAHIMO8

[TapeHTepaTbHOC TPUMEHEHNE AaHTUKOATYJITHTOB CIISAyeT HaYMHATh yepe3 12 Jaca rmocie npuemMa
nocleaHel 1o3el mpemnapata JJabukcom (cm. pasnen 4.5.).

Ilepexoo om napenmepanbHO20 NPUMEHEHUS AHMUKOA2YIAHMOS K NPUMEHEeHUl0 npenapama
Jlabukcom

[lepBasi no3a mpemaparta /labukcoMm Ha3HayaeTCsi BMECTO OTMEHSEMOIO AaHTHKOAryJsHTa B

uHTepBasie 0—2 yaca nepes] BBEACHUEM €Tro 0UepeTHOM 1036l MIIM OTHOBPEMEHHO C IPEKpaIiCHUEM



B CJIydae HEMPEPHIBHOTO BBEACHUS (HApUMep, BHYTPUBEHHOTO MpuMeHeHust HOT).
Ilepexoo om npumenenus npenapama Jabuxcom K npumeHeHuro ammazoHucmos sumamuna K
(ABK)
Hauano npumenenus ABK cnenyer ckoppektupoBats ¢ yuerom KK ciemyromum o6pazom:

e mpu KK>50wn/mun npumenenue ABK cnemyer HaumHath 3a 3 gHS 1O OTMEHBI

npemnapara [labukcom;
e 1pu KK > 30-<50 mn/mun — npumenenne ABK cnemyer HaunHaTh 3a 2 qHS 10 OTMEHBI
npenapata [Jabuxcom.

[Tockonpky mnpenapar JlaOMKCOM MOXET BIMATH HAa MEXAYHapOAHOE HOPMAIU30BAHHOE
ornomenne (MHO), MHO 6Oyzer myumie otpaxats 3¢ dexr ABK tonbko criyctst He MeHee 2 qHei
nocine oTMeHsl npenapara J[abukcom. [{o Tex nop 3nauenuss MHO cnexyet HHTEpIpeTUpoBaTh ¢
OCTOPOKHOCTBIO.
Ilepexoo om npumenenuss ABK xk npumenenuio npenapama /Jabuxcom
[Ipumenenue aHTaroHUCTOB BUTaMuMHa K ciemyeTr mnpekpaTUTh; BO3MOXKHO MPUMEHEHUE
npenapata [labuxcom npu 3Hauenuu MHO < 2,0.
Kapouosepcus
[IpoBeneHne IUIAaHOBOM WJIM 3KCTPEHHOW KapIUOBEpCUU HE TpeOyeT OTMEHbl Tepanuu
npenapatoM J[abukcom.
Kamemepnas abnayus npu HOI
Jannsle o nmpumenenuu mnpenapata [ladbuxcom (1 kamcyna mo 110 Mr nBa pa3a B CYTKH)
OTCYTCTBYIOT.
UpeckooicHoe koponaproe emeutamenvcmgo (YKB) co cmenmuposanuem KopoHapHvix apmeputl
VYV namuentoB ¢ HOII, xkoropsiM BeimonaHeHo YKB co cTeHTHpOBaHMEM KOPOHApHBIX apTEPHH,
naburaTpaHa OJTEKCHJIAT MOXKET MPUMEHSIThCS B KOMOMHAIIMM C aHTUTPOMOOIMTAPHBIMU
npemnapatamu. JleueHue naburaTrpaHa ITEKCHJIATOM MOXET OBITh HAYaTO MOCIHE JIOCTHKEHUS
remoctasa (cm. pazgen 5.1.).

Oco0bIe I'pynnbl DaMCHTOB

Hauuenmbl NOJ2HCUI020 8o3pacma

V3MeHeHre O3UpOBaHMSI [T TAHHOUW KaTeropuy MakeHToB cM B Ta0mwuie 2 BeImIe.

HpuMeHeHuey nayuernmoe C nOBblULEHHbIM PUCKOM pA36umusl KpoBOme4eHUsl

[TariueHTaM ¢ TOBBIIICHHBIM PUCKOM Pa3BUTHS KpOBOTeUYCHHS (CM. pasaensl 4.4.,4.5.,5.1. u 5.2.)
IIOKa3aHO THIATCJIbHOEC KIIMHHUYCCKOC HaGJIIO,Z[eHI/IC (Ha npeaAMET BbIABJICHHA CHMITOMOB

KpPOBOTEUCHHS WM aHemuu). Perienue o BeIOOpe 03Bl NpemnapaTa CileayeT MPUHUMAThH I10



YCMOTPEHHIO Bpaua Ha OCHOBAaHUH OIICHKH IMOTCHIMAIBHOTO COOTHOIICHHS «II0JIb3a — PUCK)
WHAUBUAYAIBHO I Kaxknoro manueHta (cm. Tabmuiy 2 Bbime). OmeHka mapaMeTpoB
KoaryJsiuu (cM. pasnen 4.4.) MOXKET MOMOYb BBISIBUTH TAIIMEHTOB C TOBBIIICHHBIM PUCKOM
pa3BUTHUS KPOBOTCUCHUS B Pe3yJIbTaTe YPE3MEPHOr0 BO3ACHCTBUS Jaburarpana atekcuuara. Ecnu
y MAIMEHTOB C BHICOKUM PUCKOM Pa3BUTHs KPOBOTCUCHUS BBISBICHO UYPE3MEPHOE BO3JICHCTBUE
JaburarpaHa, peKOMEHAYyeTcsl YMEeHbIINUTh 103y a0 220 mr (1 kancyna mo 110 mr ngBa pasa B
cyTku). [Ipu pa3BUTHN KIMHHYECKHA 3HAYUMOTO KPOBOTCUCHHUS JICUCHHUE CIICIYET MPEPBaTh.

VY manuenToB ¢ racTpuToM, 330¢arntoM uiau I OPb MoxkHO paccMOTpETh BO3MOKHOCTD CHHYKEHHS
JI03bI M3-3a MOBBIIIEHHOTO PUCKa Pa3BUTHUS OOIIMPHOrO KENIyJA0YHO-KUIIEYHOTO KPOBOTEUCHHUS
(cm. TabGnuiy 2 Boimne u pazzaen 4.4).

Tayuenmur ¢ noueunoii He0OCmMamouHoOCmoio

[Tpumenenne npenapara [[aOMKCOM y MAIIMEHTOB C TSDKEIBIM HapymIeHWEM (DYHKIMHA TOYECK
(KK < 30 mn/mun) npoTuBomnokaszaHo (cM. pazzaen 4.3.).

Koppekmuu 10361 He TpeOyeTcsl y MalueHToB ¢ JIeTKuM HapymeHueM ¢ynknuu mouek (KK 50—
< 80 mu/muH). Y nanmueHToB ¢ yMepeHHbIM HapymeHneM (pynkinun nmodek (KK 30-50 mu/mun)
pexomenxyemast 1o3a npemnapara Jlabukcom cocrapnsier 300 mr (1 xancyna o 150 mr aBa paza B
cyTkn). Tem He MeHee, [Tl TAIUeHTOB C BBICOKUM PUCKOM Pa3BUTHS KPOBOTEUCHHS MOXKET OBITh
paccMoTpeHa BO3MOYKHOCTb CHUKEHHS J03bl mpemnapara labuxkcom go 220 mr (1 xamcyna mo
110 mr gBa pa3za B cyTku) (cM. pasaenst 4.4. u 5.2.). [lanmentam ¢ HapymeHneM QYHKIUU TTOYEK
peKOMeH1yeTcs TIATeNbHOE KIMHUYECKoe HaOII0/IeHHE.

Oonospemennoe npumenerue npenapama Jlabuxcom ¢ axmusHuiMu uxeubumopamu P-gp
(Hanpumep, amuoOapoH, XUHUOUH UL 8ePANAMUT)

[Ipy OIHOBpPEMEHHOM NPUMEHEHHWH C aMHOJApPOHOM WM XUHUJAWHOM KOPPEKIMH J03bl He
Tpebyercs (cM. pasaens 4.4.,4.5. u 5.2.).

ITpu 0THOBpEMEHHOM IIPUMEHEHUH C BEpAaaMHIOM PEKOMEHyeTCs CHUKEHUE JI03bl IIpernapara
JabukcoMm (cm. Tabmuiy 2 Beie u pa3aenst 4.4. u 4.5.). B atoit cutyanuu npenapat Jlabukcom
U BepanaMui clieAyeT NPUHUMATh BMECTe (OJIHOBPEMEHHO).

Macca mena

YuuteiBas UMeErONIHecs KIMHUYECKHEe U (apMaKOKMHETHYECKUE JaHHBbIE, KOPPEKIUU J03bI HE
Tpebyercs (cm. pasaen 5.2.). OgHako marueHTaM ¢ Maccoil tena MeHee 50 Kr peKOMEHIyeTCst
THIATENHHOE KIIMHUYECKOe HaOmoaeHue (cM. pazaen 4.4.).

Lion
Koppexknuu no3e1 He TpedyeTes (cM. pazaen 5.2.).

CTHu



[To mokazanuio NMpoQuIaKTUKA UHCYJIbTA, CHCTEMHBIX TPOMOOAIMOOINI U CHUKEHHUE CEplICUHO-
COCYAHMCTON CMEPTHOCTH Yy B3pOCibiX manueHToB ¢ HOII u omHuM unmu 6osee GpakTopaMu prcKa
npenapat J[labukcom y nereil u moAPOCTKOB 10 18 jeT He mpuMeHseTCs.

[To mokazanusM: JsedeHue ©u npodmiakTuka penuauBoB octporo TI'B w/wmm TOJIA u
npodUIaKTUKAa CMEPTEIbHBIX MCXOJ0B, BBI3BIBAEMbBIX ITUMH 3a00JIeBaHUSAMH, O€30MACHOCTh U
3¢ (HeKTUBHOCTh JaburaTpaHa 3TeKCHiaTa y JeTei B Bo3pacTte 10 18 jer Ha JaHHBIA MOMEHT He
yCTaHOBJEHBI. VIMeroluecss Ha CEroAHAIIHUN MOMEHT JaHHbIE NPUBEACHBI B nojapasneine 4.8.,
5.1., 0MHAKO HEBO3MOKHO J1aTh PEKOMEH/IALUH 110 PEKUMY JO3UPOBAHUS.

Cnoco6 IIPUMCHCHUA

Buytps. Ilpemapar [laOukcoM MOKHO NMPUHUMATh HE3aBUCHMO OT BPEMEHH IpHEMa ITHIIH.
Kancyny crnemyer mporiaTeiBaTh LEJIWKOM, 3allMBasi CTaKaHOM BOJBI, 4TOOBI 0OECTeYHTh
HoMajaHue npenapaTa B KelyJ0K.

Heo6xo1umo nponH(pOpMUpOBaTh MALMEHTa O TOM, YTO HE CJIEAYET BCKPBIBATh KAICYIIy, TaK KaK
3TO MOKET YBEJIMUYUTh PUCK Pa3BUTHS KpOBOTeUeHUs (cM. paszaeinsl 5.2. u 6.6.).

4.3. [IlpoTuBONOKA3aHMS

e ['unepuyBCTBUTENIBHOCTh K JACHCTBYIOLIEMY BEUIECTBY WM K Jo0oMy U3
BCIIOMOTaTeNIbHbIX BEIIECTB, IEPEUNCIICHHBIX B pa3zene 6.1.

e Hapymenue ¢pynkiuu nouyek tsoxenoit crenenn (KK < 30 mn/mun).

e AKTHBHOE KJIMHUYECKH 3HAUNMOE KPOBOTEUEHUE.

e 3aboseBaHHe WM COCTOSHUE C BBICOKUM PHUCKOM Pa3BUTHS OOLIMPHOTO KPOBOTEUEHHS,
HanpuMep, aKTUBHOE WJIM HEAABHO NEPEHECEHHOE U3bA3BICHUE KENyI0YHO-KUIIEYHOTO
TpaKTa, 3JI0KaueCTBEHHOE HOBOOOPa30BaHHUE C BHICOKMM PUCKOM Pa3BUTHSI KDOBOTEUEHUH,
HEZIABHO IOJIyYEHHBIE YEPEITHO-MO3I0Basi TPaBMa MJIM TPaBMa CIIMHHOI'O MO3ra, HEIaBHO
IIPOBEJEHHOE XUPYPrUUECKOE BMEIIATENBCTBO HAa TOJIOBHOM MO3I€, CIMHHOM MO3I€ MU
oTambMOJIOTUYECKas ~ OMepalus, HeJaBHEe BHYTPHUUEPENHOE  KPOBOU3IHUSHUE,
JTUarHOCTUPOBAHHOE BapUKO3HOE pacHIMpPEHUE BEH MUINEBOJA WM MOJI03PEHHE Ha HETo,
apTEepUOBEHO3HAsT MaylbopMallysi, COCYAMCTas aHEBpU3Ma WIIM 3HAYMMas MATOJOTHS
COCYZI0B CIIMHHOT'O MJIY TOJIOBHOT'O MO3Ta.

e OJHOBpPEMEHHOE MpPUMEHEHHE JIIOObIX JAPYTruX AaHTHKOAryJsHTOB, Hampumep, HOI,
HU3KOMOJIEKYJSIpHBIX renapuHoB (HMI') (sHokcamapun HaTpus, JanTenapuH HaTpus U
Ip.), TPOM3BOAHBIX remapuHa (QoHIAMAPUHYKC HATPUS U JIp.), IEPOPaTbHBIX
aHTUKOAryJIssHTamMu (BapdapuH, puBapokcalaH, amukcabaH W Jp.), 3a HCKIIOYCHUEM
0COOBIX CITy4yaeB, TAKMX KaK: U3MEHEHUE aHTHUKOATYJSIHTHOW Tepanuu (cM. paszaen 4.2.),

npumenenne H®I B mo3ax, HeoOXoauMbIX i oOecriedeHuss (HYHKIMOHUPOBAHUS
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LHEHTPAJIbHOTO BEHO3HOT'O KaTeTepa Wil apTeprualbHOro Karetepa wik npumenenne HOT
BO BpeMs KareTepHoii abnarmu y nanuentos ¢ HOII (cm. paznen 4.5.).

e [ledyeHouyHast HEAOCTATOYHOCTh WJIM 3a00JI€BAaHKE TIEUEHH, KOTOPHIE MOTYT MOBJIUATH HA
BBDKHBACMOCTD.

e OJHOBpEMEHHOE NPHUMEHCHHE MOIIHBIX HWHTHOUTOPOB P-gp: KETOKOHa30d s
CHUCTEMHOT'O TPUMEHEHUS, LUKIOCIHOPHH, HMTPAKOHA30J, IPOHEIAPOH, TAKPOIUMYC H
(dbUKCUpOBaHHAS KOMOMHAIMS TJIeKanpeBup + nmuOpeHnTacBup (cM. pazzaen 4.5.).

e Hammyme  mpoTe3WpOBaHHBIX  KJIAIAHOB  CepAla,  TpeOyrIMX  Ha3HAYCHUS
AHTHKOATYJITHTHOU Teparuu (cM. pasaen 5.1.).

4.4. OcoOble yka3aHus U Mepbl PeI0CTOPOKHOCTH IIPH NPUMEHECHUH

Puck pa3BuTusg KpoBOTEUEHUN

[Tpumenenne npenapara J[abnMKcoM, Tak ke Kak M JPYyTUX aHTUKOATYJISTHTOB, PEKOMEHYETCS C
OCTOPOYKHOCTBIO MPU COCTOSIHUSIX, COINPOBOKAAIOLIMXCS MOBBIIMIEHHBIM PHUCKOM pPa3BUTHUS
KPOBOTEUECHMSI, WJIM IIPU OJJHOBPEMEHHOM ITPUMEHEHHUH JIEKAPCTBEHHBIX MPENapaToB, BIUAIOLINX
Ha TeMOCTa3 32 CUYET MHTMOMPOBAHUS arperaiui TpoMOonuToB. Bo BpeMs Tepanuu npenapaTtoM
JlabukcoM BO3MOXKHO pa3BUTHE KPOBOTEUCHWH pa3inuyHON Jokanmu3aruu. CieayeT mpoBOIUTH
MOUCK MCTOYHHKA BEPOSATHOI'O KPOBOTEUEHMS MpPU JTHOOOM HEOOBSCHHUMOM CHU)KEHUHU YPOBHS
reMOTJI00MHA W/WIIM TeMaTOKPUTA WIN apTepUaIbHOTO JaBICHHS.

B curyanmm omacHOTO [UIS JKM3HH HJIM HEKOHTPOJIHPYEMOTO KPOBOTEUCHHS, KOT/Ia TpeOyeTcs
OBICTpOE TPEKpAIIEHUE aHTUKOATyJSIHTHOrO »S(dekra naduraTpaHa STEKCHIIaTa, IOCTYIEH
cneuruyeckuii aHTAaroHUCT (apMaKOJMHAMMUYECKOTO JIeHCTBHsS JalOurarpasa, mpernapar
[TpakcOaitnn (mpapynusymab). Jlaburarpan MoKeT ObITh yJaJlleH M3 OpraHu3Ma C IOMOIIbIO
remMoauanu3a. [y B3pocIibIX MaeHToB APYTUMH BO3MOKHBIMH BApHAHTAMHU SIBJISIETCS] BBEJICHHE
CBEXeH ILeTbHON KPOBHM WJIM CBEXE3aMOPOKEHHOM Ia3Mbl, (aKTOPOB CBEPTHIBAHUS KPOBU
(aKTUBHMpPOBAaHHBI WM HEAKTUBHUPOBaHHBIA) B (opme nmoduimuzaTa Uis MPUTOTOBICHUS
pacTBopa, (hakTopoB cBepThIBaHMs KpoBH VIla pekoMOMHAHTHBIA WM TPOMOOIIUTAPHON MAaCCh
(cm. paznmen 4.9.).

B kIMHMYECKMX WCCIENOBAHUSAX IPHMEHEHHE maa0urarpaHa STeKCHiIaTa OBIJIO CBSI3aHO C
MOBBIIIEHUEM YacTOTHl OOJBIIUX >KEJTyIOYHO-KUIIEUHBIX KpoBOTeUeHUH. [1OBBIMIEHHBIN pHCK
HaOroancs y MalMeHTOB MOXHIJIOro Bo3pacta (= 75eT) mpu NpUMEHEHHHM JaburarpaHa
sTekcuiara B Ao3e 150 Mr aBa pa3a B CyTkH. JlomoiHUTENbHBIE (AKTOPBHl pUCKA BKIIOYAIOT
OJIHOBPEMEHHOE TPUMEHEHHE HHTMOUTOPOB arperaiuy TpOMOOIIUTOB, TAKUX KaK KJIOMUIOTPEN U
anetwicanuuuionas kuciaora (ACK) wim HecTepoUIHBIX IPOTUBOBOCHIAJIUTENBHBIX IIPENAapaToB
(HIIBII), a Taxxe Hanmuuue 330¢arura, racrputa win [ OPb.

Daxkmopwi pucka
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B Tabnuue 4 npuBeneHbl pakTopbl, KOTOPHIE MOTYT YBEIHUUTh PUCK PA3BUTUS KPOBOTECUCHHUSI.

Tabauna 4. ®akTopsl, yBeJNYHBAIOIIHE PUCK PA3BUTHSI KPOBOTEYEeHUSI

dapMakoAUHAMHUYECKHE H

(papmakoxknHeTHYECKHE

takTopsl Bospact > 75 Jser
@DakTOpbI, TOBBIILIAOIIIE 3HAYUTEIbHBIC
KOHIIEHTPAIMIO J]aburarpana B e VYwmepennoe Hapymenne pynknun nodek (KK 30-50 mu/mumn).
171a3M€ KpoBu e  Momnsie uaTHOUTOPHI P-gp (cM. paznmenst 4.3. n 4.5.).

e OpHOBpEMEHHOE ITPUMEHEHNEe HHrHOUTOPOB P-gp oT cimadpix
JI0 YMEpEeHHBIX (HampuMep, aMHOJapoH, BepariaMuil, XUHUIUH
Y THKarpenop; cM. pasuen 4.5.).

He3naunteabHble

e Huskas macca tena (< 50 kr).

DapmMaKkoAMHAMHYECKOE OaHOBpEMEHHOE IPUMCHEHHUE
B3aMMOJICHCTBHUE (CM. paszien e ACK u 1pyrux MHHTHOMTOPOB arperauy TpPOMOOLIUTOB, TAKUX
4.5.) KaK KJIOIHUIOTPEIL.

e HIIBII.

e  CeneKTUBHBIX HHITMOUTOPOB 00PAaTHOIO 3aXBaTa CEPOTOHMHA
(CUO3C) nnu ceneKTHBHBIX HHTHOMTOPOB 00pPaTHOTO 3axBaTa
cepotonnHa u HopanuHeppuna (CMO3CH).

e JIpyrux jekapcTBEHHBIX MPEMapaToB, MPUMEHEHUE KOTOPBIX

MOJKET BbI3BATh HAPYHICHHUEC IreMOCTa3a.

3aboseBaHus/IpoLeaypHl C e BpoxaeHHoe mim npruoOpeTeHHOE HapyIIeHHE

0COOBIM PUCKOM pPa3BHTHS CBEpTHIBAEMOCTH KPOBH.

KPOBOTEYCHHUS e TpomOonuToneHNs WK PYHKIIMOHAILHOE HApYIICHUE
TPOMOOILIUTOB.

e HenaBno npoBeneHHas Ouoricys, o0mupHas TpaBMa.
e bakrepuanbHbIi SHIOKAPAUT.

e DO3odarur, ractput wim ['OPb.

OrpanndeHHbIE JaHHBIC TOCTYITHBI IS MMAIIMEHTOB ¢ Maccoi Tema meHee 50 kr (cm. paszmen 5.2.).

Mepui npe()ocmopoofCHocmu U KOHmMpOoJib pucKa paseumusil KpoeomevueHus

WNudopmanus o JeyeHUH KPOBOTEUSHUH TaKkKe IpecTaBieHa B pasaene 4.9.

Oyenxa coomHoOweHUsl «NONb3A — PUCK»

Hanuuue 3aboneBaHuii, nmpoBeieHHE XUPYPrUUECKUX OINEpalfii Uid MHBA3WBHBIX MPOLELYP
W/ATM  OJHOBPEMEHHOE TPHUMEHEHHE JICKapCTBEHHBIX TmpemnapatoB (Hampumep, HIIBII,
uHruouropos arperauuu TpomooruToB, CUO3C u CUO3CH, cMm. pasgen 4.5.), 3HaYUTEIHHO

YBEJIMYMBAIOLINX PUCK Pa3BUTHs OOLIMPHOTO KPOBOTEUEHHSI, TPEOYIOT TIIATEIBHOW OIICHKU
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COOTHOILIEHUS «I0JIb3a — puck». [Ipenapar Jlabukcom cieyer Ha3HAvYaTh TOJIBKO B Cllydae, ecliu
10JIb3a IPUMEHEHMSI IPEBBILLIAET PUCK PA3BUTHUS KPOBOTECUECHHUS.

TwamenvHoe KiuHUYeCKOe HabI00eHUe

B TeueHue Bcero mepuoja JieYeHHs MALMEHTHI HYKJAIOTCS B MPUCTAIBHOM HAOMIOACHUU IS
BBISIBJICHUSI CUMIITOMOB T'E€MOPPAaru4ecKMX OCIOKHEHUW W aHeMHH, OCOOCHHO MpH HaJU4UU
HECKOJIbKUX (akTopoB pucka (cM. Tabnuiry 4 Boitie). OcoOy0 OCTOPOKHOCTD CIIEAYET MPOSBISATH
Opyd OJHOBPEMEHHOM NpUMEHEHHMH Impenapara J[aOMKCOM ¢ BepamaMuioM, aMHOAAPOHOM,
XUHUJUHOM WM  KJIAPUTPOMHUIIMHOM (MHruoutopamu P-gp) m 0coOEHHO mpu pa3BUTUU
KPOBOTEUYECHH, B YACTHOCTH y TAIIMEHTOB C HapylIeHueM (DYHKIUU MMOYEK JeTKON WUIIN cperHei
CTEeMNeHu TshKecTHu (cM. pazzaen 4.5.).

VY manueHToB, ogHOBpeMeHHO nonydaronwx HIIBII, pekomenmyercs TmaTensHOE HAOMIOIEHHE
3a CHMIITOMaMU KpOBOTEUYEHHS (cM. pazzen 4.5.).

Ommena mepanuu npenapamom /Jabuxcom

B ciydae pa3BuTust ocTpoil MOUEYHOM HEIOCTATOYHOCTH mpernapat Jlabukcom ciieryeT OTMEHUTD
(cm. Taxoke pazzaen 4.3.).

[Ipu pa3BuTUM OOMIMPHBIX KPOBOTEUEHUU mpemapaTr JaOuMKcoMm cieayeT OTMEHUTh, HAWTH
UCTOYHUK KPOBOTEUEHHS M PACCMOTPETh BO3MOXKHOCTb TNPUMEHEHHUS CIEHU(PUUIECKOro
aHTaroHucra (QpapMakoAMHAMMUYECKOTO JeicTBUs naburarpa”a, mnpemnapaT IlpakcOaiinpg
(unapyuusymab) (cm. pazzaen 4.9., noapyOpuky «JleueHue ocinoKHEHUH KpOBOTEUEHUIN).
CHudicenue 003vl

Crnenyer paccMOTpETh BO3MOXKHOCTh WJIM PEKOMEHJOBAaTh CHUIYKEHHE J103bl B COOTBETCTBHUH C
paznenom 4.2.

Ipumenenue uneubumopos npomonnou nomnwt (UIII1)

[Tpumenenne UIII MoxHO paccMaTpuBaTh Kak crocod MPOQHUIAKTHKH KeTyT0YHO-KUIIEYHOTO
KPOBOTEYEHHSI.

Jlabopamopnvie nokasamenu ceéepmuigaroujeli cucmemsl (Koa2ynoepamma)

Hecmotps Ha TO, 4TO NpUMEHEHHE JaduraTpaHa 3TeKcuiara He TpeOyeT MOCTOSITHHOTO KOHTPOJIS
AQHTUKOATYJIIHTHOW aKTUBHOCTH, IMpPH HAJIMYUM JOTOJHUTEIbHBIX (PAKTOPOB pHCKA OIIEHKA
YTHETEHUs CUCTEMBI CBEPTHIBAEMOCTH (Ha POHE Tepanuu fadurarpaHa 3TeKCUIATOM) MOKET OBbITh
HeoOXoauMa Ui BBISIBICHHS YPE3MEPHOW AaHTUKOAryJISHTHOM aKTMBHOCTH JaburaTpaHa
JTEeKcUiIara.

Omnpenenenue mokaszaTeneil pazbaBieHHOro TpomOuHOBOro BpemeHu (pTB), skapuHOBOTO
Bpemenu cBepThiBaHus (OBC) u aKTUBUPOBAHHOTO YaCTUYHOTO TPOMOOIIACTUHOBOTO BPEMEHU
(AYTB) wmorytr mnpeaocTaBuTh TOJE3HYIO HH(POpManuio, HO Pe3yiabTaThl  CIEAyeT

UHTEPIPETHPOBATH C OCTOPOKHOCTHIO M3-32 BAapHAOETBbHOCTH MEXAY HCCICIAOBAaHUSIMU (CM.

13



pasmen 5.1.). OmnpeneneHue MeXIYHApOJHOTO HoOpMannu3oBaHHOTO oTHomeHus (MHO)
HEHA/IGKHO Y TAIMEHTOB, MONyYaroImux mpenapar J[abukcoMm, Tak Kak PETUCTPUPOBAIUCH
JIO’KHOIOJIOKUTENbHBIE moBbIIeHUs moka3areneit MHO. Ilostomy onpenenenne MHO
TIPOBOJIUTH HE CIIE/TYET.

B Tabnuime 5 mpencraBieHbl MUHHMAJIbHBIC IMOPOTOBBIC 3HAUCHHS KOAryJIOTPaMMBbl, KOTOPHIE
MOTYT OBITH CBSI3aHBI C TIOBBIIIICHHBIM PUCKOM Pa3BUTHS KPOBOTeUeHUs (cM. paszaen 5.1.).
Ta6auna 5. MuHUMAJIbHbIE IOPOTOBbIE 3HAYEHHUSI KOATYJI0TPAaMMBbI, KOTOPbIe MOTYT ObITh

CBA3AHbI C ITOBBINICHHBIM PUCKOM Pa3BUTHA KPOBOTCUYCHHUA

JlaGopaTopHbIii MOKa3aTelb IToka3zanue K NIpUMEHEHUIO

(MUHUMAJIbHOE 3HAYEHHE)

[Ipodunaktuka BTO y [IpodunakTuka nHCYNBTA,
MAIUEHTOB TIOCTIe CHUCTEMHBIX TPOMO0IMOOoHit
OPTONEIUYECKUX OIEPaliii| W CHUIXKEHHUE CepIeUHO-
COCYIUCTOM CMEPTHOCTH y
nanuesToB ¢ HOII n

NedeHne/mpoUITakTHKA

TIB/TOJIA
pTB [Hr/mi] > 67 > 200
OBC [x-kpaTHas BEpXHsI IpaHULla HOPMBI Her nannbix >3
(BI'H)]
AUYTB [x-kpatnas BI'H] >1,3 >2
MHO He npoBoasr He nmpoBoast

HDI/IMGHGHI/IG d)I/I6‘[)I/IHOJ'II/ITI/ILICCKI/IX npenapaToB AJIA JICYCHUA OCTPOI'0 MIMEMUYCCKOIo MHCYJIbTa

[Tpumenenue GUOPUHONUTUYECKUX MTPEMAPATOB MOXKET PaCCMAaTPUBATHCS TOJIBKO B Clydae, €Cliu
nokazarenn TB, OBC wnmu AUTB y namuenta He mpessimatoT BI'H mectHOro pedepercuoro
JIMaIia3oxa.

XI/IDVDFI/I'-IGCKI/Ie BMCIIIATCJIbCTBA 1 MHBA3MBHBIC ITPOIICAYPHI

Y TnanWeHToB, MONYyYalOIIMX TEpanmuio Ja0urarpaHa dSTEKCHJIATOM TMPU  MPOBEACHUU
XUPYPrUUYECKUX Olepaluid WIM MHBA3UBHBIX MPOLENYpP, IMOBBIIIAETCS PUCK Pa3BUTHUSA
KPOBOTCYCHUSI. Brimonnenue XUPYPIrUYCCKOro BMCIIATCIbCTBA MOXKET HOTpe6OBaTB BPEMCHHOT'O
MpeKpalieHus npuema npemnapara J[abukcom.

Brimonnenune kapauosepcuu nipu HOIT He TpeOyer mepepsiBa B nmpueMe npenapara J[abukcom.
OTCyTCTBYIOT JaHHBIC TIO MPUMEHEHHIO TaduraTpana sTekcuiara B 1o3e 110 mr aBa paza B CyTKH
y TIaIMeHTOB ¢ KarerepHoi abnarueit mpu HOII (cm. pasnen 4.2.).

CrnenyeT nposiBIATh OCTOPOKHOCTh IPU BPEMEHHOM IPEKPAICHUM JIEUEHUS NPU MPOBEACHUU

XUPYPIUYECKHX BMEIIATENLCTB; TpeOyeTcs IMPOBEACHUE HCCIENIOBAaHHUS KOAaryJlorpamMMmbl. Y
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NAIMEHTOB C TMOYEYHOW HEIOCTATOYHOCTHIO KIMPEHC naburarpaHa MOXKET YIIUHATBCS (CM.
pazmen 5.2.). DTO ciexyeT y4YuTHIBaTh NeEpel TNPOBEICHHEM JIOOBIX XUPYPTrHUECKUX
BMEIIATEILCTB. B Takux ciiyyasx mpoBeeHre UCCIE0BaHUs KOAryJIorpaMMbl (CM. paszensl 4.4.
1 5.1.) MOMOXKET IMarHOCTUPOBATh HAPYIICHUE TeMOCTAa3a.

IDKCMPpEeHHoe XUPYp2UYecKoe MEUaAmenbCmeo Uil HeOma0NCHble npouedypbz

[Ipenapar J[aOukcom cienyeT BpEeMEHHO OTMEHUTbh. Eciu Juisi BBINOJHEHUSI XUPYPTUUYECKOTO
BMEIIATEILCTBA/IPOLIEAYPHI TPeOyeTCss OBICTpPOE MPEeKpalleHue aHTUKOAryJISTHTHOTO Y(¢eKTa,
CJIelyeT pacCMOTPETh BO3MOKHOCTbh BBEICHHS CIELU(PHUUECKOrOo aHTaroHUCTa JadurarpaHa —
[Tpakc6aiinn (unapyunzymao).

Jaburarpan MOXeT ObITh yJIaJI€H U3 OpraHru3Ma C IMOMOIIBI0 FeMOIHAIN3a.

[Ipekpamenue  Tepanuu  jga0uraTpaHa  ATEKCUJIATOM  MOABEpPraeT  MalMeHTa  PHUCKY
TpoMO00Opa3oBaHus, CBI3aHHOMY C UX OCHOBHBIM 3a0oneBanueM. [Ipuem npenapara labukcom
MOKET OBITh BO300OHOBJIEH uepe3 24 yaca MOCie BBEICHUS CIEUU(DUISCKOr0 aHTAarOHHUCTA
naburatpana — [IpakcOaitan (mnapynn3ymad) mpu yCIIOBUH JTOCTHKCHUS aJICKBATHOTO TeMOCTa3a
Y KJIIMHUYECKH CTAOUIILHOTO COCTOSIHUS TTaI[MeHTA.

CDO'{H0€ xupypzuiecKoe eMemameﬂbcmeo/npouedvpbl

CrnenyeT BpeMEHHO MPEeKpaTuTh MpueM npenapara JJadbukcom. Xupyprudeckoe BMENIaTeIbCTBO
clelyeT MO BO3MOXKHOCTH OTJOXXKUTh MHUHUMYM Ha 12 9acoB MOCi€ TMOCJIEIHEro IpueMa
npenapara Jlabukcom. Ecnm xupyprudeckoe BMENIATEIBCTBO HE MOXKET OBITH OTIIOKEHO,
BBITIOJTHEHHE OMEpalid MOXET OBITh ACCOLMHUPOBAHO C TMOBBIIIEHHBIM PHCKOM Pa3BUTHUS
KpoBoTeueHHs. ClenyeT OLEHUTh COOTHOUIEHHWE pUCKA pa3BUTUS KPOBOTEUECHUS U
HEO0OXOAMMOCTH BMEIIATEIbCTBA.

Inanosoe xupypesuueckoe emeutamenbcmeo

Ecnu BO3MOXHO, mpenapaT Jlabukcom ciieyeT OTMEHHTb, MO KpaiiHeil mepe, 3a 24 yaca 10
BBITNIOJTHEHUSI MHBA3UBHBIX M XUPYPrUYECKUX MpoUEAyp. Y NAIUEHTOB C MOBBIIMIEHHBIM PUCKOM
pa3BUTHS KPOBOTEUEHUS WUJIU TEpe]l MPOBEACHUEM OOIIMPHBIX XUPYPTrHUYECKUX BMELIATENbCTB,
TpeOYIOLMX aJIeKBaTHOIO IreMocTa3a, CIEAyeT PacCMOTPEeTh BO3MOXHOCTh OTMEHBI Ipernapara
JlaGukcom 3a 2—4 AHS 10 XUPYPru4ecKOro BMEIIaTeIbCTBA.

B Tabnune 6 mpencraBieHbl NpaBuila IMPEKpallleHUs MpUeMa IpernapaTta nepes MHBAa3MBHOU
IPOLEAYPOH WM XUPYPTrHY€CKUM BMEIIATEIBCTBOM.
Ta6auna 6. IlpaBuna npekpamenns NpueMa npemnapara nepejx WHBa3MBHOW Npouexypoi

NUJIH XHPYPIrUu4€CKUM BMEIIATEC/ILCTBOM

Mpeanonaraemsoiii | Jleuenne npenaparom Jlabukcom ciaeayeT NpeKpaTUTh nepes

MePUOA TVIAHOBOM onepanmei
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DOyHKIUA NMOJyBbIBeIeHUS Bbicokuii puck pa3BuTHA CraHaapTHBIi pucK
nouek (KK, (T2, uac) KPOBOTECYCHUS MJIM CEPbE3HOE | Pa3sBUTHUA KPOBOTEYCHUA
MJI/MHUH) XHpypruyeckoe
BMeNIaTeJIbCTBO
>80 ~13 3a 2 nus 3a 24 yaca
>50-< 80 ~15 3a 2-3 nusa 3a 1-2 nusa
>30—<50 ~18 3a 4 nHg 3a 2—3 gus (> 48 yacoB)

Cnunanvuas aHecm€3Mﬂ/31’luan6UZbHaﬂ anecme3us/iomoanbHas NYHKUYUA

Takue mpoueaypsl, KaKk CIMHHOMO3IOBas aHECTE3Msl, MOIYT IOTpeOOBaTh IIOJIHOTO
BOCCTAHOBJICHMSI T€MOCTa3a.

TpaBMaTU4YHOE BBIIOJIHEHUE SMHUAYPAIBHOW WIM CIMHHOMO3IOBOM IYHKIHH WM IOBTOpHas
IIyHKIIMS, & TAKXKE JUIMTEIbHOE HCIIOIb30BAHKE JIIUYPAJIbHOTO KaTeTepa MOYKET MOBBIILIATh PUCK
pa3sBUTHS CIMHHOMO3IOBOTO KpPOBOTEUEHHUS WM SNUAYpalbHOM remaromsel. llepByro nozy
npenapara J[abukcoMm cienyeT NIpuHIMaTh HE paHee, 4eM depes3 2 yaca Iocie yAaJeHus KaTeTepa.
[TaneHTH! JOIKHBI HAXOAUTHCS 10/ HAOMIOACHUEM TSI BBISIBIICHUS TIPU3HAKOB MJIM CHMIITOMOB
HEBPOJIOTUYECKUX HApyLIEHWH, KOTOpble MOTyT OBITh OOYCIIOBJIEHBl CIIMHHOMO3TOBBIM
KPOBOTEYEHHEM WIH SIIUYPATbHON TéMaTOMOM.

Hepuod nocne l’lD06€aeH1/lﬂ UHBAZUBHOU npoue@ypbl/xupypeulteCKoeo emeuwamerbcmea

[Tocne wHBa3MBHOW MpOLEAYpPhl WM XHUPYPrHMUECKOTO BMEIIATEIhCTBA MPHUEM Ipernapara
JabukcoM criemyeT BO30OHOBUTH/HAYaTh KaK MOXKHO CKOpEE, €CIIM IO3BOJSET KIMHUYECKOE
COCTOSTHUE M IOCTUTHYT a/ICKBAaTHBIN T€MOCTa3.

CrnemyeT ¢ OCTOPOXKHOCTBIO HaONIOAAaTh 3a COCTOSHUEM IMallMeHTOB C PHUCKOM pPa3BUTHUS
KPOBOTEUEHHSI UJTU C PUCKOM PaA3BHUTHUSI MEPEIO3UPOBKHU, OCOOEHHO Y MAIIMEHTOB C YMEPEHHBIM
HapymeHueM ¢pynkimu nodek (KK 30-50 mn/mun) (cMm. paszaenst 4.4. u 5.1.).

HaHI/IeHTI)I C BBICOKHUM PHUCKOM XI/IDVDFI/I'—IGCKOﬁ CMEPTHOCTHU U BHYTPEHHUMU d)aKTODaMI/I PpUCKa

Pa3BUTHA TDOM603M6OJ'H/I"IeCKI/IX OCJIOKHCHUM

I[aHHBIC 1o B(I)(beKTI/IBHOCTI/I 1 OE30IMacCHOCTH NPUMCHCHUA ;[a61/1ranaHa OTCKCHUJIaTa y IJTUX
ManuCHTOB OTPAaHUYCHEI, [TIO3TOMY UX CICAYCT Ha6J'IIOIlaTB C OCTOPOKXHOCTBIO.

XHUpyprudeckoe BMENIATSILCTBO IIPH IIEPEIOME IIISHKHI 66)1]321

Her nanHbIX 0 mpumeHeHHH Tpemnapara JlabukcoM manMeHTaMu, NEPEHECHINM XUPYPruuecKoe
BMEIIATENILCTBO 110 TOBOY Neperioma Ieiku oenpa. B cBs3u ¢ 3THM, JieueHre He pEKOMEHIYeTCsL.

Hapymenne QyHKIMY IeUeHN

[TarueHTHl C TOBBIIMIEHHOH CBHIBOPOTOYHOM AKTHBHOCTBIO «II€UEHOUHBIX» (EPMEHTOB (> 2-

kpatHoit BI'H) Obliin MCKITIOUEHBI M3 OCHOBHBIX UCCEAOBaHUM. B 3ToM rpymnme narueHToB OMbIT
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JE€YCHUSI OTCYTCTBYET, MOITOMY INpHMEHEeHue mpemnapara J[abMKCOM TakuMM NanueHTaM He
pexomenayercs. [Ipenapar npoTuBONOKa3aH MaeHTaM ¢ MEYEHOYHON HEAOCTATOUHOCTHIO MITH
3a00JIeBaHUEM II€YEHH, KOTOPBIE MOTYT MOBJIMATH HA BEDKMBAEMOCTH (CM. paszaen 4.3.).

BsaunMoaerictBue ¢ ugaykropamu P-gp

OpnHOBpEeMEHHOE NMPUMEHEHUE WHAYKTOPOB P-gp MOKET MpUBECTH K CHM)KEHUIO KOHIICHTPAIUH
naburaTpaHa B IIa3Me KPOBHU, MOATOMY OJHOBPEMEHHOE MPUMEHEHHE C WHAyKTopamu P-gp
cienyet uzberath (cM. pazaenst 4.5. u 5.2.).

[Maruents! ¢ antudochornmuaasiM cuaapoMoM (ADC)

[IpuMeHeHne aHTHKOATYJISTHTOB MPSMOTO JEHCTBUS, B TOM YHCIE jJa0uraTpaHa 3TEeKCUiaTa, He
PEKOMEHAYETCsl y MalKUEeHTOB, UMEIOUIMX TPOMOO3bl B aHAMHE3€, Y KOTOPBIX JUarHOCTUPOBAH
ADC. Y nauueHToB ¢ TPOHHON CEPONO3UTUBHOCTHIO (HAMUKE BOJTYAHOUHOTO aHTUKOATYJISTHTA,
aHTUTEN K KapAMOJIIMIMHY U aHTUTEN K OeTa-2-TIIMKONpOTeuHy I) Tepamnusi aHTUKOAryJssHTaMU
IPSIMOrO JIEUCTBUS COIPOBOXK/IAETCS IOBBILIEHHOM 4YacTOTOM pELUAMBOB TPOMOOTHUECKHUX
coObITHii B cpaBHeHUHU ¢ Tepanueil ABK.

HNudapkr muokapaa (MM)

B uccnenosanuu I1I pa3et RE-LY (cM. paznmen 5.1.) obmas yacrora pazputust UM cocrabmiia 0,82,
0,81 u 0,64 % B rox Ipu MpUMEHEHNHU Jaburarpana sTekcuiara B 1o3e 110 Mr aBa pasa B CyTKH,
naburatpaHa sTekcuiara B jgo3e 150 Mr nBa pasa B CyTKM M Bap(aphHa COOTBETCTBEHHO,
yBelu4eHue otHocutensHoro pucka (OP) ans maGurarpana Ha 29 % u 27 % 1o CpaBHEHHIO C
BapdapuHom. HeszaBucumo OT Tepanmuu camblii BBICOKMH aOCOMIOTHBIA pucK pa3BuTHs VM
HaOIOJaIM B CJIEAYIONIMX MOATpYyMax ¢ aHamorudHbiM OP: mamuenTs! ¢ nepeneceHHbiM UM,
MAIlMEHTHI B BO3pacTe > 65 set ¢ caxapHbiM quadetom unu MbC, nanuenTs! ¢ ¢hpakiueit BeIoOpoca
neBoro skenypouka <40 % M manueHThl ¢ HapylleHueM (DYHKUIUHM IMOYeK CpelHeH CTeNneHH
Tsokectd. Kpome Ttoro, Oonee BbICOKMM puck pa3Butus MM oTmedanu y NalMeHTOB,
onHoBpeMeHHO mnonydaBmux ACK B koMOMHAnmuu ¢ KJIOMMIOTPEIOM WM MOHOTEpAIHio
KJIONUOTPEJIOM.

B tpex uccnenoBanusx I ¢pazsr TI'B/TDJIA, KOHTpoIupyeMbIX 10 ASHCTBYIOIIEMY Mpernapary,
coobmranock 0 Oosiee BHICOKOM yacTore pazButs MM y nmanueHToB, MoyydaBIIMX JaburarpaHa
ATEKCUJIAT, B CPAaBHEHUH C MallMeHTaMu, noxydaromumu Bapdapun: 0,4 % no cpaBuenuto ¢ 0,2 %
B KpaTkocpouHbix uccieaoBanusx RE-COVER u RE-COVER II; u 0,8 % 1o cpaBaenwuto ¢ 0,1 %
B gosrocpouHoM wucciaenosanuu RE-MEDY. B pamkax [aHHOTO MCCIEAOBAaHUS TaKOE
yBEIUYCHUE ObLIO CTATUCTHUECKHU 3HaUUMBIM (p = 0,022).

B uccnenoBanun RE-SONATE, B KOTOpOM CpaBHWBalIM Ja0urarpaHa 3TEKCWiIAaT C Iareoo,
yactoTta pa3utus UM coctasuna 0,1 % nis marueHToB, MOJyYaBIIUX Ja0uraTpaHa dTEKCHIIAT, |

0,2 % — g manueHToB, MOMyYaBIIUX arneoo.
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[larueHThl ¢ aKTUBHBIM 3JI0KaYeCTBEHHBIM HOBoOOpaszoBanueM (TITB/TDJIA)

He Opumm ompenenensl 3pQGEKTUBHOCTH W Oe3omacHOCTh i manueHToB ¢ TI'B/TOJIA u

AKTHUBHBIM 3JIOKaAYCCTBCHHBIM HOBOO6paSOBaHI/ICM.

4.5. B3aummopgeiicTBMe ¢ JPYrHMM JIEKAPCTBEHHBIMHM MpenapaTaMu W Jpyrue BH/bI

B3aHNMOJAEeHCTBUSA

BzauMoieicTBHUE ¢ IEpEHOCUUKAMHUA

Jlaburarpana sTeKcuiat mpeacTaBisieT coboil addmokcHblii nepenocunk aus P-gp. Oxumaercs,

YTO OJHOBPEMEHHOE MpUMEeHeHne UHTHOUTOpoB P-gp (cm. Tabauily 7) npuBeneT K yBEIHMUECHUIO

KOHIOCHTpaluu z[a61/1ranaHa B IIJIa3M€ KPOBH.

Ecnu ue YKa3aHO MHOC, TP OAHOBPECMCHHOM IPUMCHCHU U ﬂa61/1ranaHa 9TCKCUJIaTa C MOIIHBIMHU

uHruoutopamu P-gp TpeOyercs TiaTrenbHOE KIMHUYECKOE HAONIOJCHUE C II€JIbIO BBISBIICHUS

IMPU3HAKOB KPOBOTCUCHHUA HJIUM AHCMHUU. HpI/I OJHOBPCMCHHOM IIPHUMCHCHHUHU C HCKOTOPBIMU

uHruOuTopamu P-gp Moxet nmoTpedoBaTbes cHUkKEeHHE 03bI (M. pasaenst 4.2.,4.3.,4.4. u 5.1.).

Ta6auna 7. B3anmopeiicTBHe ¢ NepeHOCUNKAMHA

HNuruduropst P-gp

OoHoepemenHOEe npUMEHEHUE RPOMUBCONOKA3AHO (cM. pazden 4.3.)

Kerokonazon

Kerokona3on yBenmnyuBall COBOKYIHBIE 3HAYEHWS IUIOMAANA IO KPUBOU
«konueHrpaus-spems» (AUCo) U MakcuManbHOM KOHIEHTPAHH  (Crax)
naburarpaHa B 1iasmMe KpoBd B 2,38 u 2,35 pa3 COOTBETCTBEHHO, IIOCIIE
OJIHOKPATHOTO mpreMa BHYTPb B 03¢ 400 mr u B 2,53 u 2,49 pa3, COOTBETCTBEHHO —
MIOCJIE MHOTOKPATHOTO MMPUMEHEHUS BHYTPH B 103€ 400 MI KeTOKOHA30J1a OJIUH Pa3 B

CYTKHU.

Hponenapon

[Ipu ogHOBpeMEHHOM TMpHMEHEHHWH JIabWraTpaHa STEKCHiIaTa W JIpOHeJapoHa
coBokymHble 3HaueHUsI AUCo.. 1 Cimax JaOUrarpana yBelInunBagIich NIPpUMEpHO B 2,4
n 2,3 pa3a COOTBETCTBEHHO, IOCJE€ MHOTOKpPAaTHOTO MpuMeHeHus no3sl 400 mr
JIpOHEJapoHa JiBa pa3a B CyTKM M mpumepHo B 2,1 u 1,9 pasa, cCOOTBETCTBEHHO —

MOCJie OAHOKPATHOTO IpuMeHenus B 103e 400 mr.

Urpaxonason,

HUKIIOCIIOPHUH

Ha ocHoBaHMM pe3yibTaToB B YyCIOBHAX IN Vitr0 MoxxHO oxupath 3ddekra,

aHaJIornyHoro 3¢exTy KeTOKOHA30Ia.

I'nexanpesup

MUOpPEHTACBHP

+

OnHoBpeMEHHOE TpUMEHeHHe JaburaTpaHa dTeKcwjara C KoMOWHanuen
nHrHOuTOpOoB P-gp TnekampeBup + THOPEHTACBHP YBEIMYMBAET DSKCIO3HIIMIO

11a61/1ranaHa 1 MOXET YBCJIIMUMUBATH PUCK PA3BUTUA KPOBOTCUCHU.

Oonoepemennoe npumeHnenue He peKOMeHOyemcs

Takponumyc

B ycnoBusix in VItro oOHAapy)XWJIM, YTO TAaKpPOJIMMYC OKa3bIBaeT TaKoe IKe
vHTHOMpYyIolee JeiictBue Ha P-gp, 9ro W WTPaKOHA30J, W IUKIOCHOPHH.
OpHOBpeMEHHOE MPUMEHEHHUE C TAKPOJIMMYCOM KIIMHIHYECKH HE U3YUYEHO.

Tem He MeHee, orpaHHYEHHBIE KIIMHUYECKHUE NaHHBIE C IpyruM cyoctpatom P-gp
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(?BEpOIMMYC) TIPEAIIOIATaoT, YTO MHTHONpOBaHue P-gp mocpeacTBOM TakpoIuMyca

Ooee ciraboe, 9eM TO, KOTOpOe HAOIIOIAETCs C MOITHBIME HHTHONTOpamMu P-gp.

Oonoepemennoe npumeHnenue ¢ 0CmopoXxcHocmuio (cm. pazoenvt 4.2. u 4.4.)

Bepanamun

I[Ipu onmHOBpeMEHHOM TpUMEHEHHWH paduwrarpaHa dtekcmmara (150 mr) c
BepanmammiioM (Ans TpreMa BHYTph) 3HaueHHS Cmax u AUC pmaGurarpana
YBEIIMYHUBAINCH, HO BEJIHYMHA 3TOTO W3MEHEHUS Pa3invaeTcsl B 3aBHCUMOCTH OT
BpPEMCHH TIPUMEHEHUS U JICKapCTBEHHOH (hOpMBI Bepamammia (CM. pa3nensl 4.2. u
4.4).

Haunbonpiree yBenuueHHe SKCHO3WIMH JadWraTpaHa HaOJIOJand MpH NpHEMe
MEepBOil J03bI Bepanamuia B JIGKApCTBEHHOH (opMe TableTKu ¢ HeMeIJICHHBIM
BBICBOOOJKZCHHEM, TONYYEHHOH 3a dYac 10 mpuema JaburaTpaHa dTeKcuiaTta
(yBenuuenue Cmax mpumepHo B 2,8 paz u AUC — npumepHo B 2,5 pa3). Dddekt
MIPOTPECCUBHO CHIDKAJICS MPU MPUMEHEHWH BepanaMuia B JIEKAPCTBEHHOH (opme
TabJETKN C TMPOJIOHTMPOBAHHBIM BBICBOOOXKAEHUEM (yBenuueHHe Cmax IPUMEPHO B
19pa3 u AUC — mpumepno B 1,7 pa3) wiam mpu OpueMe MHOTOKPATHBIX 103
Bepanamuia (yBenuueHue Cmax mpuMepHo B 1,6 pa3 u AUC — npumepHo B 1,5 pa3).
Ilpu npueme BHYTpPhH Bepamamuia depe3 2 4aca IOcie Npuema jadurarpaHa
JTEKCHJIaTa 3HAYMMOrO B3auMMOJCHCTBHA He HaOmoxamu (yBenuueHHe Cmax
npumepHo B 1,1 pa3 u AUC — npumepno B 1,2 paza). D10 0OBSICHAETCS MOJIHBIM

BCaCbIBAHHUEM L[a61/1ranaHa 9TCKCUJIAaTa 4€pe3 2 gaca.

AmmuonapoH

[py 0JHOBPEMEHHOM NPHUMEHEHNH Ja0UraTpaHa 3TeKCcuiiaTta ¢ OJHOKPATHON 10301
amuozapona (600 Mr), IPUHUMABIIErOCS BHYTPb, CTENEHb M CKOPOCTH BCACHIBAHUS
aMHO/IapOHa M aKTHMBHOI'O €ro Merabosiura (Je33THIaMHOIapOHa) HE W3MEHSIIHC.
3nauenusi AUC u Chax Jaburarpana yBeJHYHBAINCH mpuMepHo B 1,6 u 1,5 pa3
COOTBETCTBEHHO.

Beuny mmurensHoro T'Y2 aMuomapoHa IOCIE €r0  OTMEHBI  BO3MOXHOCTB
B3aUMOJICHCTBHSI MOXKET COXPAHATHCSA B TEUCHUE HECKOJIBKHMX HENEb (CM. pa3aesibl

42.u4.4).

XUHUIAH

XuHAIUH TIpUMeHsUH B 03¢ 200 Mr Kakaepie 2 9aca 0 TOCTHXKCHHSI COBOKYITHOM
o3l 1000 mr. Jlaburatpana 3TeKcWiaT MPUMEHSUTH JBa pa3a B CYTKH B TE€UCHHE
3 mHe# moxapsa, HA 3 ACHP — ¢ XWHUIUHOM win 0e3 Hero. Ilpu omHOBpeMeHHOM
npuMmeHeHnd XuHUAUHA AUC, ss B Cmax, ss JaOUTaTpaHa yBeTHYMWINCH B CPEIHEM B

1,53 pa3 u 1,56 pa3 cooTBeTCTBEHHO (CM. pasneinsl 4.2. u 4.4.).

Knaputpomuiuu

[Ipu ogHOBpeMEHHOM NpUMEHEHUH KiapuTpoMuimHa (500 Mr aBa pasza B CyTKH) C
naburaTpaHa STEKCHJIATOM Yy 3I0pPOBBIX JOOPOBOJBIEB HAOIIOAANH yBETHYCHHE

AUC npumepso B 1,19 pa3 u Cnax — mpumepHo B 1,15 pas.
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Tuxarpenop

IIpu omHOKpaTHOM mpHeMe 75 Mr maOurarpaHa STEKCHJIATa OTHOBPEMEHHO C
Harpy3ouHoii 7030# 180 mr tukarpenopa AUC u Cmax JaburatpaHa yBeTHIHUBAIHACH
B 1,73pa3 m 1,95 pa3 coorBercTBeHHO. [locime MHOTOKpAaTHOTO TPUMEHEHHS
Tukarpeiropa B mo3e 90 mr gBa pasa B cyTkd Cmax 1 AUC paburarpana
yBenmuuBauch B 1,56 pa3 u 1,46 pa3 cOOTBETCTBEHHO.

OnHOBpEeMEHHOE TIPUMEHEHHEe Harpy30uHoi 1036l (180 Mr) tukarpenopa u 110 mMr
nmaburarpaHa JTekcuiara (B paBHOBECHOM cocTosHWH) yBenmumBano AUC s u
Cmax,ss nmaburatpana B 1,49 u 1,65 pa3 COOTBETCTBEHHO, IO CpPAaBHEHHUIO CO
3HAYCHUSIMH TIPH NPUMEHEHUH AadWratpaHa dTeKcuiara B MoHoTepamuu. [lpm
MIPUMEHEHUH Harpy304Hoi 1036l (180 Mr) Tukarpesnopa yepes 2 daca mocie npuema
110 mr naburatpaHa 3TeKcuiara (B paBHOBECHOM cocTostHuM) yBennueHue AUC: s
U Chnax, ss JaburaTpana CHU3mMiI0Ch 710 1,27 u 1,23 pa3 COOTBETCTBEHHO, 110 CPABHEHUIO
CO 3Ha4YCHUAMHU IIpU IMPUMCHCHUH I[a61/1ranaHa OTCKCUJIaTa B MOHOTCpPAIINU.
[lomoOHast crTymeHYaTas cxeMa pPEKOMEHIyeTcs [Uid Havaida I[PUMEHCHUS
TUKarpesopa B Harpy304Hoii 1o3e.

OnHOBpeMEHHOE NPUMEHEHHE THKarpeiaopa B mo3e 90 Mr aBa paza B CYTKH
(mopmeprkuBaromas 103a) ¢ qaburatpaHa dTekcminaToM B no3e 110 mr yBennumnBana
ckoppektupoBaHHble AUC:ss M Cmaxss maburatpana B 1,26 pas u 1,29 pa3
COOTBETCTBEHHO, 110 CPAaBHEHHIO CO 3HAYCHHSMH TMPH NPUMEHEHHH Ja0uratpaHa

9TCKCUJIaTa B MOHOTCPpAIINH.

ITo3akonason

[To3akoHa301 Takke B HEKOTOPOHl creneHn MHruOupyer P-gp, HO onHOBpeMeHHOE
MIPUMEHEHUE KIIMHUYECKH HE U3Yy4alocCh.
Crenyer cobm0AaTh OCTOPOKHOCTD MIPU MIPUMEHEHUH aburarpaHa OJHOBPEMEHHO

C ITO3aKOHAa30JI0M.

HNunykropnl P-gp

Cneodyem uzboezamov 00HOBPEMEHHO20 NPUMEHEHUS

Pudammunus,
npernapaTbl
3Bepobos
HPOJIBIPSIBIICHHOTO,
KapOaMasenuH HiH

(heHuTONH

Oxugaercs, YTO OJHOBPEMEHHOE BBEJCHUE MPUBEJCT K CHIKEHUIO KOHLIEHTPALMU
naburarpaHa B IJ1a3Me KpOBH.

[IpenBapuTensHOE MPUMEHEHKE 30HA0BOTO MHAYKTOpa prudamMnuiuHa B 103¢ 600 mr
OJIMH Pa3 B CYTKH B T€YCHHE 7 JTHEH CHHM3WIO OOIIWI MUK JadurarpaHa u oOMIyIO
sKcno3uiuio Ha 65,5% wu 67 % coorBercTBeHHO. MHayuupyrommit 3¢ ekt
YMEHBIIWICS, YTO K 7 JHIO TIOCTIe TPEeKpaIleHus JIedeHus pu(aMITUIITHOM TPUBEIIO
K OJKCHO3WIMK JaburarpaHa, Onm3kod K cranmaptHoil. Cmoycrts emie 7 JHel

z[aaneﬁmero YBCINYCHUA 6I/IO,ZLOCTy1'IHOCTI/I HC Ha6J'IIO,I[aJ'IOCB.

I/IHFI/lﬁl/lTO[zbl npoTeasbl, HAMPUMED, PUTOHABUD

OpnHOBpeMEHHOE MPUMEHEHNE HE PEKOMEHYETCS
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PutronaBup u ero | Baustor Ha P-gp (kak mHrHOMTOp NMHOO MHAYKTOp). He M3ydanwuch W Mo3TOMYy HE
KOMOWHAIINU C | pexoMeHIyrOTCS ISl OTHOBPEMEHHOTO IPUMEHEHHS C JaOUTaTpaHa STCKCHIATOM.
JIPYyTUMH
HHTHOUTOpaMHU

pOTeaskl

Cyocrpatsl P-gp

Jurokcun B wuccnenoBanuu, MpoBeNeHHOM C y4yacTueM 24 370pOBBIX A0OPOBOJBIEB, HPU
MPUMEHEHUH Aa0uraTpaHa dTEeKCHaTa OJHOBPEMEHHO C IUTOKCHHOM HE OTMeualld
HUKAaKHX U3MEHEHUH B OTHOIIEHUH AUTOKCHHA U KIIMHUYECKH 3HAYMMBIX U3MEHEHUH

B OTHOIICHHWH 3KCIIO3UIIUN I[a6I/IFanaHa.

AHTHKOAryJISIHTEL M aHTHArperaHTHLIE JIEKAPCTBEHHBIE IPENAPATHI

OTCyTCTBYEeT WJIM OIpaHUYEH OIBIT IPUMEHEHHUS JIEKaPCTBEHHBIX CPEACTB, KOTOPbIE MOTYT
YBEJIMYUTh PUCK Pa3BUTUSL KPOBOTEUEHUI NpPHU OJHOBPEMEHHOM MPUMEHEHUH C AaburarpaHa
OTEKCUJIATOM: AHTHUKOAryJisiHTel, Takue kak HOPI, HMI' u npousBoaHble remnapusHa
(poHmanmapuHykc, Ie3UPYIUH), TPOMOOIHMTHYECKUE JIeKapcTBeHHbIe mpemapatel U ABK,
puBapokcabaH WK ApyTryue NepopajbHble aHTUKOAryJIIHTHI (CM. paszien 4.3.) U aHTUarperaHnTHble
JeKapCTBeHHbIE TMpemnapaTsl, Takue Kak aHTaroHucTsl peuentopoB GPIIb/Illa, Tuxkmonugus,
npacyrpe, THKarpenop, 1eKCTpaH U cyabhuHIMpa3oH (cM. pazaen 4.4.).

Ha ocnoBanum panHbIX, coOpanHHbiX B ucciaeaoBanuu RE-LY III ¢assr (cm. pazmen 5.1.),
OTMETHUJIN, YTO OJHOBPEMEHHOE IPUMEHEHNE APYTUX aHTUKOATYJISTHTOB JJIsl IpUe€Ma BHYTpPb UJIU
HapeHTEePaIbHOTO BBEJICHHS YBEIUYMBAET YACTOTY PAa3BUTHUS OOIIMPHBIX KPOBOTEUEHUH KaK MpH
NpUMEHEeHUH JadurarpaHa 3TeKcuiara, Tak 1 BapdapruHa IpUMEpHO B 2,5 pa3a, YTO B OCHOBHOM
CBSI3aHO C CUTYAIMSIMHU TIPU TIEPEXOJE C OJHOTO aHTHUKOATYJISIHTa Ha Apyrou (cm. pazzgen 4.3.).
Kpowme Toro, onHoBpeMeHHOEe TpuMeHeHune antuarperanTos, ACK winu kimonuorpena npuMepHO
BJIBO€ YBEJIMYHMBAJIO YACTOTy pa3BUTUS OOLIMPHBIX KPOBOTEUEHHH TpPU MOJYYECHHH Kak
nadurarpaHa 3TeKcuiara, Tak u Bapdapuna (cM. paszaen 4.4.).

HO®I" MoxHO BBOAUTH B 103aX, HEOOXOAUMBIX /7S TOAIEpPKaHUs (PYHKIIMOHUPOBAHUS OTKPHITOTO
LEHTPaJIbHOTO0 BEHO3HOT'O UJIM apTepUaIbHOro KaTeTepa, Wik BO BpeMs KaTeTepHOU abnauuu npu
HO®II (cMm. paznen 4.3.).

Tabnmuna 8. B3ammopgeiicTBusi Ja0durarpaHa JTEKCHJIAaTa ¢ aHTHKOATyJISIHTAMH U

AHTHArPETaHTHBIMHU JICKAPCTBCHHBIMMU IIpEnapaTamMmu

HIIBII HIIBII, mpumMeHseMble I KpaTKOBPEMEHHOM aHalbIe3WH, HE CBS3aHBl C
MTOBBIIIICHHBIM PUCKOM Pa3BUTHUS KPOBOTEUEHUS MPU IPUMEHEHUHN B KOMOWHAINH
¢ pabuwratpana JrtekcmwiatoM. B wmccmemoBanmum RE-LY mnpu  mmurensHOM
npumeHenun HIIBII moBsImam prck pa3BUTHS KPOBOTEUCHHS TpruMepHO Ha 50 %

NpY TIpUeMe Kak JladuratpaHa 3TeKCUIIaTa, Tak U BaphapuHa.
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Knonunorpen

Y MOJI0ABIX 37I0POBBIX JIOOPOBOJBIIEB MYKCKOTO T10JIa IPUMEHEHHE JaburaTpaHa
3TEKCHUJIaTa OJJHOBPEMEHHO C KJIOMHJOTPEIOM HE MPUBOIWIO K JabHEHIIeMY
YBEIUYCHHUIO MPOJIOJKUTENILHOCTH KAMUIUIIPHOTO KPOBOTCUCHHUS 110 CPABHEHUIO
¢ MoHoTepanuer kmonumorpeiaoMm. Kpome toro, AUC:, ss 1 Cmax, ss JabUTaTpana u
MoKa3aTeNnd Koarymanuud ans dd¢exra mgadurarpaHa WM HHTHOMPOBAHUS
arperaiid  TPOMOOIIUTOB Kak 3((EKT KIOMUAOrpesia OCTATUCh MPAKTHICCKH
HEM3MECHHBIMHU TI0 CPaBHEHHUIO C TAKOBBIMH IPH KOMOWHUPOBAHHOM JICYCHUH U
MoHoTepanuu. [Ipu 0JHOBPEMEHHOM IPUMEHEHUH Harpy304HO# 10361 300 Mr uiu
600 mr konumorpena u qaburarpana 3HadeHUE AUC, ss U Crax, ss YBSTHUHUBAIHUCH

npumepHo Ha 30-40 % (cMm. paznen 4.4.).

ACK

OpnnoBpemennoe npumenenne ACK u 150 Mr gaburatpana sTeKcuiaTa iBa pasa B
CYTKH MOXKET YBEJIIMUMBAThH PUCK PA3BUTHS TH0O0T0 KpoBoTeueHus ¢ 12 1o 18 % u

24 % npu nomyuennu 036l 81 Mr 1 325 mr ACK cooTBeTcTBEHHO (CM. pasien
4.4).

HMI'

He wu3ywamm mompoOHO omgHOBpeMeHHOe mnpuMeHenne HMI, Ttakmx Kak
SHOKCalapHH, U aaburarpana stekcunar. Ilocne mepexona ¢ 3-THEBHOTO Kypca
JIEYEeHUS YHOKCATIAPWHOM JUISI IOJIKOXKHOTO (T1/K) BBeAAeHUS B 03¢ 40 MT ofuH pa3
B CYTKM depe3 24 yaca mocie BBEICHUS IOCIEAHEH JJ03bl JHOKCAIapUHa
9KCHO3ULMS JaburaTpaHa Obljla HECKOJIBKO HMXKE, YEM ITOCIIE IPUMEHEHUS TOJIBKO
naburarpana stexcuinara (ogHokpartHas no3a 220 mr). bonee Bbicokas aHTH-
FXa/FIla aktuBHOCTH HaOIIOJAIACH TIOCIIE IPUMEHEHUS Ta0uraTpaHa 3TeKcuyara
Ha (OHE TIPEJBAPUTENHLHOTO JICUECHWS DSHOKCAMApUHOM TI0 CPaBHEHHIO C
AKTUBHOCTBIO TIOCIIE JIEYCHUS OJIHUM TOJIBKO Ja0urarpaHa O3TEKCHIATOM.
CunrtaeTcs, 4YTO Takas aKTUBHOCTh CBS3aHA C OCTATOYHBIM A(PPEKTOM JICUCHHS
SHOKCAllapMHOM M HE HMEET KJIMHUYECKOTO 3HaveHWs. Pe3ynmpTaThl Ipyrux
CBSI3aHHBIX C JA0WUTaTpaHOM AHTHKOAryJSHTHBIX TECTOB HE OBUIM 3HAYNMO

W3MEHEHBI Ha (DOHE MpeIBAPUTELHOTO JICYSHUS YHOKCATTAPUHOM.

Jlpyrue B3auMOJIENCTBUSI

Taoauua 9. /[pyrue B3aumoaecTeus

CHO3C mm CUO3CH

CHO3C/
CHO3CH

B wuccnenoBannn RE-LY CHUO3C u CHO3CH moBbIIaNd pUCK Pa3BUTHUSA

KPOBOTCUCHHM BO BCEX I'pyHIiax JCYCHUA ITAIIUCHTOB.

BeH.[CCTBa, BIIMAIOIIHE HaA pH JKCJIYAOYHOTO COKa

ITantompazon

[lpu npuMeHeHuM gaduratpaHa 3TEKCHIATa OJHOBPEMEHHO C MAHTOIPA30JI0M
HaOmonanmu cHmwkeHue 3HadeHud AUC paburarpana mnpumepHo Ha 30 %. B
KIMHUYECKUX HCCIENOBAaHUAX maHTompason u apyrue HIIIl  nmpumensm

OAHOBPEMCHHO C L[a61/1ranaHa 9TCKCUJIATOM U CONYTCTBYIOLICC JICUCHHC UIIII ne
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CHIDKAJI0 3P (PEKTUBHOCTD Ja0UraTpaHa.

Panutnonn [IpuMenenne paHUTHIWHA B KOMOWHAIIMK ¢ JabWTraTpaHa dTEKCHIATOM HE OKa3ayio

KIIMHUYCCKH 3HAYUMOTI'O BJIMAHUA Ha CTCIICHDb BCAaCbIBaHUA z[a61/1ranaHa.

BzauMoaelicTBus, CBSI3aHHEIC C MEeTa00JU3MOM z[a61/1r aTpaHa 3TCKCHJIiaTa 1 ;[a61/1ranaHa

JlaburarpaHa 3TeKCWJIaT U 1a0uraTpaH HE METa0OIM3UPYIOTCS cucTeMon ruToxpoma P450 u e
OKa3bIBAIOT B YCIOBHSX IN VItro Bo3meiicTBust Ha (hepMeHTHI CHCTEMBI IIuToxpoma P450 uenoBeka.
Takum  00pa3oM, HHKaKuX B3aMMOJEHCTBHI  Ja0urarpaHa C  COOTBETCTBYIOUIMMHU
JIEKapCTBEHHBIMU MperapaTaMy HE OKUAAETCA.

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTH U JIAKTALMS

bepemeHHOCTD

JlanHble 0 MpUMeHEeHUU AaburaTpaHa 3TeKcuiaTa y 0epeMEHHBIX JKEHIIIMH OIPaHUYEHBI.

B uccieoBaHusX Ha )KUBOTHBIX OOHApYKEHA PENPOLYyKTHBHAS TOKCHYHOCTH (CM. pasaen 5.3.).
IToTeHManbpHbIN PUCK 71 YEJIOBEKA HEU3BECTEH.

[Tpenapat JlabukcoM He cieryeT MPUMEHSATh BO BpeMsi 0€peMEHHOCTH, €CITH TOJIBKO KITMHIHYECKOE
COCTOSTHUE JKEHIIMHBI HE TPeOyeT Tepanuu 1adurarpana YTeKCUIATOM.

JlakTanus

Bnusinue maburatpana sTeKCWiIaTa Ha HOBOPOXIACHHBIX (J€TEH), HAXOJANIUXCS Ha TPYIHOM
BCKapMJIMBaHUU MaTEPSIMU, TPUHUMAIOIIMMH TIpenapar, He 00OHApyKEHO.

B nepuon neyenus npenapatom JJabukcoM rpyiHOE BCKapMIIMBaHUE CIIEAYET MPEKPATUTb.

DepTUabHOCTD

JlaHHbI€ 17151 YeI0BeKa OTCYTCTBYIOT.

B nccrnenoBanusax Ha )KMBOTHBIX OTMEUANM BIMSHUE Aa0UraTpaHa 3TeKcuiaaTta Ha (epTUIbHOCTD
CaMOK B BHJIC YMEHBIICHHUS KOJIMYECTBA UMIUIAHTALMN M YBEIMUYCHHS MpeIUMIUIaHTAllMOHHBIX
NOTeph MpU MoyuyeHuu 10361 70 MI/Kr mpenapata (4To B 5 pa3 NpeBbIIIaeT YPOBEHb SKCIO3UILIUN
B IUTa3M€ KPOBU MO CPABHEHHIO C TAKOBBIM Yy NalMeHToB). [pyrux agpdexroB Ha GepTHILHOCTD Y
caMOK He oTMeyeHo. BnusHus Ha (epTHIBHOCTH CaMIlOB HE peructpupoBaiu. B pozax,
TOKCHYHBIX JUI1 MaTepeit (uro coctaniseT 5—10-kpaTHYI0 SKCIO3UIIMIO TI0 CPAaBHEHUIO C TAKOBOM
B IJJa3Me KPOBH y MALMEHTOB), Y KPBIC U KPOJIUKOB HAOIIONAIM CHUKEHUE MacChl TeJa IIojia U
AMOpHOQeTanTbHON JKU3HECTIOCOOHOCTH, a TakKe yBelIWYeHHe BapualenbHOCTH Iuiofa. B
IPEHATAIbHBIX U MOCTHATAJIbHBIX MCCIEJOBAHUAX HPU 103aX, TOKCUYHBIX AT Matepu (UTO
COCTaBIIAICT 4-KPAaTHYIO SKCIIO3UIIMIO 110 CPABHEHUIO C TAKOBOM B IIa3Me KPOBH y IMAIIUCHTOB),
HaOJII01aH YBEIMYEHUE CMEPTHOCTH TIIOJIA.

JKeHIITUHEI ¢ IETOPOIHBIM ITOTSHITUAIOM

JXKeHmuHaMm ¢ A€TOPOTHBIM MOTEHIMAJIOM CJielyeT M30erarb HaCTYIUICHUS OEpEMEHHOCTU IpH

23



JIeYeHUH mpernapaTtom J[abukcom.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHM CPeJACTBAMM M PadoTaTh ¢
MeXaHUu3MaMH

[Ipenapar /labukcom He OKa3bIBACT MJIM OKA3bIBAET HECYIECTBEHHOE BIMSHUE HA CIIOCOOHOCTD
YIPaBIATh TPAHCIIOPTHBIMHU CPEJCTBAMH U pabOTaTh ¢ MEXaHU3MaMHU.

4.8. HexenarejbHbIe peaKuMu

Pesrome npoduiist 6e3onacHocT

B uccrnenoBanusx, KOHTPOJMPYEMBIX I10 JICHCTBYIOIIEMY Ipernaparty, 6 684 mamueHTa moryJdaim
naburatpana aTekcuiar B go3e 150 mr unu 220 Mr B CyTKU € 1enbio npodunaktuku BTO.
HaubGonee pacmpocTpaHeHHbIE  HEKENATENbHBIE  SIBICHUS  BKJIIOYAIOT:  KPOBOTEUEHHS,
BO3HUKAaOIIKE NpUMEpHO y 14 % manueHToB; yacToTa pa3BUTHS OOLIMPHBIX KPOBOTEUEHUH (B
TOM YHUCJIE KPOBOTEUEHHI U3 paHbl) cocTaBisieT MeHee 2 %.

HecmoTps Ha HU3KYIO 4acTOTY Pa3BUTHS KPOBOTEUCHHS B KIIMHUYECKUX MCCIEIOBAHUAX, MOXKET
pa3BUTHCSI OOLIMPHOE WM TSKEIOE KPOBOTEUEHHUE M, HE3aBUCUMO OT JIOKAJIMU3AIMH, OHO MOXET
MPUBECTU K MHBAIMIU3AIUH, YTPO3€ )KU3HU UIIH J1aXKe JICTATbHOMY HUCXOJTY.

bezonacHocth maburarpana stexcmiara oueHuBaid B 10 uccnenoBanusx I ¢assl ¢ ydactiem
23 393 marueHTOB, OMyJaBIINX gadurarpana strekcmwiat (cM. Tadomwuiy 10).

TabnmuHoe PE3IOME HEXKENATCIIbHBIX PeaKIINl

Yacrora mo0o4HBIX 3(dekroB, mnpuBemaeHHbIX HIKe B Tabmume 10, onpeaensiach
COOTBETCTBEHHO clieayromeMy (kraccudukaims BeceMUpHON opraHU3ainuy 37paBOOXPAHEHHUN):
oueHpb yacto (> 1/10), gacro (> 1/100 - < 1/10), mewacro (> 1/1000 - < 1/100), peaxo (> 1/10000
- <1/1000), ouenp pemko (< 1/10000), HemsBecTHO (HEBO3MOXKHO OIICHHTh HA OCHOBAaHWHU
UMEIOIINXCS TaHHbIX ).

HesxenaTenpHble peakiliy CrPyMITUPOBAHBI B COOTBETCTBUH C MOPSAIKOM Ha OCHOBAHHH CHCTEMHO-
opransbix kiaccoB (COK).

Taouauna 10. Hexkenarenbubie peakuuu (HP)

CucTeMHO-OpraHHBI| YacToTa pa3BuTHSA
kiaacc/HP
Ipodpunaxtuxa BT IIpoduniaakruxa Jleuenue
Y IALMEHTOB I10CJIe HHCYJIbTA, TI'B/TIJIA n
opTomeINYecKuX CHUCTEMHBIX npopuaakTuka
onepanui TPOMO03IMO0IHIT 1 TI'B/T3JIA

CHMKeHHUe
cepaedHo-
COCYAUCTOI
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CMEpPTHOCTH Yy

nanuenToB ¢ HOII

Hapywenus co cmoponsl kposu u aumpamuueckotl cucmemuol

Anemust Heuacto Yacto Heuacto
CHmxenne ypoBHs remoriioonHa | Yacro Hewacrto HewnssectHo
TpomOouuTonenus Penxo Heuacro Penko
CHumxenue ypoBHs rematokputa | Hewacro Penxo HewussectHo
Helitponienus HenssectHO HewunssectHo HewunssectHo
ArpaHyJaoLuTO3 HeussectHO HewussectHo HewussectHo
Hapywenus co cmoponvl ummynHot cucmembi

Peakuus Hewacto Heuwacto Hewacto
TUIEepYyBCTBUTENBHOCTH

KoxHnas cpinb Penxo Heuacro Heuacro
KoxHnslit 3yn Penxo Heuacro Heuacro
AHanIaKTHYECKas peaKIus Penko Penko Penko
AHTMOHEBPOTUYECKUN OTEK Penxo Penxo Penxo
Kpanusauna Penxo Penxo Peaxo
Bbponxocnasm HenssectHo HewnssectHo HeunssectHo
Hapywenus co cmoponul nepeHoti cucmembl

BnyTtpuuepennoe Penxo Heuacro Penko
KPOBOM3JIUSTHHUE

Hapywenus co cmoponul cocydos

I'emaToma Heuacto Heuacto Heuacto
KpoBouznusiaue Penko Heuacto Heuacto
KpoBoteueHnue u3 paHbl Heuacto - -

Hapywenus co cmopoHbl ObixamenbHol cucmemsl, 0peano8 2pyOHOLL KIemKU U cCpe0OCMeHUs!

HocoBoe kpoBoTeueHue Heuacto Yacrto YacTto
KpoBoxapkanse Penxo Heuwacto Heuwacto
JKenydouno-Kuueunvle HapyueHus

Kenynouno-kumeyHoe Heuacto Yacto Yacto
KpOBOTEYEHHE

Bons B xxuBOTE Penko Yacto Heuacto
Huapes Heuwacto Yacro Hewacto
Hucnencus Penxo Yacto Yacro
TomHoTa Heuacto Yacrto Heuacto

25




KpoBoreuenne u3 npsamoit Heuacto Heuacto Yacro
KHIIKA

I'emoppounanbHoe Heuacto Heuacto Heuacto
KpOBOTEUYECHHE

N3bsa3BnEHNE CIU3UCTON Penxo Heuacto Heuacto
o6onouku JKKT, B ToM urcie

sI3Ba MUIIEBOA

lactposzodarut Penxo Heuacro Heuacro
I'SPb Penxo Hewacto Hewacto
PBota Heuacto Heuacto Heuacto
Hucdarus Penxo Hewacto Penxo
Hapywenus co cmoponwvl neuenu u dcenuesbigo0auyux nymetl

Hapymenne ¢hyHKImm Yacto Heuacto Heuacto
MeYEeHN/ OTKIIOHEHE

rmokazarenei (yHKITNH [TeYeHN

OT HOPMBI

IToBblllIeHNE aKTUBHOCTH Heuacto Heuacto Heuacto
aJlaHMHAMUHOTpaHChepasbl

(AJIT) B 1a3me KpoBu

IToBblllIeHNE aKTUBHOCTH Heuacto Heuacto Heuacto
acrmapTaTaMUHOTpaHCc(epasbl

(ACT) B rutazme KpoBH

[ToBblillIeHNE aKTUBHOCTH Heuacto Penxo Heuacto
(hepMEeHTOB IEUeHH B TUTa3Me

KpOBU

l'unepOounupyonaeMus Heuwacto Penxo HewusectHO
Hapywenus co cmopoHbvl Kodcu U HOOKOHMCHbIX MKAHEU

KpoBouznusinue B KOXy Heuacto Yacto Yacto
Anoneriust HewuszsectHo HewussecTHO HewuspectHo
Hapywenusi co cmoporvl mbluieutotl, ckeiemHnol u cCoOeOUHUMENbHOU MKAHU

I'emapTpo3 Heuwacto Penxo Heuwacto
Hapywenus co cmoporsl nouek u Mouegul8o0siuux nymeti

YporenutaibHoe kKpoBoTeueHue, | Heuacto Yacro Yacro
BKJTIOYAsi TEMaTyPHIO

Obwue paccmpoticmsa u HapyueHus 8 mecme 68e0eHusl

KpoBoteuenue u3 mecta Penxo Penxo Penxo

HMHBCKIINH
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KpoBoteuenue u3 mecra Penxo Penxo Penxo

BBCICHUA KaTETEpa

KpoBsinucTbie BbIIEIEHUA Penxo - -

Tpa@Mbl, UHMOKCUKayuu U OCJH0MHCHEHUS Mcmuny]muuﬁ

ITocTTpaBmaTudeckoe Heuacro Penxo Heuacro
KpOBOTEYEHHE
KpoBoreuenune u3 mecra Penxo Penxo Penko

ONCPAIIMOHHOI'0 AOCTYTIIa

I'ematoma mocne npoBeaeHus Heuacto - -

00pabOTKH paHbI

KpoBoteuenue u3 Heuacto - -

ONEPaLMOHHOMN paHbI

Anemus B nocieonepaionioM | Penko - -

Hepuoje

Briaenenus u3 passl ociue Heuacro - -

HIPOBEICHMSI IPOLIENYPBI

Brinenenue u3s panbl Heuacto - -

Xupypauueckue u mepanegmuueckue Manunyaayuu

[penax paHsl Penxo - -

Jpenax mocie 00padoTku panbl | Pemnko - -

Omnucanyre OTACNbHBIX HeXKENIaTSAbHBIX PEaKIIUM

I'emoppazuueckue ocnodichenus

B cBa3u ¢ apmakosornueckuM MeXaHU3MOM JIEHCTBUS IPUMEHEHHUE JaburaTpaHa 3TeKcuiaTa
MOYET OBITh CBS3aHO C MOBBIIIEHHBIM PHCKOM Pa3BUTHS CKPBITOIO WIIM SBHOTO KPOBOTEUEHUS
mr060i1 nokamuzanuu. CHMITOMBI M CTENEHb TXKECTH (B TOM 4YHCIE JIETalbHOCTH) OyIyT
OTIIMYAThCA B 3aBUCUMOCTH OT JIOKAJU3allUU U OOIIUPHOCTU WIN JJIUTENHHOCTH KPOBOTEUEHUS
W/WIM aHeMUHU. B KIMHMYECKHX MCCIEOBAaHUSAX KPOBOTEUEHUS W3 CIM3HUCTBIX 000J0YeK
(HampuMep, KelyJIOYHO-KUIIEYHOTO TPaKTa, MOYENOJIOBOW CHUCTEMbI) HAOIIOJAUCh Yalle BO
BpeMs JUIUTEIBHOTO JISUSHHUsI JTaburaTpaHa 3TeKCHUIIaTOM 110 cpaBHeHHIO ¢ tedeHneM ABK. Takum
00pa3oMm, B JOTIOJTHEHHE K aJIeKBATHOMY KIIMHUYECKOMY HAOIIOJACHUIO JIJISl BBISIBIIEHUS! CKPBITOTO
KPOBOTEUEHMs] HMEeT 3HaueHHe J1abopaTOpHOE WCCIIEOBaHUE ONpPENEeNIeHUs ypOBHEN
reMOrJo0MHa/TeMaTOKpUTa. PHCK pa3BUTHS KPOBOTEUEHHST MOXET OBITh YBEJIHYEH B
OTIpeNIeICHHBIX IPYMIax NalMeHTOB, HAIPUMEp, Y MALMEHTOB ¢ HAPYIICHUAMHU (PYHKIIUH MOYEK
CpeIHel CTeNeHu TSXKECTH W/WJIM Y MallMeHTOB, KOTOPbIe HAXOAATCS Ha JICUEHUU Mpenaparamu,
BIUSIOUIMMH Ha T€MOCTa3, WM y MalUeHTOB, MOJYYaloluX MOIIHbIE UHTUOUTOPHI P-gp (cMm.

pazgen 4.4. «Puck pa3BUTHS KpPOBOTEUYEHHs»). leMopparndeckue OCIOKHEHUS MOTYT
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NPOSBIATECA B BUAE c€ia00OCTH, OJIETHOCTH, TOJIOBOKPYKEHHs, T'OJOBHOW OONM WM OTeKa
HEYCTAaHOBJICHHOHN 3THUOJIOTUH, OJIBIIIKH U IIIOKA HEYCTAHOBJIICHHOH 3THOJIOTHH.

[Tpu mpuMeHeHNH TaduraTpaHa dTeKCUIaTa PeruCTPUPOBAIH TAKUE OCIOKHEHHUS KPOBOTEUCHUS,
KaK KOMIIAPTMEHT-CUHAPOM (CHHIPOM CHaBlieHUS) W OCTpas IOYe4Has HEIOCTaTOYHOCTH,
BcienctBue rumnonepdysuu. IlosToMy mnpu OLEHKE COCTOSIHHS MalUeHTa, MOJydYarolero
AHTUKOATyJISHTHYIO TEpaluio, CIeAyeT YYUTHIBATh PUCK Pa3BUTHS KPOBOTEUEHHUs. B ciydae
pa3BUTHS HEKOHTPOJIMPYEMOTO KpPOBOTCUEHUS TpPUMEHsETCs crnenuduueckuid mpemnapar,
HEUTpaNIM3yONMi AecTBUE qaburarpaHa, — uaapyuusymad (cMm. pasaen 4.9.).

Ilepsuunas npogunaxmuxa BTO 6 opmoneduueckoii xupypeuu

B Tabmuue 11 npencraBieno konudectBo (%) MalMEHTOB JABYX OCHOBHBIX KIMHUYECKHX
WCCJICIOBAHMM, Y KOTOPBIX B 3aBHCHMOCTH OT JIO3bI TPHUMEHEHUS Ta0UTaTpaHa dTEKCHIIAT C IEIbI0
npodunaktuku BTD Bo3nukia HP B Buae kpoBoTeueHusI.

Ta6auna 11. Kosmuectso (%) nauneHToB, y KoTopbix pa3suiocs HP (kpoBoreuenue)

Jadurarpana JaburaTpana JHOKCcaNapuH
ITEKCHJIATA srekcuiat 220 Mr N (%)

150 mr N (%)

N (%)
[TonyuaBime nevyeHue 1866 (100,0) 1825 (100,0) 1848 (100,0)
OOmmmpHbIE 24 (1,3) 33(1,8) 27 (1,5)
KPOBOTEUEHHSI
JIroboe KpoBOTEUCHUE 258 (13,8) 251 (13,8) 247 (13,4)

Ipogpunaxmuxa uncyroma u cucmemHou smooauu y 83pocivix nayuenmos ¢ H®OII, ¢ oonum unu
HEeCKONbKUMU (haKmopamu pucka

B Tabnune 12 mpeacraBieHbl ciydyad KpOBOTEUEHHUH € pa3JelieHHeM Ha OOIIMpHBIE U JIIOObIE
KPOBOTEUCHHS B MCCIEIOBAHUN NMPO(PUIAKTUKH TPOMOOIMOOIHMUECKOTO UHCYJIbTAa U CUCTEMHOM
smbonun y nanueHtoB ¢ HOIL.

Taéauua 12. KpoBoTedyeHusi B HCCIAeA0BAHMHU NPOPUIAKTHKH TPOMO0IMOOJINYECKOT0

HHCYJIbTA U CUCTEeMHOM 3M00/1uM y nauueHToB ¢ HOII

Jadurarpana JladuraTpana Bapgapun
Ttexcuaar 150 mr
stexkcmar 110 mr
JABa pa3a B CYTKHU
JBa pa3a B CYTKH N (%)
N (%)
PannomusupoBaHHbIC 6015 6076 6022
YYaCTHUKH
OO6mupHbIE 347 (2,92 %) 409 (3,40 %) 426 (3,61 %)
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KPOBOTECUCHUS

BryTtpuuepennsie 27 (0,23 %) 39 (0,32 %) 91 (0,77 %)
KPOBOTCUCHHS
XKenynouno- 134 (1,13 %) 192 (1,60 %) 128 (1,09 %)
KHUIIEYHOE
KPOBOTCYCHHE
KpoBoTteuenue ¢ 26 (0,22 %) 30 (0,25 %) 42 (0,36 %)
JIETATLHBIM HCXOJI0M
HeznauurtensHoe 1,566 (13,16 %) 1,787 (14,85 %) 1,931 (16,37 %)
KPOBOTECUCHHE
JIroboe KpoBOTEUCHHE 1,759 (14,78 %) 1,997 (16,60 %) 2,169 (18,39 %)

[TanenTh! ObUIM paHAOMM3MPOBAHbI HA TPYIIbL: faburarpana sTekcuiar B 1o3e 110 mr 1Ba paza
B CYTKM M jAaburarpaHa sTekcujaT B ao3e 150 Mr nBa paza B CyTKH; OTMEYald 3HAYUTEIbHO
MEHBIIUI PHUCK Ppa3BUTHS YIPOXKAIOIIMX KU3HH KPOBOTEUEHHH W  BHYTPUYEPEITHBIX
KPOBOM3JIUSHUI 110 CPABHEHHUIO C TAaKOBBIM IpH npuMeHeHnu Bapdapuna [p < 0,05]. Obe mo3b1
nadurarpaHa 3TEeKCHIaTa TakKe IEMOHCTPUPOBAIN CTaTUCTUYECKH 3HAUMMOE CHUKEHHE 001Ien
4acTOThl pa3BUTUSI KpoBoTeueHHH. [lanmenTsl, npuHuMarone naburatpad B go3e 110 mr nBa
paza B CyTKH, JCMOHCTPHPOBAJIM 3HAYUTEIBHO MEHBIIMA PHCK pPa3BUTHS OOIIMPHBIX
KPOBOTEUEHHH 110 CPAaBHEHUIO C TAKOBBIM Ipu npuMeHenun Baphapuna (OP — 0,81 [p = 0,0027]).
[TaruenTsl, mpUHMMarOLMe naburaTpaHa sTekcuiar B go3e 150 Mr gBa pa3a B CYTKH,
JEMOHCTPUPOBAIM  3HAUYUTEJIBHO  OONBIIMA  PHUCK  OOMIMPHBIX  JKEITYJOYHO-KUIIEYHBIX
KPOBOTEUEHHI 110 CPABHEHHUIO C TAKOBBIM ITpHU npuMeHeHun Bapdapuna (OP — 1,48 [p = 0,0005]).
Taxoil a¢ppexT oTMeuanu B OCHOBHOM Yy MAlIMEHTOB B Bo3pacTe > 75 neT.

Knunnueckast 3¢(eKTUBHOCTh NMPUMEHEHUsI Ja0urarpaHa 3TeKCHiIaTa C LEJbi0 NPOPUIAKTHKI
MHCYJIbTA U CUCTEMHOM SMOOJIMY U CHUYKEHUS PUCKA PAa3BUTHS BHYTPUUYEPEITHOTO KPOBOUBIHUSHUS
10 CPAaBHEHMIO C Bap(papuHOM COXPaHSETCS B OTJENBHBIX MOJArpYIIax (HampuMep, MalueHThl ¢
HapymeHrneM (YHKIMH TOYeK, TMAalMeHTHl Pa3HOTO BO3pacTa, MAIlMEHTHl C COMYTCTBYIOIIAM
IPUMEHEHHEM JIEKapCTBEHHBIX CPEJICTB, TAKMX KaK aHTHArPETraHThl HITH HHTHOUTOPHI P-gp). B ToO
BpeMs, KaK y ONpeJesICHHBIX MOATPYNI MalUueHTOB (PUKCUPYIOT MOBBIIIEHHBIH PUCK Pa3BUTHUS
OOIIMPHOTO KPOBOTEUEHHs MPU MPUMEHEHUHM aHTUKOAryJSHTOB, MOBBIIIEHHBIH PUCK Pa3BUTHUS
KPOBOTEUCHMsI NPU NPUMEHEHUM Ja0urarpaHa 3TEKCHUJaTa CBSI3aH C JKEJIyJI0YHO-KHIIECYHBIM
KPOBOTEUYCHHEM, KOTOpOE OOBIYHO HAOMIOJAIOT B TEUEHHUE IMEPBBIX 3—6 MecsAIeB Mmocie Havaa
JeueHus Jaburarpana 3TeKCUIIaTOM.

Jeuenue TI'B u TOJIA, npogpunakmuxa peyuousos TI'B u TOJIA y 83pocrvix nayuenmos (neuenue
TT'B/TOJIA)
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B Tabnune 13 npeacTaBieHsl cliy4ar KPOBOTEUCHHH B 00BEAMHEHHBIX OCHOBHBIX UCCIICTIOBAHUSIX
(RE-COVER u RE-COVERII) ncuenus TI'B u TDJIA. B 00beAMHEHHBIX HCCIIEI0BAHHUIX
MEPBUYHBIC KOHEYHBIE TOYKH O€30MaCHOCTH — OOIIMPHOE KPOBOTCUYCHHE, OOIIMPHOE WU
KIIMHUYECKH 3HAYMMOE KPOBOTEUYCHHE U JI000E KPOBOTEUCHUE — PETUCTPUPOBATH 3HAYUTEIHHO
peke, YeM Mpu MPUMEHEHUH Bap(aprHa Ipr HOMUHAIBHOM BeposITHOCTH omnOKH I pona, paBHOM
5 %.

Taoauuna 13. KpoBoreuenus B uccienopanusax RE-COVER u RE-COVER I (neuenuss TT'B
u TIJIA)

Jaburarpana Bapdapun OP no cpaBHeHu10 €
tekcuiaar 150 mr TAKOBBIMU IPHU
JBa pa3a B CyTKH NpUMeHeHU !
Bapgapuna (95 %
JA0BePUTEIbHBII
uHTepsaJ (AN))
[TanueHThI, BKIIIOYCHHBIEC B 2456 2462
aHanmn3 0e30MacHOCTH
OOmIMpHBIE KPOBOTEUCHHUS 24 (1,0 %) 40 (1,6 %) 0,60 (0,36, 0,99)
BuyTtpuuepennoe 2 (0,1 %) 4 (0,2 %) 0,50 (0,09, 2,74)
KPOBOU3IIUSHUE
OommpHOe 10 (0,4 %) 12 (0,5 %) 0,83 (0,36, 1,93)
JKEIyTOYHO-
KHIICYHOE
KPOBOTEUYCHHE
VYrpoxarotee 4 (0,2 %) 6 (0,2 %) 0,66 (0,19, 2,36)
KHM3HH
KPOBOTECUYCHHUE
Oo6mmpHbIe 109 (4,4 %) 189 (7,7 %) 0,56 (0,45, 0,71)
KPOBOTCUCHUS/KITMHUIECKU
3HAYUMBbIC KPOBOTECUCHHUSI
JIro6oe KpoBOTEUEHHE 354 (14,4 %) 503 (20,4 %) 0,67 (0,59, 0,77)
JIroboe xemymodHo- 70 (2,9 %) 55 (2,2 %) 1,27 (0,90, 1,82)
KUIIEYHOE
KPOBOTCUCHHUE

KonndecTBo KpoBOTEUSHMH 1151 00EMX CXEM JICUCHHUS MTOICYUTHIBAIOT OT IIEPBOT0 NPHEMa BHYTPb
naburarpaHa STEKCWiaTa WM BapdapuHa IOCIe MPEKpalleHUs MapeHTepalbHON Tepanuu
(mepuox Je4eHUs TOJBKO NMpH NpUeMe JaburarpaHa STEKCHJIaTa BHYTpPb). YUUTBIBAIOT BCE

KpPOBOTCYCHUS, BO3HUKIIHNE BO BPEMA JICUHCHHA z[a61/1ranaHa ATEKCHJIATOM. YUYHMTEHIBAIOT BCE
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KPOBOTEUEHHMsI, BOSHUKIIIME BO BpeMs JieueHUs BappapuHOM, 3a UCKIIOYEHHEM TE€X, KOTOpPbIE
Pa3BUIIUCH B TIEPUOJI IEPEKPHITHSI IPUMEHEHHI Bap(daprHa U MapeHTEePAIbHOMN Teparum.

B Tabnumne 14 mnepeuncinensl kpoBoreueHus wucciegosanuss RE-MEDY, mnocesmienHOM
npodpunaktuke TI'B u TOJIA. Hekoropble KpoBoTeueHHsI (OOIMIMPHOE KPOBOTECUEHUE
(OK)/xnmuanueckn 3Haunmmoe KpoBoTeueHne (K3K); mro06oe kpoBoTedeHHE) BCTpEYAIHChH
3HAUYUTENIbHO PeXe MPU HOMUHAIBLHON BeposiTHOCTH omuOku I pona, paBHoi 5 %, y manueHToB,
MOJTyYaBIIUX JabUraTpaHa dTEKCHIAT IO CPABHEHHIO C TEMH, KTO MOTy4a BapdapuH.

Taoauna 14. KpoBoreuennus B ucciaenoanuu RE-MEDY (mpodunakrtuka TI'B u TIJIA)

Jaburarpana Bapdapun OP 1o cpaBHeHMIO ¢
rekcuiaar 150 mr aBa TAKOBBIMHU IIPU
pa3a B CyTKH NpUMEHEeHU !
Bapgapuna (95 %
AH)
ITarueHTsl, BKIIOUYEHHEIE B 1430 1426
aHanmu3 0€30TaCHOCTH
OOmIMpHEIE KPOBOTCUCHHS 13 (0,9 %) 25 (1,8 %) 0,54 (0,25; 1,16)
BuyTpuuepenHoe 2 (0,1 %) 4 (0,3 %) HeBo3moxHO
KpPOBOM3JINAHUC BLI‘H/ICJ’II/ITB*
O6mmpHoe 4 (0,3 %) 8 (0,5 %) HeBo3moxHO
JKETYI0O9IHO- BBIUMCIIUTh*
KHIIEYHOE
KPOBOTCUCHHUE
Yrpoxaromiee HU3HN 1 (0,1 %) 3 (0,2 %) HeBo3MokHO
KPOBOTCUCHHUE BBIYHCITATH*
OO6mmmpHoe 80 (5,6 %) 145 (10,2 %) 0,55 (0,41; 0,72)
KPOBOTECUYCHUE/KITMHUYECKH
3HAYUMOE KPOBOTCUCHHUE
JIro60e KpoBOTEUEHE 278 (19,4 %) 373 (26,2 %) 0,71 (0,61; 0,83)
JIro60e ey a0uHo- 45 (3,1 %) 32 (2,2 %) 1,39 (0,87; 2,20)
KHIIICYHOC
KPOBOTECUYCHHUE

*HeBo3mosxHo oneHUTH OP, MOCKOJIBKY HU B OAHOW KOTOPTE/TPYIINE JIEYCHHS] KPOBOTCUEHUE
HE 3apEerucTpUpPOBAIIN
B Tabnuue 15 nepeuncnens! kpoBoreueHus B uccienoBanuu RE-SONATE (npodunaxktuxa TT'B
u TOJIA). Yacrora pa3sutus komOunarmu OK/K3K u wactoTta pa3Butus 1000ro KpoBOTEUEHUS
OblIa 3HAUMTENBHO HIKE NMPU HOMHUHAJIBHOW BeposTHOCTH omuOku I poma, paBHoi 5 %, y

ManucHTOB, IMOJyYaBIINX nnaue60, M0 CPpaBHCHUIO C MAlMCHTAMH, IMOJTydaBIINMU /:[a6HranaHa
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OTEKCHJIAT.

Taoauuna 15. KpoBoreuenus B ucciieqopanuu RE-SONATE (nmpodpuinaxkruka TI'B u TIJIA)

Jdaourarpana Inauedo OP no cpaBHeHHIO
rexkcuaar 150 mr gBa ¢ TAKOBBLIMH IIPHU
pa3a B CyTKH NpUMeHEeHU !
mianedo (95 %
AN)
ITanueHTsl, BKIIOYEHHEIE B 684 659
aHaM3 0e30MacHOCTH
OO1IMpHbIC KPOBOTCUCHHUS 2 (0,3 %) 0 HeBo3mMoxHO
BBIYMCITATH*
BryTtprdepenHoe 0 0 HeBo3moxHO
KPOBOU3JIUSHHE BBIYHCIIUTH*
OormmpHOe 2 (0,3 %) 0 HeBo3moxHO
JKEITYI0OUHO- BBIUMCIIUTH*
KHUIICYHOE
KPOBOTCUCHHUE
Yrposxaroliiee Ku3Hu 0 0 HeBo3MoxHO
KPOBOTCUCHHUE BBIYHCITUTD*
OommpHOe 36 (5,3 %) 13 (2,0 %) 2,69 (1,43; 5,07)
KPOBOTCUCHUE/KITHHUYECKH
3HAYUMOE KPOBOTCUCHHUE
JIro60e KpoBOTEUCHHE 72 (10,5 %) 40 (6,1 %) 1,77 (1,20; 2,61)
JIro6oe ey a09HO- 5 (0,7 %) 2 (0,3 %) 2,38 (0,46; 12,27)
KHIIEYHOE
KPOBOTCUCHHUE

*HeBozmokHo oneHuTh OP, TOCKONBKY HH B OJHOW TpyNIe JIEYECHUS KPOBOTCUCHHE HE
3apeTuCTPUPOBAIIU

Aepanynoyumo3s u neumponenus

B xone mpumeneHust qaburarpaHa 3TEKCUJIaTa B MOCTPETUCTPAIIMOHHOM TEPHOJIE OYCHB PEIIKO
OTMEUAIM arpaHyionuTo3 u HedTponenuro. Ilockonpky HP  ¢dukcupyror B pamkax
MOCTPETUCTPAIIMOHHOTO HAONIOJCHUS TOMYJSINN HEONMPEIEICHHOTO pa3Mepa HEBO3MOXKHO
JIOCTOBEPHO OTPEICTUTh YaCTOTY MX pa3BUTHs. YacTOTy cOOOIIEHNI OIIEHWIH KaK 7 SBJICHHUA HA
| MUIIMOH ManMEeHTO-JIET U arpaHyJIONUTOo3a U S SIBIECHU Ha | MUJUIMOH MAaIlMEHTO-JET IS
HEUTPOIICHUH.

COOGH.IGHI/UI 0 TOA03PEBACMBIX HEXKCIATCIbHBIX PCAKIINAX
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Baxxno coo0mare 0 MOJ03peBAaeMbIX HEXKENATeNbHBIX pEeaKIUsiX I[OClie PETUCTpaluu
JIEKapCTBEHHOTI'0 Tperapara ¢ LEeIbl0 00eCleYeHNs] HEPEPHIBHOIO MOHUTOPUHIA COOTHOIIEHUS
«T0JIb3a — PHUCK» JIEKAPCTBEHHOTO TMperapara. MeIuIuMHCKUM paOOTHHKAM PEKOMEH]yeTCs
co00IaTh O JIIOOBIX MOJI03PEBACMbIX HEXKENATEIbHBIX PEeaKIUsAX JEKapCTBEHHOTO Ipemnapara
yepe3 HallMOHAJIbHBIE CHUCTEMBI COOOIICHHS O HEXKETIATeNbHBIX PEaKIUsiX roCyAapCcTB — YICHOB
EBpa3uiickoro 3K0HOMHYECKOTr0 COI03a.

Poccuiickaa ®eoepayus

109012, r. MockBa, CiiaBsiHcKkast 1l., A. 4, cTp. 1

®OenepanibHas ciryx0a 1o Ha30py B chepe 31paBOOXpaHeHUs

Ten.: +7 (800) 550 99 03

Anpec s51. moutsl: pharm@roszdravnadzor.gov.ru

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

Pecnybnuxa benapyco

220037, r. Munck, ToBapurieckuii riep., 1. 2a

Pecniybnukanckoe yHurapHoe —npennpusitue «lleHTp 3KkcmepTH3 M UCHBITAaHUH B
3JIPaBOOXPAHEHUID)

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

dakc: +375 (17) 242 00 29

Anpec a11. mouthl: repl@rceth.by, rceth@rceth.by

Be6-caiit: www.rceth.by

Pecnybnuxa Kazaxcman

010000, r. Acrana, paiton baitkonsip, yi. A. Umanosa, a. 13, BLl «Hypcayner 2»

PI'TI Ha IIXB «HanuoHanbHBIA LEHTP IKCIEPTU3BI JIEKAPCTBEHHBIX CPEACTB U MEIUIMHCKUX
u3nenuity Komurera MeaMuuMHCKOro W (apMaleBTUYECKOro KOHTpoJis MuHHCTepcTBa
3npaBooxpanenus Pecnyonmku Kazaxcran

Ten.: +7 7172 235 135

Anpec 1. moutsl: farm@dari.kz

Be06-caiit: www.ndda.kz

Pecnybnruxa Apmenus

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

«Hay4HbIli LIEHTp AKCHEPTHU3bl JIEKAPCTB W MEIUIMHCKUX TEXHOJIOTUH HMMEHM aKaJeMHKa
3. 'abpuensHay

Ten.: +374 60 83 00 73

Anpec a1. moutsl: admin@pharm.am, vigilance@pharm.am, letters@pharm.am

Be06-caiit: http://www.pharm.am
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Keoipevizckas Pecnybauka

720044, Yyiickas obnacts, r. bumikek, yi. 3-sa Jluaus, a. 25

JlemapTaMeHT JeKapCTBEHHBIX CPEACTB U METUIIMHCKUX M3/IETHN

Ten.: +996 (312) 21 92 86

Anpec a1. moutsl: dlsmi@pharm.kg

Be6-caiiT: www.pharm.kg

4.9. Ilepeno3npoBka

Jo3bl maburarpaHa STEKCWiaTa, MPEBBINIAIONINE PEKOMEHIOBAHHBIC, MOJIBEPraloT MalueHTa
MOBBIIICHHOMY PUCKY Pa3BUTHS KPOBOTEUCHHUSI.

[Ipu momo3peHnn Ha MEPeAO3UPOBKY MabWraTpaH HAa 3TEKCHIIATOM IMPOBEICHHUE HMCCIIEOBAHUS
KOaryJiorpaMMbl MO>KET ITOMOYb ONPEACITUTh PUCK Pa3BUTHS KPOBOTEUECHHUs (CM. paszensl 4.4. u
5.1.). KanubpoBanHoe konudecTBeHHOE ompezeneHue pTB uianm ero MOHUTOPHUHT MO3BOJSIOT
MPOTHO3UPOBATh  BPEMsI  JIOCTIDKEHHUS  OMPEACNICHHBIX  CBIBOPOTOUHBIX  KOHIEHTpalUi
nmaburatpana (cM. pazzgen 5.1.), B TOM 4HcIie IpY IPOBEACHHUH JTOTIOTHUTEIBHBIX Mep (Harpumep,
BHAuaje Iuain3a).

[Ipy M30BITOYHOM YTHETEHHH CBEPTHIBAEMOCTH KPOBU NPUMEHEHHE Mpernapara MpeKpallaror.
YuuTeiBass OCHOBHOM MyTh BBIBEJCHMs JaburarpaHa (IIOYKaMH), pEKOMEHIYeTcsl 00ecleyuTh
aziekBaTHbIN auypes. [lockonbky maduraTpad objagaeT HU3KOM CITOCOOHOCTBIO K CBSI3BIBAHMIO C
OenKamu I1a3Mbl KPOBH, TIpenapaT MOKET BBIBOAUTHCS TPU TEMOTUANTN3E, OAHAKO KIMHUIECKUN
OTIBIT MO UCTOJIB30BAHUIO UAIN3A B TUX CUTYalUsX OTpaHuydeH (cM. paznen 5.2.).

Jleyenue

[Tpu pa3BuUTHH KPOBOTEUYEHUS JCUCHHE TaOUTaTpaH HA STEKCHIIATOM HEOOXOAUMO MPEKPAaTUTh U
JMarHOCTUPOBATh MCTOYHWK KPOBOTEYEHHUS. B 3aBUCHMOCTH OT KIMHHYECKOW CHUTYallMH IO
YCMOTPEHHIO Bpaya cieayeT MPOBOAUTH COOTBETCTBYIOIIEE MOJIEPKUBALOIIEE JIEUCHHE, TaKoe
KaK XMpypru4ecKHii FeMocTas U BOCIOIHEHHEe o0beMa upKynupytomieid kposu (OLIK).

Hns curyanmii, korga TpeOyeTcs OBICTpOE YCTpaHEHHE AHTHUKOATYJISSHTHOW aKTHBHOCTH,
CYIIECTBYET CIEMU(PUIESCKAN aHTATOHUCT (hapMaKOIMHAMHUYECKOTO eHCTBHS naburaTtpaHa,
npenapat Ilpakc6aitnn (uMnapynusymad), BBEJEHHE KOTOPOIO IO3BOJSET HEUTPaIH30BaTh
aHTHKOAryJIsHTHbIN 3¢ ekt npenapara J[abukcom (cM. pazaen 4.4.).

[Tpu nepeno3upoBke npenaparta J{abukcom (B cilydae OTCYTCTBHSI BO3MOXHOCTH IpPHUMEHEHUS
cnenn(rUYeckoro aHTaroHUCTa JaduraTpaHa) BO3MOKHO MPUMEHEHHE KOHIIEHTPAaTOB (PaKTOpoB
CBEPTHIBAaHUS (AKTHBUPOBAHHBIX WM HEAKTHBUPOBAHHBIX ) WIIH peKoMOnHAHTHOTO (akTopa Vlla.
Cy1iecTBYIOT 3KCIEPUMEHTAIbHbIE JaHHbIE, MOATBEPXKIAIONINE YYaCTHE ITUX JIEKAPCTBEHHBIX
CPEICTB B HEUTpaM3aAIlMU aHTHKOATYJISHTHOTO d(dekra maburaTrpaHa, 0OJHAKO JAHHBIX 00 HX
3Q(PEKTUBHOCTH ¥ BO3MOXXHOCTH pPHUCKAa IOBTOPHOTO pa3BUTHS TPOMOOIMOOINM OYEHb
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orpanuyeHsl. [locie mpuMeHeHHs PEKOMEHIOBaHHBIX KOHIEHTPATOB (DAKTOPOB CBEPTHIBAHUSA
KpPOBH pe3yJIbTaThl KOAryJorpaMMbl MOTYT UCKaxaThbCsl. ClelyeT MposIBISITh OCTOPOKHOCTD IPU
MHTEPIIPETALIMU PE3YJIHTATOB KOAryJIOTPAMMBI.

B ciyuae pazButHs TpOMOOLMTONEHUN WU IPU NPUMEHEHUU AHTUATPEraHTOB JJINTEIBHOIO
NEHCTBUSL MOXKET OBITh PACCMOTPEH BONPOC O TMPUMEHEHHUH TPOMOOIMTAPHOM MAacCHhI.
CumMmnromaTHyeckoe JIeYeHHE JOJKHO IPOBOAUTHCS B COOTBETCTBUM C Ha3HAUEHUEM Bpaya.

[Tpu 0OImIMPHOM KPOBOTEUEHHUH CIIEIyEeT PACCMOTPETh BO3MOKHOCTD KOHCYJIBTAIIUH [€MAaTOJIOTa.

5. ®APMAKOJIOTMYECKUE CBOMCTBA
5.1. ®apmakoauHaMHYeCKHeE CBOMCTBA
dapMakoTepareBTUYECKass TPYyIIa: aHTUTPOMOOTHYECKHE CpPEICTBA; MPSAMbIE HHTHOUTOPHI
TpoMOnHa
Kon ATX: BO1AEO7

MexaHu3M ASHCTBUS

JlaburaTrpana 3TEKCHJIAT SBJISETCSI HU3KOMOJIEKYJISIPHBIM, HE 00J1a1atouM (papMaKkoI0THIecKon
AKTUBHOCTBIO TPEALIECTBEHHUKOM aKTUBHOM QopmMbl nadurarpana. Ilocie mpuema BHYTph
nadurarpaHa 3TeKCHIIAaT OBICTPO BcachIBaeTcs B kenynouHo-kumeyHoM Tpakte (OKKT) u mytem
THJIPONIN3a, KaTalM3UPyeMOro 3CTepa3aMu, B IE€YEHHM M IUIa3Me€ KPOBHM IIpeBpalacTcs B
naburarpad. Jlaburarpas sBIsSeTCS MOIIHBIM KOHKYPEHTHBIM 00pPaTUMBIM MTPSIMBIM HHTHOUTOPOM
TPOMOMHA 1 OCHOBHBIM aKTHBHBIM BELIECTBOM B I1a3Me KPOBH.

Tak xak TpoMOUH (CepUHOBas MpOTeas3a) B MPOIECCe KOATyJSIIUU MpeBpamiaet GuOpUHOTEH B
(GuOpHH, yrHeTeHHe aKTMBHOCTH TPOMOMHA NpPEMsTCTBYeT oOpa3zoBaHMi0 TpomOa. J[aburaTpan
OKa3bIBaeT MHTUOMpYIOlee BO3/JEHCTBHE HAa CBOOOAHBIN TPOMOMH M TPOMOWH, CBSI3aHHBIN C
(UOPHHOBBIM CTYCTKOM, a TaK)K€ BBI3BAaHHYIO TPOMOMHOM arperanuo TpoMOOIIUTOB.

dapmakoagnaamudeckne YO HeKTol

B skcriepuMeHTaTBHBIX HCCIICIOBAHUAX HA PA3IMYHBIX MOJIENISAX TPOMOO3a Y )KUBOTHBIX IN VIVO U
€X VIVO TOATBEp)KAECHO aHTUTPOMOOTHYECKOE JEHCTBHE M AaHTHKOATYJSHTHAs aKTHBHOCTb
nadurarpaHa Tociie BHYTPUBEHHOTO BBEJICHMS W JaburaTpaHa dTeKCHjaTa — IOclie NpueMa
BHYTDb.

YcTaHOBIIEHA TIpsIMasi KOPPEISIUS MEXTy KOHIEHTpalued naburarpaHa B TUIa3Me KPOBU H
BBIPA)KEHHOCTBIO aHTUKOAryJISHTHOTO 3¢ dekra. laburarpan ynmmnser AUTB, OBC u TB.
KanuOpoBanHoe konmuecTBeHHOe ompeneneHue pTB obecrneunBaeT OLEHKY KOHIICHTPALUU
naburatpaHa B IUIa3Me KPOBH, KOTOPYIO MOXKHO CPaBHHUTH C OXHMJAEMBIMH KOHIICHTPAIIMSIMHU

naburarpaHa B Iia3Me KpoBu. Ecnmm kanmmOpoBaHHOE KOJWYECTBEHHOE ompeneneHue pTB

35



JEMOHCTPHUPYET KOHIEHTpaluio AadurarpaHa B IJIa3Me KPOBU Ha ypOBHE WJIM HIDKE Mpeserna
KOJIMYECTBEHHOTO ONPEENICHUs, CIEAYEeT pPAacCMOTPETh BO3MOXKHOCTb JIOIOJHHUTEIBHBIX
ucciae0BaHui koaryorpammel, Takux kak TB, OBC unu AUYTB.
OBC moxeT o6ecrieunTs IpsIMOE OIpeiesieHe aKTUBHOCTHU MPSIMbBIX HHTHOUTOPOB TPOMOUHA.
Omnpenenenne AYTB mmpokogocTymHO W JaeT NPUOJM3UTEIBHOE TIpelCTaBlIeHue 00
MHTCHCUBHOCTH AaHTUKOATYJISIMH, JOCTHUTaeMOM TOCPEACTBOM jaduraTpaHa. Tem He MeHee,
onpezneneHue AUTB umeer orpaHMYEHHYH YyBCTBUTEJIBHOCTh M HE HOJIXOJUT JJISI TOYHOM
KOJIMUECTBEHHOM OLIEHKH aHTHKOAryJITHTHOTO 3¢ (dekTa, 0COOEHHO MPHU BHICOKUX KOHILIEHTPALUSIX
naburaTpaHa B mjia3Me KpoBU. XOTs BbICOKUH mokazarens AUTB cienyeT nuHTepnpeTupoBaTh ¢
OCTOPOKHOCTBIO; BBICOKUMU Tmokazareab AUYTB yka3piBaeT Ha TO, YTO MAlMEHT MOJy4daeT
AQHTUKOAryJISHTHI.
B nenom MOXHO MpeAnoaoXUTh, YTO TAKUE MMOKA3aTEIN aHTUKOATYJISHTHOW aKTUBHOCTU MOTYT
OTpakaTb CHIBOPOTOYHBIC KOHILIEHTPALMU JaOWraTpaHa U MOTYT CIYXXHTb PYKOBOJICTBOM MJisi
OLICHKM pUCKA pa3BUTUS KPOBOTEUYEHMs, T. €. MpeBbllieHne 90-ro NMpOLEHTUIISI MUHUMAJIbHBIX
CBIBOPOTOYHBIX KOHIIEHTPAIMi faburaTpaHa Wi aHAIM3a KOaryJIupyIoield akTHBHOCTH, TAKOTO
kak AUTB, usmepeHHoro Ha MUHUMaJIbHOM ypoBHE (oporoBsie 3HaueHust AUTB npencraBineHs
B pazzene 4.4., Tabauna 5), cuuTaercs CBA3aHO C MOBBIIIEHHBIM PUCKOM Pa3BUTHUS KPOBOTEUCHHUS.
Ipoghunaxmuxa BTD y nayuenmog nocie opmoneouueckux onepayutl
B paBHOBecHOM cocTostHMM (TOcie 3-TO AHS) TeOoMETpUYecKas CpeaHss MaKCHUMallbHas
koHIeHTpanus (Cmax) JaburaTpaHa B Iuia3Me KpoBU, U3MEpEHHasi IPUMEPHO Yepe3 2 yaca 1ocie
npuema BHyTpb 220 Mr qaburatpasa sTekcunara, cocrasuia 70,8 Hr/mi ¢ auanazoHoM ot 35,2 1o
162 ur/mn (nnana3oH ot 25-ro 10 75-To npoueHTHieH). CpeaHss reoMeTpruecKasi MUHUMalIbHAs
koHneHTpanus (Cmin) HaburaTpana, U3MEpeHHass B KOHIIE MHTEpBaJia JO3UPOBaHU (T. €. yepes
24 yaca nocie noiydeHus 220 Mr gaburaTpaHa STeKCHiIaTa), CocTaBisia B cpegHeM 22,0 Hr/mi ¢
muana3zonoM 13,0-35,7 Hr/mn (auama3oH oT 25-10 A0 75-T0 MPOICHTUIIEH ).
B cnenumanbHOM Hccie0BaHUM, ITPOBOAMBIIEMCS HCKIIOYUTEIBHO C y4acTUEM MALUEHTOB C
HapyumeHneM (yHkiun nouek cpeaneit crenenu TspkectH (KK 30-50 mu/muH), nmomaydaBmmx
naburarpana stekcuiaTt 150 Mr oguH pas B cyTkH, reomerpuyeckast cpeassist Cmin Jaburarpana,
W3MEpPEHHAs B KOHIE MHTEpBaJIa JO3WpOBaHus, Obla B cpeaueM 47,5 Hr/mi, B quanazone oT 29,6
1o 72,2 Hr/Ma (Inrama3oH OT 25-T0 10 75-T0 MPOIEHTUIIEH ).
VY manweHToB, MOJy4YaBIIUX J€YeHHE C Menbio mpodwmraktukn BTD mocne omepamuu 1o
MPOTE3UPOBAHUIO TAa300€IPEHHOTO WM KOJEHHOTO CcycTaBa B BuE A03bl 220 Mr maburaTtpaHa
ATEKCUJIaTa OJIUH pa3 B CyTKU:

e 00-i1 mpoIEeHTUIHF KOHIICHTPAIIMKM Ja0urarpaHa B IUIa3Me KPOBH COCTaBJsI 67 HI/mi,

M3MEPEHHBI HA MUHUMAaIBLHOM ypoBHE (uepe3 20—28 vacoB mocie mprema mpeablIyen
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1103b1) (cM. pazzaensl 4.4. u 4.9.);

e 90-if mpouentunr AYTB Ha MuHHUManmbHOM YypoBHe (20-28 wacoB mocie mnpuema
npeablayIen 103bl) cocTaBisii 51 cekynay, uto B 1,3 pasa npessimaer BI'H.

OBC He olleHMBaNM y MalMEHTOB, MOJIyYaBIIUX JieueHue (220 Mr qaburatpana ITEKCUIaTa OJIUH
pa3 B CyTkH) c uenbto mnpodunaktuku BTD mocne Xupypruueckoro BMELIATENbCTBA IO
MIPOTE3UPOBAHUIO Ta300€IPEHHOTO UM KOJIEHHOTO CYCTaBa.

Ipogunaxmuxa uncyioma, cucmemuvix mpomoOOIMOOIUL U CHUNCEHUE CEePOeYHO-COCYOUCTOU
cmepmuocmu y nayuenmog ¢ HOII

Cpennsisi reomerpuueckass Cmax Jaburatpana B IJla3M€ KPOBH B PaBHOBECHOM COCTOSIHUH,
M3MEepeHHas MPUMEPHO Yepes 2 yaca Moclie moiay4yeHus nadurarpana srekcunara 150 mr aBa pasa
B CYTKH, cocTaBisuia 175 Hr/mn ¢ muamasonom 117-275 ur/mn (muamazoH ot 25-ro o 75-ro
npoueHtwient). Cpennsas reomerpudeckast Cmin JaburaTpaHa B IUIa3M€ KPOBU, M3MEpPEHHas B
yTpEeHHUE Yachl B KOHIIE MHTEpBaJia JO3UpoBaHUs (T. €. yepe3 12 yacoB mocie mpuemMa BHYTPb
JaburarpaHa stekcminara 150 Mr B BeuepHHE 4Yachl), coctaBwia B cpemaHem 91,0 Hr/mur ¢
nuara3zoHoM 61,0—143 ur/mi (auama3oH ot 25-ro 10 75-r0 IpOLEeHTHIIEH ).

Jns manmenToB ¢ HOII, momyyaromux jedeHue ¢ Heiabio TpoQHUIaKTHKH HHCYIbTa U CHCTEMHBIX
TpoMO03MOouii B Bue naburatpana stekcuiara 150 mr i1Ba pa3a B CyTKH:

e 90-if mpoOUEHTH]Ib KOHIIGHTpAIMM [JabWraTpaHa B IUIa3Me€ KpPOBH, HM3MEPEHHBIM Ha
MUHUMAaIbHOM ypoBHe (depe3 10—16 yacoB mocie nmpuema npeabiayiei 10361), COCTaBUI
okoj10 200 Hr/™mIT;

e DOBC Ha MuHUMansHOM ypoBHE (depe3 10—-16 gacoB mocne mpruema mpeabIIyiei 10361),
npesbimaroniee BI'H mpumepno B 3 pasza, oTHocuTcs K HaOmogaemMomy 90-my
npoueHTwro yanuHeHuss OBC na 103 cexkyHbI;

e otHomenue AUYTB, npesbimatomee BI'H B 2 pasza (npononrauus AUTB npumepHo Ha
80 cexyH) Ha MUHUMaITLHOM ypoBHE (10—16 gacoB mocie mpuema mpeabIyIiel 10361),
oTpaxkaeT 90-i mpOLEHTHIb HAOFOICHUH.

Jleuenue ocmpozo TI'B uw/unu TOJIA u npogunakmuxa cmepmenbHbIX UCX0008, BGbl3blBAEMbIX
smumu 3a6onesanusmu. Ilpoguraxmuxa peyuousupyroweeo TI'B uw/unu TOJIA y e3pocivix
nayuermoes

VY namuenToB, nonyyaBmux jgederre TI'B u TOJIA (maburatpana stekcuinat 150 mr aBa pasa B
CYTKH), cpeaHss reoMmerpudeckast Cmin Jaburarpana, n3Mepennas B teueane 1016 gacos mocne
npreMa 71036l B KOHIIE HHTEpBajia JO3UpOoBaHus (T. €. uepe3 12 yacoB mocie nmpuema qaburarpana
sTekcunara 150 Mr B BeuepHHe 4ackl), cocTaBmiia 59,7 Hr/mi ¢ nuana3oHoM ot 38,6 mo 94,5 Hr/mn
(mnamazoH ot 25-ro mo 75-ro mponeHtminer). Ilpu nedenmu TI'B u TOJIA (maburarpana

aTekcwiar B 03¢ 150 Mr 1Ba paza B CyTKH):
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e 00-i mpoLIEHTUIIb KOHIIEHTpAIMi Ja0uraTpaHa B TIUIa3ME€ KPOBH, W3MEPECHHBIA Ha
MUHHUMaJIbHOM ypoBHE (uepe3 10-16 yacoB mocie moaydeHHs NpeabIAymend 03b1),
COCTaBMJI OK0JIO 146 Hr/miI,

e DBC na MuHHMaIbHOM ypoBHE (uepe3 10—16 gacoB mocie mprema npeasblIymeil 1036),
MIPEBBIIIAIOIIEE UCXOTHBIN TOKA3aTeNb MPUMEPHO B 2,3 pa3za, OTHOCUTCS K HAOJII0aeMOMY
90-my nporenTIUIO yanuHeHUs DBC Ha 74 ceKyHIbI;

e 90-it npouentuns AYTB nHa wmuHMMansHOM ypoBHEe (10-16 wacoB mocie mnpuema
IpeaplayIield 103bl) COCTaBisANA 62 CeKyHAbl, 4TO B 1,8 pa3 IpeBbIIAET HCXOMHBII
MOKa3aTeb.

Jlannbie o (hapMaKOKWHETHKE Y MAIlMEHTOB, MOJTyYaBIIUX JCUCHUE Ja0urarpaHa 3TeKCHIaTOM B
no3e 150 mr 1Ba pasa B CyTKH C 1elbio npodunaktuku peruanBoB TI'B u TOJIA, oTcyTCTBYIOT.

Kinnanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

Dmuuueckoe npoucxodicoenue

KnvHuyeckn 3HAUMMBIX JTHUYECKUX PAa3jIMuMid Cpelad NAalMEeHTOB €BPOIEOUIHOW pachl,
apoamMepuKaHIIEB, JaTHHOAMEPUKAHIIEB, MOHTOJIOUTHOM packl (manueHToB u3 Anonun u Kuras)
He HaOJIFo JaJIu.

HDO(Z)M]ZCZKWZHKCI BTD Y nayueHmoese nocie 061/MMDH020 XupypsuiecKozco emeutameibenied no

npomesuposaruro cycmaesos

Pe3ynbpTaThl KTMHUYECKUX UCCIIEIOBAHUM y TAIIUEHTOB, IEPEHECIINX OPTONEANYECKHE ONIEPALIUU
(9HAONPOTE3UPOBAHNE KOJEHHOTO U Ta300€IpEeHHOr0 CYCTaBOB), MOJATBEPIWIN COXpaHEHHE
napaMeTpoB IeMOCTa3a M HKBUBAJIECHTHOCTh HpuMeHeHus 75 mr uimu 110 mr paburarpana
JTekcunara dveped |—4yaca mocine XUPYprudyeckoro BMEIIATENbCTBA U MOCIERYyHOIIEH
nojyiep>kuBatonieid 10361 150 nmm 220 Mr oxuH pa3 B cyTkH B TeueHue 6—10 nueit (mpu oneparum
Ha KOJICHHOM cycTaBe) U 28—35 aHel (Ipu oneparyy Ha Ta300eIpeHHOM CyCTaBe), 10 CPABHEHUIO
C DHOKcanapuHoM B J03¢ 40 Mr oIuH pa3 B CYTKM, KOTOpBIM NMPUMEHSUIN HAaKaHyHE W IOCIIE
BMeENIaTeIbCTBA.

[TokazaHa >KBHUBaJIEHTHOCTh aHTHUTpoMOOTHUecKoro 3¢¢ekra gaduraTpaHa 3TEKCHJIaTa MpU
npumeHeHnn 150 mr wim 220 Mr o CpaBHEHMIO € 3HOKCANapuHOM B J03€ 40 MI' B CYTKH IpH
OIICHKE OCHOBHOM KOHEYHOM TOUKH, KOTOpasi BKJIIOUAET BCE CIy4al BEHO3HBIX TPOMOOIMOOIHI 1
CMEPTHOCTb OT JIHOOBIX MPUYHH.

Hpod)wzakmuka UHCYIbMA_U_CUCIEMHOL mDOM603M6OJZUU y_83pociblx_nayuenmos ¢ HPDII, c

OOHUM UAU HECKOIbKUMU d)akmopamu pPUCKa

[Ipu nnutenbHOM, B cpemHeM okojio 20 MecsIeB, MPUMEHEHUN Y MAIMEHTOB ¢ GUOpHILIAIIACH

npencepInuil U ¢ yMEPEHHBIM MU BHICOKMM PUCKOM MHCYJIbTA WM CUCTEMHBIX TPOMOOIMO 0NN
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OBLTO TIOKA3aHo, 4yTO AaburaTpana 3TeKcuaaT B 1o3e 110 mr, Ha3HAYCHHBIN /IBa pa3a B CyTKH, HE
ycrynan BapdapuHy 10 3(PGEKTUBHOCTH MPENOTBPALEHUS HMHCYJIbTa U  CHCTEMHBIX
TpoMO0o3MOonuii y nanmenToB ¢ HOII; takke B rpynmne naburarpana ObUI0 OTMEUYEHO CHIDKEHUE
pHUCKa BHYTPUUYEPEIIHBIX KPOBOTEUEHUI U oO01Iei yacToTel KpoBoTeueHuil. [Ipumenenue Ooiee
BBICOKOH 103l IIpenapata (150 mMr aBa paza B CyTKH) JOCTOBEPHO CHUXKAJIO PUCK UIIEMHUYECKOIO
U TEeMOppParuyeckoro MHCYJIbTOB, CEPACUHO-COCYJIUCTON CMEPTHOCTH, BHYTPUUYEPEIHBIX
KPOBOTEUCHHI U OOIIEH 4acTOThI KPOBOTCUCHUH 110 CPaBHEHHIO ¢ BapdapuHoM. MeHbIas 1o03a
naburarpaHa XxapakTepru30BaJlach CYIIECTBEHHO 0ojiee HU3KUM PUCKOM OOJIBIIMX KPOBOTCUCHHN
[0 CPaBHEHHIO C Bap(hapruHOM.

Yuctelil kmMHUYECKUd 3P GEeKT OIeHUBAIICA MyTeM OMNpeesieHuss KOMOMHUPOBAHHOM KOHEYHOU
TOYKH, BKIIFOUYABIIIEH YaCTOTY UHCYIIbTA, CHCTEMHBIX TpoMOoaMOomuii, TOJIA, octporo undapkra
MHUOKap/1a, CEPACUHO-COCYTUCTON CMEPTHOCTH U OOJBIINX KPOBOTCUECHUH.

ExxeronHass yacToTa MNEpEYUCICHHBIX COOBITMM Yy NAalMEeHTOB, IOJIyYaBIIUMX JaOurarpaHa
ATEKCUJIAT, ObUIA HUXKE, YEM Y MAllMEHTOB, IIOJy4YaBIIMX BappapuH.

N3menenuss B nabopaTOpHBIX TMOKa3zaTeNlsx (YyHKIMH TE€YEHW Yy TAlMEHTOB, MOJyYaBIINX
JaburarpaHa dTEKCHJIAT, OTMEYAIUCh CO CPABHUMOW WJIM MEHBIIEH YacTOTOM MO CPABHEHHIO C
narueHTaMu, oy4aBIIUMH BaphapuH.

JlononuurtenbHOe U3ydeHHE AaburarpaHa STEKCHIaTa B HAOMIOAATEIbHBIX MCCIEIOBAaHUAX Y
narueHToB ¢ HOII cBuaerenscTByeT, 4Tro mokazatenu A(PGEKTUBHOCTH UM 0€30MacHOCTH
npernapata B KIMHUYECKOW NPAKTHKE COOTBETCTBYIOT pe3yjbTaTaM pPaHIOMHM3UPOBAHHBIX
HCCIIEI0BAHUMN.

PesymbraThl  mpocmekTHBHOTO  paHaomMusupoBaHHoro  uccienoBanus — RE-CIRCUIT
MPOJEMOHCTPUPOBAIIN, UTO BBINOJIHEHNE KaTeTEPHOI a0ialuy y MalueHToB C MapoOKCHU3MalbHON
WIH TepcucTupyromeid Gudpuuianued Tpeacepauil, MMOTy4arolluX HEMPEepbIBHBIN Kypc
naburatpana stekcminata B go3e 150 mr (1 kamcyna) aBa pa3a B CYTKH, XapaKTepH3yeTcs
MEHBIIIMM PUCKOM OOJIBIITUX KPOBOTEUYECHUN B CPABHEHUHU C MAIIMEHTaMH, Y KOTOPBIX Mpoleaypa
BBITIOJTHSUTACh Ha ()OHE HEMPEPBIBHOTO Kypca BapdapuHa. Paznuuunii Mexxay rpyrnaMu cpaBHEHUS
B OTHOIIEHWU 4YaCTOThl KOMOWMHUPOBAHHOM KOHEYHOW TOYKH, BKIIIOYAIOMIEH WHCYJBTHI,
CUCTEMHbIE SMOOJINY WM TPAH3UTOPHBIE UIIEMUYECKUE aTaKH, BHISBICHO HE OBLIO.

Ilayuenmul, nepenecuiue YKB co cmenmuposanuem

Pesynbratht OTKPBITOTO PaHIOMHU3UPOBAHHOTO HCCIeIOBaHUS RE-DUAL PCI

MPOJIEMOHCTPUPOBAJIA, YTO NMPUMEHEHHE aaburatpaHa 3Tekcuiata B go3e 150 Mr gBa pasa B
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CyTKH, 1100 B 103e 110 Mr 1Ba pa3a B CyTKH B KOMOMHAIIUU C KJIOMUIOTPEIOM MIIH THKArpeIopoM
y marueHtoB ¢ H®II, nmepenecmmx YKB co creHTupoBaHueM, XapaKTEpU3yETCSs MEHBIIUM
PUCKOM pa3BUTHS NEPBUYHOM KOHEYHOM TOUkM (OoibliMe W KIMHUYECKH 3HaYMMbIe
KpoBoTeueHHuss 1o kiaccudukanuu ISTH) B cpaBHeHMHM ¢ KOMOMHUPOBAHHOW Teparvew,
BKJTIOYAIOIIEH B ceOs BapdapuH B cOUETaHUU C KionuaorpenaoM mim tukarpenopom u ACK. Ipu
3TOM B OTHOIIEHHH KOMOMHHPOBAHHON KOHEUHOW TOYKH 3(P(PEKTUBHOCTH, BKIIOUABIICH B ce0s
CMepTh, TpoMOO3IMOOIMYECKHEe COOBITHS (MH(PAPKT MUOKApAa, HHCYJIBT WIH CHCTEMHBIC
aMOoIHH), TMO0 HE3AIUIAHUPOBAHHYIO PEBACKYIIPU3ALINIO, O0bEIMHEHHAS TPYIIa MalueHTOB,
MOJTy4aBIIUX JaburatpaHa sTekcuiar (o0e J03bl Impernapara) B KOMOMHAIIMK C KJIOMHAOTPEIOM
WIM THUKarpeiaopoM, He ycrynana 1o 3¢G(EeKTUBHOCTH TpyIIe MAlUEHTOB, IOIYYaBIINX
KOMOMHHPOBAHHYIO T€panuio BapPapuHOM B COYETAHUU C KIJIOMUIOTPENIOM WU THKArPEIopoM U
ACK.

Hpod)wzaicmuka mDOM603M60]lu12 Y nayuerRmoe ¢ npome3upoBarHHbiM Kiananom cepdua

B xone knmuanueckux uccnenoBanuil ¢asel Il npumenenus nadburarpana sTekcuiiata 1 Bapdapusa
y NAIUEHTOB, NEPEHECHIMX ONEPALMI0 10 3aMEHE KJIallaHa Ceplla MEXaHMYECKHUM IIPOTE30M
(HemaBHO NPOBEJCHHBIE ONEPAllMU U ONEpAlliH, IPOBEAEHHBIE OoJiee 3-X MecsleB Ha3al), ObLIO
BBISIBJICHO IIOBBIIIEHWE YacTOThl TpoMOo3MOomuii M oOmiero 4Yucia KpPOBOTEHYEHUN
(MperMyILEeCTBEHHO 3a CUeT MajbIX KPOBOTEYEHHH) y MAalMEHTOB, MOJyYaBUIMX Ja0UraTpaHa
sTekcuaar. B paHHeM mocieonepanMoHHOM Iepuoje OOJbIMe KPOBOTEYEHHS B OCHOBHOM
XapaKTepU30BAIMCh N'eMOPParndeckuM BHIIIOTOM B MEPUKAp], OCOOCHHO Yy MAallMEHTOB, KOTOPBIM
naburaTpaHa dTekcuiaTr Obul Ha3HAUY€H B paHHEM Iepuoje (Ha 3 J1eHb) mocie XUpypruvyecKon
3aMeHbl KJanaHa cepaua (cM. pasaen 4.3.).

Jlevenue TI'B u TOJIA y e3pocavix nayuenmos (nevenue TI'B/TOJIA) u npogunaxmuka
CMEpMENbHBIX UCX0008, GbI3bI8ACMbIX IMUMU 3AD0NEBAHUAMU, ) 83DOCIbIX NAYUEHIOB
Pe3ynbTaThl KIMHUYECKUX MCCIIEOBAaHUM Yy ManueHToB ¢ HanuuueM octporo TI'B w/mnm TOJIA,
KOTOpBI€ TEPBOHAYAIBHO MOJydYaldd MapeHTEpalIbHYI0 TEpanuio B TEUYEHHE, KaK MHHHMYM,
S mHeW, MOATBEPIUIIN, YTO AaburarpaHa sTekcuiaaT B go3e 150 Mr, Ha3HAYeHHBIN JBa pa3a B
CYTKM, He ycrynaa BapdapuHy 1O 35()()EKTHUBHOCTH B OTHOLIEHMHM CHUXKEHUS YacTOTHI
peunauBHupyomero cumntromatnueckoro TI'B u/mnu TOJIA u ciaydaeB cMepTH, 00yCIOBIECHHBIX
3TUMHU 3a00JIC€BaHUSAMH, Ha NPOTSHDKEHHM O-MECSYHOTO Iepuoja JieueHUs. Y MalHUeHTOB,
NOJyYaBIIMX JaburarpaHa 3TEKCHJIAT, KPOBOTEUEHHsS] OTMEUAINCh 3HAYUTENBHO peXe, YeM Yy
NalMEHTOB, NOTyYaBIINX Bap(apuH.

Yacrora pazpuTus nH(papKTa MHOKapAa BO BCEX MPOBOAUMBIX HccieaoBaHusx npu BTD Bo Bcex
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Je4eOHBIX Tpynmnax Oblj1a HU3KOM.

Tlokazamenu ¢pynkyuu nevenu

B uccinenoBaHusAx ¢ NPUMEHEHUEM AKTHUBHBIX IIPENAapaToB CPABHEHUS BO3MOYKHBIE M3MEHEHUS
nokasaresei (GyHKIMU NeYeHU BO3HUKAIM y MAlMEHTOB, MOIYy4aBIIMX JaOUraTpaHa dTeKCHUJaT,
CO CpaBHUMOW WM MEHBIICH YacCTOTOW, 4YeM Yy MAaIMeHTOB, Moiy4yaBmuX Bapdapun. B
UCCIICIOBAaHUU C IUIAe00 CYIIECTBEHHOTO PAa3M4Ms B OTHOLICHWHM WM3MEHEHHH MOKazaTesei
(YHKIMM TI€YeHH, BO3MOXXHO HWMEIOIIMX KIMHUYECKOE 3HAYEHHE, MEXAYy TIpyNmnaMud C
IPUMEHEHNEM JaduraTpaHa 3TeKcuiaTa 1 mianedo He 0TMEYalloCh.

IIpodunaxmuxa peyuousupyrowezo TI'B u TOJIA v e3pocavix nauuenmos (npoduraxkmura

TI'B/TOJIA)

Pe3ynbTaThl KITMHUYECKOTO UCCIIEIOBaHMS Y TTAIIMEHTOB ¢ penuauBupytonmm TI'B u TOJIA, yxe

HOJYYaBIIUX B TeYeHUE OT 3 10 12 mMecsleB aHTUKOArYJSIHTHYIO TEpPaluio U HYKJaBIIUXCS B €€
IPOJIOJDKEHHUH, TIOATBEPAMIIH, YTO JeUeHHe qaburarpana sTeKkcuiaaTom B go3e 150 mr aBa pasza B
CYTKHM HE ycTymnaiuo jedeoHoMy 3¢ dexty Bapdapuna (p = 0,0135). V manueHToB, MOTyYaBIIAX
nadurarpaHa 3TEKCUIAT, KPOBOTEUEHHS OTMEYAJINCh 3HAYMTEIBHO peXe, YeM Yy MaIeHTOB,
MOJTy4aBIIUX BappapuH.

B uccnenoBanuu cpaBHeHMs JaburaTpaHa dTeKcuiaTa ¢ 1nianedo y nalueHToB, yKe MoTydaBIInX
B TeueHue ot 6 10 18 mecsue ABK, 6bu10 ycTaHOBIIEHO, YTO JabUraTpaH MpeBOCX0An M1anedo
B OTHOLIEHUH NpOodUIaKTUKU peuuauBupyromero cumnromatuueckoro TI'B/TOJIA, Bkitouas
CJlydyau CMEPTH OT HEYCTaHOBJIEHHOW MPUYHMHBI; CHUKEHUE PUCKA 32 IEPHOJ JICUSHHs COCTaBUIIO
92 % (p < 0,0001).

Yacrota pa3Butus HH(papKTa MUOKap/ia BO BCeX MPOBOIUMBIX UccieqoBanusx npu BTO Bo Bcex
JeyeOHBIX Tpymnnax ObUia HU3KOM.

Iokazamenu ¢ynxyuu nevenu

B mccnenoBaHusX ¢ IpUMEHEHHEM aKTUBHBIX TPENapaToB CPaBHEHHS BO3MOXKHBIC H3MEHEHUS
nokasaresei (yHKIMU NMeYeHN BO3HMKAIHU y MAIlMEeHTOB, MOIYYaBIINX JaduraTpaHa 3TeKCHUiar,
CO CpaBHUMOW WJIM MEHbIIEH YacTOTOH, 4YeM Yy TMalUeHTOB, MOoNy4yaBIIuX BapdapuH. B
HCCJIEIOBAaHUM C IUIane00 CYIIECTBEHHOTO pa3linyMsl B OTHOIIEHWM W3MEHEHUU MoKaszaTenei
(YHKIMM TI€YEeHH, BO3MOXKHO HMEIOIIMX KIMHUYECKOE 3HAUYEHHE, MEXAYy TIpyNmnaMud ¢
NpUMEHEHHEM JladuraTpaHa dTeKCHiIaTa u mianedo He 0TMEYaoch.

5.2. ®DapmakoKHMHeTHYECKHE CBOMCTBA

[Tocne mpuema BHYTpb AaOuraTpaHa S3TEKCHJIAT OBICTPO M TOJIHOCTBIO MpEBpalaeTcs B
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JnaburatpaH, KOTOPBIN SBIIIETCS aKTUBHOM (DOPMOIA B T1a3Me KpOBH. Paciierienne mposiekapcTa
naburarpaHa dTEKCHJaTa B pPe3yibTaTe KaTAIM3UPYEMOI0 3CTepa3oil TMApOSM3a 0 aKTHUBHOTO
BellecTBa JaburarpaHa sBISETCS MpeoOianaromeil MeTadoIndeckoi peaknueid. AOCOTOTHAsS
OMOOCTYITHOCTH TabUTraTpaHa mocie mpuemMa BHyTpb COCTaBHIIa PUMEPHO 6,5 %.

[locnie mnpuema BHYTPh Yy 3I0POBBIX JTOOPOBOJBIEB (DapMAKOKMHETHUECKUH TPOPHIIH
naburarpaHa B IIa3Me KPOBH XapaKTepH3YyeTCs OBICTPHIM YBEIMUYCHHUEM €ro KOHICHTPAIMH B
11a3Me KpoBH, Ipu 3TOM Cmax gocturaercs B Teuenue 0,5 u 2,0 yacoB nocie npuema.
AOGcopbuus

[lpu npumeHeHWM paOuraTpaHa JSTeKcuiaTta 4epe3 1-3 yaca IOCIE ONEPATUBHOTO JICUCHUS
OTMEYAeTCsl CHUIKCHHWE CKOPOCTH BCAChIBaHUS TIpernapara MO CPaBHEHUIO CO 3I0POBBIMHU
nobpoBonbiiamu. AUC  xapakTepus3yeTcsi IOCTEIIEHHBIM —IIOBBIIICHHEM aMIUIUTYIbl  0e3
MOSIBJICHHSI BBICOKOTO IMHKA KOHIICHTPAIUU B TUa3Me KpOBU. Cmax B IJIa3Me KPOBH OTMEYACTCs
yepe3 6 yacoB TOCIEC NMPUMEHEHHUs nadurarpaHa stekcwiara. Clelyer OTMETHTh, YTO TaKue
(akTophl, KaKk aHECTEe3Ms, Mape3 KEIyJA0YHO-KUIICUYHOTO TPAKTa W XUPYprHyYecKas OIeparius
MOTYT UMETh 3HAYCHHUE B 3aME/JICHHM BCACBIBAHHS HE3aBHCHUMO OT JICKAPCTBCHHOW (HOPMBI
npenaparta. CHUKEHHE CKOPOCTH BCACchIBaHHS Iperapara OTMEYaeTcsi OOBIYHO TOJBKO B JICHB
omnepanuy. B mocnenyromnye THE BcackiBaHUE JaOUTaTpaHa MPOUCXOUT OBICTPO, C JOCTHKEHUEM
Cmax uepe3 2 gaca 1ocie ero npruemMa BHyTpPb.

[Ipuem numm He BIUsSeT Ha OMOJOCTYNHOCTh JaOurarpaHa 3TEKCUIaTa, OJHAKO BpeMs
noctkeHus: Cmax BO3pacTaeT Ha 2 yaca.

3naueHust Cmax 1 AUC ObuM IPOMOPLMOHATIBHBI IPUHITON BHYTPH J03€.

[Tpu npueme naburarpaHa 3TeKCUiIaTa B BUJE NejieT 0e3 crieualbHON KarcyabHOW 000JI0UKH,
U3TOTOBJIEHHOH U3 THIPOMENIO3bl, OMOAOCTYHNHOCTh Ja0uraTrpaHa IO CPaBHEHUIO C
JIeKapCTBEHHON (QopMOil B Kamcylax MOXXET YBEIMYMBATbC MpUMEpHO Ha 75 % rmpu
OJTHOKpaTHOM IpueMe M InpuMepHo Ha 37 % IpH JOCTHKEHHUH PABHOBECHOTO COCTOSHMSL.
[TosTOMY cClleyeT COXpaHSATh LEIOCTHOCTh KarCyl, W3TOTOBJICHHBIX W3 THIIPOMEIIIO3BI, IMPH
OpUMEHEHUH Tpernapara ¢ TeM, uToObl M30eXaTb HeNpeIHaMEPEeHHOIO IOBBIIICHUS
OMOIOCTYITHOCTH JTaburarpaHa dTekcuiata (cM. paszaen 4.2.).

Pacnopenenenune

HabGnromanoce He3aBUCHMOE CBSI3BIBAaHHE JaduUraTpana ¢ OelKaMu Iia3Mbl KPOBU YEJIOBEKA MPH
Huskoi (34-35 %) ero konuentpanuu. O0beM pacnpeneneHus gaburarpana cocrasisietr 60-70 i
U TIPEBOCXOAUT 00beM OOIIero coAepKaHus BOJbI B OpraHM3Me, YTO YKa3bIBaeT HA YMEPEHHOE
pacripeniesieHue qaburarpana B TKaHsX.

Buorpancdhopmarimsg

Metabonu3M © BBIBEICHHWE [Ja0UTraTpaHa HU3y4Yaldd IIOCIE€ OJHOKPATHOTO BHYTPHBEHHOTO
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BBEJICHHS PAJMOAKTHBHO MEUCHOT0 AaburarpaHa 340pOBBIM Myk4unHaM. [locie BHYTpUBEHHOTO
BBCJICHUS DPAJHMOAKTUBHAs METKa Ja0uWraTpaHa BBIBOJWJIACH B OCHOBHOM moukamu (85 %).
BriBenenue uepes KuleuHuK cocTaBisio 6 % oT BBEIEHHOM 103bl. CTeneHb U3BJIEUEHUs 0O0LIeH
paaroaKTUBHOCTH cocTaBisiia 88—94 % ot BBeneHHO# 103bI yepe3 168 yacoB rmocsie BBEICHHS
JIO3BI.

Jlaburatpan moaBepraercss KOHBIOTAMM C OOpa3oBaHHEeM (HapMaKOJIOTUYECKH aKTHUBHBIX
anuarIIoKypoHu0B. CyIIecTBYIOT 4YeThIpe MO3UIMOHHBIX u3omepa, 1-O, 2-O, 3-O, 4-O-
AIWITIIIOKYPOHU, KKIBIM M3 KOTOPBIX cocTaBiaseT MeHee 10 % oT oOmero konmdecTBa
naburatpaHa B 1uiazMe KpoBu. Cliefpl APYrHX METa0OIMTOB OOHAPYKHBAIOTCS TOJIBKO TPH
MCIIOJIb30BAaHUHU BBICOKOUYBCTBUTENIBHBIX aHAMTUYECKHX MeToAoB. Kak mpaBumio, naburatpax
BBIBOAUTCS B HEU3MECHCHHOM BHJIE€ TIOYKAMH CO CKOpOCThIO mnpumepHo 100 mu/muH,

COOTBETCTBYIOIIEH CKOPOCTH Ki1yOoukoBoil punbTpanuu (CKD).

OIUMUHALKA

KoHuenTtpanus naburaTtpaHa B IUIa3Me€ KpPOBHM IPOJEMOHCTPUpOBasla OMIKCIIOHEHIHAIbHOE
CHI)KEHHME CO CpEIHUM KOHEUYHBIM IepuojgoM moiysbiBeneHus (T'2) 11 yacoB y 310poBBIX
J00pOBOJIBIIEB MOKMIOTO Bo3pacTa. [locie MHOTOKpaTHOrO MPUMEHEHHUs IpernapaTa KOHEUHbIN
T cocraBun okono 12—14 gacos. T'% He 3aBHUCeN OT NPUHATONH BHYTPb A03bl. TY2 yanuHsercs
IpU HapyleHUH (QYHKIMU TOYeK, YTO OTpaxeHo B Tabmuie 28.

CDaDMaKOKI/IHeTI/IKa YV Pa3IMYHBIX T'PVYIIII ITAITMCHTOB

Iloueunas neoocmamounocmo

B uccnenoBanusx I ¢a3zel sxcnozunus (AUC) naburarpana nocie npuemMa BHYTpb IPUMEPHO B
2,7 pa3 BblllIe Y JOOPOBOJIBIIEB ¢ YMepeHHOU noyeuHoi HepoctaTouHocThio (KK 30-50 mi/mun),
4eM y T0OpOBOJIBIIEB O€3 HapyIIeHUH (PYHKITUHN TIOYEK.

YV Heboub1I0ro yncia 100poBOJIbLEB C TOYEYHON HEA0CTaTOUHOCTHIO Tsixkenol crenenu (KK 10—
30 ma/mun) AUC naburatpana Obu1a IpUMEpHO B 6 pa3 Bhlle, a T'2 npumepHo B 2 pa3a JUIMHHEe,
YeM y MalMeHTOB 0e3 MOYeuHOM HeJJ0CTaTOUHOCTH (CM. pasaensl 4.2., 4.3. u 4.4.).

Ta6nauna 28. T2 coBokynHoro nadurarpaHa y 340pPOBbIX YYACTHUKOB M YYACTHHKOB €

HapylmeHueM (pyHKIMH N0YeK

CKO, Cpennuii reomerpuuecknii (gCV %; nuanason) T [4ac]
[Ma/mun]
>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, skcmosuruio gaburarpaHa (MUHUMaJIbHOE W THUKOBOE 3HAYEHHWS) OIICHUBAIU B
IPOCIIEKTUBHOM OTKPBITOM PaHIOMU3UPOBAHHOM (hapMAaKOKMHETUYECKOM HCCIIEJOBAHUU Y
narenToB ¢ HOII u nHapymenuem (yHKIMHM TOYEK TSOKENOW CTeneHH (OmpenenseMon Kak
kiupenc kpearnarHa [KK] 15-30 ma/MuH), monyyaromux qadurarpana STeKCHiIaT 75 Mr Ba pasza
B CYTKH.

Taxoli pe)KuM MPHUBEIT K CPEHEH reOMETPUIECKON MUHUMANIbHOM KOHIICHTpAUH (Cmin), paBHOM
155 ar/mn (gCV — 76,9 %), u3MepeHHOW HENMOCPEACTBEHHO IMepe] MOTyYeHUEM CIeIyIOIe
J03bl, U K cpenHel reomerpruueckoil Cmax, paBHoit 202 ur/mia (gCV 70,6 %), usmepeHHoil yepes
JIBa Yaca Mocye MOTy4YeHHs MOCieIHEeH 0351

BriBeienne naburarpana mocpeacTBOM reMOHalin3a UCCIeI0Ball Y 7 MallueHTOB C MOYEYHOM
HEIOCTaTOYHOCTHIO B TEPMHUHAIBHOM cTaguu 06e3 GpuOprmuisinuy npeacepani. Auanus mpoBoauim
CO CKOpOCThIO ToTOKa muanu3ara 700 MiI/MHUH, MPOJOJDKUTENBHOCTHIO 4 yaca U CKOPOCTHIO
kpoBotoka 200 mu/muH unu 350-390 mu/muH. D10 mpuBeno K cHuxeHuro ot 50 mo 60 %
KOHLEHTpaluu JaburaTpaHa CcoOOTBETCTBEHHO. KoiuuecTtBo  BemiecTBa,  BBIBOJUMOIO
MOCPEACTBOM  JWAlii3a, MPOMOPHUOHAIBLHO  CKOPOCTH  KpoBoToka g0 300 mur/MuH.
AHTUKOAryJIsiHTHas aKTHMBHOCTh JalOurarpaHa CHIDKajgach 10 MeEpe YMEHbBIIEHUS €ro
KOHIIEHTpalldd B  IUIa3Me  KpPOBHM;  TMpoLeAypa HE BIUsiIa HAa  COOTHOIIEHHUE
(dapmakokHeTHKa/(hapMaKoIMHAMUKA.

Tayuenmoi nodcunozo eospacma

Cneuuduueckue ¢dapmakokuHeTHUecKue wucciuenoBanus [ (aspl ¢ yyacTHeM MalMEeHTOB
MOKUIIOT0 Bo3pacta npoaemoHcTpupoBanyu yBenundaenne AUC Ha 40—60 % 1 Cmax — OoJiee uem Ha
25 % 1O CPaBHEHHIO C TAKOBBIMH Y MOJIOJIBIX JIOOPOBOJIBIICB.

BnusiHue Bo3pacTa Ha HKCIO3MLMIO Jaburarpana noaTBepAuiau B ucciaenosanuu RE-LY ¢ 6onee
BbICOKOM Cmin ipuMepHO Ha 31 % y manmMeHToB B Bo3pacte > 75 neT u npuMepHo Ha 22 % Ooree
HU3KOH MUHHMAaJbHON KOHIICHTpAalMeH y TMAaIMeHTOB B Bo3pacTe < 65 JIeT 1Mo CpaBHEHUIO C
ManyueHTaMu B Bo3pacTe oT 65 1o 75 net (cm. pazaensl 4.2. u 4.4.).

lleuenounas nedocmamoyrnocmo

He nabmiomanu w3MeHEHHMH B JKCHO3MIMH gaburaTpaHa y 12 ydYacTHHUKOB C TEYEHOYHOU
HEJOCTAaTOYHOCTHIO CpefnHel creneHu TsokecTH (kimace B mo kmaccudukanuu Yaitng-ITsio) mo
CpaBHEHHMIO ¢ 12 manueHTaMH U3 KOHTPOJIbHOU Ipynimbl (cM. pa3aensl 4.2. u 4.4.).

Macca mena

Cmin naburarpana Obun nmpumepHo Ha 20 % HuKe y mamueHToB ¢ maccoil tena > 100 kr mo
cpaBHeHMIO ¢ manueHTtamu ¢ maccod Tena 50-100 kr. BoasmmuctBo (80,8 %) m0O6poBoOIBLIEB
OTHOCWJIMCh K Tpymme manueHToB ¢ maccod Tena > 50 kr m < 100 kr, sSBHBIX pa3iuuuii He

ormeuan (cMm. pasnensl 4.2. u 4.4.). JlocTynmHBI OTpaHUYEHHBIC KIMHUYECKUE JaHHBIC IS
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[MaIMEeHTOB ¢ Maccor Tena < 50 kr.

Lion

DKCIO3UIINS ICHCTBYIOIIETO BEIIECTBA B UCCIICAOBAHUAX TIEpBUYHON npoduinakTuku BTD Obina
npumepHo Ha 40-50 % BbIlIe y MAlMEHTOB >KEHCKOIrO I0JIa; KOPPEKIHs 103bl Mpenapara He
TpeOyeTcs.

OmHuueckoe nPoucxodxicoenue

He peructpupoBaiy KIMHUYECKH 3HAYMMbIE MEKITHHYECKHE Pa3IHudsi MEX]Iy MalleHTaMu
€BpOIEONIHON packl, adpoaMepuKaHIlaMH, JaTUHOAMEPUKAHIIAMH, SMOHIIAMUA W KUTaWIlaMH B
OTHONICHUH (DAPMAKOKWHETHKHU U (papMaKOJMHAMHKY JTa0urarpaHa.

dapMaKOKMHETHYECKHE B3ANMOJIENCTBUS

HccrnenoBanus B3aMMOICHCTBHSI B YCIOBHSX IN VItr0O He moKa3aid HHrHOUPOBAHUS HITH HHYKIIAH
OCHOBHBIX HM30()EpMEHTOB CHUCTeMbl muUTOXpoma P450. DOT10 OBUIO MOATBEPKACHO
UCCJICOBAaHUSMU B  YCIOBUSAX (N VIVO Ha 370pOBBIX JOOPOBOJBLAX, KOTOpbIE HE
IIPOJEMOHCTPUPOBAIN B3aUMOAECHCTBUS MEXK/y 3TUM JIEUEHUEM U CIEAYIOUIUMU JeHCTBYIOIUMU
BemecTBamu: aTopBactaTuHOM (u3odepmeHT CYP3A4), nurokcuHoM (B3auMOJEHCTBHE C

nepenocunkoM g P-gp) u nuknodenaxom (uzopepment CYP2C9).

6. ®PAPMAIIEBTHUECKHWE CBOWCTBA
6.1. IlepeyeHp BCIOMOraTeJIbHBIX BEIIECTB
BuHHas kucnora
I'mnpomennosa
I'nnponosa
Tanpk

CocTaB KalcCyJibl:

Kpvuueura u xopnyc:
Turana quokcun (E171)
Wuaurokapmus (E132)
Kapparunan

Kanna xnopung
I'mnpomennosa

Bona ounienHas

Cocmas ueprua:

lenmax

OTUJIOBBIN COIUPT 6e3BOIHBIIH

W3zonponanont
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ByraHom*

I[IponuneHriukons

AMMMAKa PacTBOP KOHIIEHTPHPOBAHHKII

Kenesa okcua uepnsiii (E172)

Kanus rugpoxcun

Bona ounmiennas!

Y3tunoBslii cnupt 6Ge3BOMHBIHA, M30MPOMAHOMN, OYTaHOJ, IPONUIEHIIUKOIb, AMMHAKA PACTBOP
KOHIIEHTPUPOBAHHBII, BOJa OYHIIEHHAs HE HPUCYTCTBYIOT B KarcCyJje, BbIIAPUBAIOTCA MpU
HAHECCHHH.

6.2. HecoBMecTUMOCTH

Henpumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHUs1)

3 rona.

Cpoxk rogHOCTH TIpenapara rmocjie BCKpeITHs uiakoHa — 4 MecsIa.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

biucrep

XpanuTth npu Temieparype He Boiiie 25 °C, B OpUrHHAIBHOM OHcTepe (C BIAromnoriioTUTEIIEM )
JUISL 3aIIMTHI OT BJIArH.

dnakoH

XpaHuTth mpu Temnepatype He Boiie 25 °C, B OpuruHanbHOM (priakoHe (C BIAromnorjoTUTENIEM)
JUTSI 3aIIATHI OT BJIard. XpaHUTh (PIAKOH MIIOTHO 3aKPHITHIM.

6.5. XapakTep u coaepkaHue NePBUYHON YIAKOBKHU

[To 10 xamcyn B 6iuctepe-u3 KOMOMHUPOBAHHOTO MaTtepuana u Biaronoriaotutens (OPA/Al/PE
+ DES) u ¢onwsru amromunuenoii (Al/PE).

[To 3, 6 wiu 9 GaKECTepOB BMECTE C JIMCTKOM-BKJIQIBIIIEM MTOMEIIAIOT B TAYKy KapTOHHYIO.

[To 60 kamcyn Bo ¢uakoHe u3 monudTHIEeHA Bbicokod muotHocTH (IIDBII), ykynmopeHHoM
noymmnponuiaeHoBoi (I111) KpeImKo ¢ BIaromorioTUTEIeM U KOHTPOJIEM MepBOro BCKphITH. [1o
1 pmakoHy BMecTe C TUCTKOM-BKJIQIBIIIEM MTOMEIIAIOT B TAYKy KAPTOHHYIO.

MynbruynakoBka: mo 10 kancyn B Onuctepe ©3 KOMOMHHMpPOBAHHOTO Marepuala U
Bnaronornotutens (OPA/AI/PE + DES) u ¢onsru amomunuesoir (Al/PE). Ilo 6 Giucrepos
BMECTE C JIUCTKOM-BKJIA/IbIIIEM TOMEUIAIOT B a4Ky KAPTOHHYIO.

1o 3 mayku KapTOHHBIE MOMEIIAIOT B MAYKY KAPTOHHYIO U MAPKUPYIOT ITUKETKON HIIK 1O 3 MayKu
KapTOHHBIE CKPETUISIIOT PU MOMOIIIH JIEHThI U3 MOJIUATUIICHA U MAPKUPYIOT 3TUKETKOM.

He Bce pa3mepsl ynmakoBOK MOTYT OBITh JOCTYIIHBI JUIsl peaiu3aliii.
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6.6. OcoOble Mepbl MNPEeIOCTOPOKHOCTH TPH YHUYTOKEHHMH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpenapara WM OTX0A0B, TOJYYEHHBIX TOCJe NPUMEHEeHUs
JIEKAPCTBEHHOI'0 NMPenapara, v Apyrue MaHUIYJISIIUN ¢ IPenapaTom

HNHCTPYKIINS 110 BCKPBITHIO 6J'II/ICTeDa

HM3Biieup Kancyiry HEOOXO0JUMO CIEAYIOIUM 00pa3oMm:
1. CoruyTb OaHCTEp 1O JUHUU Pa3pbiBa, OTICIUB OJHY SUCHKY.
2. BCKpBITh OHCTEp, OCTOPOXKHO MOTAHYB 3a Kpait (obru.
3. OcCTOpOXKHO U3BJICYH KATICYITY.
4. 1lpornoTuth Karcyily LeJTUKOM, 3al1Basi CTAKaHOM BOJIbI.
e He BbIIaBIMBaTh Karcyiy depe3 Gobry.
e He caumatp GoJbry npu OTCYTCTBHH HEOOXOAUMOCTH B KarCyJie.

HHCTDVKHI/HI 10 OTKPBITHIO d)JIaKOHa

1. HaxmuTe 1 OBEpPHUTE KPBILIKY (PIIaKOHA.
2. Tlocne n3BnedeHus KarcyJibl He3aMeAIUTEIbHO INIOTHO 3aKpoiTe (hJIaKOH KPBILIKOM.
Becp ocTaBmmiics JIeKapCTBEHHBIN IIpenapaT U OTXOAbI CIELYyET YHUYTOXKUTh B YCTAHOBJICHHOM

TOPSIZIKE.

7. JEPXKATEJIb PETUCTPAHIMOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanns
000 «KPKA-PYC»,143500, MockoBckas 0611., r. cTpa, yi. MockoBckast, 1. 50
Ten.: +7 (495) 994 70 70
®akc: +7 (495) 994 70 78
Anpec 351. moutsl: krka-rus@krka.biz
7.1. IlpeacraBure/ib AepKaTessi peruCTPALMOHHOIO YA0CTOBEPEHU

[Iperen3un HOTD66I/IT6JICI71 HalnpasJATH 110 aApECy:

Poccuiickas ®edepayus

000 «KPKA-PYC»

143500, MockoBckast 00i1., T. Mctpa, yin. MockoBckasi, 1. 50

Ten.: +7 (495) 994 70 70

dakc: +7 (495) 994 70 78

Anpec 351. moutsl: krka-rus@krka.biz

Pecnybnuxa benapyco

[IpencraButenscTBO AknumonepHoro odmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecny6nuka Cnosenusi) B Peciy6niuke benapych

220114, r. Munck, yn. @unumoHnoBa, 1. 2507, oduc 315
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Ten.: 8 740 740 9230

®axc: 8 740 740 9230

Anpec s1. noutst: info.by@krka.biz

Pecnyonuxa Kazaxcman

TOO «KPKA Ka3zaxcrtan»

050040, r. Anmatsr, Mukpopaiion KOKTEM-1, nom 15A, oduc 601

Ten.: +7(727)311 08 09

Anpec 2. moutsl: info.kz@krka.biz

Pecnybnuxa Apmenus

[TpencraButenscrBo «Kpka, 1.4., HoBo mecto» B PecniyOiinke ApmeHus

0001, r. Epesan, yn. Han6aunss, a. 106/1 («CAAT-HOBA» BUBHEC-LUEHTP), oduc 103
Ten.: +374 11 560011

Anpec 21. moutsl: info.am@krka.biz

Keipevizckas Pecnyoauka

[TpencraButenbctBo AO «KPKA, ToBapHa 31pasui, 1.4., HoBo mecto» B Kbipreizcrane
720040, Yyiickas obnacts, r. bumikek, OyiabBap DpKUHIUK, A. 71, 610K A

Ten.: +996 (312) 66 22 50

Anpec s1. noutsr: info.kg@krka.biz

8. HOMEP PETMCTPAIIMOHHOTI'O YJJOCTOBEPEHMSI
JITI-Ne(000697)-(PT-RU)

9. JIATA MEPBUYHOM PETUCTPAIIMU (ITOATBEPXKJIEHUA PETUCTPAIINN,
INEPEPETUCTPAIIN)

Jlata nepBoii peructpauuu: 15 ampens 2022 r.

10. JATA NEPECMOTPA TEKCTA
18 mapra 2024 r.
OO11ast xapakTepHUCTHKA JIEKapcTBEHHOTo0 npenapara J[abukcom noctynHa Ha HHOOPMAIIHOHHOM
noprane EBpa3uiickoro 3KOHOMHYECKOr0 COI03a B MHPOPMAIIMOHHO-KOMMYHUKAIIMOHHOW CETH

«uTeprer» https://eec.eaeunion.org.
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