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AJIS1 MEINYHOT0 32CTOCYBAHHS JIKAPCHKOI0 32C00y
MPAJAKCA®
(PRADAXA®)

Cknao:

diroua peyosura: nabdirarpaHy eTeKCHUIIaT;

1 karcyna mictuth 150 Mr nabiraTpany eTeKCuiIaTy y BUIIIAI ME3UIIATY;

OONOMIJICHI ~ peyosumu:  aKailis, KHCJIOTa BHHHA, TiIPOMEN03a, JAUMETHKOH, TallbK,
T1IPOKCUTIPOMIIIEIIO03a;

ooononxa kancynu: kapareHan (E 407), kamiro xmopun, tutany niokcuna (E 171), imgurokapmin
(E 132), rimpomernosa, BoJa OUHMIIICHA;

Hanuc Ha xancyai dopuunamu uoproeo konavopy SW-9008: menak, cnupt OyTHIOBHM, CIUPT
i3ompomninoBuld, 3amiza okcua yopHuit (E 172), Boga ounmena, nponinenriikons (E 1520), coupr
€TUJIOBHI O€3BOAHMI, PO3YMH aMOHII0 KOHIICHTPOBAHUH, KaJIit0 T1POKCHI.

Jlikapcbka dopma. Kancynu tBepai.

OcHosHi  hizuko-XimiuHi  61ACMUBOCMI. Karcylmd 3 T1IPOKCHIPONIMETHIIICIIONO03U
(0 posmipy) 3 HENpPO30pPOI0 CBITIO-OJAKUTHOIO KPHILEYKOI 13 CHMBOJIOM KowmmaHnii bepinrep
[HrenpXxaiiM 4OpHOTO KOJIBOPY Ta HEMPO30PHUM OLTHM TiJIOM KaICYJIH i3 CHMBOJIOM YOPHOTO KOJILOPY
«R150», 1110 MICTUTB KOBTYBATI MEJIETH.

dapmakoTepaneBTHYHA rpyna. AHTUTPoMOOTHYHI areHTH. [Ipsmi iHriGiTopu TpomOiHy.
Kon ATX BO1A EO7.

Dapmakonoziuni eracmusocmi.

Dapmarxoouramixa.

Mexanizm 0ii. JlabiraTpany eTEKCHJIAT HAJICKHUTHh J0 HU3BKOMOJIEKYJSPHUX IMPONIKIB, sKI HE
HPOSBISIIOTH (papMakosoriuHoi akTuBHOCTI. [licis nepopanbHOro mpuitomy AadirarpaHy eTekcuiar
IIBUJKO BCMOKTYETBHCSI 1 IEPETBOPIOEThCA Ha JAalirarpaH LUIIXOM KaTali30BaHOIO €CcTepa3oro
riponizy B Iu1a3mi Ta mnediHui. Jl[abGiraTpaH € CHIBHMM KOHKYPEHTHHUM 3BOPOTHIM IPSIMHM
1Hr101TOpOM TPOMOIHY Ta FOJIOBHOO aKTUBHOIO PEUOBUHOIO B IJIA3MI.

Ockinbku TpoMOiH (CepHHOBA MPOTEa3a) aKTUBYE MepeTBOPeHHs GpiOpuHOreny y GpiOpuH y cuctemi
3rOpTaHHS KPOBi, TO HOTO MPUTHIYEHHS 3aro0irae po3BUTKY TpoMOy. JlabirarpaH TakoX NpUTHIUYeE
BUIBHUN TpoMOiH, (iOpuHO3B’sI3aHMII TpOMOIH Ta CHOPUYMHEHY TPOMOIHOM  arperarito
TPOMOOIIMTIB.

Dapmakoounamiuni énausu. ICHye 4iTKa KOpENSLsS MK KOHILEHTpall€lo nadirarpaHy B ILIa3Mi
KpOB1 Ta CTYNEHEM aHTUKOAryJsliiiHOro epexkry Ha OCHOBI JociimkeHb. JlabiraTpaH MmoJOBKYe
TpoMOiHOBUil wac (TY), wac 3ropranHs kpoBi (U3K) Ta axTuBOBaHMII YacCTKOBHA
TpoMOomnacTuHoBHi yac (AUTY).

KinpkicHmii TecT Ha KamiOpoBaHuii po3BeneHui TpombOiHOBHIT yac (pTY) mokasye mpubausne
3HA4YeHHs KOHLIEHTpauii nabiraTpaHy B IUIa3Mi, sIK€ MO)KHa 3ICTaBUTH 3 OYIKYBaHHUM. SIKIIO
pesynpTaT Tecty Ha pTY 3HAXOAMTHCS Ha MEXI KITBKICHOTO BH3HAYECHHS a00 HHXKYE, CIIJT
pO3MISIHYTH AoAaTkoBi koaryssmiiai Tectu (TY, U3K ta AUTY).

3a nonomoroto tecty U3K morkHa 3a0e3neuntu Oe3nocepeHe BUMIPIOBAHHS aKTHUBHOCTI MPSIMHX
TPOMOIHOBHX 1HT10GITOPIB.

Tect AUTY € mnpoko po3nOBCIOKEHUM Ta MOKa3zye MPUOIM3HUM MOKA3HUK aHTHUKOAryJsiiiftHOi
IHTEeHCUBHOCTI, 110 JocAraeThes aadiratpaHoM. OxnHak tect AUTY mae oOMexeHy UyTIMBICTh Ta
HE TAXOIUTH JUTSI TOYHOTO KUTBKICHOTO BH3HAYEHHS aHTUKOATYJISHTHOTO BIUIMBY, OCOOJIMBO TIPH
BHUCOKHMX IIJIJa3MOBHUX KOHIIGHTpalisfix pgabirarpany. Xoda BHCOKI 3HaueHHs AYTY crin
IHTEpIIPETYBaTH 3 00EPEKHICTIO, BOHU BKa3YIOTh HAa AaHTUKOATYJISIINHUN eexT y naiieHra.
Kniniuna epexmusnicmos ma be3nexa.



Emuiune noxooowcenns

Hiskux KIiHIYHO BaXKJIMBUX ETHIYHUX BIIMIHHOCTEH cepel MAIli€HTIB, SKi € MpeICTaBHUKAMHU
HaponiB KaBka3y, adpoamepukaHIliB, JAaTHHOAMEPUKAHIIIB, SMOHIIB a00 KHTAMWI[IB HE
CrocTepiraiocs.

VY Xoxai KIHIYHUX AOCTIIHKEHBb MPOJAEMOHCTPOBAHO, 10 AabiratpaHy eTekcwiar y mo3i 110 mr 2
pa3u Ha 00y HE MOCTYMAeThCs BapapuHy MPHU 3armodiraHHi 1HCYIBTY Ta CHCTEMHIA eMOOoil y
JIOpOCIIMX TAaIli€HTIB 3 HekmanaHHow ¢iopuismiero nepeacepap (HPII) 31 3HWKEHUM PU3HKOM
BHYTPIIIHFOMO3KOBOTO KPOBOBHJIMBY, 3arajibHOi KpoBoTedi abo MacuBHOI KpoBoteui. Jloza
nabirarpany 150 mr 2 pasu Ha 100y 3HAYHO 3HIDKYE PHU3HMK IMIEMIYHOTO Ta TE€MOpPariqHoro
1HCYJIBTY, CMEpTi BiJ CyIMHHHUX 3aXBOPIOBaHb, BHYTPIIIHHOMO3KOBOI'O KPOBOBHJIMBY Ta 3arajbHOl
KpOBOTEYl y MOPiBHAHHI 3 BapdapruHOoM. YacToTa MaCUBHUX KPOBOTEY B JIaHUX JI03yBaHHSIX Oyna
nopiBHIOBaHa 3 BapdapuHoMm. YacTtoTa iH(papKTIB MiOKapAy NpH 3acTOCyBaHHI Aalirarpany
erekcuiaty y 1031 110 mr ta 150 Mr nBa pasu Ha 700y y OpiBHSHHI 3 BappapruHOM MPAKTHYHO HE
30inmprryBanack (BigHomeHHs pusukiB 1,29; p=0,0929 Tta BimHomenns pusukiB 1,27; p=0,1240
BiAmoBimHO). CyTTEBUM TO3WTUBHHM BIUIMBOM JaliraTpaHy €TEKCHJATy Yy TIOPIBHSHHI 3
Bap(apruHOM € MOKpalieHHs: MoHiTopuHry MHB.

Iayienmu 3 xamemepuoro abnsayicio npu @iopurayii nepecepos. lIpocnieKTHBHE BIIKpUTE
paHIOMi30BaHEe 0araTOIEHTPOBE IIONIYKOBE JOCHIDKEHHS 31 CIIMOK HEHTPAJbHO BH3HAYEHOIO
kinmeBoro Toukoio omiHku (RE-CIRCUIT) Oyno mpoBemeno 3a ywactio 704 marfieHTiB, sKi
OTPUMYBAJIM CTaOIbHY aHTHUKOATYISIHTHY Tepamiro. Y IOCHiKEHHI NMOPIBHIOBAIN Oe3MepepBHY
Tepamito gabiraTpany eTekcuwnaroM y no3i 150 mr aBidui Ha 1oy 3 OesmepepBHoro MHB-
KOPHUTOBAaHOK Tepamiero Bap(papuHOM IMAIIEHTIB 3 KaTETEPHOI AOJISIIIEI0 MPU MapOKCU3MAIbHIN
abo mocrtiiHii ¢Gi06puisanii nepeacepab. 3 704 maiieHTiB, 10 B3SJIM y4acTh y AOCHTiIKeHHI, 317
MEPeHECTN KaTeTepHy abmsmito npu GiOpwisaii mepecepap i dYac Oe3mepepBHOI Teparii
nabiratpanom, a 318 — mig uac Oe3mepepBHOI Tepamii BapdapuHOM. Yci Mali€eHTH MPOUIUIN
Tpance3odarianpHy exokapmiorpadiro (TEE) mo karereproi abmsiii. [lepBUHHOT KiHIICBOI TOYKH
nocarnu (BCTaHOBIIEHA MacuBHA KpoBoTeua 3a kputepismu ISTH) 5 (1,6 %) mamieHTiB y rpymi
nabirarpany erekcuiary i 22 (6,9 %) mamientu y rpyni Bapdapuny (pizHui pusukis -5,3 %; 95 %
A1 -8,4; -2,2; P =0,0009). VY rpymi nabiratpaHy eTekcuiaaTy He 0yJ0 BUIAAKIB IHCYJIbTY/CUCTEMHOT
em0omii/TIA, Toni six y rpymi Bapdapuny 0yB oquH Bunagok TIA 3 MOMEHTy npoBeaeHHs a0l 1
1o 8 TrxHIB micns abmsuii. Lle mourykoBe JOCiiKEHHs MOKa3ajo, 10 3aCTOCYBaHHs JadiraTpaHy
€TeKCWJIaTy MOB’si3aHE 31 3HAYHUM 3HIKEHHSM pIBHS MacHUBHUX KpoBOTed mopiBHsAHO 3 MHB-
KOPUT'OBaHOIO Tepari€ero BaphapuHOM Ipu absLii.

JlaH1 HEIHTEPBEHUIMHUX JOCIIKEHb

VY xoni neinrepsentiitHoro nocnimkenns (GLORIA-AF) npocnektuBHO (mig yac apyroi asu)
30upanu faHi 3 Oe3neku Ta ePEKTUBHOCTI Yy MAIEHTIB 13 BIEpLIE BUSBICHOIO HEKJIAMAHHOIO
¢i6punsuiero nepeacepanr (HK®II), siki orpumyBain nadiraTpaHy €TeKCHIaT B yMOBaX peajbHOTO
xuTTs. JlochimpkeHHs: BKiIodano 4859 marieHTiB, skl OTpUMyBalIM jnadiraTtpany erexkcuiart (55%
oTpuMyBaiu 103y 150 Mr nBa pasu Ha 100y, 43% — 110 Mr aBa pasu Ha 100y, 2% — 75 mr nBa
pa3u Ha n10o0y). 3a marieaTamMu criocrepiranu npotsroM 2 pokiB. Cepenni mokazaukun CHADS?2 Ta
HAS-BLED cranoBunu 1,9 ta 1,2 BignmosimHo. CepeaHiii mepioJi CHOCTEpEXKEHHs MiJl yac
JikyBaHHS jgopiBHIOBaB 18,3 micsaug. Benuki kpoBoteui crocrepiranucs y 0,97 Bunagky Ha 100
MAIiEHTO-POKIB. 3arpo3/MBi Ui KHUTTA KpoBoTeui Oynu 3apeectpoBani y 0,46 Bumaaky Ha 100
MaIle€HTO-POKIB, BHYTpilIHbOUepenHa KpoBoreua — y 0,17 Bumanky Ha 100 marieHTO-poKiB i
ITYHKOBO-KMIIIKOBI KpoBoTeui — y 0,60 Bunaaky Ha 100 mamieHTO-poKiB. [HCYNBT criocTepiraBcs
y 0,65 Bunazaky Ha 100 maiieHTO-pOKIB.

Kpim Toro, mig wyac HeiHTepBeHUilHOro nociikenHs [Graham DJ et al., Circulation.
2015;131:157-164] y Oimemr HiK 134 000 miTHIX MAIi€HTIB 3 HEKJIAMAHHOK (iOpUIIAIIE0
nepencepas (HPIT) y CIHA (exBiBaneHT Ounbil Hixk 37 500 mamieHTO-poOKiB CIIOCTEPEKEHb B XOi
Teparii) gabirarpany erekcunar (84 % marieHTiB, mo oTpumyBanu 150 mr 2 p/a, 16 % narieHTis,
0 OTpUMYBaJdM 75 Mr 2 p/m) OyB MOB'S3aHHUM 31 3MEHIIEHUM PH3UKOM IMIEMIYHOTO I1HCYJBTY
(Bignomennst pusukis 0,80, 95 % nosipuuit intepBan [HI] 0,67 —0,96), BHYTpilIHbOUEPETHOTO
KpoBOBWIMBY (BinHomeHHs pusukis 0,34, I 0,26 —0,46) Ta cMepTHOCTI (BiIHOLICHHS PHU3UKIB
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0,86, HOI 0,77-0,96), a TakoX MIABUIICHUM PU3UKOM ILTYHKOBO-KHUIIKOBOI KpOBOTEHI
(Bimnomenus pusukis 1,28, /I 1,14 — 1,44) nopisHsiHO 3 BaphapuHoMm. [Tpu nopiBHAHHI TOKa3HUKIB
PHU3UKY MAaCHBHOI KPOBOTeUi pi3Hu3i He Oyi10 (BimHomenus pusukis 0,97, /1 0,88 — 1,07).

Ili cmocrepexeHHS B yMOBaX pEAIbHOTO JKHUTTSA Y3TOMKYIOTbCs 3 mpodizem Oe3meku Ta
e(eKTUBHOCTI JadirarpaHy €TeKCHJIaTy, BCTaHOBJIEHUM B pociimxkeHHl RE-LY mpu 3actocyBaHHi
3a 3a3HaYCHUM TIOKA3aHHSM.

Tlayienmu, axi nepeneciu uepe3wkipry koponapry aneioniacmuky (4KA) 3i cmenmysanuam
[IpocniekTuBHE paHIOMi30BaHe BiAKpuTe AociipkeHHs (¢asza I11b) 3 MackyBaHHSIM KIHIIEBUX TOYOK
(PROBE), mertoro skoro Oyiao OIiHKa MOABIAHOI Tepamii 3 BHKOPHUCTaHHSIM JabiratpaHy
erekcmnary (B mo3i 110 mMr a6o 150 mr nBa pasu Ha g00Y) IUTFOC KIIOMIIOTPENb abo TUKarpenop
(anTaronict P2Y12) B mopiBHSIHHI 3 OTPIHHOIO Tepariero BapdapuHoM (3 KopuryBanHsm 10 MHB
2,0-3,0) 1uroc KJIOMiOTpeNnh YW THKArpelop Ta acmipuH, Oylo mpoBeneHe 3a ydacTio 2725
MaIi€HTIB 3 HEKJIAMmaHHOW GiOprisIiero nepeacepan, ski nepenecan YKA 3i crenryBanusMm (RE-
DUAL PClI). IlauieaTn Oynu paHIOMi30BaHI 10 TPYHH MOABIHHOI Tepamii i3 3acTOCYBaHHSIM
nabirarpany ertekcuiaaty B no3i 110 mMr aBa pasu Ha A00y, Ipyn MOJBIHHOI Tepamii i3
3aCcTOCYBaHHSAM Jalirarpany erekcuwiary B 1031 150 mr aBa pa3u Ha 100y abo moTpiitHOi Tepamii
Bapdapunom. [lamientu niTHROro BiKy 3a Mexkamu Cronydenux LltatiB (BikoM Big 80 pokiB ams
BCiX KpaiH Ta Bij 70 pokiB misa SnoHii) Oynu paHAoMi3oBaHi Ui OTpUMaHHS MOJBINHHOI Teparii i3
3aCTOCYBaHHAM Jabiratpany erekcuinaty B 1031 110 mr abo Ttepamii Bapdapunom. IlepBunHOIO
KIHIICBOIO TOYKOIO Oyna KOMOIHOBaHAa KiHI[EBA TOYKA BEIIMKUX KPOBOTEY HA OCHOBI BH3HAYCHHS
ISTH (MixHapoaHOro TOBapuCTBa TPOMOO3y Ta reMocTasy) abo KIIHIYHO 3HAYYIIUX HEBEITUKUX
KpOBOTEY.

YactoTa OOCSTHEHHS NEPBHHHOI KiHIEBOI To4yku cTtaHoBuna 15,4 % (151 mamient) B rpymi
MOJBIHHOI Tepamii 13 3aCTOCyBaHHSAM aadiraTpany erekcuiaaty B 1031 110 mr mopiBHsHO 3 26,9 %
(264 mauientu) B rpymi motpidHOoi Tepamii Bapdapunom (BP 0,52; 95%-uumit I 0,42, 0,63;
P<0,0001 mns we menmoi epexruBHOCTI Ta P<0,0001 must Bumoi edexruBHocTi) Ta 20,2 % (154
MAIE€HTH) B TPYIi MOJBIMHOI Teparmii i3 3acTocyBaHHAM AabiraTpaHy eTekcuiaTty B 1031 150 mr
nopiBHSHO 3 25,7 % (196 mauienTiB) y BiqnoOBigHIN rpymi noTpiitHoi Tepamnii Bappapunom (BP 0,72;
95%-uuit I 0,58, 0,88; P<0,0001 nns He wmenmoi edexktuBHocTi Ta P=0,002 nns Bumoi
e(heKTUBHOCTI). 3a pe3yJabTaTaMU OMKUCOBOTO aHAJI3y YaCcTOTa BEIMKUX KPOBOTEY 3a mikaiow T IMI
(TpoMbomizuc mpu iHapkTi Miokapaa) Oyina HMXKYOK B 000X TIpynax MOJBIHHOI Tepamii i3
3aCTOCYBAaHHSAM JAaliraTpaHy €TeKCWJIaTy, HIX B Ipymi MOTpiiHOI Tepamii BapdapuHoM: 14 sBuUIl
(1,4%) B rpyni moaBiifHOT Tepamii i3 3acTocyBaHHSM JalirarpaHy erekcuiary B g03i 110 mr
nopiBHsHO 3 37 asumamu (3,8%) B rpyni notpiiiHoi Tepamnii Bapdapunom (BP 0,37; 95%-uuit 1
0,20, 0,68; P=0,002) Ta 16 sBum (2,1%) B rpymi moBiiHOI Teparii i3 3aCTOCYBaHHAM JAadirarpaHy
eTekcunary B 1031 150 mr nopiasHO 3 30 sBuamu (3,9%) y BiANOBIIHIN Ipyni NOTPiiHOT Tepamii
Bapdpapunom (BP 0,51; 95%-uuit I 0,28, 0,93; P=0,03). B 060ox rpymax mozBiiiHoi Tepamii i3
3aCTOCYBaHHSIM Jla0iraTpaHy €TeKcuiaTy OyJio BiA3HAYEHO HIDKYY YACTOTY BHYTPIIIHbOYEPEITHOTO
KPOBOBWJIMBY, HIX Yy BIANOBIAHINA Ipymi noTpiiHoi Tepamii Bapdapurom: 3 seuma (0,3%) B rpymi
MO/BIMHOI Teparmii 13 3acTocyBaHHSAM jaalirarpaHy erekcuiary B 1031 110 mr mopiBHsiHO 3 10
apumamu (1,0%) B rpyni motpiiiHoi Tepamii Bapgpapunom (BP 0,30; 95%-nuit I 0,08, 1,07,
P=0,06) Ta 1 asume (0,1%) B rpyni noaBiiiHOI Tepamii i3 3aCTOCYBaHHAM JabiraTpaHy eTeKCHIaTy B
no3i 150 mr nopiBasHO 3 8 sBumamu (1,0%) y BiamoBiaHINA rpyni noTpiitHOI Tepamii BappapuHOM
(BP 0,12; 95%-mmii 11 0,02, 0,98; P=0,047). 3a 4acTOTOI JOCSATHEHHS KOMOIHOBaHOi KiHIIEBOI
TOYKM e(QEKTUBHOCTI 3a BUIAJKAMU CMepTi, TpoMmOoeMOomiyHUX sBUII (iH(MapKTy Miokapaa,
IHCYJIBTY 1 cUCTeMHO1 eM001i1) a00 HemIaHOBOI peBacKyIIsipu3allii 00MAB1 TPYyNU MOABINHHOI Tepamii
13 3aCTOCyBaHHSM JaliraTpaHy €TeKCHJIaTy CYKYIHO HE€ IMOCTYHaJUCh Ipymi HOTpiiHOI Tepamil
Baphapunom (13,7% mpotu 13,4% BignosigHo; BP 1,04; 95%-uuii [1: 0,84, 1,29; P=0,0047 mns e
MeHImoi edexTuBHOCTI). He Oyno Big3HAYeHO CTAaTUCTHMYHHMX BIIMIHHOCTEH B OKpeMHX
KOMITOHEHTaX KIHIIEBUX TOYOK €(EKTUBHOCTI MK OyIb-AKOI 3 TPyl NOABIHHOI Tepamii 3
BUKOPUCTaHHAM Ja0irarpany eTeKCHIaTy Ta IpYyIolo NOTpiiHOI Teparii BapdapruHOM.

Kniniuni oocnioscennss wooo 3anobicanus mpomooemoonii y nayicHmie 3 MexaHiunum KIanaHom

cepysi



VY Xoai KIIHIYHUX JOCHTI/DKeHb Y TAIll€HTIB, K1 HEIMIOAABHO IEPEHECTH olepallii mo 3aMiHi
MEXaHIYHOTO KJalmaHy cepiisi (HampuKIad, MiJ Yac CTAI[iOHApHOTO JIKyBaHHS) Ta MAIli€HTIB, SKi
MEPEHECITM OTepallifo Mo 3aMiHI MEXaHIYHOrO KJamaHy cepisl OuTbIie HiK 3 Micsii TomMy Oyio
BUSIBJICHO 30UIBIICHHS TPOMOOEMOOTIYHUX YCKIAAHCHD (TOJJOBHIUM YHHOM IHCYIIBTH Ta TPOMOO3U
MITYYHOTO KJamnaHy 3 KJIIHIYHUMHU TposBaMHu Ta/abo 6e3cMMNTOMHI) Ta OibIe BUMAAKIB KPOBOTEY
Ipu JiKyBaHHI JaliraTpany €TeKCWIaTOM Y MOpPIBHSAHHI 3 BapdaprHOM. Y THAaIli€HTIB B PaHHBOMY
micisonepaiiHoMy TepioJi MacHuBHI KPOBOTEYI TPOSBISIOTHECS B OCHOBHOMY Yy BHUIVISIII
reMOpariyHoro eKcyJnaTy B IOpPOKHUHI TNepHKapAy, OCOOIMBO Yy TMAIli€HTIB, fAKI MMOYUHAIN
3aCTOCYBaHH AabirarpaHy eTekcuiary (Hampukiad, Ha 3 JIeHb) MIiCHs omepallii 1o 3aMiHl KianaHy
cepus (ouB. po3nin «IIpoTunoxkazaHHs»).

Dapmakokinemuxa.

[Ticas mepopanbHOro 3aCTOCYBaHHS JabiraTpaHy €TeKCUIIAT MIBUIKO Ta MOBHICTIO EPETBOPIOETHCA
Ha pabiraTpaH, SKWi € akTHBHOIO (GopMOor0 B Iia3Mmi. [lepeTBOpeHHsI MPOIIIKApChKOrO 3aco0y
nabiraTpaHy eTEeKCHJaTy HUIAXOM KaTalli30BaHOTO €CTEpa3or0 TiIPOJIi3y Ha aKTUBHY DPEYOBHHY
nabiraTpaH € JOMIHAHTHOIO METa0OIIYHOI0 peakijiero. AOCOIIOTHAa G10JOCTYIHICTH JadiraTpaHy
MiCIIs TepOpaIbHOTO NpHHOMY AabiraTpaHy eTeKcuiIaTy cTaHOBUIIA IpubIu3HO 6,5 %.

[licns mepopanbHOTO TpUioMy jgabiraTpaHy eTekcwiaTy (apMakOKiHETUYHHN — Tpodiib
nabiraTpany B IUIa3Mi XapaKTePU3YETbCA IIBUIKUM 30UIBIICHHSIM KOHIIEHTpAIll 3 JOCSITHEHHSIM
Crmax uepes
0,5-2 roaunu micis 3aCTOCYBaHHS.

Bcemoxmysanna. OuineHe B TOCIIIKEHHI MMOCTONEpalliiiHe BCMOKTYBaHHS TabiraTpaHy €TeKCuiIaTy
yepe3 1-3 roauHu micis Xipypriuaoi onepariii 0yio BITHOCHO HU3bKHM MOPIBHSHO 3 a0COpOIIi€t0 y
3I0pOBUX JTOOPOBOJBINB, MOKa3ytoun TuiaBauid mpodime AUC 0e3 BHCOKMX MaKCHMAallbHUX
KOHIIEHTpalii y 1ia3mi. MakcumanbHa KOHIIGHTpAIIis Yy TUIa3Mi JTOCSITaeThesl uepe3 6 roIuH Micis
3aCTOCYBaHHS y TMICIAONEpaIlifHui Tepiofl y 3B’SA3KYy i3 CyHmyTHIMH (PaKTOpaMu, TaKUMHU SK
aHecTe3isl, NUTYHKOBO-KHMILIKOBUN Mape3 Ta XipypriuHe BTPYYaHHS, HE3AJIEKHO BiJ| MEepOpabHOT
dbopMu Jtikapchbkoro 3acoly. Y I0JaTKOBOMY IOCHTIIKEHHI OYJIO IOKa3aHO, MO0 IOBUIBHE Ta
MIPOJIOHTOBaHEe BCMOKTYBAHHS 3a3BUYail MPUCYTHE TUIbKHU B JCHb XIpypriuyHoi onepaii. ¥ HacTymH1
JHI BCMOKTYBaHHS J1abiraTpaHy € MIBHIKHAM, a MaKCHMajbHa KOHIICHTpALs B TUIA3Mi JIOCSTAEThCS
yepe3 2 TOAMHU Micis 3aCTOCYBaHHS Mpenapary.

I)xa He BIIMBac Ha GiOJOCTYNHICTH pabiraTpaHy eTEKCHJIATy, alle 3aTPUMYe dac IOCSATHEHHs
MaKCHMaJIbHOI KOHIIEHTpalii y Maa3Mi Ha 2 TOJUHHU.

Cmax Ta AUC Oynu mponiopitiiiai 103i.

[TepopanbHa 610JOCTYIHICTh MOXE 30UTBIIUTHCS HA 75 % Mics 3aCTOCYBaHHsS OJIHI€l O3 Ta Ha
37 % mnpu cTabiIbHOMY CTaHl TOPIBHSHO 3 MpernapaToM Yy BUIIIAI Karcynl 3 00O0JIOHKOK 0e3
rigpokcunponinmerunientono3or (I'TIMLI), sxi mictunu nenetu. ToMmy cnin 3aBxau 30epiratu
uticHicts [TIMIl-kancyn npu KIIHIYHOMY 3aCTOCYBaHHI JJis 3amoOiraHHs HEHaBMHUCHOMY
MiABUILEHHIO 010JJOCTYIHOCTI fabiraTpaHy eTeKkcuiary (HalpuKJIajd, BUCUIIATU B iy abo B HAIo1)
(nuB. po3ain «Crocid 3acTOCYyBaHHS Ta A03H»).

Posnoodin. Cnocrtepiranocs Husbke (34-35 %), He3anmexHe BiJ KOHIEHTpalii 3B’sI3yBaHHS
nabiratpany 3 Outkamu Iuiasmu JoguHu. O0’eM posnoauty nabirarpany 60—70 1 mepeBulyBaB
00’€eM 3arajbpbHOI PiTUHHA OpTraHi3My, 10 BKa3ye Ha MOMIpPHUHN pO3MOi AabiraTpany B TKAHMHAX.
biompancgopmayis. Metabonizm Ta BUBEICHHs jgabiraTpaHy BHUBYAIM TIICAS BBEACHHS
OJTHOPa30BO1 BHYTPIIIHBOBEHHOI /103U PaJi0aKTHBHOMIYEHOTO AalirarpaHy 370pOBUM YOJIOBIKaM.
[Ticast BHYTPIIIHLOBEHHOTO BBEJIEHHS Pa/llOaKTUBHUN JabiraTpaH roIOBHUM YMHOM BHUBOJIMBCS 13
ceueto (85 %). BuBenenns 3 dexanmisimu craHoBusIo 6 % yBeneHoi 103u. BigHOBIEHHS BUX1THOT
panioakTuBHOCTI 710 piBHS 88—94 % BinOyBasiocs yepe3 168 ronuH micns npuilomy gabiraTpany.
JlaGiratpaH KOH’IOTY€ThCS, YTBOPIOIOYM (HDapMaKOJIOTiYHO AKTUBHI alMJITIIOKYPOHiIH. ICHYIOTH
JOTUPH TO3uMiiHI i3omepH, 1-O, 2-O, 3-0, 4-O-amuiniroKypoHiid, KOXHUK 3 SKHX CTAHOBHTH
mentre 10 % 3aranpHOro nadirarpany B miuasmi. Caiiy iHIIUX METa0OiTIB MOKHA BUSBUTH TIITBKU
3a JJOTIOMOTOK0 BUCOKOUYTJIMBUX aHAITUYHUX METOMAIB. /abiraTpan roJJOBHUM YMHOM BUBOJUTHCS
y HE3MIHEHOMY BUTIISIAI 13 cedero 31 MBUAKICTIO mpubau3Ho 100 Mi/XB, 10 BIAMOBITAE MIBUAKOCTI
KJIyOOUKOBOI (hiIbTpalii.



Busenenns
Konnenrpauiss mabirarpany B IUla3Mi 3HHXKYETbCS OIEKCIOHEHLIWHO 13 cepelHiM KiHIIEBUM

mepioJioM HamiBBUBEeNEGHHS 11 TOomuH y 370poBUX JOOPOBOJBIIB JITHROTO BikKy. Ilicis
6araTopazoBUX /103 KiHIIEBUI Mepio]] HAIIBBUBEACHHS CTaHOBUB NMpuOIn3Ho 12—14 roxun. Ilepion
HaITIBBUBEJICHHS HE 3aJIeXKUTh BiA 103W. llepion HamiBBHUBEICHHS TOJOBXYETHCS IMPHU 3HMKCHHI
HUPKOBOT PpyHKIIT (quB. Tabmuio 1).

Ocobausi epynu nayicnmis.

Huprosea nedocmamuicms. Y ¢a3i 1 pgocmimkens posnomin (AUC) nmaGirarpany micist
MepOpaIbLHOTO 3aCTOCYBaHHS OyB mpuOIM3HO y 2,7 pa3a BUIIMM Y JOOPOBOJIBIIIB 3 MOMIPHOIO
HUPKOBOIO HeJloCcTaTHICTIO (KiipeHc kpeatuHiny 30—50 Mi1/XB) MOPIBHSHO 3 TAKMM Y J1I00pPOBOJIBLIIB
0e3 HUPKOBOi HEIOCTAaTHOCTI. Y HEBEIHKOI KIIbKOCTI JOOPOBOJIBIIIB 3 TSIKKOK HHPKOBOIO
HenoctatHicTio (kmipeHc kpeatuniny 10-30 mn/xB) AUC maGirarpany OyB mpubnusHo y 6 pasiB
BHUIIWKA 1 TEpioJ] HAIMIBBUBEICHHS — MPUONM3HO Yy 2 pa3d JOBIIMH TOPIBHIHO 3 TaKUMH Yy
N00poBONBIB 0€3 HUPKOBOI HeAocTaTHOCTI (muB. po3aimm «Croci® 3acTOCyBaHHS Ta JO3W»,
«[Iporumnokazanus» Ta «OCOOIUBOCTI 3aCTOCYBAHHS»).

Ta6mums 1

Ilepion HamiBBUBEEHHS abirarpaHy 3ajeKHO BiJ HUPKOBO1 QYHKIIIT
PiBenb rmomepyIsipHOi inbTparii [lepion HamiBBUBENEHHS, TOA
(KJMipeHc KpeaTuHiHy), MJI/XB (gCV %; inTepBain)
>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)

Kpim Toro, ekcrio3utiist gadirarpany (B TOYII MiHIMYMY Ta MiKy) OI[IHIOBAJIACS Y TMPOCIIEKTUBHOMY
BIIKpDUTOMY pPaHAOMI30BaHOMY (hapMaKOKIHETUYHOMY JOCHI/PKEHHI 3a Y4YacTiO TMalli€HTiB 3
HeKJIananHow (idpuismiero mepeacepap 3 TSHKKUM MOPYHIEHHAM (YHKIIT HHPOK (KIIipeHC
kpeatuniny (CrCl) 15-30 mi1/xB), siki OTpUMyBai JabiratpaHy €TeKCHIaT 75 Mr IBidi Ha JCHb.

VY pe3ynabTaTi 1BOTO PEKUMY 3aCTOCYBaHHS CEpelHsl TeOMETpUYHA KOHIEHTpAIliss B TOWYII
MiHIMYMy, BUMipsiHa Oe3mocepeqHbO Mepes MPUHOMOM HACTYMHOI A03M, cTaHOBWiIa 155 Hr/min
(rKB 76,9%), a cepeansi reoMeTpuyHa MiKOBa KOHLEHTpaLlisd, BUMIpSIHA 4epe3 /Bl FOJUHU MICIA
IpUHOMY OCTaHHBOI 1034, AopiBHIOBana 202 ur/mi (rKB 70,6 %).

Kunipenc nabirarpany mpu remojiaii3i JOCHIIXKYBAaBCS 3a YYacTIO 7 TAIlE€HTIB 13 TEPMiIHAIBHOIO
cTajiero XBopoOHu HUpOK Oe3 (idpuisii nepeacepap. ianiz TpuBaiicTio 4 TOAMHU NPOBOAUBCS 31
MBUKICTIO Aiamizaty 700 Mi/XB Ta NIBUAKICTIO KpOBOTOKY ab6o 200 mi/xB, ado 350-390 mu/xB. Lle
NPU3BOJUIO JIO 3HW)KEHHS KOHLEeHTpalii nabirarpany Ha 50-60 % BignosigHo. KinbkicTs
PEYOBHHHU, 110 BUBOJUTHCS 32 JIOMTOMOTOIO JT1ajli3y, € MPOMOPIIIHHOIO 10 MIBUIAKOCTI KpOoBOTOKY 300
MII/XB. AHTHMKOAryJjsuiiiHa akTHUBHICTb JabiraTpaHy 3HMXKYEThCS 31 3HIKEHHSIM KOHLEHTpalii B
IJ1a3Mi KpoB1 Ta HE BIUIMBAJIa Ha B3a€EMOBIJIHOIIEHHS (hapMaKoInHaMiKa/papMaKOKIHETHKA.
Iayienmu nimnvozo 6iky. Y ¢asi I cnenianbHoro papMakoKiHETUYHOTO JOCIHIHKEHHS Y Malll€HTIB
JiTHROTO BiKYy crioctepiranocs 30impmenHs AUC na 40-60 % Ta Cmax Oinbme HiX Ha 25 %
MOPIBHSHO 3 MOJIOJIUMH TalieHTaMu. BB Biky Ha po3noain nabirarpany miarsepaxkenuil y RE-
LY nmocmimkenni: nmpubau3Ho Ha 31 % BuUIa KOHIIEHTpAIlis y TAIli€HTIB BIKOM > 75 POKiB Ta
npubIn3HO Ha 22 % HUXKYA Y TAli€HTIB BIKOM < 65 POKiB MOPIBHSAHO 3 MalliEHTaMH BIKOM Bif 65 10
75 poxkiB (quB. po3aim «Croci6 3actocyBaHHS Ta 103u» Ta «OCOOIMBOCTI 3aCTOCYBaHHS»).
Ileuinkosa neoocmamuicms. He cnoctepirangocs 3MiH y po3noniii gadiratpany y 12 maiieHTiB 3
MOMIPHOIO TIEYIHKOBOIO HegocTaTHICTIO (kiacudikamis Yainga—II'to, kmac B) mopiBHsiHO 3 12
KOHTPOJbHUMHU TarieHTamMu (auB. po3ainmm «Crocid 3acTocyBaHHs Ta J03u» Ta «Oco0IMBOCTI
3aCTOCYBaHHSI»).

Maca mina. Konuenrpariist nabirarpany Oyna npubiansHo Ha 20 % HHXKYOI0 y MAIEHTIB 3 MAcoIO
Tima > 100 kr mopiBHSIHO 3 Takowo y mauieHTiB 3 Mmacor Tia 50—100 xr. bigsmicts (80,8 %)
noOpoBobIiB Oynu y kateropii > 50 kr ta < 100 kr 6e3 BUSBICHHS YiTKOi PI3HUII (IUB. PO3ILIH



«Cmoci6 3acrocyBaHHs Ta J03u» Ta «OcoOMMBOCTI 3acTtocyBaHHs»). JlaHi momo karteropii
nari€eHTiB 3 Macoro Tija < 50 Kr 0OMeXeHI.

Cmamep. TlanienTun xiHOYOi cTaTi 3 QiOpUIALIEI0 TIepeacepap Maiu B cepeauboMy Ha 30 % Buii
KOHIIEHTpAIlii miJ 9ac Ta micis 3actocyBaHHs. Kopekiii no3u He motpedye (nuB. po3ain «Crocid
3aCTOCYBAHHS Ta JJO3H).

Pacosa npunanexcnicmo. Y apmakokineTurli ta ¢papmakoguHaMili nadiraTpaHy HeMae KIIIHIYHO
3HAYyIIOl PI3HMIII MK TAIllEeHTAaMH €BPOIEOiJHOI Ta HErpoigHOI pac, JIATHHOAMEPUKAHCHKOTO,
STMIOHCHKOTO 200 KUTAHCHKOTO TOXO[KCHHSI.

Dapmarokinemuuni 63aemo0ii. JIoCmiKeHHs B3aeMoii in VItro He Mmokasand MPUrHiYeHHs abo
IHYKYBaHHS TOJIOBHUX 130€H3MMIB uToxpomy P450. Ile Oyia0 miaTBEpIKEHO JOCITIIKEHHSIME 1N
VItro 3a yd4acTio 370pOBHX JOOpPOBOJIBIIIB, B SKHX HE CIOCTEpIrasocs >KOTHHX B3aEMOJii MpH
JIKyBaHHI JadiraTpany €TeKCHUJIaTOM Ta TaKMMHU JirouuMu pedoBuHamu: aropBactatuH (CYP3A4),
JTUTOKCHUH (B3aeMoist TpancnopTepa P-gp) ta nukinodenak (CYP2C9).

KuiniyHi XapakTepucTHKH.

Ilokazannsa.

3anobiranHs 1HCYJIbTY Ta CUCTEMHINA eMO0Iiil y JOPOCTUX MAIIEHTIB 3 HEKJIAMaHHO (iOpUIIsIIiero
nepezacepab (HPII) 3 oqaum abo Ginbiie GakTopiB pU3MKY, TAaKUX SIK: EPEHECEHUH 1HCYIBT abo
TpaH3uTOpHa imemiuna ataka (TIA), Bik > 75 pokis, cepieBa HemoctatHicTs (Hbro-Mopkcbka
Acomuiarnis Kapaionoris (HAK), kimac > II), mykpoBuii niadet abo apTepiaibHa rinepreHsis.
JlikyBanHs Tpom6o3y rnubokux BeH (TI'B) 1 nerenmeBoi embomii (JIE) Ta 3amobiranus
peuuausytouomy TI'B 1 JIE y nopocnux.

IIpomunoxazanus.
— Bizmoma migBuIieHa 9yTauBicTh 10 AabiraTpany abo gabdiraTpaHy eTeKcuiary, abo 10 Oy/b-
SIKOTO 3 IHTPEII€HTIB Mpernapary.
— Tsxki mopyreHss ¢pyHkiii Hupok (kiipeHc kpeatutiny < 30 Mil/xB).
— AKTHBHI KJIIHIYHO 3HauyIlli KPOBOTEYi.
— ITlomxkomkeHnHss a0o cTaH, SIKUM PO3IIISAETHCSA SIK ICTOTHUH (akTOp PHU3MKY 3HAUYHUX
KpOBOTEY, 30KpeMa IOTOYHa abo HeIIOAaBHs IIITYHKOBO-KMIIKOBAa BHpa3Ka, HAasBHICTh
3TOSKICHUX ITyXJIMH 3 BUCOKHM PH3UKOM KPOBOTEUi, HEIOJAaBHE MONIKOKEHHS TOJIOBHOTO a00
CIIMHHOTO MO3KY, XIpypridHa omepaiiisi Ha CIMHHOMY MO3KY a00 o(TajabMOIOriyHa XipypriuHa
omepallisi, HEMOJaBHS BHYTPINIHBOMO3KOBa KpOBOTEYa, BiJoMe ab0 TJ03pIOBaHE
e3odareaibHe BAPMKO3HE PO3LIMPEHHSI CYIUH, apTepioBEHO3HI Mayb(popMallii, CyIUHHI
aHeBpHU3MH a00 3HAUHI IHTPACMIHAIBHI a00 1HTpauepeOpaabHi CyIMHHI IaTONOT1].
— OpnHouacHe 3acTOCYBaHHS OyIb-SKOTO aHTUKOATYJSIIIHOTO JIIKapChKOTO 3ac00Y, TAKOTO SIK
HedpakuioHoBanuil remapun (H®I'), Hu3bKOMONEKYIsSIpHI TremapuHu (€HOKCAIlapuH,
JalbTENapyH Ta 1H.), HOX1HI renapuHy ((poHAanapuHyKc Ta iH.), IepOpajbHI aHTUKOATYJISIHTH
(BapdapuH, puBapokcabaH, amikcabaH Ta iH.), 32 BHHATKOM cCHeUU(IYHUX YMOB, 30KpeMa
BUIAJIKIB MIEPEXO0y 13 a00 Ha aHTUKOATYJISIHTHY Tepamnito (IuB. po3ail «Crnocid 3acToCyBaHHS
Ta no3u»), konmu H®OPI' 3acTtocoByroTh y m03aX, HEOOXIAHMX Ul HIATPUMAHHS BiIKPUTOIO
LEHTPAJBFHOTO BEHO3HOro abo aprepiaibHOro karerepa, abo komu H®IT 3actocoByroTh
MPOTAroM KateTepHoi abmauii npu GpiOpuisawii nepencepas (IuB. po3ain «B3aemoais 3 iHIIUME
JKapChbKUMHU 3aC00aMU Ta 1HII BUIA B3AEMOII).
— Ilopymienns ¢yHkii neyiHku a00 3aXBOPIOBAaHHS IEYIHKM, 110 MOYTh BIJIUBATH Ha
BIKMBAHHS.
— OpnHouacHe 3acTOCYBaHHS 3 HACTYIHMMM CHJIBHMMHU iHTiOiTopamu P-gp: cuctemHuit
KETOKOHA30JI, IIUKJIOCTIOPUH, 1TPAKOHA30JI, IPOHEIapOH Ta KOMOIHAIlA 3 (HIKCOBAHOIO /103010
riekanpeBip / miopeHTacBip (AuB. po3ain «B3aemolis 3 IHIIUMHU JIKApPCHKUMH 3aco0amMu Ta
1HIIT BUTA B3AEMOJTIN).
— HlTy4ynnii KamaH cepiis, o MoTpedye Teparlii aHTUKOATyJITHTaMH.

B3aemooia 3 inwmumu nikapcoKumu 3acodbamu ma inuwii 6UOU 83a€MOOIil.
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Bzaemogii Tpancrioprepa.

Jabiratpany erekcuiar € cyOcTpaToM s TpaHcnoprepa P-gp. OnHowacHe 3acTOCYBaHHS
iHT101TOpIB P-gp (mMB. Tabnuiro 2) oyikyBaHO MpHU3BE/E A0 IMiIBUIICHHS KOHIIEHTpaIlil qadbirarpany
B IIJTa3Mi KpOBI.

SIKmio He BKa3aHO IHINE, PEKOMEHIIOBAHO pETEbHE KIIHIYHE CIIOCTEPEXKEHHs (IIOJ0 O3HAK
KpPOBOTEUl 4M aHeMii) Mpu OJHOYACHOMY 3aCTOCYBaHHI JabirarpaHy Ta CHIIbHUX iHTiOiTOpiB P-gp.
MoskiBe 3MEHIIEHHS 103K JadirarpaHy Mpu 3acTOCyBaHHI B KOMOIHAIIT 3 JeIKMMU iHT10iTOpaMu
P-gp (muB. posmimm «Cnoci6 3actocyBaHHs Ta na03u», «lIporunokazanus», «OcoOIUBOCTI
3acTocyBaHHs» Ta «DapMakoIMHAMIKAY).

Tabmums 2
Bsaemoii Tpancmoprepa

Incibimopu P-gp

OonouacHe 3acmocy8anus npomunoxazaue (0us. po3zoin «llpomunoxazanmsy)

KerokoHnazon Kerokonazon migsumnye 3aranpHe 3HaueHHS AUCo. Ta Cmax mabiratpany y
2,38 pa3a Ta 2,35 pa3a BiAMOBIAHO Micis epopanbHoro npuiomy 103 400 mr i
y 2,53 paza ta 2,49 pasza BiAMOBiIHO micis 6araTropa3zoBOro MepoOpalbHOTO
npuiiomy 400 Mr keTokoHaszony 1 pa3 Ha 100y.

JlpoHenapox [Ipu omHOYACHOMY 3aCTOCYBaHHI Ja0iraTtpaHy €TEKCHJIATy Ta JIPOHEIApOHY
3aranpHi 3Ha4eHHS AUCo- Ta Cmax Jabirarpany mifBUIYBaJIUCS PUOIH3HO Y
24 paza Ta y 2,3 paza BiamoBimHO micia OarartopazoBux A03 400 wmr
JIpOHETApOHY JBidi Ha 100y Ta mpubim3Ho y 2,1 paza ta 'y 1,9 pasa BianoBigHO
micis pa3oBoi 103U 400 mr.

ITpakonazou, 3 omisiy Ha pe3yabTaTH IN Vitro Mojke ouikyBaTucs eeKT, MOoAi0OHUI TaKOMY
IIUKJIOCTIOPHH MIPH 3aCTOCYBAaHHI KETOKOHA30Iy.

I'nexanpesip/ OnHovacHe 3aCTOCYyBaHHS Ja0iraTpaHy €TeKCHIaTy 3 KoMOiHati€er (pikcoBaHOi
mOpeHTacBip 103U iHT101TOpiB P-gp riiekanpeBipy/miOpeHTacBipy 301IblIye BIUIMB 1abiraTpaHy i

MO’K€ ITiABUIIIUTH PU3UK KPOBOTEYI.

Cynymmue 3acmocy8antsi He peKomeHOyEmuvcs

Takpomnimyc 3’sicoBaHo N VItro, mo TakpoxiMyc Ma€e TakHii ke piBeHb 1HriOyr04Yoro edekry
Ha P-gp, sk 1 iTpakoHa3zon Ta nukiocnopuH. He Oyno KIIHIYHO JOCIIIKEHO
3aCTOCYBaHHs jJaliraTpaHy eTeKcuiaTy 3 TakpoiimycoM. [IpoTe oOmexeHi
KIIHIYHI JaHl [O0JI0 3aCTOCYBaHHA 3 iHIIUM P-gp cyOcTtpatom (eBepomimyc)
Jal0Th 3MOTY MPUITYCTUTH, 110 1HT1OyBaHHs P-gp TakposimycoMm cnabiie, Hix 3
CIJIbHUMU 1HTi6iTOpamu P-gp.

3acmepesicenns, AKUMU CI0 KOPUCYBAMUCS Y PA3l OOHOYACHO20 3ACMOCYB8AHHS (0U8. po30inu
«Cnocib 3acmocysanusa ma 0o3uy ma « Ocobausocmi 3acmocy8aHua).

Bepanamin [Ipu onHouacHOMY 3acTocyBaHHI Jabiratpany ertekcuwiary (150 wmr) 1
Bepamamuly Juisi nepopajgbHoro 3actocyBaHHi Cmax 1 AUC paGiratpany
30UIBIIYBATMCS 3AJIEKHO BiJ] Yacy MPUHOMY Ta JIIKapchkoi (OpMHU BeparaMmiry
(muB. posnimm  «Cmoci6 3acTocyBaHHS Ta go3u» Ta «OcoOIuBOCTI
3aCTOCYBaHHS»).

Haiicunphima nisg pabiraTtpany crocTepiraigacs Npu HOpUHOMI HEpIIoi 103U
Bepanamijly 3 HeralHUM BUBUIBHEHHSM, IO 3aCTOCOBYBAJIacs 3a OJHY TOAMHY
710 mpuiioMy adiraTpany eTekcuiaaty (30uabieHHs Cmax MpuOIM3HO y 2,8 paza
1 AUC npubnuzso 2,5 paza). Edexkt nmocTynoBo 3MeHIIyBaBCsl MpHU IpHiioMi
Bepanamuly 3 TPUBAJIUM BHUBUIbHEHHSIM (30U1blIeHHS Cmax mpubau3Ho y 1,9
paza 1 AUC mnpubmuszno y 1,7 paza) abo BBeaeHHI OaraTopa3oBHX 103
Bepanaminy (30ubieHHsT Cmax mpubausHo y 1,6 paza i AUC npubausHo y 1,5
paza).

3Hauymoi B3aeMoOJlii HE CIOCTepirajocs NMpH HpuiloMi Bepamaminy udepes 2
TOAWMHU TMicias mnpuiloMy pgabiratpany erekcunaTy (30uUtblieHHS  Cmax
npubimsno y 1,1 paza i AUC nmpubausHo y 1,2 pasza). Lle moscHIO€TbCS
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MMOBHUM BCMOKTYBaHHSIM Jabirarpany uepes 2 TOJuHHU.

AmiongapoH

[Ipu ogHOYAaCHOMY 3aCTOCYBaHHI JabiraTpaHy €TEeKCHJIAaTy 3 pa3oBOIO J103010
amiogapony 600 mr 00’eM Ta MBUIKICTH BCMOKTYBaHHS aMiOJIapOHY Ta HOTO
aKTUBHOTO MeTabomity mieranonaminy (DEA) He 3MiHIOBAIUCH CYTTEBO.
[Tnoma mix xpuBoto «koHmeHTpamis-yacy (AUC) Ta Cmax 30UTbIIMIHCS
npubimsno y 1,6 pasa ta 1,5 pasza BianoBigHo. 3 Oy Ha TPUBAINHN Mepiof
HaIliBBUBEJICHHS aMiOJIapOHY MOJKJIMBICTh B3a€MOJIIT MOXKE ICHYBaTH JCKUIbKa
THXKHIB TICJIS TIPUITMHEHHS 3aCTOCYBaHHsS amionapony (auB. po3aimm «Crocid
3aCTOCYBaHHs Ta J03W» Ta «OCOOIMBOCTI 3aCTOCYBAHHSI).

XiHiguH

XiHIAUH 3aCTOCOBYBaIHM B /1031 200 Mr KOKHI 2 TOIUHM 710 3arajabHOi 103u 1000
mr. JlabiraTpaHny eTeKcuiiaT 3aCTOCOBYBAJIM 2 pa3H Ha JICHb MPOTATOM 3 JIHIB, Ha 3-
i nenp — 3 a0o 6e3 xiHiguMHY. AUC: ss Ta Cmax,ss Jadirarpany 30UTBIIMINCS B
oMy y 1,53 paza ta 1,56 pasza BiIMOBIIHO TPU OJHOYACHOMY 3aCTOCYBaHHI
xiHiguHY (muB. po3aumn «Crocid 3acTocyBaHHsS Ta A03u» Ta «OCOOIHMBOCTI
3aCTOCYBAHHS»).

Knaputpominyx

[Tpu ogHOUacHOMy 3acTocyBaHHI KiaputpomiuuHy (500 Mr 2 pasu Ha J€Hb) 3
nmadiraTpaHy — €TEKCHJIAaTOM — 370POBHMH  JOOPOBOJBIIIMH  CIIOCTEPIraiocs
301bmeHHs AUC — npubnusnao y 1,19 pa3za i Cmax npubnmsHo y 1,15 pasa.

Tukarpenop

[Ipu onmHOYacHOMY 3acCTOCYBaHHI OJHI€l J03W HAabiraTpaHy eTeKCHIIaTy
(75 mr) 3 HaiiBuIIO MOYaTKOBOIO 103010 TUKarpenopy (180 mr) AUC Tta Cmax
nabiratpany migBuinyBaymcs B 1,73 pasza ta 1,95 pasa Bignosigno. Ilicms
OaratopazoBoi go3u Ttukarpenopy (90 mr Bidui Ha JI€Hb) EKCHO3UILS
nabirarpany miaBumryBanace B 1,56 paza i 1,46 pasa mis AUC Ta Chax
BIJIIIOBITHO.

CynyTHe 3acCTOCyBaHHSI HAaWBMILOI [MOYATKOBOI 103U THKarpenopy 180 mr ta
nabiratpany erexcuiary 110 mr (B piBHOBaHIM KOHIIEHTparlii) 30UIbLIye
AUC ta Cmax mabirarpany B 1,49 pasza Ta 1,65 pa3a BiIInoOBiIHO TOPIBHSHO 3
TaKMMH Y pasi 3aCTOCYBaHHS TUIBKU Jabiratpany erekcuiarty. Komu HaiiBuiny
noyaTkoBy 703y 180 Mr Tukarpenopy 3acTOCOBYBaJM yepe3 2 TOJUHU MICIsA
3acrocyBaHHd 110 mr gabiratpany erekcuiaty (B piBHOBaXHIM KOHIEHTpallii),
nigBumieHHsT AUC:ss Ta Cmaxss 1abirarpany Oyso 3meHmieHo a0 1,27 pasa ta
1,23 pa3a BIANOBIAHO TOPIBHSAHO 3 TaKUMHU Y pa3l 3aCTOCYBAHHS TUIbKH
nabiraTpany erekcuiaTry. Take 3MilllaHe 3aCTOCYBAaHHS PEKOMEHIYEThCS IS
[OYaTKy 3aCTOCYBAaHHS TUKarpeaopy y HalBHIIiH MOYaTKOBIH 1031.

CynyTHe 3actocyBaHHsl 90 Mr TUKarpenopy JiBa pasu Ha 100y (miaTpumMyroda
noza) 31 110 mr nabGiratpany etexkcunaty 30utbmrye AUCiss Ta Cmaxss
nabiratpany B 1,26 pasa ta 1,29 pasa BiANOBIAHO MOPIBHSAHO 3 TAKUMHU y pasl
3aCTOCYBaHHs JIMIIE JabiraTpaHy.

TTocakonazomn

[Tocakonazon Takox 1HriOye P-gp mo meBHOi Mipu, ajne He OyB KIIIHIYHO
nociipkernit. Crig nposBisaTH obepexHicts, ko [TPAJTIAKCY npuiimarots
CYMICHO 3 IOCAKOHA30JIOM.

Inovkmopu P-qp

Cnio yHuxamu 0OHO4ACHO20 3ACMOCYBAHHS

Pudamminus,
EKCTPaKT
3Bip0o0OIO
(3BipoGiIH
POAIpSABICHUN),
kapbamazenin abo
(beHiTOTH

Crnin  yHUKAaTd OJHOYACHOTO
KOHIIEHTpaIlii qabirarpany.
[TepenozyBannsi pudamminuay B 1031 600 mr 1 pa3 Ha 100y mpoTrsrom 7 IHIB
3HWKYye 3araibHy Cmax Jabiratpany Ta 3arajibHHN po3moautr Ha 65,5 i 67 %
BIAMOBIHO. [HAYKyrOuUMii BIUIMB 3HU3UBCS, IO NPHU3BENO A0 PO3MOIITY
nabirarpany, OJM3bKOTO JI0 CTAaHAAPTHOTO, Ha 7-1 JIEHB MICIsl IPUITMHEHHS Tepartii
pudamminuHoM. Tlopanbmioro 30UTbIIeHHS G100CTYITHOCTI HE CIOCTEpiraiocs
TICJISE HACTYIMHUX 7 JTHIB.

3aCTOCYBAHHSA 4YCPE3 MOKIIMBEC 3HUIKCHHA

In2ibimopu npomeasu, maxi AK pumoHasip

OonouacHe 3acmocy8aHts He PeKOMEHOYEMbCSL




Puronagip Ta fioro | BrmmBatorb Ha P-gp (1 sk iHriOiTOpM, 1 sK 1HAYKTOpH). BoHM He

KOMOiHartii 3 JOCIIJKYBAIHCS 1 TOMY HE PEKOMEHAYIOTHCS JJIsi OHOYACHOT'O 3aCTOCYBAaHHS
THITTMH 3 [IPAJIAKCOIXO.

iHridiTopamMu

poTeasu

P-gp cyocmpam

Jlurokcux Y Xoai AocHiKeHHs, MPOBEACHOTO 3a y4acTio 24 3J0pOBHUX JOOPOBOIIBIIIB,

npu  oaHodacHomy 3actocyBaHHi I[IPAJIAKCHU Ta  agurokcuHny He
CIOCTEpIrajgocs >KOIHUX 3MiH BIIHOCHO AMTOKCHHY Ta KJIIHIYHO 3HAYYIIUX
3MiH y pO310JIUII Jadirarpany.

AHTHUKOAryJISIHTU Ta JIIKAPChKi 3aCO0M, 1110 MPOTUIIIOTh arperaitii TpOMOOLHUTIB.

JlikapchKi 3aco0wm, Teparis SKUMH HE JTOCIIKyBajaach a00 OCBI/ 3aCTOCYBaHHS SKHX OOMEXECHHH,
1 JTiKapCchKi 3aco0u, SKI MOXYTh IMJABUIIUTH PU3HK KPOBOTEY MPH OJHOYACHOMY 3aCTOCYBaHHI 3
npenaparom [TPAJIAKCA: anTHKOarynsHtd, Taki sk HedpakuionoBanuii remapun (HOI),
HU3bKOMOJeKyasipHi remapunu (HMI) ta moximui remapuny ((onmamapuHykc, Oe3UPYIUH),
TPOMOOJIITUKK Ta aHTaroHicté BiTaminy K, puBapokcabaH Ta iHIII mepopaibHI aHTUKOATYISIHTH
(muB. po3ain «I[IpoTunokazaHHs»), JiKapChKi 3acO0H, 110 MPOTHAIFOTH arperaiii TpoOMOOIUTIB, TaKi
gk aHrtaronictu penentopiB GPIIb/Illa, TukiomiauH, mpasyrpenib, THKarpeinop, ACKCTpaH Ta
cynbdinmipa3zoH (quB. po3ai1 «OcoOIMBOCTI 3aCTOCYBAHHS).

3rigHo 3 oOMmexeHnMu JanuMu nociikenHs RE-LY, y mamientiB 3 ¢iOpwsniero nepeacepab
OJTHOYACHE 3aCTOCYBaHHS IHIIMX TIEPOPAILHUX a00 MapeHTEPAIbHUX AHTHUKOATYJISIHTIB 3
nabiraTpaHy ekcuiaaToM 1 3 Bap(apuHOM MiABUINYE KUIBKICTh BHUIAAKIB 3HAYHHX KpPOBOTEY
npuOJIM3HO y 2,5 pa3a, TOJIOBHUM YMHOM TP MEPEXO/Ii 3 OJJHOIO aHTHUKOATYJISIHTY Ha iHIIWH (IuB.
po3ain «[IpoTurokasanas»).

H®I" moxHa 3acTOCOBYBAaTH B J103aX, HEOOXiTHHMX ISl MIATPUMAHHS BIAKPUTOTO IEHTPAILHOTO
BEHO3HOTO abo apTrepiaibHOrO KaTterepa, abo MpOTAroM KaTeTepHoi almsamii mpu ¢GiOpmmsmii
nepeacepapb (auB. po3ain «IIpoTunokazanHs»).

Tabmums 3
B3aemogis 3 aHTHKOAryJIssHTaMu Ta JIIKApChbKUMU 3ac00H, 1110 MPOTHUIIIOTh arperaii TpoMOOIIHTIB.
Hecrepoinni 3actocyBanHa HII3II mpotaroM KOpoTKOro wuacy Juis IepionepariiHoi
MIPOTU3ANAIbHI aHaire3ii He OyJlO MOB’S3aHO 3 MIJBUIIEHHSAM pPHU3UKY KpPOBOTEYl MpH

npenapatu (HIT3I1) | omHOwacHOMY 3acTocyBaHHI 3 JabiraTpaHy erekcuiaroM. Ilpu TpuBanomy
3actocyBaHHl y xoni aocmijpkeHHs HII3II 3 gaGiratpany erexcuiarom i
Bap(aprHOM MiJIBUILYETHCS PU3HMK KpoBOTeUl mpubau3Ho Ha 50 %.

Krnoninorpens VY jpocnimkeHl 'y MOJOAMX 3J0POBHX JOOPOBOJIBLIB YOJIOBIYOi CTaTi
OJTHOYACHE 3aCTOCYBaHHs JabiraTpaHy €TeKCHJIaTy Ta KJIOMIJOTIpeNo He
BUKJIMKAJIO MTPOJIOHTAIlT Yacy KanlIsIpHOI KPOBOTEUI MOPIBHSIHO 3 TAKUM IIPU
MoHotepamnii kiomigorpenem. Kpim toro, mokasHMKM AUC:ss Ta Cmaxss
nabiraTpaHy 1 BIUIMB jAa0iraTpaHy Ha NpPUTHIYEHHs arperanii TpoMOOIUTIB
3aJUIIANNCSA HE3MIHEHUMH MOPIBHSAHO 3 TAKMMM IpU KOMOIHOBaHiM Tepartii
Ta BIJIMOBIIHIM MOHOTEpAITIi.

[Tpu nozyBanni 300 mr a6o 600 mr kmomimorpento AUC:ss Ta Cmaxss
nabiratpany 30utblnyBanmucs mpubamsHo Ha 3040 % (mmB. posain
«Oco0aMBOCTI 3aCTOCYBAHHS).

AneruncaminuioBa | JlaHi ZOCTiKeHBb CBITYaTh, IO OJHOYACHE 3acTocyBaHHsA 81 mr Ta 325 mr
KHUCJIOTa anetuncaninmioBoi kucinotu (ACK) 3 mabiratpany eTekcuiiaToM y 103ax
150 mr 2 pasu Ha 00y MOXe MIABUUIMTH PU3MK MAacHUBHUX KpPOBOTEY 3
12 % no 18% ta 24 % BignoBimHo (muB. po3ain «OcoOauBOCTI

3aCTOCYBaHHS).
Husbpkomonekynsipai | OqHOYacHe 3acTOCYBaHHS HHU3BKOMOIIGKYISIPHUX TeMapuHiB, TaKUX SK
rernapyuHu €HOKCalapuH Ta jabirarpaHy eTeKcuiaT, He nociiypkyBanocs. [licms
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nepexoay 3 3-IeHHOI Teparii eHokcanapuHoM y 1031 40 mr 1 pa3 Ha g00y
yepe3 24 TOAMHM TMicAs NOPUAOMY OCTAaHHBOI JIO3M EHOKCAlapuHy
eKCTO3uIlisl fmadiraTtpany Oyja TpOXH HUXKYOI, HIK ICIS 3aCTOCYBAaHHS
nuiie gabirarpany eTekcuiuaTy (pasosa qo3a 220 mr). Buma antu-FXa/Flla
aKTHBHICTh CIIOCTEpPITrajiach IMICIs 3aCTOCYBaHHsI JaliraTpaHy €TeKCHIaTy 3
npeTepamniero eHOKCAapuHOM HOPIBHSAHO 3 JIKYBaHHSM JIMIIE aaliratpany
erekcwiiaroM. Ile BimOyBaeThCs BHACHIIOK TIOMEPEIHBOTO JIIKYBaHHS
€HOKCalapuHOM Ta HE € KJIiHIUYHO 3HauymmM. IIperepamnisi eHOKcanapuHOM
HE BIUTMBAJIa Ha 1HII aHTUKOATYJIAIIAHI TECTH Jadirarpany.

Tabmuis 4
Tummi B3aemonil

Cenexmusgni in2ibimopu 36opomuo2o 3axonaenns cepomouiny (CI33C), cenexmusni in2idimopu
360POMHO20 3axonaenHs Hopeninedpuny (CI33H)

CenekTuBHI CI33C ta CI33H nigBuinyBaiy pu3HK KpOBOTEYI i Yac AOCHTIHKEHHS Y BCiX

iHT10iTOpU rpynax JiKyBaHHSI.

3BOPOTHOT'O

3aXOIICHHS

CEpOTOHIHY

(CI33C),

CEJICKTHUBHI

1HT101TOpH

3BOPOTHOT'O

3aXOIICHHS

HopemiHehpuHy

(CI33H)

Peuosunu, wo ennusaroms na wnynxkosuii pH

[TanTonpazon [Tpu omgnouacHomy 3actocyBanHi [TPAJIAKCH Tta maHTompasony crocrepiranocs
sumkeHHss AUC paGiratpany Ha 30 %. Ilantompason Ta iHum iHridiropu
nporonnoi nommnu (II1IT) omnowacHo 3actocoByBamucs 3 [IPAJJAKCOIO vy
KIIHIYHUX JochipkeHHsx. OnpnodacHe 3actocyBanHs [T He 3HmIKyBamo
edpextuBHocTi npenapary [IPAJTAKCA.

Panituaun OpnouacHe 3actocyBaHHs paHiTuauHy 1 [IPAJIAKCU He wmamo kiiHIYHO
B)XJIMBOTO BIUIMBY Ha 00’ €M BCMOKTYBaHHsI jabiraTpany.

Bzaemonii, moB’s3aHi 3 MeTaboaiyHUM mpodisieM gadirarpaHy eTeKCUiIaTy Ta 1adiraTpany.
Jlabiratpany eTekcujiaT Ta gadirarpaH He MeTabOoJi3YIOThCS CHUCTEMOIO mUTOXpoMmy P450 ta He
MaroTh iN Vitro »KOJIHOTO BIUIMBY Ha (epMeHTH nutoxpomy P450. Tomy He OUiKyeThCs B3a€MOii
nabiratpaHy €TEeKCWiaTy 4YM JaliraTpaHy 3 JIKapCbKUMH 3aco0amu, sIKi MeTa0oJi3yIThCA
cucteMoro nuroxpomy P450.

Ocobnueocmi 3acmocyeanns.

Pusux xkposomeui. TIPAJIAKCY ciin 3 00epexHICTIO 3aCTOCOBYBAaTH Yy pa3i BHCOKOIO PHU3HKY
KpOBOTeUi a00 OJJHOYACHOTO 3aCTOCYBAHHS 3 JIIKapChbKMMHU 3aC00aMH, 10 BIUIMBAIOTh HA FeMOCTa3
LUIAXOM MPUTHIYEHHs arperaiii TpomOouuTiB. KpoBoTeua Moke BUHUKHYTH y OyAb-sIKOMY MicCIii
nig dvac JgikyBanHs mpenapatrom I[IPAJIAKCA. Ilpu 3HmwkeHHI piBHSA remoryio0iHy Ta/abo
reMaTOKPUTY 3 HE3 SCOBaHUX MPUYMH YU 3HUKEHHI apTepiaJbHOrO0 THUCKY CHiJl JOCIIAUTH
HasIBHICTh KPOBOTEY.

[Ipy BUHUKHEHH1 3arpo3u JUIsl JKUTTSA YU NPU HEKOHTPOJIbOBaHIA KpOBOTEYl, KOJM HEOOX1IHE
IIBUJIKE YCYHEHHS aHTHUKOAaryisinidHoro edekry, crneunpiyHuii mnpemapar 3BOPOTHOI [ii
IIPAKCBAMH]T (inapyum3yma6) Mosxe 6YTH IpU3HAYCHHIA.
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VYV nmocmimkenni 3acrocyBanHs mnpemnapary [IPAJIAKCA acomiroBamocsi 3 BHCOKMMH DPiBHSIMH
MAaCHBHMX IITYHKOBO-KMIIKOBHUX KpoBoTed. I[limBHIeHMI pH3HK CIOCTEpIiraBcsi y MAaIli€HTIB
JITHBOTO BiKY (> 75 pokiB) mpH 3acTocyBaHH1 mabiratpany 150 mr 2 pasu Ha n00y. JlomaTtkoBi
dakTopu pU3MKYy (AMB. TaKOXX TAOMUIIO 5) BKIIOYAIOTH CYMYTHE 3aCTOCYBaHHs 3 1HTiOiTOpamMu
arperarfii TpoMOOLIMTIB, TAKUMH SIK KJIOMmigorpenb Ta arerwicaninmioBa kuciora (ACK), abo 3
HECTEPOiJHUMHU MPOTU3ANATLHUMH JiKapchbkumu 3acodamu (HII3J13), sik 1 mpucyTHiCTh e30¢ariry,
racTpury abo ractpoesodareaabHOTO PeQIIIOKCY.

Daxkmopu puzuxy

Tabmuus 5
dakTopu, sIKi MOXKYTh MiIBUIIUTH PU3UK KPOBOTEU1
dapmakoguHaAMIYHI 1 KIHETHYHI Bik > 75 pokiB
dbaxTopu
®DakTOpH MiABUIIECHHS PIBHS 3HauHi:
nabiraTpaHy y mjiasmi KpoBi e [lomipua HHpKOBAa  HEIOCTaTHICTh  (KJIIpEHC

kpeatuHiny 30-50 mi/xB).

e CunpHi  imribiropu  P-gp  (amuB.  po3ainu
«[Iporunokazanssi» Ta «B3aemomiss 3 IHIIUMHU
JIKapChbKUMH 3ac00aMU Ta 1HIII BUIW B3aEMOIIN).

e OpnHoyacHe 3acTocyBaHHs 3 iHTiOiTOpamu P-gp Bin
CIa0KuX 10 TOMIpHUX (TaKMMH SIK aMioJapoH,
MMOCaKOHA30J1, XiHIJIMH, BeparaMiJl Ta THKArpeiop)
(muB. po3min «B3aeMomis 3 IHIIUMHU JIIKAPCHKUMHU
3aco0aMu Ta iHIII BUIW B3aEMO/IIN)

Hesnauni:

e Hwuspka maca tina (< 50 kr).

@apmakonuHamiuHl  B3aeMoAli  (AMB. | ¢ AmneTwicaninuMiaoBa KHMCIOTa Ta iHII iHriditopu

posain  «Bsaemomis 3 IHIIMMH arperauii TPOMOOILIMTIB, TaKl sIK KJIOMIAOTPETb
JKAapChbKMMHU 3ac00amMi Ta IHINI BUIM | e HecTepoinHi MpoTH3aNalbHi JikapchKi 3aCo0U.
B3aEMOIIH») e CI33C abo CI33H.
e [HIi miKkapcbki 3aco0u, sIKI MOKYTh MOT1pUIYBATH
reMoCTa3.
3axBOPHOBAHHS/TIPOLEYPH 3 PU3UKOM e Bpomxkeni abo HaOyTi po3iaan 3ropTaHHs KPOBi.
KpOBOTEY e TpomboruToneHist a00 GyHKILIOHATBHI JePEKTH
TPOMOOIIUTIB.

e HemopnasHs Oioncis abo MacuBHa TpaBMa.

e baxrepianbHU €HIOKAPIUT.

e E3odarir, ractput abo ractpoe3odareaabHUA
pedrokc.

Jani momo kareropii marieHTiB 3 Macoro Tuta < 50 kr oOMmexeHi (AMB. pO3ALT
«DapMaKOKiHETHKAY).

Ilonepeooicysanvhi 3ax00u ma ynpasininHa pusukamu Kposomey

[Ilomo0 miKyBaHHS TeMOpaTriyHUX YCKIAAHEHB AUB. po3in «llepeno3yBanHsy.

Oyinka nepegaz ma pu3uKis

[lomkokeHHsI, cTaHW, Mpolenypu Ta/abo dapmakonoriuna Tepamisa (Hanpukiany HIT3IL,
aHtuarperaniiiumu  npenapatamu, CI33C ta CI33H, amB. posmin «lIpoTumokazanHs» Ta
«B3aemois 3 THITUMU JTIKAPCHKUMH 3aCO0aMH Ta 1HIII BUIW B3a€EMOJIIN»), IO MiABUITYIOTh PU3UK
3HaYHUX KpOBOTEY, MOTPeOyIOTh peTenbHOi OIiHKK mnepeBar Ta pusukiB. [IPAJIAKCY cnin
3aCTOCOBYBATH JIMLIE Y pa3l, KOJU MEepeBaru nepeBakatoTb pU3UKH KPOBOTEY.
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Pemenvne xkniniune cnocmepesrcens

PexomMeH10BaHO peTenbHE KIIIHIYHE CIIOCTEPEKEHHS 111010 BAHUKHEHHS O3HAaK KPOBOTEYI Y aHeMil
MPOTSTOM JTIKYBaJbHOTO TEPiOIy, OCOOIMBO TP MOETHAHHI (DAaKTOPIB PU3HKY (IUB. TAOIUIIO S5
Bunie). Crix mposiBIATH 0COOJIMBY MUJIBHICTH NMpH ogHo4YacHOMY 3actocyBaHHi [IPAJIAKCA 3
BeparaMijioM, amioJapoHOM, XIHIIMHOM a0o KiapuTpoMinuHoMm (iHriOiTopu P-gp) Ta mpu
BUHUKHEHHI KPOBOTEYi, OCOOIMBO y MAII€HTIB 3 JIETKUM Ta OMIPHUM YIIKOPKEHHSIM HUPOK (IUB.
po3ain «B3aemomis 3 1HIIMMH JIIKApCHhKUMM 3aco0aMy Ta 1HINI BHAM B3aeMoJii»). Perenbhe
CIIOCTEPEIKEHHS I10/I0 BUHUKHEHHS O3HAK KPOBOTE€Y PEKOMEHOBAHE MAalli€HTaM, SIKi OJHOYACHO
JKYIOTBCS HECTEPOIMHUMHU MPOTH3ANAIBHUMU MpenaparaMu (IuB. po3aun «B3aemonia 3 iHIIMMHU
TMKapCHhKUMHU 3aC00aMHU Ta 1HII BHIIU B3aEMOIII).

Ilpununenns sacmocysanns [1PA/JAKCA

[TamienTH, y SIKUX pO3BUHYJIACh TOCTpa HHUPKOBA HEJOCTATHICTh, IOBHHHI MPHUITMHUTH
3actocyBanHs [IPAJIAKCHU (auB. po3nin «IIpoTurnokazanus»).

[Tpu BUHUKHEHHI TSDKKOT KPOBOTEY1 CIIiJI MPUIMHUTH JIKYBaHHS Ta TOCIIAUTH JHKEPETIO KpOBOTeUl,
a TakoXX MOXKHa PO3TJSHYTH 3aCTOCYBaHHA crlenupiyHOro mnpemnapary 3BOpPOTHOI  Ail
IIPAKCBAMH]T (imapyumsyma6) (nuB. posmin «Ilepeno3yBanHs»: YIpaBIiHHS reMOpariuHuMH
YCKJIATHEHHSIMHU ).

3Huorcenns 0o3u

Moske OyTH pO3IIISIHYTO JOLIIBHICT 200 PEKOMEHA0BAHO 3HIKEHHS J03H, SIK 3a3HA4YE€HO B PO3ALIL
«Crocib 3acToCcyBaHHS Ta TO3HY.

3acmocysanns in2ibimopie npomoHHoi nomnu

Jis  3amoOiraHHs — NUIYHKOBO-KUIIIKOBUM  KPOBOTEYaM MOXXHA  PO3MVISHYTH  JIOIUTBHICTH
3aCTOCYBAHHS 1HT10ITOPIB MPOTOHHOI IIOMITH.

Jlabopamopni napamempu 32opmanms

Xoua [TPAJAKCA B niomy He moTpeOye aHTHKOAryJISIIIfHOIO MOHITOPUHTY, OJHAK BU3HAYCHHS
aHTHUKOATyJSLIHHOIO BIUIMBY, OB’ A3aHOrO0 3 JabiraTpaHoM, MOxe OyTH KOPHUCHUM [yl BUSIBICHHS
HAJIMIPHO BHCOKOTO PO3MOILTY nabiraTpaHy 3a HasSBHOCTI MOJATKOBHX (hakTopiB pusuky. Taki
MOKa3HUKH, K po3BeneHuit TpombinoBuit uac (pTY), yac 3ropranns kpoi (U3K) Tta aktuBoBaHuit
yacTKoBHM TpomoOoruiacTuHoBui yac (AUYTY), MoXyThb OyTH KOPUCHUMH, aje pe3yiabTaTH CHij
IHTEpIpeTyBaTh 3  OOEPeXHICTIO  dYepe3  BIAMIHHICTH MDK  TecTaMd  (OWB.  PO3MLI
«®PapmakonuHamika»). Tect MHB (Mi>kHapoHE HOpMaiIi30BaHE B1IHOIIEHHS) € HEIOCTOBIPHUM Y
nari€eHTiB, ski 3actrocoBytoTh [IPAJIAKCY: cnoctepiranucs xubHOMo3uTHBHI miaBuinenHs MHB.
Tomy tect MHB He cnig mpoBomutu. Y Tabmuii 6 HaBEACHO MOPOTOBI HWIKHI 3HAYEHHS
KOaryJsiiitHoro TecTy, 1110 MOXKYTh OyTH MOB’s3aH1 3 MiIBULLIEHUM PU3UKOM KPOBOTEY (AMB. PO3ILI
«DapMaKoIMHAMIKAY).

Tabmums 6

[Toporosi 3HaYeHHS KOAryJsSLIHHOTO TECTY, 10 MOKYTh OyTH MOB’S3aH1 3 MiABULIIEHUM PU3UKOM
KpOBOTEY

Tect IToka3zaHHA

[H®II, TI'B/JIE

pTY [Hr/™Min] > 200

Y3K [x-KpaTHa BEpXHs MeKa HOPMH | >3

AYTY [x-kpaTHa BepXHs MeXa HOPMH] >2

MHB HEe NOTPIOHO TPOBOAUTHU

3acmocyeanns iopunonimuuHux 3aco0i8 05 NiKYBAHH 20CMPO20 [WUEMIYHO20 THCYIbM).
3acrocyBaHHsS (GiOPUHOMITUYHUX 3acO0IB JUIs JIIKYBaHHS T'OCTPOrO 1MIEMIYHOTO IHCYJIBTY MOXeE
OyTH po3riIaHyTO, K10 pe3ynbTaTi aHami3y pTY, ECT abo AUTY ne nepeunryrots BMH.
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Xipypeiune ma onepamusne empyuanns. Ilanientu, sxi 3actocoBytoTh npemapar [IPAJIAKCA ta
MEPEHOCATh XIpypriyHi abo iHBa3WBHI MPOLEAYPH, MAIOTh IiJBUINCHUN PU3UK KpoBoTeui. Tomy
XIpypriuyHe BTpyYaHHS MOXE MOTpeOyBaTH TUMYACOBOTO MPUIMHEHHS 3aCTOCYBaHHS Iperapary
IMPAJJAKCA.

[TamienTn MoxyTh 3actocoByBatu mnpemapar [IPAJIAKCA npu xapmioBepcii. JlikyBaHHS
npemapatom [IPAJTAKCA (150 mr 2 pa3u Ha 100y) HE MOTPIOHO TEpEepUBATH MAIli€EHTaM 3
GbiOpusIiero Iepeacep b MpU KateTepHin adusii (auB. po3ain «Crocid 3acTOCYBaHHS Ta JIO3U»).
[Tpu THMUAaCOBOMY NPUITUHEHHI JIIKYBaHHS Y 3B 513Ky 3 XipypriYHUM BTPY4aHHSM CIIiJ 3a0€3MeUnTH
MOHITOPHHT aHTHKoaryssiii. KinipeHc nabirarpany y Mami€HTiB 3 HUPKOBOKO HEIOCTATHICTIO MOXKE
3aiHATH Oublie yacy (auB. po3ain «@apmakokineTukay). Ciif JOTpUMyBaTUC 00EpEKHOCTI TIPU
OyIb-sIKUX Mpolenypax. ¥ TakuX BUIAJKaX TECT HA KoaryJsuito (IuB. po3aun «[IpoTumnokazaHHs»
Ta «DapMakoJHAMIKa)») MOKE JIOTIOMOTI'TH BU3HAYHUTH, YU € TIOPYIICHHS TeMOCTa3y.

Hegioxnaona xipypeis abo mepminosi npoyedypu. 3actocyBanHs mpenapary [IPAJIAKCA
noTpiOHO THUMYacoBO NpUNUHUTH. Koiam HeoOXigHe IIBHUIKE YCYHEHHS AaHTHUKOAryJSIiiiHOTO
edexry, creudiunuii npemapar 3soporHoi mii ITPAKCBAMHJI (imapyumsyma6) moxe GyTH
IIPU3HAYCHUM.

3BOopoTHa [ig A0 Tepamii [nabiraTpaHOM CIOPUYHMHSIE TPOMOOTHYHHUNA PU3BHK Y TMalli€HTIB.
3acrocyBannast [IPAJIAKCHU wmoxHa BigHOBHUTH depe3 24 TOAWHU IMHCIS  BBEJICHHS
HPAKCEAﬁHHY (imapyunszymaly), SKIIO0 MAII€HT € KIIHIYHO CTaOuUTbHUM 1 OyllO JOCSTHYTO
aJIeKBaTHOTO T'eMOCTa3y.

Xipypeiune ma onepamusHe 6mMpyYyaHHs Npu NIO2OCMpUX cmaxax. 3aCTOCYBaHHS Iperapary
IMPAJAKCA noTtpiOHO THMYacOBO MPUIMHUHUTH. XipypridHe ado onepaTHBHE BTPYYaHHS MOTPiOHO
BIJIKJIACTH IIOHalMeHIIe Ha 12 TOAuH Mmichns OCTaHHBOrO MpUiioMy AaliraTpaHy, SKIIO e
MOXJIHMBO. SIKIIO XipypridyHe BTpydYaHHS HE MOJKHA BIJKJIACTH, PU3HK KpPOBOTEeUi MOXke OyTh
30impmieHuid. [loTpiOHO 3BaKUTHM PUBMK KPOBOTEUl Ta TEPMIHOBICTh BTPYYaHHSA MeEpen
3aCTOCYBaHHSAM IIpenapary.

IInanosa onepayis. Sxmo wmoxiunBo, 3actocyBaHHsS [IPAJIAKCU mnoTpiOHO NpPUNIUHUTH
moHaiiMeHIe 3a 24 TOAWHU OO0 IHBAa3MBHUX a0o0 Xipypriunux mnpouexyp. [lyis mamieHTtiB 3
MiABUILEHUM PU3MKOM KpOBOTeui abo y BUMAJKY CEepiHO3HOI omeparlii, KoJau Moke OyTH moTpioHe
MPOBEJICHHSI TEeMOCTa3zy, HEOOXiIHO PpO3IIISIHYyTH MOJIIMBICTh TPUMUHEHHS 3aCTOCYBAaHHS
IMPAJJAKCH 3a 2—4 ani 1o onepaiiii.

Tabmuus 7
[IpaBwiia npUNMHEHHS 3aCTOCYBaHHS Nepe]l IHBa3UBHUMHU a00 XIpYpriYHMMHM MPOLEeTypaMu

Hupkosa IlepenbauyBanuii | 3acrocyBanus npenapary [IPAJTAKCA cnix npunuHuTH 10
byHKIIISA nepioj IJIAHOBOT'O XIPYPriyHOTO BTPYYaHHs
(xytipeHc HaliBBUBEACHHS | BHCOKHii pU3nK KpoBOTEUi CrannapTHUIl pU3UK
KpeaTHHIHY, (rom) a00 3HAYHOTO OTEPATUBHOTO
MJI/XB) BTpYYaHHS
>80 ~13 3a 2 1oou 3a 24 roauHu
>50-<80 ~15 3a 23 1obu 3a 1-2 nobu
>30-<50 ~ 18 3a 4 nobu 3a 2—3 nobu (> 48 roauH)

Cnunnomoskoea anecmesisa/enioypanvua anecmesia/iomoanvua nyukyis. Ilponenypu, Taki sk
CITMHHOMO3KOBA aHECTEe315, MOKYTh MOTPeOYyBaTH MOBHOTO (DYHKITIOHYBaHHSI CUCTEMHU T€MOCTA3Yy.
Pu3uk mosiBM CNMHHOMO3KOBOI 4YM eMifypalbHOI TI'eMaTOMH MOXe MiABHIIUTHCH Yy pasi
TpaBMaTHUYHOI YU TMOBTOPHOI MYHKIIi Ta TOJOBXEHOIO MICIHSONepalifHOr0 3acTOCYBAaHHSA
emiypaibHuX KaretepiB. Ilicis BuiyueHHs kareTepa CiiJl 3a4eKaTd IIOHAWMeHIe 2 TOAMHHU JI0
npuitomy nepmoi no3u [TPAJJAKCH. Taki namieHTH NOTpeOylOTh PETEIBHOIO CIOCTEPEKEHHS
1010 HEBPOJIOTIYHUX CUMIITOMIB Ta CUMIITOMIB CITMHHOMO3KOBOI a00 emiaypaibHOT reMaToOMH.
Iicnsonepayiiina ¢paza. 3acTocyBaHHs qadiraTpaHy €TeKCHIATY CIIiJT BITHOBUTH ITICJIS 1HBa3UBHHUX
nporenyp abo XipypriuHoro BTpY4YaHHs, SK TUIBKM JIO3BOJIUTh KIIiHIYHA CHUTYyalis Ta Oyxe
JIOCATHYTO JIOCTaTHHOI'O PIBHS F€MOCTA3Yy.
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[TamienTamM 3 puU3HKOM KpoBOTeYi ab0 marieHTaM 3 PU3UKOM HAJAMIpPHOTO BIUIUBY, OCOOJIMBO 3
MOMIPHOIO HHMPKOBOIO HenocTaTHIicTIO (kmipeHc KpeaTtuHiHy 30-50 wmi/XB), ciig TpOBOIUTH
Teparnito 3 obepexHicTio (muB. po3aun «IIpoTtunokazanus» Ta «PapMaKoIUHAMIKAY).

Iayienmu 3 BUCOKUM PUSUKOM CMEPMHOCMI 6HACIIOOK ONEpamusHO20 GMpPYYaHHas ma 3i
CNAOKOBUMU (akmopamu puzuxy mpomoboemooniuHux yckiaoHeus. Jlani mono epeKTUBHOCTI Ta
6esnexu 3actocyBaHHs [IPAJTAKCU ans wmiei rpynu mamieHTiB 0OMEXEHi, TOMY TEpariio CIif
MIPOBOJIUTHU 3 OOEPEIKHICTIO.

THopywenus ¢@ynxyii newinxu. IlamieHTH 3 MiJBUIIEHUM piBHEM (PEpPMEHTIB MEUIHKH, 10 OLIbIIe
HX y 2 pa3u nepepunryBaB BMH, Oynu BUKITIOUEH] 3 KIIIHIYHUX JOCHIIKCHD 100 3armo0iranHs
BEHO3HUM TPOMOOEMOOJIIYHUM YCKJIAAHEHHSM ITiC]IsA OOIIMPHOI OPTOMEIUYHOI omneparlii i3 3aMiHH
Ta30CTErHOBOTO Cyriioba abo KosiHHOTO cyrinoba. Yepes BiACYTHICTh AOCBiAY JIIKYBaHHS MpPUOM
nadirarpaHy eTeKcuiaTy He PEKOMEHIOBAaHUM IS Ii€T TPYITH MAIliEHTIB.

[TamienTam 3 MEYiHKOBOIO HEJOCTATHICTIO a00 3aXBOPIOBAHHSAM IEYiHKH, 1[0 MOXYTh BIUIMBATH HA
BIKMBAHHS, 3aCTOCYBaHHSI MPeMapary MpoTUIIOKa3aHo (AuB. po3ain «[IpoTunokasanHs»).

Bzaemogis 3 ingykropamu P-gp.

Crig yHUKaTH OJTHOYaCHOTO 3aCTOCYBaHHS iHAYKTOPiB P-gp uepes MoKiMBe 3HIKEHHS KOHIICHTPALin
nabiratpany (muB. po3ainu «BzaeMomis 3 IHIIUMHU JIKAPCHKUMHU 3aco0aMu Ta 1HINI BHIU
B3aeMOJIii» Ta «DapMaKOKIHETHKAY).

IamienTy 3 aaTrdochOIIIIHAM CHHIPOMOM

[Tpsimi opaneHi antukoaryinsiHTa (IIOAK) Brimrodaroun nadiratpany eTeKCHiiaT, He peKOMEHI0BaH1
marieHTaM 3 TpoOMOO30M B aHaMHE3l, y SKHX JiarHOCTOBaHUH aHTU(HOCHONIMITHIA CHHAPOM.
30KkpeMa, y TAIli€HTIB 3 MOTPIHHOK IMO3UTHBHOK PEAaKIi€l0 (HAa BOBYAKOBUN aHTHKOATYJISHT,
aHTUTLIA 70 AHTUKApIIONiNiHy Ta aHTHUTIIA 10 aHTU-Oera-2-riikonporeiny 1) mikyBanas [TOAK
MoOke OyTH MOB'si3aHe 31 30UIBIICHHSIM YacTOTH PEIUINBYIOYMX TPOMOOTHUHUX SBUIL MOPIBHSIHO 3
Tepari€ro antaroHicramu Bitaminy K.

Ingpapxm mioxkapoa (1M).

3rigHo 3 manumu KiiHiuHOTO mochimkenus RE-LY (IH®II, aus. po3min «PapmakoauHamika)
(mabirarpany erexcuiar — 110 mr 2 pa3u Ha 100y, nabirarpany erekcuiar 150 mr — 2 pa3u Ha 100y
Ta BaphapuH) HaiiBumMil abcomroTHUN pu3uk IM crocTepiraBes y TakMx HiATpynax i3 MoaiOHUM
BIJIHOCHUM PU3HMKOM: MALI€HTH 3 1HQAPKTOM MIOKap/a B aHaMHe31, MallleHTH BIKOM > 65 pokKiB 3
niabetoM abo 3aXBOPIOBAHHSAM KOPOHApHOi aprepii, MaIlieHTd 3 (PaKLi€l0 BUKUIY JIBOTO
nutyHouka < 40 % Ta mamieHTH 3 IOMIPHOIO HHPKOBOIO HepocTaTHicTio. KpiMm Toro, minBuiieHUi
pU3UK 1H(papKTy MioKapAa CHOCTepiraBcs Yy TMAIl€HTIB, $KI OJHOYACHO 3aCTOCOBYBAIU
ANETUJICATIIIIIOBY KUCIIOTY 3 KJIOMIIOTPeeM a00 TITLKH KJIOMiI0TPEeTb.

3rigHo 3 JaHMMHU JpochikeHb 17 B/JIE, Bulmi piBeHb 1H(apKTy MiokapAa CHOCTepiraBcs y
MAIIEHTIB, SIKI OTPUMYBaJIM AaliraTpaHy eTeKcuiaT, HiX y THX, XTO oTpuMmyBaB Bapgpapus: 0,4 % Tta
0,2 % BiAMOBIZHO B KOPOTKOTpUBanmux pociimkeHHsx Ta 0,8% 1 0,1 % y moBrorpuBammx
OCIIIKEHHIX.

3riZiHO 3 JAHUMH 1HIIOTO JOCIIPKEHHS, Y SKOMY MOPIBHIOBAJIM JabiraTpaHy eTeKkcuiar Ta rianeoo,
piBeHb 1HGapkTy Miokapaa 0ys 0,1% y maiieHTiB, sIKI OTpUMYBajiu qabiraTpany erekcuiat, Ta 0,2
% AJIs MAIlEHTIB, SIKi OTPUMYBAJIH IIAe0o0.

Xeopi na pax (TI'B/JIE)

EdextuBnicte Ta Oe3neka 3actocyBaHHsS [IPAJIAKCU nns naHoi Tpynu  MaiieHTIB  He
JTOCITIJIKYBAJIHCSI.

Ocobauei 3acmepedicents wjooo sacmocysanns. Buitmaroun kancynmu [TIPAJTAKCA 3 Gricrepa, ciif
JNOTPUMYBATUCS TaKWX MPaBUI: BLAAUIUTH OAMH OKpeMHiIl OjicTep BiJ 1HHIOrO OJicTepa Y3J0BXK
nepdopoBaHoi JiHII; AicTaBaTH TBEpAY Karcyily 3 Ousictepa Oe3rmocepenHbo Mepea MpUHOMOM;
3HATH GONBTY 3 OJicTepa, He TIPOJABIIOIYH (POJIEIY KarcCyJioko.
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3acmocyeanns y nepioo eazimuocmi abo 200y8anHsL 2pyoor.

Kinku penpooykmuenozo 6ixy. JXiHKaM penpoyKTUBHOTO BIKY CIIiJi YHUKATH BariTHOCTI MPOTATOM
nikyBaaHs [TPAJJAKCOIO.

Bazimnicms. Hemae BianmoBigHux mgaHux monao 3acrocyBanHs npenapaty [TPAJIAKCA BaritHEM
KIHKAM.

Tooysanus epyooro. Hemae KIIHIYHMX JaHUX LIOJ0 BIUIMBY JaliraTpaHy Ha HEMOBIAT, SKHX
TOAYIOTh IPYAI0. SIK 3acTepeXeHHs CIIil IPUIIMHUTU FOAYBaHHS IPYIIHO.

Depmunvuicms. Hemae 1aHuX MO0 BIUTUBY HA (EPTUIBHICTB.

30amuicmy éniusamu Ha WEUOKICMb pearyii npu KepysawHi asmompancnopmom abo pooomi 3
THWUMU MEXAHIZMAMU.

[MPAJAKCA ©He Mae abo Mae HE3HAYHMH BIUIMB Ha IIBHIKICTh peEakUii MpH KepyBaHHI
aBTOTPAHCIIOPTOM 200 pOOOTi 3 THITUMHU MEXaHI3MaMH.

Cnocio 3acmocysannus ma 003u.

Jlo3yeanHns.

3anobicanns iHCYIbmMy ma_CUCMEMHIU eMO0ail Y 00pOCIUX NAYIEHNIE 3 HEKAanaKnHoo Qibpunayicio
nepeocepob 3 00HUM abo Kintbkoma paxmopamu pusuxy (3anodicanns IHDII).

Jixysanns _mpombo3y enuboxux eern  (TI'B) i necenesoi embonii  (JIE) ma 3anobicanns
peyuousyrowozo TI'B ma JIE y dopociux.

Tabmuus 8

Pexomennosani go3u npu IHOII, TT'B Ta JIE

Pexomenoosana 0oza
3anoO0iranHs iHCYJIBTY Ta CUCTEMHIN
eMO00J1ii y JOpOCITUX MAII€HTIB 3 PexomennoBana no3a npemapary [IPAJTAKCA
HekJanaHHor (iOpuisiieto nepencepab 3 | cranoBuTh 300 mr: mo 1 kancymi 150 mr 2 pa3u Ha
onHUM ab0 OuTbIe (PaKTOPOM PU3UKY 100y
(3anoGiranus [HOIT)
JlikyBanus Tpom003y rinubokux BeH (TI'B) | PexomennoBana no3a npenapary [IPAJIAKCA
1 nerenesoi em6omii (JIE) Ta 3ano6iranus ctanoBuTh 300 mr: o 1 xancyni 150 mr 2 pa3u Ha
petmauBytouomy TI'B 1 JIE y nopociux 00y - MmicJs I’ ATUICHHOI Teparii mapeHTepaTbHUM

AQHTUKOATYJITHTOM.

Pexomenoosane 3smeHue s 003u

[Tamientn BikoM Bix 80 pokiB

no6osa no3a [TIPAJTAKCU crarnouts 220 mr - 1o 1

[MamienTH, sIKi OJHOYACHO 3aCTOCOBYIOTh .
1 ’ A o karcyni 110 mr 2 pa3u Ha 100y

Bepanamia

POSZﬂﬂHymu 3MEHUEeHHA 003U

[TarienTn Bikom 75—80 pokiB

[TarieHTH 3 MTOMIPHOIO HUPKOBOIO

HenocratHicTio (CrCL 30 - 50 mur/xB) no6oBy o3y [TPAJTAKCH 300 mr a6o 220 mr
[TarienTu 3 racTpuTOM, €30(arirom abo BU3HAYal0Th HA OCHOBI 1HAMBITyalbHOT OI[IHKH
ractpoe3odarealbHUM peQIIFOKCOM TpOMOOEMOOJIIYHOTO PU3UKY Ta PU3UKY KPOBOTEU1
[H111 marieHTy 3 MABUIIEHUM PU3UKOM

KpOBOTEY1

V pasi TI'B/JIE pexomennoBano 3actocoByBatu 220 mr [TPAJIAKCHU: no 1 kancymi 110 mr 2 pasu
Ha 7100y. [/lana no3a G6a3yeThcsi Ha (papMaKOKIHETUUHOMY Ta (papMakoJUHAMIYHOMY aHali3i Ta He
JOCITI/KyBaIacs B KJIIHIYHAX YMOBaX.

JluB. iH(oOpMaLilo, HaBeJeHY HUXkue, Ta po3aumm «OcoOIMBOCTI 3acTOoCyBaHHA», «B3aemonis 3
IHIMUMU ~ JTIKAPCBKUMHU ~ 3aco00aMu  Ta 1HIN BUAM  B3aeMOfin», «®PapmakoguHaMiKa» Ta
«DapMaKOKiHETHKAY.
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Y pa3i HemepeHOCHMMOCTI JabiraTpaHy TAaIlileHTH TIOBMHHI OYyTH MPOIHCTPYKTOBaHI PO
HEOOXITHICTh HEraifHOi KOHCYJNbTAIlil 3 JIIKapeM LI0J0 MEepeXoJy Ha aJbTePHATUBHY MPUUHATHY
Tepamilo JUIsl TONEPEePKCHHsSI 1HCYJIBTY Ta CHCTEMHOI eMOoJiii, ToB’s3aHoi 3 (iOpUIIAIi€r0
nepescepib, Ta JUIsl TIKyBaHHS TPOMOO3y TTTHOOKHX BEH Ta JIereHeBol eMOouTii.

Ouinka GyHKIUT HUpOK 10 Ta nporarom dikysanusa [TIPAJIAKCOIO
VY BCiX marieHTiB 1 0COOJUBO Y JITHIX JIOACH (> 75 poKiB), TOMY III0 HUPKOBA HEJOCTATHICTh MOXKE
OyTH 4acTo y MaIi€HTiB i€l BIKOBOI IPYIH:

e Ilepen mouatkom tepamii mpenapatom [TPAJJAKCA ¢yHKIit0o HHUPOK CIiA OLIHUTH
LIUIIXOM PO3PaxXyHKy KIIPEHCY KpEaTWHIHY s BUKIIOUEHHS TSXKKOI HUPKOBOL
nHenocratHocti (CrCL < 30 mur/xB) (muB. po3ainu «lIporumnokazanssy», «OcoOIMBOCTI
3acTocyBaHH» Ta «DapMaKOKIHETHUKAY).

e Cmig omiHOBaTH (PYHKIIII0O HUPOK, SKIIO € MiJ03pa HA MOTipIIeHHs QYHKIT HUPOK ITiJT
yac Teparii (HampukiIaj, MpHU TinoBoJjeMii, JerigpaTamii Ta CyMiCHOMY 3aCTOCYBaHHI 3
MIEBHUMH JTIKAPCHKUMH 3aCO0aMH).

JlomaTkoBi BHMOTM WIOAO TMAI[iEHTIB 3 JIETKOIO Ta IOMIPHOI HHPKOBOIO HEIOCTaTHICTIO Ta
TaIi€HTIB BIKOM BijJ 75 pOKiB:

e Ilix wac Tepamii mnpenaparom I[IPAJIAKCA cnig omiHIOBaTH HUPKOBY (PYHKIIIIO
moHaiiMenie 1 pas3 Ha pik abo yacriiie 3a TOTpeOr y MEeBHUX KITHIYHUX CUTYalisIX, SAKIIO
OYIKY€TBCS, 0 HUPKOBA (DYHKIIISI MOXKE 3HHKYBATHCS a00 MOTipIIyBaTUCs (HAPUKIIAL IPpU
rimoBoJyiemii, nerigparii, CyMiCHOMY 3acTOCYBaHHI 3 TIE€BHHMH JIKapChKUMH 3aco0aMu
TOIIIO).

Mertona, 1o BUKOpHCTOBYBaBcs i oiinku (ynkimii Hupok (CrCL B mur/xB), — e meton Kokpodra
—I'osrra.

Tpusanicmo HiKY8AHNA

Tabmuus 9
Tpusanicts nikyBanns npu IHOII, TI'B Ta JIE

[ToxazanHa | TpuBaiCTh JIKYBaHHS

[HOII 3acTocyBaHHA IpenapaTy HOBUHHO OYTH TOBrOTPHBAIUM

TI'B ta JIE | TpuBamicTh JIIKyBaHHS BU3HAYaIOTh 1HIUBIAYaIbHO MICISI pETEJIbHOT OLIHKH
KOPHUCTI JIIKYBaHHS Ta pU3UKY KpoBOTeul (JIUB. po3aii «OcobauBocTi
3aCTOCYBaHHS»).

KopoTkoTpuBare nikyBaHHs (He MeHIIIE 3 MICAILIB) TOBUHHO 0a3yBaTucs Ha
TUMYacOBUX (aKTOpax pU3MKY (TaKUX SK HELIOJIaBHS olepallis, TpaBMa,
iMMOO1Ti3anis), a JOBFOTpUBAJIe JTIKyBaHHS MOBUHHO 0a3yBaTHCs Ha MOCTIHHUX
¢dakropax pusuky abo igionarnysomy TI'B abo JIE.

IIponywena dosa

[Iponymieny 103y Aabirarpany eTeKCHJIaTy MOYKHA MPUUHATH 3a 6 TOJUH 10 BCTAHOBJIEHOTO 4acy
3aCTOCYBaHHS HACTYNMHOI MO3W. SIKIIO /MO 3acTOCYBaHHS HACTYIHOI J03W MeHme 6 TOIWH,
MPONYIIEHY 103y NpUiMaTu He CIiJ.

He cnip npuiiMatu noaBiiiHy 103y, 11100 KOMIIEHCYBAaTH MPOMYIIEH] 1HIWBIIyalbH1 JO3H.
Ipununennsa npuviomy IIPA/[AKCA

JlikyBanus [IPAJIAKCOIO He moxHa npunuHATH 0€3 KOHCyNbTalli 3 JikapeM. [lanieHTy noBUHHI
OyTH moneperkeHi Mpo HeOOXiTHICTh 3B’ SI3KY 3 JIIKapeM Yy pa3l BUHUKHEHHs IITYHKOBO-KHIITKOBUX
CUMIITOMIB, TaKUX sIK Auctiencis (auB. po3aut «[1o6iuH1 peakiii).

Llepexio i3 sacmocysanns npenapamy [IPA/IAKCA na napenmepanbHuii aHmMuKoazyisiHm.

[Tepen mepexomom 13 3acTOCyBaHHS JadiraTpaHy €TEKCHJIaTy Ha MapeHTEepaTbHUN aHTUKOATYJISHT
PEKOMEHAYEThCS 3aueKaTH 12 TOAMH Micisd MPUHOMY OCTAaHHBOI 03M (IUB. po3ain «B3aemonis 3
IHIIMMH JIIKapChKUMU 3ac00aMU Ta 1HILI BUJU B3a€EMOJIIN»).
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Llepexio i3 3acmocysanns napenmepanvhux anmuxoayiaumis na npenapam IIPATAKCA.

[Ticns mpuUNMMHEHHS 3aCTOCYBaHHS MApEHTEPATLHOTO AHTHKOATYISHTY JaliraTpaHy eTeKCHIIaT

MOYMHAIOTh mpuiiMath 3a 0—2 TOAWHU 110 Yacy WMOBIPHOTO 3aCTOCYBaHHS HACTYITHOI JI03H

MapeHTEPAIBHOTO AHTUKOATYJISHTY a00 y MOMEHT MpPHUIMHEHHS JIKYBaHHS IapeHTepaIbHUM

AQHTUKOATyJSTHTOM MiJ dYac Oe3MepepBHOTO JIIKyBaHHsA (HANPUKIAJ, BHYTPINTHbOBEHHHM

He(dpakIioHOBaHUN remapuH (IuB. po3ail «B3aeMomist 3 IHITMMHY JIIKAPCHKUMH 3acO0aMH Ta 1HIII

BUJIM B3aEMOJIIN).

Iepexio i3 sacmocysannsa npenapamy [IPAJ{AKCA na anmaconicmu gimaminy K (ABK).

YMmoBu nepexoy Ha 3actocyBanHs ABK Ha ocHoBi CrCl (kiipeHcy KpeaTHHIHY):

— CrCl > 50 mn/xB, movyatok 3actocyBaHHs ABK — 3a 3 aHi 10 NpUIMHEHHSI 3aCTOCYBaHHS
IMPAJJAKCH;

— CrCl > 30 — <50 mn/xB, mouatok 3actocyBanus ABK —3a 2 nHi 10 NpUNMHEHHS 3aCTOCYBaHHS
I[MPAJJAKCH.

Ockinbku [TIPAJJAKCA Moxe migBHIIUTH MiDKHapogHe HopMmaii3oBaHe BinHomeHHs (MHB), to

MHB 6yne kpamie BimoOpaxkatu epektr ABK numie dyepes 2 aHi micias TIPUIUHEHHS 3aCTOCYBaHHS

IMPAJAKCH. o uporo vacy nmokazauk MHB citifi po3risiiaTy i3 3acTepeskeHHSIM.

Llepexio i3 sacmocysanns anmazonicmie simaminy K (ABK) na npenapam [IPAJ[AKCA.

3acrocyBanns aHtaroHictiB Bitaminy K ciix npunuantu. [IPAJJAKCY moxHa 3acTOCOBYBaTH, SIK

TUIBKH MXKHaApoIHe HopMastizoBaHe BigHomeHHs (MHB) ctanoButs < 2,0.

Kapoiosepcis.

[Mamientn moxyth 3actocoByBaTu [IPAJJAKCY npu kapaiosepcii.

Kamemepna abnauis npu ¢iopunauii nepedcepos (3anobicanns IHDII).

Karerepna abmnsuis moxxe OyTu mpoBeJeHa y MalieHTiB, mo oTpuMyroTh npemnapaTt [IPAJJAKCA y

no3i 150 mr 2 pas3u Ha 100y. JlikyBanus npenaparom [IPAJTAKCA He noTpiGHO nepepuBatu (AuB.

po3ain «PapmakosoriuyHi BaacTuBOCTI. @apMakoaHHAMIKAY).

Yepeswxipnua koponapna ancioniacmuka (4KA) 3i cmenmysannam (IHPII)

[NamienTiB 3 HekiamanHoo (GiOpusiieo mepencepap, ski nepeHecnn YKA 31 cTeHTYBaHHAM,

MOkHa JlikyBatu 3a nomnoMoror [TPAJTAKCHU B komOiHalii 3 aHTUTPOMOOIIUTAPHUMHE 3aco0aMu

TICJs TOCSATHEHHS reMocTa3y (IuB. po3ain «DapmakoanHaMiKay).

Ocobnusi epynu nayienmis

Hayienmu n1imub020 BIiK).

[IMomo ocobmuBoCcTE MIAOOPY 03U IS ITI€T KaTeropii MaIieHTiB AUB. TAOIUIIO 8 BUIIE.

Iayienmu 3 pusuxom Kpogomeui.

[TamieHTIB 3 MIABUILIEHUM pPHU3UKOM KpoBoTeul (AuB. po3auM «OcoOJMBOCTI 3aCTOCYBaHHS»,

«B3aemoiig 3 IHIIMMHU JTIKapCHKUMHU 3aco0aMu Ta 1HIII BUIU B3aeMOJii», «DapMaKOKiHETHKA)

CIIiJlT PETEebHO KOHTPOJIOBATU KIIHIYHO (100 O3HAaK KpoBoTeui abo aHemii). Kopekuis nosu

MOJKJIMBA 3a pIIIEHHSAM JIKaps MICis OLIHKM MOTEHUIWHUX IepeBar 1 PU3MKIB Ui KOXKHOTO

nanieHTa (quB. Tabmuiio 8 Bume). Tect Ha koarymsamito (auB. po3aul  «OcoGnmBOCTI

3aCTOCYBAaHHS») MOKE€ JOMOMOITH BHSIBHUTH TMAlli€HTIB 3 MiABUIICHUM PHU3UKOM KpOBOTEYI,

CIPUYMHEHOI HAJMIPHOIO €KCIO3ULIEI0 nadiraTpaHy. SIKIO BHUSABIEHO HAAMIPHY EKCIO3MIIIIO

naliraTpaHy B MAII€EHTIB 13 BUCOKMM PU3UKOM KPOBOTEYi, pEKOMEHYEThCS 3MEHIIeHa J103a (220

mr): o 1 kancyni 110 mr 2 pa3u Ha 100y. Y pasi KIHIYHO 3HA4YYyH[0i KPOBOTeUl JIIKYBaHHS CIiJ

MPUITHHHATH.

[Tamientam 13 racTpuToMm, ezodaritom abo ractpoeszodareasbHOI0 pedIIOKCHOI0 XBOPOOOIO MOXKE

OyTH NpPHU3HAUEHO 3MEHIICHHS 03U 4epe3 MiJABHILEHHA PU3UK MACHBHHMX IITYHKOBO-KHIIKOBUX

KpPOBOTEY (UB. TAOIUIO 8 BHIIE Ta PO3aiT «OCOOIMBOCTI 3aCTOCYBAHHSI»).

THopywenus ¢yHkyii HUpOK.

JlikyBaHHS MAII€HTIB 13 TSHKKUM MOpYHIEHHS (QYyHKLII HUpPOK (KiipeHc KpeaTuHiHy < 30 Mi/XB)

npemnapatom [TPAJIAKCA npotunokasane (quB. po3ain «[IpoTtunokasanas).

[TamieHTam 3 JerkUMH MOPYIIEHHSAMHU (YHKIIT HUpOK (KiipeHc KpeaTuHiHy 50 — < 80 Mi/XB)

KOpEKIis 1034 He nmoTpiOHa. J[Js mamieHTiB 13 NOMIPHUMHU MOPYIIECHHSIMU (QYHKIIIT HUPOK (KJIipEeHC

kpeaTuHiHy 30-50 mi/xB) pekoMeHa0BaHa 103a ctaHoBUTH 300 Mr — mo 1 kancyni 150 mr 2 pa3u Ha

n00y. OnHak Juis MaIi€eHTiB 3 BACOKUM PU3MKOM KPOBOTeY MOXJIMBe 3HMKeHHs 1031 [IPAJIAKCU
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10 220 mr — o 1 xamcymi 110 mr 2 pa3u Ha 100y (auB. po3ainu «OcoOaUBOCTI 3aCTOCYBaHHS» Ta
«DapMakoKiHeTHKa»). [l Mari€eHTiB i3 MOPYIIEHHAM (QYHKIIT HUPOK PEKOMEH/JIOBAaHO peTelbHE
KJIIHIYHE CTIOCTEPEIKCHHSI.

Oonouacne 3acmocysanns npenapamy IPAJJAKCA 3 ineibimopamu P-enikonpomeiny 6i0 cradxux
00 NOMIPHUX, HANPUKAAO 3 AMIOOAPOHOM, XIHIOUHOM abO 8epPanamiioM.

He motpibHO KOpUTyBaTH A03Yy MPU OJHOYACHOMY 3aCTOCYBaHHI 3 aMioJapoHOM abo0 XiHITUHOM
(muB. po3nimn «OcobauMBOCTI 3acTOCYBaHHS», «B3aeMopis 3 1HIIMMHU JIIKAPCBKUMHU 3aco0aMu Ta
1HIII BUJIM B3a€MOI», «DapMaKOKIHETHKAY).

[NamienTam, sIKi 3aCTOCOBYIOTH OJIHOYAaCHO Bepamnamis, PEKOMEHJIOBAaHO 3HW)KEHHS 103 (JIUB.
Tabauiro 8 BuIie Ta po3aiu «Oco0IMBOCTI 3aCTOCYBaHH» Ta «B3aeMois 3 IHIIMMHU JTIKapChKUMHU
3aco0aMu Ta 1HII BHAM B3aeMofin»). Y 1mwpomy Bumanky [IPAJIAKCY Tta Bepamamin cimin
3aCTOCOBYBATH B OJIMH 1 TOH e yac.

Maca mina.

Kopexkmis 1o3u He noTpidbHa (auB. po3nin «DapMakoKiHETHKAY), ajlie 3a MalllEHTaMH 3 Maco Tijia
< 50 Kr peKOMEHJOBAaHO pETeNbHUN KIHIYHUA KOHTPONIb (OuB. po3ail  «OcoOinBOCTI
3aCTOCYBAHHS).

Cmamep.

Kopexkis n1o3u He moTpiOHa (IuB. po3ain «PapMaKOKIHETHKA).

Cnocib 3acmocysanusi.

Kancyny moxnHa mnpuilMatu He3aJeXHO Bia BxkuBaHHS Dki. Kamcymy cnig KoBTaTu Iijolo,
3alMBAlOYM  CKJITHKOIO BOJMW /IS TOJIETHICHHS TOTPAIUISIHHA B IUTYHOK. [lamieHTtiB ciin
MOTIEPEUTH PO TE, L0 HE MOXKHA BIAKPUBATH KArlCyly, OCKUIBKH 1I€ MOK€ MiABUIIUTU PHU3UK
KpoBoTedi (IuB. po3ain «®apMakoKiHETHKAY).

Jimu.

Hemae oOrpynryBanns 3actocyBanHs IIPAJIAKCH neniarpuuHuM nami€HTaM 3a MOKa3aHHSMU:
3armo0iraHHs 1HCYJNbTYy Ta CHCTEMHIM eMmOomii y MAalli€HTiB 3 HEKIANaHHOKW (iOpHIIALi€e0
nepencep/ib, JikyBaHHs TpoMO03y rinbokux BeH (TI'B) Ta nereneBoi emboii (JIE).

Ilepeoo3sysanna.

Ho3u TTPAJJAKCH, mo mnepeBUIIylOTh PEKOMEHJOBaHi, MPU3BOAATH 0 IMIJBUILIEHHS PHU3UKY
KpOBOTEYI.

VY pa3i migo3pu Ha TMEpeo3yBaHHS TECT Ha KOAryJISAIiI0 MOXKE JOIMOMOTTH BH3HAUWUTH PH3UK
KpoBoTeui (auB. po3aimu «OcoOIMBOCTI 3acTOCyBaHHS» Ta «PapMaKoJOTiYHI BIACTHBOCTIY).
KaniOpoBanuii KiIbKiCHUN TeCT a00 MOBTOPHE BU3HAYEHHS PO3BEIEHOTO TPOMOIHOBOTO TECTY /A€
MOJKJIMBICTh Mepea0ayuTy 4ac, KOJM 3aJlaHl piBHI JabiraTpaHy OyAyTh AOCSTHEHI (IWMB. pO3.il
«®DapMaKoJIOT1YH1 BIACTUBOCTI»), TAKOXK K JOJATKOBUH 3aX1/l MOKHA PO3NOYATH Jlali3.

HagmipHa mnpoTuais 3ropTaHHIO MOXXe TOoTpeOyBaTH MPHUIHHEHHS JIIKYBaHHS MpernapaToM
IMPAJAKCA. Ockinbku pabiraTpaH BHUBOAHWTHCS TOJOBHUM UYWHOM HUPKaMH, TO CIiJ
MiATPUMYBATH aeKBaTHUN Jiypes3.

OckUIbKHM 3B’s3yBaHHs 3 OUIKaMU TUIa3MH HHU3bKE, JabirarpaH MO)K€ BHUBOJUTHUCS 32 JIOMTOMOTOIO
Jiaitizy; KIIHIYHUNA JOCBIJ 3aCTOCYBaHHS Jiallizy 0OMexeHu (uB. po3ai «DapMaKoKiHETHKAY).

YnpaBiiHHA reMOpariyHUMHU YCKIIaIHEHHIAMU

VY pa3i remopariuHuxX yCKJIaJHEHb JIKYBaHHS CJiJ{ MPUIUHUTU Ta 3°SICYBATH JKEPEIO KPOBOTEUl.
Crain po3rasHYTH HEOOXITHICTh NMPOBEACHHS BIAMOBIIHOIO JIKYBaHHS 3aJIe)KHO BiJl KIIHIYHOT
CUTYallli, HAapUKJIaJ XIpypriyHOro reMocTasy 4M BiIHOBJIEHHS 00’ €My LUPKYJIIOI0UO0T KPOBI.

IIpy BHHUKHEHHI 3arpo3u AJisi JKUTTS YW TPU HEKOHTPOJIbOBaHIM KpOBOTEUl, KOJIM HEOOXiaHe
IIBUAKE YCYHEHHS aHTHKOAryJsiliiHoro edexry, crneuudiuHuid mpemnapar 3BOPOTHOI i
IIPAKCBAMH]] (imapyumsyma6) 3 aHTaromicTuuHmMM e(pekToM Ha (hapMaKOAMHAMIUHHI BILTHB
[MPATAKCH noctynHuil A1 NpU3HAYEHHS.
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MokHa pO3MJISIHYTH JOIUIBHICTH 3aCTOCYBaHHS KOHIIEHTPATIB KOAryJsaIIWHUX  (aKTopiB
(axTMBOBaHMX a00 HEAKTUBOBAHUX). [CHYIOTH JIesKi €KCTIEPUMEHTAIBHI JIaH1 IIOA0 POl 3a3HAYCHHUX
arcHTIB y PEBEPCYBaHHI aHTHKOATYJAIIHHOTO edeKTy aabirarpaHy, aje JdaHi MO0 iX KOPHCTI B
KIIHIYHUX TPOSIBaX, a TAaKOK MOXKJIMBOT'O PU3UKY BIJHOBJICHHS CHMITOMIB TpoMOoemoOouii myxe
obmexxeni. KoarymsmiiiHi TecTH MOXYTh OYTH HEIOCTOBIPDHHMMH  TICIS  3aCTOCYBaHHS
3alpONOHOBAHMX KOHIIGHTPATIB KOAryIsmiMHUX (akTopiB. Ciifg BUSBIATH OOEPEXKHICTH MpU
TIYMA4YeHHI IUX TeCTiB. TakoX CiiJ BUABIATH OOEPEKHICTh MPH 3aCTOCYBaHHI KOHIICHTPATIB
TPOMOOIMTIB, SKIIO HasBHa TPOMOOIMTONEHI ab0 3acTOCOBYBAJIUCS AaHTUTPOMOOLHUTApHI
JKapChKi 3aCO0M MPOJIOHTOBaHOI Aii. CHMITOMATHYHE JIIKYBaHHS MPOBOJSATH 32 PEKOMEHIAIlIsIMU
JKapA.

KoHcynpTanmis ekcrnepra 3 KoaryJysiii Moke OyTH pO3IJIsiHyTa y pa3l 3HayHOI KpoBoTeui (TpH
HAsSIBHOCTI TaKOTO EKCIIePTa).

I06iuni peakuii.

Pesrome npodiaro 6e3nexu

besneky npenapary [TPAJTAKCA Oyno oIiHEHO B OCHOBHOMY JOCHIPKEHHI MIOJ0 3amo0iraHHS
IHCYNIBTYy Ta CHUCTEeMHIH emOomii y mamieHTiB 3 (iOpuisiiero mnepeacepab, B ABOX AKTUBHO
KOHTPOJILOBAHUX JOCIHIDKEHHSIX JIKYBaHHS Tpom0Oo3y rnubokux BeH (TI'B) i nereneBoi emOomii
(JIE) ta omHOMY aKTHBHO KOHTPOJIbOBAHOMY JOCHTIMKEHHI MIOJO0 MOMEPEIKEHHS TPOMOO3y
rimbokux BeH (TI'B) i mereneBoi em6Oomii (JIE). B nux gotuprox mocmimkennsx 11 ¢aszu 16 709
namienTtiB npuiiMaiiu [TPAJTAKCY (nuB. Tabnuio 10).

Tabmaums 10
KinpkicTh AOCHIKEHUX TMALI€HTIB, sIKi mpuiiManu Makcumanbhy no3y IIPAJIAKCHU y daszi 11
JOCJIIKEHD

Ilokazanns KinpkicTh mari€eHriB, sKi MakcuMabHa 1000Ba 103a
aikysanucs [IPAJTAKCOIO

3amobiranHs IHCYIBTY Ta 6059 300 mr

CUCTEeMHIi eMOomii y marieHTiB 3 | 5983 220 mr

Ghi0pusIi€to epeacepab

Jlikysants mpombosy 2nuboKux 2553 300 mr

gen (TI'B) i nezenesoi embonii
(JIE) (RE-COVER, RE-COVER

D

Tonepedoicenns mpombo3y 2114 300 mr
enubokux een (TIB) i necenesoi
embounii (JIE) (RE-MEDY, RE-
SONATE)

3aranoMm y 22 % mnauieHTiB 3 (GiOpwisLiero mepeaceplb, SAKI OTPUMYBIM Mpenapar ais
3arno0iraHHs 1HCYNbTY Ta CUCTEMHINH eMO0ii (AOBroTpuBaie 3actocyBaHHs Ouibiie 3 poki), 14 %
MAIlI€HTIB, K1 JIKyBaJd TPOMOO3 ITUOOKUX BEH Ta JiereHeBy emobouito, Ta 15 % mamieHTis, sKi
oTpumMyBaiu npenapar st 3anoodirannst TI'B ta JIE, cioctepiranucs mo6ivH1 peakirii.
Haituactimoro mo6iuHOI0 peakiiero Oyna KpoBoTeda, IO crocTepiraiacs npudiausHo y 16,6 %
MaieHTIB 3 GiOpUIIALIEI0 Iepecep/ib, K1 TPUBAIUHN Yac JIIKYBaJIUCs AJig 3a00IraHHs 1HCYJIbTY Ta
cucteMHiil emOonii, Ta y 14,4 % nanienris, sxi aikyBanu TI'B/JIE. Ockinbku rpynu Maui€HTIB, sKi
JIKyBalIMCsSl 32 TpbOMa IOKa3aHHSIMM, HE € 3ICTaBHUMH 1 BUIAJKH KpPOBOTEY PO3MOJUICHI 3a
CHCTEMaMM OpraHiB, KOpOTKa XapaKTEPUCTHKAa MAaCHUBHUX 1 OyAb-KMX KPOBOTEY pO3JiICHA 3a
MOKa3aHHsIMH 1 HaBeIeHa y Tabmuiax 12-15.

Xoua y KIIHIYHUX JOCTIDKEHHSAX 4acToTa Oyia HHU3bKOI, MAaCHBHI a00 TSHKKI KPOBOTEUl MOXKYTh
BUHUKATH 1, 3aJIEXKHO BiJ JIOKaJi3allil, BUKJIMKATH BTPATy Mpale3aTHOCTI, 3arpO3JIUBI ISl KUTTS
cTaHu a00 MaTH JIETaJIbHUNA HACIIOK.
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VY tabnumi 11 HaBegeHo moOiuHI peakilii BUSBICHI MPH TOCHTIHDKEHHSX Ta MOCTMApKETHHTOBHUX
JaHUX TpU 3amo0iraHHs 1HCYJIBTY Ta CUCTEMHINA eMOoJIii Ta JiKyBaHHS Ta 3amoOiraHHs TPoMOo3y
MIMOOKHMX BEH Ta JIETEHEBiM eMO0il, 32 CHCTeMaMH OpraHiB 1 9acTOTOr0. YacToTa BUSHAYAETHCS SIK:

Jyxe

yacri

(> 1/10), gacTi (> 1/100 - <1/10), meuacTi (> 1/1000 - < 1/100), mooamuuoki (>1/10000 - < 1/1000),
piakicui (<1/10000), HeBimomi (He MOJKHA BCTAHOBHMTH 32 HASIBHUMH JIAHUMH).

Taomuus 11

Yacrora

Knac cucrem opranis /
noOiYHa peakIlis

3ano0iranHs iHCYJIbTY Ta
CHUCTEMHIM eMO0Tii y MaIieHTiB
3 (hiOpuIsLIi€eto Iepencepb

JlikyBaHHS Ta 3am00iraHHS
TpOoMO03y TTIHOOKHUX
BEH/JereHeBii emOoItii

3 60Ky cucmemu kposi ma nimgpamuunoi cucmemu

aHemis 4acTo HEYacTo
3HIKEHHS PiBHsI FeMOrJIo0iHy | HeYacTo HEBIIOMO
TPOMOOIIUTONIEHIS HEYacTo piIKO
3HM)KEHHSI TEMATOKPUTY piako HEBIIOMO
HEUTpOIIeHis HEBiIOMO HEBIIOMO
arpaHyJolNuTO3 HEBIJIOMO HEBIJIOMO
3 6oy imynnoi cucmemu
rinepyyTINBICTh HEYacTo HEYacTo
BUCHITAHHS HEYacTo HEYacTo
cBepOK HEYacTo HEYacTo
aHaiTaKTHYHI peakii piako piako
AQHT1OHEBPOTUYHUN HAOPSK piako piako
KpOIUB sTHKA PiIKO p1IKO
OpoHxocmazm HEBIJIOMO HEBIJIOMO
3 6oky Hepsosoi cucmemu
BHYTPIITHBOYEPETTHUN HEYacTo piako
KPOBOBHWJIUB
3 6oky cyounnoi cucmemu
reMaTroMa HEYacTo HEYacTo
KPOBOBHWJIUB HEYacTo HEYacTo

3 60Ky JuxanvHoi cucmemu, opeanie 2pyOHOI KIIMKU ma cepeodoCminHs

HOCOBa KpOBOTEYA 4acTo 4acTo
KPOBOXapKaHHS HEYacTo HEYacTo
3 6oky mpasnoi cucmemu
[UTYHKOBO-KHIITKOBA 4acTo 4acTo
KpOBOTEYA
abnoMiHaIbHUH O111b JacTo HEYacTo
Jiapest 4acTo HEYacTo
JIACTICTICIS 4acTo 4acTo
HyJI0Ta 4acTo HEYacTo
peKTaNbHA KPOBOTEUA HEYacTo 4acTo
reMopoiiaabHa KpOBOTEeUa HEYacTo HEYacTo
IIUTYHKOBO-KHUIITKOBA BUPa3ka | HEYACTO HEYacTo
ractpoe3odarit HEYacTo HEYacTo
ractpoe3odareanbHa HEYacTo HEYacTo
pedurrokcHa XBopoOa
OIrOBaHHSA HEYaCTO HEYaCTo
nucdaris HEYacTo piako

T'enamobiniapui nopywenus
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nopyImieHHs (yHKIIIi Me4iHKu/ | He4acTo HEYacTo

BiJIXHMJICHHS BiJl HOPMH TECTY

GyHKIIIT eYiHKN

M IBUIIICHHS PIBHS HEYacTo HEYacTo

aja”HiHaMiHOTpaHchepasn

T1IBUILICHHS PI1BHS HEYacTo HEYacTo

acrmapraraMiHoTpaHcdepaszu

T1IBUILICHHS PI1BHS piaKo HEYacTo

NeYiHKOBUX (DepMEHTIB

rinepouTipydiHemis p1IKO HEB1JIOMO
3 6oxy wKipu ma niOwKipHoi K1imKosuHu

KPOBOBUJIUB Ha MIKipi 4acTo 9acTo

ayonerris HEBIJIOMO HEBIJIOMO
3 60Ky onopHo-pyxo060i cucmemu ma cnoiyyHoi MKAHUHU

remMapTpo3 piaKo HEYacTo
3 boky cewosudinbhoi cucmemu

cedocTaTeBa KpoBOTeua, 4acTo 4acTo
BKJIIOYAIOYU TEMaTYPIto
3acanvni posnadu

KPOBOBIJIMB y MiCIIi 1H €KITIT piako piako

KPOBOBHJIMB y MiCIli BBEJIGHHS | P1IKO piako
Karerepa
Ywkooorcenns ma ycknaounenns npu nposedeHnui npoyeoyp

TpaBMaTHYHUN KPOBOBUIIUB piako HEYacTo

KPOBOBWJIMB y MICIIi po3pi3y | piaKo piako

Onuc oxpemux noOiuHux peaxyit

Kposomeui

3rigHo 3 papMakosnoriuHuM pexkumom 1ii, 3actocyBaHHsl [IPAJTAKCH moxe Oytu acouiiioBaHe 3
MiABUILEHUM PHU3UKOM IPHUXOBAHOI a00 SBHOI KPOBOTEYi, SKa MOXX€ BUHUKHYTH Yy OYIb-sIKUX
TKaHMHax abo opraHax. CUMNTOMH Ta TSDKKICTh (BKJIIOYarouM (paTanbHI HACHIKH) 3aJekKaTh Bij
JIOKaJi3amii Ta cTyneHs abo MOIIMpPEHHs KpoBOTeui Ta/abo aHemii. B X0/l KIHIYHUX JOCHTIIKEHb
KpOBOTE€Yl CIM30BUX OOOJOHOK (HAaNpHKIad LIUTYHKOBO-KHUIIKOBI, CEUOCTATEBl) CIOCTEpIraiucs
yacrime npu Ounem tpuBaigomy JikyBaHHI I[TPAJTAKCOIO B mopiBHsHHI 3 JikyBaHHAM ABK
(anTaronictu Bitaminy K). Takum ynHOM, Ha T10JATOK J0 TOCTATHHOTO KITHIYHOTO CIIOCTEPEKEHHS,
na0opaTOpHi MEpeBIpKU MOKa3aHb TI'eMOINO0IHY/TEMATOKPUTY € BAXKIUBUMM JUIS BHSABICHHSA
MPUXOBAaHUX KPOBOTEY. PU3MK KpOBOTEY MOKE 3POCTATH y TMEBHUX TPYN MAIlIEHTIB, HAPUKIA Y
MAIIEHTIB 3 MOMIPHUMHM MOPYLIEHHAMHU (YHKIIII HUPOK Ta/a00 y Mali€HTIB 13 CYMyTHHOIO TEPAITIEIO,
sgKa BIUIMBAa€ Ha remMocras3, abo cuiIbHMUMHM 1HriOiTopamu P-gp (auB. po3ain «OcobauBoOCTI
3acTocyBaHH»: Pu3uk kpoBoreui). Ha remopariuti yckJIaJHEHHS MOXYThb BKa3yBaTH CIIa0KIiCTb,
OJIIICTh, 3allaMOpPOYEHHS, TOJOBHMM OuIb ab0 He3po3yMmill HAOpsKW, 3aJuIIKa Ta MIOK 3
He3’SICOBaHUX MPUYHH.

[ToBimomJIsTOCS IPO YCKIIQAHEHHST BHACHIIOK KPOBOTEY, TaKi K KOMIIAPTMEHT-CHHIPOM Ta TOCTpa
HUPKOBA HEJOCTATHICTH uepe3 rinmonepgysito, npu 3acrocyBanHi [IPAJTAKCHU. Tomy BiporigHicts
KpOBOTEYl CJiJi BpaxoBYBaTH TMpU OIIHII CTaHy OyAb-SIKOTO TAIll€HTa, SKUH OTPUMYE
aHTUKOAryJsiliiiHy Tepamito. Cneumdpiyauii mnpemapaT 3BopoTHOI mii g galiratpaHy —
1gapynu3ymMad — MOXHa 3aCTOCOBYBAaTH Yy pa3l BUHUKHEHHS HEKOHTPOJHOBAHOI KpOBOTEUl (AMB.
poznin «Ilepeno3yBanHs).

3anobizanna incyaemy ma_cucmemuiu_embonii v nayichmis 3 Qpibpunayicto nepeocepovb 3 0OHUM
abo Kiibkoma chakmopamu pusuxy.
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VY rtabnuni 12 HaBeneHO NMaHiI MPO BUMAIKA KPOBOTEU BiJ MAacHBHHX J0 Oyab-iKuX y 0a30BUX
JOCHIJUKCHHSAX 3amo0iraHHs 1HCYJAbTY Ta CHCTEMHIM emOounii y mamieHTiB 3 (iOpuiisiiero
nepescepib.

Tabmurs 12
Habirarpany JHabirarpany Bapdapun
CTeKCHJIAT, eTeKCHJIaT,
110 mMr 2 pazu va | 150 mr 2 pa3u Ha
JICHb JICHb
KinpkicTh pangomizoBanux namieHtis | 6015 6076 6022
MacuBHa KpoBOTEYA 347 (2.92 %) 409 (3.40 %) 426 (3.61 %)
BHYTPIIITHHOUYEPEITHA KPOBOTEYA 27 (0,23 %) 39 (0.32 %) 91 (0.77 %)
IIJTYHKOBO-KHIIIKOBA KPOBOTEYA 134 (1.13 %) 192 (1.60 %) 128 (1.09 %)
JeTalbHa KPOBOTEYA 26 (0.22 %) 30 (0.25 %) 42 (0.36 %)
Hesnauna kpoBoTeya 1566 (13,16 %) 1787 (14,85 %) 1931 (16,37 %)
Bynp-sika KpoBoTEUYa 1759 (14.78 %) 1997 (16.60 %) 2169 (18.39 %)

Kniniyni nepeBaru pabiraTpaHy BiJHOCHO 3amoOiraHHs IHCYNIbTY Ta CHCTEMHIA emOomii Ta
3HIDKEHHSI PU3HMKY BHYTPIIIHBOMO3KOBOI KPOBOTEUlI MOPIBHSIHO 3 TAaKUMH IIPH 3aCTOCYBaHHI
BapdapuHy 3adikcoBaHi B iHAMBIIyaTbHUX CyOrpyrax, HapUKIal, 32 HUPKOBOIO HEOCTATHICTIO,
BIKOM, OJTHOYACHUM 3aCTOCYBAHHSIM IHIIUX JIKapChKUX 3ac00iB, TaKUX SK aHTUTPOMOOIUTApHI
3acobu abo iuribitopm P-gp. IleBHa cyOrpyma mami€HTiB Ma€ MiABUIIEHHA PH3UK MAaCHUBHOI
KpOBOTEYl IPU 3aCTOCYBAHHI AHTUKOATYJISIHTIB, OTXKE€ HAIMIPHHM PU3UK KPOBOTEUl Y 3B S3KY 13
3aCTOCYBAaHHSAM Ja0irarpaHy MOJIMBHHA BHACIHIZOK HUTYHKOBO-KHIIKOBOI KpPOBOTEUi, sIKA MOXeE
BUHUKHYTH NpoTAroM 3—6 micsuis nicist noyatky tepanii [IPAJJAKCOIO.

Jlikysanna mpomb6o3y enuboxux een (TI'B) i necenesoi embonii  (JIE) ma 3anobicanms
peuuousyroyomy TI'B ma JIE y dopocnux (TI'B/JIE).

VY rtabnumi 13 HaBeneHO AaHi MO0 BHITAJKIB KPOBOTEY, SKi CIOCTEPIraucs y XOHi 00 €IHaHUX
OCHOBHUX pociimkeHsb 3 jikyBaHHs TI'B/JIE. B 00’eqHaHuX AOCTIIKEHHSIX MOYATKOBI KIHIIEBI
TOYKHM O€3MEKM MACHBHHUX KPOBOTEY, MACUBHHMX a00 KJIIHIYHO 3HAYYIIUX KPOBOTEY Ta OyIb-SIKUX
KpOBOTeU Oy/iM 3HAUyII0 HWKYMMHU IOPIBHSHO 3 TaKUMH IpU 3aCTOCYBaHHI BapdapuHy NpHU
HOMIHaJIbHOMY piBHI aniba 5 %.

Tabmuns 13

I[TPAJAKCA | Bapdapun BinHomeHHs pu3HKy
150 mr 2 pazu nadirarpany
Ha IeHb MOPIBHSHO 13

Bapdapurom (95 %
JIOBIPYOTO 1HTEPBAILY)

KinbKicTh MaIi€HTiB, BKIIOUYEHUX B 2456 2462

aHali3 Oe3MeKu

MacwuBHI KpOBOTEUi 24 (1,0 %) 40 (1,6 %) 0,60 (0,36; 0,99)
BHYTpINTHbOYEPETHA KPOBOTEUA 2 (0,1 %) 4 (0,2 %) 0,50 (0,09; 2,74)
MacCHBHA ILTYHKOBO-KHUIITKOBA 10 (0,4 %) 12 (0,5 %) 0,83 (0,36; 1,93)

KpOBOTEYA
KpPOBOTeUa, HeOe3MmeyHa ISl JKUTTS 4 (0,2 %) 6 (0,2 %) 0,66 (0,19; 2,36)

MacuBHa KpOBOTEYa/KITIHIYHO 3HAYYIIA 109 (4,4 %) 189 (7,7 %) 0,56 (0,45; 0,71)
KpPOBOTEUA

Bynp-sika KpoBOTEUA 374 (14,4 %) 503 (20,4 %) | 0,67 (0,59; 0,77)
Bynap-sika MITyHKOBO-KHUIITKOBA 70 (2,9 %) 55 (2,2 %) 1,27 (0,90; 1,82)
KpPOBOTEUA

KpoBoteui a1 000X MeTOAIB JIiKyBaHHs Oynu oLiHeHi micis nepioro 3actocyBanusa [IPAJJAKCHU
abo BapdapuHy micas 3aKiHYEHHs MapeHTepaslibHOl Tepamii (TUIbKM TepioA IepopalibHOTO
mikyBaHHs1). HaBeneHi naHi BKIIIOYAIOTH BCl BUMAAKK KPOBOTEY, SIKI CHOCTEPITrajucsl MPOTITOM
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3actocyBanHs [IPAJIAKCH. [Ins Bapdhapuny Oyii0 BKIFOYEHO BC1 BUITAIKH KPOBOTEY, 32 BUHAITKOM
THX, SIKI CIIOCTEpIraincs NpoTAroM NepexiTHOro Nepioy 3 MapeHTepalbHOI Teparlii Ha BapgapuH.
VY Tabnumi 14 HaBeAeHO AaHi MIOAO BUIAIKIB KPOBOTEY, SIKI CIOCTEPITAIMCS Yy X011 00’ €aHaAHUX
OCHOBHMX JociijpkeHs 3amobiranas TI'B/JIE. Jleski kpoBoTedi OynM 3HAYyIIO HHUKYUMHU
MOPIBHSHO 3 TAKMMU IIPH 3aCTOCYBaHHI Bap(apuHy Py HOMIHAIBHOMY PiBHI anbda 5 %.

Tabmunsa 14
ITPAJTIAKCA Bapdapun BigHomeHHs pu3uky
150 mr 2 pa3u Ha nabiraTpany
JIEHb MTOPIBHSHO 13
Bapdapurom (95 %
JIOBIPYOTO IHTEPBAITY)

Kinpkicts mamienti, | 1430 1426
BKJIFOUCHHX B aHaJIi3
Oe3nekn
MacuBHI KpoBOTEUi 13 (0,9 %) 25 (1,8 %) 0,54 (0,25; 1,16)
BHyTpimHbouepenna | 2 (0,1 %) 4 (0.3 %) He po3paxoBano*
KpPOBOTEYA
MmacuBHa nutyHkoo- | 4 (0,3 %) 8 (0,5 %) He po3paxoBano*
KHIIKOBA KPOBOTEYA
KpOBOTEHYA, 1(0,1 %) 3 (0,2 %) He po3paxoBano*
HebOe3neyna s
KUTTSI
MacuBHa 80 (5,6 %) 145 (10,2 %) 0,55 (0,41; 0,72)
KpOBOTEYa/KIIIHIYHO
3HAYyIa KpOBOTEYA
Bynp-sika kpoBoreua | 278 (19,4 %) 373 (26,2 %) 0,71 (0,61; 0,83)

Bynp-sika 45 (3,1 %) 32 (2,2 %) 1,39 (0,87; 2,20)
[IJTYHKOBO-KHIIIKOBA
KpOBOTEYA

* BigHOIIEHHS PU3UKY HE OLIHIOBAIM, OCKIJIbKM HE BHUSBIEHO BHIMAJKIB HI B OJAHIA 3 Tpym
TAIlI€HTIB.

VY tabnuui 15 HaBeneHO AaHi MO0 BUMAAKIB KPOBOTEY, IKi CIIOCTEPITaUCs Y X0/l OCHOBHOTO
nociipkenHs 3 3anoOiranHs TI'B/JIE. PiBenp komOiHaiii MacHMBHUX KpPOBOTEY/KIIIHIYHO
3HAUYINIUX KPOBOTEY Ta pPIBEHb OYAb-IKAX KpPOBOTEY OyJIW 3HAYYINO HIDKYUMHU IIPH
HOMIHAJIBHOMY PiBHI anbda 5 % MOpIBHAHO 3 TAKUMH Yy NAIlI€HTIB, sIKI OTPUMYBAJIH MJanedo, Ta
MaII€eHTIB, skl orpumyBanu [IPAJIAKCY.

Tabmuns 15
ITPAJTAKCA [Tnane6o BinHomeHHs pU3uKy
150 mr 2 pa3u Ha nabirarpany
JIEHb MOPIBHSHO 13

Bapdapunom (95 %
JIOBIPYOTO 1HTEPBAIY)

KinpkicTs marientis, | 684 659

BKJIFOUCHHX B aHAJIi3

6e3neKu

MacuBHi KpoBOTeUi 2 (0,3 %) 0 He pospaxoBano*
BHyTpimHBOUYepenHa | 0 0 He po3paxoBano™
KpOBOTEYA

macuBHa nutyHkoBo- | 2 (0,3 %) 0 He po3paxoBano*
KHIIKOBA KPOBOTEYA

KpOBOTEYA, 0 0 He po3paxoBano*

HebesmeyHa st
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KHUTTA

MacuBHa 36 (5,3 %) 13 (2,0 %) 2,69 (1,43; 5,07)
KpOBOTEYa/KIIIHIYHO
3HavyIlIa KpoBOTEeYa

bynp-sika kpoBotreya | 72 (10,5 %) 40 (6,1 %) 1,77 (1,20; 2,61)

Byap-sKa 5 (0,7 %) 2 (0,3 %) 2,38 (0,46; 12,27)
ITYHKOBO-KHIIIKOBa
KpOBOTCYA

* BigHOIIEHHS PU3WKY HE OIIHIOBAIM, OCKIJTBKM HE BHUSBICHO BHIMAJKIB HI B OJHIA 3 Tpym
MaIl€HTIB.

ATpaHya0muTO3 1 HEUTPOIIEHIs

Jyxe piaKo TOBILAOMIISUIOCS TPO AarpaHyjiIoOlMTO3 Ta HEUTPOICHII0 TiJ dYac 3aCTOCYBAHHS
nikapcbkoro 3aco0y  ITIPAJIAKCA. Ockinbku 1po mOOIYHI peakiii MOBIJOMIISIIOCS TPH
MMOCTMAPKETUHTOBOMY JIOCITIJDKEHH] HACEIICHHS 3 HEBIJIOMOKO KUJIBKICTIO, JOCTOBIPHO BH3HAYUTH X
4acTOTy HEMOXIHBO. KoedilieHT 3BITHOCTI OLIHIOBAIU K 7 ABHI Ha 1 MUIbHOH Mali€eHTO-POKiB
[IPH arpaHyJIONMTO31 Ta K 5 ABUII HAa | MITBHOH MAIIEHTO-POKIB MPH HEHTPOTIEH 1.

[ToBiZOMIICHHS PO MMiI03POBaHI MOOIYHI peaKitii

[ToBimoMyIeHHS TpPO TMiAO3pIOBaHI MOOIYHI peakiii michas peecTpauii JiKapchKOro 3acoly €
BaxnuBuMH. lle 1mae 3MOry NpONOBXKYBaTH MOHITOPUHT CHiBBIJHOIICHHS KOPUCTH/PU3UK
3aCTOCYBaHHS JliKapchkoro 3acoOy. IIpalliBHMKHM 3akiiaJiB OXOpPOHU 3J0pOB’s 3000B’si3aHi
MOBITOMJISITH TTPO OyIb-5IKi Mi03pIoBaHi MoOiYHI peakiii BilMOBiIHO 0 AIF0UOTO 3aKOHOIABCTBA.

Tepmin npuoamnocmi. 3 poxu.

YMmoBu 30epiranus.
36epiratu B cyxoMy, HEJOCTYITHOMY JUIsl IiTeH MicLi npu Temnepatypi He Buiue 25 °C.

YnakoBka.
ITo 10 kancyn y 6uictepi; mo 3 abo 6 OicTepiB y KAPTOHHIM KOPOOIIi.

Kareropis Binmycky.
3a peuenTtom.

Bupoonuk.
bepinrep Inrensxaiim @apma I'm6X 1 Ko. KI', Himeuunna/
Boehringer Ingelheim Pharma GmbH & Co. KG, Germany.

Micue3Haxo:KeHHs1 BUPOOHMKA Ta aJpeca Micls NPOBA/>KeHHS HOro AisIbHOCTI.

binrep Iltpacce 173, 55216 Inrensxaiim Ha Peiini, Himeuunna/
Binger Strasse 173, 55216 Ingelheim am Rhein, Germany.
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