IHCTPYKIIA

IJIsI MEIHYHOT 0 3aCTOCYBaHHsI JIIKapCHLKOT0 3aC0o0y

IMPATAKCA®

(PRADAXA®)

CKnao:
ditoua peuosuHa: nabiraTpaHy eTeKCcumaT;
1 xancyna Mictuth fabiraTpaHy eTekcunary (y Burnsgi mesunary) 110 mr;

donomidicHi pewosuHu: akallisi, KUCJI0Ta BUHHA, TiIpoMesio3a, AUMETUKOH, TajbK,
TiAPOKCUIIPOIIIIEIII0I038;

obosoHka kancyau: KaparidaH (E 407), kamito xnopup, tutany giokcup (E 171), ingurokapmin
(E 132), rimpomenosa, Boga O4uIIeHa;

HANuUC Ha Kancyai 40OpHU/10M Y0pHO20 Koavopy SW-9008: menak, cniupT OYTUIOBUM, CIIUPT
i3ompominoBu#, 3amida okcup 4opHuii (E 172), Boga ounieHa, npomineHriikons (E 1520),
CIIUPT €TUIIOBUY 0€3BOMHUM, PO3YMH aMOHiI0 KOHIIEHTPOBAHUM, KaJlito TiTPOKCU]I.

JlikapcbKka ¢popma. Kancynu TBeppi.

OcHogHi (hizuko-ximiuHi 81acmugocmi: [OBracCTi KAICyIu i3 TigPOKCUIPOIIIMETUIILEII0IO3U
(po3Mmip 1) 3 HEIPO30POIO KPHUIIEYKOI CBiTI0-07IaKUTHOTO KOJILOPY 3 CUMBOJIOM KOMITaHil
Bepiurep IHrenpxaitM 40pHOTO KOJIbOPY Ta HEIIPO30PUM CBIiTI0-OJTAaKMTHOTO KOIHOPY TiloM
KallCyJI¥ 3 CUMBOJIOM YOpPHOTro Koybopy «R110», gKi MiCTATH XKOBTYBaTI [I€JIETH.

®apMmakoTepaneBTHYHA rpymna. AHTutpoMOoTHyHi areHTy. IIpsmi inribitopu TpomOiHy.

Kom ATX BO1A EO7.

Papmakono2iuHi e1acmueocmi.
®apmakoduHamika.

Mexanism 0ii. [labiraTpaHy eTeKCUIaT HaJIeXKUTh J0 HU3bKOMOJIEKYJIIPHUX IIPOJTIKiB, SKi HE



IPOSIBIISIOTE (hapMaKOoJIOTiYHOI aKTUBHOCTI. ITicyisg mepopanbHOTO puiioMy nabiraTpaHy eTeKCUlaT
IIBUIKO BCMOKTYETHCS i TEPETBOPIOETLCS Ha JabiraTpaH MIISXOM KaTajli30BaHOTO eCTepa30io
rimpomi3y B mna3mi Ta nevinni. [TabiraTpaH € CUTbHUM KOHKYPEHTHUM 3BOPOTHUM IIPSIMUM
inri6iTopoM TpoMOiHy Ta rOJIOBHOI0 aKTMBHOIO PEYOBUHOIO B IIJIA3Mi.

Ockinpku TpoMOiH (CepuH-IpoTea3a) aKTUBYE epeTBopeHHs pibpuHoreny y GpidbpuH y cuctemi
3rOpTaHHS KPOBi, TO #OT0 IpUrHideHHs 3amnobirae po3suTky TpoMOy. [labiraTpaH iuribye BinbHUN
TpoMOiH, Gi6puHO3B’93aHUM TPOMOIH Ta CIpUUYMHEHY TPOMOiHOM arperarito TPOMOOLIUTIB.

®apmakoOuHamiuHi enausu. IcHye 4iTKa KOpessilis MiXK KOHI[eHTpalli€lo fabiraTpany B mjia3Mi KpoBi
Ta CTyIleHeM aHTUKOarylIsHTHOTro edekTy 3rigHo II ¢a3u gocnmigxens. JabiraTpad mogoBXKYe
tpombinoBu# yac (TH), Y3K ta AUTY.

KinekicHuil TecT Ha KanibpoBaHuil po3BefeHuil TpoMOiHoBUM Yac (pTY) Hagae npubnIu3He 3HaYEHHS
KOHIIEHTpallil gabiraTpaHy B IIJTa3Mi, SKe MOXKHa 3iCTABUTH 3 OUiKyBaHUM. fKIIIO Pe3yabTaT TECTY Ha
KajriOpoBaHu¥ po3BemeHul TpoMOiHOBUY Yac (pTY) 3HAXOOUTHCS Ha PiBHI a00 HUXKYe Mexi
KiTbKiCHOTO BU3HAYEHHS, CIIi[l pO3rIAHYTH AoOaTKoBi KoarynsaniHi Tectu (TY, Y3K ta AHTY).

Y3K moxe 3abe3neunTu 6e3mocepefHe BUMipIOBAHHS aKTUBHOCTI IPSMUX TPOMOiHOBUX iHTiGiTOpIB.

Tect AYTY € mMPOKO PO3MOBCIOMXKEHUM Ta 3abe3neuye MpuOIU3HUN TOKAa3HUK aHTUKOATyISSHTHOI
iHTeHCUBHOCTI, 110 mocsATaeThCa mabiraTpanoMm. OgHak TecT AUTY Mae oOMeXeHY YyT/IUBICTL Ta He
HiAXOOUTD OJIST TOYHOTO KiNTbKiCHOTO BU3HAUYEHHS aHTUKOATYJITHTHOT'O BIJIUBY, 0COONIMBO IIPHU
BHCOKMX I171Ja3MOBUX KOHIIEHTpaligx mabiraTpany. Xoua BUCOKi 3HaueHHsT AYTY crnif inTeprnpeTyBaTn
3 00epexkHiCTI0, BOHM BKa3yl0Th Ha aHTUKOATY/ITHTHUM e(eKT y MmallieHTa.

KniniuHa epekmusHicmb ma 6e3neka. Y xofi KiiHiyHOT0 mocrimkeHHsT RE-LY mpomeMOHCTPOBaHO,
mo pabiraTpany etekcunatT y 1o3i 110 Mr 2 pa3u Ha mo0y He MOCTYNa€eThCS BappapuHy Ipu
npodilakTHIl iHCYIbTY Ta CUCTEMHOL eMOOJTil y TOPOCTIUX MAaliEHTIB 3 HeKJIallaHHOI0 Qibpunsiiieio
nepencepnb (HOTI) 3i 3HMKEHUM PHU3UKOM BHYTPIITHBOMO3KOBOTO KDOBOBUINBY, 3aralbHOl
KpoBoTeui abo MacuBHOI KpoBoTeui. [Jo3a mabiratpany 150 Mr 2 pa3u Ha 00y 3HAYHO 3HUXKYE PUIUK
iImeMiYyHOro Ta reMopariyHoro iHCyabTy, CMEPTI Biff CYOUHHUX 3aXBOPIOBaHb, BHYTPIITHEOMO3K0OBOI'0
KPOBOBUJIMBY Ta 3arajibHOI KPOBOTeYi y MOpiBHAHHI 3 BapdapuHoM. YacToTa MaCUBHUX KPOBOTEY IIPU
MaHUX O03yBaHHSX OyJia IMOpiBHIOBaHA 3 TAaKOIO IIPU 3aCTOCYyBaHHI BapdapuHy. YacTtoTa iHpapKTiB
MioKapfa IIpu 3aCToCyBaHHi mabiraTpaHy etekcunaty y go3i 110 mr ta 150 Mr gBa pa3u Ha goly y
TIOPiBHSAHHI 3 TaKO0 IIPU 3aCTOCYBaHHI BapdapuHy MpakKTUYHO He 36inbIyBanach (BifHOIIEHHS
pusukiB 1,29; p=0,0929 Tta BigHOmeHHS pu3ukiB 1,27; p=0,1240 BignoBigHO0). CyTTEBUM MO3UTUBHUM
BIIJIUBOM flabiraTpaHy eTeKCUJIaTy Y MOPiBHAHHI 3 BapdhapuHOM € IOKpalleHHs MOHiTopuHTy MHB.

LlaHi HeiHmMepBeHYilHUX 00CAIOHCEeHD

Y xomi HeiHTepBeHUiHOTrO gocmigkeHHs (GLORIA-AF) npocneKTuBHO (1ig gac gpyroi ¢a3u) 36upanu
naHi 3 6e3neku Ta e(heKTUBHOCTI y MAIi€HTIB i3 BIiepllle BUSABIEHOIO HEKIallaHHOI (PiOpunsiieo
nepencepab (HK®IT), ski oTpuMyBanu gabiraTpaHy eTeKCUIAT B YMOBAX PEalbHOTO KUTTS.
HocnigxeHHs BKmovyasno 4859 mauieHTiB, fKi oTpuMyBanu gabiratpany etekcunart (55% oTpumyBamu
no3y 150 mr mBa pa3u Ha 106y, 43% — 110 Mr gBa pa3u Ha Ho0y, 2% — 75 Mr [Ba pa3u Ha mo6y). 3a
mallieHTaMU CIIOCTepiramy mpoTarom 2 pokis. Cepenni nmoka3uuku CHADS2 ta HAS-BLED cranoBunmu
1,9 ta 1,2 BignoBigHO. CepenHiil nepiof CIOCTEePEXKEHHS Mifl JYac JIiKyBaHHSA JOpiBHIOBaB 18,3 micAns.
MacusHzi KkpoBoTeui crioctepiranucs y 0,97 sunagky Ha 100 namieHTo-poKiB. 3arpo3/uBi A1 KUTTS
KpoBoTeui Oyiu 3apeectpoBati y 0,46 Bunmapaky Ha 100 mauieHTO-poKiB, BHYTPIlIHbOYEPEITHA
KkpoBoTeya — y 0,17 Bunagky Ha 100 nmamieHTO-poKiB i IMIJTyHKOBO-KUAIIKOBI KpoBoTedi — y 0,60
Bunanaky Ha 100 mauieHTo-pokiB. IHCynbT cniocTepirascs y 0,65 Bunaaky Ha 100 mamieHTO-poOKiB.



Kpim Toro, mig yac HeiHTepBeHIIiiHOTO gocaigkeHHs [Graham D] et al., Circulation.
2015;131:157-164] y Ginbim Hixk 134 000 niTHIX MalieHTiB 3 HeKTanaHHOW Qibpunsiieo
nepencepab (HOIT) y CIHIA (exkBiBaneHT Oinbin Hixk 37 500 maiieHTo-pOKiB CIIOCTEPeXKEHb B
xomi Tepanil) mabiraTpany etekcunat (84 % mallieHTiB, mo orpuMyBanu 150 Mr 2 p/g, 16 %
NAITi€EHTIB, 110 OTPUMYBanu 75 Mr 2 p/m) OyB MOB'S3aHUM 3i 3MEHIIIEHUM PU3UKOM
imeMiyHOro iHCYNBTY (BigHOWeHHS pu3ukiB 0,80; 95 % mosipuuii inTepsan [[I1] 0,67-0,96),
BHYTPIIIHbOUYEPEITHOT0 KPOBOBUIUBY (BimHOWIEHHS pu3uKis 0,34; [II 0,26-0,46) Ta
cMepTHOCTI (BimHOmeHHs pu3ukiB 0,86; [II 0,77-0,96), a TaKOXK MiIBUIIEHUM PU3UKOM
IIJTYHKOBO-KUIIIKOBOI KpOBOTeUi (BigHOIEeHHS pu3ukis 1,28; 1 1,14-1,44) nopiBHSHO 3
BapdapuHoM. [Ipu nOpiBHAHHI MOKA3HUKIB PU3KWKY MaCUBHOI KPOBOTeYi pi3HUIi He O6yio
(BimHomenHs pu3ukis 0,97; II1 0,88-1,07).

Lli cnocTepexKeHHS B yMOBaX PeaybHOT0 XKUTTS Y3TOIXKYIOThCA 3 Ipodinem Ge3neku Ta e(peKTUBHOCTI
nabiraTpaHy eTeKCusaTy, BCTAHOBIEHUM B fociimxkeHnHi RE-LY mpu 3acTocyBaHHi 3a 3a3HaYEHUM
IIOKa3aHHAM.

ITauieHmu, sAKI nepeHecau Yepe3wkKipHy KOpoHapHy aHzionaacmuky (YKA) 3i cmeHmy8aHHAM

[TpocniekTuBHE paHAOMi30BaHe BiiKpuTe mochimxkeHHS (pa3a IlIb) 3 MacKyBaHHSIM KiHIIEBUX TOYOK
(PROBE), meTo10 siKoro Oyia OLliHKa IOABINMHOI Teparil 3 BUKOPUCTAaHHSAM fgaliraTpaHy eTeKcunarty (B
no3i 110 mr a6o 150 Mr mBa pa3u Ha [00y) IUTIOC KiIomiforpens abo Tukarpenop (antaroxict P2Y12) B
IIOPiBHSHHI 3 IOTPiMHOIO Tepalieo BappaprHoM (3 KopuryBaHHsaM go MHB 2,0-3,0) mtoc
Kyiomigorpesns yu Tukarpenop Ta ACK, 6yio mpoBeneHo 3a y4acTio 2725 MallieHTiB 3 HeKJIallaHHOI0
¢dibpunsiieio nepencepnd, ki neperecnu YKA 3i crentyBanusam (RE-DUAL PCI). INMauienTu Oynu
paHaoMi30BaHi [0 IPYIHU MOABIMHOI Teparil i3 3acTocyBaHHIM AabiraTpaHy eTekcunaTy B 7o3i 110 mr
IBa pasu Ha moOy, IPymu MOABiiHOI Teparil i3 3acTocyBaHHSIM mabiraTpaHy eTekcuaaTy B go3i 150 mr
IBa pa3u Ha moOy abo moTpiliHoi Teparii BapgpapuHoM. I1alieHTH TiTHHOTO BiKYy 3a MeXKaMu
Cnonyuenux IlltaTtiB (Bikom Bifm 80 pokiB asst Bcix KpaiH Ta Bim 70 pokiB mist Anowii) 6ymu
paHpoMi30BaHi 71T OTPUMaHHS MOMIBiHOI Tepamil i3 3acTocyBaHHAM fabiraTpaHy eTeKCUIaTy B H03i
110 mr abo noTpiiiHoi Tepamnil BaphapuHoM. [IepBUHHOIO KiHIIEBOIO TOYKOI0 Oyia KoMOiHOBaHa
KiHIIeBa TOYKa MAaCHBHMX KPOBOTeY Ha OCHOBI Bu3HaueHHs ISTH (MixXHapogHOT0 TOBAPHCTBA
TpoM6G03y Ta remocTasy) abo0 KJTiHiYHO 3HAYYIIUX HEBEJIMKHUX KPOBOTEY.

YacToTa [oCSITHEeHHS ITePBHHHOI KiHIIeBOI TOUKM cTaHoBuUa 15,4 % (151 maiieHT) B IpyIIi MogBikHOI
Teparil i3 3acTocyBaHHSIM mabiraTpany eTekcunaTy B go3i 110 mr mopiBusHO 3 26,9 % (264 mariieHTn)
B I'pymi noTpiitHo1 Tepartrii BapdapuxoM (BP 0,52; 95% M1 0,42, 0,63; P<0,0001 ans HEe MeHIIIOL
edpextuBHOCTI Ta P<0,0001 gnsa Bumol edpektuBHOCTi) Ta 20,2 % (154 mamieHTH) B rpymi IOABINHOL
Teparil i3 3acTocyBaHHAM fmabiraTpany eTekcunaty B fo3i 150 mMr mopiBHsAHO 3 25,7 % (196
NallieHTiB) y BiANOBiAHIM rpymi noTpikiHol Tepamii BapdapunoMm (BP 0,72; 95% I 0,58, 0,88;
P<0,0001 pna ve menmol edpexkTuBHOCTI Ta P=0,002 mis Buiol eeKTUBHOCTI). 3a pe3yIbTaTaMu
OTIMCOBOTO aHaJli3y YaCTOTa MaCUBHUX KPOBOTeY 3a rkanoio TIMI (Tpomborizuc npu indapkTi
Miokappa) Oyna HuXK4010 B 000X I'pymax IMOABiMHOI Teparii i3 3acTocyBaHHSAM mabiraTpaHy
eTeKCHIaTy, HiXK B Ipyni noTpiitHol Tepamil Bapdapurom: 14 ssumi (1,4%) B rpyni noaBikiHOI Teparii
i3 3acTocyBaHHSIM fabiraTpany etekcunaty B 0o3i 110 mr nopiBusgHo 3 37 aBumamu (3,8%) B rpymi
moTpitiHol Tepartrii BapdapuroMm (BP 0,37; 95% M1 0,20, 0,68; P=0,002) Ta 16 sBu (2,1%) B rpymi
noABiliHOI Teparmii i3 3acTocyBaHHAM fmabiraTpany etekcunaty B fo3i 150 mr nopiBusHo 3 30
sapuiamu (3,9%) y BigmoBipHiM rpymi notpiitHol Tepamnil Bapdapunom (BP 0,51; 95% [II 0,28, 0,93;
P=0,03). B o6ox rpynax moaBiiiHoi Teparii i3 3acTocyBaHHSIM fabiraTpaHy eTekcunary 6yio
Bil3HAUEeHO HUXKYY YaCTOTYy BHYTPIlIHbOUEPEITHOT'0 KPOBOBUJIKMBY, HiXK Yy BifIIOBiHIi rpymi moTpifHOI
Tepanil Bapdapurom: 3 guira (0,3%) B rpymi nogsiliHol Teparil i3 3acTocyBaHHSAM fabiraTpaHy



eTekcunaty B f03i 110 mr nopiBasHO 3 10 gBumamu (1,0%) B rpyni noTpiiiHol Teparil BaphapruHOM
(BP 0,30; 95% 11 0,08, 1.07; P=0,06) ta 1 asuuie (0,1%) B rpymi moABifiHOI Teparii i3 3aCTOCYyBaHHIM
mabiraTpany etekcunaTy B 0o3i 150 mr mopiBusHO 3 8 sButamu (1,0%) y BigmoBigHi rpymi moTpiHoi
tepartii Bapdapurom (BP 0,12; 95% M1 0,02, 0,98; P=0,047). 3a 4acTOTOIO MOCATHEHHSI KOMOiHOBaHO1
KiHIIeBOI TOYKY e(eKTUBHOCTI 3a BUMIafiIKaMu CMepTi, TpoMboeMOoTiuHuX SBUIL (iHGapKTy MioKapaa,
iHCYNBTY i cucTeMHOI eM0071il) ab0 HellaHOBOI peBacKynsgpu3allii 00KMaBi IPymu MOABiMHOI Teparil i3
3aCTOCyBaHHSM fabiraTpaHy eTeKCUiaTy CYKyIIHO He IIOCTYyNaauch IPyIli MOTPiHOIL Tepatmil
BapdapunoM (13,7% npotu 13,4% BigmosigHo; BP 1,04; 95% M1 0,84, 1,29; P=0,0047 nns HEe MeHIIOL
eekTuBHOCTi). He Oy7o Bif3HaY€HO CTAaTUCTUYHUX BiIMiHHOCTEM B OKPEMUX KOMIIOHEHTAaX KiHIIeBUX
TO4OK e()eKTUBHOCTI Mixk Oymb-sIKOI0 3 TPYII MOABINHOI Teparlii 3 BUKOPUCTaHHSIM fgabiraTpany
eTeKCHUIaTy Ta I'PYIOI0 IMOTPilHOI Teparii BapdaprHOM.

KniHiuHi 0ocaidxiceHHs w,000 npogisakmuku mpomboemboii y nauieHmie 3 MexaHiuHuUM KAanaHom
cepy

Y xomi KNMiHIYHOTO OOCTigXKEeHHS Y MallieHTiB, SKi Hell[olaBHO ITepeHec/IM olepallil o 3amiHi
MEeXaHIYHOTO KJlarnaHa cepls (HalpuKJiiaf, i 4ac CTalioHapHOTO JIiIKyBaHHS), Ta Nalli€HTiB, IKi
IIepeHecsIy oIepallilo 1Mo 3aMiHi MexaHiYHOr0 KJlanaHa ceplis Oinbie Hixk 3 micsiri Tomy, 0yno
BUSIBJIEHO 30i/TbIIIEHHS TPOMO0eMOOTiYHUX MOMiH (FOJTOBHUM YMHOM iHCYJIBTH Ta TPOMOO3H IITYYHOTO
KJIallaHa 3 KJIiHiYHUMU ITposiBaMu Ta/abo 6e3cuMIITOMHI) Ta Oinbllle BUMTAAKiB KPOBOTEY IIPH
nmikyBaHHi fabiraTpaHy eTeKCUIATOM Yy MOPiBHSAHHI 3 BapdapuHoM. Y malieHTiB B paHHiN
micnsonepaliiHuy Iepiof MaCKHBHI KPOBOTeYi IIPOSIBIAIOTECS B OCHOBHOMY Y BUIJISIZIL TeMOPariyHoro
eKCy[aTy B IIOPOXKHMHI eprKapaa, 0Co0IMBO y NallieHTiB, SIKi IOYMHAJIM 3aCTOCYBaHHS gabiratpany
eTeKCHUIaTy (HampuKiaf, Ha 3 OeHb) MiCc/Is omepalil 1o 3aMiHi KjlanaHa cepiisd (IUB. PO3MIin
«[IpoTUnIOKa3aHH»).

dapmakoKiHemuka.

[Ticns mepopanbHOT0 3aCTOCYBaHHS fabiraTpaHy eTeKCUJIAT MIBUOKO Ta MIOBHICTIO IEPETBOPIOETHCS
Ha gabiraTpaH, SIKUM € aKTUBHOIO (opMoio B Mma3Mi. [lepeTBOPEHHS MPOTiKapchKOro 3acody
nabiraTpaHy eTeKCHUIIaTy IIJITXOM KaTajli30BaHOT'0 eCTepa3olo TiipoIi3y Ha aKTUBHY PeYOBUHY
nabiraTpaH € DOMiHaHTHOIO MeTabo/Ii4HO0 peakiieo. AGcontoTHa 6iogocTynHicTh fabiraTpany micns
IIepopajbHOTO IpuioMy fabiraTpaHy eTeKCUIaTy CTaHOBUIa IPubIu3Ho 6,5 %.

[Ticns mepopanbHOT0 3aCTOCYBaHHS HabiraTpaHy eTeKcunaty ¢hapMaKoKiHeTUUHUHN Tpodinb
nabiraTpaHy B IJIa3Mi XapaKTEpPU3Y€ETHCS MBUAKUM 30i/bIIIEHHSIM KOHIIEHTpallii 3 gocarieHHsaM C,,,
yepe3 0,5-2 rOOUHY Mic/Is 3aCTOCYBaHHS.

BcmoxmyeaHHs. OlliHeHe B XO[Ii OOCITiIKeHHS IIOCToIepalliiiie BCMOKTyBaHHS mabiraTpany
eTeKkcusary dyepe3 1-3 roguuu micnis xipypriusHoi onepatiii 6y10 BiTHOCHO HU3bKUM IOPIiBHSHO 3
abcopO1iero y 3mopoBuX NOOPOBOIBIIIB i moKa3asno piBHuM mpodine AUC 6e3 BUCOKHUX MiKOBUX
KOHI[eHTpalliil y m1a3mi. MakcuMasbHa KOHLIEHTPAaLisl ¥ I1a3Mi JOCATaEThCS dyepes3 6 TOOUH MiCis
3aCTOCYBaHHS y MiCIs0NepatiiHui Iepiof BHACTIINOK CYIyTHIX (aKTOPiB, TAaKUX K aHECTe3is,
IIUTYHKOBO-KUIIKOBHM T1ape3 Ta XipypriuHe BTPy4YaHHS, He3aJIe’kKHO Bifl mepopasbHol hopMu
niKapchbKoro 3aco0y. [logaTkoBe OOCIigKeHHs II0Ka3aso, Io MOBiIbHE Ta BiiTepMiHOBaHe
BCMOKTYBaHHS 3a3BHMYall CIIOCTEPIraeThCs TiIbKY B IE€Hb XipypriuHoi omepariil. Y HacTynHi gHi
BCMOKTYBaHHS fabiraTpaHy € IIBUOKUM, 3 ITIKOBOIO KOHIIEHTPAIII€I0 B MJIa3Mi, 110 MOCSATAETHCS Yepes
2 TOOUHY IIiCJII 3aCTOCYBaHHA IIpernapary.

I>xa He BIIMBAE Ha 6i0MOCTYIHICTL fabiraTpaHy eTeKCUIaTy, ajle 3aTPUMYE 9ac NOCATHEHHS
MaKCHMaJIbHOI KOHIIeHTpalil y m1a3Mi Ha 2 TOOUHU.



C,.x Ta AUC Oynu mporopiinHi m03i.

BiogocTynHicTh Ipu IepopasbHOMY 3aCTOCYBaHHI Moxke OyTu 30ibleHa MOPiBHSIHO 3 TAKOH0 MPU
3aCTOCYBaHHI JTiKapchbKOl (OpPMH y BUTJISAML KamCcyn Ha 75 % IMicIis 3aCTOCyBaHHSA OfHIi€l 03U Ta Ha 37
% y piBHOBaXKHOMY CTaHi, KOJIU IIeJIETH 3aCTOCOBYIOTHCS 0€3 000JIOHKH KAICyIH 3
ringpokcunpomninMeTunienono3oio (I'TIMILI) y cknami. Tomy ciin 3aBxkau 30epiratu mimicHicts [TIMII-
KaIICyJI IPU KJIiHiYHOMY 3aCTOCYBaHHi [7id 3anobiraHis HEHaBMUCHOMY ITigBUIIEHHIO 0i000CTYIHOCTI
mabiraTpaHy eTekcunaTy (ouB. po3min «Crocib 3aCTOCYBaHHS Ta JO3U»).

Po3nodia. Cnoctepiramocs Hu3bke (34-35 %), He3alexkHe Bifl KOHIIEHTpallil 3B’ I3yBaHHS
nabiraTpany 3 Oinkamu nna3mu mogusu. 06’eM posnopniny mabiratpany 60-70 1 mepeBuilyBaB 00’eM
3araJjibHOI PifMHY OpraHi3My, BKa3ylouu Ha IOMipHUE PO3MOofin fabiraTpaHy B TKaHUHAX.

BiompaHcpopmauis. MeTaboniaM Ta BUBefieHHs fabiraTpaHy BUBYaIM IIiC/Is BBEOEHHS
OJIHOPa30BOl BHYTPIIITHLOBEHHOI N03U pafioMidyeHoro mabiraTpaHy 3mM0pOBUM HOOPOBOJIBLSAM
4y0J10Biv0i cTaTi. [Tic/s BHYTPIIITHEOBEHHOTO BBEIEHHS PaflioaKTUBHUM JabiraTpaH rojI0BHUM
YMHOM BUBOJAMBCS i3 ceueto (85 %). BuBemeHHs 3 eKasisiMu CTaHOBUIIO 6 % yBedeHOl O3H.
BimHOBNEeHHS BUXiIHOI pafiioaKTUBHOCTI 0 piBHS 88-94 % BimOyBanocs yepe3 168 rogux
micns mpuitoMmy mabiratpany. [labiraTpaH KOH'10ryeThes, hopMyooun ¢hapMaKoIOTivHO
aKTUBHI allWITIIOKYPOHiaU. ICHYI0Th 4OTUPH NO3ULiKHi i3omepy, 1-0, 2-0, 3-0, 4-0O-
alUNITIIIOKYPOHIK, KOXKHUM CTaHOBUTDH MeHIle 10 % 3aranbHOro gabiraTpaHy B Ijla3Mi.
Cnigu inmmx MeTaboiTiB MokHa 0y710 BUSIBUTH TiJIbKY 3@ JOTIOMOI'0I0 BUCOKOYYTIUBUX
aHaJiTUYHUX MeTOofiB. [labiraTpaH roJI0BHUM YMHOM BUBOAUTHCS Y HE3MIHEHOMY BUTJIAA] i3
cedeto 3i mBUAKicTIO mpubnu3no 100 MJI/XB, 110 BigmOBiga€e MIBUAKOCTI KITyOOUYKOBOI
GinbTparil.

BuBeneHHsa

KonnenTpatnis gabiraTpaHy B I1a3Mi KPOBi 3HUXKY€EThCST OieKCIIOHEHIIiaIbHO i3 cepefiHiM KiHIIeBUM
nepiofioM HamiBBUBeeHHS 11 roguH y 3M0POBUX JOOPOBOJIBIIB TITHROTO BiKYy. ITicis 6araTopa3oBux
[03 TepMiHAbHUY Iepiof HaMiBBUBEOEeHHS CTaHOBUB 0113bK0 12-14 romuH. [Tepion HamiBBUBEIEeHHS
He 3aJiexaB Bif no3u. [lepion HamiBBUBEOEHHS IIOOBXKYETHCS IIPY 3HUKEHHI HUPKOBOI QYHKIIi1 (IUB.
tabmnuio 1).

Ocob.uei epynu nayieHmis.

Hupkosa Hedocmamuicmy. Y ¢a3i | gocnigxens ekcnosutis (AUC) gabiraTpaHy micis nepopaibHOTro
3acTocyBaHHS Oyya npubnau3HO y 2,7 pasa BUIIOK Y JOPOCIUX JOOPOBOJIBIIB 3 TOMiPHOI HUPKOBOIO
HepocTaTHICTIO (KiipeHc KpeaTuHiHy (CrCl) mixk 30 i 50 Mi1/XB) OPIBHSAHO 3 TAKOK Y AOPOCIIUX
noOpPOBOIBIIB 663 HUPKOBOI HEJOCTATHOCTI.

V HeBenMKoi KiIbKOCTi OPOCIIMX TOOPOBOJIBIIB 3 TSIXKKOI0 HUPKOBOI HEIOCTATHICTIO (KITipeHc
kpeaTtuHiny (CrCl) 10-30 mn/xB) ekcro3utlisg (AUC) mabiratpany Oysa npu0iau3Ho y 6 pasiB
BHUIIA i Mepio HalliBBUBEIeHHS MPUOIU3HO Y 2 pa3u OOBIIUM IOPIiBHSHO 3 TAKUM V
noOpPOBOJIbLIIB 063 HUPKOBOI HEOCTATHOCTI (AUB. po3ainu «Crocid 3aCTOCYyBaHHS Ta [03U»,
«[IpoTunokasanHsI» Ta «OCOOIUBOCTI 3aCTOCYBAHHS»).

Tabmuig 1

[lepion HamiBBUBeeHHS mabiraTpaHy y 3mMOPOBUX NOOPOBOJIBIIIB Ta 0Ci0 3 MOPYyIIeHHIM
(GYHKIII HIPOK



PiBeHb KTy00UKOBOI (inmbTpatiii [lepion HamiBBUBEOEHHS, TOTUHU
(KmipeHC KpeaTHHIHY), MJI/XB (gCV %; inTepBan)

> 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)

Py PRy Py ey

Kpim Toro, ekcnio3utist gabiratpany (B To4Iri MiHiMyMy Ta IiKa) OlLiHIOBanacs y MPOCIEKTUBHOMY
BiZKPUTOMY paHOOMi30BaHOMY (hapMaKOKiHETUYHOMY AOCIIIXKEHHI 3a y4acTIO Ialli€HTiB 3
HeKJIalaHHoI0 Gibpunsiiieio nepeacepab 3 TIKKUAM MOPYIIeHHIM QyHKIIII HUPOK (KJTipeHC
kpeaTuniny (CrCl) 15-30 M11/xB), sIKi OTpuMyBau fabiraTpaHy eTeKCuiaT 75 MT [ABidi Ha [I€Hb.

Y pesynbTaTi IHOr0 PeKUMY 3aCTOCYBaHHS CEPENHS reoMeTprYHa KOHI[EHTpaLlisd B TOYIll MiHIMyMYy,
BUMipsHa 6e3mocepeHbO Iepey MPUoMOM HAaCTYIHOI 03K, cTaHoBUNIa 155 Hr/min (KB 76,9%), a
cepenHs reoMeTpUYHa ITiKOBa KOHIIEHTPallisd, BUMipsiHa Yepe3 [IBi TONUHM ITiC/Is TPUMOMY OCTaHHBOI
no3u, gopiBHioBana 202 ur/mn (rKB 70,6 %).

KnipeHc mabiraTpaHy mpu reMofianisi JOCTimKyBaBCs 3a y4acTio 7 JOPOCIIMX IaLliEHTIB i3
TepMiHabHOW cTafgieo xBopoou HupoK (TCXH) 6e3 ¢iopunsiii nepencepas. iami3
IIPOBOAMBCSA 31 IIBUAKICTIO Aianizaty 700 M1/XB IpoTArom 4 roguH Ta 3i MBUOKICTIO
KpoBOTOKY a6o 200 mn/xB, a6o 350-390 my/xB. Lle mpu3BOAUIIO N0 3HUKEHHS KOHIIEHTPAIlil
nabiraTtpany Ha 50 % ta mo 60 % BinmoBigHO. KiIbKiCTh PEYOBKHH, 110 BUBOOUTHLCS 3@ IOMTOMOIO0
fiani3y, € IpOmoOpPLiHOI0 A0 MBUOKOCTI KpOoBOTOKY 300 Mi1/xB. AHTUKOATy/ITHTHA aKTHBHICTh
mabiraTpaHy 3HUKYETHCS 3i 3HUKEHHSIM KOHIIEHTpAIlii B my1a3Mi KpoBi. [Tpoliegypa He BIJIMBaja Ha
B3a€EMOBIOHOIIEHHS (papMaKogrHaMiKa/hapMaKOKiHETHKA.

ITauienmu aimHbvoeo 8iky. Y da3i I cuerianbHOro hapMaKOKiHETUYHOTO JOCTIIXKEHHS y MAl[i€HTIiB
TiTHBOTO BiKy crocTepiranocs 36insimerHss AUC 3 40 % mo 60 % ta C,,,, Oinbire Hix Ha 25 %
IIOPiBHSIHO 3 TAKKMM y MOJIOWX TAIi€HTiB. BIIuB BiKy Ha eKcno3utiio gabiraTpany migTBepAKeHUN Y
xomi mocmimxkenus RE-LY: mpubmu3no Ha 31 % BuIlla KOHIIEHTPAIIis y MallieHTiB = 75 POKiB Ta
npubIN3HO Ha 22 % HUXKYa y NMallieHTiB < 65 POKiB MOPIBHSAHO 3 TAKUMU ITOKa3HUKaMHU y TaIli€HTIB
BikOM Bif 65 1o 75 pokiB (muB. po3minu «Cmocib 3acTocyBaHHS Ta mo3u» Ta «OcobIUBOCTI
3aCTOCYBaHHS»).

Ieuinkosa Hedocmamuicms. He criocTepiranocs 3miH y ekcro3utlil gabiratpany y 12
OOPOCINX TAllieHTiB 3 TOMiPHOIO IMEYiHKOBOIO HeOCTaTHICTIO (Knacudikailisg Yannga - I1'1o0,
Kiac B) mopiBHAHO 3 12 KOHTPONIbHUMH TallieHTaMu (OuB. po3ginu «Crocib 3acTocyBaHHS Ta
no3u» Ta «OcobIMBOCTI 3aCTOCYBAHHS»).

Maca mina. KounenTpariist gabirarpany 6yna npu6nu3Ho Ha 20 % HUKYO0I0 Y JOPOCIUX ITALlEHTIB 3
Macoro Tisia > 100 Kr IOpiBHSAHO 3 TaKOK Y NalieHTiB 3 Macoo Tista 50-100 xr. Bipmiicts
(80,8 %) mo6poBosbIliB 6ynu y kKaTeropii = 50 kr ta < 100 kr 6e3 BUABIEHHS YiTKOI pi3HUII
y KoHIleHTpalil gabiraTpany (muB. po3minu «Cmocib 3acTocyBaHHs Ta m03u» Ta «Oco0IUBOCTI
3aCTOCYBaHHS»). [laHi om0 KaTeropii JOpOCIuX MallieHTiB 3 Macoo Tia < 50 Kr oOMexkeHi.

Cmameb. EXCII03UIli aKTUBHOI PEYOBUHHU Y XO[Ii MOCiIKEHb II0A0 MPodilakKTUKY BEHO3HUX
TpoMboeMOomiyHuX mofin Oya Ha 40 %-50 % BUILOIO y TALliEHTIB XKiHOYO0I CTaTi; KOPEKIIis
03U He PeKOMeHAyeThCs. [lalieHT XiHo4oi cTaTi 3 QiOpudIli€io nepeacepnb May B



cepenubomy Ha 30 % BUII KOHLIEHTpAIlil Iif Yac Ta micyig 3acTocyBaHHS. Kopekiis o3u He
PeKoMeHAyeThCs (OuB. po3min «Crocib 3acToCyBaHHS Ta HO3U»).

Pacosa npuHanescnicmy. Y papMaKOKiHeTHIII Ta apMakKoauHaMmill fabiraTpany HeMa€e
KJTiHIYHO 3HAUYYIIOI MiXkeTHIYHOI Pi3HUIII y MallieHTiB €BPOIIeOiTHOI, HETPOIAHOI pac,
JTATUHOAMEPUKAHCHKOTO0, SSTIOHCHKOTO ab0 KMTAMChKOTO TIOXOIXKEHHS.

dapmakokiHemuuHi 83aemolii. [TocHimKeHHsT B3a€EMOIl in vitro He MoKa3aIu MPUTHiYeHHs a0o
iHIyKyBaHHS TONOBHUX i30eH3uMiB uToXpomy P450. Ile 6yno ninTBepAKEHO
OOCITIAKEHHSAMH N Vivo 3a y4acTi0 3OPOBUX OOOPOBOJIBINB, y IKUX HE CIIOCTEPIramocs XKOMHUX
B3a€EMOil Mik gabiraTpaHoM Ta TaKUMHU aKTUBHUMU CyOCTaHIIisIMU, sIK aTopBacTaTuH (CYP3A4),
OUTOKCHH (B3aemofis 3 P-gp TpancnopTepoM) Ta gukinodpenak (CYP2C9).

KiiHiuHi XapaKTepHuCTHKH.
Iloka3anus.

[TepBuHHa mpodinakTuKa BEHO3HUX TPOMO0eMOOTiYHUX MOiN ¥ JOPOCIUX TAI[iEHTIB, SIKi IepeHecu
IIJIAHOBY OIlepalliio i3 MOBHOI 3aMiHM KYJIBIIIOBOTO Cyriio6a a60 KOJIiHHOTO CyTrioba.

[TpodinakTuka iHCYNbTY Ta CUCTEMHOI eMOOJIi1l Y TOPOC/INX MAallieHTiB 3 HeKIalaHHOI0 QiOpUIIsIieo
nepencepnb (HOIT) 3 oguuM abo GinbIite ¢hakTOPiB PU3UKY, TAKUX SK: IepeHeCceHuH iHCyIbT abo
TpaH3UTOPHa imemiyHa aTaka (TIA), Bik = 75 pokiB, ceplieBa HeIOCTATHICTh (HLIO-I;IopKCLKa
Acomiaris Kapgionoris (HAK), knac = II), uykpoButi niabet abo apTepiasibHa TinepTeHsis.

JlikyBanHST TpoM003y rinubokux BeH (TI'B) i mereneoi em6oriii (JIE) Ta npodinakTuka
peuupusyroyoro TI'B i JIE y popociux.

IIpomunoka3aHHs.

Bigoma mifgBuIlleHa YyTIUBICTD [0 Aif040i peuoBHUHHU, ab0 [0 Oymb-sIKOI 3 JOTIOMiXKHUX PEYOBUH,
3a3HavyeHux y po3nini «Cxuam».

. Taxki mopymmeHHs QYHKIII HUPOK (KJlipeHC KpeaTuHiHy < 30 M/XB).
AKTUBHI KJIIHIYHO 3HaYyIlli KPOBOTEYi.

YmkomkeHHS ab0 CTaH, SKUM PO3TIAHAETHCA K iCTOTHUYN (HAaKTOP PU3UKY MAaCUBHOI KPOBOTEUi,
30KpeMa II0TOYHa a00 HelllofaBHS IIJTyHKOBO-KUIIIKOBa BUPa3Ka, HasgBHICTh 37109KiCHUX
IYXJIMH 3 BUCOKUM PU3UKOM KPOBOTEUi, HEIIOaBHE MOIIKOMIXKEHHS '0JIOBHOTO a00 CIIMHHOTO
MO3KY, HellloflaBHS XipypriyHa omepariis Ha T0OJIOBHOMY a00 CIMHHOMY MO3KY a0o
o¢TanbMOJIOTiYHA XipypridyHa onepailis, HelllogaBHS BHYTPIITHBOMO3K0OBa KPOBOTEYA, BifoMe
abo migo3pioBaHe e3o0(areanbHe BapHKO3HE PO3IIUPEHHS Cy[IUH, apTepPioBeHO3Hi
Manbgopmallii, CyIuHHI aHeBpu3MHU ab0 3HaYHi iHTpacmiHambHi abo iHTpalepebpanbHi
Cy[WHHI IaTOJIOTil.

OpHOYacHe 3aCTOCYyBaHHS OyOb-KOTO @HTUKOATYJITHTHOTO JIiIKapChbKOTro 3aco0y, TaKOTo K



HedpakuionoBanui renapul (HOT'), HU3bKOMOJIEKYISIPHI refapruHu (eHOKCallapyH, JalbTelapyuH Ta
iH.), moxigHi renapuHy (PpoHOaNapuHYKC Ta iH.), IepopasbHi aHTUKOATyNISIHTH (BapdapuH,
puBapokcabaH, amikca0aH Ta iH.), 32 BUHSATKOM CIleln(pivHNX YMOB, 30KpeMa BUITAfIKiB ITepexony i3
a00 Ha aHTUKOATYJISTHTHY Tepariio (ouB. po3min «Cmocib 3acTocyBaHHS Ta H03u»), Konu HOT
3aCTOCOBYIOTh y [103aX, HEOOXimHUX [JIS MiATPUMaHHS BiTKPUTOTO LIEHTPATbHOT0 BEHO3HOT0 abo
apTepianpHOro KaTetepa, abo konu HOI' 3acTOCOBYIOTH MPOTATOM KaTeTepHO1 abslil mpu
Giopunsii nepencepas (OuB. po3min «B3aeMopmis 3 iHIMMMY TiKapChKUMH 3aco0aMu Ta iHIImi
BUMM B3AEMOMIN»).

[TopyureHHsT QyHKIIII MeyiHKy ab0 3aXBOPIOBaHHS IE€UiHKH, 1[I0 MOXKe BIJIMHYTH Ha BUKUBaHHS.

OpHoYacHe JIiKyBaHHS 3 TAaKUMU CHJIBHUMY iHTi6iTOpamMu P-gp: cucTeMHMIE KETOKOHA3O0T,
IMKJIOCTIOPHH, iTpaKOHA30I1, APOHENapoH Ta PpikcoBaHa KOMOiHAIIis TJieKanpeBip/miOpeHTacBip
(muB. po3[min «B3aeMofis 3 iHIMMMH JTIKapChKUMHU 3aco0aMU Ta iHIIM BUOU B3aEMOMIl»).

[[ITyyHul K1anaH ceplisd, 110 MoTpedye aHTUKOATyISHTHOI Tepailii (IUB. po3Min
«®apMakomoriyHi BnacTuBocTi. PapMaKoguHaMiKa»).

B3aemodia 3 inwumu snikapcokumu 3acobamu ma iHwi eudu é3aemodiu.

Bzaemogii TpaHcnopTepa.

HabiraTpaHy eTeKkcusart € cyocTpaToM [ edIiioKCHOTO TpaHcnopTepa P-gp. OgHodacHe
3acTocyBaHHS iHTi6iTOPiB P-gp (OuB. Tabnuiro 2) o4iKyBaHO IPU3Befe [0 MiABUIeHHS KOHIIEHTpallil
nabiraTpaHy B Ijla3Mi KpoBi. fKIIO He BKa3aHO iHIlle, peKOMEHI0BAHO PETeIbHE KITiHiuHE
CIoCTepexXeHHs (11040 03HaK KPOBOTeYi UM aHeMil) TPy 0OOHOYACHOMY 3aCTOCYBaHHi nabiraTpany Ta
CUTbHUX iHTiGiTOpiB P-gp. Moxe GyTu moTpibHe 3MEHIIIeHHS 003U mabiraTpaHy mpu
3aCTOCyBaHHI B KoMOiHanii 3 gesskumu inribitopamu P-gp (mus. po3minu «Cmoci6 3acToCyBaHHS
Ta go3u», «IIpoTunokaszanusa», «OcoOIUBOCTI 3aCTOCYBaHHS» Ta MiAPO3MIis
«DapMaKogUHAMIKa»).

Tabmnuig 2
B3aemoqil TpaHCcIopTepa
[H2i6imopu P-gp
O0HOYacHe 3acmocy8aHHsA npomunokasaxe (0us. po30ia «IIpomunoka3aHHa»)
KeTOKOHa30I1 KeTokoHa307 migBuiye 3aranbHe 3HaueHHs AUC, , ta C,,,, nabiratpany y

2,38 pa3a Ta 2,35 pa3sa BiiMOBIAHO MiCMs IepPOPaabHOTO MPUKAOMY OO3HU
400 mr iy 2,53 pa3a Ta 2,49 pa3a BiamoBigHO micis 6araTopasoBoro
nmepopanbHoro npuiomy 400 Mr KeToKoHa3o01y 1 pa3 Ha [o0y.
[[poHEIapoH [Tpu ogHOYACHOMY 3aCTOCYBaHHi flabiraTpaHy eTeKcunary Ta
mpoHenmapoHy 3aranbHi 3HaueHHs AUC, , ta C,,,, nabiratpany
migBUIIyBanucs npubnau3Ho y 2,4 pasa Ta 'y 2,3 pasa BiANOBIgHO Mmic/sa
GaraTopa3oBux f03 400 Mr opoHeapoHy ABidi Ha 00y Ta MPUONIU3HO y
2,1 pasa Tay 1,9 pa3sa BifnoBigHo micns pa3oBoi go3u 400 mr.
[TpaKOHa30II Ta 3 ornsimy Ha pe3yNbTaTH in vitro Moxe o4ikyBaTucs eekT, momibHui
[IMKJIOCTIOPUH TaKOMY IIPX 3aCTOCYBaHHI KETOKOHA30Jy.




[ mekanpesip/
miOpeHTacBIp

OpgHOYacHe 3aCTOCyBaHHS mabiraTpaHy eTekcuiaTy 3 GikKCoBaHOIO
KoMOiHatieto iHribiTopiB P-gp rnekampesipy/nibpeHTacBipy 36imbIIye
BIIJIMB gabiraTpaHy i Moxe MigBUIIUTH PU3UK KPOBOTEY.

O0HOUYaCHe 3acmoCy8aHHA He PEKOMEeHOYeEMbCA

Takposimyc

3’s1cOBaHO in Vvitro, 10 TaKPOJIIMyC Ma€ TaKuil ke piBeHb iHriOyI040ro
edekTy Ha P-gp, 9K i iTpakoHa301 Ta nukIocnopuH. He 6yro KiiHivHO
moCTiiZKeHo 3aCTOCYBaHHS mabiraTpaHy eTeKCUIaTy 3 TaKpPOIiMyCOM.
[TpoTe oOMexkeHi KiHiuHI gaHi IOK0 3acTOCyBaHHSA 3 iHIUM P-gp
cyOcTpaToM (eBepoJIiMyc) faioTh 3MOTY IIPUIYCTUTH, 1110 iHTiOyBaHHS P-gp
TakpoJimMycoM crabllle, HiK CUJIbHUMU iHTiGiTOpaMu P-gp.

3dCMOCYBAHHA Ma 0

[HeobxiOHa obepedxcHicmb npu 00HOUACHOMY 3acmocyeaHHi (0ua. po3diau «Cnocib

03u» ma «0cobausocmi 3aCmocys8aHHs»)

Bepanamin

[Tpu ogHOYACHOMY 3acTOCyBaHHi fabirarpany erekcunary (150 mr) i
Bepanaminy [ nepopanbHoro 3actocyBanus C,,, i AUC maGiratpany
30iTBIITyBaINCS 3a/I€3KHO Bifl 4acy MpUioMy Ta JIikapchbKoi hopmu
Bepanaminy (guB. po3ginu «Croci6 3acTocyBaHHS Ta OO3U» Ta
«OCc0o0IMBOCTI 3aCTOCYBaHHS»).

HalicunbHillle MigBUIIEHHS €KCIO3uIlil fabiraTpaHy crocTepiranacs mpu
[IPUMOMI TIEPIIOi 03K BepalaMiny 3 HeralHUM BUBITbHEHHSM, 10
3aCTOCOBYBaJsiacs 3a OfHY TOOUHY [0 NpuiioMy fabiraTpaHy eTeKCUIATy
(30inburenss C,,, npubnusHo y 2,8 pasa i AUC npubnu3Ho 2,5 pasa).
EQeKT I0CTYII0OBO 3MEHIIIyBaBCs IIPU IPUMOMi BepalaMiny 3 TpUBaIuM
BUBiTbHEHHAM (30inbmenHs C,,,, mpudnusuo y 1,9 pasa i AUC -
mpubnu3Ho y 1,7 pa3a) abo BBegeHHI 0araTopa3oBUX 03 BepamnaMiny
(36inbmmentns C,,,, mpubnu3no y 1,6 pasa i AUC npubnu3suo y 1,5 pasa).
3HaAuyIol B3aEMOfIii He CIIoCTepiraaocs Ipy MpuiioMi BepamnaMiny yepes 2
TOOUHY TicNia npuiioMy gabiraTpany etekcunarty (36inbimeHHs C, .
mpubau3no y 1,1 pasa i AUC mpubnusso y 1,2 pa3sa). Lie mosiICHIOETBCA
MOBHMM BCMOKTYBaHHSM fabiraTpany uepes 2 TOOWHMU.

AMiomapoH

[Tpy ogHOYACHOMY 3aCTOCYBaHHi fabiraTpaHy eTeKCUIaTy 3 Pa30BOI0
mo3010 aMmiofapoHy 600 Mr 00’eM Ta MIBUOKICTH BCMOKTYBAHHS aMiofgapoHy
Ta 10ro akTUBHOTO MeTaboniTy mietanonaminy (DEA) He 3MiHIOBalIUCh
cyTTeBO. [1mo1ma nifg KpuBoi «KoHLUeHTpanisf-4ac» (AUC) ta C,,,
30inbmunucs npubnu3uo y 1,6 pasa ta 1,5 pasa BigmoBigHO. 3 ornsmy Ha
TpUBa/INii Iepiof] HaliBBUBEeIeHHS aMiolapOHy MOXKJIMBICTh B3a€MOZIl
MOXKe iICHYBaTH OeKijlbKa TUXKHIB MiCIA IPUIIMHEHHS 3aCTOCYBaHHS
amiogapoHny (muB. po3minu «Crmoci0 3acToCyBaHHS Ta OO3U» Ta
«OCco6IMBOCTI 3aCTOCYBAHHS»).

XiHiguH

XininuH 3acTocoByBanu B f03i 200 MT KOXKHi 2 TOMUHHU [0 3arajibHOI J03U
1000 mr. [JabiraTpaHy eTeKCUIaT 3aCTOCOBYBaii 2 pa3u Ha AeHb
npoTAroM 3 OHiB, Ha 3-1 AeHb - 3 abo Oe3 xiHiguHy. AUC, ( Ta C
mabiraTpany 36inpmunucs B 1iomy y 1,53 pa3a Ta 1,56 pa3sa BifmoBigHO
[IpY OMHOYACHOMY 3aCTOCYyBaHHi XiHiguHYy (IuB. po3ainu «Crocib
3aCTOCYBaHHS Ta J03u» Ta «OcOOIMBOCTI 3aCTOCYBaHHSI»).

KnapuTpominux

[Tpu omHOYaCHOMY 3aCTOCYBaHHI KitapuTpoMinuHy (500 Mr 2 pa3u Ha
meHb) 3 mabiraTpaHy eTeKCUIaToOM 3MOPOBUMU NOOPOBOJBLSIMU
crioctepirasnocs 36inpmenss AUC npubnussao y 1,19 pazaiC,,,
mpubnu3no y 1,15 pa3a.




TuKarpesuaop

[Tpy ogHOYACHOMY 3aCTOCYBaHHi ofHi€l mo3u mabiraTpaHy eTeKCUIaTy
75 MTI' 3 HAUBUIIOI TOYATKOBOIO 03010 TUKarpesaopy 180 mr AUC ta C,,,
mabiraTpany mipBuilyBasnucs B 1,73 pa3sa Ta 1,95 pa3a BignosigHo. [Ticns
GaraTopa30Boi fo3u TUKarpenopy (90 Mr oBiui Ha JeHb) EKCIIO3UILis
mabiraTpaHy mipBuilyBasnach B 1,56 pa3a i 1,46 paza gns C,,,ta AUC
BiIIIOBigHO.

CymyTHE 3aCTOCyBaHHS HaMBUIIOI T0YaTKOBOI f03U THKarpenopy 180 mr
Ta mabiratpany etekcunaty 110 Mr (B piBHOBaXKHi/ KOHIIEHTpallii)
30inbmye AUC, Ta C,,,.., Babiratpany B 1,49 pa3a ta 1,65 pasa
BiITIOBIMHO MOPIBHSHO 3 TAKMMU Yy pa3i 3aCTOCYBaHHS TilbKU JabiratpaHy
eTekcunaTy. Konu HauWBuIly 1049aTKOBY [03y 180 Mr TuKarpenopy
3aCTOCOBYBa/IM Yepe3 2 TOOUHY Micig 3actocyBaHHS 110 mMr gabiratpany
eTeKCuUary (B piBHOBaxKHii KoHIeHTpalil), nigsumeHHs AUC,  Ta C, .
mabiratpany Oyno 3MeHmieHo o 1,27 pa3a Ta 1,23 pa3a BifloBimHO
MOPIBHSHO 3 TAKMMHU y Pa3i 3aCTOCyBaHHS TiNIbKU JabiraTpaHy
eTeKCUsIaTy. Take 3MilllaHe 3aCTOCYBaHHS PEKOMEHOYETHCS I I04aTKy
3aCTOCYBaHHS TUKArpesiopy y HauBUIIIY 1OYaTKOBIN [03i.

CymnyTHe 3acTocyBaHHS 90 MI TUKarpesopy [Ba pa3u Ha Jo0y
(mipTpuMytoda fgo3a) 3 110 mr gabiratpany etekcusnary 30inburye AUC,
Ta C,... Oabirarpany B 1,26 pa3a Ta 1,29 pasa BifnoBigHO IOPiBHSIHO 3
TaKMMU Yy pa3i 3aCTOCyBaHHS nuile nabiratpany.

[locakoHa3011

[TocakoHa30J TaKoX iHTiOye P-gp mo meBHOI Mipu, ane He OyB KITiHIYHO
mocrigxenuii. Crifg mposiBnaTy 00epeXHiCTh, Konu fabiraTpany

eTEeKCHUJIAT MPUMMAIOTh CIIiIIbHO 3 TOCAKOHA30JI0M.

ITHOykmopu P-gp

C1i0 yHUKamu 0OHO4YaCHO20 3ACMOCYBAHHA

Hamnpukrap,
pudaMIinuH,
eKCTPaKT 3Bip0o00i0
(Hypericum
perforatum),
KapOaMa3emin ado
deniToin

OpgHOYaCHe 3aCTOCYBaHHS OUiKyBaHO IPU3BOLUTH 0O 3HUXKEHHS
KOHIIeHTpalii gabiraTpany.

[TonmepepnHilt mpuitoM pudamninuuy no3or 600 mr 1 pa3 Ha Koby
mpoTaroM 7 gHiB 3HMXKYe 3aranbHy C,.. mabiraTpaHy Ta 3arajibHy
EeKCIIO3ULIiI0 Ha 65,5 1 67 % BiamoBigHO. [HOYKYyIOUUY BIIJIUB 3HU3UBCS, 10
MPU3BETIO N0 eKcno3ullil fabiraTpany, 671M3bKOI 10 CTaHAAPTHOI, Ha 7 OeHb
micys mpUnuHEHHS Teparil pudamninuaoM. [Toganpuioro 30ibIeHHS
0i0OCTYITHOCTI He CIIOCTEePIrasocs Mmiciisi HAaCTYIIHUX 7 OHIB.

[H2ibimopu npomeasu, maki Ak puMoHasip

O0HOYACHe 3aCMOoCy8aAHHA He PEKOMEeHOYemMbCA

Hamnpuknag,
PUTOHABIP Ta KOTO
KoMOiHaIIil 3
IHIIIMU
inribiTopamu
poTeasu

BrinuBaioTh Ha P-gp (i gk iHriOiTOpH, i K iHOyKTOPH). BOHU HE
mocrigKyBaucs i ToMy He peKOMEHIYIOThCS OIS OMHOYaCHOTO
3aCTOCYBaHHS 3 mabiraTpaHy eTeKCUIIaTOM.

P-gp cybcmpam

[IMTOKCUH

Y xomi mocmimKeHHS, TPOBENEHOI0 3a y4acTio 24 3[0POBUX J0OPOBOJIBIIIB,
[IpY OOHOYACHOMY 3aCTOCYBaHHi mabiraTpaHy eTeKCUIaTy Ta MUTOKCUHY
He CIIOCTepiraaocs XXOOHUX 3MiH ITOKAa3HUKIB DUTOKCUHY Ta KIIiHIYHO

3HAUYYIIKMX 3MiH B €KCITO3uIlii mabiraTpany.

AHTHKOATYJISHTH Ta JIiKapChKi 3aco0u, 1110 MPOTUIIIOTEL arperartii TpoMOOIIUTIB.

Jlikapceki 3acobu, Tepamis SKUMU He [OCTiIXKyBanach abo JOCBif 3aCTOCYBaHHS SIKUX 00MeKeHuH i

SIKi MOXKYTb IiABUIIUTY PU3UK KPOBOTEY IIPY OOHOYACHOMY 3aCTOCYBaHHi 3 gabiratpany



€TEeKCUIIaTOM: aHTUKOATy/ISHTH, TaKi K HedpakilioHoBauu# remapud (HOI'), HU3bKOMOIEKYIISIPHI
renapusy (HMTI') ta moxigHi renapuny (GpoHoanapuHyKC, [e3UpyarH), TPOMOOJITUKY Ta aHTAaroHiCTH
BiTaminy K, puBapokcabaH Ta iHIIi mepopasnbHi aHTUKOATYISHTH (OUB. po3min «[IpoTUIIOKa3aHH»),
JiKapChKi 3ac00w, 110 MPOTUIIIOTh arperailiil TPOMOOIIMTIB, TaKi SK aHTArOHICTH PeIenToPiB
GPIIb/1lla, TuKnoOmifuH, Ipa3yrpenb, TUKArpenop, JeKCTpaH Ta CynabGiHmipa3oH (OUB. PO3Mi
«Oco0IMBOCTI 3aCTOCYBaHHS»).

3rigHo 3 manuMu pnocaimxkeHHs RE-LY, dazu III (muB. mimpo3min «PapMakoauHaMika»), OOHOYACHE
3aCTOCYBaAHHS iHIIKX IMepopabHUX a00 MapeHTepaaIbHUX aHTUKOATYJISHTIB 3 mabiraTpany
€TEeKCHUJIaTOM i 3 BappaprHOM MiABUINYE KiIbKiCTh BUMAOKiB MaCHBHUX KPOBOTEY IIPHUOIHU3HO
y 2,5 pa3a, TOJIOBHUM YMHOM IIPU IePEeX0fi 3 OOHOT0 aHTUKOAryIgHTY Ha iHIIWK (IUB. PO3Ain
«[Ipotunoka3aHHsa»). KpiMm Toro, omHouYacHe BUKOpUCTaHHs aHTHarperauTis, ACK a6o
KJIOTiiorpesnto mpubIu3Ho BABiIYi 30i/IbIIye YaCTOTY MaCUBHUX KPOBOTEY SIK 3 mabiraTpaHy
€TEeKCUJIaTOM, TaK i 3 BapdapuHoM (IuB. po3ain «Oco6IMBOCTI 3aCTOCYBAHHS»).

HO®TI' MoxkHa 3aCTOCOBYBATH B 103aX, HEOOXIMHUX IJIS HMiATPUMAHHS BiIKPHUTOT0 IIEHTPAILHOTO
BEHO3HOro abo apTepianbHOro Karetepa abo Il Yac KkateTepHoi absuil mpu GiOpPUIsITil
nepencepnb (OUB. po3min «IIpoTUHOKa3aHHSI»).

Tabmuig 3

B3aeMopist 3 aHTUKOATy/ISTHTAMU Ta JIIKApChbKUMHU 3ac00aM¥, 1110 MIPOTUOIIOTh arperatii TpoMOOIUTiB

HecTtepoinHi 3acTocyBanHsa HIT3II npoTAaroM KOpOTKOT0 Yacy Ojisl mepionepariinHol
[IPOTU3anaibHi aHanTe3il He 0yJ10 MMOB’I3aHO0 3 MiIBUILIEHHSAM PU3UKY KPOBOTEYi IIpU
npemnapatu (HIT3IT) 0IHOYAaCHOMY 3aCTOCYyBaHHi 3 mabiraTpany eTekcunaTtoM. [Ipu

TpuBanoMy 3actocyBanHi HIT3IT y xoxni mocnipxenusa RE-LY
TiIBUIIYBABCS PU3UK KPOBOTeUi mprubnu3Ho Ha 50 % mpu 3acToCyBaHHi
K gabiraTpaHy eTeKCcHunarTy, Tak i Baphapuy.

Krnomigorpens Y Monogux 3mM0poBuX JOOPOBOJIBITIB YOIOBIYOI CTATi OgHOYACHE
3aCTOCYyBaHHS HabiraTpaHy eTeKCHUIATy Ta KJIOMIiorpeio He
CIIPUYMHSIIO TIPOJIOHTAllil Yacy KaliisspHOI KPOBOTeYi IMOPIiBHSHO 3
TaKUM IIpH MOHOTepamnil knonigorpeneM. 1o Toro & AUC,  Ta C, .
nabiraTpaHy Ta TOKa3HUKU KOaryJsllii, 3a SKUMH OIiHIOIOTh BILJIMB
nabiraTpaHy, abo IpuUrHiYeHHS arperatil TPOMOOLXTIB SIK e(eKT
[IPUUOMY KJIOMiIOTPENII0 3aIUIIal0ThCA He3MIHEHUMHU ITOPIBHSHO 3
TaKMMU ITpY KOMOiHOBaHilM Teparii Ta BimmoBigHi MoHOTeparii. ITpu
3acrocysaHHi 300 Mr a6o 600 Mr komiforpento AUC, i Ta C, .y
nabiraTpany 30inbinyBanucs mpudnu3no Ha 30-40 % (muB. po3min
«Oco0IMBOCTI 3aCTOCYBaHHI»).

ATleTHICAIIIINIIOBA [laHi moCHigXKeHb CBigUYaTh, 110 OAHOYACHE 3aCTOCYBaHHSA

KHCJIOTa ateTuncaninuiaoboi kucnotu (ACK) 3 gabiraTpaHy eTeKCUiIaToM y Ho3i
150 Mr 2 pa3u Ha 000y MOXKe MiABUIIUTH PU3UK OyIb-IKUX KPOBOTEY 3
12 % mo 18 % abo 24 % (y no3i ACK 81 mr abo 325 Mr BigmoBimHO) (OuB.
po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).




Hu3bKOMOIEKYISpHI OpHOYacHe 3aCTOCYBaHHS HU3bKOMOJIEKYIAPHUX rellapuHiB, TaKUX SIK
rerapuHu eHOKcalapuH, Ta gabiraTpany eTekcunaTy He mociigxkyBanocs. [Ticis
mepexopny 3 3-OeHHOI Teparil eHokcamapuroM 40 mr 1 pa3 Ha o0y,
yepe3 24 TOOWHU IIiCIIs IPAAOMY OCTAHHBOI [O3U eHOKCalapruHy
eKCI103ullis fabiraTpany Oyja TpoXu HUKYOIO, HiXK IiC/IsT 3aCTOCYBaHHS
muie nabiraTpaHy eTekcunaTy (pa3oBa go3a 220 mr). Buia anTu-
FXa/FIla akTUBHICTB CIIOCTEpiranaach micis 3acTocyBaHHsA fabiraTpany
eTEeKCUJIaTy 3 IIPeTeparni€lo eHoKcallapuHOM MIOPIBHAHO 3 TAKOK IIPHU
TTikyBaHHi nuille mabiraTpaHy eTekcunatoM. Lle BigOyBaeThCsl BHACIIIOK
3aIUIIKy eeKTy TiKyBaHHS €HOKCallapuHOM Ta He € KJIIHIi9HO
3HauylLMM. [IpeTeparmnia eHoKCcaapuHOM He BIIJIMBaJla 3HA4YHO Ha iHMII
QHTUKOATYJISIHTHI TecTu fabiraTpaHy.

Tabmnuig 4

[umri B3aemogil

O0HOuacHe 3acmocy8aHHA ceneKmueHuX iH2ibimopie 3860pOMHO020 3aXONAEHHSA CePOMOHIHY
(CI33C) abo ceaexkmusHux iHeibimopie 380pomH020 3axonieHHs HopeniHeppuHy (CI33H).
CI33C ta CI33H CI33C ta CI33H nipBulyoTh pU3UK KPOBOTEUl Iif] Yac AOCIIIXKEeHHS B
yCiX rpynax JIiKyBaHHS.

Pe4OBHHY, [0 BIIMBAKTL Ha NIUIYHKOBUY pH

[TaHTOIIPA301 [Tpu ogHouacHOMYy 3acTocyBaHHi [TIPATTAKCA B KoM0iHatiii 3
MaHTOIIPa30JI0M criocTepiranocs 3menmenHs AUC nabiraTpany
npu6nu3no Ha 30 %. Y xoni kmiHiyHUX BUNIpoOyBaHb MMaHTOIIPA30JI Ta
inmi iHri6iTopu mpoToHHOl oM (II1IT) mpuiimMany CymyTHbHO 3
[TPAIOAKCA. OgrouacHe 3acTocyBanHd IIII] He 3HUXKYBaAO
edextuBHOCTI npenapaty [TPAITAKCA.

PaHiTuguH OpHOYacCHe 3aCTOCYBaHHS PaHITUAMHY i mabiraTpaHy eTeKcunarty He
MaJIo KJIiHiYHO BaXXJIMBOTO BILIMBY Ha 00’€M BCMOKTYBaHHA fabiraTpaHy.

B3aemopii, moB’sg3aHi 3 MeTabomiynuM npodineM gabiraTpaHy eTeKCHIaTy Ta mabiraTpaHy.

IabiraTpany eTekcumaT Ta gabiraTpaH He MeTabo0Mi3yIOTECS CUCTeMO 1uToxpomy P450 Ta He
MaloTh in Vitro XKOJHOT0 BINIUBY Ha (pepmeHTH nuToxpomy P450. ToMy He 04iKyeThCS B3a€MOZIl
nabiraTpaHy 3 BifITOBIIHMMU JiKapChKUMU 3aC00aMHU.

Oco06.1ueocmi 3acmocy8aHHs1.

Pusuk kposomeui. [TabiraTpaHy eTeKCHUIAT CJIig 3 00ePeKHICTIO 3aCTOCOBYBATH IIPH CTaHAX 3
BHCOKMM PU3UKOM KpOBOTeUi ab0 y pa3i 0HOYaCHOI0 3aCTOCYyBaHHS JTiIKapChKUX 3ac00iB, 1110
BIIJIMBAIOTh Ha reMOCTa3 LIIIX0M IPUTHIYeHHS arperatiii TpomOouuTiB. KpoBoTeua Moxke
BUHUKHYTH Y OyIb-IKOMY MicCIIi i yac nikyBaHHS. [Ipy 3HUXKEHHI piBHS reMoriobiny 3
He3'SICOBaHUX IMPUYKH Ta/ab0 reMaTOKpPUTy a00 3HMKEHHI apTepialbHOTO TUCKY IOTPiOHO
OOCJIIOUTH HAasIBHICTh KPOBOTEY.

[Ipy BUHMKHEHHI 3arpo3u [JIs XUTTS YX IPY HEKOHTPOIbOBaHiA KPoBOTeUi, KOJIX HeoOXimHe



IIBUAKE MIPUNMHEHHS aHTUKOATryJISHTHOTO eeKTy nabiratpany, cenudpiyHui peBepCUBHUN
areHT igapynu3ymal HOCTYIIHUM [JIs TpU3HadYeHHs. [JlabiraTpal BUBOMUTHCS IIPU reMOIiaisi.
MoxHa PO3TISHYTH OOLITBHICTb 3aCTOCYBAHHS CBixXKO1 1iTbHOI KPOBi a0 CBizKO0i 3aMOPOXKEHOI
I71a3MU, KOHIIEHTPATIB KoarynsaminHux GakTopiB (aKTHBOBAHUX a00 HEaKTUBOBAHMUX),
pekoMObinanTHOrO ¢akTopa VIla abo KOHIIEHTPaTiB TPOMOOITUTIB Ta iHIIMX MOXKIMBUX BapiaHTIB (IUB.
po3nin «Ilepeno3yBaHHSA»).

Y xomi KNMiHIYHUX [OCHTiXKEHb 3aCTOCYBaHHS fabiraTpaHy eTeKCUIaTy acollifoBalocsl 3 BUCOKUMHU
PiBHSIMM MaCHBHUX IIIYHKOBO-KUIITIKOBUX KPOBOTeY. [TifBUIIIeHNI PU3UK CIIOCTEPIraBCs y NallieHTiB
JITHBOTO BiKy (= 75 pOKiB) pu 3acTocyBaHHi npemnapaty 150 mMr 2 pa3u Ha 0oOy. [logaTkoBi pakTopu
PU3MKY (OUB. TaKOXK TAONUII0 5) BKIIIOYAIOTh CYNyTHE 3aCTOCYyBaHH4 3 iHTibiTopamMu arperatii
TPOMOOIIMTIB, TAKMMH K KJIOMiZOTPesb Ta aneTtusicainumoBa kuciora (ACK), abo 3 HECTEPOITHUMHU
npoTu3ananbHuMu npemnapatamu (HII3II), sk i npucyTHiCTs e30darity, ractputy abo
ractpoe3odareansbHOr0 pPeQIIoKCy.

daxmopu pu3uky
Tabmuig 5

®akTopH, AKi MOXKYTh IiABULIUTYA PU3UK KPOBOTEYl

DaKTOpU PUBUKY

dapMakogrHaMiuHi i KiHeTu4Hi hakTopH |Bik = 75 pokiB

daxTopu migBUILEHHS PiBHA mabiratpany[3HauHi

y I1a3Mi KpoBi : [TomipHa HUPKOBA HENOCTATHICTH (KIIipeHC
kpeaTuHiny 30-50 m/xB).

CunbHi iHri6iTopu P-gp (muB. po3minu
«[IpoTunoka3aHHs» Ta «B3aeMofid 3 iHIIUMU
TiKapCbKUMU 3aco0aMu Ta iHIM BUIH B3AaEMOIIN»).

OpHOYaCHe 3aCTOCYBaHHS Bifl JIETKUX [0
noMipHUX iHTi6iTOpiB P-gp (TakKux sSIK aMiogapoH,
BepamaMis, XiHiguH Ta TUKarpenop, AUB. PO3MIis
«B3aemogis 3 inmuMu mikapchKUMHU 3acobamu Ta iHIIi
BUIM B3a€EMOMIN»).

[Hesnaumi
Hwuspka Maca tina (< 50 kr).
d®apMakogrHaMiuHi B3aeEMomii (OuB. . AueTumncaniumoBa KMCIOTa Ta iHmi iHribiTopu
po3ain «B3aemopida 3 IHIIUMU arperaiiii TPOMOOIIUTIB, TaKi SK KJIOIiIOTPEJIb.
TiKapChKUMU 3acobaMu Ta iHIIIi BUOU . HIT3IT.
B3AEMOIIN») . CI33C abo CI33H.

[H1Ii TiKapchKi 3ac00H, IKi MOXKYTh
[IOTiPIIYBAaTH FeMOCTa3.

3aXBOPIOBAHHA/TIPOLIEAYPU 3 PU3UKOM | BponxeHi abo HaOyTi po3yafiu 3ropTaHHS KPOBI.
KPOBOTEY . TpombornuToneHis abo GyHKIIOHANbHI HedeKTH
TPOMOOIIUTIB.

HemomaBHs 6ioncis abo MacuBHa TpaBMa.

bakTepianbHUY €HIOKaPOUT.

E3odarit, ractput abo ractpoe3odareaabHun
pedIToKC.




IlaHi momo KaTeropil maifieHTiB 3 Macom Tina < 50 kr o6MexkeHi (IUB. mMigpPo3min
«®apMaKOKiHETHKa»).

ITonepedacysanvHi 3axo00u ma ynpasaiHHA pu3dukamu Kpogomey

[[Tomo momepemXKeHHsT PO3BUTKY reMOpariyHuX YCKIagHeHb OUB. Po3ain «Ilepemo3yBaHHSI».
OuiHKa Kopucmi ma pu3ukie

VikomKeHHs, CTaHH, IPolleaypu Ta/abo papmakonoriyHa teparmis (Hampuknag HIT3TII,
a"tuarperamninaumu npenapatamu, CI33C ta CI33H, ous. po3min «B3aeMomisa 3 iHIMMMU TiKapChbKAMU
3acob6aMu Ta iHIIi BUOW B3a€MOTil»), 10 3HAYHO MigBUIIYIOTh PU3UK MaCUBHOI KPOBOTEUI,
noTpeOyI0Th PeTeNbHOI OI[iHKY IepeBar Ta pu3ukiB. [labiraTpany eTeKcuiat CJIiff 3aCTOCOBYBaTH
JIUILIE V pa3i, KOJIU IIepeBaru IepeBaxaiTh PUSUKU KPOBOTEY.

PemevHe KaiHiuHe cnocmepeirceHHA

PexoMeH0BaHO peTesibHE KJTiHiYHe CIIOCTEePeXKEeHHS 000 BUHUKHEHHS 03HaK KpPOBOTeYi Yu aHeMil
IIPOTSATOM JIiKyBaHHSI, 0COOIMBO IIPHY MOE€OHAHHI PaKTOPiB pU3UKY (OAUB. TAOIUIIO 5 BUIIIE).

Cnip mposiBnsaTi 06epekHICTh IPU OOHOYACHOMY 3aCTOCYBaHHi flabiraTpaHy eTeKcunary 3
BepalaMisioM, aMmiogapoHoM, XiHiquHOM ab0 KinapuTpoMinuHoM (iuribitopu P-gp) Ta y pasi
II0SIBY KPOBOTEYi, 30KpeMa B TAlli€HTIB 3i 3HUKEHO0I0 (PYHKITI€I0 HUPOK (IUB. O3
«B3aeMopis 3 iHMMMY JTiKapChbKUMHU 3ac00aMu Ta iHIIII BUOM B3AEMOIiii»).

PekoMeHOOBaHO peTeNbHE KITiHIYHE CIIOCTEPEKEHHS III00 BUHUKHEHHSA 03HAaK KPOBOTEYi IIPH
OJHOYaCHOMY JIiKyBaHHI HeCTEPOITHMMHU NpOTH3anaabHuMu npenapaTtamu (HIT3II) (muB. po3pin
«B3aeMopis 3 iHIMMMY NTiKapChbKUMHU 3ac00aMu Ta iHIII BUAM B3aEMOIiii»).

[IpunuHeHHs 3acmocysaHHsa 0abizampaHy emekcuaamy

[TarienTH, y AKUX PO3BUHYJIACh TOCTPa HAPKOBA HENOCTATHICThH, [IOBUHHI IPUIIMHUTYA 3aCTOCYBaHHSA
nabiraTpany etekcunaty (OuB. po3Oin «[IpoTunoKa3aHHS»).

[Tpy BUHUKHEHH] TAKKO1 KPOBOTEYi CIi[l IPUNIUHUTH JiKyBaHHS, OOCIIOAATH [AXKEPEso
KPOBOTEUi Ta PO3TJISHYTU MOXKJIUBICTh 3aCTOCYBaHHS CIIeNU(iYHOTO PEBEPCUBHOIO areHTa
(inapyuu3ymab). [labiraTpan BUBOOUTHCS IIPU IreMofiamisi.

3acmocysaHHs iH2ibimopie npomoHHoi nomnu (II1I1)

Ins 3amo6iralHHs MITYHKOBO-KHIITKOBUM KPOBOTeYaM MOXKHA PO3TJISHYTH HOOLITbHICTE 3aCTOCYBAHHS
inri6iTopiB mpotonHoi mommu (ITIIT).

JlabopamopHi napamempu Koaz2yaauii

Xoua 1eit TikapchKui 3aci0 3arasoM He noTpedye aHTUKOATYISTHTHOTO MOHITOPUHTY, BUSHAYEHHS
AQHTUKOATYJITHTHOTO BILJIUBY, ITOB’513aHOT0 3 fabiraTpaHoM, Moxke OyTH KOPUCHUM [J151 BUSIBJIEHHS
HaIMipHO BHCOKOI eKCro3ullii gabiraTpany 3a HasgBHOCTI IOIaTKOBUX (PaKTOPiB PU3UKY.

Po3Bepmenuit TpoMmbinoBui yac (pTY), yac sroprarHs Kposi (Y3K) Ta akTMBOBaHMY YaCTKOBHUH
TpoMOorTacTHHOBUY Yac (AYTY) MoXKyTh HafaTh KOPUCHY iH(dOpMallifo, are pe3yIbTaTH CIIif
iHTeprpeTyBaTu 3 00ePeXKHICTIO Uepe3 BiIMIiHHICTL Mixk TecTaMu (IUB. PO3MOi



«®apMakoguHaMiKa»).

Tect MHB (mikHapopmHe HOpMasli3oBaHe BigHOIIEHHS) € HEAOCTOBIPHUM Y TAIli€HTIB, SKi
3aCTOCOBYIOTh HabiraTpaHy eTeKCHIaT, CliocTepiranucs xubHono3uTuBHi minpuinerHs MHB. Tomy
TecT MHB He cif IpOBOOUTH.

Y Tabmnuni 6 HaBemeHO IOPOT0Bi HUXKHI 3HaYEHHS KOATyIALidHOr0 TeCTy, 110 MOXKYTh OyTH OB’ g3aHi
3 IiIBUILIEHUM PU3UKOM KpPOBOTed (OuB. po3nin «PapMakoguHaMika»).

Tabmnuig 6

[Toporosi 3HaYeHHS KOATyISALiMHOT0 TECTY, 1[0 MOXKYTh OyTH IIOB’sI3aHi 3 MiIBUIIEHUM PU3UKOM
KpPOBOTEUi

TecT [Toka3aHHSA
nepBuHHA npodinaktuka BTE [mpodinakTika iHCYyNnbTYy Ta
B OPTOIIEIUYHIN Xipypril cucTeMHOl eMOOIi1 y JOPOCTIHUX
MallieHTiB 3 HeKJIallaHHOIO0
(bibpunsItieto nmepegcepns 3
ogHUM ab0 KiTbKOMa
(hakTOpaMu pU3UKY
(mpodinaktuka [HOII), TT'B/JIE
pTY [Hr/™M1] > 67 > 200
3K [x-KpaTHa BepxHd MeXa |gaHi BiACyTHi >3
HOPMH ]
AYTY [x-KpaTHa BepxHS Mexa [> 1,3 > 2
HOPMU]
MHB He OTPiOHO MPOBOJUTH He MOTPiOHO MPOBOOUTH

3acmocysaHHA ¢pibpuHosimuyHUX npenapamia 045 AiKyBaHHs 20CMPO20 iWeMidH020 iHCyabmy

3acrocyBaHHS Qi6pHHOMITHYHUX 3ac00iB [ TiKyBaHHS TOCTPOTO illIeMiYHOT0 iHCYIbTY MOXKe OyTH
PO3TIIHYTO, K10 pe3ynbTatu aHamnidy pIY, ECT abo AUTY He mepeBUIIYIOTh BEPXHIO MEXKY HOPMHU
(BMH) BipmoBimHO 0o MiciieBuX pedepeHTHUX 3HAUEHb.

XipypeiuHe ma onepamugHe empy4aHHs. [1allieHTH, gKi 3aCTOCOBYIOTH mabiraTpaHy eTekcuiat Ta
IIPOXOMISITh Xipypriuni abo iHBa3uBHI Mpollelypy, MalOTh MigBUIIIEHUN PU3UK KPOBOTEYi. ToMy
XipypriuHe BTpy4YaHHS MOXKe IOTpeOyBaTh TUMYACOBOTO IIPUITMHEHHS 3aCTOCYBaHHS
nabiraTpaHy eTeKCHUIIaTYy.

[TamieHTH MOXKYTh 3aCTOCOBYBaTH fabiraTpaHy eTeKcuiaT IIPU KapAaioBepcii. [laHi mpo
3aCTOCyBaHHS mabiratpany etekcunaty 110 Mr 2 pa3u Ha mo0y maifieHTaM 3 GiOpumsIlieo
nepencepab Mpu KaTeTepHil abnsanii BimcyTHI (ouB. po3min «Crmoci0 3aCTOCyBaHHS Ta [O3U»).

Crig JOTPUMYyBaTUCh 00€PEXKHOCTI IIPpX THMYACOBOMY MPUITUHEHH] JTiKyBaHHS [JIsT XipypriuHOro
BTPYy4YaHHS Ta 3a0e3MeynuTy MOHITOPUHT aHTUKOoarynsLil. Knipenc mabiratpaHy y nali€eHTis 3
HUPKOBOIO HEOCTATHICTIO MOXKe TPHUBATH HOBIIe (OuB. po3min «dapMakoKiHeTuka»). Crig



IOTPUMYBATUCS 00EPEKHOCTI pu OyIb-IKKUX MPOIeAypax. Y TaKuX BUIAgKaX TECT Ha KOATyJISIIi0
(ouB. po3min «[IpoTumokasaHHs» Ta miApo3nin «®apMakoguHaMika») MOXKe [OTIOMOTTH BU3HAYUUTH,
YU € TOPYIIeHHS reMOCTa3y.

HesiokaaoHa xipypeisi abo mepmiHosi npou,edypu. 3aCTOCYBaHHS mabiraTpaHy eTeKCHUIIATy
IOTPiIOHO TUMYACOBO IPUIKUHUTH. Koy HeoOXiflHe MIBUAKE MPUIHHEHHS
QHTHUKOATyJISHTHOTO e(DeKTy, Moxe OyTH Mpu3HaueHu# CenudiuHN PEBEPCUBHUM areHT
imapyuu3ymab. [aGiraTpal BUBOOUTHLCS MIPU reMOMiatisi.

3BOPOTHA [isl OO0 Teparlii fabiraTpaHoM CIPUYKHSIE TPOMOOTUYHUM PU3UK Y MAIIIEHTIB, OB I3aHUH 3
iXHIM OCHOBHMM 3aXBOPIOBAHHSM. 3aCTOCYBaHHS fabiraTpaHy eTeKcuiaTy MOXKHA BIJTHOBUTHU 4Yepe3
24 TOmVHY TiCIIs BBeleHH imapynu3yMaby, KO NalieHT € KITiHiYHO cTabinbHuM i 0y110
OOCSITHYTO aleKBaTHOT'0 I'eMOCTa3y.

XipypeiuHe ma onepamugHe 8mpy4aHHs npu hidzocmpux cmaHax. 3aCToCyBaHHs mabiraTpany
eTeKCHUJIaTy MOTPiOHO TUMYACOBO MPUMHUHUTHU. XipypriuHe abo omepaTuBHE BTPYyUYaHHS
OTPiOHO BigKIACTH IOHAMeHIIe Ha 12 TOOuH MicIs 0CTaHHbOTO MpuiioMy mabiraTpaHy,
SKIIO 1[e MOXKJIMBO. ZKIIo Xipypriude BTPy4YaHHS He MOXXHa BiIKJIaCTH, PU3UK KPOBOTEU]1
Moxe OyTu 30inbinenuii. IIoTpiOHO 3BaXKUTH PU3UK KPOBOTEYi Ta TEPMiHOBICTh BTPyUaHHS
nepeq 3aCTOCYBaHHSM.

I11anosa onepauis. FKI0 MOXKIUBO, 3aCTOCYBaHHS mabiraTpany eTEeKCUJIATy MOTPiOHO
IPUNIMHUATH LIOHAUMeHIIe 3a 24 TOOWHY [0 iHBa3WBHUX a0o0 Xipypriuuux mnpouenyp. s
TIAIli€EHTIB 3 MiIBUIIIEHUM PU3UKOM KPOBOTEeUi a00 y pasi cepiio3HOl ornepatiii, KOIu Moxe
OyTu moTpiOHe MPOBEeNeHHST reMOCTa3y, Heo0XiqHO PO3TISTHYTH MOXKJIUBICTh IPUITMHEHHS
3aCTOCYBaHHS mabiratpaHy eTeKCHUIIaTy 3a 2-4 OHi Ho omepatiii.

Tabmuisg 7
[TpaBusia IpPUNMHEHHS JIiKyBaHHS Iepe[ iHBa3UBHUMHU ab0 XipypriyHUMH NpolieAypaMu
Hupkosa [lepemOauyBaHuil |[3acToCyBaHHS mabiraTpaHy eTeKCHUIATy CIIif IPUIUHUTH [0
byHKITS rmepion [1JIAaHOBOT'O XipypriyHOT0 BTPy4YaHHS
(xtipeHc HAMiBBUBEEHHS  |BHCOKMHI PU3UK KPOBOTedi ab0 |CTaHmapTHWH PH3UK
KpeaTuHiHy,  |(ropuHm) 3HAYHOrO ONMEPaTUBHOIO
MJI/XB) BTPY4YaHHS
> 80 ~13 3a 2 noou 3a 24 TOOUHHI
>50-<80 ~ 15 3a 2-3 gobu 3a 1-2 mobu
=>30-<50 ~ 18 3a 4 nodu 3a 2-3 mobu (> 48 romguH)

CnuHHoMoO3K08a aHecme3sis/enidypasvHa aHecme3sis/ AloM0OaAAbHA NYHKUiA.

[Tpouenypw, Taki K CIMHHOMO3KOBA aHECTE3ist, MOXKYTb MOTPe0yBaTH IIOBHOI T€MOCTATHYHOI
GbyHKUil. PU3KK D05SBU COIMHHOMO3KOBO! YU €MifypanbHOl reMaTOMU MOXKe MigBUIUTUCE y pa3i
TPaBMaTUYHOI YX MOBTOPHOI ITYHKIIil Ta IIOJOBXEHOT0 MMiCIS0NepaifHOro 3aCTOCyBaHHS
emmifypanbHUX KaTeTepis. [licnisa BUIydYeHHS KaTeTepa Cllif 3a4eKaTH L[0OHalMeHIle 2 TOOUHU [0
TIpUIOMY TIepIuoi o3u OabiraTpaHy eTeKCcunaTy. Taki MallieHTu moTpPeOyIoTh PETENHHOTO



CIIOCTEPEXKEHHS 00 HEBPOJIOTIYHUX CUMIITOMIB Ta CUMIITOMIB CIIMHHOMO3KOBO1 a00
eliiypanbHOl TeMaTOMHU.

ITicasonepauitiHa ¢pasa.

3acTocyBaHHs mabiraTpaHy eTeKCHUIATy CJIifi BITHOBUTH/ pO3M0YaTH Iicig iHBa3WBHOI
nporenypu abo XipypriyHoro BTpy4YaHHS, K TiIbKM [03BOJIUTD KJIiHiYHA CUTYyalis Ta Oyne
OOCATHYTO JOCTATHBOTO PiBHS TeMOCTa3y.

[TamieHTaM 3 pU3UKOM KpPoBOTedi abo malieHTaM 3 pU3UKOM HAIMipHOT'O BIJIUBY, 0COONIMUBO 3i
3HUKEHOI0 (PYHKIIEI0 HUPOK (AMB. TaKOXK TaONIUIII0 5), CIIiJ IPOBOOUTH Tepaliio 3 00epexkHiCTIO (IUB.

po3min «Oco6nMMBOCTI 3aCTOCYBaHHSI» Ta MiAPo3main «PapMakoguHamika»).

ITauieHmu 3 8UCOKUM PU3UKOM CMepPMHOCMI y pas3i onepamueHo20 8Mpy4aHHs ma cnadkosumu
pakmopamu pusuky mpomboemboaiuHux nooditl.

IaHi mopmo eheKTUBHOCTI Ta Ge3MeKy 3aCTOCYyBaHHS JabiraTpany eTeKCUIaTy AJis Liel rpynu
nalieHTiB 00MexKeHi, TOMy Tepallilo CIIiJ IPOBOAUTH 3 00ePeKHICTIO.

XipypeiuHe mpy4aHHA Npu nepe/somi Kicmok Ky/nbWo8020 cy2100d.

HeMmae maHWX 1010 3aCTOCYBaHHS gabiratpaHy eTeKCUJaTy NallieHTaM, AKi IepeHecu
ollepallilo Ipy IepesioMi KiCTOK KyJIbIIOBOTO Cyrio0a, TOMY JIiKyBaHHS He PEKOMEHIYEThCS.

ITopyweHHsa QYyHKUII neviHKu.

[TauieHTH 3 MigBUIIIEHUM PiBHEM (DepPMEHTIB MediHKH, 110 Oinbille HiXK y 2 pa3u nepesuillyBaB BMH,
Oynu BUKITIOYEHi 3 OCHOBHUX BUIIPOOyBaHb. Uepe3 BiICYTHICT AOCBiYy 3aCTOCYBaHHS IIPUMOM
nmabiraTpaHy eTeKCUIIaTy He peKOMeHIOBaHuM [ Iliel rpynu matlieHTis. IlamieHTaM 3
IIeYiHKOBO HENOCTATHICTIO ab0 3aXBOPIOBAHHSM IEYiHKH, 1110 MOXKYTh BIIJTUBATH Ha
BUXKWBAHHS, 3aCTOCYBaHHS IIpenapary IPOTUII0Ka3aHo (AuB. po3min «[IpoTunokasaHHSI»).

B3aemoois 3 iHOykmopamu P-gp.

OpHoYacHe 3aCTOCyBaHHS iHAYKTOPiB P-gp 04ikyBaHO mpu3Bene [0 3HUKEHHA PiBHSA gabiraTpaHy B
n1a3Mi KpoBi, TOMY CJIifi YHUKQTU OOHOYACHOTO 3aCTOCYBAHHS i3 3a3HAYEHOI0 I'PYIIOI0 JIIKApPChKUX
3aco0iB (muB. po3min «B3aeMomis 3 iHIMMMU JTiKAapPCHKUMHU 3ac00aMy Ta iHII BUIHW B3a€EMOIIA» Ta
migpo3min «PapMakKoKiHETHUKAY).

ITauienmu 3 aHmugpocpoainiOHUM CUHOPOMOM.

[Tpsimi opanbHi anTuKOoarynguTtu (ITIOAK), Bkioyatouu fabiraTpaHy eTeKCUiaT, He peKOMeHI0BaHi
nalieHTaM 3 TpoM06030M B aHAMHe3i, Y SKUX [iarHOCTOBaHUM aHTU(OChOTITiTHNE CUHAPOM.
30KpeMa, y Nalli€eHTiB 3 MOTPiHOI MO3UTUBHOIO peakliclo (Ha BOBYaKOBUM aHTUKOATYJISIHT, aHTHUTiIa
[0 aHTUKaPMiONiiHy Ta aHTUTiNA [0 aHTU-OeTa-2-Thikonporelny I) nikyBanus [TIOAK moxe OyTu
NI0B'sI3aHe 3i 30ibIIEHHIM YaCTOTH PEIUANBYI0YNX TPOMOOTUYHUX SBUII IIOPIBHSIHO 3 TEPAIi€io
aHTaroHicraMmu BiTaminy K.

Ingapxm miokapda (IM).

Y das3i III kninivaoro gocnimxkenus RE-LY (mpodinaktuka IH®II, ous. nigpo3min
«DapMaKogHHaMiKa») 3arajbHa 4acTtoTa IM ctanoBuna 0,82, 0,81 ta 0,64 %/pik npu



3acToCcyBaHHI gabiraTpaHy eTekcumnaTy y mo3i 110 mr aBivi Ha meHb, mabiraTpaHy eTekcunary
y mo3i 150 mr fiBiui Ha meHb Ta Bap(aprHYy BiOmoOBiAHO, BiTHOCHUYM PU3UK 30iNbIyBaBCS MIpU
3acTocyBaHHi fabiratpany Ha 29 % Ta 27 % NOpiBHSIHO 3 TAKUM IIPX 3aCTOCYBaHHi
Bapdapuny. He3anexHo Bif Teparil HalBUIIKUI aOCONMIOTHUM pu3uK IM croctepirascs y
TAKMX IiATpyIax i3 momiOHUM BiTHOCHMM PU3UKOM: MallieHTH 3 iHpapKTOM MioKapaa B
aHaMHe3i, mallieHTy BiKoM = 65 poKiB 3 LyKpoBUM AiabeToM ab0 3aXBOPIOBAHHSIM
KOpPOHapHOI apTepil, maiieHTH 3 ¢ppakiiero BUKUOY JiBoro mmyHouka < 40 % Ta maiji€eHTu 3
IIOMIPHOI0 HUPKOBOIO HEOOCTATHICTIO. KpiM TOro, migBuilleHU# pU3UK iHQapKTy MioKapaa
CIIOCTepiraBcA y Malli€eHTiB, SKi OQHOYAaCHO 3aCTOCOBYBAJIX alleTUJICAIIIIIUIIOBY KUCIIOTY 3
KjomigorpesneM abo TiTbKY KJIOIMiIOTPEb.

Y TprOX aKTUBHO KOHTPOIboBaHUX gocnigxkeHHaX TI'B/JIE ¢a3u III Bumuii noKa3HUK 4aCTOTH
BUIIQIKiB iH(apKTy MioKapaa crocTepirascs y Malli€eHTiB, SKi 0OTpuMyBaiu gabiraTpaHy eTeKCcumiar,
HiX y THX, XTO oTpuMyBaB BapdapuH: 0,4 % ta 0,2 % BiATIOBIAHO B KOPOTKOTPUBAJIUX AOCIIIXKEHHIX
RE-COVER i RE-COVER Il ta 0,8 % i 0,1 % y gosrorpusanomy pocnigxeHnai RE-MEDY. IligBumieHus
Oy7I0 CTaTUCTHYHO HOCTOBIPHUM Y LIKX JochmigkeHHIX (p = 0,022).

3rigHo 3 maHuMu pociimkenus RE-SONATE, y sKoMy MOpiBHIOBanu gabiraTpaHy eTeKCUIaT Ta
nnaie0o, MOKa3HUWK YaCTOTH BUIafAKiB iHpapkTy Miokapma 0yB 0,1% y naiieHTiB, sKi
oTpuMyBasnu gabiraTpaHny etekcunat, Ta 0,2 % O malieHTiB, IKi OTpUMyBaju Iaiebo.

Xeopi Ha pak (TT'B/JIE)
EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS [JIs Ii€l TPYIIH HALli€EHTIB He HOCIigKyBaJIUCh.

Oco6ausi 3acmepedcerHs w000 sacmocysaxts. Butimatoun kamncynu I[TPAITAKCA 3 6ricTepa
CJIil MOTPHMMYBATHUCS TAaKUX MIPABUJI: BiIOiIMUTKA OOWH OKpeMuii GyicTep Bif iHIIoro 6iictepa
y3moBXK nep@opoBaHoi JiHii; micTaBaTH TBEpAY Kamcyiy 3 6rmicTepa 6e3mocepenHbo nepe
IPUKOMOM; 3HATH GONBTY 3 OIicTepa, He MPOHaBII0I0YHU (HOILTY KarCyJIioko.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00io.

ZKiHKY PenponyKTUBHOIO BiKy. 2KiHKaM penpofyKTUBHOIO BiKYy CJIifj YHUKATU BariTHOCTI IPOTATOM
nikyBaHHA npenapatoMm [TPAITAKCA.

BaritHicTe. Hemae BignoBigHux ganux mono 3acrocyBaHHs npemnapaty [IPAITAKCA BariTHUM
XKiHKaM. JlocmiaKeHHs Ha TBapyHaX IT0Ka3alu PeNPONyKTUBHY TOKCUYHICTh. [I0TEHIIMHUY PU3UK
[IJIS1 BaTiTHUX XKiHOK HeBimoMuii. BariTHUM He CJIiff 3acTOCOBYyBaTH fabiraTpaHy eTeKCHUIIAT, OKPiM
BUIIQ[IKy, KOJIM O4YiKyBaHa KOPUCTH [JIs XKiHKY Oyne mepeBUIllyBaTy MOTEHIIMHNN PU3UK [ IJI0AA.

TCopyBaHHS rpyanioo. HeMae KiTiHiYHUX JaHUX IIOMO BIIUBY AabiraTpaHy Ha HEMOBJIAT, IKUX TOMYIOTh
rpyanto. 4K 3acTepexkeHHS CHif IPUIUHUTY TOOyBaHHSA I'PYLOAI0 Ha Yac JIiKyBaHHS IIperapaToM
IMPATAKCA.

®eprunsHicTh. HeMae maHUX OO0 BIIMBY Ha (GEPTUNBHICTD V TIOAEH.

Y mocnifKeHHSIX Ha TBApUWHAaX CIIOCTepiraBCs BIUIUB Ha (PePTUIBHICTL CAMOK Y BUTTISAI 3MEHIIEHHS
KiJIbKOCTi iMIIIaHTaIi# Ta 30iIbIeHHS IepeNiMIIaHTaliiHuX BTPAT MPH [o3i 70 Mr/Kr (piBeHb
€KCITO3UIIil y I71a3Mi KpoBi y 5 pa3iB mepeBulllyBaB TaKui y iofel). IHINX BIIUBIB Ha GEPTUIIBHICTD



CaMoOK He crocTepiranocs. He 6ymo BusiBjieHO BBy Ha pepTunbHicTs caMUiB. [Ipu go3ax, sAKi
Oynu TOKCUYHUMU [IJ151 caMOK (piBeHb eKCIT03ullil B Mm1a3Mi KpoBi ¥ 5-10 pa3iB nepeBuIyBan
TaKUU y JIIOOUHU), ¥ LIIYPiB 1 KPOJIIB CIIOCTEPiranocs 3HUXKEHH MacH Tijla Ij1oga Ta
JKUTTE3NATHOCTI eMOpioHa pa3oM 3i 30inbIeHHSIM QeTanbHUX 3MiH. Y IIpe- Ta
IIOCTHATAJIbHOMY AOCIIIXKEHHi CIIOCTepiranocs MmigBUIlleHHS BHYTPIITHLOYTPOOHOI
CMEPTHOCTI IIpH [03aX, sIKi Oy7IM TOKCUYHUMH IS CAaMOK (103a, IIPH SKil piBeHb eKCII03uIIii
B IIJIa3Mi KPOBIi B 4 pa3u NEepPEBUILy€E TaKUU Yy JIIOOUHU).

30amHicmb 8nausamu Ha weudKicmb peakuii npu KkepysaHHi aamompaHcnopmom abo
[HWUMU MexaHizmamu.

[abiratpany eTekcusnat He Ma€ ab0 Ma€ He3HaYHUY BIIJIUB Ha MIBUIKICTh Peakllii Ipu KepyBaHHi
aBTOTPAHCIIOPTOM Ta POOOTi 3 iHIIMMK MeXaHi3MaMH.

Cnoci6 3acmocyeaHHs1 ma do3u.
ITepsuHHa npogirakmuka 8eHo3HOi mpomboemboii (Oani - BTE) 8 opmoneduuHitl xipypaii.

PekomeHoBaHi no3u gabiraTpaHy eTeKCHUIaTy Ta TPUBAJICTh JIiIKYBaHHS [JIS TEPBUHHOI
npodinaktuku BTE B opTomenuyHiii xipyprii HaBemeHi B Tabnutii 8.

Tabmnuig 8

PexomeHT0BaHi 03U Ta TPUBAJIICTH JIiIKyBaHHSA A7 IepBUHHOI TpodinakTuku BTE B opTonenuuHii
Xipyprii

['pynu nami€eHTiB [TouaToK yikyBaHHd B |[linTpuMyroda [03a, TpUBaNiCTh
meHb orepartii, [IOYMHAIOUU 3 IIEPIIOTO [3aCTOCYBaHHS
1-4 roguuu micnga mHS micrs omepartii MiATPUMYI0U0]l 103U

3aBEPIIEHHS oreparii

[lamienTy micns
[1JIaHOBOI XipypriyHol

s . 10 gHiB
OHePaHll 13 3aM1HHU o 1 xameyxi (o 220 Mr naﬁiranaHy
KOJIIHHOT' O CyrHOGa 110 Mr) ngﬁiranaHy eTeKkcuIaTy 1 pa3 Ha
[lamienTy micns eTexcuaty mo0y: 2 Kamcyau mo 110
. . . . bar
T1JIAHOBO1 X1 T19YHO1 .
Pyb 28-35 nHis

ormepalril i3 3amiHu
KYJIbIIOBOTO Cyrnoba
PeKOMeH[J0BaHEe 3MEHIIEHHS [03U




[TallieHTV 3 TOMiIpHUMU
MOpPYIIeHHAMY QYHKII

HUPOK (KMipeHc 10 pmHiB (omepanis i3
kpeatuHiny CrCL 30-50 3aMiHU KOJIIHHOTO
MH/XB) Imo 1 kancymi mo 75 mMr :ngf;;:f;rf;gzﬂga CyTHO6a) abo 28-35
I[lamicHTH, SIKi 0OMHOYAaCHO i i iq i
3aCTOCOB}"IOTb mabirarpaHy eTekcuIaTy 106y: 2 Kancy o 75 mr [FHIB (omepariig i3
|Bepanmamin*, amiomapos, SAMIHH KyJIBIIOBOTO
XiHiguH cyro0a)

[TamieHTH BiKOM Bif 75

POKiB

*[71s1 AL€HTIB 3 TOMIPHUMH MOPYIIEHHIMH QYHKIIII HUPOK, SIKi OJHOYACHO 3aCTOCOBYIOTh
Bepanamin, quB. «Ocobausi 2pynu navieHmis».

s 060X XipypriuHux omeparii: Ko He BigOyBcs reMocTas, TO IOYaTOK JIKyBaHHS CIIif] BiIKIACTH.
fAKkmio nikyBaHHSI He PO3II0Yasocs B IeHb Ollepallil, TOAi CIifl po3mnoyaTy 3 2 Karcyy Ha JeHb.

OuiHKka yHKUii HUPOK 00 ma npomsa20M AiKy8aHHA 0abieampaHy emekcuaamom

IIns BCixX maIfieHTiB Ta 0COGIMBO XBOPUX JIITHHOTO BiKY (>75 POKiB), OCKiIbKM MOPYILIEHHS QYHKIIII
HUPOK MOXKYTb 4YaCTO BUHUKATH B LI BIKOBIU I'PYIIi:

e [lepen movyaTKOM Teparii gabiraTpany eTeKcunaToM GYHKIII0 HUPOK CIIifl OLIHUTH HIISIXOM
PO3paxyHKy KJIipeHCYy KpeaTUHIHY [JId BUK/IIOYEHHS MallieHTIB i3 TAKKO0I HUPKOBOIO
HepocTaTHicTIO (CrCL < 30 Mn/xB) (guB. po3minu «IIpoTunoka3anHsa», «OcoOMMBOCTI
3acToCcyBaHHSA» Ta «PapMakKOKiHETHUKA»).

e Crip omiHioBaTH (PyHKIIiI0 HUPOK, SIKINO € Mifo3pa Ha MoTipineHHs QyHKIil HUPOK Iif 9ac
Teparil (Hanpukiaf, Py TimoBoJieMil, Jerigpallil Ta CyMiCHOMY 3aCTOCYBaHHI 3 IEBHUMU
JiKapChKUMH 3aco0aMu).

MerTogq, 1m0 BUKOPUCTOBYETHCS O OLiHKY ¢QyHKIIl HUPOK (CrCL B My1/xB), - e meTor KokpodTa -
TComnra.

ITponywena dosa

PeKOMEHYETHCS TPOJOBKUTH 3aCTOCYBaHHS H000BOI 703U AabiraTpaHy eTeKCunaTy y Toi caMuu
Yac Ha HaCTYIIHUU [IeHb.

He crig 3acTocoByBaTH IOABIMHY 03y A1 KOMIIEHCAIlil IPOIMyIeHOl HO3H.

IIpunuHeHHA nputiomy 0abieampaHy emekcuiamy

JlikyBaHHs mabirarpaHy eTeKCcuiaToM He MOXKHa MPUNKHATH 6e3 KOHCYJIbTallil 3 TiKapeM.
[NanienTy MOBKMHHI OyTH IomepenXeHi Mpo HeOOXiMHICTb 3BepHyTHCS MO TiKaps V pasi
BUHUKHEHHS IIJTyHKOBO-KUIITKOBUX CUMIITOMIB, TaKMUX K OUCIHeEINCis (quB. po3min «ITo6iuni
peaxiiii»).



ITepexio 3 nputiomy 0abieampaHy emeKcuiamy Ha NPulioM NapeHmMepasbHO20 AHMUKOA2YASHMY

[Tepepn mepexonoM 3 IpuiioMy nabiraTpaHy eTeKCUIaTy Ha MapeHTepaNbHUM aHTUKOATYISHT
PEKOMEHOYEThCS 3a4eKaTu 24 TOOUHYU TiCIIs MPUHUOMY OCTAHHbBOI I03H (IUB. pO3Min «B3aeMofisa 3
iHITMMY NTiKapCbKUMHM 3aco0aMu Ta iHII BUAM B3AEMOii»).

ITepexio 3 niKyBAHHA NApeHMepasbHUMU AHMUKOd2YAAHMAMU HA nputiom 0abieampaHy
emekcusaamy

[TpUnUHSAIOTE IPUHOM IIapeHTEPAIbHOT0 aHTUKOATYISHTY Ta IpUiiMaloTh fabiraTpany eTekcuiar 3a
0-2 roguHU 00 Yacy KMOBIPHOTO 3aCTOCYBaHHS albTePHATHBHOI Teparil abo y MOMEHT IPUIMHEHHS
TiKyBaHHS, SIKIIO MOTPiOHE MPONOBXKEHHS Teparii (HalpuKiiaj, BHYTPIIIHbOBEHHUN
HedPaKIiOHOBAHUY remapuH (IUB. PO3Min «B3aeMomis 3 iHITUMM JTiIKapCbKUMM 3aCO0aMu Ta iHIIi
BUIHM B3aEMOTIN»)).

Ocobaugi 2pynu nauieHmia.
ITauieHmu 3 nopyweHHAMU YHKUil HUPOK.

[TamienTaM i3 TSXKKUMU NOPYIIeHHIMU QYHKII1 HUPOK (KIipeHC KpeaTuHiny < 30 MJ/XB) JTiKyBaHHS
nabiraTpaHy eTeKCHUIaTOM IIPOTUIIOKa3aHe (OuB. po3min «I[IpoTUIoKa3aHHS»).

[TamienTaM i3 mOMipHUMY OPYLIEHHAMHU (PYHKIIil HUPOK (KiipeHC KpeaTuHiny 30-50 MJ1/XB)
PEKOMEHIYEThCSI 3MEHIIeHHS 103U (AuB. Tabnullo 8 Bulle Ta po3ninu «OcobIuBOCTi 3aCTOCYBAHHS»
Ta «®apMakoguHaMiKa»).

O0HouacHe 3acmocysaHHs 0abizampaHy emekcusaamy 3 iHeibimopamu P-2aikonpomeiHy 8i0 nezKux
00 nomipHuX, Hanpuk.aao 3 amio0apoHom, XiHiouHom abo sepanamisiom

o3y nabiraTpaHy eTekcuiaTy HeoOXifHO 3MEeHIINUTH, SIK 3a3Ha4€HO B TaOnuIl 8 (OUB. TaKOXK PO3Tinu
«Oco0nuBOCTI 3aCTOCYyBaHHS» Ta «B3aeMofiig 3 iHIIKMMHU JTiKapChKAMU 3ac00aMy Ta iHII BUAK
B3a€EMOMiN»). Y 11bOoMy BUIIAMIKy mabiraTpaHy eTeKCHUIaT Ta 3a3HadeHi TiKapchKi 3acobu Cltifn
3aCTOCOBYBaTHU B OJUH i TOU Xke 4ac.

[TarrienTaM i3 MOMipHOI HUPKOBOK HEOOCTATHICTIO, SIKi 3aCTOCOBYIOTh BepalaMi, CJlifl 3HU3UTHU J03y
mabiraTpaHy eTeKcuaTy oo 75 Mr Ha noOy (muB. po3minu «OcobIMBOCTI 3aCTOCYBAHHSI» Ta
«B3aeMopist 3 mKapChbKUMU 3aco0aMu Ta iHII BUOW B3aEMOMIM»).

ITayieHmu AiMHbO20 BIKY.

[MTamieHTaM miTHBOTO BiKY (> 75 POKiB) O3y PEKOMEHAYETHCSI 3MEHIIUTH (OUB. TaONUINO 8 BUIIlE Ta
po3minu «OcobmuBOCTI 3acToCyBaHHSI» Ta «dapMakoguHAMIKa»).

Maca mina

KniniuHu# 0oCBif 3aCTOCYBaHHS IMallieHTaM 3 Macolo Tina < 50 kr abo > 110 kr npu
PEKOMEHI0BAaHOMY PexXuMi Mo3yBaHHSI 00MexkeHUH. 3 OTrIsioy Ha HasBHI KIiHiYHI Ta KiHeTuy4Hi maHi
KOPEKIIisl 1031 He moTpiOHa (OuB. po3min «PapMaKoOKiHEeTHKa»), ajleé PEeKOMEHI0OBAaHO PeTeIbHUN
KJTiHIYHUHM KOHTPOJb (AUB. po3min «OcoONMMBOCTi 3aCTOCYBaHHS»).



Cmame.

Kopekilis no3u He noTpidHa (quB. po3nin «®apMakKoKiHeTUKa»).

[Ipoginakmuka iHcy1bmy ma cucmemHoi emb0.ii y 0opocaux nauieHmis 3 HeKA1anaHHow

dibpussuieo nepedcepos 3 00HUM abo Kiabkoma pakmopamu pusuky (npogisakmuka
IHQII).

JlixyeanHa TI'B i JIE ma npogisakmuka peuudusyryozo TI'B i JIE y dopocaux.

Tabmug 9

PekomenmoBani go3u npu IH®II, TT'B ta JIE

PekomeHd0B8aHa 003a
[TpodinakTrKa iHCYIbTY Ta CUCTEMHOI eMOOil

Y DOPOC/IUX MAallleHTiB 3 HEKJIallaHHOI PekoMeHIOBaHa fi03a fabiraTpaHy eTeKCUIaTy
(dibpunsiieio mepencepnb 3 OGHUM abo ctanoBuTh 300 Mr: o 1 kamcymni 150 mMr 2 pas3u
KinbKoMa (pakTOopaMu pU3uKy (mpodinakTuka [Ha Ho0y

[HOIT)

JlikyBanHs TT'B i JIE Ta npodinakTtuka PekoMeHIoOBaHa flo3a gabiraTpaHy eTeKCUIaTy
penupusyodoro TI'B i JIE y gopocnux (TTB/ ctaHoBUTh 300 mr: 1o 1 Kamcymi 150 mr 2 pa3u
JIE) Ha M00Y Iiciis I’ STUOeHHOI Teparii

MMapPEeHTEePaJIbHUM aHTUKOAT'YIAHTOM

PekxomMmeHO0OBaHe 3MeHUWeHHA 003U

[TauienTty BikoM Bif 80 poKiB [To6oBa go3a mabiraTpaHy eTeKCUIATY
[lamieHTH, IKi OMHOYACHO 3aCTOCOBYIOTh cTaHoBUTH 220 Mmr: 1o 1 kancyni 110 Mr 2 pa3u
BeparnaMin Ha 100y

P0321s1HyMu 3MeHWeHHs1 003U
[TamienTu BikoM 75-80 poOKiB

[TalieHTH 3 MOMIPHOI HUPKOBOIO
HepocTaTHicTIO (CrCL 30-50 Mi/xB)
[lamieHTH 3 TacTPUTOM, e30(aritoM abo
racTpoe3odareanbHUM pedIoKCcOM
[HIITi MaIlieHTH 3 MiABUINEHUM PU3UKOM
KPOBOTEUi

o6oBy no3y mabiratpany etekcunatry 300 mMr
260 220 Mr BU3HaA4YalOTh Ha OCHOBI
iHOUBiMyanbHOI OLIHKY TPOMO0eMOOTiYHOTO
PU3KKY Ta PU3HUKY KPOBOTEUi

Y pasi TT'B/JIE pekoMeHIOBaHO 3acTOCOByBaTu 220 Mr mabiratpaHy eTekcumnaTy: 1Mo 1 Kamcysi
110 mr 2 pa3u Ha goOy. [JaHa mo3a 0a3yeThcs Ha (papMaKOKiHETUYHOMY Ta
(dapMakogMHaAMIYHOMY aHali3l Ta He AOCIIgXKXyBanacs B KJIIHIYHUX yMOBax. [1uB.
indopmarrito, HaBefleHy HUXKYe, Ta po3minu «OcobMUBOCTI 3aCTOCyBaHHSI», «B3aemopmist 3
iHIIMMY JTiKapCchbKUMU 3aco0aMu Ta iHIIi BUOM B3aeMofiit», «PapMakKoguHaMika» Ta
«DapMaKOKiHETUKA».

Y pasi HenepeHOCUMOCTi labiraTpaHy eTeKCUJIaTy NallieHTH IIOBUHHI OyTH MIPOiHCTPYKTOBAaHI IIpo
HeoOXiIHICTh HeraHol KOHCYJIbTAIlil 3 JlikapeM I0f0 ITepexoay Ha aJbTepHAaTHBHY IPUUHATHY
Tepariio A TpodiakKTUKY iHCYIBTY Ta CUCTEMHOI eM00ITii, OB’ s13aH0i 3 Gibpunsiicio nepencepms,
Ta O jaikyBaHHA TI'B i JIE.



Ouinka QYHKIII HIPOK [I0 Ta MPOTSATOM JiKyBaHHS mabiraTpaHy eTeKCHUIaTOM

Y Bcix mamieHTiB i 0co6uBO y miTHIX Mromed (> 75 POKiB), Tak SK MOPYIIeHHS QYHKINI HIPOK MOXKe
9aCTO BUHUKATH Y Malli€HTIB IIi€l BiKOBOI IPyNH:

[Tepen moyaTkoM Teparril mabiraTpaHy eTeKCUIaToM (QYHKIIiI0 HUPOK CIIil OI[iHUTH HIJITXOM
PO3paxyHKy KJIipeHCY KpeaTUHiHy AJIs BUKJTIOYEHHS TSIKKO01 HUPKOBOI HemocTtaTHOCTI (CrCL < 30
MJI/xB) (OuB. po3minu «IIpoTunokalanHs», «OcoOIUBOCTI 3aCTOCYyBaHHI» Ta «PapMaKOKiHETHUKa»).

Cnip omintoBaTy (PyHKIII0 HUPOK, SIKIIO € IMigo3pa Ha MoTipineHHs GyHKIII HUPOK i 4ac
Teparlil (HanpuKiaf, IpU TinoBojeMil, AerigpaTallil Ta CyMiCHOMY 3aCTOCyBaHHi 3 IEBHUMH
TiKapChKUMHU 3acobaMu).

IlomaTKOBI BUMOT'Y 111070 MALIEHTIB 3 JIETKOI Ta IIOMIPHOI HUPKOBO HEJOCTATHICTIO Ta
MalliEHTiB BiKOM Bifi 75 POKIiB:

e [lig yac Tepamii mabiraTpaHy eTeKCUIATOM CJIifi OI[iHIOBATH HUPKOBY (QYHKIIi0 10HaKMeHIIIe 1
pa3 Ha pik abo gacrilre 3a MoTpebu y MeBHUX KIIiHIYHUX CUTYalligX, SKI0 0YiKy€ETHCS, 10
HUPKOBa QYHKIIiT MOXKe 3HUXKYyBaTuCA a0o moripuryBaTucs (HampuKiag, IPH TioBoieMil,
merigpatiii, CyMiCHOMY 3aCTOCYBaHHi 3 IEBHUMHU JTIKapCbKAMU 3aC00aMMu).

Mertoq, 1110 BUKOPUCTOBYBaBCS A1 ouiHKK (yHKLil HUPOK (CrCL B M/XB), - 1€ METO[
Kokpodrta - 'onra.

Tabnuns 10

Tpusasnicte nikyBanud npu [HOII, TT'B ta JIE

[ToxazanHsa [[puBasiCTh JiKyBaHHS
[HOIT 3acTocyBaHHS IpenapaTy NOBUHHO OYTH LOBTOTPUBAJIAM

TTB ta JIE [TpuBamicTh NiKyBaHHS BU3HA4alOTh iHAUBIAYyalIbHO IiCIIg PETENIbHOI OLiHKU
KOPHUCTi JTiKyBaHHS Ta pU3UKY KpoBoTedi (auB. po3min «OcobnuBoCTi
3aCTOCYBaHHS»).

KopoTKoTpHrBase JikKyBaHHS (He MeHIIe 3 MicsliB) MOBUHHO 0a3yBaTUCS Ha
THM4YaCOBUX (paKTOpaxX PU3UKY (TaKUX K HEIoJaBHS Olepallis, TpaBMa,
iMMoO6imizaliisi), a mOBroTpuBaje JIiKyBaHHS IIOBUHHO 0a3yBaTHCS Ha
mocTiliHuxX pakTOopax pusuky abo igiomatuynomy TI'B abo JIE.

ITponyweHa do3a

[Tpomnymeny no3y mabiraTpaHy eTeKCUIATy MOXKHA MPUUHSATH 3a 6 TOOWH 10 BCTAHOBIIEHOTO YacCy
3aCTOCYBaHHS HACTYIIHOI JO3H. fAKII0 10 3aCTOCYBaHHS HACTYIIHOI O3 MeHINe 6 TOOWH, IPOMYIIEHY
103y IpUAMaTy HE CIIif.

He crig 3acTocoByBaTH IOABIMHY 03y OIS KOMIIEHCAIIil IIPOMYIeHOl HO3H.

ITpunuHeHHs nputliomy dabizampaHy emekcuaiamy



JlikyBaHHS mabiraTpaHy eTeKCUIAaTOM He MOXXHa MPUMIUHATHA 063 MeIUYHOI KOHCYbTallil. [1alieHTiB
OTPiOHO MMOMePenuTH, 10 B Pa3i BUHUKHEHHS IITYHKOBO-KHUIITKOBUX CUMIITOMIB, TAaKUX SIK OUCIIEINCis,
BOHHU MAIOTh 3B’sI3aTHUCA 3 liKapeM (muB. po3min «ITobGiuHi peakiii»).

ITepexio i3 3acmocysaHHA 0abieampaHy emekcuaamy HA NApeHmMepaabHUll AHMUKOa2yAssHM.

[Tepeqn mepexomoM i3 3acTocyBaHHS mabiraTpaHy eTeKCUIIATy Ha MapeHTepaNbHUM aHTUKOATYIISHT
PEKOMEHIYEThCS 3a4eKaTy 12 TOfWH MicIis MPUMOMY OCTAHHBOI MO3H (IUB. po3ain «B3aeMopis 3
iHIITMMY NTiKapChbKUMM 3aco0aMu Ta iHIIN BUOYM B3aEMOiii»).

ITepexio i3 3acmocy8aHHs napeHmepaabHUX AHMuUKoaz2yAsiHmie Ha nputiom dabieampaHy
emekcusaamy.

[Ticns npunuHEHHS 3aCTOCYBaHHS ITapEeHTEPaTbHOTO aHTUKOATYISHTY fabiraTpaHy eTeKCUaT
IOYMHAIOTh NpHiMaTH 3a 0-2 TOOUHY [0 Yacy MMOBIPHOT'0 3aCTOCYBaHHS HAaCTYIIHOI 703U
IIapeHTePaNIbHOTO aHTUKOATYISTHTY ab0 Y MOMEHT MPUIIMHEHHS JTiKyBaHHS IIapeHTepalbHUM
AHTHKOATYJISTHTOM IIifi 4ac 6e3mepepBHOTO JTiKyBaHHS (HAlpHUKal, BHYTPIlTHbOBEHHUN
HedPaKIiOHOBAHUY remapuH (IUB. PO3in «B3aeMomis 3 iHITUMM JTiIKapCbKUMM 3aC00aMu Ta iHIIi
BUIM B3aEMOTIN»).

ITepexio i3 3acmocys8aHHA dabizampaHy emekcuiamy Ha aimazonicmu simaminy K (ABK).
YMmoBu nepexony Ha 3actocyBaHHsA ABK Ha ocrHoBi CrCl (kyipeHCy KpeaTHHIHY):

- CrCl = 50 mn/xB, moyaTok 3acTtocyBaHHs ABK - 3a 3 AHi 10 NpUNMHEHHS 3aCTOCYBaHHS
nabiraTpaHy eTeKCHUIaTy;

- CrCl = 30 - <50 mn/xB, mo4yaTok 3acTtocyBaHHsg ABK - 3a 2 fHi 0 IpUNMHEHHS 3aCTOCYBaHHS
nabiraTpaHy eTeKCUIaTy.

Ockinpky mabiraTpaHy eTeKCHUJIaT MOXKe MiIBAIIUTH MiKHApPOJHEe HOpMaJli30BaHe BiTHOIIEHHS
(MHB), To MHB 6yme kpaitie Bigo6paxaTu epekt ABK nuire uepes 2 [Hi micis mpUIUHEHHS
3acTocyBaHHS gabiraTpaHy eTekcumnaTy. [1o boro yacy noka3uuk MHB cnip po3rnspaTy i3
3aCTepPexKeHHSIM.

ITepexio i3 3acmocysaHHsa aHmazoHicmie simamiHy K (ABK) Ha OabieampaHy emekcuaam.

3acTocyBaHHs aHTaroHicTiB Bitaminy K cnig mpununuTu. [labiraTpany eTekcunaT MOXHa
3aCTOCOBYBATH, SIK TiJIbKH Mi2KHapofHe HOpMasi3oBaHe BigHomeHHs (MHB) ctanoButs < 2,0.

Kapodiosepcia (npogirakmuxa IHOII).

[TalieHTH MOXKYTb 3aCTOCOBYBaTH HabiraTpaHy eTeKCHUIaT IIPpU KapaioBepcii.
KamemepHa abasuis npu ¢ibpuasuyii nepedcepds (npogirakmuka IHPII).

Iani mpo 3acTocyBaHHs gabiratpany etekcunary 110 Mr 2 pa3u Ha 700y BifiCyTHi.
Yepe3wkKipHa KOpoHapHa aHeioniacmuka (YKA) 3i cmeHnmysaHHAM (npogisakmuka IHOIT

[MTauieHTiB 3 HeKTanaHHow0 GiOpuUIsALicto mepencepnb, ki neperecnu YKA 3i cTeHTYBaHHSM, MOXKHA
JKyBaTH 3a OOMIOMOT0I0 fabiraTpany eTekcuaaTy B KoMOiHallii 3 aHTUTPOMOOLIMTaPHUMU 3aco0aMu



TiCIst MOCSTHeHHS TeMocTa3sy (OuB. po3min «dapMakKoguHaMiKa»).

Ocobuei epynu nayieHmia

ITauieHmu AiMHb0O20 BIKY.

[Mlomo ocobnuBoCTeH MinboOpy mo3u OJIs 1€l KaTeropii maiieHTiB ouB. Tabnuilo 9 Buie.
IlauieHmu 3 pu3ukom Kposomeui.

[TaiieHTiB 3 MigBUILIEHUM PU3UKOM KPOBOTEUi (IUB. po3ainu «OcobIMBOCTI 3aCTOCYBAHHS»,
«B3aeMopis 3 iHMMMY JTiKapChbKUMHU 3ac00aMu Ta iHII BUAM B3aEMOiit», «®apMaKoIOriuHi
BJIACTHBOCTI») CJIifi pETEIbHO KOHTPOJIIOBATH KJTiHIYHO (III0J0 03HAK KPoBOTedi abo aHeMil).
[HouBimyanbHa KOPEKLis J03U MOXKIIMBA 3a PIllIeHHSIM JIiKaps MiCJs OLHKY IMOTeHLIMHKX IepeBar i
PU3HUKIB [JIsT KOXKHOTO TallieHTa (quB. Tabmuiro 9 Buine). TecT Ha Koarymslliio (OIUB. PO3Min
«Oco6IMBOCTI 3aCTOCYBaHHS») MOXKe OTIOMOI'TY BUSIBUTH TAIiEHTIB 3 MiABUIIEHUM PU3UKOM
KPOBOTEYi, CIIPHYMHEHOI HafIMiPHOIO €KCII03UIli€lo nabiraTpany. AKII0 BUSBIEHO HagMipHY
€KCII03UIli10 mabiraTpaHy B IAIli€HTIB i3 BUCOKUM PHU3UKOM KPOBOTEYi, pEKOMEHIYETHCS 3MEHIIIeHA
mo3a 220 mr: mo 1 kancyni 110 Mr 2 pa3u Ha fo0y. YV pasi K/liHiYHO 3HAYyII0I KPOBOTEYi TiKyBaHHS
CJIi[ IPUIIUHUTH.

[TamieHTaM i3 racTpuToM, e3odaritom abo racTpoesodareanbHO0 PedII0KCHOI XBOPOOO MOXKHA
PO3TIIHYTH 3MEHINEHHS 0031 Yepe3 MiABUINeHUN PU3UK MACUBHUX IITYHKOBO-KHUIIKOBUX KPOBOTEY
(ouB. Tabmuiro 9 Buille Ta po3Min «OcoGIUBOCTI 3aCTOCYBaHHS»).

ITopyweHHA PYHKUIT HUPOK

JlikyBaHHS MAI€HTIB i3 TAKKUM MOPYIIeHHAM (QYHKIIil HUPOK (KJIipeHC KpeaTHuHiHy < 30 MI/XB)
mabiraTpaHy eTeKCHIaTOM IIPOTUIIOKa3aHe (OuB. PO3min «[IpoTUIOKA3aHHSI»).

[TamieHTaM 3 JeTKUMU MOPYIIeHHIMHU (QYHKIIII HUPOK (KilipeHc KpeaTuHiny 50-< 80 Mii/xB) KOpeK1is
[o3u He 1OTpiOHa. [[71g NalieHTiB i3 MOMipHUMHU NMOPYIIEHHIMU (QYHKINI HUPOK (KIipeHC KpeaTUHIHY
30-50 mi1/xB) peKOMeHI0BaHa fo3a gabiraTpany erekcunaty ctaHoBuTb 300 Mr - mo 1 kamcymi

150 Mr 2 pa3u Ha H00y. OfHaK [Jg MallieHTiB 3 BUCOKUM PU3UKOM KPOBOTEY MOXKIIUBE
3HMXKEHHS 03U mabiratpany erekcunaty A0 220 mr: mo 1 Kancyni 110 mMr 2 pa3u Ha [00y (mus.
po3ninu «OcobIUBOCTi 3acToCyBaHHA» Ta «®DapMakokiHeTuKa»). [I7g maIli€eHTiB i3
IOPYIIeHHSAM (YHKIIl HIPOK PEKOMEHI0BAHO PETEJIbHE KITiHiYHEe CIIOCTEPEKEHHS.

OdHouacHe 3acmocysaHHsa dabieampaHy emekcuaamy 3 iHeibimopamu P-2aikonpomeiHy 8i0 neekux
00 noMipHUX, HANPUKAAa0 3 amio0apoHoM, XiHiouHom abo eepanamisom.

He noTpibHO KopuryBaTu g03y IIpU OOHOYACHOMY 3aCTOCYBaHHi 3 amiomapoHoM abo XiHimfuHOM
(muB. po3minu «Oco6IUBOCTI 3aCTOCYBaHHS», «B3aeMopmist 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta iHImi
BUIY B3aeMofin», «OapMaKOKiHETHKa»).

[TamieHTaM, sIKi 3aCTOCOBYIOTh OQHOYACHO BeparaMis, Ciif 3HU3UTH [03Y (AuB. Tabnuiio 9 BUie Ta
po3minu «Ocob6IUBOCTI 3aCTOCYBaHHSI» Ta «B3aeMofiis 3 iHIMMME TiKapChKUMU 3acobaMu Ta iHIITi
BUOM B3a€MOiii»). Y npoMy Bumanky mabiraTpaHy eTeKCcuiaT Ta BepalaMisl CJliff 3aCTOCOBYBaTU
B OIMH 1 TOM XKe 4ac.

Maca mina



Kopekiiis no3u He noTpidHa (quB. po3nin «®apMakKoKiHeTUKa»), ajie MallieHTaM 3 Macoo Tina < 50 Kr
PEKOMEHI0BaHO PETENIbHUM KITiIHIYHUN KOHTPOJIb (OUB. po3ain «OcobIUBOCTI 3aCTOCYBaHHS»).

Cmamb

Kopekiris no3u He noTpidHa (quB. po3nin «®apMaKoKiHeTUKA»).

Cnocib 3acmocy8aHHs:.

Lleit nmikapchKu# 3acib 3aCTOCOBYIOTH ITepopabHO. Karcymy MoxxHa IpuiiMaTH He3alexkHo
Bif BxkMBaHHA 1XKi. Kamcyny ciig KOBTaTH I1iJI0l0, 3alIMBal0YX CKJITHKOIO BOIM HJIS
IIOJIETIIEHHSA IOTPAIIAHHSA B LIJIYHOK. [lamienTiB Cif MonepenuTy Ipo Te, 10 He MOXKHa
BiIKpPUBATU KAIICYyJLy, OCKIJIbKY I1e MOXKe IiABUIIUTY PU3UK KPOBOTeUi (IUB. PO3Ain
«®apMaKOKiHETHKA»).

Himu.
Hewmae oOrpyHTyBaHHS 3acTocyBaHHs npemnapaTy [IPAJJAKCA miTsM 3a moKa3aHHSIMU:

- IIepBUHHA MpodinakTHKa BEeHO3HUX TPoMOoeMOOIiYHUX OfIill Y Malli€HTiB, SKi IepeHecIu
IIJIAHOBY OIlepalliio i3 MOBHOI 3aMiHM KYJIbIIIOBOTO CyTryiofa a00 KOoJiHHOTO CyTrio6a;

- npodinakTHKa iHCYIBTY Ta CUCTEMHOI eMOOJTil Vv mallieHTiB 3 HeKanaHHow Qibpunsitieto
nIepefcepb;

- nikyBaHHSI TPOMO03y rnubokux BeH (TI'B) Ta merernesoi em6orii (JIE).

Ilepedo3yeaHHus.

Io3u gabiraTpaHy eTeKCUIIATYy, 110 IEPEBULIYIOTH PEKOMEHIOBAHI, TPU3BOAATH OO MiABUILIEHHS
PU3UKY KPOBOTEYI.

Y pasi migo3pu Ha nepefo3yBaHHS TECT Ha KOaryysdlilo MOXKe OOTIOMOI'TA BUSHAUUTU PU3UK
KpoBOTeUi (IuB. po3min «OcobmuBOCTI 3aCTOCYBAaHHS» Ta Migpo3min «PapMakoguHaMika»).
Kamni6posauwuit kinbkicuuit pPTY TecT abo moBTOpPHE BUMipioBaHHS PTY mae MOXKIIHUBICTD
nepen0ayuTH, KONMKU BU3Ha4YeHi piBHi mabirarpany OyayTh HOCATHYTI (AUB. MigpO3Min
«®apMakogrHaMiKa»), TaKOXK K OJOMATKOBHM 3aXifl MOXKHA PO3I0OYaTH miais.

HagMmipHa mpoTumist 3ropTaHHI0 MOXKe MoTpeOyBaTH MPUITMHEHHS JTiKyBaHHS gabiraTpany
eTekcunaTtoM. Ockinbku mabiraTpaH BUBOOUTHCS TOJIOBHUM YMHOM HUPKAMH, TO CJIif MiATPUMYBaTH
amekBaTHUM miypes. OCKinbKY 3B’3yBaHHS 3 OiTKaMu I1J1a3MU HHU3bKe, fabiraTpaH Moxe BUBOIUTHCS
3a JOTIOMOTOI0 Aiamni3y; KIiHIYHUN NOCBif 3aCTOCYyBaHHS Oiasidy oOMeXeHuM (OUB. MigPO3Iin
«PapMaKOKiHETHUKA»).



YnpagsrniHHg TeMopariYHuMu YCKIagHEeHHAMU

Y pasi remMopariyHux ycKiIagHeHb CII[ IPUIIMHUTY JIIKYBaHHS Ta 3'ACyBaTU AKepesio
KpoBoTeui. Crifl po3rnsgHyTH HeoOXimHICTh MPOBeIeHHS BiIIOBIAHOTO MiqTPUMYIOY0T0
JiKyBaHHS 3a/1€2KHO Bifl KJTiHIYHOI CUTYyallil, HaIPUKJIaf XipypriuHoro reMocTa3y 4n
BiTHOBIEHHS 00'€My HUPKYIIIOI0YO01 KPOBi, 3a71€KHO Bifl MpU3HaYeHHS TiKaps.

[Ipy BUHMKHEHHI 3arpO3H [JIs XXKUTTS YX IPY HEKOHTPOIbOBAHIM KPOBOTEUi, KOJIM HEOOXigHe IIBUIKE
NPUNKHEHHS aHTUKOATYISHTHOrO epekTy mabiratpany, Moxe OyTH IpHU3HAYeHUN crenudivyHui
PEeBEpPCUBHUM areHT (igapyiu3yMal) 3 aHTaroHiCTHYHAM eheKTOM Ha hapMaKOOWHAMIUHWIA BIIJTHB
nmabiraTpany (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

MoxHa PO3TISHYTH OOLITBHICTh 3aCTOCYBAHHS KOHIIEHTPATIB KOArynaIiiHuX (paKkTopiB
(akTMBOBaHUX a00 HEaKTHBOBaHKX) a00 pekoMbinaHTHOTO dakropa VIla. ICHYIOTE meski
eKCIIepUMEHTAaJIbHI [IaHi 10710 POJii 3a3HaY€HUX areHTiB Y peBepCyBaHHI aHTUKOATyJISHTHOT O
edekTy mabiraTpaHy, ajie gaHi 11010 IXHbOI KOPUCTI B KIIHIYHUX ITPOSIBAX, a TAKOXK
MOXKJIMBOTO PU3UKY BiIHOBIIEHHS CUMIITOMIiB TpoM0OoeMOoIIil Ayke oOMexeHi. Koarymsaiai
TECTH MOXKYTh CTaTU HENOCTOBIPHUMH IIiCJIg 3aCTOCYBaHHS 3allpOIIOHOBaHUX KOHIIEHTPATIB
KoarynsauinHux gakropis. Ciin BUABNATA 00€PEeXHICTh IPU TIIyMadeHHi IIuX TecTiB. TaKoxk
CJIif BUSBIIATH 00€PEXKHICTh IPU 3aCTOCYBaHHI KOHI[EHTPATiB TPOMOOIUTIB y BUMIaAKaX, KOJIH
IIPUCYTHS TPOMOOLUTOIEHisT a0 3aCTOCOBYBaIMCS aHTUTPOMOOIIMTAPHI JIiKapChKi 3aco6u
IIPOJIOHT0BaHoO1 fil. CHMITOMaTU4He JTIKyBaHHSA IIPOBOIATh 3a PEKOMEHAIliIMY JIiKaps.

KoHcynbranis ekcriepTa 3 Koaryisilii Moxe OyTH PO3TJIsSHYTa y pa3i MaCUBHUX KPOBOTEY (IIpU
HasIBHOCTI JaHOTO eKCIIepTa).

Io6iuni peakuii.

PesroMe npodino Oe3nern

Beamneky mabiraTpany etekcunary OyJI0 OLIiIHEHO B XO[Ii KJTiHiYHMX BUIIPOOYyBaHb MPUOGIU3HO Y
64000 nauienTiB; 3 HuX npubau3Ho 35000 malieHTiB OTPUMYBaIM TiKyBaHHS HabiraTpany
€TEeKCUJIaTOM.

3aranoM y 9 % naruieHTiB, sIKi mepeHecu MIaHOBY OIlepallio i3 3aMiHM KyJbIIOBOT0 abo KOJiHHOTO
cyrnoba (KopoTkodacHe liKyBaHHS 10 42 gHiB), 22 % nauieHTiB 3 Qpibpunsiiiero nepencepas, sSKi
JiKyBanucs s npodinakTUKY iHCYNIbTY Ta CUCTEMHOI eM0oJTil (MoBroTprBase nikKyBaHHS Oinbiie 3
pokiB), 14 % marieHTis, sxkuM nikyBanu TT'B/JIE, Ta 15 % nauieHTiB, gKi TiKyBanucs ajis
npodinaktuku TT'B ta JIE, criocTepiranucs mobidHi peakiiii.

Haituacrimmoio mo6iuHoI0 peakiiielo Oyna KpoBoTeua, 10 crocTepiranacs npubnu3uo y 14 %
NallieHTiB 3 KOPOTKOTPUBAJIUM JIIKYBaHHSM Y 3B’I3KY 3 IJIaHOBOIO 3aMiHOI0 KYJIBIIIOBOTO a0
KOJIIHHOTO Ccyryo0a, y 16,6 % matlieHTiB 3 (iOpuisiieio nepeacepnb, IKi TPUBaINUM Yac JTiKyBaluCcs
ISt TPOdiTaKTUKY iHCYTIBTY Ta cuCTeMHOI em0otii, Ta y 14,4 % y nmarienTis, skum nikyBanu TT'B/JIE.
Kpim Toro, kpoBoTeua BuHuKna y 19,4 % nauienTiB y gocuigkeHHi RE-MEDY 3 npodinaktuku
TI'B/JIE ta y 10,5 % matienTiB y mocmimxenni RE-SONATE 3 npodinaktuku TT'B/JIE.

OckinbpKY I'pyIy NalieHTiB, IKi JIiKyBaJucs 3a TphOMa II0Ka3aHHSIMY, He € 3iCTaBHUMU 1 BUTIAJKU
KPOBOTEY PO3MOileHi 3a CUCTEMaMH OPraHiB, KOPOTKA XapaKTePUCTUKA MACUBHUX i OYIOb-IKUX



KPOBOTEY PO3[iJieHa 3a IMOKa3aHHSMY i HaBefleHa y Tabnuisx 12-15.

Xo4a B KJTiHIYHUX [OCTiAKEHHSIX KPOBOTEYi TPAIJI/INCh PiIKO, BOHU MOXKYTh OyTH MaCHBHUMH abo
TSAKKUMU i, He3aJeKHO Bif] JI0Kasi3alii, CHpUYUHATYA BTPATy Npale3qaTHOCTI, 3arpOoXKyBaTH KUTTIO
a00 HaBiTh IPU3BOAUTH [0 JIETAJILHOTO HACTIMKY.

Y tabnuni 11 HaBemeHo M06GiUHI peakilii, BUSBJIEH] IIif 9ac JOCTigXKeHb Ta TOCTMAaPKETUHTOBUX JaHUX
3a MMOKA3aHHSMU IePBUHHOI MPodilakTHKK BeHO3HOI TpoMboeMOortii micyis omeparrii i3 3aMinu
KYJIbIIOBOTO @00 KOMiHHOTO cyrio6a, MpodinakTUKYU iHCYIbTY Ta CUCTEMHOI eMOOJTii y IalieHTiB 3
Gibpunsiiieio mepencepnb, a TaKOXK TiKyBaHHS Ta MPOoGiTakTUKX TPoMO03y IMuOOKUX BEH Ta
nereHeBol eM00JIil, 3a CHCTEMOI0 OpraHiB i YacToToI0. YacToTa BU3HAYAETHLCA SIK: OyKe YacTo
(=1/10),



luacto (=1/100-<1/10), meuacTto (=1/1000-<1/100), pioxo (=1/10000-<1/1000), nyxe pinko (<1/10000), HeBifoMO (He MOKHa BCTAHOBUTH 3a HasIBHUMHU

MaHUMM).
Tabmums 11
[Mo6iuni peakii
[Toxa3anus / YacToTa
Knac cucteM oprasis / [TepBuHHA mpodinakTuka BTE micns [TpodinakTuka iHCYynbTY Ta cucTeMHoi  |JIikyBaHHS Ta
[ToGiyHa peakuis omeparii i3 3aMiHU KynbioBoro abo embonii y marienTis 3 ¢pibpunsuieio mpodinakTuKa
osiHHOrO cyrioba epencepab TpoMO03y TIUOOKUX
|K BeH/ y1lereHeBoi emOoil

3 60Ky cucmemu Kposi ma aiM¢pamuyHoi cucmemu
aHEeMist HEe4yacTo [4acTo HEeYyacTo
BHUKEHHS PiBHS reMorobiny [4acTo HeyacTo HeBimoMO
TPOMOOLIUTOTIEH S imKO HEeYacTo imKO
3BHIKEHHST TeMaTOKPUTY HeYacTo imKO HeBimoMO
HelTponeHis HeBimoMO HeBimoMO HeBimoMO
arpaHynonuTo3 HeBimoMO HeBimoMO HeBimoMO
3 6oky imyHHOI cucmemu
MenMKaMeHTO3Ha rinepyyT/IuBiCTh HeyacTo HeyacTo HEeyacTo
BrCHUIIAHHS imKo HEeyacTo HEeyacTo
cBEp6iK ioTKO HeyacTo HeyacTo
aHabimakTHyHI peakii imKO imKO imKO
QHTiIOHEBPOTHYHHUH HAOPSIK imKO imKO imKO
[KponuB’ssHKa imKO imKO imKO
OpoHXOCTIasM HeBimoMO HeBimoMO HeBimoMO
3 60Ky Hepeosoi cucmemu
BHYTDIITHbOYEPETIHNH KDOBOBUJINB Ipinko lreuacto Ipinxo
3 60Ky cyOuHHoOi cucmemu
reMaToMa HeyacTo HEeyacTo HEeyacTo
[kpoBoTEUA imKo HEeyacTo HEeyacTo
[kposoTeua 3 panu HeuacTo -
3 60Ky OuxanbHOi cucmemu, opaaHie 2pyoHoi Kaimku ma cepe0oCmiHHA
HOCOBa KPOBOTEYA HeyacTo [4acTo [4acTo
[KpoBOXapKaHHS imKo HeyacTo HevyacTo
3 60Ky mpasHoi cucmemu
ITJTYHKOBO-KHIIIKOBA KPOBOTEYA HeyacTo luacTo luacTo
0171 y 2K1MBOTI imKo 'JacTo HeJacTo
niapest HEeyacTo lqacTo HEeyacTo
mucnerncis imKO 'JacTo 'JacTo
HyDoTa HEeYacTo lacTo HEeYacTo

€KTaJIbHa KPOBOTEYa HEeYacTo HEYacTo acTo
reMopoifabHa KpoBOTeYa HevyacTo HeyacTo HeyacTo
[I1TTYHKOBO-KUIIKOBA BUPa3Ka, BKIIIOYHO 3 pinko HeyacTo HeyacTo
[BUpa3KOI0 CTPaBOXOmY
racTpoe3odarit imKo HeyacTo HeyacTo
ractpoesodareanbHa pediokCHA XBOpoba imKo HeyacTo HeyacTo
01I0BaHHS HeyacTo HeyacTo HeyacTo
miicdaris imKO HEeYacTo imKO
enamobiniapHi nOpyweHHs
mopyIeHHs GyHKIIl NediHKN/BiIXUIeHHs Bifl [4acTo He4acTo He4acTo
HOpMHE TecTy QYHKIII meyiHKu
mifBUIEHHS PiBHS anaHiHaMiHOTpaHCcdepasu [HeyacTo HeyacTo HeyacTo
TiIBUIIEHHS PiBHS HeYacTo HeYacTo HeYacTo
acrapraramiHoTpaHchepasn
TiIBUIEHHS PiBHS NEYiHKOBUX ()ePMEHTIB HeJacTo imKO HeYacTo
rimepGinipy6inemis HeJacTo imKo HeBimoMO
3 60Ky wKipu ma niOWKipHOi KAIMKOBUHU
[KpOBOBUJIMB Ha LIKipi HEeyacTo lqacTo lyacTo
anoneris HeBiTOMO HeBiTOMO HeBiTOMO
3 60Ky 0NOPHO-PYX080i cucmemu ma CnoyYHoOi MKAHUHU
remapTpo3 [newacro Ipinko lnewacro
3 60Ky HUPOK ma ce4o8udibHOI cucmemu
ceyocTaTeBa KPOBOTeYa, BKIIIOUAIOYN HeyacTo l4acTo l4acTo
reMatypio
3azanvHi po3aadu ma cmaHu y Micui e8e0eHHs
[KpOBOBUJIMB Y MicHi iH’ €Kil imKo imKo imKo
II{pOBOBHJIHB y MiCIIi BBeIeHHsI KaTeTepa imKo imKo imKo
[KpOB’ AHHCTI BUiTEHHS inKo -
VWK00HCeHHA, MOKCUYHICMb Ma YCKAAOHeHH S npu npogedeHHi npouedyp
TpaBMaTHYHUY KPOBOBUIIUB He4acTo iIKo He4acTo
[KPOBOBUJIMB Y MiCIli pO3pi3y iIKO iIKo iIKO
OCTIpOIefypHa reMaToMa HeyacTo - -
[TOCTIPOIefyPHU KDOBOBUJINB HevyacTo -
mocTonepaliiina aHeMist imKo - -
TOCTIPOIeyPHi BUNINTEHHS HeyacTo - -
BUiEHHS B paHi HevyacTo - -

XipypeiuHi ma meduyHi npou,edypu

MpeHax paHu

Ipinko




luacto (=1/100-<1/10), meuacTto (=1/1000-<1/100), pioxo (=1/10000-<1/1000), nyxe pinko (<1/10000), HeBifoMO (He MOKHa BCTAHOBUTH 3a HasIBHUMHU

MaHUMM).
Tabmums 11
[Mo6iuni peakii
[Toxa3anus / YacToTa
Knac cucteM oprasis / [TepBuHHA mpodinakTuka BTE micns [TpodinakTuka iHCYynbTY Ta cucTeMHoi  |JIikyBaHHS Ta
[ToGiyHa peakuis omeparii i3 3aMiHU KynbioBoro abo embonii y marienTis 3 ¢pibpunsuieio mpodinakTuKa
osiHHOrO cyrioba epencepab TpoMO03y TIUOOKUX
|K BeH/ y1lereHeBoi emOoil

3 60Ky cucmemu Kposi ma aiM¢pamuyHoi cucmemu
aHEeMist HEe4yacTo [4acTo HEeYyacTo
BHUKEHHS PiBHS reMorobiny [4acTo HeyacTo HeBimoMO
TPOMOOLIUTOTIEH S imKO HEeYacTo imKO
3BHIKEHHST TeMaTOKPUTY HeYacTo imKO HeBimoMO
HelTponeHis HeBimoMO HeBimoMO HeBimoMO
arpaHynonuTo3 HeBimoMO HeBimoMO HeBimoMO
3 6oky imyHHOI cucmemu
MenMKaMeHTO3Ha rinepyyT/IuBiCTh HEevacTo HevacTo HevacTo
BrCHUIIAHHS imKo HEeyacTo HEeyacTo
cBEp6iK ioTKO HeyacTo HeyacTo
aHabimakTHyHI peakii imKO imKO imKO
QHTiIOHEBPOTHYHHUH HAOPSIK imKO imKO imKO
[KponuB’ssHKa imKO imKO imKO
OpoHXOCTIasM HeBimoMO HeBimoMO HeBimoMO
3 60Ky Hepeosoi cucmemu
BHYTDIITHbOYEPETIHNH KDOBOBUJINB Ipinko lreuacto Ipinxo
3 60Ky cyOuHHoOi cucmemu
reMaToMa HeyacTo HEeyacTo HEeyacTo
[kpoBoTEUA imKo HEeyacTo HEeyacTo
[kposoTeua 3 panu HeuacTo -
3 60Ky OuxanbHOi cucmemu, opaaHie 2pyoHoi Kaimku ma cepe0oCmiHHA
HOCOBa KpOBOTEYA HevacTo [uacTo [uacTo
[KpoBOXapKaHHS iIKo HedacTo HeyacTo
3 60Ky mpasHoi cucmemu
ITJTYHKOBO-KHIIIKOBA KPOBOTEYA He4acTo [uacTo [1acTo
0171 y 2K1MBOTI imKo 'JacTo HeJacTo
niapest HEeyacTo lqacTo HEeyacTo
mucnerncis imKO 'JacTo 'JacTo
HyDoTa HEeYacTo lacTo HEeYacTo

€KTaJIbHa KPOBOTEYa HEeYacTo HEYacTo acTo
reMopoifanbHa KpoBOTEYA HevacTo HeyacTo HeyacTo
1I1TyHKOBO-KHIITKOBA BUPa3Ka, BKIIIOYHO 3 pinKo HevacTo HevacTo
[Bpa3Koi0 CTPaBOXOAY
ractpoe3odarit iIKo HevacTo HevacTo
racTpoe3odareanbHa pedIoKCHa XBOpoba imKo HevacTo HevacTo
0/110BaHHS He4acTo HevacTo HevacTo
miicdaris imKO HEeYacTo imKO
enamobiniapHi nOpyweHHs
mopyIeHHs GyHKIIl NediHKN/BiIXUIeHHs Bifl [4acTo He4acTo He4acTo
HOpMHE TecTy QYHKIII meyiHKu
mifBUIEHHS PiBHS anaHiHaMiHOTpaHCcdepasu [HeyacTo HeyacTo HeyacTo
TiIBUIIEHHS PiBHS HeYacTo HeYacTo HeYacTo
acrapraramiHoTpaHchepasn
TiIBUIEHHS PiBHS NEYiHKOBUX ()ePMEHTIB HeJacTo imKO HeYacTo
rimepGinipy6inemis HeJacTo imKo HeBimoMO
3 60Ky wKipu ma niOWKipHOi KAIMKOBUHU
[KpOBOBUJIUB Ha LIKipi HevacTo 1acTo [1acTo
anoneris HeBiTOMO HeBiTOMO HeBiTOMO
3 60Ky 0NOPHO-PYX080i cucmemu ma CnoyYHoOi MKAHUHU
remapTpo3 [newacro Ipinko lnewacro
3 60Ky HUPOK ma ce4o8udibHOI cucmemu
ceyocTaTeBa KPOBOTEYA, BKIIIOYAIOUU He4acTo [HacTo [qacTo
reMatypio
3azanvHi po3aadu ma cmaHu y Micui e8e0eHHs
[KpOBOBUJIMB Y MicHi iH’ €Kil imKo imKo imKo
II{pOBOBHJIHB y MiCIIi BBeIeHHsI KaTeTepa imKo imKo imKo
[KpOB’ AHHCTI BUiTEHHS inKo -
VWK00HCeHHA, MOKCUYHICMb Ma YCKAAOHeHH S npu npogedeHHi npouedyp
TpaBMaTHYHUY KPOBOBUIIUB He4acTo iIKo He4acTo
[KPOBOBUJIMB Y MiCIli pO3pi3y iIKO iIKo iIKO
mocTIIpoliefypHa reMaToMa HevacTo - -
TOCTIIPOIEIYPHYH KPOBOBIJIUB HevacTo -
mocTonepaliiina aHeMist imKo - -
TOCTIPOIeyPHi BUNINTEHHS He4acTo - -
BUiEHHS B paHi HevyacTo - -
XipypeiuHi ma meduyHi npou,edypu
Tpenax paHn Ipinko I I
[rocTnponenypruit mpenax Jpinko I I




Onuc okpeMux nobiyHUX peakuit

Kposomeui

3 ormnsimy Ha (hapmakooriuHuE MexaHi3M [il, 3aCTOCYBaHHS mabiraTpaHy eTEKCHIaTy MOXKe 0yTH
acolliioBaHe 3 MMiIBUINIEHUM PU3UKOM IIPUX0BaHOI ab0 IBHOI KPOBOTEUi, SKa MOXKe
BUHUKHYTH V OyOb-IKMX TKaHUWHAX ab0 opraHax. CUMIITOMHU Ta TAXKKICTh (BKIIIOYAIOYH
neTanbHUN HACJIIIOK) 3ajekaTh Bifl JOKai3alli Ta cTyneHs a0o IOIMMPeHHST KPOBOTeYi Ta/abo
aHeMil. B xomi KyTiHiYHUX JOCTiKeHb KPOBOTEUI CTM30BUX 000JIOHOK (HAMPUKJIA[ IITYHKOBO-
KMIIIKOBi, CEY0CTaTeBi) CIlocTepiranucs 4acTillle Ipy TPUBAJIOMY JIiKyBaHHi fabiraTpaHy
€TEeKCUJIaTOM B IOPiBHAHHI 3 NikyBaHHAM ABK (aHTaronictu Biraminy K). Takum umHOM, Ha
OOJaTOK [0 MOCTAaTHHOTO KITiIHIYHOTO CIIOCTEPekKEeHHS, Tab0opaTOpHi IepeBipKY ITOKa3aHb
reMorjio0iHy/TeMaTOKPUTY € BaXKJIMBUMU 151 BUSBJIEHHS IIPUXOBAaHUX KPOBOTEY. PU3UK
KPOBOTEY MOXKE 3pOCTaTU y IeBHUX I'PYII NALi€HTIB, HAIPUKJIIaA Y NAli€HTIB 3 IOMipHUMU
OpyIneHHAMY (QYHKII1 HUPOK Ta/abo0 y MallieHTiB i3 CyyTHHOIO Tepalli€lo, Ka BIJINBAE Ha
remMocTas, abo cunbHUMU iHTiOiTOpaMu P-gp (muB. po3min «Oco6IUBOCTI 3aCTOCYBaHHS»: PU3UK
KpoBoTeui). Ha remMopariuni yckmagHeHHSI MOXKYTh BKa3yBaTH CJ1abKicThb, OITigicTh, 3aTaMOpOYeHHS,
royioBHUH 0intb a00 HAOPSKY 3 He3'SICOBAHOI MPUYMHH, 3aiUIIKa Ta IIOK 3 He3'SICOBAHOl IPHUYMHH.

[ToBimOMIIANIOCS, 110 BiIOMi YCKIIagHEHHS KPOBOTEY, TaKi IK KOMIIapTMEHT-CUHOPOM, rOCTpa
HHAPKOBa HEJOCTATHICTh Yepe3 rinonepdyaito Ta Hedpomaris, IOB’s13aHa 3 aHTUKOATyJISHTHOIO
Tepallielo, CIIOCTePiraauch y Mali€HTIB 31 COPUATIUBUMY (PaKTOpaMu PU3UKY IIPU 3aCTOCYBaHHI
nabiraTpany eTekcunaty. oMy BIpOTITHICTE KPOBOTEUI CJIiff BpaXOBYBaTH IIPU OLHII CTAHY Y
OyOb-IKOT0 TallieHTa, SIKAW OTPUMYE aHTHUKOATyISHTHY Tepariio. Crneuudiynuii mpemapat
3BOPOTHOI il s mabiraTpaHy - imapynu3ymab - MOXKHa 3aCTOCOBYBATH Y pa3i BUHUKHEHHS
HEKOHTPOJIbOBAHOI KPOBOTEYi (IUB. po3Min «Ilepemo3yBaHHT»).

ITepsuHHa npodisrakmuka BTE 8 opmoneduyHiu xi eil.

Y tabmuni 12 HaBefeHO [aHi moA0 KinbKocCTi (%) MallieHTiB, y SKUX cliocTepiranacs sk mobiuHa
PeaxIlisi KpoBOTeYa IPOTSITOM JIiKyBaHHS 3a IMOKa3aHHSAM IepBHHHA IPodilakTKa BEHO3HUX
TpoMO0eMOOTiYHUX IOl V IBOX 0a30BUX KITIHIYHUX [OCTIAXKEHHSX, i3 3a3HaUeHHAM BUIIPOOYBaHUX
os3.

Tabmuig 12

Kinekicts (%) nmauieHTis, y skux Oyna nobiuHa peakiis KpoBOTedYa
[ToKa3HUK [abiraTpany [TabiraTpany EHOKCaapuH

etekcuyaT 150 mr |etekcunat 220 mr [N (%)

1 pa3 Ha meHb 1 pa3 Ha meHb N

N (%) (%)
KinpKicTh maIfieHTiB 1866 (100,0) 1825 (100,0) 1848 (100,0)
MacrBHa KpoBOTEYa 24 (1,3) 33 (1,8) 27 (1,5)
Bynp-gKa KpoBoTeda 258 (13,8) 251 (13,8) 247 (13,4)




IIpoghinakmuka iHcy1bmy ma cucmemHoi emb0.ii y dopocaux nauieHmis 3 ¢pibpuaauicto
nepedcepdsb 3 00HUM abo KiabKoma pakmopamu pPusuky.

Y Tabnuni 13 HaBeneHO [aHi 00 BUIMIafIKiB KPOBOTEY Biff MACUBHUX 0 OyOb-IKUX KPOBOTEY, SAKi
CIIOCTEPITanuCs y X04i OCHOBHOTO AOCTiAKeHHS NMPOoGinakTUKYU iHCYNIbTYy Ta CUCTEMHOI eM0OJIil ¥
nauieHTiB 3 Gpidpunsiiero nepencepas.

Tabmuns 13

Bunagku KpoBOTeY y OOCHTigKEeHHIX TPOQilakKTUKY IHCYIbTY Ta CUCTeMHOI eMOOIil y IallieHTiB 3
Gibpunsirieio mepeacepnb

[ToKa3HUK [abiraTpany [TabiraTpany Bapdapun
eTeKCHUIAT eTEeKCHUIAT
110 mr 2 pasu Ha | 150 Mr 2 pa3u Ha
IEHb IeHb
KinpKiCcTh paHoMi3oBaHUX NamieHTiB [6015 6076 6022
MacuBHa KpOBOTeYa 347 (2,92 %) 409 (3,40 %) 426 (3,61 %)
BHYTPIITHbOYEPEIIHA KPOBOTEYA 27 (0,23 %) 39 (0,32 %) 91 (0,77 %)
[ITYHKOBO-KHMIIIKOBa KPOBOTEYa 134 (1,13 %) 192 (1,60 %) 128 (1,09 %)
feTanibHa KPOBOTEYa 26 (0,22 %) 30 (0,25 %) 42 (0,36 %)
He3HayHa KpOBOTEYa 1566 (13,16 %) 1787 (14,85 %) 1931 (16,37 %)
Bynb-sika KpoBoTeda 1759 (14,78 %) 1997 (16,60 %) 2169 (18,39 %)

Y natieHTiB, paHIOMi30BaHUX [0 TPYIH 3aCTOCYyBaHHS mabiraTpaHy eTekcunaTy y mo3i 110 mr pgBiui
Ha 700y abo 150 Mr aBiui Ha goOy, cIiocTepiraBcsl 3HaYHO HUKUYNM PU3UK BUHUKHEHHS He0e3MeyHux
OJ1 XKUTTS KPOBOTEY 1 BHYTPIIIHOYEPEITHUX KPOBOBUJIMBIB MOPIBHAHO 3 TAKUM Y TAIiEHTIB, SKi
oTpumyBanu Bapdaput [p < 0,05]. O6ugBa mo3yBaHHS mabiraTpaHy eTEKCUIATY TaKOXK
XapaKTepu3yBaJIUCh CTAaTUCTUYHO 3HAUYILO HUKYOK 3arajibHOI0 YaCTOTOI KPOBOTEU. Y MAalli€HTIB,
paHIoMi30BaHUX IO IPYIH 3aCTOCYBaHHA mabiraTpany eTekcumnarty y no3i 110 mr gBiui Ha mo0y,
CIIOCTepiraBcsl 3HAYHO HUKYMY PU3UK MACUBHUX KPOBOTEY, HiX y IAI[iEHTIB, SKi OTPUMYyBaIu
Bapdapun (BigHOmeHHs pu3ukis 0,81 [p = 0,0027]). V mariienTiB, paHg0Mi30BaHUX A0 IPYIU
nabiratpany eTekcumnaTy y mo3i 150 Mr aBiui Ha mo0y, crocTepiraBcs 3HaYHO BUILINYM PU3UK MaCUBHUX
IIJTYHKOBO-KUIIKOBHX KPOBOTEY IOPiBHSIHO 3 TAKUM Y TAIli€HTIB, AKi OTpUMYyBaau Baphapux
(BipHOmEeHHs pu3uKiB 1,48 [p = 0,0005]). Lle# edekT Bin3HauYaBCS MepeBaXKHO y MallieHTiB BIKOM =75
POKiB.

Kniniyni nepeBaru gabiraTpaHy eTeKCUIATy CTOCOBHO MPOGinakKTUKYU iHCYNIbTY Ta CUCTEMHOI eMOoJTil
Ta 3HUKEHUM PU3UK BHYTPIIIHHOMO3KOBOI KPOBOTEYi IMOPIiBHSIHO 3 TAKMMU IIPU 3aCTOCYBaHHI
Bapdapuny 3adikcoBaHi B iHAMBiAyanbHUX CyOTrpynax, HalpUKIIaf, 3a HIPKOBOIO HENOCTATHICTIO,
BiKOM, OTHOYaCHUM 3aCTOCYBaHHSM iHIINX JTiKapChKUX 3aC00iB, TAaKUX K aHTUTPOMOOIUTAPHI
3acobu abo inribiTopu P-gp. Tomi sk neBHi CyOrpynu malieHTiB MalOTh MiABUIEHUN PU3UK MacCUBHOI
KPOBOTEYi ITPX 3aCTOCYBAHHI aHTUKOATYJISHTIB, HAAMIipHUY PU3UK KPOBOTEUi mIst abiraTpany
MOXKJIMBUY BHACIIJOK IIJTyHKOBO-KHAIIKOBOI KPOBOTEYI, 1110 MOXKe BUHUKHYTH IIPOTATOM 3-6 MiCSLiB
IicyIs MoYaTKy Teparil fabiraTpaHy eTeKCHUIaTOM.

JlixyeanHa TI'B i JIE ma npogisrakmuka peyudugyr4o20 TI'B i JIE y dopocaux (aikysanHsa TI'B/JIE).



Y tabnuni 14 HaBeeHO MaHi 1010 BUMIAOKIB KPOBOTEY, SIKi CIIOCTepiramucs y xofi 00’emHaHUX
ocHoBHUX pocuimxkeHb RE-COVER i RE-COVER I 3 mikyBauust TT'B/JIE. B 06’eqHaHUX JOCTIIXKEHHIX
IIOYATKOBI KiHIIeBi TOYKY 6e3MeKH MaCUBHUX KPOBOTEY, MAaCUBHUX a00 KITiHIYHO 3HAYYIIUX KPOBOTEY
Ta OyOb-IKUX KPOBOTEeY Oy 3HAUYIIO0 HUKUYKUMHU IIOPIiBHSIHO 3 TAKUMH IIPH 3aCTOCYBaHHI BaphapuHy
IIpYX HOMiHAJILHOMY DiBHI anbda 5 %.

Tab6muig 14

Bunagku kpoBotedu y mociimxkenHsx RE-COVER i RE-COVER 11, sxki 6ynu HampaBiieHi Ha
nikyBaHHs TT'B Ta JIE

[Toka3HUK [abiratpany Bapdapun BigHOIIEHHS
etekcunat 150 mr PU3UKIB IIOPIBHSHO
2 pa3u Ha OeHb i3 3aCTOCYBaHHSIM
Bapdapuny (95 %
noBip4oro
iHTepBay)
KinbKiCTh HAlli€eHTiB, BKIIIOYEHUX B 2456 2462
aHaIi3 0e3nexu
MacuBHiI KpoBOTEYi 24 (1,0 %) 40 (1,6 %) 0,60 (0,36; 0,99)
BHYTPIITHbOYEPEIIHa KPOBOTEYa 2 (0,1 %) 4 (0,2 %) 0,50 (0,09; 2,74)
MaCHBHA IITyHKOBO-KUIIIKOBA 10 (0,4 %) 12 (0,5 %) 0,83 (0,36; 1,93)
KpPOBOTEYaA
KpOBOTeYa, HeOe3meyHa IOyist KUTTS 4 (0,2 %) 6 (0,2 %) 0,66 (0,19; 2,36)
MacuBHa KpOBOTe4a/ KITiHIYHO 109 (4,4 %) 189 (7,7 %) 0,56 (0,45; 0,71)
3a7ekKHa KpoBoTeda
Bynb-sKa KpoBOTEYa 354 (14,4 %) 503 (20,4 %) 0,67 (0,59; 0,77)
Bymb-siKa MITyHKOBO-KUIIIKOBA 70 (2,9 %) 55 (2,2 %) 1,27 (0,90; 1,82)
KpPOBOTEYA

Bunapku KpoBoTed 1151 000X MeTOZIB JIiKyBaHHS OyJNy OLiHEHI Micys Mepuoro 3aCTOCyBaHHS
mabiraTpaHy eTeKcunaty abo BappapuHy IicIis 3aKiHYeHHS IapeHTepasbHOI Tepartii (TimTbKu
Iepiof mepopaabHOTo NiKyBaHHS). HaBeneHi aHi BK/IO4YalOTh BCi BUMTAJKU KPOBOTEY, K1
CIIOCTepirajaucs MpOTIrOM 3aCTOCYBaHHS mabiraTpany eTekcumnaty. [ Bapdapuny 6yno
BKJIFOYEHO BCi BUITQJKXA KPOBOTEY, 3a BUHATKOM THUX, IKi CIIOCTEPIraJucs NpoTIroM
IIepPeXimHOTO Mepiony 3 IapeHTepasbHOl Tepallil Ha BapQapuH.

Y Tabnuni 15 HaBe#eHO [aHi 00 BUIMKiB KPOBOTEY, SIKi CIIOCTEPIiranucs y X0ofi OCHOBHOTO
nocripxkenass RE-MEDY npodinaktuku TI'B/JIE. [leski KpoBoTedi (MacuBHi/ KJIiHIYHO 3HAYyIIi; Oyab-
SIKi) TIpY HOMiHaIbHOMY PiBHI 3HAYyIIOCTi 5 % Oy/IM 3HAYYII0 HUKYKUMY Y MAlli€HTIiB, AKi OTPUMYBaIK
mabiraTpaHy eTeKCUIIaT, IIOPiBHSIHO 3 TAKUMH Y TMAIiEHTIB, IKi OTPUMYyBajIu BapapuH.

Tabnuns 15

Bunapku kpoBoTed y pociigxkenHi RE-MEDY, ske Oyio HanpaBieHe Ha mpodinaktuky TT'B
Ta JIE



OJIS 2KUTTSA

[ToKa3HUK [TabiraTpany eTekcumnaT [Bapbapun BigHOIIEHHS PU3UKY
150 mr 2 pa3u Ha geHb [TOPiBHSHO i3

3aCTOCYBaHHSIM
Bapdapuny (95 %
[OBIpPYOro iHTEepBay)

KinbKiCTh HAIli€HTIB, 1430 1426

BK/IIOYEHHUX B aHalli3

0e3mexrn

MacuBHiI KpoBOTEUi 13 (0,9 %) 25 (1,8 %) 0,54 (0,25; 1,16)

BHYTPIIIHLOYEPETHA 2 (0,1 %) 4 (0,3 %) He MoxkHa

KPOBOTEYa po3paxyBaTu*

MaCHBHA LIIYHKOBO- 4 (0,3 %) 8 (0,5 %) He mMoxkHa po3paxyBaTu

KHIITKOBA KPOBOTEYA *

KpoBoTeda, HeOe3meuHa |1 (0,1 %) 3 (0,2 %) He MoxxHa po3paxyBaTu

Lk

MacuBHa KpoBoTeuda/
KJIIHIYHO 3HaYyIla
KpPOBOTEYA

80 (5,6 %)

145 (10,2 %)

0,55 (0,41; 0,72)

Bynb-siKa KpoBOTEYA

278 (19,4 %)

373 (26,2 %)

0,71 (0,61; 0,83)

Oynb-siKa IIIYHKOBO-
KHITKOBA KPOBOTEYA

45 (3,1 %)

32 (2,2 %)

1,39 (0,87; 2,20)

* BigHoIleHHsI pU3UKY He OLIHIOBAJIH, OCKIJIbKY He BHSBJIEHO BUMAMKIB B XKOMHIM 3 TPy HAIliE€HTIB.

Y Tabnuni 16 HaBe#eHO [aHi 1010 BUIAMKiB KPOBOTEY, SKi CIIOCTEPIiranucs y X0ofi OCHOBHOTO
nocnimxkenHs RE-SONATE 3 npodinaktuku TT'B/JIE. PiBenb koMmObiHallil MacHBHUX KPOBOTEY/
KJIIHIYHO 3HAYYIIUX KPOBOTEY Ta PiBeHb OYIb-IKUX KPOBOTEY IIPU HOMiHA/IbHOMY PiBHI anbda 5 %
OyIu 3HAYYIIO HUKYKUMHU V TALiE€HTIB, IKi OTpuMyBasu miare6o, IOPiBHSHO 3 TAKUMH Y TALi€HTIB,
SIKi oTpuMyBaju gabiraTpaHy eTeKCUarT.

Tabmuig 16

Bunanku kpoBoTted y gociaigxkeni RE-SONATE, sike 0y/io HanpasieHe Ha monepenxenHsi TI'B ta JIE

OJIS1 2KUTTS

[ToKa3HUK IMabiraTpany etekcunat |[[Inamne6o BigHOIIEHHS PU3UKY
150 Mr 2 pa3u Ha [eHb MTOPIBHAHO 13

3aCTOCYBaHHSM I1are6o
(95 % moBipyoro
iHTepBay)

KinbKiCTh HAlli€HTIB, 684 659

BKJIIOYEHUX B aHaIi3

Ge3nexu

MacuBHI KpoBOTEYi 2 (0,3 %) 0 He MoxxHa po3paxyBaTu
Pk

BHYTpIIIHbOYEPEITHA 0 0 He MoxHa po3paxyBaTu

KpPOBOTEYa *

MaCUBHA ILIITyHKOBO- 2 (0,3 %) 0 He MoxHa po3paxyBaTu

KMIITKOBA KPOBOTEYa *

KpoBoTeda, HeOe3meuyHa |0 0 He MoxxHa po3paxyBaTu

Lk




MacuBHa KpoBoTe4da/ 36 (5,3 %) 13 (2,0 %) 2,69 (1,43; 5,07)
KJIIHIYHO 3HAaYyllla

KpPOBOTEYA
Bynp-gKa KpoBoTeda 72 (10,5 %) 40 (6,1 %) 1,77 (1,20; 2,61)
Oymb-siKa MITYHKOBO- 50,7 %) 2 (0,3 %) 2,38 (0,46; 12,27)

KHNIITKOBa KPOBOTEYa

* BifHOILIEHHS PU3UKY HE OIL[IHIOBAJIM, OCKIJIbKY He BUSBJIEHO BUIIQMKIB B KOAHIN 3 TPy IAIi€HTIB.

ArpaHyonuTO3 i HEUTPOIEeHisa

IyXKe pigKo MOBiIOMIIANIOCS IIPO arpaHyJIONMUTO3 Ta HEUTPOIIEHIIO i Yac 3aCTOCyBaHHs fabiraTpaHy
etekcumnaTy. OCKinbKu Ipo mo0iYHi peakilil MOBiHOMIISAIOCS MIPOTATOM IIOCTMAapPKETUHTOBOTO
IOCTIiIKEeHHS HaceJIeHHST HEBiOMO1 YMCEeIbHOCTI, JOCTOBIPDHO BU3HAYUTH YaCTOTY IX
BUHUKHEHHS HEMOXK/INBO. KoedillieHT 3BITHOCTI OIiHIOBa/IM 5K 7 SIBUI Ha 1 Minbi0OH
IaI[ileHTO-POKIB II0J0 arpaHyJIOLUTO3y Ta AK 5 ABULI Ha 1 MiIb1OH MallieHTO-POKIB 00
HEUTPOIIEHil.

[ToBigoMIeHHS PO IMif03pI0BaHi M06iYHI peakiril

[ToBimomieHHS po MOo6iuHi peakilil micis peecTpallil TikapchKoro 3aco0y Ma€ BaXK/IuBe 3HAYEHHS.
Lle mae 3MOry IIPOBOOUTYU MOHITOPUHT CIIiBBITHOIIEHHS KOPUCThH/PU3UK IIPU 3aCTOCYBaHHI
IILOTO JTIiIKapChKOro 3acoby. MemuyuuM Ta (papMalleBTUYHKM MpalliBHUKAM, a TaK0XK
narfiedtTaM abo IXHiM 3aKOHHUM IIpeiCTaBHUKAM CJIi[l IIOBiTOMISATH IIPO YCi BUNIAKU
nifmo3poBaHuX M00IYHUX peakKlliit Ta BiiCyTHOCTI eeKTUBHOCTI JTiKapChKOTO 3aco0y yepes
aBTOMaTH30BaHy iHpopMaliiHy cucteMy 3 (hapMaKOHArIsAAy 3a IIOCUJIaHHSAM:
https://aisf.dec.gov.ua

mepmiH npudamHocmi.

3 POKM.

YMmoBH 30epiraHHsi.

36epiratu B OpUTiHAJIbHIN YIIAKOBL A1 3aXUCTY Bifl BOJIOTU IIPU TeMIepaTtypi He Buine 25 °C.
30epiraTy B HEOOCTYIMHOMY AJISI HiTel Micti!

YnakoBka.

I[To 10 kamncyn y 6micTepi; mo 6 67icTepiB y KapTOHHIN KOPOOIIi.



Kareropis Bigmycky.

3a penenToM.

BupOOHHK.
Bepinurep Iarensxaiim ®apma I'm6X i Ko. KI', Himeuuuna/

Boehringer Ingelheim Pharma GmbH & Co. KG, Germany.

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOr0 ajJpeca MicCIsi IPOBaAKeHHsI Tis/IbHOCTI.
Binrep Iltpacce 173, 55216 IarensxaiuM Ha Peini, HimeuunHa/

Binger Strasse 173, 55216 Ingelheim am Rhein, Germany.



