THCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y
IIPATAKCA®

(PRADAXA®)

Cknao:
ditoua peuosuHa: mabiraTpaHy eTeKCHIIAT;
1 kamcyna mictuth 150 Mr mabiraTpaHy eTeKCUnaTty y BUTJISOI Me3UIaTy;

donomidicHi peyo8uHU: aKallisi, KUCJIOTa BUHHA, TiIPpOMeENo3a, IUMETUKOH, TaJIbK,
TiOPOKCHUIIPOIIILIEI0II034a;

o6os0HKa kancyau: KapareHaH (E 407), kaniro ximopup, tutany giokcup (E 171), ingurokapmin
(E 132), rimpoMenosa, Bofa OUMIIeHa;

Hanuc Ha Kancy/i YOpHUAAMu Y0opHO20 Koabopy SW-9008: menak, CiupT OYTUIIOBUHM, CIIUPT
i3ompominoBui, 3amiza okcup yopHuii (E 172), Boga ouuirieHa, npominenrinikons (E 1520), coupt
eTHI0BUY 0e3BOOHMIM, PO3YMH aMOHII0 KOHIIEHTPOBAHUM, KaJTiio TiIPOKCHUI.

JlikapcbKka ¢popma. Kancynu TBepi.

OcHoO8HI (pi3uko-XimMiuHI 8/1acMuUB0OCMI: KaICylu 3 TiIpOKCUIIpominMeTunuentono3u (0 po3Mipy) 3
HEIIPO30P0I0 CBIiT/IO-0IaKUTHOI0 KPUIIIEYKOI0 i3 CHMBOJIOM KoMIaHil bepinrep IHreapxaiiMm 40pHOTO
KOJIbOPY Ta HeIpo30puM OiTuM TijloM KarcyJiy i3 CHMBOJIOM YOPHOTO Konbopy «R150», 110 MicTUTD
JKOBTYBATI [IeJIETH.

®dapMmakoTepaneBTHYHaA rpymna. AHTUTpoMOOTHYHI areHTH. IIpsmi inribiTopu TpoMOiHy.

Kom ATX BO1A EO7.

dPapmako102iuHi 8 1acmueocmi.

dapmakoduHamika.

Mexani3m 0ii. [IadiraTpany eTeKCH/IAaT HaJI€XKHUTh I0
HU3bKOMOJIEKY/ISIPHUX MPOJIIKiB, sIKi He MIPOABIAIOTH



¢dapmakonoriuynoi akTuBHOCTI. IIic/ist mepopajbHOTO
NPHHOMY dabiraTpaHy eTeKCcHaT HMIBUAKO BCMOKTYEThLCA i
NMepeTBOPIETHCSA Ha JadirarpaH IUISIXOM KaTaIi30BaHOT O
ecTepa3010 rigposily B maa3mi Ta nedinni. [ladirarpan €
CHWIbHHMM KOHKYPEHTHHM O0OOPOTHHM IPSIMHM iHTidiTOpOM
TPOMOiHY Ta rOJIOBHOI0 aKTHBHOI0 PEYOBHHOIO B I/Ia3Mi.

Ockinbky TpoMOiH (CeprHOBa MpOTea3a) aKTUBYE ITepPeTBOPeHHS GibpuHOTEHY ¥ QiOpUH y
CHCTEMi 3rOpTaHHs KPOBi, TO MOr0 NMpUTHiYeHHs 3anobirae po3BuTky TpomoOy. JabiraTpan
TAK0X IPUTHIYYe BinbHUM TpoMOiH, piOpHHO3B’I3aHUM TPOMOIH Ta CIPUUYMHEHY TPOMOiHOM
arperairito TpOMOOIIUTIB.

®apmakoduHamiuHi enausu. ICHYy€ 4iTKa KOpPesllis MiXK KOHIIEHTpallielo gabiraTpany B mia3Mi
KPOBi Ta CTyIleHEM aHTUKOATyIAIiNHOTO e(peKTy Ha OCHOBIi gocmimkeHs. [JlabiraTpan
nmomoBxKye TpoMOiHoBui yac (TY), yac 3ropranHs KpoBi (Y3K) Ta akTUBOBaHUM YaCTKOBUM
TpomOoIIacTuHOBUM Yac (AYTY).

KinpkicHuil TecT Ha KanibpoBaHui po3BemeHul TpoMOiHOBUY Yac (pTY) mokasye npubnusHe
3HAuYeHHS KOHIIeHTpallil mabiraTpaHy B Iyia3Mi, SIKe MOXKHA 3iCTaBUTH 3 OUiKyBaHUM. AKIIIO
pe3ynbTaT TecTy Ha pTY 3HaXOAUTHCS Ha MeXi KiJIbKiCHOTO BU3Ha4YeHHS ab0 HUXKYe, CIIif
PO3TISHYTH AoHaTKOBi KoarynauinHi Tectu (TY, Y3K ta AUTY).

3a monmomoroi Tecty Y3K MoxkHa 3abe3mneunTty 6e3nocepegHe BUMipIOBaHHS aKTHBHOCTI IPSIMUX
TPOoMOiHOBUX iHTiGiTODIB.

Tect AYTY € mKPOKO PO3MOBCIOAXKEHUM Ta II0Ka3ye NPUONKU3HUY T0OKa3HUK aHTUKOATyIAIiHHOL
iHTEHCUBHOCTI, 110 JocsATaEeThca mabiratpanoMm. OgHak TecT AUTY mMae o6MeXeHy YyT/IUBICTh Ta He
MiAXOOUTD IJIST TOYHOTO KiNTbKiCHOTO BU3HAYEHHS aHTUKOATYIISALIHHOTO BIJIUBY, 0COOIMBO IIPU
BHCOKMX I1JIa3MOBUX KOHIIEHTpalligx mabiraTpany. Xo4a BUCOKi 3HaueHHsT AYTY cnif iHTeprnpeTyBaTu
3 00epexkHiCTI0, BOHU BKa3yIOTh Ha aHTUKOATYIALIMHNME edeKT y mallieHTa.

KniniuHa e(pekmuaHicmb ma 6e3nexa.
EmHiyHe noxo0dceHH s

Hisgkux KIiHIYHO BaXXK/IMBUX €THIYHUX BiIMIHHOCTEHM MiX MHallileHTaMu, SKi € IpeACcTaBHUKaMHU
€BpPOIIEOiNiB, apoaMepUKaHIlB, TaTUHOAMEPUKAHIIIB, ATMOHIB a60 KUTa1liB, HE CIIOCTEPIranocs.

Y xomi kniniyHoro gocnigxkenus RE-LY mpomeMoHCTPOBaHO, 110 mabiraTpaHy eTeKcuiaT y go3i

110 mr 2 pa3u Ha go0y He OCTynaeThcs BaphapuHy y 3amobiranHi iHCyIbTy Ta CUCTeMHil embotii y
IOPOCTUX TAIliEHTIB 3 HeKJananHoto ¢ibpunsuieio nepencepnd (HOIT) 3i 3HMKEHUM PUIUKOM
BHYTPIlTHbOMO3KOBOI'0 KPOBOBUJIMBY, 3arajibHOI KpOBOTeYi a0 MacuBHOI KpoBoTeyi. [o3a
nabiraTpany 150 Mr 2 pa3u Ha go0y 3HAaYHO 3HUXKY€E PU3UK ilIEMiIYHOTO Ta TeMOpPariuHoro iHCyIbTY,
CMepTi Biff CyIMHHUX 3aXBOPIOBaHb, BHYTPIIIHHOMO3KOBOTO KPOBOBU/IMBY Ta 3arajibHOl KPOBOTEYi ¥
IIOPiBHSHHI 3 BapdapuHoM. YacToTa MaCUBHUX KPOBOTEU IIpY 3a3HAaUYeHUX NO3yBaHHIX Oyiia
IOpiBHSIHHA 3 TAKOI0 IIPU 3aCTOCyBaHHI BapdapuHry. YacToTa iH(hapKTiB MioKapAa Ipu 3aCTOCyBaHHI
mabiraTpany etekcunaty y mo3ax 110 mr ta 150 Mr gBa pasu Ha fo0y y MOpiBHSHHI 3 BaphapuHOM
IPaKTHYHO He 30inbiryBanach (BigHoumeHHS pu3ukiB 1,29; p = 0,0929 Ta BigHOmEHHS pu3ukis 1,27;



p = 0,1240 BignoBigHo). CyTTEBUM MO3UTUBHUM BIIJIUBOM fabiraTpaHy eTeKCUIaTy y MOPIiBHIHHI 3
Bap(apuHOM € TOKpauleHHsI MOHiTopunry MHB.

ITauieHmu 3 kamemepHoto abasauiero npu ¢pibpuasayii nepedcepdsv. IIpoceKTUBHE BiTKPUTE
paHpgoMizoBaHe OaraTolleHTPOBE TIOIIYKOBE MOCTiIXKEHHS 3i CIIiMO00 lleHTPabHO BU3HAUEHOI0
KinmeBoio Toukoi ominku (RE-CIRCUIT) Oymo npoBefeHo 3a y4acTio 704 maiieHTiB, SKi 0OTpUMyBaiu
cTabinpHy aHTUKOATYISALIMHY Tepamiio. Y HocTiakKeHH] nopiBHIOBaIu Oe3MepepBHY Teparliio
nabiraTpany eTekcunaToM y no3i 150 mr gBiui Ha 100y 3 6e3nepepBHoi0o MHB-Kopurosauo:o
Tepalieio BappaprHOM MAIi€HTIB 3 KaTeTePHOIO abIsIliclo Py IapoKCU3MalIbHil ab0 MOCTiHHiM
¢ibpunsii nepencepnb. 3 704 mallieHTiB, 110 B3SIM YYaCTh V AOCifKeHHi, 317 nepeHecnu
KaTeTepHY abmsiito mpu ¢Gibpumnsiii nepengcepas mix yac 6e3mepepBHOI Tepartii fabiraTpanom, a 318
- i yac Oe3nepepBHOI Teparil BapdhapuHoM. YcCi nallieHTH IPOUIUIN TpaHce30(hareanabHy
exokapmiorpadito (TEE) mo kaTeTepHoi abmsirii. [IepBHHHOI KiHIIEBOI TOYKY [OCSTIM (BCTAaHOBJIEHA
MacvBHa KpoBoTeua 3a kputepisimu ISTH) 5 (1,6 %) manienTis y rpymi mabiratpany eTekcunaty i 22
(6,9 %) nauienTu y rpymi Bapdapuny (pisHULA PU3UKIB -5,3 %; 95 % [I-8,4; -2,2; P = 0,0009). ¥
rpy1mi gabiraTpaHy eTekcunaTy He 6yio BUMAAKiB iHCYnbTy/cucTeMHOI eMO0mil/TIA, Toni K y rpymi
Bapdapuny OyB onuH Bunamok TIA 3 MOMeHTY NpoBefieHHs a6l i mo 8 TuxkHiB micng abnauii. Le
IIOIIYKOBE NOCIIiI2KEeHHS IT0Ka3aslo, 1[0 3aCTOCYBaHHS AabiraTpaHy eTeKCUIaTy MOoB’si3aHe 3i
3HQYHUM 3HUKEHHSIM PiBHS MaCHBHUX KPOBOTEeU MOPiBHAHO 3 MHB-KOpPUTOBaHOIO Tepalri€in
BapdapuHOM IpH abmsiIii.

LlaHi HeiHmepBeHYilHUX 00CAI0NHCeHb

Y xopni HeinTepBeHuinHOro mocmigxkeHHs (GLORIA-AF) npocnekTuBHO (1mig 4ac mpyroi ¢has3u) 30upanu
naHi 3 6e3neku Ta epeKTUBHOCTI y MAIiEHTIB i3 BIlepllle BUSBIIEHOIO HEKJIalaHHO (ibpusiieto
nepencepnb (HK®II), ski oTpuMyBanu mabiraTpaHy eTeKCHUIaT B YMOBaxX peabHOTO KUTTS.
HocnimxeHHs BKmo4asno 4859 natieHTiB, siki oTpuMyBanu gabiratpany erekcunar (55 %
orpuMyBanu 1o3y 150 Mr nBa pa3u Ha noby, 43 % — 110 mr gBa pasu Ha fo0y, 2 % — 75 Mr [iBa pa3u
Ha m0o0y). 3a mallieHTaMu CIocTepiranyu mpoTaroM 2 pokiB. CepenHi moka3uuku CHADS?2 ta HAS-
BLED crtanoBunu 1,9 ta 1,2 BignosigHo. CepefHii mepiof CIIOCTepeKEeHHS i Yac JTiKyBaHHS
nopiBHioBaB 18,3 micarg. Benuki kpoBoTedi ciocTepiranucsa y 0,97 Bunagky Ha 100 maiieHTO-poKiB.
3arpo3uBi AN KUTTSA KpoBoTedi Oynu 3apeectpoBaHi y 0,46 Bunmaaky Ha 100 maIieHTo-poKiB,
BHYTpilmHbO4YepenHa KpoBoTedya — y 0,17 Bunagky Ha 100 namieHTO-POKIB i MITyHKOBO-KUAIIKOBI
kpoBoTeui — y 0,60 Bunagky Ha 100 mauienTo-pokiB. [HCynbT crioctepirascs y 0,65 Bunagky Ha 100
Mali€eHTO-POKIB.

Kpim Toro, mipg yac HeinTepBeHIiHOTO mocigkeHHs [Graham D] et al., Circulation.
2015;131:157-164] y 6inpm Hixk 134 000 miTHIX mamieHTiB 3 HeKIanaHHOIO GiOpusIieio nepencepasb
(H®II) y CIIA (exBiBaneHT Ginbi Hizk 37 500 naiieHTO-pOKiB CIIOCTEpeXeHb B XO[i Teparii)
nabiraTpany etekcunat (84 % marrieHTiB, 1m0 oTpuMyBanu 150 Mr 2 p/m, 16 % mariieHTis, 1m0
oTpumMmyBanu 75 Mr 2 p/m) O6yB IOB’si3aHUM 3i 3MEHIIIEHUM PU3UKOM iIeMiYHOTO iHCYNIbTY
(BipHOmeHHs pu3ukiB 0,80, 95 % mosipuuii inTepsan [[1I] 0,67-0,96), BHyTPIIIHEOUEPETTHOTO
KPOBOBUNMBY (BigHOImeHHs pu3ukis 0,34, 1 0,26-0,46) Ta cMepTHOCTI (BigHOWmeHHS pu3ukis 0,86, 1
0,77-0,96), a TaKk0X HiABUIIEHUM PU3UKOM LITYHKOBO-KUIITKOBOI KPOBOTEYi (BiTHOIIEHHSI PU3UKIB
1,28, II 1,14-1,44) nopiBHsHO 3 BapbapuHoM. [Ipy MOpiBHSAHHI TOKAa3HUKIB PU3UKY MaCUBHOI
KpoBOTeui pi3Hutl He Oyso (BigHomeHHs pusukis 0,97, I 0,88-1,07).

LIi cnocTepexkeHHS B yMOBaX PeaybHOr0 XKUTTS Y3TOIXKYIOThCS 3 Tpodinem 6Ge3neku Ta e(eKTUBHOCTI
nabiraTpaHy eTeKCUaTy, BCTaHOBIIEHUM B fociimkeHHi RE-LY npu 3acTocyBaHHi 3a 3a3HaUYeHUM
IIOKa3aHHIM.

ITauieHmu, AKi nepeHecau Yepe3wKipHy KOPOHApHY aHzionaacmuky (YKA) 3i cmeHmy8aHHAM



[TpocmekTUBHE paHIOMi30BaHe BimKpuTe gocuimxkenHs (pasa IIIb) 3 MackyBaHHSIM KiHIIEBUX TOYOK
(PROBE), meTot0 sskoro GyJia oIliHKa IOABi#HOI Teparmil 3 BUKOpPUCTaHHSAM fabiraTpaHy eTekcunary (B
mo3i 110 mr a6o 150 Mr mBa pa3u Ha mo0y) MIT0C Kiomigorpens abo Tukarpesnop (aHTaroxnict P2Y12) B
IIOPiBHAHHI 3 IOTPiMHOIO Tepalieio BappaprHoM (3 KopuryBaHHsaM fo MHB 2,0-3,0) mtoc
Kyonigorpesns yu Tukarpenop Ta ACK, 6yio mpoBefeHo 3a y4acTio 2725 MallieHTiB 3 HeKJlallaHHOI0
¢bibpunsiieto nepencepnd, ki nepenecnu YKA 3i crentyBanuam (RE-DUAL PCI). INauienTu Oynu
paHIoMi30BaHi [0 IPYIU MIOABIMHOIL Tepatil i3 3acTocyBaHHAM AabiraTpaHy eTekcunaTy B 7o3i 110 mr
IBa pasu Ha moOy, Ipymu MOABiiHOI Teparil i3 3acTocyBaHHSIM mabiraTpaHy eTeKcuiaTy B go3i 150 mr
IBa pa3u Ha moOy abo moTpiliHoi Teparii BapdapruHoM. [1alieHTH TiTHHOTO BiKYy 3a MexKaMu
Cnonyuenux IlltaTiB (BikoM Bif 80 pokiB asist Bcix KpaiH Ta Bim 70 pokiB oist Amnowii) 6ynu
paHOoMi30BaHi [11 OTPUMAaHHS [TOMBIXHOI Tepalil i3 3acTocyBaHHAM fabiraTpany eTeKcunaTy B 4o3i
110 mr a6o Teparii BapdapuHoM. [IepBHHHOIO KiHIIEBOIO TOYKOI Oyna KoMOiHOBaHa KiHIleBa TOYKa
BEJIUKUX KPOBOTEY Ha OCHOBi Bu3HaueHHs ISTH (MixHapomHOTo ToBapucTBa TpoM6G03y Ta
remMocTa3sy) abo KJIiHiYHO 3HAYYIINX HEBEJTUKUX KPOBOTEY.

YacToTa HOCATHEHHS [IePBUHHOI KiHI[eBOl TOUKU cTaHOBUNA 15,4 % (151 mamieHT) B rpymi NOABiMHOL
Teparil i3 3acTocyBaHHSM mabiraTpany etTekcunaTy B fo3i 110 mMr mopiBHsSHO 3 26,9 % (264 marieHTn)
B I'pymi noTpiitHo1 Teparrii BapdapuroM (BP 0,52; 95 % 11 0,42, 0,63; P < 0,0001 pns He MeHIIO1
edekTuBHOCTi Ta P < 0,0001 mnsg Buioi epektuBHOCTI) Ta 20,2 % (154 nauieHTH) B rPyIIi MOABiHHOI
Teparil i3 3acTocyBaHHAM mabiraTpaHy eTekcumnaTy B fo3i 150 mMr mopiBHsAHO 3 25,7 % (196
NallieHTiB) y BiANOBiAHIM rpymi nOTpiKiHOI Tepamii 3 BapdapunoM (BP 0,72; 95 % [1 0,58, 0,88;

P < 0,0001 gna se mermol edpextuBHOCTI Ta P = 0,002 gnsa Bumol epeKTUBHOCTI). 3a pe3yabTaTaMu
OTIMCOBOT'0 aHAaJIi3y YacTOTa BEJIMKUX KPOBOTed 3a IKaioi TIMI (Tpombosnizuc npu iHbapKTi
MioKkappa) Oyna HuXK4010 B 000X Ipymax IMOABiKHOI Teparii i3 3acTocyBaHHSM fabiraTpaHy
eTeKCHUIaTy, HiX B Ipyni noTpiitHol Tepamil Bapdapurom: 14 gsumi (1,4 %) B rpyni nofBiiHoOI Teparii
i3 3acTocyBaHHSM fabiraTpany etekcunaty B 7o3i 110 mr nopiBHsHO 3 37 gaBummamu (3,8 %) B rpymi
moTpiiHol Teparii BapdapuroMm (BP 0,37; 95 % 11 0,20, 0,68; P = 0,002) Ta 16 sBui (2,1 %) B rpymi
TIOMIBiMHOI Teparil i3 3acTocyBaHHAM mabiraTpany eTekcunaty B mo3i 150 mr mopiBHsHO 3 30
sapuamu (3,9 %) y BiAIOBimHIM rpyIi noTpiiHol Tepamnil Bapdapunom (BP 0,51; 95 % [I 0,28, 0,93; P
= (0,03). B o60x rpymax nofBiHOI Teparii i3 3acTocyBaHHSAM fabiraTpaHy eTekcunarty 6ymno
BiI3HAUYEHO HUXKYY YaCTOTy BHYTPIIHOYEPETTHOTO KPOBOBUJIUBY, HiXK Yy BiATIOBiAHIY IPymi NOTPifHOL
teparmii Bapdapurom: 3 suina (0,3 %) B rpymi moasiitHoI Tepamil i3 3acTocyBaHHsAM gabiraTpany
eTekcunaty B 1031 110 mr nopisasHO 3 10 gBumamu (1,0 %) B rpyni noTpiiHOl Teparil BaphapruHOM
(BP 0,30; 95 % 111 0,08, 1,07; P = 0,06) Tta 1 asuie (0,1 %) B rpyni moaBiiiHOI Teparril i3
3acTocyBaHHSM fabiratpaHy eTekcunaty B fo3i 150 Mr nopiBHsiHO 3 8 siutiamu (1,0 %) y
BifTIOBigHiM rpyIi moTpiliHOI Tepamii Bapdapunom (BP 0,12; 95 % M1 0,02, 0,98; P = 0,047). 3a
JaCTOTOIO JOCATHEHHS KOMOiHOBaHOI KiHIIeBOI TOUKM e(eKTUBHOCTI 3a BUNIaJKaMU CMEPTI,
TpoMmboeMOoiuHuX SBuUI (iHQapKkTy MioKapaa, iHCYbTY i cucTeMHOI eM0oJtil) abo HemnmaHoBol
peBacKysgpu3allii 00uaBi Tpynu MOABIMHOI Teparil i3 3acToCcyBaHHSAM mabiraTpaHy eTeKCHUIATy
CYKYIIHO He IIOCTYTaJIUCh T'PYIIi MOTpiHOl Teparil Bappapurom (13,7 % npotu 13,4 % BignosigHO; BP
1,04; 95 % II: 0,84, 1,29; P = 0,0047 nons He MeH1I01 epekTuBHOCTI). He 6yno Big3HaueHo
CTATUCTUYHUX BiIMiHHOCTEH B OKPEMUX KOMIIOHEHTaX KiHIIEBUX TOYOK €(EeKTUBHOCTI MiXK OyOb-IKOI0
3 Ipyn NOABIMHOI Teparmil 3 BUKOPUCTaHHAM fabiraTpaHy eTeKCUIaTy Ta IPYIol0 IOTPiKHOI Teparil
BapdapuHOM.

KniniuHi 0ocaidoceHHA u,000 3anobizaHHsa mpomboemboii y nayieHmie 3 MexaHiuHuM KAanaHom
cepus

Y xomi KNiHIYHUX JOCHIAXKEHD y MAI[i€HTIiB, IKi HEIIOAAaBHO IIepeHeCIy oepalil o 3aMiHi
MeXaHIYHOr0 KjlallaHa cepus (HalpuKiaf, i yac CTalliloHapHOTo JIiKyBaHHS), Ta MAI€HTIB, IKi
TIepeHecsy oIepalliio 1Mo 3aMiHi MexaHiYHOTO0 KjlammaHa cepilsd Oinbine Hixk 3 micsll Tomy, 0yi1o



BUSBJIEHO 30iNbIIIeHHS TPOMO0EMOOiYHUX YCKIIaAHEHD (TOJIOBHUM YMHOM iHCYJIbTH Ta TPOMOO3HU
IITY4YHOT'O KJIallaHa 3 KJIiHiYHUMU TpossBaMu Ta/abo 6e3cuMITOMHI) Ta 6inbllle BUMaiKiB KPOBOTEY
IIpU JiKyBaHHI mabiraTpaHy eTeKCUIaToOM Yy MOPiBHSHHI 3 BapdapuHoM. Y malieHTiB B paHHbOMY
icsionepaniiioMy IIepiofi MacHBHI KPOBOTEYi IPOSABIAIOTHCS B OCHOBHOMY Y BUTTISALL
reMopariyHoro eKCyfaTy B TOPOXKHUHI IleprKapaa, 0COOIMBO y NallieHTiB, SIKi IOYMHATN
3acToCcyBaHHS fabiraTpaHy eTeKCuiaTy (Halpukiaf, Ha 3 OeHb) Iicys omepallil o 3aMiHi KjlanaHa
cepiud (ouB. po3ain «[IpoTUoKa3aHHSI»).

dapmakoKiHemuxka.

[Ticns mepopanbHOTO 3aCTOCYBaHHSA fabiraTpaHy eTeKCUJIAT IIBUOKO Ta MOBHICTIO IEPETBOPIOETHCS
Ha gabiraTpaH, KWW € aKTUBHOIO0 (popMoI0 B Iia3Mi. [lepeTBOpeHHS NMPOTiKapChKOro 3acody
nabiraTpaHy eTEeKCHIATy IIJITXOM KaTasi30BaHOT'0 €CTePa30lo TigpoJIidy Ha aKTUBHY PEYOBUHY
nabiraTpaH € HOMiHAHTHOIO MeTaboMiYHOIO peakuieto. AGcomoTHa 6iogocTynHicTh HabiraTpany micis
IIepopajbHOTO IpuioMy fabiraTpaHy eTeKCUIaTy CTaHOBUIA IPUOIKU3HO 6,5 %.

[Ticnsa mepopanbHOTO NMpUiioMy fabiraTpaHy eTeKcunaaty ¢papMaKoKiHeTUUHUM nTpodinb gabdiraTpany B
I71a3Mi XapaKTepU3yEThCA MBUAKUM 30i/bIIIEHHSIM KOHIIEHTpalii 3 focsaruenssam C,,, yepe3
0,5-2 roguny miciag 3aCTOCYBaHHS.

BcmoxkmysarHtsa. OlliHeHe B HOCTiAXKeHHi mocTonepalliiiie BCMOKTYBaHHA fabiraTpany
eTekcunaty uyepe3 1-3 rogunu micins xipypriusoi onepatii 6y10 BifHOCHO HU3LKUM IIOPIiBHSIHO 3
abcopOIriero y 3mopoBUX MOOPOBOJIBINB Ta MOKa3yBaso miaBuui mpodins AUC 6e3 BUCOKHUX
MaKCHUMaJIbHUX KOHIIeHTpalil y mna3Mi. MakcuManbHa KOHILEHTpALlid y II1a3Mi JOCATa€EThCS
yepe3 6 TOOUH MiC/Is 3aCTOCYBaHHA Y MiC/IAONIepaliiHuy [epiof y 3B'A3Ky i3 CyIyTHIMU
(dakTOpaMu, TAKUMU K aHECTe3is, IUIYHKOBO-KUIIKOBUY [Tape3 Ta XipypridHe BTPy4YaHHS,
He3aJIeXXHO Bif] mepopanbHOol popMu TiKapchbKOro 3acoly. Y momaTKOBOMY HOCIiIXKeHHi 0yI10
II0Ka3aHo, IO IIOBUIIbHE Ta IIPOJIOHTOBaHe BCMOKTYBaHHS 3a3BUYall [IPDUCYTHE TUIbKU B IE€HD
XipypriuHoi onepariii. Y HacTymHi oHi BCMOKTyBaHHS fabiraTpaHy € IMIBUOKUM, a
MaKCHMaJlbHa KOHIIEHTpalis B IIJIa3Mi JOCATa€EThCS Yyepe3 2 TOOUHM IIIiC/IS 3aCTOCYBaHHS
npenapary.

[xa He BnnMBae Ha 6iogocTymHICTL HabiraTpaHy eTeKCUIaTy, ajle 3aTPUMYE dac [OCATHeHHS
MaKCHMaJIbHOI KOHILIEHTpallil ¥ IJIa3Mi Ha 2 TOOUHH.

Cex Ta AUC Oy mporopitidiai mo3i.

[TepopanbHa 6i0gOCTYIIHICTh MOXKe 30iMBIIUTUCS Ha 75 % Miciist 3aCTOCYBAaHHS OfHI€l 103U Ta Ha

37 % npu cTabinbHOMY CTaHi MOPIBHSHO 3 IpelapaToM y BUTJISAI Kalcyl 3 06010HKO0 6e3
rinpokcunpomninMerunnemnonosu (F'TIMI), ski micTsaTh menetu. ToMy ciif 3aBxkau 30epiratu
mimicaicts ['TIMII-Kancysn npu KIiHiYHOMY 3aCTOCYBaHHI AJs 3anobiraHHsS HEHaBMUACHOMY
nifBuieHHI0 6ioqocTynHOCTI mabiraTpany eTeKCcuiaTy (Hampukiaf, Py BUCUIIAHHI B 1Ky ab0 Haroi)
(muB. po3min «Crocib 3acTOCyBaHHS Ta HO3U»).

Posnodia. Cnocrepiranmocs Hu3bke (34-35 %), He3aexkHe Bifl KOHIIeHTpallil 3B 13yBaHHS
nabiraTpany 3 6inkamu mmasmu moguau. 06’em po3nominy nabiratpany 60-70 11 mepeBuiryBaB 00’ eM
3arasibHOI PifMHM OpraHiaMy, 110 BKa3y€e Ha IOMipHUM po3mofin mabiraTpany B TKaHUHAX.

FiompaHcgpopmauisa. Metabomni3m Ta BuBefieHHs mabiraTpaHy BUBYAJIX IiCIIS BBeIeHHS OOHOPa30BOl
BHYTPIIIHbOBEHHOI 1031 PafioaKTUBHO MiueHOTo mabiraTpaHy 3m0pOBHUM 4doyoBikaM. ITicis
BHYTPIIIHEOBEHHOTO BBeIEeHHS pPafioaKTUBHUY fHabiraTpaH roJoBHMM YMHOM BUBOOUBCA i3 ceuelo (85



%). BuBenenHs 3 ¢ekaisMu cTaHOBUIIO 6 % yBemeHOi o3u. BimHOBIIEHHS BUXigHOI pagioaKTUBHOCTI
no piBas 88-94 % BimOyBasnocs yepes3 168 rogun micns npuitomy nabiratpany. [abiratpan
KOH'IOTYETHCS, YTBOPIOIOUM (hapMaKOJIOTiYHO aKTUBHI allU/TIIOKYPOHIgU. [CHYIOTh YOTHPU MO3UIINHI
izomepy, 1-0, 2-0, 3-0, 4-O-auunrioKypoHiqy, KOXKHUKN 3 SKUX CTaHOBUTH MeHIe 10 % 3arajabHOro
nabiraTpany B m1a3Mi. Cigy iHIIMxX MeTaboJTiTiB MOXKHA BUSBUTH TilIbKU 3@ TOIOMOT 00
BHCOKOYYT/IMBUX aHATITUYHUX MeToxiB. [JabiraTpaH rojloBHUM YHHOM BUBOIUTHCS Y HE3MiHEHOMY
BUTTISAMI i3 cedeto 3i mBuUaKicTIO mpuOnu3no 100 mMi/xB, 110 BiAMOBifaE MIBUAKOCTI KITyOOUYKOBOI
GbinpTparil.

BuBemeHHdA

KonmenTparnisi gabiraTpaHy B MJIa3Mi 3HUKYEThCSI 0ieKCIIOHEHITIMHO i3 cepefHiM KiHIIeBUM IepiomoM
HamiBBUBefeHHS 11 roguH y 3mopoBuX NOOPOBOJIBIIB JIiTHROTO BiKYy. [Ticyis 6araTopa3oBux g03
KiHIIeBUY TTepiof HaMiBBUBEOEHHS CTaHOBUB Mpubnu3Ho 12-14 rogus. [lepion HamiBBUBEeIeHHS HE
3a/IeXuTh Bif fo3u. [lepion HamiBBUBEOEeHHS IOJOBXKYETHCA IIPX 3HUKEHHI HUPKOBO1 QYHKIIi1 (IUB.
Tabnuio 1).

Ocob.uei epynu nayieHmis.

Hupkosa Hedocmamticms. Y ¢a3si I mocnimgxens po3noxnin (AUC) mabiraTpaHy micist mepopasbHOTro
3acTocyBaHHS OyB MpuONMM3HO y 2,7 pasa BUIIUM Y HOPOCIUX H0OPOBOJIBIIB 3 TOMiPHOI0 HUPKOBOIO
HepocTaTHICTIO (KiipeHc KpeaTuHiHy (CrCl) mix 30 i 50 MJ1/XB) NOPIiBHSAHO 3 TAKUM Y HOPOCIIAX
noOpPOBOIBIIB 663 HUPKOBOI HEJOCTATHOCTI.

Y HeBeNuKOl KinbKOCTi TOpOCINX JOOPOBOIBINB 3 TSIKKOI0 HUPKOBOIO HEIOCTATHICTIO (KITipeHc
kpeatuniny 10-30 mn/xB) AUC pabiraTpary OyB npubau3HOo y 6 pa3iB BUIINY i epion
HaliBBUBEEHHS - MPUOIKU3HO V 2 pa3y OOBIINI MOPIBHSAHO 3 TAKMMHU Y JOOPOBOJIBIIB 6€3 HUPKOBOI
HEeJ0CTAaTHOCTI (AuB. po3minu «Crocib 3acTocyBaHHS Ta [03u», «[IpoTunokasanHs» Ta «Oco6IUBOCTI
3aCTOCYBaHHS»).

Tabmuig 1

[lepion HaniBBUBeneHHs fabiraTpaHy 3ajieXKHO Bifl HUPKOBOI QyHKIIil

PiBeHb KTy00UKOBOI (inmbTpatii [lepion HamiBBUBEOEHHS, TO,
(KipeHC 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)

Kpim Toro, ekcrio3utist gabiraTpany (B TO4Ili MiHiMyMy Ta ITikKa) OLiHIOBAaJIaCs y IIPOCIEKTUBHOMY
BiIKpPUTOMY paHIOMi30BaHOMY (papMaKOKiHETUYHOMY OOCIIAKEHHI 3a y4acTIo Malli€HTiB 3
HeKJIalmaHHoI0 Gibpumnsilieio mepeacepab 3 TIKKUM MOPYIIeHHIM QYHKIIII HUPOK (KJTipeHC
kpeatuniny (CrCl) 15-30 m1/xB), gKi oTpuMyBanu 75 MT gabiraTpaHy eTeKCcHUiaTy [Bidi Ha mo0y.

Y pesynbTaTi IHOr0 PeKUMY 3aCTOCYBaHHS CEPEeNHS reoMeTprYHa KOHI[EeHTpaLlisd B TOYILl MiHIMyMYy,
BUMipssHa 0e3rmocepeHbo Iepey MPUitoMOM HAaCTYIIHOI 03K, cTaHoBua 155 Hr/mn (KB 76,9 %), a
cepenHs reoMeTpUYHa ITiKOBa KOHIIEHTPallisd, BUMiIpsiHa Yepe3 [IBi TONUHMU ITiC/Is IPUMOMY OCTaHHBOI
no3u, gopiBHioBana 202 ur/mn (rKB 70,6 %).



Knipenc gabirarpany npu remofianisi moCTigKyBaBCs 3a y4aCTO 7 JOPOCIMX IMAIliEHTIB i3
TepMiHaIBHOIO CTaMi€l0 XxBopoOu HUPOK 6e3 pibpunsii mepencepas. [iani3 TpuBamicTIO 4 TOOUHY
IIPOBOAMBCSA 3i MBUAKICTIO mianizaTy 700 M/XB Ta IBUAKICTIO KPOBOTOKY abo 200 My/xB, abo
350-390 m/xB. Lle mpu3BOAUIIO M0 3HUKEHHS KOHIIeHTpallil gabiratpany Ha 50-60 % BifmoBigHO.
KinpKicTh pe40BHHY, 1110 BUBOOUTHCS 3a OOIOMOTOI0 Aiajidy, € IPOIOPLiHOI [0 IIBUAKOCTI
KpoBoTOKYy 300 MJI/XB. AHTHKOATyJIsALiMHA aKTUBHICTh fabiraTpany 3HUXKYETHCA 31 3HUXKEHHSIM
KOHIIEHTpAIlil B IJIa3Mi KPOBi Ta He BIIJIMBAE Ha B3aEMOBIOHOIIEHHS
bapmakoguHaMika/papMaKOKiHeTHKa.

ITauienmu aimHboeo 8iky. Y da3i I cnerianbHOro hapMaKOKiHETUYHOTO JOCTIIAXKEHHS y MAI[i€HTIB
TiTHBOTO BiKy cmocTepiranocs 36inbimenHs AUC Ha 40-60 % Ta C,,, 6inbIre HixX Ha 25 % MOPiBHSHO 3
MOJIOIMMH TlallieHTaMu. BIuB BiKy Ha po3nofin mabiraTpaHy MigTBepAXKEeHNN Y X0 HOCTiAKEeHHS
RE-LY: npu6nu3no Ha 31 % Bullla KOHLIEHTpPAIlis y MallieHTiB BikoM = 75 pOKiB Ta mpubnu3Ho Ha 22 %
HUX4Ya Y [alieHTiB BIKOM < 65 pOKiB ITOPIBHAHO 3 MallieHTaMU BiKOM Bifi 65 10 75 pOKiB (OuB.
po3minu «Crmoci0 3acTocyBaHHS Ta qo3u» Ta «OCOOIMBOCTI 3aCTOCYBaHHS»).

ITeuinkosa HedocmamHicmyb. He crocTepiranocst 3min y po3mopini gabiratpany y 12 gopocnux
MaIlieHTiB 3 TOMipPHOIO IIeYiHKOBO HeocTaTHICTIO (knacudikallis Yainma-I1'10, knac B) mopiBHSHO 3
12 KOHTpPONBHUMMU NallieHTaMu (IuB. po3ainu «Crocib 3acTocyBaHHS Ta [03u» Ta «OCcoBIUBOCTI
3aCTOCYBaHHS»).

Maca mina. KonnienTpatiisi gabirarpany O6yna npu6mu3Ho Ha 20 % HUKYOI0 Y JOPOCIUX MallieHTiB 3
Macoo Tina > 100 Kr nopiBHAHO 3 TAKOI0 y nauieHTiB 3 Macoio Tina 50-100 kr. Binburicts (80,8 %)
noOpoBorbliB O6ynu y KaTeropii = 50 kr Ta < 100 Kr 6e3 BUSBIEHHS YiTKOI pi3HUIl (IUB. po3minu
«Cmocib 3acTocyBaHHS Ta [H03u» Ta «OCco6IMBOCTI 3aCTOCYBaHHS»). [laHi 1100 KaTeropil Jopociux
nalieHTiB 3 Macoo Tina < 50 Kr o6MexkeHi.

Cmamov. IamienTn xkiHovoi craTi 3 ¢pibpunsnieo nepeacepab Manu B cepefHbomy Ha 30 % BuILi
KOHIIEHTPAIlil i yac Ta micnst 3acTocyBaHHs. Kopekiist mo3u He moTpibHa (muB. po3min «Cmocid
3aCTOCYBaHHS Ta JO3MU»).

Pacoea npuHanedcHicmo. Y papmakokineTutri Ta papmMakogrHaMmill gabirarpany HeMae KITiHIYHO
3HAUYIIOl Pi3HUIN MiX MmalieHTaMu €BPOIEOiAHOI Ta HETPOIgHOI pac, TaTHHOAMEePUKAHCHKOTO,
SITTOHCBHKOT'0 200 KUTAWCHLKOI'0 IMTOXOMKEHHS.

®apmakokiHemuy4Hi 83aemo0ii. [locmimKeHHs B3aEMOII in vitro He MOKa3any MPUTrHiYeHHs abo
iHIyKyBaHHS TOJOBHUX i30eH3UMIiB 1uToxpoMy P450. Lle Oyso miATBepAKeHO HOCTiAKEeHHIMH in Vitro
3a y4acTIO 30POBUX NOOPOBOJIBIIB, B SKUX HE CIIOCTEPIramocs XXOOHUX B3a€EMO[Iii TPY IiKyBaHHi
mabiraTpaHy eTeKCHUIaTOM Ta TAKUMHU Til0YUMHU pedoBrHaAMU: aTopBacTatuH (CYP3A4), OUTOKCHUH
(B3aemogisa 3 P-gp Tparncnoprepom) Ta guknodenak (CYP2C9).

KniniuyHi XapaKTepHUCTHKH.
Iloka3aHnHs.

3anobiraHHs iHCY/IbTY Ta CUCTEMHIM eMOOIi] y HOPOCNIUX MAIliEHTIB 3 HEKJIallaHHOIO GiOpusItieo
nepencepnb (HOIT) 3 oguuM abo GinbIile ¢pakTOPiB pU3NKY, TAKUX SK: IIepeHeCceHuH iHCyIbT abo
TpaH3UTOPHa immemiyHa aTaka (TIA), Bik = 75 pokiB, ceplieBa HeJOCTATHICTh (H]’:IO-PIOpKCbKa
Acorianist Kapmionoris (HAK), knac = II), uykposuii miabet abo apTepianbHa rinepreHsis.

JlikyBanHs1 TpoM603y rinubokux BeH (TI'B) i merenesoi em6Ooriii (JIE) Ta 3anobiranis penuauBy0doMy



TT'B i JIE y mopocmnux.

IIpomunoka3aHHA.

- Bipmoma migBuileHa uyTIHBIiCTE 0O mabiraTpaHy abo mabiratpany eTekcumnaTy, abo mo Oyab-sIKOTO 3
IHrpefnieHTiB penaparty (guB. po3nin «Ckiag»).

- Taxxi nopyureHHs QyHKIII HUPOK (KiIipeHC KpeaTuHiny < 30 MJI/XB).
- AKTUBHI KJIIHIYHO 3HAUYIIl KPOBOTEY.

- YmKopxkeHHS a00 CTaH, AKAU PO3JIANAETLCA K iCTOTHUY (HaKTOp PU3UKY 3HAYHUX KPOBOTEY,
30KpeMa II0ToYHa a0 HelloflaBHS IITYHKOBO-KUIIIKOBA BUPa3Ka, HasgBHICTh 37I09KICHUX MyXJIUH 3
BHCOKUM PU3UKOM KPOBOTEUi, HEIlIOaBHE MOIKOXKEHHS I0JIOBHOTO @00 CIIMHHOTO MO3KY,
XipypriuHa omepatlis Ha CIUHHOMY MO3KY ab60 odTanbMOoJoTiyHa XipypriyHa onepartisi, HelogaBHs
BHYTPIIIHbOMO3KOBa KPOBOTeYa, BimoMe abo mimo3pioBaHe e30dareanbHe BapUKO3HE PO3UINPEHHS
Cy[OuH, apTepioBeHO3Hi ManbhopMmaliil, cyouHHi aHeBpu3MHu ab0 3HayHi iHTpacHiHanbHi abo
inTpanepebpaibHi CyOgUHHI aTOJIOTIi.

- OpHouacHe 3aCTOCYBaHHS Oyb-IKOT0 aHTHKOATYJIAIIIHOTO JTiIKapChKOT0 3ac00y, TAKOTO SIK
HedpakuioHoBaHuy renaput (HOT'), HU3bKOMOJIEKYIAPHI renapuHu (eHOKCalapyH, JaJbTelapyuH Ta
iH.), moxigHi renapuHy (poHOamapuHYKC Ta iH.), mepopasbHi aHTUKOATyNISHTH (BapdapuH,
puBapokcabaH, amikca0aH Ta iH.), 3a BUHSATKOM CIleln(pivHNX YMOB, 30KpeMa BUITAfIKiB repexony i3
a00 Ha aHTHKOATYJSIINHY Tepario (TuB. po3min «Crocib 3acTocyBaHHS Ta [03u»), Koau HOT
3aCTOCOBYIOTh y [103aX, HeOOXimHUX [JIS MiATPUMaHHS BiTKPUTOTO IIeHTPaTbHOT0 BEHO3HOT0 abo
aprepianbHOro KaTetepa, abo konu HOI' 3acTOCOBYIOTH IPOTATOM KaTeTepHOl absilil mpu
Gibpunsiii nepencepab (OUB. po3min «B3aeMomis 3 iHIMKUMY TiKapChKUMU 3acob6aMu Ta iHII BUIU
B3aEMOMIN»).

- HopymeHH;{ (I)YHKI_III IeviHku abo 3aXBOPIOBAHHA MeYiHKH, 110 MOXKYTH BIIJIMBATHU Ha BUXKWBAHHII.

- OpHoyacHe 3aCTOCYBaHHS 3 HACTYIIHUMHU CUJIbHUMHU iHTiOiTOpamMu P-gp: cicTeMHUN KEeTOKOHA307I,
ITUKJIOCIIOPHH, iTPaKOHA30J1, IpOHelapoH Ta ¢pikcoBaHa KoMOiHallis riIeKanpeBip/miOpeHTacBip (ouB.
po3min «B3aemois 3 iHIIUMYU JTiIKAPCHKUMHU 3aco0aMu Ta iHIIM BUOW B3AEMOIIN»).

- Ityuynui KnanaH cepid, 1o noTpedye Tepalili aHTUKOoaryIsiHTaMu (IUB. PO3Min
«®apmakooriyni BjaactuBocTi. PapmMakoguHaMika»).

B3aemodia 3 iHnwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

Bzaemogii TpaHcnopTepa.

[abiraTpaHy eTeKkcumnat € cyocTpaToM Aajia eiokCHOTO TpaHcnopTepa P-gp. OgHodacHe
3aCTOCyBaHHS iHTiOiTOPiB P-gp (guB. TabmuIro 2) o4iKyBaHO IpU3Be[e [0 MiIBUIEeHHS KOHIIeHTpallii
mabiraTpaHy B IJIa3Mi KPOBI.

AKI1I0 He BKa3aHO iHIlle, peKOMEHIOBAHO PeTelbHE KIIiHIYHEe CIIOCTepeXeHHs (1[040 03HaK KPOBOTeYi
Yy aHeMii) Ipyu OHOYACHOMY 3aCTOCyBaHHi fabiraTpany Ta cuibHUX iHribiTOpiB P-gp. Moxke Oyt
noTpi6He 3MEHIIeHHs 03K NabiraTpaHy Mpy 3aCTOCYBaHHI B KoMOiHalli 3 mesikumu iHTiOiTOpamu P-



gp (muB. po3minu «Cnocib 3acTocyBaHHS Ta 0o3u», «[IpoTunokasaHHsI», «OCOOIUBOCTI
3acTocyBaHHS» Ta «DapMakKoguHaMiKa»).

Tabnuns 2

B3aemopil TpaHcmopTepa

[Heibimopu P-gp

O0HouacHe 3acmocysaHHA npomunokasdaHe (0ua. po30in «[IpomunoKasaHHA»)

KeTtoko |[KeTokoHa3on mimBuiye 3aransie 3uadenus AUC, ., ta C,,, mabiratpany y 2,38 pa3a ta 2,35
Ha30J1 [pa3a BigmoBigHO micis nepopanbHoro npuuomy gosu 400 mriy 2,53 pasa ta 2,49 pasa
BionoBigHO micns 6araTopa3oBoro nepopanbHoro npuiiomy 400 Mr ketokoHasony 1 pa3 Ha go0y.
[ponern [[Ipu ogHOYACHOMY 3aCTOCYBaHHi mabiraTpaHy eTeKCUIaTy Ta APOHENAapOHY 3araibHi 3HaYeHHS
apon |AUC,. ta C,,, mabiraTpaHny migBuIyBanucs mpuOnu3Ho y 2,4 pa3a Ta y 2,3 pasa BifmoBigHO
micns 6araTopa3oBux 703 400 Mr gpoHemapoHy [Bidi Ha 00y Ta mpubnu3Ho y 2,1 pasaTtay 1,9
pa3a BimmoBigHO micyst pa3oBoi mo3u 400 mr.

[TpakoH|3 ornsgmy Ha pe3ynbTaTH in vitro Moxe o4ikyBaTUCS epeKT, MOAIOHUN TaKOMY IIPU 3aCTOCYBaHHI
a3051, [keTOoKOHA301y.

[TUKIIOC
TOPUH
['nekan |OgHo4YacHe 3acToCyBaHHS fabiraTpaHy eTekcunaty 3 pikcoBaHoo KoMOiHalieto inribitopis P-gp
peBip/ [rnekamnpeBipy/nibpeHTacBipy 30inbiye BIIUB fabiraTpaHy i Moxke MigBUIIUTYA PU3UK KPOBOTEYI.
miOpeHT
ACBIip
CynymHe 3aCmMoCyB8AHHA HEe PeKOMEHOYEMbC s

Taxporni|3’sicoBaHo in vitro, mo TaKpoJiMyC Mae TakKui ke piBeHb iHriOyouoro edekry Ha P-gp, 9K i

MYy C iTpPaKOHA30JI Ta MUKIIOCIOpHH. He 6yi10 KTiHiYHO JOCTimKeHOo 3acTOCyBaHHS mabiraTpaHy
eTeKCHUIIaTy 3 TaKponiMycoMm. [IpoTe oOMexkeHi KTiHiUHi JaHi 11010 3aCTOCYBaHHS 3 iHIUM P-gp
cyOCTpaToM (eBepoIiMycC) faloTh 3MOTY NIPUITYCTUTH, 110 iHriOyBaHHS P-gp TakponiMycom
cnabille, HiX i3 cunbHUMHU iHTibiTOopamu P-gp.

3acmepeoicenHs, AKux cai0 dompumysamucs y pasi 00HOYaAcHO020 3acmocysaHHs (0us. po3diau «Cnocib
3acmocysaHHa ma 0o3u» ma «0cobausocmi 3acmocy8aHH1»)

Bepamnawmin [Tpu 0MHOYACHOMY 3aCTOCYBaHHI fabiraTpaHy eTeKCUIaTy
(150 mr) i Bepamaminy Ams MepopanbHOr0 3aCTOCYBaHHS
Co 1 AUC mabiraTpaHny 36imbInyBamucs 3a1eXKHO Bif 4acy
pUoOMYy Ta JliKapcbKoi opMu BepamnaMiny (IUB. pO3Minu
«Crmoci6 3acTocyBaHHS Ta m03u» Ta «OcoOMMBOCTI
3aCTOCYBaHHSI»).

HaiicunbHile migBUIeHHs eKcro3utlii fabiraTpany
CIIoCTepiranocs mpu IPUHOMI IepIIol [03U BepanaMiny 3
HerallHUM BUBiTbHEHHSIM, III0 3aCTOCOBYBajacs 3a OfHY
roguHY 10 npuitoMy gabiraTpaHy eTekcunaty (30inbiIeHHS
C oy TpOMM3HO y 2,8 pa3a i AUC npubnu3sHo y 2,5 pasa).
EGeKT MoCcTyIIoBO 3MeHIITyBaBCs IIPYU IPHUIOMi BepamnaMiny
3 TPUBAJIUM BUBiNbHEHHSAM (30inbuieHHs C,,, TpubGINU3HO y
1,9 paza i AUC nmpubmnu3no y 1,7 pa3a) abo BBefeHHi
OaraTopa3oBUX 03 Bepamnaminy (36inpmenss C,,,
mpu6nu3Ho y 1,6 pasza i AUC mpubnusso y 1,5 pa3za).
3HAUYYIOl B3a€MOJIil He CIIOCTEPIranocs Mpu IpuioMi
Bepalnaminy dyepes 2 TOOUHU Iics mpuiioMy nabiratpany
eTekcunaty (36inpimenus C,,,, npubnusno y 1,1 paza i AUC
mpuOnmu3Ho y 1,2 pa3a). Lle mosiCHIOEThCS TOBHUM
BCMOKTYBaHHSIM fabiraTpaHy yepes 2 TOOUHU.




AmiomapoH

[Tpu 0OOHOYACHOMY 3aCTOCYBaHHiI mabiraTpaHy eTeKCumaTy
3 Pa30BOI0 M03010 amiogapony 600 Mr 06’eM Ta MIBUOKICTH
BCMOKTYBaHHSI aMiofJapoHy Ta 10ro akTUBHOT'O MeTaboJIiTy
mietanonaminy (DEA) He 3miHIOBanuch CyTTeBO. [InoIma mig
KPUBOI0 «KOHIeHTparis-9ac» (AUC) ta C,,,, 30imbImmnucs
mpu6nu3Ho y 1,6 pa3a ta 1,5 pasa BifnmosigHo. 3 ornsany Ha
TpUBaINy epioa HalliBBUBEAEHHS aMiofapoHy B3aEMOisS
[MoxxMBa MPOTATOM [EKiIbKOX TUXKHIB IMiCHA IPUNNHEHHS
3aCTOCYBaHHS aMioflapoHy (ouB. po3ainu «Crocid
3aCTOCYBaHHA Ta 0o3u» Ta «OCOBIMBOCTI 3aCTOCYBaHHI»).

XiHiguH

XiHimuH 3acTOCOBYBasu B 103i 200 MT KOXKHi 2 TOOUHYU [0
3aranbHol 1o3u 1000 mr. [TabiraTpaHy eTekcunat
3aCTOCOBYBa/lM 2 pa3u Ha OeHb IPOTATOM 3 [HIB, Ha 3-U
meHb - 3 abo 0e3 xiniguny. AUC,  Ta C,,, . AabiraTpany
30inmpmmnucs 3araiaoM y 1,53 pa3a ta 1,56 pa3a BimmoBinHO
Ipyu OOGHOYACHOMY 3aCTOCYBaHHI XiHIIUHY (OUB. PO3Tinu
«Crmoci6 3acTocyBaHHS Ta m03u» Ta «OcoONMMBOCTI
3aCTOCYBaHHS»).

Knaputpomitux

[Tpu ogHOYACHOMY 3aCTOCYBaHHI KiapuTpoMinusy (500 mMr
2 pa3u Ha feHb) 3 gabiraTpaHy eTeKCUIaTOM y 3[0POBUX
moOpPOBOIIBLIIB criocTepiranocs 36inpmenns AUC
mpubnusno y 1,19 pazai C,,, mpubnusuo y 1,15 paza.

TuKarpesuop

[Tpu ogHOYACHOMY 3aCTOCYBaHHI OfHi€l 03U gabiraTpany
eTeKcumnaTy (75 Mr) 3 HaWBHIIOIO IT0YATKOBOIO 03010
tukarpenopy (180 mr) AUC Ta C,,,, mabiraTpany
migBuiyBanucsd B 1,73 pasa Ta 1,95 pa3a BigmoBigHO.
[Ticist 6araTopa3oBOr0 3aCTOCYBaHHS THKarpenopy (90 mr
mBiui Ha meHb) eKCro3ullis mabiraTpaHy migBUIyBaiach B
1,56 pa3ai 1,46 pa3a gna AUC Ta C,,, BiATIOBiTHO.
CymyTHE 3aCTOCYBaHHS HAUBHUIIOI TOYATKOBOI JO3U
tukarpenopy 180 mr ta mabiratpany etekcunaty 110 mr (B
piBHOBaXHiM KoHIeHTpauii) 36insmye AUC Ta C,,,
mabiraTpany B 1,49 pa3a ta 1,65 pa3a BimmoBinHO
[TOPIBHAHO 3 TAKMMMU Yy Pa3i 3aCTOCYBaHHS TiIbKU
mabiraTpaHy eTekcunarty. Komu HallBUIy TOYaTKOBY HO3Y
180 Mr TuKarpenopy 3acTOCOBYBaIu Yepe3 2 TOOWHU MiCIT
3acTocyBaHHs 110 Mr mabiraTpaHy eTekcumnary (B
piBHOBaxHiN KoHIeHTpail), nigsuinerHs AUC,  Ta C, .
maGiraTpany 6yso 3menIeHo mo 1,27 pa3a ta 1,23 pa3a
BiAMOBIMHO OPIBHSAHO 3 TAKUMH Y pa3i 3aCTOCYyBaHHS
TinbKY mabiraTpaHy eTekcumnary. Take 3Mimane
32CTOCYBaHHS PEKOMEHAYEThCS OJIF [I0YaTKy
32CTOCYBaHHS TUKArpesopy y HaWBUILil I0YaTKOBIU 003i.
CynyTHe 3acTocyBaHHS 90 MT THKarpenopy ABa pa3u Ha
noOy (mipgTpuMyoda mo3a) 3i 110 Mr mabiratpany
erekcunary 36insmye AUC, , Ta C,., . Zabiratpany B 1,26
pa3za Ta 1,29 pa3a BiAMOBIAHO MOPIBHAHO 3 TAKUMU Y pasi
3aCTOCYBaHHA NHIle gabiraTpany.

[TocakoHa3011

[TocakoHa30y1 TakoX iHri6ye P-gp mo meBHOI MipH, ane He
mocmimxkenut Kiiniyno. Crig mposBisiTy 06epeXHICTD,
Koy mabiraTpaHy eTeKCUJIaT MPUMMaloTh CYMiCHO 3
[10CAaKOHA30JIOM.

[HOykmopu P-gp

Cai0 yHUKamu 0OHOYAdCHO20 3dCMOCYBAHH S




PudammimH, eKCTpakT 3Bipo00io Crtig yHHKaTHA OOQHOYACHOTO 3aCTOCYBaHHS Yepe3 MOXKIIUBE
(Hypericum perforatum), kap6ama3erin abo [3HUKeHHS KOHIIEHTpalii gabiraTpany.

(beHiToiH [Tepemo3yBanHs pudamminuuy B 1o3i 600 mMr 1 pa3 Ha o6y
poTSAroM 7 OHiB 3HMXKYE 3aranbHy C,,. mabiraTpaHy Ta
3arajibHUM PO3MOMIiN Ha 65,5 1 67 % BimmoBimHO.
[HOYKYIOUW BIUIUB 3HU3UBCS, 110 IIPU3BEJIO 4O PO3MOALTY
mabiraTpaHy, 67IM3BKOT0 0O CTAHIAPTHOTO, Ha 7-¥ IEeHb
icyis IPUNMHEHHS Tepalil pudamminuaoM. [Toganbsimoro
30inblIeHHS 0i0MOCTYIIHOCTI He cIiocTepiranocs micns
HaCTYIHUX 7 JHIB.

[H2ibimopu npomeasu, maki K pumoHasip
O0HOuYacHe 3acmocyB8aHHA He peKoMeHOYeEmMbCA

PuToHaBip Ta #oro koMmOiHalii 3 iHmuUMM BrinuBatoTh Ha P-gp (i K iHribiTopu, i gk iHOyKTOpPH). BOoHNU

inribiTopamMu mpoTreasu He OOCIiAKyBaJKCs i TOMy He PEKOMEHOYIOThCS OIS
0OHOYACHOTO 3aCTOCYBaHHS 3 fabiraTpaHy eTEeKCUIIAaTOM.

P-gp cy6cmpam

[IUTOKCUH Y xomi mocmigKeHHs, TPOBEOEHOT0 3a y4acTio 24 300pOBUX

moOPOBOIIBIIIB, TPH OMHOYACHOMY 3aCTOCYBAHHi
mabiraTpaHy eTeKCUJIATy Ta QUTOKCUHY He CIIOCTepiramocs
PKOMHUX 3MiH BiJTHOCHO OQUTOKCUHY Ta KJIIHIYHO 3HAUYIIUX
3MiH y po3nogpini gabiraTpasy.

AHTHMKOATyJISHTH Ta JIiKapCchKi 3aco0u, 1110 MPOTUIIIOTh arperailil TPOMOOIIHUTIB.

JlikapceKi 3aco0u, Tepalisa SKHMU He [OCHifXKyBanach abo HOCBif 3aCTOCYBaHHS SKUX 00MeXKeHuH, i
JIiKapChKi 3ac00H, SKi MOXKYTh IiABUIIUTHA PU3UK KPOBOTEY IIPX OMHOYAaCHOMY 3aCTOCYBaHHI 3
nabiraTpaHy eTeKCHJIaTOM: aHTUKOATY/ISIHTH, TaKi K HedpakiioHoBaHu renaput (HOT),
HUA3bKOMONEKYNSAPHI renapunu (HMI') Ta noxigHi renapuny (GoHganapuHykc, Oe3UPYyAUH),
TPOMOOJIITUKY Ta aHTAroHiCTU BiTaMiHy K, puBapokcabaH Ta iHIII mepopaibHi aHTUKOATYISHTH (IUB.
po3nin «IIpoTunoka3aHHI»), TiKapChKi 3aco0u, 1110 TPOTUMIIOTE arperatiii TPoOMOOITUTIB, TaKi K
antarosictu penenrtopiB GPIIb/Illa, Tuknonigux, mpa3yrpesnb, TUKarpenop, IeKCTpaH Ta
cynbodinmipa3on (ouB. po3minn «OcoONMMBOCTi 3aCTOCYBAHHS»).

3rigHo 3 0OMexkeHUMU HaHuUMHU gociimxkeHHs RE-LY, y narmienTis 3 ¢pibpunsiieio nepencepab
OJHOYACHe 3aCTOCYBaHHS iHIIMX IepopaabHuX abo MapeHTepanbHUX aHTUKOATYJISHTIB 3 mabiraTpany
€TeKCHUJIaTOM i 3 BaphapuHOM MigBHUIIYE KiTbKiCTh BUIAOKIB 3HAYHUX KPOBOTEY IPUOIIU3HO Y 2,5
pa3sa, TOJIOBHUM YMHOM IIPH IIePexofi 3 OMHOT0 aHTUKOATY/ISHTY Ha iHIIWY (IUB. PO3MiN
«IIpoTtunoka3anHs»). Kpim Toro, omHoYacHe BUKOPUCTaHHS aHTHarperanTis, ACK a0o kmomigorpesn:o
npuONIU3HO BABiYi 306iIbIIy€E YaCTOTY OCHOBHUX KPOBOTeY SIK 3 fabiraTpaHy eTeKCUIaTOM, TaK i
BapdapuroM (guB. po3min «OcoGIUBOCTI 3aCTOCYBAHHS»).

H®I" MoxXHa 3aCTOCOBYBATH B [03aX, HEOOXiTHUX [JIS MATPUMAHHS BiTKPUTOTO IIeHTPAIBHOTO
BEHO3HOT0 ab0 apTepianbHOTO KaTeTepa, abo mif yac kateTepHoi abnsiil npu ¢ibpumnsunii mepeacepnb
(muB. po3gin «IIpoTunoka3aHHsI»).

Tabmuig 3

B3aeMopisi 3 aHTHUKOATy/ISTHTAMH Ta JIKapChKUMM 3ac00aMH, 1110 ITPOTUIIIOTE arperariii TpoMOOITUTIB.



HecTepoinni 3actocyBanHsa HII3II mpoTAroM KOpOTKOIO Yacy OJis mepionepariinHol
[IpPOTH3ananbHi aHanre3il He Oyy10 MMOB’3aH0 3 MiIBUILIEHHSIM PU3UKY KPOBOTEYi IIpU
npenapartu (HII3I1) |ogHOYacHOMY 3acTOCyBaHHI 3 gabiraTpaHy eTekcunatoMm. Ilpu TpuBamomy
3actocyBaHHi HII3II 3 mabiraTpaHy eTeKcuIaTOM i BappapruHOM Y XOfi
mocrimxkenus: RE-LY migBuniyBaBcs pu3uk KpoBoTredi npubau3uo Ha 50 %.
Krnomigorpens Y mocmimxkeHi y Momogux 3m0pPOBUX MOOPOBOJIBIIIB YOJIOBIYOI CTATi OMHOYACHE
3aCTOCYBaHHS HabiraTpaHy eTeKCHUIIATy Ta KJIOIiIOrpesio He BUKIIUKAIIO
[IPOJIOHTAllil Yacy KalliJIIpHOl KPOBOTEYi ITOPIBHSIHO 3 TaKUM IIPX MOHOTEpaIIil
KionigorpeneM. Kpim toro, nokasuuku AUC,  Ta C,,. . Habiratpany i Biius
nmabiraTpaHy Ha IPUTHIYEHHS arperallil TPOMOOLUTIB 3aIUIIaIUCS
He3MiHEeHHMHU IIOPiBHSIHO 3 TaKMMH TPy KOMOiHOBaHi# Tepartrii Ta BigmoBigHin
MOHOTEpaIil.

[1pu mo3yBanHi 300 Mr a6o 600 mr knonigorpento AUC,  Ta C, .«
nabiraTpany 30inbiyBanucs mpubnusno Ha 30-40 % (muB. po3min
«OCcO0OIMBOCTI 3aCTOCYBaHHS»).

AnetuncaninunoBa |[JaHi mocnifXKeHb CBig4YaTh, 110 OMHOYACHE 3aCcToCcyBaHHA 81 Mr ta 325 mMr
KHCII0Ta ateTuncaninunoboi kuciaotu (ACK) 3 gabiraTpany eTekcuiaaToM y go3ax 150
MT 2 pa3u Ha 0o0y MoxKe MigBUIIUTYA PU3UK MaCUBHUX KpoBoTed 3 12 % 1o
18 % Ta 24 % BipgnmosigHO (muB. po3gin «Oco6IMBOCTI 3aCTOCYBAHHS»).
HuspkomonekynsapHi [OgHOYaCHE 3aCTOCYBaHHS HU3bKOMOJIEKYIISIPHUX T'ellapUHiB, TAKUX SIK
refnapuHu eHOKCallapuH Ta fmabiraTpaHy eTeKcunaT, He JociimxkyBanocs. [Ticms
mepexony 3 3-IeHHOl Tepallii eHoKcamnapuHoM y mo3i 40 mr 1 pa3 Ha moby
yepes 24 rOOUHY IiCIIs MPUNOMY OCTaHHbBOI M03U €HOKCallapuHy eKCII03UIlis
nabiratpany Oyna TPOXM HUKYOM0, HiXK ITiC/IST 3aCTOCYBAHHS JIUIIE
nabiraTpany eTekcumnaTy (pa3oBa mo3a 220 mr). Buima antu-FXa/Flla
AKTUBHICTh CIIOCTEpiranaack micis 3acTOCyBaHHS mabiraTpaHy eTeKCHUnIaTy 3
[peTepalielo eHoOKcalapuHOM IIOPiBHSHO 3 TiKyBaHHSIM Juille mabiraTpany
eTekcunaToM. Lle BinOyBaeThCS BHACTIOOK MOMEPEIHBOT0 JTIKyBaHHS
eHOKCalapyuHOM Ta He € K/IiHIYHO 3HauymuM. [IpeTeparisi eHoOKcalmapuHOM He
BII/IMBAJIa Ha iHII aHTUKOATYJIAIiNHI TecTu mabiraTpaHy.

Tabmnuuga 4

[u11i B3aemogmil

CesekmugHi iHeibimopu 380pOMH020 3axonaeHHA cepomoHiHy (CI33C), cenekmueHi iHeibimopu
380P0MH020 3axonieHHA HopeniHeppuHy (CI33H

CenekTuBHI CI33C ta CI33H nipsulyBanu pu3uK KpOBOTEUl IIifl 4aC JOCIIAXKEHHS y BCiX
iHTibiTOpH rpylax JiKyBaHHSI.

3BOPOTHOTO
3aXOIJIEeHHS
CEPOTOHIHY
(CI33C),
CeJIeKTUBHI
iHTibiTOpH
3BOPOTHOTO
3aXOIJIEeHHS
HOpeniHeppUHY
(CI33H)

PeyoBUHU, UL0 BNIUBAKMb HA WAYHKO8UU pH




[TarTOIIPa301I [Tpu ogHOYACHOMY 3acToCyBaHHi nikapchkoro 3acoby [TPAJAKCA ta
MaHTOINPa30JTy crocTepiranocs 3uuxkeHHsa AUC nabiratpany Ha 30 %.
[TarTOMpPA30 Ta iHIIi iHTi6iTOpU MpoToHHOI mommu (ITTIT) ogHOYACHO
3acTocoByBanucs 3 npenapatoM [TPAIJAKCA y KniHIYHUX AOCTiAXKEHHSAX.
OpHouacHe 3acTtocyBaHHA II1I1 He 3HUXKYBao ePeKTUBHOCTI IIpenapaTy
[TPATTAKCA.

PaniTunoun OpgHOYaCHe 3aCTOCYBaHHS PaHITUAUHY i mabiraTpaHy eTeKcunaTy He Majio
KJTiHiYHO BaKJIMBOTO BIIJIBY Ha 06’€M BCMOKTYBaHHS fabiraTpany.

B3aeMopii, moB’da3aHi 3 MeTabomiyHKUM npodineM gabiraTpaHy eTeKCUIaTy Ta gabiraTpaHy.

HabiraTpany eTekcumnat Ta gabiraTpal He MeTab0/i3yI0ThCA cucTeMolio uToxpomy P450 Ta He
MaloTh in Vitro xKOJHOT0 BINIUBY Ha pepMmeHTH nuTOoXpoMy P450. ToMy He 04iKyeThCS B3a€MOZIl
mabiraTpaHy 3 BiIITOBIMHUMU JiKapChKUMH 3aCO0AMHU.

Oco06.1ueocmi 3acmocyeaHHsi.

Pusuk Kkposomeui. [TabiraTpaHy eTeKCHUIAT CITif 3 00epekHiCTIO 3aCTOCOBYBATH Y Pa3i BUCOKOTO
PU3UKY KPOBOTEYi ab0 0JHOYACHOTO 3aCTOCYBAHHS 3 JIIKAPCHKUMU 3aco0aMy, 10 BIIJIUBAIOTH Ha
reMocTa3 IIIAX0M NIPUTHiYeHHs arperatii TpoM6omnuTiB. KpoBoTeda Moxke BUHUKHYTH y OyOb-IKOMY
Micri nig yac nikyBaHHS. [Ipy 3HUXKEeHH] piBHS reMorio0iHy Ta/abo reMaTOKPUTY 3 He3 SCOBaHUX
IIPUYUH YU 3HUKEHHI apTepiaJbHOr0 TUCKY CII OOCIIAUTH HasABHICTH KPOBOTEY.

[Tpu BUHUKHEHH]I 3arpo3u OISt XKUTTS YU IIPU HEKOHTPOJIbOBAHIM KPOBOTEUi, KOJIM HEOOXigHe IITBUAKE
IPUNMHEHHS aHTUKOATYJIAIiNHOTO edeKTy, cenndiyHui peBepCUBHUN areHT inapyuu3ymad
IDOCTYIIHUY IJIs TpHu3HadYeHHs. [labiraTpaH BUBOOUTLCS IIPU TreMofianisi. MoxHa pO3rIsgHyTH
IOIIBHICTE 3aCTOCYBaHHS CBiXKOI IinbHOI KPOBi ab0 CBizKO01 3aMOPOKEHO] I1a3MHU, KOHIIEHTPATiB
KOarynslivHux pakTopiB (aKTHBOBaHMX ab0 HeaKTHBOBaHMX), peKoMOiHaHTHOTO (hakTopa VIla abo
KOHIIEHTPATiB TPOMOOIUTIB (OUB. po3min «[Iepemo3yBaHHS»).

Y xomi KNMiHIYHUX [OCTiAXKEHb 3aCTOCYBaHHS fabiraTpaHy eTeKCuIaTy acollifoBalocs 3 BUCOKUMHU
PiBHSIMM MaCHBHUX IIIIYHKOBO-KUIITKOBUX KPOBOTeY. [TigBUIIIEHNN PU3UK CIIOCTEPIraBCs y Malli€HTiB
TTHBOTO BiKYy (= 75 pokiB) mpu 3acTocyBaHnHi nabiratpany 150 Mr 2 pa3u Ha f00y. [JomaTKOBi
bakTopu PU3UKY (OUB. TaKOXK TaONHUIIO 5) BKIIIOYAIOTh CYIIyTHE 3aCTOCYBaHHS 3 iHTribiTOpamMu
arperatiii TpoMOOIMTIB, TAKUMH SIK KJIOIIOrPesib Ta areTuicaninuinoba KuciaoTa (ACK), abo 3
HECTEPOITHMMHU MPOTH3anaabHUMHU JliKapcbkuMu 3acobamu (HII3JI3), Sk i npucyTHiCT: e30darity,
racTputy abo ractpoe3odareanbHOT0 pedIioKcy.

®axkmopu pu3uky
Tabnuusg 5

daxTopH, AKi MOXKYTh IIgBUIIUTHA PU3UK KPOBOTEUL

DaxTOpU PU3UKY
dapmakogrHaMiyHi i KiHeTuuHi pakTopu [Bik = 75 pokiB




dakTOpH MmiABUIEHHS PiBHA Habiratpany |3HauHi:
y IIJIa3Mi KpOBi - TlomipHa HUPKOBa HENOCTATHICTh (K/IipeHC
KpeaTuHiHy 30-50 M/XB).

CunsHi iHridiTopu P-gp (mus. po3ninu
«IIpoTuriokasaHHsg» Ta «B3aeMopis 3 iHITUMU
TikapchKUMH 3acobaMu Ta iHIII BUOKW B3aEMOTiN»).

OpnouyacHe 3acToCcyBaHHA 3 iHribiTopamu P-gp Bix
CabKUX 10 IOMIPHUX (TaKUMHU SIK aMioflapoH,
[M0CaKOHAa30J1, XiHiIWH, BepallaMill Ta TUKarpenop) (ous.
po3min «B3aemMomist 3 iHIMKUMU JTiKapChKUMHU 3acobaMu
Ta iHI BUOU B3aEMOMIN»)

HesHauHi:

Huspka maca tina (< 50 Kr).
dapmakogrHaMiyHi B3aEMOfil (TuB. . AnetusncainumoBa KMCIOTa Ta iHImi iHribiTopu
po31in «B3aeMopisa 3 IHITUMHA arperatiii TPOMOOIMTIB, TakKi SIK KJIOMiIOrPeslb
ITiKapChKUMHU 3aco0aMu Ta iHIIi BUIH - HecrepoigHi mpoTru3ananbHi TiKapCchKi 3aco0w.
B3AEMOIIN») . CI33C abo CI33H.

[H1Ii miKapchki 3aco0H, SKi MOXKYTh IOTipIIyBaTH

remMocTas.
3aXBOPIOBAHHSA/IIPOLIEAYPU 3 PU3UKOM - Bpopxeni abo HaOyTi po3naau 3ropTaHHS KPOBI.
KDPOBOTEY - TpombouuToneHis abo GpyHKUiOHaNIbHI HeheKTH
TPOMOOITUTIB.

Hemonasus Giomcist abo MacHBHa TpaBMa.

BakTepianbHUY €HIOKapPOUT.

E3odariT, ractput abo ractpoe3odareanbHuii
pedIoKC.

IaHi 110710 KaTeropii mamieHTiB 3 Macoio Tina < 50 Kr oOMexkeHi (OuB. po3min «PapMaKOKiHETHKA»).
ITonepedacysanvHi 3axo0u ma ynpasaiHHA pudukamu Kpogomeu

[Mlopo mikyBaHHS reMOpariyHux yCKiIagHeHb OUB. Po3Ain «Ilepemo3yBaHHA».

OuiHKa Kopucmi ma pu3ukis

YImKo:KeHHs, CTaHH, Ipolenypu Ta/abo papmakosnoriuHa Teparmis (Hanpuknan, HIT3II,
a"tuarperatninaumMu npenapatamu, CI33C ta CI33H, nus. po3min «[IpoTunokasaHHs» Ta «B3aemomis
3 iHImMMUMM NTiKapchKUMU 3acobaMu Ta iHII BUAYM B3aEMOZiN»), 110 MiABUILYIOTh PU3UK 3HAYHUX
KPOBOTEY, ITOTPEOYIOTh PETENTbHOI OIIIHKY ITepeBar Ta pu3ukKiB. [labiraTpaHy eTeKCUmaT CIIif
3aCTOCOBYBATHU JIMIIIE ¥ pa3i, KOIU O0YiKyBaHa KOPUCTH IlepeBaxKa€e PU3UKU KPOBOTEY.

PemevHe KaiHiuHe cnocmepeirceHHA

PekoMeHIOBaHO peTeNbHE KIIiHIYHE CIIOCTEPEeXKEHHS 00 BUHUKHEHHST 03HAK KPOBOTEYi UM aHeMil
IIPOTSITOM JIiIKYBaJIbHOTO IIE€Piofly, 0COGIHMBO IPH IMOETHAHHI ()aKTOPiB PU3UKY (OuUB. TAGIUIIO 5 BUIIE).
Crnipg mposiBNsiTE 0COOIUBY NMUIBHICT ITPY OOHOYACHOMY 3aCTOCYBaHHI mabiraTpaHy eTeKcumnary 3
BepanaminioM, aMioflapoHoM, XiHiguHOM ab0 KitapuTpoMinuHoM (iHriGiTopu P-gp) Ta mpu BUHUKHEHHI
KPOBOTEYi, 0COOIMBO Yy MAIliEHTIB 3i 3HUKEHOIO PYHKITIEI0 HUPOK (IUB. po3Ain «B3aeMofiia 3 iHIUMU
JMiKapChKUMH 3acobaMu Ta iHIIi BUIM B3a€MOili»). PeTebHe CIIOCTEepeXKeHHs 000 BUHUKHEHHS
03HAK KPOBOTEY PEKOMEHIOBAHE IMalliEHTaM, SIKi OTHOYACHO JIIKYIOThCS HECTEPOITHUMHU
IPOTHU3AMaJIbHUMU IIperapaTamMu (QuB. po3fin «B3aemomis 3 iHIIUMY JTiKapChKUMHU 3aco0aMu Ta iHIi
BUOHY B3aEMOIN»).



IIpunuHeHHs 3acmocy8aHHs 0abizampaHy emekcuaamy

[TarienTH, y AKUX PO3BUHYJIACh T'OCTPa HAUPKOBA HENOCTATHICTh, [IOBUHHI IPUIIUHUTYA 3aCTOCYBaHHSA
nabiraTpaHy eTeKcunaTy (OUB. po3pin «IIpoTUIOKa3aHHA»).

[Tpy BUHUKHEHHI TSXKKOI KDOBOTEUI CJIifi IPUIIMHUTH JIiIKyBaHHS, JOCIIANTH JKepejio KpoBOTedi Ta
PO3TIISHYTU MOXKJIMBICTh 3aCTOCYBaHHS CIIeNM(piYHOTO PEBEPCUBHOTO areHTa (imapynusymab).
abiraTpaH BUBOOUTHCS IIPU TeMOIiaTi3i.

3acmocysaHHA iH2i6imopie NPOMOHHOI nomnu

[ 3amnobiraHis MITYHKOBO-KHIITKOBAM KPOBOTe4aM MOKHA PO3TJISHYTH OOLITBHICT 3aCTOCYBAHHS
iHTi6iTOPIB MPOTOHHOI TOMIIH.

JlabopamopHi napamempu 320pMaHH

Xoua 1e¥ iKapchKUY 3aci0 3aranoM He OTpeOye aHTUKOATYIALINHOTO MOHITOPUHTY, BU3HAUEHHSI
QHTUKOATYIISLIMHOTO BIIJIUBY, ITOB’SI3aHOTO 3 HabiraTpaHoM, Moxke OyTH KOPUCHUM [JIs BUSIBIIEHHS
HagMipHO BHCOKOTO PO3MOMiny mabiraTpany 3a HasBHOCTI OAATKOBUX GaKTOpiB pu3uky. Taki
IIOKA3HMKH, SIK po3BemeHus TpombiHoBu# yac (pTY), wac 3ropranHs Kposi (Y3K) Ta akTMBOBaHUM
YacTKOBUY TpoMmbonnacTuHoBuit yac (AYTY), MOXKyTh OyTH KOPUCHUMH, ajie Pe3yNIbTaTy CJIif
iHTeprpeTyBaTH 3 00€PEXKHICTIO Yepe3 BiAMIHHICTL MiXK TecTamu (OUB. po3din «®apMakoguHaMiKa»).

Tect MHB (mixkHapopmHe HOpMasli30BaHe BiJHOIIEHHS) € HEAOCTOBIPHUM Y TAIli€HTIB, SIKi
3aCTOCOBYIOTh HabiraTpaHy eTeKCHUIaT: CIIOCTepiranucs XubHOMo3uTUBHI mifpuiienHss MHB. Tomy
TecT MHB He cig npoBoguTtu. Y Tabnuili 6 HaBeeHO TOPOroBi HUXKHI 3HaUEHHS KOaryisliiHOT0
TECTY, II0 MOXKYTb OyTH ITOB’sI3aHi 3 MiABUIIEHUM PU3UKOM KPOBOTEY (OUB. PO3Mis
«QapmakoguHaMika»).

Tabnuus 6

[ToporoBi 3HaYeHHS KOATySALIMHOT0 TECTY, 1[0 MOXYTh OyTH IIOB’sI3aHi 3 MiIBUIIEHUM PU3UKOM
KpPOBOTEY

TecT [Toka3aHHA
[HOII, TT'B/JIE
pTY [Hr/™M1T] > 200
3K [x-KpaTHa BepxHsA MexkKa HOpPMH] >3
AYTY [x-KpaTHa BEPXHS MeXa HOpMH] > 2
MHB He MOoTPiOHO MPOBOOUTH

3acmocysaHHs QibpuHoAimuyHuX 3acobie 0415 NAIKYBAHHS 20CMPO20 iWeMi4H020 iHCYyAbmy.

3acTocyBaHHA (iOpUHOMITUYHUX 3aC00iB A1 TiKyBaHHS TOCTPOTO iIeMiYHOT0 iHCYIBTY MOXKe OyTH
PO3TIISIHYTO, KO0 pe3ynbTatu aHamnmi3dy pTY, ECT a6o AUTY He mepeBuInyots BMH.

XipypeiuHe ma onepamugHe empy4aHHs. T1alieHTH, AKi 3aCTOCOBYIOTh HabiraTpaHy eTeKCuiaT Ta
IIEPEHOCATH Xipypriuni abo iHBa3UBHI MpolLeypHu, MalOTh MiABUIIIEHUN PU3UK KpoBoTedi. Tomy
XipypriuHe BTpy4aHHs MOXe NOTpebyBaTy TUMYaCOBOT'0 IPUIIMHEHHS 3aCTOCYBaHHS fabiraTpany
eTEeKCUIaTy.



[TanieHTH MOXKYTh 3aCTOCOBYBaTH fAabiraTpaHy eTeKCcuUiaT Ipu KapAaioBepcil. JlikyBaHHSA
nabiraTpaHy etekcunaToM (150 Mr 2 pa3u Ha go0y) He MOTPIOHO IepepPUBATH MAI[iEHTaM 3
¢Gibpunsiieio mepencepnb Npu KaTeTepHil abnsiil (quB. po3min «Crnocib 3acTocyBaHHS Ta JO3U»).

Cnipg goTpuMyBaTHCh 00E€PEXKHOCTI ITPY TUMYACOBOMY TIPUNMHEHHI JIIKyBaHHS [JIg XipypridvHoro
BTPy4YaHHS Ta 3a0e3MeynTy MOHITOPUHT aHTHKOAryssiil. KnipeHc mabiraTpaHy y mali€eHTiB 3
HHUPKOBOIO HEJIOCTATHICTIO MOXKe 3aiHsATH Oinbile yacy (ouB. po3min «PapmMakokiHeTuKa»). Crifn
NOTPUMYBATUCS 00€PEKHOCTI MpU OyAb-IKUX MPOIeaypax. Y TaKUX BUIAAKaX TECT HA KOATYJISIIIO
(muB. po3minu «IIpoTunoka3anHsg» Ta «dapMakoguHaMiKa») MOXKe [IOIMIOMOTTH BU3HAYUTH, YH €
IIOPYIIEHHSA reMoCcTasy.

HeegioknadHa xipypeisa abo mepmiHosi npoyedypu. 3acTocyBaHHS mabiraTpaHy eTeKCHUIaTy MOTPiOHO
TUMYacOBO IPUMHUHUTH. Koy HeoOxifiHe MIBUKE YCYHEHHS aHTUKOATYIIAIiNHOT0 edeKTy, Moxke OyTu
pu3HauYeHu crenuivyHnii peBepCUBHUM areHT (imapyuusymab). [labiraTpaH BUBOOUTLCS IIPU
reMoqmiamia3i.

3BOPOTHA Ais OO0 Tepalii fabiraTpaHOM CIPUYKHSIE TPOMOOTUYHKY PU3UK Y MAI[iEHTIB. 3aCTOCYBaHHS
nabiraTpaHy eTeKCUaTy MOXKHA BiMHOBUTHU yepe3 24 TOOWHY IicIIs BBEIEeHHS ifapynu3ymaly, sKIIo
NaLeHT € KITiHiYHO cTabinbHUM i 6yJI0 JOCATHYTO afleKBaTHOI'0 FeMOCTa3y.

XipypeiuHe ma onepamugHe 8mpyyYaHHsA npu nidzocmpux cmaHax. 3aCTOCYBaHHS gabiraTpaHy
eTeKCHUIaTy NMOTPiOHO THMYaCOBO MPUNUHUTH. XipypriuHe abo ornepaTuBHE BTPy4YaHHS MOTPIOHO
BifIKJTacTH IIOHaMMeHIIe Ha 12 TOJUH Mic/is OCTaHHBOTO IpHUKoMY gabiraTpaHy, SKIIO 1ie MOKIIHUBO.
Ao xipypriuHe BTpy4YaHHS He MOXHa BigK/IaCTH, PU3UK KPOBOTEUI MOXKe OyTH 30i/bIIeHUH.
[ToTpi6HO 3BaXKUTH PU3UK KPOBOTEUi Ta TEPMiHOBICTh BTPYYaHHS Mepel 3aCTOCYBaHHSIM IIperapary.

ITnaHosa onepauis. K10 MOXKIIMBO, 3aCTOCYBaHHS fabiraTpaHy eTeKCUIaTy NOTPiOHO IPUIUHUTU
IOHaMMeHIIe 3a 24 TOOUHY [0 iHBa3uBHUX a00 XipypriuHux mpouenyp. s namieHTiB 3 mifBUllleHUM
PU3KUKOM KpoBOoTedi a0 y pasi cepiio3HOi onepatiii, Koju Moxke OyTH moTpiOHe MPOBeNeHHS
reMocTa3dy, Heo0XiTHO PO3TJISHYTHA MOXKJ/IUBICTh IPUIIMHEHHS 3aCTOCYBaHHA fabiraTpaHy eTeKCUIaTy
3a 2-4 gHi mo omeparrii.

Tabnuusa 7

[TpaBusia IPUIMHEHHS 3aCTOCYBaHHS Iepe[ iHBa3UBHUMHU ab0 XipypriYHuMHU MpOoIeaypaMu

Hupkosa [lepemOauyBaHuil |3acToCcyBaHHS mabiraTpaHy eTeKCHUIATy CIIif IPUIUHUTH [0
byHKIIS rnepion [1JIAaHOBOT'O XipypriyHOTr0 BTPy4YaHHS

(xtipeHc HAMiBBUBEEHHS  |BHCOKMI PU3UK KPOBOTedi a60 |[CTaHmapTHUA PU3UK
KpeaTuHiHy,  [(rom) 3HQYHOTO ONEPaTUBHOTO

MJI/XB) BTPY4YaHHS

> 80 ~13 3a 2 noou 3a 24 TOOUHU

> 50-< 80 ~ 15 3a 2-3 gobu 3a 1-2 mobu

= 30-< 50 ~ 18 3a 4 nodu 3a 2-3 mobu (> 48 roguH)

CnuHHOMO3K08a aHecme3is/ enidypaavHa aHecme3sis/ ntombaavHa nyHkuis. ITpolienypu, Taki Sk
CIIMHHOMO3KO0Ba aHecTe3is, MOXYyTh IOTPe0yBaTH MOBHOTO (QYHKIIOHYBAHHS CUCTEMU
reMocCTasy.

Pu3uk nmosiBu CIMHHOMO3KOBOI YU €IIiypabHOl TeMaTOMHU MOXKe IMigBUIIATHUCE Y pa3i TpaBMaTHYHOI



YU ITOBTOPHOI IYHKIIil Ta MOMOBXKEHOTO IiCIsI0MePaIlifiHOT0 3aCTOCYBaHHS eMmifypaabHUX KaTeTepiB.
[Ticns BUIy4eHHS KaTeTepa CIIifl 3a4eKaTH LM[OHAWMeHIIe 2 TOOUHY [0 IIPUHOMY IEepIIoi 03U
nabiraTpaHy etekcumnaTy. Taki marieHTy HOoTPeGyIOTh PETEIBHOTO CIOCTEPEKEHHS 00
HEBPOJIOTiYHUX CUMIITOMIB Ta CUMIITOMIB CITMHHOMO3KOBO1 a00 emifypaabHOl reMaTOMH.

ITicasionepauiliHa ¢pa3a. 3acTocyBaHHS fabiraTpaHy eTeKCUIaTy CJIifi BiTHOBHATH/PO3MOYATH IiCIIs
iHBa3UBHUX IIpouenyp ado XipypriyHOTro BTpyYaHHS, K TiJIbKU JO3BOJIUTH KJIiHIYHA CUTYyallis Ta Oyae
LOOCATHYTO JOCTATHBOI'O PiBHSA reMOCTasy.

[TanieHTaM 3 pU3UKOM KpPOBOTedi abo nalieHTaM 3 pU3UKOM HafIMipHOTO BILIUBY, 0COONIUBO 3i
3HUKEHOI0 (PYHKIII€I0 HUPOK (OUB. TaKOXK TAONHUIIIO 5), CIIiJ TPOBOJUTH Tepallilo 3 00epexXHiCTIO (OUB.
po3pinu «IIpoTunokalanHsa» Ta «PapMaKoguHaMiKa»).

ITauieHmu 3 8BUCOKUM PU3UKOM CMepmi 8HACAI00K ONepamu8H020 8MPYYaHHA ma 3i cnadkosumu
akmopamu pu3uky mpomboembosiyHuXx yckaaoHeHb. [laHi mono epeKTUBHOCTI Ta Oe3meKu
3aCTOoCyBaHHS HabiraTpaHy eTeKCHUIaTy OJIs i€l rpynu MmallieHTiB 00MeXkeHi, TOMy Teparllio CIif
IIPOBOAUTH 3 00€PEXKHICTIO.

ITopywenHs pyHkuii neuinku. [TallieHTH 3 MigBUIEHUM PiBHEM (PEPMEHTIB MEYiHKH, 1110 Oinblile
HiX y 2 pa3u nepesuillyBaB BMH, 6ynu BuKItoueHi 3 0CHOBHUX BUIIPOOyBaHb. Yepe3
BiICyTHICTb OOCBiAY JIiKyBaHHS NpUiioM fabiraTpaHy eTeKCUiaTy He peKOMEeHOOBaHUM AJIs
ITi€l IPyIX Malli€eHTiB.

[MarienTaM 3 IEYiHKOBOIO HEJOCTATHICTIO a0 3aXBOPIOBAHHSIM NEYiHKH, 110 MOXKYTh BIIMBATH Ha
BUKMBaHHS, 3aCTOCYBaHHS IIpenapaTy IPOTUIIOKa3aHo (OuB. po3nin «[IpoTuoka3aHHs»).

B3aemopmid 3 iHgykTOpamu P-gp.

Crip yHUKaATHA OGHOYACHOTO 3aCTOCYBaHHS iHAYKTOPiB P-gp Yepe3 MOXK/IMBe 3HUXKEHHS KOHLIEHTpallil
nabiratpany (muB. po3minu «B3aemofisa 3 iHIIMMU TiKaPCHKUMM 3aco0aMu Ta iHIIT BUOW B3aEMOMil»
Ta «PapMaKOKiHETHKA»).

[amienTty 3 anTUGOChHONITITHUM CUHIPOMOM

[Tpsimi opanbHi anTuKoarynsautu ([IOAK), Bkniogyatouu gabiraTpaHy eTeKcuiaT, He peKOMeHI0BaHi
malfieHTaM 3 TpoM0030M B aHaMHE3i, Y IKUX [1iarHOCTOBAHO aHTU(OCGHOMMiTHNY CUHAPOM. 30KpPEMa,
y TMAIi€HTIB 3 MOTPiMHOI0 TO3UTHUBHOIO Peakilielo (Ha BOBYaKOBUY aHTUKOATY/ISHT, @HTUTINIA O
aHTHKaApPAioMiNiHy Ta aHTHUTINa K0 aHTU-OeTa-2-rnikonporteiny I) nikyBauus [IOAK moxe 6yTu
IIOB’s13aHe 3i 30i/IbIIEHHSM YaCTOTH PEIUANBYIOUUX TPOMOOTUUHUX SBUII TOPiBHSHO 3 Tepalli€io
aHTaroHicraMmu BitaMminy K.

Ingpapxm miokapda (IM).

3rimHo 3 maHuUMM KiiHiuHOTO mocmimxkeHHSI RE-LY (IH®II, gus. po3nin «®apmMakoguHaMika»)
(mabiraTpany etekcunar - 110 Mr 2 pa3u Ha go0y, gabiratpany etekcunat 150 mMr - 2 pa3u Ha go0y
Ta BapdapuH) HauBUIIMHE aOCOMOTHUIM pu3uK IM criocTepiraBcs y Takux Migrpymnax i3 nogibHuM
BiITHOCHUM PU3MKOM: IallieHTH 3 iH(papKToOM MioKapha B aHaMHe3i, IallieHTH BikOM = 65 poKiB 3
niabeTom ab0 3aXBOPIOBAaHHSIM KOPOHAPHOI apTepii, mamieHTu 3 ¢ppakiiieio BUKUAY JIiBOTO MITyHOYKA <
40 % Ta malieHTH 3 MTOMipHOI0 HUPKOBOIO HefoCTaTHICTIO. KpiM TOTo0, miABUINIEHUN PU3UK iHPAPKTY
MiOKapfa CIoCTepirascs y MalieHTiB, Ki OMHOYACHO 3aCTOCOBYBAJIU alleTUJICAJIILIUIIOBY KUCIIOTY 3
KJIoTigorpesneM abo TilTbKY KJIOMiIOT Peb.



3rigHo 3 maHuMU gocaimxkeHns TI'B/JIE, Bullliii piBeHb iH(GapKTy MioKapa CIIOCTePiraBcs y Malli€HTIB,
SIKi OTpUMyBanu fabiraTpaHy eTeKCUaT, HiXK y TUX, XTO oTpuMyBaB BapdapuH: 0,4 % ta 0,2 %
BIIMTOBIIHO B KOPOTKOTpUBanux gociigxenuax 1a 0,8% i 0,1 % y moBrorpuBanux OOCTiAKEHHSX.

3rigHo 3 JAHWMM iHIIIOTO NOCTIAXKEHHS, V IKOMY ITOPiBHIOBAIX HabiraTpaHy eTeKcuiaT Ta miaieoo,
piBeHb iHpapKTy Miokapma ctaHoBuB 0,1 % y maiieHTiB, siKi oTpuMyBanu gabiraTpaHy eTeKCuiar, Ta
0,2 % y martieHTiB, SKi OTpUMYyBaIH Iaiebo.

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

Ocobugi 3acmepediceHHA W,000 3acmocysaHHs. Buiimatouu Karncynu npernapaty [IPAIJAKCA 3
6micTepa, CIif HOTPUMYBATHUCS TaKUX IIPaBUII: BiIOinuTu ofuH okKpeMuit 61icTep Bif iHiroro 6mictepa
y3[0BXK ITep¢opoBaHoi MiHii; micTaBaTu TBEpPAY Kamcyny 3 6iicTepa 6e3mocepeqHbo nepes IpuioMoM;
3HATHU GOy 3 OicTepa, He IPOAABIIOIYN QOJIBTY KaIlCyIIolo.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

2XKiHKu penpodykmueHo20 8iky. 2KiHKaM penpogyKTHBHOIO BiKy CJIifj YHUKaTH BariTHOCTI IPOTITOM
nikyBaHHA npenapaTtoMm [TPAITAKCA.

BaeimHicmb. HeMae BiANOBIGHUX HaHUX 11040 3acTocyBaHH4 npenapaTy [IPAITAKCA BaritTHUM
XKiHkaM. [locniaKeHHs Ha TBapuHaX [10Ka3alu PeNpPOLyKTUBHY TOKCUYHICTh. [I0TEHIINHUY PU3UK
JIS1 BariTHUX XKiHOK HeBimoMuii. BariTHuUM He Ci1if 3acTOCOBYBaTH HabiraTpaHy eTeKCHUIIAT, OKPiM
BUIIQIKiB, KOJIX O4iKyBaHa KOPUCTD IJIs XKiHKM Oyfie MepeBUIlyBaTH MOTEHLIINHNUI PU3UK OJIS IIJIOfA.

T'odysanHs epyddr. HeMae KIiHIYHUX MaHUX IIOMO BIUIMBY mabiraTpaHy Ha HEMOBIIST, SIKUX
TOOYIOTH IPyAnto. fAK 3acTepeKeHHS CIIIf IPUIIMHUTY TOOYBaHHS IPYHAILO.

®epmuavHicmb. HeMa€e gaHUX 100 BIIUBY Ha (DEPTUIBHICTD.

30amuicmb enausamu Ha weudKicmb peakuii npu KkepysaHHi asmompaHcnopmom abo
[HWUMU MexaHizmamu.

IabiraTpany eTekcuiaT He BIIMBaE ab0 Ma€ He3HAUHMIM BIJIMB Ha LIBUAKICThH peakilii mpu KepyBaHHi
aBTOTPAHCIIOPTOM abo poboTi 3 iHIIMMK MeXaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.
Ho3ysaHHA.

3anobieaHHA iHCYyAbMY Ma cucmemHil emb04ii y opocaux nauieHmie 3 HeK/1anaHHow Qibpusauicto

nepedcepdb 3 00HUM abo kinbkoMa pakmopamu pusuky (3anobieanHsa IHPII).

JIikyeaHHA mpombo3y eaubokux seH (TI'B) i neeenesoi embouii (JIE) ma 3anobieaHHA
peuudusywyomy TI'B ma JIE y dopocaux.




Tab6muisa 8

PekoMmeHnoBaHi 103U mabiraTpany etekcunaty npu IHOII, TT'B ta JIE

- PexomMeH008aHa 003a
3anobiraHHs iHCY/IbTY Ta CUCTEMHIM eMO0mil

y IOPOCTIUX TalliEHTIiB 3 HEKJIallaHHOI0 PexoMeH0BaHa [103a fabiraTpaHy eTeKCcuiaTy

(hibpunsiieio mepencepnb 3 OGHUM abo ctanoBuTh 300 mr: mo 1 kamcymi 150 Mr 2 pa3u Ha

KinbKoMa (pakTopaMu pu3ukKy (3amobiranHg |goOy

[THOII)

JlikyBanus TT'B i JIE Ta 3anobiranus PekoMeH0BaHa [io3a gabiraTpaHy eTeKcuiaTy

penupusyodomy TT'B i JIE y gopocnux cTaHoBUTH 300 Mr: mo 1 kancyni 150 Mr 2 pa3u Ha
moOy micis I’ ATUIeHHOl Tepallii mapeHTepaIbHIM
QHTHUKOATyJISTHTOM.

PexomeHOoBaHe 3MeHWweHHs 003U
[TamienTu BikoM Bif 80 pOKiB

[TallieHTH, Ki OMHOYaCHO 3aCTOCOBYIOTh
Bepanamisn

P032/1AHYyMU 3MEeHWeHHA 003U
[Tamientu BikoM 75-80 poKiB

[TaiieHTy 3 MOMIPHOI HUPKOBOIO

[To6oBa m03a mabiraTpaHy eTeKCUiaTy CTaHOBUTH 220
Mr: o 1 kamcymi 110 Mr 2 pa3u Ha fo6y

HepgocTaTHiCTIO (CrCL 30-50 M1/xB) [To6oBy mo3y mabiratpany etekcunaty 300 mr abo
[lamieHTH 3 TacTPUTOM, e30(aritoM abo 220 Mr BU3HAYalOTh Ha OCHOBI iHAMBIAyaNbHOI OL[iIHKI
racTpoe3odareaabHUM pedIoKCoOM TPOMO0EeMOOIIYHOTO PU3UKY Ta PU3UKY KPOBOTEUi
[HIITi MaIlieHTH 3 MiABUIIEHUM PU3UKOM

KPOBOTEUi

Y pasi TT'B/JIE pekomeHnoBaHO 3acTocoByBaTH 220 Mr gabiratpany etekcunarty: mo 1 kamcymi 110 mr
2 pa3u Ha go0y. Taka mo3a 6a3yeThcs Ha (papMaKOKiHETUYHOMY Ta papMaKOAMHAMiIYHOMY aHasi3i Ta
He [0CIIiAXKyBasacs B KJIIHIYHUX YMOBax.

Ius. iHpopMalriito, HaBeeHy HUKYe, Ta po3minu «OcobIUBOCTI 3aCTOCyBaHHA», «B3aemois 3
iHIITIMY JTiIKapCbKUMM 3aco0aMu Ta iHIIM BUOYM B3aEMOMil», «PapMakomuHaMiKa» Ta
«DapMaKOKiHETUKa».

Y pasi HenepeHOoCcUMOCTi abiraTpaHy eTeKCUJIATy NalliEeHTH IIOBUHHI OyTH MIPOiHCTPYKTOBAHI Ipo
HeoOXiIHiCTh HeraHoOl KOHCYJIbTAIlil 3 JlikapeM 00 ITepexoay Ha albTepHaTHBHY IPUUHATHY
Tepariio Ag nonepenXeHHs iHCYIbTy Ta CUCTeMHOl eM001i], TOB’g3aH0l1 3 GibpundIli€lo nepeacepmp,
Ta IJIS TiKyBaHHS TpoM0O03y rubOKUX BEH Ta JiereHeBoi eMOotil.

OrriHKa HKIIi1 HAPOK [0 Ta IPOTSrOoM JIiKyBaHHS HabiraTpaHy eTeKCUIaToOM

Y Bcix nanieHTiB i 0co6auBO y MiTHIX 0Ci0 (> 75 POKiB), TOMY 1[0 HUPKOBa HEIOCTATHICTh MOXKE YacTo
BUHUKATH y TAIiEHTIB IIi€l BIKOBOI TPYIIHU:

[Tepen moyaTKoM Teparii gabiraTpaHy eTeKcunaToM ¢GYyHKIIiI0 HUPOK CJIiff OLiHUTH LIIISIXOM
PO3paxyHKy KJIipeHCY KpeaTUHiHy AJIs BUKTIOYEHHS TSIKKO01 HUPKOBOI HemocTaTHOCTI (CrCL < 30
MJ1/xB) (muB. po3pinu «IIpoTunoka3anHs», «Oco0IMBOCTI 3aCTOCYBaHHS» Ta «®apMaKOKiHETHKA»).

Crnip ouiHoBaTH (DYHKIII0 HUPOK, SIKINIO € Mifo3pa Ha moTipineHHs QyHKILIl HUPOK Mif 9ac
Teparil (Hanpukiaf, IpyY TinoBojieMil, JerigpaTaril Ta CyMiCHOMY 3aCTOCYBaHHi 3 I€BHUMU
JiKapChKUMH 3ac00aMu).



[TomaTKOBi BUMOTHY IIOAO MAIiEHTIB 3 IETKOIO Ta MTOMIPHOI0 HUPKOBOIO HEAOCTATHICTIO Ta MAalli€HTIB
BIKOM Bifi 75 POKiB:

e [Iig yac Teparii gabiraTpaHy eTEKCUIIATOM CJIif] OL[iHIOBaTH HUPKOBY (GYHKIIiIO IoHaMeHIIe 1
pa3 Ha pik abo yacTime 3a MOTpPedy y MeBHUX KIIIHIYHUX CUTYALiAX, SIKIIO OYiKYETHCS, 1110
HUPKOBa GYHKIIiT MOXKe 3HUXKYBATUCS a0o moripiryBaTucs (HampuKiIad IPH TimoBoieMil,
merimparaillii, CyMiCHOMy 3aCTOCYBaHHi 3 IEBHUMHU JIiKapChbKUMU 3aC00aMH TOIIIO).

Mertop, 1110 BUKOPUCTOBYBaBCA A OoIiHKU (QyHKII1 HUPOK (CrCL B mn/xB), - e Meton Kokpodra -
lomra.

Tpugaaicmy AiKYyBAHHA
Tabmuig 9

TpuBanicTs nikyBaHHS mabiraTpaHy eTekcuaaToM mpu [HOII, TI'B ta JIE

[Toka3zaHHsa [['puBaiCTh JIIKyBaHHS

[HOII 3acTOoCyBaHHS IIpenapaTy MOBUHHO OYTH JOBrOTPUBAJIUM

TT'B ta JIE [TpuBamicTh NMiKyBaHHS BU3HAYAIOTh iHOUBIMyaNbHO IiCIIST PETENIBHOIL OIliHKU
KOPHCTI JIiKyBaHHS Ta PU3UKY KPoBOTeUi (AuB. po3min «OcobnmuBoCTi
3aCTOCYBaHHS»).

KopoTkoTprBase JIiKyBaHHS (He MeHIIe 3 MicAIiB) MOBUHHO O6a3yBaTUCS Ha
TUMYacOBUX (paKTOpaxX PU3UKY (TaKuX IK HEIIo4aBHS olepallisi, TpaBMa,
iMMoO0ini3atlist), a JOBroTpuBasie JIiKyBaHHS MOBUHHO O6a3yBaTHUCS Ha
nocTiitHuX akTopax pusuky abo igiomatmyromy TI'B abo JIE.

IIponyuieHa 0o3a

[Tpomnymeny no3y mabiraTpaHy eTeKCUIATy MOXKHA MPUUHSATH 3a 6 TOOWH 10 BCTAHOBIIEHOTO YacCy
3aCTOCYBaHHSI HACTYIIHOI JO3H. fAKII0 10 3aCTOCYBaHHS HACTYIIHOI O3 MEHIIe 6 TOOWH, IPOMYIIEHY
[03y IpUUMaTH He CIIif.

He cnip 3acTocoByBaTH MOABIMHY [03Y OIS KOMIIEHCAIlil TPOMYIIEeHOl O3H.

IIpunuHeHHA nputioMmy dabieampaHy emekcuaamy.

JlikyBaHHs gabiraTpaHy eTeKCHUIaTOM He MOXKHa NMPUNUHATH 6e3 KOHCynbTalii 3 mikapem. [lauienTu
TIOBUHHI OyTH TOomepeKeHi Mpo HeoOXifHICTh 3BEPHYTUCH [0 JTiKaps y Pa3i BUHUKHEHHS IITyHKOBO-
KHUIITKOBUX CHMIITOMIB, TaKMX K Aucmerncis (muB. po3min «ITobiuHi peakiii»).

ITepexid i3 3acmocysaHHA 0abieampaHy emekcuaamy HA NdpeHmepdabHUll AHMUKOA2YASAHM.

[Tepen mepexomoM i3 3aCTOCYBaHHS mabiraTpaHy eTeKCUIaTy Ha apeHTepalbHUi aHTUKOATYJISHT
PEKOMEHIYEThCS 3a4eKaTu 12 roguH MicNsa IPUKUOMY OCTAHHBOL HO3U (IUB. po3pin «B3aeMopia 3
iHIITUMM JTiKapChKUMM 3aC00aM¥ Ta iHII BUOY B3aEMOIii»).

ITepexid i3 3acmocyB8aHHA napeHmepaabHUX dHMuUKodzyA5HmMie Ha dabieampaHy emekcuiam.

[Ticns mpunMHEHHS 3aCTOCYBAHHS TAPEHTEPAIbHOTO aHTUKOATYIISIHTY fabiraTpaHy eTeKCcusaT
IIOYMHAIOTh NpuiiMaTH 3a 0-2 roOMHU 00 Yacy KMOBIPHOT'0 3aCTOCYBaHHS HACTYIIHOI AO3U
IIapeHTEepasbHOr0 aHTUKOATYISHTY ab0 Y MOMEHT IIPUNIUHEHHS JiKyBaHHS ITapeHTepaTIbHUM



QHTUKOATYJISTHTOM IIifl 4Yac 0e31epepBHOro NIiKyBaHHS (HalpUKIIaf, BHYTPIIIHbOBEHHUN
HedpaKIioHOBaHMI remapuH) (IUB. po3min «B3aemopis 3 iHIKUMHY JTiKapChKUMK 3aco6aMu Ta iHImi
BUOHY B3a€EMOIN»).

ITepexid i3 3acmocysaHHA 0abieampaHy emekcuiamy HA aHmazoHicmu 8imamiHy K (ABK).
YmoBu nepexony Ha 3actocyBaHHS ABK Ha ocHoBi CrCl (kyipeHCy KpeaTuHiHy):

- CrCl = 50 mm/xB, noyaToK 3acTocyBaHHsA ABK - 3a 3 [Hi 00 IpUNMHEHHS 3aCTOCYBaHHS
nabiraTpaHy eTeKCUaTy;

- CrCl = 30 - <50 mn/xB, mo4yaToK 3acTtocyBaHHsg ABK - 3a 2 Hi [0 IpUNMHEHHS 3aCTOCYBaHHS
nabiraTpaHy eTeKCuiaTy.

Ockinbku mabiraTpaHy eTeKCHIaT MOXKe MiABUINUTH MiKHapoaHe HOpMaJsli3oBaHe BiIHOIIEHHS
(MHB), To MHB 6ype kpartte Bimo6paxaTu ebekt ABK nuie yepes 2 fHi micas MpunuHEHHS
3acToCcyBaHHS mabiraTpaHy eTekcunarty. [lo 1Iboro 9acy nokasuuk MHB crnig po3rnspmaTu i3
3aCTEpPEeXKEHHAM.

ITepexid i3 3acmocysaHHA anmazoHicmia gimaminy K (ABK) Ha dabiezampaHy emekcuiam.

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

Kapodiosepcis.
[TamieHTH MOXKYTh 3aCTOCOBYBATH HabiraTpaHy eTeKCHIAT IPU KapaioBepcii.

KamemepHa abasuisa npu ¢ibpusauii nepedcepos (3anobieanHsa IHPII).

KarterepHa a0nsiisg Moxe OyTH ITpoBefeHa Yy Malli€HTiB, 110 OTPUMYIOTh fabiraTpaHy eTeKCUmaT y
no3i 150 Mr 2 pa3u Ha mo0y. JIikyBaHHS mabiraTpaHy eTeKCHAIaTOM He IOTPiOHO ITepepuBaTH (OUB.
po3pin «®apMakoIoriyHi BIacTUBOCTL. PapMakoguHAMIKA»).

Yepe3wkKipHa KOPOHAPHA daHzionaacmukad (YKA) 3i cmenmysanuam (IHOIT)

[NauieHTiB 3 HeKIanaHHo (iOpunsLieio mepencepnsb, ki neperecnu YKA 3i cTeHTyBaHHAM, MOXKHA
JIIKyBaTH 3a OOIIOMOToI0 fabiraTpaHy eTeKcuaaTy B KoOMOiHallil 3 aHTUTPOMOOLIMTapHUMU 3acobaMu
iCNISl MOCATHEHHS reMocTasy (auB. po3min «PapMaKoguHaMiKa»).

Ocobausi epynu nauieHmis

ITayieHmu AiMHbO20 BIKY.
[ITomo ocobnuBocTey nigbopy [mO3u AJIS Ili€l KaTeropil mallieHTiB guB. TaOIUIO 8 BUIIE.
IlauieHmu 3 pu3ukom Kposomeui.

[NamieHTiB 3 MigBUIIIEHUM PU3UKOM KPOBOTeUi (IUB. po3ainu «OcoONMUBOCTI 3aCTOCYBAHHS»,
«B3aeMopmis 3 iHIMMMY JTiKapChbKUMHK 3aco0aMu Ta iHIIi BUuau B3aemofin», «dapMakoKiHeTHKa») CIIif
peTenbHO KOHTPOITIOBATH KITiHIYHO (11100 03HaK KpoBoTeui abo aHeMil). Kopekilist 1o3u MOK/IMBa 3a
pillleHHAM JIiKaps MiCs OL[iHKY MOTEeHI[IMHUX IlepeBar 1 pU3uKiB [Jid KOXKHOTO NallieHTa (OuB.
tabnuirio 8 Buie). TecT Ha Koarymsiio (ouB. po3mis «OcoOMMBOCTI 3aCTOCYBAHHS») MOXKE HOIIOMOTTH
BUSIBUTH IAIi€HTIB 3 MiABUIIEHNM PU3UKOM KPOBOTEYi, CHPUYNHEHO! HAaAMiPDHOI0 €KCIIO3UIIIEI0



nmabiraTpaHy. fIKII0 BUSIBIEHO HaAMIpPHY €KCIIO3UIiI0 fabiraTpaHy B MAIli€HTIB i3 BUCOKUM PU3UKOM
KPOBOTEYi, PEKOMEHOYEThCS 3MeHIeHa qo03a (220 mr): mo 1 xkamncymi 110 mr 2 pa3u Ha go0y. ¥V pasi
KJTIHIYHO 3HA4yII0l KPOBOTEYi JIIKyBaHHS CIIi[ IPUIUHUTH.

[TamieHTaM i3 racTpuToM, e3odaritom abo racrTpoe3odareanbHOI0 PedIIOKCHOI XBOPOOOI0 MOXKe
OyTu Ipu3HAUYEHO 3MEHINEHHS N03U Yepe3 MiABUINeHUN PU3UK MAaCUBHUX IITYHKOBO-KUIIKOBUX
KpoBoTeY (muB. Tabnuiio 8 Buire Ta po3ain «OcoO6NIMBOCTi 3aCTOCYBAHHS»).

ITopyweHHA PYHKUII HUPOK.

JlikyBaHHS MAI€HTIB i3 TAKKUM MOPYIIeHHAM (QYHKIIil HUPOK (KJIipeHC KpeaTHHiHy < 30 MJ/XB)
nabiraTpaHy eTeKCHUIaTOM ITPOTUIIOKa3aHe (OuB. po3min «I[IpoTUIIOKa3aHHS»).

[TauieHTaM 3 nerKUMU NOpPYIIeHHAME (yHKIII HUPOK (KiipeHC KpeaTuHiny 50 - < 80 MJ1/XB) KOpeKLis
mo3u He 1oTpiOHa. [I71g NalieHTiB i3 MOMipHUMHU MOPYIEHHIMU QYHKINI HUPOK (KIipeHC KpeaTHuHIHY
30-50 mi1/xB) peKOMeHI0BaHa fio3a gabiratpany erekcunarty ctaHoBuUTb 300 Mr: mo 1 kamncymi 150 mr
2 pa3u Ha go0y. OfHaK [ Malli€HTiB 3 BUCOKMM PHU3UKOM KPOBOTEY MOXKI/IMBE 3HUXKEHHS 003U
nabiraTpany etekcunaTy go 220 mr: no 1 kamncyni 110 mr 2 pa3u Ha go0y (ZuUB. po3pinu
«0OcobmuBOCTi 3acToCcyBaHHA» Ta «PapMakoKiHeTUKa»). [[71g MaIlieHTiB i3 mopymeHHIM QYHKII
HUPOK PEKOMEHI0BaHO PeTeIbHe KIIiHIUHE CIIOCTEPEXEHHS.

OdHouacHe 3acmocysaHHs mabiraTpaHy eTeKcunary 3 iHeibimopamu P-2aikonpomeiHy 8i0 caabkux
00 NoMipHUX, HANPUK/Aad 3 aMio0apoHoOM, XiHiOuHOM abo sepanamisom.

He noTpi6HO KOpPUTYBaTH 03y IIPU ONHOYACHOMY 3aCTOCYBaHHi 3 aMiogapoHOM abo XiHiguHOM (IUB.
po3minu «OcobIuBOCTI 3aCTOCYBaHHSI», «B3aemopmis 3 iHIIMMY JTiKapCbKUMHU 3aco0aMu Ta iHIM BUIH
B3aemoiii», «®apMaKOKiHETHKA»).

[TamienTaM, gKi 3aCTOCOBYIOTh OGHOYACHO BepanaMmii, peKOMeHI0BaHO 3HUKEHHS 03U (OUB.
tabnuirio 8 Buille Ta po3minu «Oco6IMBOCTI 3aCTOCYBaHHSI» Ta «B3aEMofiig 3 iHIUMHU JTiKapChKUMU
3acob6aMu Ta iHIIi BUOW B3a€MOZil»). Y IbOMy BUNIaAKy AabiraTpaHy eTeKCHIaT Ta BepalaMil CIlif
3aCTOCOBYBaTHU B OJUH i TOU Xke 4dac.

Maca miaa.

Kopekiris no3u He nmoTpidHa (guB. po3nin «®apMakoKiHeTHKa»), ajie IallieHTaM 3 Macoo Tina < 50 Kr
PEKOMEHJ0BaHO PeTeNbHUM KITiHIYHUYA KOHTPOJIb (OUB. po3in «Oco0IMBOCTI 3aCTOCYBaHHS»).

Cmame.

Kopexkiris no3u He nmoTpidHa (quB. po3min «®apMakKoOKiHeTHKA»).

Cnocib 3acmocyeaHHs.

Kancyny MoxHa nmpuiiMaTy He3aJIekHO Bifl BXKUBaHHS 1Xi. Kamcyny ciig KoBTaTH 11i1010, 3alIUBal0O4Yn
CKJISTHKOIO BOJOM [AJIS IIOJIETIIEHHS OTPAIISHHSA B LITyHOK. [1allieHTiB CIif monepeguTy Ipo Te, 10
He MOXKHa BiJKpPHBaTH KaIICyJly, OCKIJIbKU 1€ MOXKe IMigBUAIIATHA PU3UK KPOBOTEUi (IUB. PO3MiN
«®apMaKOKiHETHKa»).



Himu.

Hemae o6rpysTyBaHHS 3acTocyBaHHs mpemnapaty [IPAITAKCA nefiaTpU4YHUM MallieHTaM 3a
IIOKa3aHHSIMU: 3ano0iraHHs iHCYNIbTy Ta CHCTEMHiN eMO0O0JIii y MaIlieHTiB 3 HEeKJIallaHHOI0
Gbibpunsiieio nepeacepab, MikyBaHHS TpoM6b03y rinubokux BeH (TI'B) Ta nerexneBoi em6oitii
(JIE).

Ilepedo3yeanns.

o3u mabiraTpaHy eTeKCUIIaTY, 0 IePEeBUIIYIOTh PEKOMEHI0BaHi, TPU3BOAATE [0 MiABUIIEHHS
PU3UKYy KPOBOTEUYI.

Y pasi migo3pu Ha nepefo3yBaHHA TECT Ha KOaryJydlilo MOXKe NOIIOMOI'TA BUSHAUUTU PU3UK
KpOBOTeYi (IuB. po3ninu «OcobnuBOCTi 3acToCyBaHHA» Ta «®apMaKoIOTiYHi BIaCTUBOCTI»).
KanibpoBanut KinbKiCHUM TeCT ab0 IMOBTOPHE BU3HAYEHHS PO3BENEHOr0 TPOMOIHOBOT'O TECTY A€
MOXKJIUBICTD ITepenbadyuTy Yac, KoK 3afaHi piBHi mabiraTpany OyayTh MOCSATHEHi (IUB. PO3Min
«PapMaKoIoTiuHi BIaCTUBOCTI»), TAKOXK SIK OJATKOBHUY 3aXifi MOXKHa PO3MOYaTH [iai3.

HapmipHa npoTupis 3ropTaHHIO MOXe MOoTpebyBaTH IPUNMHEHHS JIiIKyBaHHS mabiraTpany
eTekcunaTtoM. Ockinbku mabiraTpaH BUBOOUTHCS TOJIOBHUM YMHOM HUPKAMH, TO CJIifl MiATPUMYBaTH
afleKBaTHUU Oiypes.

OckinbKy 3B’s13yBaHHs 3 OiTKaMu IJTa3MK HU3bKeE, mabiraTpaH MoxKe BUBOJUTUCS 3@ [OIIOMOI0I0
miani3y; KIiHIYHUN DOCBig 3aCTOCYyBaHHS Hiasidy o6MexeHuM (OuB. po3min «PapMaKOKiHETHKA»).

YrpaBniHHA reMOpariYyHUMU YCKIIagHEHHAMU

Y pasi remopariyHux yCKiaagHEHb CJIif IPUINHUTH JIIKyBaHHS Ta 3’'ICyBaTU OXKepejio KpoBoTeyi. Crin
PO3TIIIHYTH HEOOXigHICTh TPOBENEHHS BilTIOBIMHOTO JIiKyBaHHS 3aJI€3KHO Bif] KITiHIYHOI CUTYaIlil,
HaIPUKJIa[ XipypriyHoTro reMocTa3y Yy BifHOBNIeHHS 00’eMy IMPKYII0I0490i KPOBi, 3aJIe3KHO Bif
IpU3HaYeHHS TiKaps.

[Tpy BUHUKHEHHI 3arPO3u [IJIS JKUTTS YK ITPU HEKOHTPOJILOBAHIN KPOBOTEYi, KOJIM HEOOXigHE IIBUKE
YCYHEHHSI aHTHKOATyJIALiiHoro edekTy gabiratpany, Moxe OyTu IpU3HadYeHUN ClienupigHun
peBepcuBHUI areHT (imapynu3ymal) 3 aHTAarOHICTHYHUM ePeKTOM Ha (hapMaKOOUHAMIYHUHN BIIJIUB
mabiraTpany (ouB. po3min «OcoO0MMBOCTi 3aCTOCYBAHHS»).

MoxHa pO3rISHYTH OOLIMBHICTh 3aCTOCYBAHHS KOHIIEHTPATIB KOATryIAIiiHuX (PaKTOpiB
(axTMBOBaHUX a0 HEAKTUBOBAHUX). ICHYIOTE esKi eKcliepuMeHTalbHi faHi 00 POl 3a3HaYeHuX
areHTiB Y peBepCyBaHHi aHTUKOATYNALiKHOTO epeKTy nabiraTpany, aje JaHi m00 IXHbOI KOPUCTi B
KJTIHIYHUX IIPOSIBaX, @ TaK0XK MOXKJIMBOTO PHU3UKY BiTHOBIEHHS CHMIITOMIB TpoMGoeMOortii myxke
obmexeHi. KoarynsauiiiHi TeCTH MOXKyTh OyTU HeJOCTOBIDHUMH IIiCJIg 3aCTOCYBaHHS 3aIIPOIIOHOBAHUX
KOHILIEHTPATIiB Koaryaaniiaux ¢paxtopis. Criifg BUIBIATH 00€peXkKHICTh NIPY TIyMadeHHi IIUX TECTiB.
Taxkox crnig BUSABNATH 00€PeXHICTh IPU 3aCTOCYBaHHI KOHIIEHTPATIB TPOMOOIIUTIB, SKII0 HasIBHA
TPOMOOLUTOIEeHist aD0 3aCTOCOBYBAIMCS aHTUTPOMOOIIMTAPHI JTiKapChKi 3aco0u ITPOJIOHTOBAHOI Mii.
CumrnToMaTUyHe JIIKyBaHHS IIPOBOAATH 38 PEKOMEHAAliAMU JIiKaps.

KoHcymbTanis ekcriepTa 3 Koaryisilii Moxe OyTH po3TIsSHyTa y pa3i 3Ha4YHOI KPoBOTeYi (IIpH
HaSIBHOCTi TaKOTO €KCIIEpPTa).



ITobiuni peakuii.
Pestome npodinio Gesmeru

Be3neky mabiraTpany etekcusnaty 6yJo oliHeHO B X0Zi KTiHigYHUX BUnpoOyBaHb npubausuo y 64000
naiieHTiB; 3 HuXx npubnusno 35000 mamieHTiB OTpHMyBasy JIiKyBaHHA fabiraTpaHy eTeKCHUIaTOM.

3aranoM y 22 % matieHTiB 3 Qpibpumnsdiiieio nepeacepab, SKi OTPUMYBaIu Ipenapar oI 3ano0irauHs
iHCYNbTy Ta cHCTeMHil eMOo0ii (HOBroTpuBaje 3acTocyBaHHs Oinbile 3 pokiB), 14 % malli€eHTiB, AKUM
JikyBanu TpoM003 rmuboKUX BEH Ta JiereHeBy eM0oiio, Ta 15 % mamieHTis, SKi 0OTpUMyBaiu
npenapart g 3anobiranus TI'B ta JIE, ciocTepiranucs nobiuxi peaxiiii.

Harttuacrimioro mo6iuHo10 peakiriero Oyla KpoBOTeYa, 110 CIocTepiranacs npubnusuo y 16,6 %
nauieHTiB 3 GpidpunsIiero nepencepas, SAKi TpUBanIKii Yac JTiKyBanucs AJg 3ano0iraHHs iHCYNIbTY Ta
cucteMHin em6ortii, Ta v 14,4 % nauienTis, skuM nikyBanu TTB/JIE. OcKinbKu rpynu mami€eHTiB, SKi
JIIKyBaJIMCA 3a TPhOMa II0Ka3aHHIMHU, He € 31CTaBHUMU i BUMIAJKU KPOBOTEY PO3MOi/IeH]i 3a
CHCTeMaMU OpraHiB, KOPOTKa XapaKTEPHUCTUKa MaCUBHUX i Oy[Ib-IKMX KPOBOTEY PO3[iieHa 3a
IIOKa3aHHSIMH i HaBefeHa y Tabmuuax 11-14.

Xo4a y KIiHIYHUX OOCTiAkKEeHHAX YacToTa Oyjla HU3bKO0I0, MaCUBHi a0 TSKKi KDOBOTEUi MOXKYTh
BUHUKATH i, 3aJ71€3KHO Bif] JIOKaJi3allii, CHpUYUHATHA BTPATy Npale3qaTHOCTI, 3aTPO3JIUBI O KUTTS
cTaHu abo MaTy JeTalbHUN HACTioOK.

Y tabnuni 10 HaBemeHo MOGiUHI peakilii, BUSBJIEH] IIif 9ac JOCTigXKeHb Ta TOCTMAPKETUHTOBUX JaHUX
3a MMOKA3aHHSIMHU 3amobiraHHs iHCYIbTYy Ta CUCTeMHil eM00JTil, a TaKOXK JTiKyBaHHS Ta 3amo0iraHHsS
TpoM0O03y IruOOKUX BEH Ta JIeTeHeBiit emM0071il, 3a cucTeMaMu OpraHiB i yactoToo. YacToTa
BHA3HAYAETHCS SK: AyxKe 4gacTo (= 1/10), wacto (= 1/100 - <1/10), meyacto (= 1/1000 - < 1/100),
pigko (=1/10000 - < 1/1000), gy=xe pigko (<1/10000), HeBimoMO (He MOKHA BCTAHOBUTH 3a
HAsIBHUMHU JAHUMH).

Tab6muig 10
[To6iuni peakiii

- HacToTa

Krnac cucteM oprasis / 3anobiranHg iHcynbTy  |JliKyBaHHS Ta

no0iyHa peakilis Ta CUCTEMHIiil eM0Ooil y [3amobiraHHs TpomM603y
MaIli€HTIB 3 TTIO0KUX BeH/
hibpumnsitieo mereHeBiit eMOotii
epencepnb

3 60Ky cucmemu Kkposi ma aimpamuyHoi cucmemu

aHeMis 4acTo HEYacTo

3HUKEHHS PiBHS reMorao0iny HEe4yacTo HEeBiOMO

TPOMOOILIMTOTIEHIST He4YacTo PigKo

3HUKEHHS reMaTOKPUTY PiIKO HeBimoMo

HEeUTPOIEeHis HeBigOMO HeBigoMO

arpaHyJIOLUTO3 HEeBiOMO HEeBiOMO

3 6oky imyHHOI cucmemu

rifnepyyTIuBICTh HE4YacTo HEe4YacTo

BUCHUIIaHHSA HEeYyacTo HEeYacTo

cBepOixK HEe4yacTo HEe4acTo

aHa(imakTH4HI peakilil PiOKO PIOKO




QHTiIOHEBPOTHYHUYN HAOPSK PidKo PiOKo
KPOIIMB' THKA PiOKo PiOKO
OpOoHXOCIIa3M HEeBimoOMO HEeBiTOMO
3 60Ky Hepeosoi cucmemu

BHYTDIIIHBOYEPEHHI KPOBOBUIINB [zeuacto [pinxo

3 60Ky cyOuHHOI cucmemu

reMaToMa HEJacTo HEYacTo
KPOBOBUJIUB HEJacTo HEYacTo
3 60Ky OuxaabHOi cucmemu, opa2aHie 2py0HOI KAimKu ma cepedoCmiHHS

HOCOBa KPOBOTEYA YacTo YacTo
KPOBOXapKaHHS HEJacTo HEYacTo
3 60Ky mpasHoi cucmemu

[ITYHKOBO-KMIIIKOBa KPOBOTEYA YacTo YacTo
6i71b y KUBOTI YacTo HEYacCTo
niapest 4acTo HEeYacTo
muCIencis 4acTo 4acTo
HygoTa YacTo HEYacTo
peKTasibHa KPOBOTeYa HEe4acTo YacTo
reMopoifjaTbHa KpoBoTEe4a HEJacTo HEYacCTo
MITyHKOBO-KUIIIKOBA BUpa3Ka, BKIIIOYHO 3 HEe4acTo HE4acTo
BHPa3KO0I0 CTPABOXOLY

racTpoesodarit HEe4acTo HEYacTo
racTpoe3odareasbHa HEe4acTo HE4acCTo
pedrokcHa xBopoba

6III0BaHHS HEYacTo HEYacTo
mucoaris He4acTo PiOKO
"enamobisiapHi nopyweHHs

MOpyLIeHHA QYHKIII MediHKn/ HEe4JacTo HEe4JacTo
BiIXUIEHHS Bif HODMU TECTY

(yHKIII] TeYiHKN

MiIBUIIEHHS PiBHSI HEe4acTo He4acTo
anaHiHaMiHOTpaHC(epasn

[MiIBUILIEHHS PiBHSA He4YacTo He4YacTo
acrnaprataMiHOTpaHC(depas3u

[iIBUIIEHHS PiBHSA pimKo He4acTo
Me4YiHKOBUX (PEPMEHTIB

rinep6inipybinemist pigKo HEeBigoMO
3 60Ky wkipu ma nidwKipHOi KAimKo8UHU

KPOBOBUJIMB Ha LIKIpPI 4acTo 4acTo
aJIoIelis HeBiToMO HeBimoMo
3 60Ky onopHO-pyx080i cucmemu ma Cnoay4Hoi MKAHUHU

reMapTpo3 [pinxo [zeuacto
3 60Ky cevosudinvHOi cucmemu

cedocTaTeBa KpPOBOTEYaA, BK/IIOUAIOYM FeMaTypilo [4acTo [gacTo
3azanvHi po3aadu ma cmaHu y micui nposedeHHA iH €KUiU ma iH(pysiu

KPOBOBUJIMB y MiCIIi iH'€KIIil pigKo pigKo
KPOBOBUJINB y MiCIli BBEIEHHS KaTeTepa pigKo pifKo
Ywko0oceHHA ma YyCKAaOHeHHA npu nposedeHHi MeduyHuUX npouedyp
TPaBMaTUYHUM KPOBOBUIINB PiOKo HEe4acTo
KPOBOBUIMUB y MiCIi po3pi3y pigKo pigKo




Onuc okpemux nobivHUX peakuiu

Kposomeui

3 ornsiny Ha ¢apMaKOJOTiYHMM MeXaHi3M [iii, 3acTocyBaHHS gabiraTpaHy eTeKcuiaTy Moxe OyTu
acoIlrifioBaHe 3 MiJBUILIIEHUM PU3UKOM IIPUXOBAHOI ab0 IBHOI KPOBOTEUi, SIKa MOXKe BUHUKHYTHU Y OyOb-
SIKUX TKaHKWHaX a0o opraHax. CUMITOMM Ta TSXKKiCTh (BK/II0Ual0O4y JeTalbHi HaCJIiAKK) 3aeXkaTh Bif
JIOKaJIi3allil Ta cTyneHs abo IOMUPEeHHST KPOBOTeUi Ta/abo aHeMmil. B xomi KniHIYHUX HOCTigXKEHb
KPOBOTEUi CJTM30BUX 000JIOHOK (HANpPHUKIIaJ IUTYyHKOBO-KUIIKOBI, CEY0CTATEBI) CIIOCTEPIranucs
yacTime mpu OGifbIl TPUBANIOMY JIiKyBaHHI HabiraTpaHy eTeKCUIaTOM B MOPiBHSHHI 3 nikyBaHHSIM ABK
(amTarownictu Bitaminy K). TakuM 4MHOM, Ha JOJATOK [0 AOCTATHHOT'O KIIIHIYHOTO CIIOCTEPEXKEHHS,
nabopaTopHi ITepeBipKM IT0Ka3aHb reMOoTI00iHy/TeMaTOKPUTY € BaKJIMBUMU [AJIS1 BUSBIIEHHS
IIPUXOBAHUX KPOBOTeY. PU3MK KPOBOTEY MOXKe 3POCTaTH Y IEBHUX I'PYII MAlli€HTiB, HAPUKIaL y
TALiEHTIB 3 TOMIPHUMM MOPYIIEHHSIMHU GQYHKIII HUPOK Ta/abo y MallieHTiB i3 CymyTHROIO TepPaIIi€lo,
sIKa BIIJIUBA€E Ha remMocTas, abo cunmbHUMH iHTiOiTOpamu P-gp (guB. po3min «Oco6auBOCTi
3aCTOCyBaHHSI»: PU3KK KpoBOTeUi). Ha reMopariuni yckmagHeHHS MOXKYTb BKa3yBaTH ClIabKiCTh,
6migicTe, 3arTaMOpPOYEeHHS, TOJIOBHUY 0inb a60 He3p03yMisi HAaOPSAKM, 3aiUIIKa Ta IIOK 3
He3'sICOBAHUX IIPUYMH.

[ToBimOMIIANIOCH, 1110 BiIOMi YCKIIaHEHHS KPOBOTEYl, TaKi AK KOMIaPTMEHT-CUHIPOM, rOCTpa
HUPKOBa HEJOCTaTHICTh yepe3 rinomnepdysito Ta Hedpomaris, 0B’ I3aHa 3 aHTUKOATYISALINHOI0
Tepali€lo, CIoCTePIraauch y MaIli€HTiB 3i CIPUATINBAMU (PaKTOpaMyu PU3UKY IIPU 3aCTOCYyBaHHI
nabiraTpaHy eTekcuiaTy. ToMy BipOTimHICTh KPOBOTEYi CIIifi BpaXOBYBaTH IIPHU OIIiHIli CTAHy OyOb-
SIKOTO TIAIlli€HTa, SKUU OTPUMY€E aHTUKOATY ALY Teparnio. CrenudigHani IpenapaT 3BOPOTHOL
mii o gabiratpany - igapyiu3ymab - MOXKHa 3aCTOCOBYBATH Y pa3i BUHUKHEHHS
HEKOHTPOIbOBAHOI KPOBOTEYi (IUB. po3Min «Ilepemo3yBaHHI»).

3anobieaHHA iHCYyA1bMY Ma cucmemHit emboii y 0opocaux nauieHmia 3 gibpusauiero

nepedcepdb 3 00HUM abo KiabkoMa pakmopamu pusuky.

Y Tabnuni 11 HaBegeHO JaHi IPO BUMAAKKU KPOBOTEY Bifl MaCHBHUX [0 OyOb-IKuX y 0a30BUX
IOCTiIXKeHHAX 3arnobiraHHs iHCYIbTYy Ta CUCTEMHIN eMO007Iil y namieHTiB 3 Gpibpunsiiiero nepencepas.

Tabmuisa 11

[ToKa3HUK [abiraTpany [TabiraTpany Bapdapux

eTeKCHIIAT, eTEeKCHUJIAT,

110 mr 2 pasu Ha | 150 Mr 2 pa3u Ha

neHb NeHb
KinbKiCTh paHOOMi30BaHMX NalieHTiB [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 %)
lTeTanabHa 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 martienTiB, paHgoMi3oBaHux o rpynu gabiratpany etekcunaty 110 mr aBidi Ha o6y a6o 150 mr



nBidi Ha mOOY, CIIOCTEpiraBCcsl 3HaYHO HUKYWY PU3UK BUHUKHEHHS He0e3MeYHuX OJIs KUTTS
KPOBOTEY i BHYTPIIIHbOUEPETHUX KPOBOBUJIUBIB NOPiBHAHO 3 BaphapunoM [p<0,05]. O6unsa
no3yBaHHS mabiraTpaHy eTeKCUIaTy TaKOX XapaKTepPU3yBaJIUCh CTATUCTUYHO 3HAYYIIO0 HUKYOI0
3arajibHOIO YaCTOTOIO KPOBOTeY. Y IMAIli€HTIB, paHI0Mi30BaHUX 00 IPynu gabiraTpaHy eTeKcunarty
110 mr gBiui Ha o0y, cocTepiraBcs 3HAYHO HUXKYUYN PU3UK CEPHO3HUX KPOBOTEY IOPIBHSHO 3
BapdapuroM (BigHomeHHs pusukis 0,81 [p=0,0027]). V maiienTiB, paHgoMi30BaHUX A0 IPYIU
nabiratpany etekcunaTy 150 Mr gBiui Ha go0y, ciocTepiraBcs 3HAYHO BUIIUM PU3UK CEPHO3HUX
IIJTyHKOBO-KUIIKOBUX KPOBOTEY MOPIBHSHO 3 BapapuHoM (BigHOmeHHS pu3ukis 1,48 [p=0,0005].
Le# edekT Bim3HayaBCs IepeBakHO Y MAIliEHTIB BiKOM =75 pPOKiB.

KniniyHi nepeBaru gabiraTpaHy eTeKCUIATy CTOCOBHO 3amo0iraHHs iHCYNIbTY Ta CUCTeMHil eMbotii
Ta 3HUKEHHS PU3UKY BHYTPIIIHHOMO3KOBOI KPOBOTEUI IMMOPIBHSAHO 3 TAKMMU IIPK 3aCTOCYyBaHHI
Bapdapuny 3adikcoBaHi B iHAMBiAyanbHUX CyOrpynax, HalpUKIIaf, 3a HIPKOBOIO HENOCTATHICTIO,
BiKOM, OTHOYaCHMM 3aCTOCYBaHHSM iHIINX JTiKapChKUX 3aC00iB, TAaKUX SK aHTUTPOMOOIUTAPHI
3acobu abo inribitropu P-gp. [leBHa cyOrpymna maii€eHTiB Ma€ MigBUILEHUNM PU3UK MaCHBHOI KPOBOTEYi
IIPU 3aCTOCYBaHHiI aHTUKOATYJISHTIB, OTXKe, IIPU 3aCTOCYBaHHi mabiraTpaHy iCHye HaJIUITKOBUH
PHU3UK IITYHKOBO-KHIIKOBOI KPOBOTEUI, IKa MOXK€e BUHUKHYTU IPOTATOM 3-6 MiCSIiB MMiC/sA IO4YaTKy
Teparil fabiraTpaHy eTeKCHUIaTOM.

JlikyeaHHa TI'B i JIE ma 3anobieavHa peuudugyroyomy TI'B ma JIE y dopocaux (aikyeanHsa TI'B/JIE).

Y tabmnuni 12 HaBeeHO [aHi 100 BUMAKiB KPOBOTEY, SIKi CIocTepiranucs y xofi 06’ eqHaHUX
OCHOBHUX JIoCHiKeHb 3 jikyBaHHs TT'B/JIE. B 06’emHaHNX OOCTiAXKEHHSX II0YATKOBI KiHIIEBI TOUKH
Oe3nekyu MaCUBHUX KPOBOTEY, MAaCUBHUX a00 KJIiHIYHO 3HAYYIIUX KPOBOTEY Ta OyMIb-IKUX KPOBOTEY
Oynu 3HAUYIIO HUXKYKUMHU [TOPIBHSAHO 3 TaKUMU IIPU 3aCTOCYBaHHI BaphapruHy IpY HOMiHaIbHOMY
piBHi 3HauymocTi 5 %.

Tab6muig 12
[Toka3HUK [labiraTpany Bapdapun BimHOLIEHHS PU3UKY,
eTEeKCHUIIAaT, nabiraTpaH MOPiBHSIHO
150 mr 2 pa3u 3 BapbapunoM (95 %
Ha JEeHb MOBIPYOro iHTEpBAy)
KinbKicTh mallieHTiB, BKIIOYEHUX B aHai3 [2456 2462
0e3nexku
MacuBHiI KpoBOTEUi 24 (1,0 %) 40 (1,6 %) 0,60 (0,36; 0,99)
BHYTPIIIIHbOYEPENHA KPOBOTEYA 2 (0,1 %) 4 (0,2 %) 0,50 (0,09; 2,74)
MaCHBHAa LITyHKOBO-KUIIKOBa KpoBoTeda |10 (0,4 %) 12 (0,5 %) 0,83 (0,36; 1,93)
KpOBOTeYa, HeOe3MmeyHa Oyt KUTTS 4 (0,2 %) 6 (0,2 %) 0,66 (0,19; 2,36)
MacuBHa KpoBoTeda/ KiiHiuHo 3Hauyma |109 (4,4 %) 189 (7,7 %) 0,56 (0,45; 0,71)
KPOBOTEYa
Bynb-sKa KpoBOTEYa 354 (14,4 %) 503 (20,4 %) 10,67 (0,59; 0,77)
Bynb-siKa LIJTyHKOBO-KUILIKOBa KpoBoTeyda |70 (2,9 %) 55 (2,2 %) 1,27 (0,90; 1,82)

Bunagku KpoBOTedY y pa3i BUKOPUCTaHHS 000X MeTOHiB JiKyBaHHS OyJIu OLiHEHi Iicys mepiioro
3acTocyBaHHS fabiraTpany etekcunaTy abo BaphapuHy mmiciig 3aKiHUYeHHS MapeHTepasbHOI Teparii
(TinpKu mepiof mepopaibHOro NiKyBaHHS). HaBemeHi maHi BKIO4YalOTh BCi BUMAJKXA KPOBOTEY, SIKi
CIIOCTEPIramucs MpoTSATOM 3aCTOCyBaHHS mabiraTpaHy etekcuinaty. [ Bapdapury 0y10 BKIIIOUEHO
BCi BUIMIAJKXA KPOBOTEY, 3a BUHATKOM THUX, SKi CIIOCTepPIiraJucs NpoTAroM IepexigHoro nepiogy 3
ITapeHTepaabHOl Tepalii Ha BapgapuH.



Y tabnuni 13 HaBeeHO [aHi 1010 BUMIAOKIB KPOBOTEY, SIKi CIIOCTepiramucs y xomi 00’emHaHUX
OCHOBHUX focnigxens 3anobiranus TI'B/JIE. [Teski kpoBoTeui Oyu 3HAUYIIO HUKYUMU TTOPIBHSHO 3
TaKUMHU IIPU 3aCTOCYBaHHI BaphapuHy TPy HOMiHaJIbHOMY PiBHI 3Ha4YymIOCTi 5 %.

Tabmuns 13
[ToKa3HUK [TabiraTpany Bapdapux BifHOIIEHHSA PU3UKY,
eTEeKCUIIaT, mabiraTpaH MOPiBHSHO
150 Mr 2 pa3u Ha OeHb 3 BapdapunoM (95 %
OBipPYOro iHTEpBay)
KinpkicTh namienTis, (1430 1426
BKJIIOUEHUX B aHAi3
Oe3mneku
MacuBHI KpoBOTEYil 13 (0,9 %) 25 (1,8 %) 0,54 (0,25; 1,16)
BHyTpimHb04YepenHa |2 (0,1 %) 4 (0,3 %) He po3paxoBano*
KpPOBOTEYaA
MacHBHa UIITYHKOBO- K (0,3 %) 8 (0,5 %) He po3paxoBano*
KHIIIKOBa KPOBOTEYa
KPOBOTEYa, 1 (0,1 %) 3 (0,2 %) He po3paxoBano*
Hebe3meuna o
PKUTTSI
MacuBHa KpoBoTeda/ |80 (5,6 %) 145 (10,2 %) 0,55 (0,41; 0,72)
KJIIHIYHO 3HaYyllla
KpPOBOTEYA
bynb-sika KpoBoTeda [278 (19,4 %) 373 (26,2 %) 0,71 (0,01; 0,83)
Bynb-gKa UimyHKoBO- 45 (3,1 %) 32 (2,2 %) 1,39 (0,87; 2,20)
KHIIIKOBa KPOBOTEYa

* BifHOLIIEHHS PU3UKY He OL[IHIOBAJIM, OCKIJIbKY He BUSBJIEHO BUII[KIB B KOAHIU 3 TPy NALi€HTIB.

Y Tabnuni 14 HaBeeHO [aHi O[I0 BUMIAOKIB KPOBOTEY, SIKi CIIOCTEPIranucs y Xomi OCHOBHOTO
nociigxenns 3 3anobiranus TTB/JIE. PiBenb koM0iHallii MacUBHUX KPOBOTEY/ KITIHIYHO 3HAUYIINX
KPOBOTEY Ta PiBeHb OyAb-IKMX KPOBOTEY IIPU HOMiHAJILHOMY PiBHI 3HAUyH[OCTi 5 % Oy1I1 3HAUyIIO
HUKYKMMY Y MAlli€eHTiB, AKi OTPUMYBaIH I1ale0o, MOPiBHAHO 3 TAKUMHU Y MAIli€HTIB, SKi OTPUMYBaIn
nabiraTpaHy eTeKcuiart.

Tab6muig 14
[Toka3HUK [labiraTpany [Tnane6o BimHOLIEHHS PU3UKY
eTekcunat 150 mr 2 mabiratpaHy
pa3” Ha JeHb [TOPIBHSHO i3

BapdapuHOM (95 %

OBipYOro iHTEepBay)
KinpkicTh narmienTis, |684 659
BK/IIOUEHUX B aHalli3
Oe3neku
MacuBHiI KpoBOTEUi 2 (0,3 %) 0 He po3paxoBano*
BHYTpilIHbOYepenHa |0 0 He po3paxoBaHo*
KpPOBOTEYa
MaCHBHa LUITyHKOBO- |2 (0,3 %) 0 He po3paxoBaHo*
KUIITKOBA KPOBOTEYaA
KPOBOTEYa, 0 0 He po3paxoBaHo*
HeOe3neyHa Ois
PKUTTS




MacuBHa 36 (5,3 %) 13 (2,0 %) 2,69 (1,43; 5,07)
KPOBOTEYa/KITiHIYHO

3HauUyIla KPOBOTEYa

Bynp-gKa KpoBoTeda |72 (10,5 %) 40 (6,1 %) 1,77 (1,20; 2,61)
Bynb-sika HImyHKOBO- |5 (0,7 %) 2 (0,3 %) 2,38 (0,46; 12,27)
KUIITKOBA KPOBOTEYa

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

A2paHysouumos i HeumponeHis

IyXKe pigKo MOBiIOMIIANIOCS IIPO arpaHyJIONMUTO3 Ta HEUTPOIIEHIIO i Yac 3aCTOCyBaHHs fabiraTpaHy
etekcunaty. OCKinbKY MMpo mMobiuHi peakilil MOBimOMIISIIOCS IPOTATOM ITOCTMapPKETHHT OBOT'O
OOCITiI>KeHHST HaceJIeHHs HeBiOMOI YMCENTbHOCTI, IOCTOBIPHO BU3HAYUTH YaCTOTY IX BUHUKHEHHS
HeMOK/I1BO. KoedillieHT 3BITHOCTI OIIiHIOBAIH SIK 7 SIBUII Ha 1 MibIOH IalliEHTO-POKIB 1I0O0
arpaHyJIOLXATO3Y Ta 5K 5 IBUII Ha 1 MiIblOH MaIliEHTO-POKIB IIPK HEUTPOIEHil.

[ToBimomIeHHs PO Mimo3poBaHi mMo6iYHi peakirii

[ToBimoMIEHHS IIPO Migo3poBaHi MOGIYHI peakil Mic/isg peecTpaliil 1ikapChbKOro 3aco0y € BaKIMBAMU.
Lle mae 3MOry NpogoBKyBaT MOHITOPUHT CIIBBIOHOIIEHHS KOPUCTh/PU3UK 3aCTOCYBaHHSA
nikapcbKoro 3aco6y. IIpaliBHUKY 3aKIadiB OXOPOHU 3[I0POB’S 3000B’s13aHi MOBiqOMIISATH PO Oyab-sIKi
migo3proBaHi mobivHi peakiii BiIMOBITHO MO Oif0Y0Oro 3aKOHOIABCTBA.

mepmiH npudamHocmi. 3 POKH.

YMoBH 30epiranssi.

30epiraTu B CyXoMy, HEIOCTYITHOMY [J1s1 OiTe¥ MicIli mpu TeMmepaTypi He Buie 25 °C.

YnaxosBka.

I[To 10 kamcyn y 6mictepi; mo 3 abo 6 6icTepiB y KapTOHHIN KOPOOIIi.

KaTteropis Bigmycky.

3a pelemnToM.

BupoOHHK.



Bepiurep Iurensxaiim ®apma ['M6X i Ko. KT', Himeyuuna/

Boehringer Ingelheim Pharma GmbH & Co. KG, Germany.

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca Micls MpoBaIXKeHHs HOTro Tis/IbHOCTI.
Binrep Iltpacce 173, 55216 Iarensxaiim Ha Pelini, HimeuunHa/

Binger Strasse 173, 55216 Ingelheim am Rhein, Germany.



